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PAT VAN PE

1. Tinh cAp thiét cia dé tai

Viém da diay man co Helicobacter pylori (H. pylori) 1a yéu to
nguy co quan trong nhat voi ung thu da day. T6 chic Y té thé gidi
xéc dinh diéu tri tiét trir H. pylori 1a mot trong cac bién phéap chu yéu
ngan ngura ung thu da day.

Trong diéu tri tiét trir H. pylori, clarithromycin (CLR) la khang
sinh quan trong cua phac dd ba thudc chuin theo kinh nghiém lan
dau va levofloxacin (LVX) 1a khang sinh quan trong trong phac do
14n hai. Phac d6 ba thudc c6 CLR chi c¢6 hiéu qua cao khi ty 1¢ H. pylori
dé khang CLR <15% va phac db ba thudc c6 LVX chi c6 hiéu qua
cao khi ty 1& H. pylori dé khang LVX <10% trong khu vuc. Vi vy,
dé chon phac d6 diéu tri can c6 dit liéu vé H. pylori d& khang khang
sinh. Trong cac phuong phap 1am khang sinh d6 v&i H. pylori thi
Epsilometer (Etest) 1a phuong phap phil hop véi vi khuan phat trién
cham, dang tin cdy do dinh lugng duoc néng d6 uc ché tdi thiéu cua
khang sinh va c6 thé ca nhan ho4 viéc diéu tri.

Thoi gian qua do cac nghién ctru & nudc ta cho thay ty 1& H.pylori
dé khang véi CLR va LVX khé cao, nén ching ta can chon phac do
bdn thude ¢ bismuth (PBMT) dé diéu tri tiét trir H. pylori theo kinh
nghiém cho bénh nhan diéu trj 1an dau hoac sau thét bai 1an du. Tuy
nhién cho dén nay van chua c6 nghién ctru voi ¢& miu 16n danh gia
hiéu qua tiét trir H. pylori, sy tuan thu va tac dung phu & bénh nhan
viém da day man c6 H. pylori duoc diéu tri bang phac do nay.

Xuat phat tir thyuc té d6, chung t6i tién hanh dé tai “Nghién ctru ty 18
khéang Clarithromycin, Levofloxacin cua H.pylori bang Epsilometer va
hiéu qua cta phac 6 EBMT ¢ bénh nhan viém da day man”.

2. Muc tiéu nghién ctru

2.1. Xac dinh ty 1& H. pylori dé khang clarithromycin, levofloxacin &
bénh nhan viém da day man bang phuong phap Epsilometer va mot
s6 yéu t6 lién quan dé khang khang sinh



2.2. Khao sat ty 1¢ tiét trir H. pylori ctia phac ¢6 EBMT 10 ngay &
bénh nhan viém da day man, tudn thu dung thudc, tac dung phu va
mot s6 yéu tb lién quan hiéu qua diéu tri.

3. Y nghia khoa hoc va thuc tién ciia ciia lun an

- Y nghia khoa hoc: Nghién ctru ding Epsilometer x4c dinh dugc
nong do tc ché tdi thiu cua ting ching va danh gia dugc ty 1¢ chung
H. pylori dé khang véi CLR va LVX dat mic cao déng bao dong &
bénh nhan viém da day man.

Nghién ctru phiac @ EBMT dénh gia dwoc hidu qua tiét trir H. pylori
dat mtrc chdp nhan & 1an diéu tri tha nhit va tha hai ciing nhu tién
luong duoc kha ning thanh coéng cua phac d6 thong qua xac dinh
muc tuan thu diéu trj cta ngudi bénh.

- ¥ nghia thue tién: Trong thuc té 1am sang, viéc ap dung Etest s&
xéac dinh tinh d& khang ctia ching H. pylori ¢ bénh nhan di diéu tri
that bai tir hai 1an tr¢ 1én gitp bac si chon khang sinh phu hop, ning
cao hiéu qua tiét trir. Epsilometer cho phép khao sat tinh dé khang
ctia hang loat chung H. pylori trong cong dong theo dinh ky, dé danh
gia xu hudng dé khang khang sinh va c6 chién lugc khuyén céo chon
lwra phac d6 kinh nghiém dau tay diéu tri pht hop cho bénh nhan &
ting khu vuc ciing nhu dé ¢ chién luge quan 1y sir dung khang sinh.
Ap dung phac d6 EBMT diéu tri tiét trir H. pylori cho bénh nhan lan
dau hodc sau that bai 1an dau dem lai két qua cao trong bdi canh vi
khuan ngay cang gia ting dé khang khang sinh.

4. Pong gép mdai cia ludn an

Trong linh vuc H. pylori dé khang khang sinh, ddy 1a mot trong
nhitng d& tai dau tién ap dung phuong phap Etest dé khao sat H. pylori
dé khang CLR, LVX & bénh nhan viém da day man, da gop phan cung
cap dit liéu dé khang khang sinh déng tin cay cho nganh tiéu hoa cé
chién luoc diéu tri tiét trir phu hop. V& mat diéu tri, day cling la mot
trong nhitng dé tai du tién ¢ Viét Nam danh gia hidu qua diéu tri tiét trir
H. pylori cta phac dd bdn thude cé bismuth ¢ bénh nhan viém da day
man trong bdi canh vi khuan ngay cang gia ting dé khang khang sinh.



CAU TRUC LUAN AN
Luan 4an c6 139 trang, v6i 4 chuong, gdm 3 trang dit van dé, 35
trang tong quan, 27 trang ddi twong va phuong phap nghién ciru, 26
trang két qua, 45 trang ban luan, 2 trang két luan va 1 trang kién nghi.
Luan 4n c6 43 bang, 8 hinh, 4 so do, 8 biéu d6 va 227 tai liéu tham
khao gom 25 tiéng Viét va 202 tiéng Anh.

Chuong 1. TONG QUAN TAI LIEU

1.1. VIEM DA DAY MAN VA VI KHUAN H. PYLORI
1.1.2.1. Dinh nghia, nguyén nhan viém da day magn

Viém da day man (VDDM) duoc dinh nghia 1a nhitng thwong ton
man tinh cua biéu md pha & niém mac da day, c6 thé dan dén nhiing
bién d6i md bénh hoc quan trong nhu di san rudt, loan san, teo tuyén
niém mac, trén co s& d6 ung thu da day c6 thé phat trién.

Trong céc nguyén nhan VDDM do nhiém tring, vi khuan H. pylori
dong vai tro cha yéu.
1.1.3. Viém da day man c6 Helicobacter pylori
1.1.3.1. Co ché gay bénh ciia H. pylori trong viém dg day mgn

Nhiém H. pylori dan dén nhiing bénh Iy tiéu hoa khac nhau trén nguoi
bénh 1a do su twong tac gitra vi khuan, vat chii va cac yéu td méi truong.
1.2. HELICOBACTER PYLORI PE KHANG KHANG SINH
1.2.1.2. Phan logi H. pylori dé khang khang sinh

H. pylori cd thé dé khang khang sinh nguyén phat hozc thir phat.
1.2.3. Dich t& H. pylori @& khang véi CLR va LVX
1.2.3.1. Tinh hinh H. pylori dé khang CLR, LVX trén thé gigi

Trén thé gidi, giai doan 2009-2014, tong hop cia Ghotaslou R. cho
thay ty 1& H. pylori dé khang chung véi CLR 1a 19,74%, véi LVX la
18,94%.
1.2.3.2. Tinh hinh H. pylori dé khang CLR, LVX ¢ Viét Nam

Trong nudc, nghién ciu H.pylori dé khang khang sinh bang Etest
tai mién Trung cia Phan Trung Nam (2013) trén 56 bénh nhan cho
thay ty 1¢ dé khang chung véi CLR 1a 42,9%, véi LVX 13 44,6%.



1.2.4.2. Phuwong phdp xdc dinh kiéu hinh dé khang khang sinh cia
H. pylori

- Phuong phap khang sinh d6 dia vao MIC bang Epsilometer

Nguyén ly ciia phuong phap Epsilometer dua vao su két hop giira
phuong phap dia gidy khang sinh khuéch tan va phwong phép pha
lodng khang sinh trong thach.

Uu diém caa phuong phap: Etest & chon lya thich hop thay thé cho
phuong phéap pha loing khang sinh trong thach, phi hop vai s6 luong
mau thir it trén thuc hanh, tién loi 1a xac dinh dwoc MIC cho vi khuan,
phtl hop Vai vi khuan phat trién cham va kho nudi cay nhu H. pylori.

- Phuong phép pha loang khang sinh trong thach

- Phuong phép dia gidy khang sinh khuéch tan
1.2.6. Yéu té lién quan H.pylori dé khang CLR, LVX
1.2.6.1. Yéu té lién quan H. pylori dé knang CLR

Céc yéu t6 nguy co lién quan ching H. pylori dé khang CLR gom:
giGi nir (Megraud), nhom tudi >40 (Vilaichone) va tién sir da tirng
diéu tri tiét trir H. pylori (Lee JW va Shiota).
1.2.6.2. Yéu té lién quan H. pylori dé khang LVX

Céc yéu t6 nguy co lién quan chung H. pylori dé khang LVX gom:
giGi nit (Zhang), tién st diéu tri tiét trir H. pylori (Lee). Trong khi Tran
Thanh Binh khéng ghi nhan yéu té nao lién quan dén H.pylori dé
khéang CLR va LVX.

1.3. PIEU TRI TIET TRU HELICOBACTER PYLORI
1.3.2.1. Chon phdc dé theo hwong din dong thugn Maastricht 1V

Chon phéc d6 dau tay (1an 1) theo kinh nghiém can dya vao ty Ié
H. pylori dé khang CLR trong khu vuc cao hon hay thip hon 15%.
Khi chon phéac d6 1an 2 nén can nhic ty 1é H. pylori dé khang LVX.
V6i bénh nhan sau hai 1an diéu trj that bai nén chon phac d diéu trj 1an
3 dua vao tinh nhay cam khang sinh.

1.3.3. Piéu tri tigt trir H. pylori bang phac @ bon thudc cé bismuth

Phéc db bdn thudc co bismuth nguyén ay xut phét tir phac dd ba
thudc c6 bismuth kinh dién do Borody d& nghi gém bismuth,



metronidazole va tetracycline, sau d6 dugc thém vao mét thudc PPI
nham nang cao hiéu qua tiét trir H. pylori.

Phac d6 PBMT c6 thé dugc chi dinh & 1an 1, l1an 2 va cho bénh
nhan di ung penicilline. Phac d6 PBMT ciing duoc Gisbert dé nghi
ding dé chi dinh diéu tri tiét trir H. pylori lan 3.
1.3.3.3. Hi¢u qua tiét trie H. pylori ciia phdc dé6 PBMT

- Hiéu qua phac d6 & bénh nhan diéu trj 1an dau

Nghién ctu cia Laine cho thay ty I8 tiét trir H. pylori ciia phac d6
PBMT 10 ngiy cao hon phac d6 OAC & bénh nhan diéu tri lan dau, theo
ITT 14 87,7% so vai 83,2%; theo PP 1a 92,5% so vai 87,1%, tuy chua c6
¥ nghia, nhung phac 46 PBMT vuot qua duoc dé khang MTZ.

- Hiéu qua cua phac d6 ¢ bénh nhén sau that bai lan dau

Delchier diéu tri H. pylori bang phac dd PBMT trén nhém bénh
nhan da that bai lan dau bang phac d6 gom omeprazole, AMX, CLR
cho thiy dat ty 18 tiét trir H. pylori cao 93,2% (ITT) va 94,7% (PP).

Trong nudc, Tran Thién Trung (2009) dung phac d6 EBMT 14
ngdy diéu tri tiét trir H. pylori cho 26 bénh nhan sau diéu tri thét bai
lan dau dat ty 18 tiét trir cao 93,3% (ITT) va 95,7% (PP).
1.3.4.2.Yéu t6 lién quan két qua diéu tri cia phac db c6 bismuth

Graham nghién ciu hiéu qua tiét trir H. pylori cia phac do ba
thudc ¢ bismuth cho thay chi cd dic diém “tuan thu kém” 1 yéu té
tién lwong diéu tri that bai, trong khi tudi va kiéu bénh da day ta trang
khong du tiéu chuan dé dwa vao mé hinh phan tich tién lugng.

Chwong 2. POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Tir thang 3/2014 dén thang 01/2016 tai Bénh vién da khoa Thdng
Nhat, Bong Nai, chiing tdi nghién ctiu 176 bénh nhan viém da day man
c6 H. pylori vé tinh hinh H. pylori dé khang CLR, LVX bang Etest va
hiéu qua diéu tri tiét trir H. pylori bing phac d6 EBMT 10 ngay.



2.1.1. Poi twong bénh nhan nghién ciru
2.1.1.1. Tiéu chudn chegn bénh

Bénh nhan c6 triéu chimg tiéu hoa trén, >16 tudi, ddng y tham gia
nghién ctu.

- Chén doan viém da day man dya vao:

Lam sang: bénh nhan c¢ triéu chimg duong tiéu hoa trén.

Noi soi: bénh nhan ¢ ton thuong viém da day don thuan.

M6 bénh hoc: chan doan viém da day man trén md bénh hoc.

- Chén doan nhiém H. pylori khi ¢6 it nhat 2 xét nghiém dwong tinh:

CLO test (+) ¢ tat ca cac bénh nhan, va c6 thém

it nhat mot trong ba xét nghiém sau xac dinh H. pylori (+): md
bénh hoc & hang vi (+), md bénh hoc & than vi (+) va nudi cay (+).
2.1.2. Mau mé sinh thiét niem mac da day

Mau sinh thiét niém mac & hang vi va than vi cua céc bénh nhan
¢6 CLO test (+) dugc nudi cdy H. pylori va xét nghiém mé bénh hoc.
2.1.3. Vi khuan Helicobacter pylori

Chung H. pylori nudi ciy, phan lap duoc tir mo sinh thiét da day
s& duogc lam khang sinh d6 véi CLR, LVX bang phuong phéap Etest.
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciru (So d6 nghién cau 2.1)

Nghién ctru md ta cit ngang dé khao sat H. pylori d& khang khang
sinh. Nghién ctiu tién ctu, ma, c6 can thiép diéu tri, khdng nhém chuang
va theo ddi doc dé danh gi4 hidu qua diéu trj cia phac d6 EBMT.

2.2.3. C4c bién sb nghién ciru
2.2.3.1. Ld&m sang

Tudi, gisi, thoi gian méc bénh, tridu ching 1am sang, hat thuée 14,
tién sir diéu tri, s6 lan diéu tri, sb liéu thube da dung, tac dung phu.
2.2.3.2. Cgn lam sang

Céc loai ton thwong mé hoc, gia tri MIC, két qua CLO test.

2.2.4. Phwong tién va sinh pham nghién ciu

- May noi soi Olympus Exera 1l CV-180, 6ng soi mém Olympus

GIF-Q150, kim sinh thiét Olympus FB-25K-1, Pylori-test (CLOtest).



- Pia cay H. pylori Pylori-agar (BioMerieux), dia Muller-Hilton
HBA lam khang sinh do (cong ty Nam Khoa), thanh Etest, hop Jar
hodc tai dac chung c6 khoa, tdi Genbox hodc Genbag (BioMerieux).

- May cit mé Microm HM 340E, may xu Iy md tu dong STP 120,
kinh hién vi Nikon Eclip E200, hoé chat nhuém HE va Giemsa.

- Thube diéu tri: Esomeprazole (Nexium), vién 40 mg (AstraZeneca,
Thuy Dién); Bismuth subcitrate (Ducas), vién 120 mg (Kyung dong
pharm Co, Ltd., Han Quéc); Metronidazole (Flagyl), vién 250 mg
(Sanofi-Aventis), Tetracycline vién 500 mg (Mekophar).

2.2.6. Can thiép diéu tri

Phac d6 diéu tri EBMT 10 ngay, gom: Esomeprazole 40 mg, ngay
udng 2 lan, 1an 1 vién; Bismuth subcitrate 120 mg, ngay udng 2 lan, lan 2
vién; Metronidazole 250 mg, ngay udng 4 lan, 1an 1 vién va Tetracycline
500 mg, ngay udng 4 1an, 1an 1 vién sau ba bira an va trudc di ngu toi.
2.2.7. Cac phwong phap danh gia
2.2.7.4. Két qud khdng sinh dé véi H. pylori bang Etest

Doc MIC tai noi giao nhau giita vong elip vo khuan voi thanh Etest.

- Chung H. pylori khang CLR khi MIC >1 pg/ml (CLSI, Megraud).

- Chang H. pylori khang LV X khi MIC >1 pg/ml (EUCAST, Megraud).
2.2.7.5. Pdnh gid tudn thii dung thudc

- Tuan thu dung thudc tét khi bénh nhan ding >80% luong thude
duogc cap; tuan tha dang thude kém khi ding <80% thude duoc cap.

- Trong nhém tun thu dang thude tét chia 2 muc: tuan tha dung
thudc tt - mirc cao khi dat tir >90 dén 100%:; tuan tha dung thudc tbt
- mirc thap khi dat tir >80 dén <90% thudc dugc cap.
2.2.7.6. Ddnh gia tac dung phu

- Mittc do nhe: chi gay kho chiu thoang qua.

- Vra: gay kho chiu vira cho nguoi bénh, nhung khong anh huong
dén stc khoe va sinh hoat cta ngudi bénh.

- Niang: gay kho chiu, cd anh huong dén sic khoe va sinh hoat cua
ngudi bénh, nhung ¢ thé chiu dwoc va chua can ngung thudc.

- Rét ning: gay anh huong niang 1én stc khoe va sinh hoat cua
ngudi bénh, bugc phai ngung dung thude.



2.2.7.7. Danh gia ti¢t tree H. pylori

Khi bénh nhan c6 dong thai ca 3 tiéu chuan déu am tinh, gém: CLO
test (-), md bénh hoc & hang vi va than vi déu ¢ H. pylori (-).
2.2.8. Céch thitc tién hanh nghién ciu
2.2.8.1. Sang lgc chgn lwa bénh nhan

Chon bénh nhéan du tiéu chuan dua vao nghién ctiu, sau d6 tu van
bénh nhan dong y ky don ty nguyén tham gia nghién ctu.
2.2.8.2. Thu thdp sé ligu bang phiéu sogn sin

Ghi nhan théng tin hanh chinh, tién su, triéu chitng 1am sang.
2.2.8.3. Xét nghigm mau

S6 luong tiéu cau trong mau va dinh lwgng men ALT trong mau.
2.2.8.4. Tién hanh ngi soi

Ghi nhan t6n thwong 6ng tiéu hoa trén va ldy mau mo da day dé
xét nghiém CLO test, xét nghiém vi sinh va md bénh hoc.
2.2.8.5. Chi dinh thuéc diéu tri bang phdc d6 EBMT 10 ngay

Hudéng dan bénh nhan ding thudc, tu theo ddi tc dung phu tir
ngay 1 dén ngay 10 va hen tai kham.
2.2.8.6. Xét nghigm vi sinh

Tién hanh nuéi cy, phan lap H. pylori tir mau mé sinh thiét. Binh
danh H. pylori bang nhuém Gram va cac xét nghiém urease, catalase,
oxydase, sau d6 danh gia tinh nhay cam cua cac chung H. pylori da
phan lap dugc vai khang sinh CLR, LVX bing Etest.
2.2.8.7. Xét nghigm m6 bénh hgc niém mac dg day

Xt ly mau mé sinh thiét & hang vi va than vi da dwoc bao quan
riéng biét, sau d6 nhuém HE, Giemsa va danh gia cac thong s: viém
man, viém man hoat dong, viém teo, di san ruét, mat do6 H. pylori
theo hé théng Sydney cap nhat va loan san theo dong thuan Vienna.
2.2.8.8. Tdi kham va danh gida b¢nh nhan

Tai kham 14n 1 (tir ngay thir 1 dén ngay thir 20): danh gi4 tuan tha
dung thudc, cac tac dung phu xay ra tir ngay 1 dén ngay 10.

Tai kham 1an 2 (sau két thuc diéu tri 4-8 tuan): noi soi ldy mau xét
nghiém CLO test l1an 2, md bénh hoc 1an 2 va két thic nghién cuu.



KHAM lan dau: 176 bénh nhan viém da day man cé H. pylori
Viém da day man: lam sang + noi soi + m6 bénh hoc
H.pylori(+): CLOtest(+) + hoic md bénh hoc(+) + va/hoac nudi cay(+)

v v

Nghién ciru H.pylori dé Nghién ctru diéu tri tiét trir
khang khang sinh bang Etest H. pylori bing EBMT 10 ngay
(176 bénh nhan) (166 bénh nhan)

= ’

KHAM lan 2: ngay 1-20

153 chung 154 ching Dénh gi tuan thu ding

lam Etest lam Etest thuoc va tac dung phu xay
thanh cong Vi thanh cong Vi ra tir ngay 1 den ngay 10.
clarithromycin levofloxacin

\ 4 v

Tylédékhang || Ty Ie d khang
clarithromycin |>évof|oxacin

y

Sau két thic ligu trinh
dieu tri 4-8 tuan

V

KHAM lan 3: danh gia
hiéu qua tiét trir H.pylori
noi soi + CLO test +
md bénh hoc lan 2
(150 bénh nhén)

\
Ty I¢ tigt tr Ty lé tiét trur
theo ITT theo PP

So d6 2.1. So d6 thiét ké nghién cau

m—mmm e
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Chuong 3. KET QUA NGHIEN CUU
3.1. PAC PIEM BENH NHAN VIEM DA DAY MAN CO H.PYLORI
3.1.1. Pic diém chung cia bénh nhan
Tudi trung binh 38,8+10,6. Ty 1¢ nix/nam: 1,3/1.
3.1.2. Triéu chieng 1am sang viém da day man c6 H. pylori
68,8% bénh nhéan co tri¢u chimg dau bung thuong vi.
3.1.3. Mgt s6 dic diém md bénh hoc viém da day man c6 H.pylori
352 mau mo da day gom 176 mau hang vi va 176 mau than vi tur
176 bénh nhan déu c6 hinh anh viém da day man trén mé bénh hoc.
Ty Ié cac ton thuong md hoc twong duong gitra hang vi va than vi.
3.2. TY LE PE KHANG CLR, LVX CUA CAC CHUNG H.PYLORI
PUQC XAC PINH BANG ETEST O BENH NHAN VIEM DA DAY
MAN VA MOT SO YEU TO LIEN QUAN PE KHANG KHANG SINH
Khang sinh d¢6 H. pylori bang Etest dugc thuc hién & 153
chung véi CLR va 154 chiang vai LVX.
3.2.1. Ty I¢ @é khang CLR, LVX ciia cac chiing H. pylori
Bang 3.3. Ty I¢ d¢ khang CLR,LVX chung cua cac chung H.pylori
L S6 S6 Ty 18
Kiéu dé khang chung | ching | ching | khang | 95% CI
thir khang (%)

Khang CLR 153 111 725 | 64,8-79,4
Khang LVX 154 62 40,3 | 32,4-485
Khang kép CLR-LVX | 153 47 30,7 | 235-38,7

Nhan xét: Ty lé chang H. pylori dé khang chung véi CLR, vé6i LVX
va khang kép voi CLR-LVX tuan ty 1a 72,5%, 40,3% va 30,7%.
Bang 3.4. Ty Ié dé khang CLR, LVX cua céc ching H. pylori
& bénh nhan chua timg didu trj tiét trur

L So s6 | Tyl
Kieu de khang chiing | chiing | khang | 95%cCI
thir khang (%)
Khang CLR 118 78 66,1 56,8-74,6
Khang LVX 119 45 37,8 29,1-47,2
Khéang kép CLR-LVX 118 31 26,3 18,6-35,2




11

Nhan xét: Ty l¢ ching H. pylori d khang CLR, LVX va dé khang kép
& bénh nhéan chua timg diéu tri H. pylori tuan tu |2 66,1%, 37,8% va 26,3%.
Bang 3.5. Ty I¢ d¢ khang CLR, LVX cua cac ching H. pylori
& bénh nhéan da timg diéu tri that bai

S6 S6 Ty lé
Kiéu dé khang ching | chiang | khang | 95%ClI
thir khéang (%)
Khéng CLR 35 33 94,3 80,8-99,3
Khéng LVX 35 17 48,6 31,4-66,0
Khéang kép CLR-LVX 35 16 45,7 28,8-63,4

Nhan xét: Ty lé ching H. pylori d khang CLR, LVX va dé khang kép
& bénh nhan d4 timg diéu tri that bai tuan tu 12 94,3%, 48,6% va 45,7%.
Bang 3.6. So sanh ty I¢é ching H. pylori dé khang CLR, LVX
& bénh nhan chua diéu tri va da tirng diéu tri that bai

Kiéu dé khang Ty 1é dé khang trén
va sé chiing H. pylori dbi twong bénh nhan (%) p
thir Etest (n) Chua diéu tri | Pi diéu tri
CLR (153) 66,1 94,3 0,001
LVX (154) 37,8 48,6 0,254
CLR-LVX (153) 26,3 45,7 0,029
Nhan xét:

Ty 1é chang H. pylori @& khang CLR, khang kép CLR-LVX &
nhoém bénh nhan da ting diéu tri cao hon ¢ nhém bénh nhan chua
diéu tri, p<0,05.

3.2.2. Céc yéu té lien quan chiang H. pylori dé khang CLR, LVX

Bing 3.8. Cac yéu t lién quan chang H. pylori dé khang CLR

Pic diém bénh nhan | Phan tich don bién | Phén tich da bién
(n=153) OR(95%CI)| p |OR(95%CI | p
Nhém tudi | <30 1 1
(nam) >30 |3,2(1,4-7,4) |0,007|32(13-7,7) |0,011
Gisitinh NI L L
Nam |0,5(0,2-0,9) |0,03305(0,2-1,1) | 0,102
Tién st diéu | Khong 1 1
tri H. pylori | C6 8,5 (1,9-37,1) | 0,005 | 7,7 (1,7-34,7) | 0,008
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Nhan xét: Bénh nhan c6 nhom tudi >30 va tién sir diéu tri that bai
Ia hai yéu t6 nguy co doc lap, lién quan thuan véi nhidm chung
H. pylori dé khang véi CLR.

Bang 3.10. Céc yéu t6 lién quan chung H. pylori dé khang LVX

Pic diém bénh nhan | Phan tich don bién | Phén tich da bién
(n=154) OR(B5%CH | p |OR(95%CH | p

Nhom tusi | <40 1 1
(nam) >40 |1,9(0,9-38) |0,050|1,9(0,9-3,7) | 0,057
Gisitinh | NU L L

Nam |0,6(0,3-1,2) |0,189 | 0,7(0,3-1,3) | 0,264
Tién st diéu | Khong 1 1
tri H. pylori | C6 1,6 (0,7-3,3) | 0,256 | 1,4 (0,6-3,1) | 0,386

Nhan xét:

Trong cac dic diém duoc phan tich khong c6 yéu té nao lién quan
chang H. pylori dé khang LVX.
3.3. KET QUA PIEU TRI TIET TRU H.PYLORI CUA PHAC PO
EBMT O BENH NHAN VIEM DA DAY MAN, TUAN THU DUNG
THUOC, TAC DUNG PHU VA MOT SO YEU TO LIEN QUAN
HIEU QUA PIEU TRI
3.3.2. Két qua tiét trir H. pylori theo diic diém bénh nhan
3.3.2.1. Két qua ti¢t trir H. pylori theo déi trong bénh nhan

Bang 3.14. Ty 18 tiét trir H. pylori theo dbi twgng bénh nhan (ITT)

sé bénh Ty lé tiét trir H. pylori
Péi twong nhan phén tich theo ITT
bénh nhan dieutri | Thanh Ty 1€

(n) cong (%) % Cl
Chung 166 134 80,7 | 73,9-86,4
Diéu tri tiét trir [an dau 122 97 795 | 71,3-86,3
D3 timg diéu tri that bai 44 37 84,1 |69,9-934
Diéu trj 1an 2 24 22 91,7 | 73,0-99,0
Diéu tri tir 1an 3 tro di 20 15 75,0 |50,9-91,3

Nhan xét: Ty ¢ tiét trir H. pylori theo ITT & cac nhém bénh nhan
chung, diéu tri lan dau, da diéu tri tht bai, diéu tri lan 2 va diéu trj tir
lan 3 trg di tuan tu 12 80,7%, 79,5%, 84,1%, 91,7% va 75,0%.
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Bang 3.15. Ty |¢ tiét trir H. pylori theo ddi tugng bénh nhan (PP)

S6 bénh Ty 1€ tiét trie H. pylori
Poi twgng nhan phan tich theo PP
bénh nhén dieutri | Thanh | Ty I

(n) cong (g;o) 9% Cl
Chung 150 134 | 89,3 | 83,3-93,8
Diéu trj tiét trir lan dau 107 97 90,7 | 83,5-95,4
Di timg diéu tri that bai 43 37 86,1 | 72,1-94,7
Diéu trj 1an 2 24 22 91,7 | 73,0-99,0
biéu tri tir 1an 3 tro di 19 15 78,9 | 54,4-93,9

Nhan xét: Ty I¢ tiét trir H. pylori theo PP & cac nhom bénh nhéan
chung, diéu trj lan dau, da diéu tri that bai, diéu tri lan 2 va diéu trj tir
lan 3 tro di tuan tu 14 89,3%, 90,7%, 86,1%, 91,7% va 78,9%.
3.3.2.2. Két qua tiét trie H. pylori theo nhém tugi bgnh nhan

Ty 1€ ti¢t trir khac biét khong c6 y nghia gitta nhdm bénh nhén
<60 tudi va nhém >60 tuoi.
3.3.2.3. Két qua tiét trir H. pylori theo gigi tinh bénh nhan

Ty I¢ tiét trie H. pylori twong duong gitra nam va nir.
3.3.2.4. Két qud ti¢t trie H. pylori theo ddc diém hit thuéc

Ty lé tiét trie H. pylori khac biét khong c6 y nghia gitra nhdm bénh
nhan khong hat thudc so véi nhém cé hat thude.
3.3.2.5. Lién quan gida déc diém bénh nhan véi két qua tiet trir

Bang 3.21. Lién quan dic diém bénh nhan va két qua tiét trir H.pylori

Pic diém bénh nhan (n=150) OR (95%CI) p

Nhom tuoi

>60 (9) 1

<60 (141) 0,4 (0,1-2,0) 0,262
Gigi tinh

Nam (65) 1

N (85) 0,9 (0,4-2,8) 0,972
Hut thuoe

Khéng (130) 1

C6 (20) 040114 | 17
Lan diéu tri

Lén dau (107) 1

Lén 2 (24) 1,1(0,2-5,6) | 0877

Lan >3 (19) 0,4 (0,1-1,4) | 0,146
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Nhan xét: Hai dic diém bénh nhan c6 hit thude va diéu tri tiét trir
tir 1an thar ba tro di tuy khong c6 méi lién quan vai két qua diéu tri
tiét trir, nhung c6 gia tri p thap, 0,05<p<0,25.

3.3.4. Két qua tiét trir H. pylori theo dic diém md bénh hoc
Bang 3.25. Két qua tiét trir H. pylori theo dic diém mo bénh hoc (PP)

<z A A N A Ket qua tiét trur
5y | pnin e theoee (190 | 5
; : Thanh céng | That bai
Viém man hoat dong & hang vi
Khéng (7) 7 (100,0) 0 (0,0)
Nhe (78) 69 (88,5) 9(11,5) | 0,638
Vira-Nang (65) 58 (89,2) 7 (10,8)
Viém man hoat dong & than vi
Khéng (4) 4 (100,0) 0 (0,0
Nhe (80) 73 (91,2) 7(9,8) | 0,638
Vira-Nang (66) 57 (86,4) 9 (13,6)
Mat do H. pylori ¢ hang vi
Khong c6 H. pylori (18) 18 (100,0) 0 (0,0)
it (70) 62 (88,6) 8(11,4) | 0,284
Vira-Nhiéu (62) 54 (87,1) 8 (12,9)
Mat do H. pylori & than vi
Khong c6 H. pylori (19) 18 (94,7) 1(5,3)
it (72) 66 (91,7) 6(8,3) | 0,317
Vira-Nhiéu (59) 50 (84,8) 9 (15,2)
Viém teo hang vi
Khéng (117) 107 (91,4) 10 (8,6) 0.121
Co6 (33) 27 (81,8) 6 (18,2) ’
Viém teo than vi
Khéng (122) 109 (89,3) 13 (10,7) 0.999
C6 (28) 25 (89,3) 3(10,7) ’
Di san rudt hang vi
Khéng (127) 114 (89,8) 13 (10,2) 0714
Co6 (23) 20 (87,0) 3(13,0) '
Di san ruot than vi
Khoéng (134) 119 (88,8) 15 (11,2) 0.999
Co (16) 15 (93,7) 1(6,3) ’
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Nhan xét: Ty 1€ tiét tree H. pylori theo PP & nhdm bénh nhan
khong c6 viém teo hang vi 1a 91,4% cao hon khong ¥ nghia thong ké
so va&i 6 nhdm bénh nhéan c6 viém teo hang vi la 81,8%, p=0,121.

Bang 3.26. Lién quan giira dic diém md bénh hoc véi

két qua tiét trir H.pylori

Pic diém mo bénh hoc (n=150) OR (95%CI) p
Mat d6 H. pylori ¢ than vi
Khéng cé H. pylori (19) 1
it (72) 0,6 (0,1-5,4) 0,658
Vira-Nhiéu (59) 0,3 (0,1-2,6) 0,281
Viém teo hang vi
Khoéng (117) 1
Co (33) 0,4 (0,1-1,3) 0,122
Viém teo than vi
Khéng (122) 1
Co (28) 0,9 (0,3-3,8) 0,993
Di san rudt hang vi
Khoéng (127) 1
Co (23) 0,8 (0,2-2,9) 0,689
Di san ru6t than vi
Khéng (134) 1
Co (16) 1,9(0,2-15,4) | 0,551
Nhan xét:

Dic diém c6 viém teo hang vi tuy khong lién quan két qua tiét trir
vGi OR=0,4 (95% CI 0,1-1,3) nhung c6 gi tri p thip (p=0,122).
3.3.5. Két qua tiét trir H.pylori va mire dd tuan thi ding thudc

Bang 3.27. Muc d6 tuan tha dung thuc caa bénh nhan

Phuong LA A - o T s So - 1a
ph%?]ag ch v lfjcugg iﬁirfl)(;[ " -trgulgcd(%/r:)g Rﬁgﬂ '|('g/o|)¢
ITT Tuan tha kém <80 5 3,0
(n=166) | Tuan thu tét >80 161 | 97,0
PP Tuan thu tét - mirc thap >80-<90 6 4,0
(n=150) | Tuan thu tét - muc cao >90-100 144 | 96,0
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Nhan xét:

C6 97,0% bénh nhan tuan tha ding thudc tt va 96,0% bénh nhan
dat tuan thu dung thudc tét - mrc cao.
Bang 3.28. Két qua tiét trir H.pylori theo mic d6 tuan tha dung thude

m e A Két qua diéu tri theo PP (n,%)
dm‘gctgggg?::t{‘s“o) Thanh cong Thit bai D
n % n %
Mrc thap (6) 3 [ 500 | 3 | 500 | oo
Mirc cao (144) 131 91,0 13 9,0 !
Nhan xét:

Ty lé tiét trir H. pylori ¢ bénh nhén tuan thi dung thudc tét - mirc
cao dat 91,0% cao hon & nhom tuan tha tdt - mic thap 1a 50,0%.

Bang 3.29. Lién quan giira mirc d6 tuan thu va két qua tiét trur

Mikc tuan tha dung thuédc (n=150) OR (95%Cl) p
Muc thap (6) 1
Muc cao (144) 10,1 (1,2-80,7) | 0,001
Nhan xét:

Tuan tha ding thude tt - mac cao 1a yéu té doc lap, lién quan
thuan véi ty Ié tiét trir, c6 OR=10,1 (95%ClI 1,2-80,7) vai p=0,001.
3.3.6. Két qua tiét trir H.pylori va tac dung phu cia phac do

Bang 3.30. Tan suét va mirc d6 tac dung phu véi phac dd EBMT

L S6 bénh nhan Sb swco
Mire d('zrfiigg';ng phy gap tdc dung | tac dung phu
phu (n,%) (n,%)

Nhe, thoang qua 100 (60,2) 419 (85,7)
Vira, khdng anh hudong dén sic khoe
va sinh hoat hiang ngay 32(19.9) 62 (12.7)
Ning, nhung ngudi bénh van c6 thé
tiép tuc dung thudc 1(0.6) 2(04)
Rat ning, bugc phai ngung thudc 3(1,8)® 6 (1,2)
Tong sb 136 (81,9) 489 (100,0)

3 bénh nhan chiu tac dyng phu rat nang bugc phai ngung, thuoc, gom:

#):
i {)énh nhan bi buén non va nén nang; 1 bénh nhan ngu nhidu, mét méi;

1 bénh nhan chan an va mét moi.
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Nhan xét:

C6 136 bénh nhan gap tac dung phu, chiém ty 1& 81,9%, trong d6
79,5% bénh nhan gap tac dung phu & mirc d6 nhe-vira.

C6 tong cong 489 sy ¢b xay ra trén 136 bénh nhan gom 85,7% sy
cb mirc d6 nhe, thoang qua, xay ra trén 60,2% bénh nhan.
3.3.7. Céac yéu té lién quan két qua tiét trir H.pylori ciia phac d6 EBMT

Bang 3.34. Phan tich da bién cac yéu t5 lién quan két qua tiét trir

Helicobacter pylori ciia phac @6 EBMT

Pic diém bénh nhan (n=150) OR (95%CI) p
o <60 1
Nhom tuoi (nam) >60 04(01-31) | 0409
.,., N 1
Gidi tinh Nam 13(0357) | 0725
, £ Khbéng 1
Hut thuoc Co 05(01-2,8) | 0,409
N Lan 1 1
I'j“‘ ‘ﬁlgt‘i tr Lan 2 0,9 (025,6) | 0,090
i >14n3 03(0,1-12) | 0,097
n . Khéng 1
Viém teo hang vi Co 04 (0.1-1,4) | 0,148
M — Thip 1
tuan thu thuoc tot Cao 13,4 (2,1-86,7) 0,006

Nhan xét: Tuan tha ding thudc tét - mic cao 1a yéu t6 nguy co doc
lap, lién quan thuan véi két qua tiét trir H. pylori cta phac ¢ EBMT theo
PP, c6 OR=13,4 (95%ClI 2,1-86,7), p=0,006 trong phan tich da bién.

Chwong 4. BAN LUAN

4.1. PHAN TICH PAC PIEM BENH NHAN VIEM DA DAY MAN
CO H.PYLORI
4.1.1. Pic diém bénh nhan viém da day man cé Helicobacter pylori
4.1.1.1. Péc diém tugi bénh nhan

Tudi trung binh ciia 176 bénh nhan viém da day man c6 H. pylori
trong nghién ciru caa ching t6i 1a 38,8+10,6 tudi (Phan 3.1.1), tuong
tu v6i két qua caa Nguy@n Quang Chung 1a 40,5+9,9 tudi.
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4.1.2. Mt sb dic diém mo bénh hoc viém da day man c6 H. pylori

Trong nghién ciu cua ching toi tat ca bénh nhan viém da day trén
noi soi va ¢ nhidm H. pylori déu c6 hinh anh viém da day man trén
mo bénh hoc ¢ ca hang vi va than vi (Phan 3.1.3). Két qua nay tuong
ty voi cua Nguyén Thi Hoa Binh va Kumar D.
4.2. PHAN TICH KET QUA KHAO SAT H.PYLORI PE KHANG
CLR, LVX PUQC XAC PINH BANG ETEST O BENH NHAN
VIEM DA DAY MAN VA MQT SO YEU TO LIEN QUAN PE
KHANG KHANG SINH
4.2.1. Pac diém chiing Helicobacter pylori dé khang véi CLR
4.2.1.1. H. pylori dé khang chung véi CLR

Ty 1& H. pylori @& khang véi CLR ¢ nhém bénh nhan chung cua
chung tdi 1a 72,5% (Bang 3.3) thap hon cua Tongtawee (2014-2015,
Thai Lan) 1a 76,2%; nhung cao hon Almeida (Bo Dao Nha, 2014) la
50% va Phan Trung Nam (2015) la 42,4%. Theo Thung (2016), & cac
nuée ¢d ty 18 nhidm H. pylori cang cao thi ty 1¢ d& khang CLR ciing
cang cao, trong khi ¢ nuwdc ta khao sat caa Hoang Thi Thu Ha (2005)
cho thay ty Ié nhidm H. pylori trong cong dong dan cu di cao dén
74,6%, nén ty I¢ H. pylori khang CLR cling cao theo.
4.2.1.2. H. pylori dé khang CLR & bénh nhén chwa diéu tri tigt trir

Ty lé chang H. pylori d& khang CLR & bénh nhan chwa diéu tri tiét
trir cua chdng t6i 1a 66,1% (Bang 3.4) cao hon két qua mét sé nghién
ctu khac nhu ciia Phan Trung Nam 34,2%, Tran Thanh Binh 33%, Gao
23,8% va Almeida 21,4%. Phan tich téng quan cta Francesco cho thiy
ty 1é chung H. pylori dé khang CLR & bénh nhan kho tiéu khdng loét cao
hon nhém bénh nhan c6 loét, ma nghién ciru cua chdng toi chi gém bénh
nhan viém da day don thuan, nén ty 1é dé khang CLR cuaa ching t6i cao
la phi hop. Hon nira, do 78% bénh nhan & nudc ta co thé d& dang
mua khéang sinh khdng can don, trong d6 c6 nhom macrolides dé diéu
tri ngoai tru cho cac bénh ly khéng do H. pylori da lam gia tang
H. pylori d& khéng véi CLR ¢ bénh nhan chua ting diéu tri.
4.2.1.3. H. pylori dé khang CLR & bénh nhén da diéu tri that bai

Ty lé ching H. pylori d& khang CLR & bénh nhéan da diéu tri tiét trir
that bai trong nghién ctu cua ching toi 1a 94,3% (Bang 3.5), tuong
duong Véi ty 1é @& khéang CLR trung binh 94,1% (2007-2011, Tay Uc)
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do Tay CY va Marshall BJ nghién ctu; két qua ndy ciing twong tu ty 1&
95,5% & bénh nhan da diéu tri that bai tir hai 1an tro 18n caa Liou (2015).
Ty & chiing H. pylori dé khang CLR ¢ bénh nhan da timg diéu tri tiét trir
that bai cua ching t6i 1a 94,3% cao hon s0 V6i & bénh nhan chua ting
diéu tri tiét trir 14 66,1%, voi p=0,001 (Bang 3.6). Pic diém nay tuong tur
véi nhiéu nghién ctu khac nhu caa Shiota and Chang. Té4c gia Boyanova
nhan dinh ty 18 H. pylori khang CLR s& ting cao gap 3 lan & bénh nhan
sau diéu tri that bai so voi bénh nhan chua diéu tri.

4.2.2. Pac diém chiing Helicobacter pylori dé khang véi LVX
4.2.2.1. Pgc diém chiing H. pylori dé khang chung véi LVX

Ty lé chang H. pylori dé khang LVX & 154 bénh nhan chung la 40,3%
(Bang 3.3). Két qua nay cua ching toi twong tur Phan Trung Nam la
41,3%, nhung thip hon so véi Rajper S 1a 62,3% (Pakistan) va Gao 50,3%
(Trung Qudc). Két qua nghién ciru ctia chiing toi cao hon khong dang ké
s0 vai cua Almeida 33,9% va Shiota 31,3% nhung cao hon nhiéu so véi ty
¢ d& khang LVX chi 5% ma Karczewska ghi nhan. Ty I¢ dé khéng chung
voi LVX caa chiing t6i cao 1a do ty 1é H. pylori dé khang LVX & bénh
nhan chua diéu trj va da diéu trj thit bai vén di kha cao.
4.2.2.2. H. pylori dé khang LVX ¢ bénh nhén chwa diéu trj tigt trir

Ty Ié chang H. pylori dé khang LVX & bénh nhan chua diéu tri
tiét trir trong nghién cau cia chung t6i 1a 37,8% (Bang 3.4) thip hon
két qua cua Zhang (Bic Kinh, 2013-2014) 1a 54,8%; tuong tu véi két
gua cta Phan Trung Nam 35,6% va cua Gao la 36,9%.

Két qua nghién ctru caa ching ti cao hon mét sé tac gia khac nhu
ciia Megraud 1a 14,1% va Tran Thanh Binh 18,4%. Su khac biét nay
la do nghién ciru caa ching t6i tién hanh gan day hon (2014-2016) so
vai c&c nghién cuau khac (trude nam 2012). Mat khac, tuong ty nhu
véi khang sinh CLR, viéc bénh nhin ngoai tri ¢ nuéc ta dé dang
dugc dung thudc FLQ cho cac bénh Iy viém nhidm niéu duc va hd
hap c6 thé dan dén dé khang chéo véi LVX di lam gia ting H. pylori
dé khang v6i LVX & bénh nhan chua timg diéu tri.
4.2.2.3. H. pylori dé khang LVX ¢ bénh nhén da diéu tri thét bai

Ty 1& ching H. pylori d& khang véi LVX & bénh nhan da tirng
diéu tri that bai cua chung toi 1a 48,6% (Bang 3.5). Két qua ciia chling
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t6i tuong ty nhu Almeida 13 44,2%, nhung thdp hon so véi Gao la
73,3%, Shiota 71,4% va Phan Trung Nam la 63,2%.

Ty Ié H. pylori d& khang LVX & bénh nhan sau diéu tri that bai cia
chiing t6i tuy cao hon & nhém chua timg diéu tri nhu hau hét cac nghién
cuu, nhung cling nhu Chang, chdng téi khong ghi nhan sy khéc biét co y
nghia, trong khi cac tac gia khac déu ghi nhan khac biét c6 ¥ nghia. Tuy
nhién, diéu nay phi hop véi nhan dinh cua Shiota khi trong phan tich da
bién, tac gia khong tim thay anh huong cua tién st diéu tri that bai véi
dé khang LVX nhung dic diém da timg ding FLQ lai 1a yéu t6 nguy co
lam gia tang kha nang chung H. pylori dé khang LVX.

4.2.3. Pic diém chiing H. pylori dé khang kép véi CLR va LVX

Ty Ié ching H. pylori dé khang kép voi ca CLR lan LVX & 153
bénh nhan chung la 30,7% (Bang 3.3), & 118 bénh nhan chua tirng
diéu tri 1a 26,3% (Bang 3.4) va ¢ 35 bénh nhan di ting diéu tri that
bai 1a 45,7% (Bang 3.5). Ty I¢ dé khang kép voi CLR-LVX & bénh
nhén sau diéu tri tiét trir that bai ciia chiing t6i cao hon & bénh nhén chua
diéu tri, trong tw v6i Almeida, Chang va Phan Trung Nam.

4.2.4. Phan tich dic diém bénh nhan nhiém ching H. pylori dé
khang CLR va mét sé yéu t6 lién quan
4.2.4.1. Tudi bgnh nhén va dé khang CLR

Két qua nghién ctru ciia chiing tdi cho thdy nhom tudi >30 1a yéu t6
nguy co doc 1ap, c6 mdi lién quan thuan véi @& khang chung véi CLR
trong phan tich da bién (Bang 3.8), tuong tu két qua cua Almeida khi
tac gia ghi nhan nguy co nhiém chang H. pylori dé khéang CLR ¢
nhém bénh nhan >40 tudi cao hon & nhém <40 tudi, c6 OR=2,23
(95%CI 1,21-4,12), tuy nhién trong nghién ctu cta chdng toi, nhém
tudi c6 kha nang nhiém chung H. pylori ¢ khang véi CLR bt dau ¢
muc tudi thap hon (>30 tudi). Viée gia ting sir dung macrolides dé
diéu tri nhidm trung hd hap va tiét niéu lam ting kha ning tich liy sy
phoi nhidm caa chang H. pylori véi thubc nay giai thich vi sao dé
khang vé6i CLR lai cao hon & ngudi 16n tudi hon.
4.2.4.3. Tién si diéu tri H. pylori va dé khang CLR

Két qua nghién ciru cua ching toi cho thay tién sir didu tri that bai
la yéu t6 nguy co doc lap véi nhidm chung H. pylori dé khang CLR
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(Bang 3.8). Két qua nay pht hop vai ghi nhan bénh nhan di qua that
bai tiét trir c6 nguy co dé khang CLR cao hon bénh nhan chua ting
diéu tri cua cac tac gia Shiota, Wuppenhorst va Lee.
4.2.5. Phan tich dic diém bénh nhan nhiém ching H. pylori dé
khang LVX va mét s6 yéu té lién quan
4.2.5.3. Tien st diéu tri H. pylori va dé khang LVX

Chuing tdi chua tim thdy méi lién quan giira dic diém bénh nhan
co tién sir diéu tri that bai hay chua diéu tri véi ty 1é H. pylori dé
khang LVX (Bang 3.9), tuong tu véi két qua nghién ciru cia Shiota
cho thay yéu té tién sir diéu tri H. pylori chi ¢6 y nghia trong phan
tich don bién va khong con y nghia trong phan tich da bién. Diéu nay
cling phu hop véi nhan xét cua Boyanova khi ly giai kha nang chung
H. pylori ma bénh nhan bi nhidm d& mac phai dé khang voi LVX sau
khi bénh nhan diéu tri that bai véi phac do ba thudc co LVX.
4.3. PHAN TICH KET QUA PIEU TRI TIET TRU H. PYLORI
CUA PHAC PO EBMT O BENH NHAN VIEM DA DAY MAN,
TUAN THU DUNG THUOC, TAC DUNG PHU VA MOQT SO
YEU TO LIEN QUAN HIEU QUA PIEU TRI
4.3.1. Phan tich két qua diéu tri theo dic diém bénh nhan
4.3.1.1. Phan tich két qua tigt trir H.pylori theo doi frpng bénh nhan

- Két qua tiét trr H. pylori chung cho tit ca bénh nhan tham gia
nghién ctu cia phac 46 EBMT 10 ngay dat ty I& 80,7% phan tich
theo ITT (Bang 3.14) va 89,3% phan tich theo PP (Bang 3.15).

Két qua cua ching t6i thap hon cuia Dore (2002), tac gia dat dugc ty
I8 tiét trir 95% (ITT) va 98% (PP) khi ding phac d6 PBMT (tong liéu
MTZ va bismuth tuong dwong nhau; tong liéu TET va omeprazole thip
hon ching t6i; udng 2 1an/ngay, liéu trinh 14 ngay), diéu tri cho 76 bénh
nhan lan diu va 42 bénh nhan da diéu tri that bai. Diéu ndy c6 thé Iy giai
la do nghién ciiu caa Dore ¢6 s6 lan diing thudc trong ngay it hon ching
t6i gip bénh nhan tuan tha diéu tri tét hon dan dén hiéu qua tiét trir cao
hon; mit khac, ngudng tuan thi dang thude caa Dore 13 >90% cao hon
S0 véi chiing toi 1a >80% va lidu trinh diéu tri ciia Dore 14 ngay dai hon
chung t6i 10 ngay ciing gilp lam tang ty 1€ tiét trir H. pylori.

- Két qua tiét trir H. pylori & bénh nhén diéu tri 1an diu caa ching toi
dat 79,5% theo ITT (Bang 3.14) va 90,7% theo PP (Bang 3.15), tuong
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tu cua Malfertheiner (2011) khi tac gia dung phac d6 PBMT gom
omeprazole va dang vién “3 trong 17 (chira TET, MTZ va bismuth) dé
diéu tri tiét trir H. pylori dat két qua tiét trir 80% theo ITT va 93% theo
PP. Két qua tiét trir H. pylori cua chung t6i cao hon so véi Uygun
(2007), tac gia chi dat 70% theo ITT va 82,3% theo PP la do trong
nghién ctu chung t6i da dung esomeprazole hi¢u qua hon cac PPI khac
(Wang X) va PPI liéu cao hiéu qua hon so véi liéu chuan (Villoria A).
Hon nira ty 1€ bénh nhén bi loai khoi phan tich theo PP cua ching toi la
9,6% thap hon so v&i Uygun 1a 15% (18/120 bénh nhan).

- Két qua tiét trir H. pylori ¢ 24 bénh nhan diéu tri 1an hai cua ching
toi déu dat 91,7% (Bang 3.14, 3.15).

Két qua nay thap hon cua Tran Thién Trung co ty Ié tiét trir dat
93,3% theo ITT va 95,7% theo PP, khi tac gia dung phac dd EBMT
diéu tri H. pylori & 26 bénh nhan da diéu tri that bai. Nghién ciu coa
Tran Thién Trung dat két qua cao hon chiing toi 1 do tac gia vira
ding lidu MTZ cao hon (1500 mg/ngay so véi chdng t6i 1000
mg/ngay), vira stir dung liéu trinh dai hon (14 ngay so véi ching toi
10 ngay) c6 kha niang gilp phac db vuot qua dé khang MTZ.

4.3.4. Phan tich két qua diéu tri theo su tuan thi dung thudc
4.3.4.2. Ty l¢ tigt trie H. pylori va muic d@ tuan tha diéu tri

Két qua nghién ciru cua chiing toi cho thay ty Ié diéu tri tiét trir ¢
nhom tuén tha dung thudc tét - mac cao dat 91,0% cao hon so véi &
nhom tuan thu tét - mac thap chi dat 50,0%, p=0,017 (Bang 3.28).

Phan tich tir két qua nghién ctu cua ching tdi chi ra rang: déu cing
tuan thu tot >80% thudc dugc cp, nhung nhitng bénh nhan tuan thi
duing thudc >90% s& dat ty 18 tiét trir cao hon, c6 ¥ nghia théng ke.

4.3.5. Phan tich tac dung phu phac @6 EBMT va két qua diéu tri
4.3.5.1. Tan sudt tac dung phu

Ty 1€ bénh nhan gap tac dung phu trong nghién ciru cia ching t6i la
81,9% (Bang 3.30). Ty I¢ ndy cao hon khéng déng ké so véi mat s nghién
ctu khac nhu cua Katelaris PH la 78%, De Boer 75,5% va O’Morain
73,8%. Ty I& bénh nhan gap tac dung phu trong nghién ctiu cua ching toi
véi liéu trinh 10 ngay cao hon khong dang ké so véi ty 1¢ bénh nhan gap tac
dung phu 1a 78% trong nghién ciru cia Katelaris khi tac gia diéu tri tiét trir
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H. pylori bang phac d6 PBMT 7 ngay, diéu ndy duoc ly giai khi bénh nhan
nhan liéu trinh diéu tri ngan ngay hon thi kha ning gip tac dung phu it hon.
4.3.6. C4c yéu t6 anh huomg dén két qua tiét trir H. pylori
4.3.6.6. Lién quan giira tuan tha diéu tri va két qud tiét trir

Nghién ciru cua chlng tdi cho thiy di cing tuan tha diéu tri nhu
nhau, nhung dic diém bénh nhan tuan thi thudc tét - mic cao l1a yéu
t6 doc lap, lién quan thuan véi két qua tiét trir trong phan tich da
bién, véi OR=13,4 (95%Cl 2,1-86,7), p=0,006 (Bang 3.34). Cho dén
nay, qua tim hiéu y van, ching t6i nhan thiy day la lan dau tién
nghién ctru cia chung toi dé cap dén van dé nay: kha ning tiét trir
H. pylori & nhém bénh nhan tuan thu tét - mic cao cao hon 13,4 1an
so voi kha nang tiét trir H. pylori & bénh nhan tuan tha tét - mirc thap.

KET LUAN

Qua nghién ciu 176 bénh nhan viém da day man c6 H. pylori dé
khao sat tinh hinh d& khang clarithromycin, levofloxacin bang
Epsilometer va danh gia hiéu qua tiét trir ciia phac d6 EBMT 10 ngay
tai bénh vién da khoa Thong Nhit-Bdng Nai, ching tdi rut ra mot s6
két luan sau:

1. Ty 18 H. pylori dé khang clarithromycin, levofloxacin dugc
khao sat bing Epsilometer trén bénh nhan viém da day man va
mot s6 yéu td lién quan dé khang khang sinh

1.1. Ty 1& H. pylori dé khang clarithromycin, levofloxacin

- Ty lé H. pylori dé khang clarithromycin chung 1a 72,5%. Ty 1 dé
khang clarithromycin & bénh nhan ¢4 tién sir diéu tri that bai 1a 94,3% cao
hon & bénh nhan chura diéu tri 12 66,1%, p<0,005.

- Ty 1& H. pylori @& khang véi levofloxacin chung 1a 40,3%. Ty Ié
H. pylori dé khang véi levofloxacin c6 khuynh hudng ting theo nhom
tudi, p<0,05. Ty I& H. pylori d& khang véi levofloxacin & bénh nhan chua
diéu tri 12 37,8% va & bénh nhan c6 tién sir diéu tri that bai 12 48,6%.

- Ty l¢ H. pylori dé khang kép voi clarithromycin va levofloxacin
chung 1a 30,7%. Ty lé H. pylori dé khang kép vai clarithromycin va
levofloxacin & bénh nhan cd tién st diéu tri that bai 1 45,7% cao hon &
bénh nhan chua timg diéu tri 1a 26,3%, p<0,05.
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1.2. Céc yéu t6 lien quan H. pylori dé khang clarithromycin, levofloxacin

- Bénh nhan c6 tién sir diéu tri that bai va nhém tudi >30 14 hai yéu té
nguy co doc 1ap, lién quan thuan véi dé khang clarithromycin, c6 OR=7,7
(95%Cl 1,7-34,7) va OR=3,2 (95%CI 1,3-7,7), p<0,05, trong tng.

- Chua tim thiy yéu t6 lién quan dén chung H. pylori d& khang levofloxacin.
2. Két qua diéu tri tiét trir H. pylori bang phac @ EBMT 10 ngay
& bénh nhan viém da diay man, tuin thi dung thudc, tic dung
phu va mot s6 yéu t6 lién quan hi¢u qua diéu tri
2.1. Ty lg tigt tree H. pylori

- Ty 1 tiét trir H. pylori theo thiét ké nghién ciu & nhoém bénh nhan
chung dat 89,3%, & nhom diéu tri lan dau dat 90,7% va & nhom da ting
diéu trj that bai dat 86,1%.

- Ty I8 tiét trir H. pylori theo y dinh diéu tri & nhém bénh nhan chung
dat 80,7%, & nhom diéu tri lan dau dat 79,5% va ¢ nhom da timg diéu tri
that bai dat 84,1%.

2.2. Ty 1& bénh nhan tuan thi ding thuée

Ty 1& bénh nhén tuan tha dung thudc tot dat 97,0%, trong d6 tuan thi
duing thudc tét - mic cao chiém 96,0%.

2.3. T4c dung phu ctia phac d6 EBMT 10 ngay

Téc dung phu gap & 81,9% bénh nhan, gém 60,2% & mite do nhe thoang
qua, 19,3% mirc d6 vira, 0,6% mirc d6 nang va 1,8% mic do rat nang.
2.4. Yéu t6 lién quan hiéu qua tiét trir ciia phac @ EBMT 10 ngay

Tuén tha ding thudc tt - mac cao la yéu t6 doc l1ap, lién quan thuan
vai két qua tiét trir H. pylori, c6 OR=13,4 (95%Cl 2,1-86,7), p<0,01.

KIEN NGHI

Do ty Ié H. pylori dé khang véi clarithromycin va levofloxacin khé cao
nén viéc chon phac dd ba thudc chuan c6 clarithromycin dé diéu tri tiét trir
dau tay theo kinh nghiém va phéac d6 ba thudc ¢ levofloxacin dé diéu tri
lan hai theo kinh nghiém hién nay & Bng Nai c6 thé khéng con phu hop.

Nén chi dinh phac d6 EBMT 10 ngay dé diéu tri tiét trir H. pylori
cho bénh nhan diéu tri 1an dau va bénh nhan sau thét bai lan dau. Viéc
khuyén khich bénh nhéan dat duoc tudn thii dung thude t6t- mirc cao sé
gdp phan 1am tang hiéu qua tiét trir H. pylori ctia phac db nay.
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INTRODUCTION
1. The urgency of the topic

Helicobacter pylori-associated chronic gastritis is the most
important risk factor for gastric cancer. The World Health Organization
determines that eradication of H. pylori is one of the main measures to
prevent gastric cancer.

In the treatment of H. pylori infection, clarithromycin (CLR) is an
important antibiotic of standard triple therapy for the first-line therapy
and levofloxacin (LVX) is an important antibiotic for the second-line
therapy. The triple therapy with CLR is effective only when the rate of
CLR-resistant H. pylori is less than 15% and the triple therapy with
LVX is only highly effective when the rate of LV X-resistant H. pylori
is less than 10% in local area. Therefore, to choose the therapy, it’s
required to have data on antibiotic-resistant H. pylori. Among methods
of antibiotic susceptibility testing with H. pylori, Epsilometer (Etest) is
a reliable method because it is appropriate to slow-growing bacteria;
able to quantify the minimum inhibitory concentration (MIC) of
antibiotics, and help to personalize the treatment.

In recent years, many studies in our country revealed high rates of
CLR and LV X-resistant H. pylori, we need to select bismuth-containing
quadruple regimen (PBMT) for empirical H. pylori eradication for the
naive patients or for the patients who have failed in first-line treatment.
However, up to now, there has been no large sample size study to
evaluate the efficacy of H. pylori eradication, adherence and side
effects in patients with H. pylori-associated chronic gastritis treated
with this regimen.

Based on that fact, we conducted the study “Research on the
resistance rate of Helicobacter pylori to Clarithromycin and
Levofloxacin by Epsilometer method and the efficacy of EBMT
regimen in patients with chronic gastritis”.

2. Research objectives

2.1. To determine the rate of clarithromycin, levofloxacin -resistant H. pylori
by Epsilometer method in patients with chronic gastritis and to assess
some related factors associated with antibiotic resistance.
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2.2. To evaluate the rate of H. pylori eradication using 10-days course of
EBMT regimen in patients with chronic gastritis, medication adherence, side
effects and some related factors affecting the eradication efficacy.

3. The scientific and practical significance of the dissertation

- Scientific significance: Research on the use of Epsilometer to
identify the minimum inhibitory concentration of each cultivation and
assess the alarm-high rates of CLR, LV X-resistant H. pylori in patients
with chronic gastritis. The study of EBMT regimen assessed the
efficacy of H. pylori eradication at acceptable levels in the first and
second treatment as well as predicted the likelihood of success of the
therapy by determining the patient's adherence level.

- Practical significance: In clinical practice, the application of Etest
will determine the resistance of the H. pylori cultivation in patients who
have failed treatment twice or more, allowing the doctor to select the
appropriate antibiotic, raising the efficacy of eradication. The Etest
allows the examination of the resistance of a series of H. pylori strains
in the community periodically to assess antibiotic resistant trends and to
have recommendation strategies for selecting first-line therapy suitable
for patients in each region as well as strategies for management of
antibiotic use. Applying PBMT to H. pylori eradication for naive
patients or after failure of first time therapy will bring high efficacy in
the context of increasing antibiotic-resistant bacteria.

4. New contributions of the dissertation

In the field of antibiotic-resistant H. pylori, this is one of the first
studies applying the Etest method for the survey of LV X, CLR-resistant
H. pylori in patients with chronic gastritis, this has contributed to the
provision of reliable antibiotic-resistant data for the gastrointestinal
field to have an appropriate eradication strategy. In terms of treatment,
this is also one of the first studies in Vietnam evaluating the efficacy of
H. pylori eradication by bismuth-containing quadruple regimen in
patients with chronic gastritis in the situation of antibiotic resistance
markedly increasing.
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DISSERTATION STRUCTURE

The dissertation has 139 pages with 4 chapters, including
Introduction (3 pages), Literature review (35 pages), Subjects and
Methods (27 pages), Results (26 pages), Discussion (45 pages),
Conclusion (2 pages) and Recommendation (1 page). The dissertation
has 43 tables, 8 figures, 4 diagrams, 8 charts with 227 references
including 25 Vietnamese and 202 English references.

Chapter 1. LITERATURE REVIEW

1.1. CHRONIC GASTRITIS AND HELICOBACTER PYLORI
1.1.2.1. Definition, causes of chronic gastritis

Chronic gastritis (CG) is defined as chronic lesions of the epithelium
covering the stomach lining, which can lead to significant
histopathological changes such as intestinal metaplasia, dysplasia,
atrophy of the gastric mucosa, on that basis gastric cancer can develop.
H. pylori is the most frequent cause of chronic gastritis.
1.1.3. Chronic gastritis due to Helicobacter pylori
1.1.3.1. Pathogenic mechanism of H. pylori in chronic gastritis

H. pylori infection results in various gastrointestinal diseases in
the patient due to the interaction between bacteria, host and
environmental factors.
1.2. HELICOBACTER PYLORI RESISTANCE TO ANTIBIOTICS
1.2.1.2. Classification of antibiotic-resistant H. pylori

H. pylori can be primarily or secondarily resistant to antibiotics.
1.2.3. Epidemiology of H. pylori resistance to CLR and LVX
1.2.3.1. Situation of CLR, LVX-resistant H. pylori in the world

In the world, the synthesis of Ghotaslou showed that the overall
resistance rate of H. pylori for CLR and LVX is 19.74% and 18.94%,
respectively.
1.2.3.2. Situation of CLR, LVX-resistant H. pylori in Vietnam

Using Etest to determine H. pylori resistance to antibiotic, Phan Trung
Nam’study in central region of Vietnam showed that the overall resistance
rate of H. pylori for CLR and LV X is 42.9% and 44.6%, respectively.
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1.2.4.2. Methods for detecting antibiotic resistance H.pylori phenotype

- Epsilonometer test method based on MIC

The principle of the Epsilometer method is based on the combination
of disk diffusion method and agar dilution method.

Advantages of the method: Etest is a suitable alternative to the agar
dilution method, suitable for a small number of samples in practice,
convenient to determine the MIC for bacteria and compatible with the
bacteria which grow slowly and are difficult to culture as H. pylori.

- Agar dilution method

- Disk diffusion method
1.2.6. Factors related to CLR, LVX-resistant H. pylori
1.2.6.1. Factors related to CLR-resistant H. pylori

The risk factors related to CLR-resistant H. pylori include: women
(Megraud), age group > 40 (Vilaichone) and history of H. pylori
eradication (Lee JW and Shiota).
1.2.6.2. Factors related to LVX-resistant H. pylori

The risk factors related to LVX-resistant H. pylori include: women
(Zhang), history of H. pylori eradication H. pylori (Lee). While Tran
Thanh Binh did not record any factors related to resistant H. pylori.

1.3. ERADICATION OF HELICOBACTER PYLORI
1.3.2.1. Selection of therapy under Maastricht 1V consensus

Selection of empirical first-line therapy (1 time) should be based on
the CLR resistance rate of H. pylori in the region higher or lower than
15%. When choosing the empirical second-line therapy, it’s required to
consider the LVX resistance rate of H. pylori in local area. Patients
after second eradication failure should be indicated to treat based on
antibiotic susceptibility testing for the third-line therapy.

1.3.3. H. pylori eradication treatment with PBMT

Bismuth-containing quadruple regimen was originated from classic
triple therapy (including bismuth, metronidazole and tetracycline)
which was proposed by Borody, then PPl was added into this therapy in
order to enhance efficacy of H. pylori eradication.
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PBMT regimen may be applied for the first line therapy or second
line therapy and for patients with penicillin allergy. The PBMT therapy
was also recommended by Gisbert for H. pylori eradication as the third
line treatment.
1.3.3.3. Efficacy of H. pylori eradication of PBMT regimen

- Efficacy of PBMT regimen for the first-line treatment patients:
Laine’s study showed that the H. pylori eradication rate of 10-day
PBMT regimen was higher than that of OAC therapy in naive patients,
that was 87.7% versus 83.2% according to ITT, 92.5% versus 87.1%
according to PP, respectively, although this had no significance, but
PBMT regimen overcame the impact of MTZ resistant strains.

- Efficacy of PBMT regimen for patients after failure of first-line
eradication therapy: Delchier treated H. pylori by PBMT regimen in patients
who had failed in the first-line treatment with omeprazole, AMX, CLR and
showed a high eradication rate of H. pylori 93.2% (ITT), 94.7% (PP).

- Tran Thien Trung’study showed that the eradication rates of
EBMT regimen were 93.3% (ITT) and 95.7% (PP) in 26 patients after
failure initial treatment.
1.3.4.2. Factors related to eradication efficacy of bismuth-based therapy

Graham studing the efficacy of H. pylori eradication of bismuth-
based triple therapy indicated that only "poor adherence" was a
predictor of treatment failure, while age and type of disease were
unsuitable for inclusion in the analytical prognostic model.

Chapter 2. RESEARCH SUBJECTS AND METHODS
2.1. RESEARCH SUBJECTS

The research was conducted from March 2014 to January 2016 at
Thong Nhat- Dong Nai General Hospital. We examined CLR, LVX-
resistant H. pylori with Etest and H. pylori eradication with 10-day
EBMT regimen in 176 patients with CG, who met the study criteria.
2.1.1. Research patient subjects
2.1.1.1. Inclusion criteria

Patients with upper gastrointestinal tract symptoms, >16 years old,
agreed to participate in the research.
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- Diagnosis of chronic gastritis relies on:

Clinical: Patients have upper gastrointestinal tract symptoms.

Endoscopy: Patients with mere gastritis.

Histopathology: Diagnosis of chronic gastritis in histopathology.

- Diagnosis of H. pylori infection when having at least 2 tests (+):

CLO test (+) in all patients, and having

At least one of the following three tests to identify H. pylori (+):
histopathology in antrum, histopathology in body and culture (+).

2.1.2. Gastric biopsy specimens

The mucosal biopsy tissue specimens in antrum and body of the
patients with CLO test (+) were cultured for H. pylori and examinated
histopathologically.

2.1.3. Helicobacter pylori bacteria

H. pylori strains were cultured and isolated from gastric biopsy
tissue specimens will be tested for susceptibility to CLR, LVX by Etest.
2.2. RESEARCH METHODS
2.2.1. Research design (Reseach figure 2.1)

In order to evaluate the rate of H. pylori resistance to antibiotics, this
study was designed as descriptive cross-sectional one. A prospective,
open-label, uncontrolled clinical trial with vertical follow-up research was
used to evaluate the efficacy of EBMT regimen.

2.2.3. Research variables
2.2.3.1. Clinical variables

Age, gender, duration of disease, clinical symptoms, smoking,
history of eradication therapy, number of treatment failures, number of
pills taken, side effects.
2.2.3.2. Subclinical variables

Histological lesions types, MIC values, CLO test results.

2.2.4. Research means and bioproducts

- Olympus Exera Il CV-180 Endoscopy equipment, Olympus GIF-
Q150 soft gastroscope, Olympus FB-25K-1 biopsy forceps, Pylori-test
(CLO test-rapid urease test).

- H. pylori Pylori-agar (bioMérieux) culture plate, Muller-Hilton
HBA plate for antibiogram (Nam Khoa Company), Etest strip, Jar box
or special bag with clipseal, Genbox or Genbag (bioMérieux).
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- Microm HM 340E tissue cutter, STP 120 automatic tissue
processor, Nikon Eclip E200 microscope, HE and Giemsa dyes.

- Drugs: Esomeprazole (Nexium), 40 mg/capsule (AstraZeneca,
Sweden); Bismuth subcitrate (Ducas), 120 mg/tablet (Kyung dong pharm
Co, Ltd., Korea); Metronidazole (Flagyl), 250 mg/tablet (Sanofi-
Aventis), Tetracycline, 500 mg/tablet (Mekophar).

2.2.6. Therapeutic intervention

Ten-day EBMT regimen includes: Esomeprazole 40 mg, one
capsule by mouth twice per day; Bismuth subcitrate 120 mg, two
tablets by mouth twice per day; Metronidazole 250 mg, one tablet by
mouth four times per day and Tetracycline 500 mg, one tablet by mouth
four times per day after three meals and before bedtime.

2.2.7. Evaluation methods
2.2.7.4. Results of antibiotic susceptibility testing of H. pylori

Reading the MIC at the intersection of the lower part of the
elliptical inhibition zone with the Etest strip.

- H. pylori strains resist CLR when MIC >1 pg/ml (CLSI, Megraud).

- H. pylori strains resist LVX when MIC > 1 ug/ml (EUCAST,
Megraud).
2.2.7.5. Evaluation of medication adherence

- Good medication adherence when patients take >80% of amount of
medicine given and poor medication adherence when patients take <80%
of amount of medicine given.

- Good medication adherence group was divided into two levels: good
medication adherence with high level and low level when taking from
>90 to 100% and from >80 to <90% delivered-drugs, respectively.
2.2.7.6. Evaluation of side effects

Patient’s side effects were graded according to severity:

- Mild: only cause fugitive discomfort.

- Moderate: cause little discomfort to patients, but not affect the
health and daily activities of patients.

- Severe: cause discomfort, affect the health and daily activities of
patients, but don’t need to stop taking the medicine.
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- Extremely severe: cause serious impact on the health and daily
activities of patients, forced to stop taking the medicine.
2.2.7.7. Evaluation of H. pylori eradication

Eradication of H. pylori was defined as patients have all three negative
criteria with H. pylori, including: CLO test and histopathological
examination of the antrum and the body within 4-8 weeks after the
cessation of therapy.
2.2.8. Study procedures
2.2.8.1. Screening for patient selection

Selecting the eligible patients for the research, then consulting the
patients to agree to sign informed consent.
2.2.8.2. Data collection using prepared forms

Recording administrative information, history, clinical symptoms.
2.2.8.3. Blood tests

Platelets count and the amount of ALT enzyme in blood.
2.2.8.4. Endoscopy

Recording the upper gastrointestinal tract injury and sampling gastric
tissue for CLO test, microbiological and histopathological examination.
2.2.8.5. Designation of medication for 10-day EBMT regimen

Instructing patients to take medication, self-monitoring side effects from
1%t day to 10" day and making an appointment for a follow-up examination.
2.2.8.6. Microbiological tests

Conducting culture and isolation of H. pylori from biopsy tissue
specimens. Identifying H. pylori by Gram stain and urease, catalase,
oxydase tests, and then evaluating the antibiotics susceptibility of
isilated H. pylori strains to CLR, LV X by Etest.
2.2.8.7. Histopathological test of gastric mucosa

The biopsy tissue specimens in the antrum and body were separately
preserved, then stained with HE and Giemsa. Some variables were
evaluated: chronic inflammation, active chronic inflammation, atrophic
inflammation, intestinal metaplasia, density of H. pylori according to
updated Sydney system and dysplasia according to Vienna consensus.
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Chapter 3. RESEARCH RESULTS

3.1. CHARACTERISTICS OF PATIENTS WITH H. PYLORI-
ASSOCIATED CHRONIC GASTRITIS
3.1.1. General characteristics of the patients

The average age was 38.8 + 10.6. Female/male ratio was 1.3/1.
3.1.2. Clinical symptoms of H. pylori-associated chronic gastritis

68.8% of patients had epigastric abdominal pain.
3.1.3. Histopathological features of H. pylori-associated CG

352 gastric tissue specimens including 176 antrum specimens and 176
body specimens from 176 patients had chronic gastritis on histopathology.
The rate of histologic lesions was similar between the antrum and the body.
3.2.RESISTANCE RATE OF H. PYLORI STRAINS TO
CLARITHROMYCIN, LEVOFLOXACIN DETERMINED BY ETEST
IN PATIENTS WITH CHRONIC GASTRITIS AND SOME RELATED

FACTORS ASSOCIATED WITH ANTIBIOTIC RESISTANCE

H. pylori

antibiotic susceptibility testing by Etest was

conducted in 153 strains with CLR and 154 strains with LV X.
3.2.1. Resistance rate of H. pylori strains to CLR and LVX
Table 3.3. Overall resistance rate of H. pylori strains to CLR, LVX

Overall Number | Number of ;
resistance of test resistgnce Restl Stiﬂce 959% CI
type strains | strains rate (%)
CLR resistance 153 111 72.5 64.8-79.4
LV X resistance 154 62 40.3 32.4-48.5
CLR-LVX dual
resistance 153 47 30.7 23.5-38.7

Comments: The overall resistance rates of H. pylori strains to CLR, LVX
and dual resistance to CLR-LVX were 72.5%, 40.3% and 30.7%, respectively.
Table 3.4. Resistance rate of H. pylori strains to CLR and LVX

in naive patients

: Number | Number of .
Resistance of test resistance Rr(;stlst(%pc):e 95% ClI
type strains strains °
CLR resistance 118 78 66.1 56.8-74.6
LVX resistance 119 45 37.8 29.1-47.2
dCLR"-\_’X 118 31 26.3 18.6-35.2
ual resistance
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Comments: The resistance rates of H. pylori strains to CLR, LVX
and dual resistance to CLR-LVX in naive patients were 66.1%, 37.8%
and 26.3%, respectively.

Bang 3.5. Resistance rate of H. pylori strains to CLR and LVX
in patients after eradication failure
Number | Number of

Resistance . Resistance
of test resistance 95% CI
type strains strains rate (%)
CLR resistance 35 33 94.3 80.8-99.3
LVX resistance 35 17 48.6 31.4-66.0
CLR-LVX
dual resistance 35 16 457 28.8-63.4

Comments: The resistance rates of H. pylori strains to CLR, LVX
and dual resistance to CLR-LVX in patients after eradication failure
were 94.3%. 48.6% va 45.7%, respectively.

Table 3.6. Comparison of the resistance rate of H. pylori strains to

CLR, LVX in naive patients and patients after eradication failure

Resistance type and Resistance rateo
number of H. pylori O,\rll F_)atlent ObJéCté.A))t. p
. aive radication
strains tested by Etest (n) treatment failure
CLR (153) 66.1 94.3 0.001
LVX (154) 37.8 48.6 0.254
CLR-LVX (153) 26.3 45.7 0.029

Comments: The resistance rates of H. pylori strains to CLR and dual
resistance to CLR-LVX in patients after eradication failure were higher
than in naive patients, p < 0.05.

3.2.2. Factors related to CLR, LVX-resistant H. pylori strains
Table 3.8. Factors related to CLR-resistant H. pylori strains

Patient Univariate Multivariate
characteristics analysis analysis

(n=153) OR (95%Cl) p OR (95%CI) p
Age group | <30 1 1
(year) >30 3.2(1.4-74) |0.007 | 3.2(1.3-7.7) | 0.011
Sex Female 1 1

Male 0.5(0.2-0.9) |0.033 ] 0.5(0.2-1.1) | 0.102

History of | No 1 1
treatment | Yes 8.5(1.9-37.1) | 0.005 | 7.7 (1.7-34.7) | 0.008
H. pylori
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Comments: Age more than 30 and history of treatment H. pylori
were two independent risk factors and positively associated with
infection H. pylori strains resistant to CLR.

Table 3.10. Factors related to LV X-resistant H. pylori strains

Patient Univariate Multivariate
characteristics analysis analysis

(n=154) OR (95%ClI) p OR (95%CI) p
Age group | <40 1 1
(year) >40 1.9(0.9-3.8) |0.050 | 1.9(0.9-3.7) | 0.057
Sex Female 1 1

Male 0.6 (0.3-1.2) 0.189 | 0.7 (0.3-1.3) 0.264

History of | No 1 1
treatment | yeg 1.6 (0.7-3.3) | 0.256 | 1.4 (0.6-3.1) | 0.386
H. pylori

Comments: There was not relation between age group, sex, history
of treatment and LVX-resistant H. pylori strains.
3.3. RESULTS OF H. PYLORI ERADICATION USING EBMT REGIMEN
FOR PATIENTS WITH CHRONIC GASTRITIS, MEDICATION
ADHERENCE, SIDE EFFECTS AND SOME RELATED FACTORS
AFFECTING THE EFICACY OF ERADICATION THERAPY
3.3.2. The rate of H.pylori eradication and patient characteristics

3.3.2.1. H. pylori eradication results according to patient object

Table 3.14. H. pylori eradication rate and patient object (ITT)

wumper o | 2100 g

Patient object patients ysIS
treated (n) | Success | "2 | 959% ClI

(%0)

Overall 166 134 80.7 | 73.9-86.4
First line 122 97 79.5 | 71.3-86.3
After eradication failure 44 37 84.1 | 69.9-93.4
Second line 24 22 91.7 | 73.0-99.0
Third line onward 20 15 75.0 | 50.9-91.3

Comments: H. pylori eradication rates in ITT analysis overall, for first-line

treatment, patients after eradication failure,

the second-line and third-line

treatment onward were 80.7%, 79.5%, 84.1%, 91.7% and 75.0%, respectively.
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Table 3.15. H. pylori eradication rate and paient object (PP)

H. pylori eradication
. . Num'ber of ragg in PP analysis
Patient object patients Rate

treated (n) | Success (%) 95% ClI
Overall 150 134 89.3 | 83.3-93.8
First line 107 97 90.7 | 83.5-95.4
After eradication failure 43 37 86.1 | 72.1-94.7
Second line 24 22 91.7 | 73.0-99.0
Third line onward 19 15 78.9 | 54.4-93.9

Comments: H. pylori eradication rates in PP analysis overall, for
first-line treatment, patients after eradication failure, the second-line
and third-line treatment onward were 89.3%, 90.7%, 86.1%, 91.7% and
78.9%, respectively.
3.3.2.2. Results of H. pylori eradication and age group of patients

H. pylori eradication rates were not significantly different between
age group <60 and >60 years-old.
3.3.2.3. Results of H. pylori eradication and gender of patients

H. pylori eradication rates were similar between male and female.
3.3.2.4. Results of H. pylori eradication and smoking

H. pylori eradication rate in non-smoking patients was not
significantly different from smoking patients.
3.3.2.5.Correlation between some patient characteristics and H. pylori
eradication results

Table 3.21. Correlation between patient characteristics and
H. pylori eradication results

Patient characteristics (n=150) OR (95%CI) p

Age group =60(9) .

<60 (141) 0.4 (0.1-2.0) | 0.262
Sex Male (65) 1

Female (85) 0.9 (0.4-2.8) | 0.972
Smoking No (130) !

Yes (20) 0.4(0.1-1.4) | 0.157
Treatment First time (107) 1
times Second time (24) 1.1(0.2-5.6) | 0.877

Third time onward (19) 0.4(0.1-1.4) | 0.146
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Comments: The characteristics of smoking and the eradication
treatment from third time onward were not associated with the
eradication results, but their p values were low.

3.3.4. Results of H. pylori eradication and histopathology
Table 3.25. H. pylori eradication result according to histopathological
characteristics (PP)

. . Results of H. pylori
Histopathological o
characteristics and number of eradlcatloon in PP p
; _ (n,%)
patients treated (n=150) SUccess Eailure
Active chronic inflammation (antrum)
No (7) 7 (100.0) 0 (0.0) 0.638
Mild (78) 69 (88.5) 9(115) | —
Moderate - Marked (65) 58 (89.2) 7 (10.8)
Active chronic inflammation (body)
No (4) 4 (100.0) 0 (0.0) 0.638
Mild (80) 73 (91.2) 708 |
Moderate - Marked (66) 57 (86.4) 9 (13.6)
H. pylori density (antrum)
No (18) 18 (100.0) 0(0.0) 0.284
Mild (70) 62 (88.6) 8(114) | —
Moderate - Marked (62) 54 (87.1) 8 (12.9)
H. pylori density (body)
No (19) 18 (94.7) 1(5.3) 0317
Mild (72) 66 (91.7) 6(8.3)|
Moderate - Marked (59) 50 (84.8) 9 (15.2)
Antrum atrophic inflammation
No (117) 107 (91.4) 10 (8.6) | 0.121
Yes (33) 27 (81.8) 6 (18.2)
Body atrophic inflammation
No (122) 109 (89.3) | 13(10.7) | 0.999
Yes (28) 25 (89.3) 3(10.7)
Antrum intestinal metaplasia
No (127) 114 (89.8) | 13(10.2) | 0.714
Yes (23) 20 (87.0) 3(13.0)
Body intestinal metaplasia
No (134) 119 (88.8) | 15(11.2) | 0.999
Yes (16) 15 (93.7) 1(6.3)
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Comments: H. pylori eradication rate according to PP in patient
group without antrum atrophic inflammation was 91.4%, which was not
significantly different from that in patients with antrum atrophic
inflammation at 81.8%, p = 0.121.

Table 3.26. Correlation between histopathological characteristics and
H. pylori eradication results

Histopathological
characteristics (n=150) OR (95%Cl) P

H. pylori density (body)

No (19) 1

Mild (72) 0.6 (0.1-5.4) 0.658

Moderate - Marked (59) 0.3 (0.1-2.6) 0.281
Antrum atrophic inflammation

No (117) 1

Yes (33) 0.4 (0.1-1.3) 0.122
Body atrophic inflammation

No (122) 1

Yes (28) 0.9 (0.3-3.8) 0.993
Antrum intestinal metaplasia

No (127) 1

Yes (23) 0.8 (0.2-2.9) 0.689
Body intestinal metaplasia

No (134) 1

Yes (16) 1.9 (0.2-15.4) | 0.551

Comments: Although characteristics of patients with antrum
atrophic inflammation had no association with H.pylori eradication
result, OR= 0.4 (95% CI 0.1-1.3), but this p value was low (p=0.122).
3.3.5. H. pylori eradication results and level of adherence

Table 3.27. Level of medication adherence of patients

. Level of Rate of Number
Anqgtl?]/gggl medication taking of R(f)i/ti
adherence medicine(%) | patients °
ITT Poor adherence <80 5 3.0
(n=166) Good adherence >80 161 97.0
Good adherence -
(n=150) hGlgtr)]dl :‘\?Qerence " | >90-100 144 96.0
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Comments: 97.0% of patients had good medication adherence, among
them 96.0% of patients had good medication adherence with high level.
Table 3.28. H. pylori eradication results according to level of
medication adherence

Results of eradication
goodLr(il\gig;tion Succeisns - (n’O/Igzailure P
adherence (n=150) = % = %
Low level (6) 3 50.0 3 50.0 0017
High level (144) 131 | 91.0 13 9.0 '

Comments: H. pylori eradication rate of patients with high level-
good medication adherence was 91.0%, higher than that of patients
with low level- good medication adherence was 50.0%.

Table 3.29. Correlation between patient’s adherence and

eradication results

Level of good medication adherence
9 (h=150) OR (95%ClI) p

Low level (6) 1
High level (144) 10.1 (1.2-80.7) | 0.001
Comments: Good medication adherence with high level was an
independent factor, positively correlated with successful H. pylori
eradication therapy, with OR=10.1 (95% CI 1.2-80.7), p = 0.001.
3.3.6. H. pylori eradication results and side effects of therapy
Table 3.30. Frequency and severity of side effects
with EBMT regimen

Frequency of
Severity of side effects paé?enf:f Wit N%Tgnetg of
= side effects
(n=166) o cfte (n.%)
Mild, fugitive 100 (60.2) 419 (85.7)
Moderate, not affecting health
and daily activities 32(19.3) 62 (12.7)
Severe, but patients
can continue to take medicine 1(0.6) 2(0.4)
Extremely severe,
forced to stop the medicine 3(18) 6(1.2)
Total 136 (81.9) 489 (100.0)
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Comments: There were 136 patients with side effects, accounting
for 81.9%, of which 79.5% had mild to moderate side effects.
A total of 489 events occurred in 136 patients, including 85.7% of

mild, fugitive events occurring on 60.2% of patients.

3.3.7. Factors related to H. pylori eradication of EBMT regimen
Table 3.34. Multivariate analysis of factors related to the eradication
results of Helicobacter pylori in EBMT regimen

Patient characteristics (n=150) OR (95%CI) p
Age group <60 1
(year) >60 0.4 (0.1-3.1) 0.409
Sex Female 1
Male 1.3 (0.3-5.7) 0.725
Smoking No 1
Y?s 0.5(0.1-2.8) 0.409
. 1%t time 1
H. pylori 2 time 0.9(0.2-56) | 0.990
treatment times 3 time onward 0.3(0.1-1.2) | 0.097
Antrum atrophic No 1
inflammation Yes 0.4 (0.1-1.4) 0.148
Good medication Low-level 1
adherence High-level 13.4 (2.1-86.7) | 0.006

Comments: High level- good medication adherence was an
independent factor and positively correlated with successful H.pylori
eradication therapy of EBMT regimen in PP analysis, with OR= 13.4
(95%Cl 2.1-86.7), p=0.006 in multivariate analysis.

Chapter 4. DISCUSSION

4.1. ANALYSIS OF PATIENT CHARACTERRISTICS WITH
H.PYLORI-ASSOCIATED CHRONIC GASTRITIS
4.1.1. Characteristics of patients with H. pylori-associated CG
4.1.1.1. Characteristics of patient age

The average age of 176 patients with H. pylori-associated chronic
gastritis in our study was 38.8+10.6 years old (Section 3.1.1), similar to
the result of Nguyen Quang Chung that was 40.5+9.9 years old.
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4.1.2. Histopathological characteristics of H. pylori-associated CG

In our research, all patients with H. pylori-associated gatritis
diagnosed endoscopically had chronic gastritis on histology in both the
antrum and the body (Section 3.1.3). This result was similar to those of
Nguyen Thi Hoa Binh and Kumar D.
4.2. ANALYSIS OF RESULTS OF ANTIBIOTIC-RESISTANT
H. PYLORI BY ETEST IN PATIENTS WITH CHRONIC
GASTRITIS AND SOME RELATED FACTORS ASSOCIATED
WITH ANTIBIOTIC RESISTANCE
4.2.1. Characteristics of CLR-resistant Helicobacter pylori
4.2.1.1. Overall resistance rate of H. pylori to CLR

The resistance rate of H. pylori to CLR in our common group of
patients was 72.5% (Table 3.3), which was lower than that of Tongtawee
(76.2%, 2014-2015, Thailand); however, higher than that of Almeida
(50%, Portugal, 2014) and higher than that of Phan Trung Nam (42.4%,
2015). According to Thung (2016), the higher the H. pylori infection rate
was, the higher the CLR resistance rate was and according to our
domestic survey by Hoang Thi Thu Ha (2005), the H. pylori infection
rate in our community was high up to 74.6%, as a result, the rate of
H. pylori's CLR-resistance was also high.
4.2.1.2. CLR-resistant H. pylori in naive patients

The resistance rate of H. pylori to CLR in our naive patients was
66,1% (Table 3.4), which was higher than the result of other studies, such
as: 34,2% (Phan Trung Nam), 33% (Tran Thanh Binh), 23,8% (Gao) and
21,4% in the research by Almeida. An overall analysis by Francesco stated
that the H. pylori's CLR resistance rate in patients with non-ulcer
dyspepsia was higher than that of patients with ulcer dyspepsia. However,
our research only focuses on patients with gastritis, therefore, it's totally
reasonable when the CLR resistance rate in our research was high. In
addition, 78% of our patients in our country can easily buy antibiotics
without prescription, including macrolides for outpatient treatment for
diseases which aren't caused by H. pylori, which has increased CLR-
resistant H. pylori in patients without previous treatment.
4.2.1.3. CLR-resistant H. pylori in patients with eradication failure

The rate of resistance in H. pylori to CLR in patients with eradication
failure in our study was 94.3% (Table 3.5), equivalent to a mean of CLR
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resistance rates at 94.1% (2007-2011, Western Australia) studied by Tay
CY and Marshall BJ. This result is similar to Liou’s result of 95.5% in
patients who have failed twice or more eradication attempts (2015). Our
rate of resistance in H. pylori to CLR in patients with history of treatment
H. pylori was 94.3%, which was higher than the rate of naive patients
(66.1%) with p=0.001 (Table 3.6). This finding is similar to other studies
such as of Shiota and Chang. Boyanova found that the rate of resistance in
H. pylori to CLR was three times higher in patients after treatment failure
compared to naive patients.
4.2.2. Characteristics of Helicobacter pylori resistance to LVX
4.2.2.1. Overall resistance rate of H. pylori to LVX

The overall rate of H. pylori resistance to LV X in 154 patients was
40.3% (Table 3.3). Our result is similar to Phan Trung Nam’s 41.3%,
but is lower than Rajper S’s 62.3% (Pakistan) and Gao’s 50.3%
(China). Our finding is slightly higher than Almeida’s 33.9%, Shiota’s
31.3% but much higher than the 5% of resistance rate to LVX that
noted by Karczewska. Our high overall rate of resistance to LV X is due
to the already high prevalence of LVX-resistant H. pylori in naive
patients and patients with eradication failure.
4.2.2.2. LVX-resistant H. pylori in naive patients

In our study, the LV X resistance rate of H. pylori in naive patients was
37.8% (Table 3.4), which was lower than Zhang’s result (Beijing, 2013-
2014) of 54,8%; but concordant with Phan Trung Nam’s 35.6% and Gao’s
36.9%. Our research result was higher than those of other authors such as
Megraud’s 14.1% and Tran Thanh Binh’s 18.4%. This difference is due to
our study (2014-2016) is conducted more recent compared to other studies
(before 2012). On the other hand, similartrends of increasing
clarithromycin resistance to H. pylori, the fact that outpatients in our
country are easy to receive FLQ for genitourinary and respiratory infection
can lead to cross-resistance to LVX, which has increased H. pylori
resistance to LV X in naive patients.
4.2.2.3. LVX-resistant H. pylori in patients with eradication failure

The LVX resistance rate of H. pylori in patients with treatment failure
was 48.6% (Table 3.5). Our result was similar to Almeida’s 44.2%, but
lower than Gao’s 73.3%, Shiota 71,4% and Phan Trung Nam’s 63.2%.
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Although our rate of LV X-resistant H. pylori in patients after eradication
failure is higher in the naive group than in most studies, we did not
observe differences such as Chang, while other authors note significant
differences. This was consistent with Shiota’s finding that in multivariate
analysis, the author did not find any effect of history of treatment H. pylori
on LVX resistance, however, using FLQ was the risk factor increasing
the possibility of H. pylori resistance to LVX.
4.2.3. Characterrization of CLR-LVX dual H. pylori resistance

The overall rate of dual resistance in H. pylori isolate in 153 patients
was 30.7% (Table 3.3), in 118 naive patients was 26.3% (Table 3.4) and in
35 patients with treatment failure was 45.7% (Table 3.5). The rate of dual-
resistance to CLR-LVX in patients after treatment failure was higher in
naive patients, similar to that of Almeida, Chang and Phan Trung Nam.
4.2.4. Characteristic analysis of patients with CLR-resistant H. pylori
and some related factors
4.2.4.1. Age of patients and CLR resistance

Our results indicated that the age group > 30 was an independent risk
factor, which was positively correlated with CLR resistance in multivariate
analysis (Table 3.8), this was similar to Almeida’s results as the author
noted the risk of infection with CLR-resistant H. pylori in patients > 40
years old was higher in the age group < 40, with OR= 2.23 (95%CI 1.21-
4.12). However in our study, the age group that was likely to be infected
with H. pylori resistance to CLR started at a lower age (> 30 years old).
Increasing use of macrolides for the treatment of respiratory and urinary
infections increasing the exposure of H. pylori infection with this drug. It is
reason why resistance to CLR is higher in the older adults.
4.2.4.3. History of treatment H. pylori and CLR resistance

Our results indicated that a history of treatment H. pylori was an
independent risk factor to CLR resistance H. pylori (Table 3.8). This
finding was consistent with the findings that patients with eradication
therapy failure have a higher risk of resistance to CLR than those
without treatment by Shiota, Wuppenhorst and Lee.
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4.2.5. Characteristic analysis of patients with LV X-resistant H. pylori
and some related factors
4.2.5.3. History of treatment H. pylori and LVX resistance

We did not find relation between patients with history of treatment
H. pylori and the rate of LV X resistance H. pylori (Table 3.9), which
was similar to the results of Shiota’s study showing that historic factor
of treating with H. pylori is only significant in univariate analysis and is
no longer significant in multivariate analysis. This was similar with
Boyanova’s remark when explaining the likely of infected with LVX
resistance H. pylori in patients after treatment failure with LV X-based
triple therapy.

4.3. ANALYSIS OF RESULTS OF H. PYLORI ERADICATION
BY EBMT REGIMEN IN PATIENTS WITH CHRONIC
GASTRITIS, MEDICATION ADHERENCE, SIFE EFFECTS
AND SOME RELATED FACTORS AFFECTING THE EFICACY
OF ERADICATION THERAPY

4.3.1. Analysis of treatment results according to patient characteristics
4.3.1.1. Results of H. pylori eradication by patient object

- In our study, the overall H. pylori eradication results of all patients
treated by 10-day EBMT was 80.7% in ITT analysis (Table 3.14) and
89.3% in PP analysis (Table 3.15). Our results were lower than that of
Dore (2002), the author achieved 95% of eradication rate (ITT) and 98%
(PP) with PBMT regimen (total MTZ and bismuth doses were equal, total
TET and omeprazole doses were lower than our; with twice daily, 14-day
course), treatment for 76 naive patients and 42 patients who had failed one
or more eradication therapies. This can be explained by the fact that Dore’s
study had fewer daily doses than we did, that helped patients adhere better
to treatment, resulting in higher eradication efficacy. On the other hand,
Dore’s treatment adherence threshold was >90%, higher than our (>80%)
and 14-day course of Dore was also longer than our 10-day course, which
helps to increase the rate of H. pylori eradication.

- The rate of H. pylori eradication in first-line therapy patients were
79.5% by ITT (Table 3.14) and 90.7% by PP (Table 3.15), similar to
Malfertheiner (2011) when using PBMT regimen including omeprazole and
“3-in-1” pills (containing TET, MTZ and bismuth) for the treatment of



22

H. pylori eradication, which resulted in 80% eradication by ITT and 93% by
PP. However, our results of H. pylori eradication were higher than those of
Uygun (2007), the author’s results were 70% for ITT and 82.3% for PP. This
is due to the fact that we were using esomeprazole more effectively than
other PPIs (Wang X) and high-dose PPls were more effective than the
standard dose (Villoria A). Furthermore, the percentage of patients excluded
from our PP analysis was 9.6% lower than Uygun’s 15% (18/120 patients).

- In 24 patients of second-line therapy, the rate of H. pylori eradication
was 91.7% (Table 3.14, 3.15) in both ITT and PP analysis. These results
were lower than that of Tran Thien Trung with the eradication rate of
93.3% by ITT and 95.7% by PP, when the author used EBMT regimen
for H. pylori treatment in 26 patients with treatment failure. Our results
of H. pylori eradication were lower than that of Tran Thien Trung
because the author used both higher doses of MTZ (1500 mg/day
versus our 1000 mg/day), and longer course duration (14 days versus
our 10 days), which can help that regimen to overcome the impact of
MTZ resistant strains.

4.3.4. Analysis of treatment results according to adherence
4.3.4.2. The rate of H. pylori eradication and level of adherence

Our results showed that the eradication rate in patients with high level-
good medication adherence was 91.0%, higher than in those with low
level-good medication adherence, which was only 50.0%, p = 0.017 (Table
3.28). Analysis from our results indicated that: among the good medication
adherence patients who taking >80% of the prescribed medicine, those
were adherent >90% of the prescribed medicine will have a higher
eradication rate, which was statistically significant.

4.3.5. Analysis of regimen’s side effects and treatment outcomes
4.3.5.1. Frequency of side effects

The rate of patients met side effects in our study was 81.9% (Table
3.30). This rate was insignificantly higher than that of other studies, for
example, Katelaris’s 78%, De Boer’s 75.5% and O'Morain’s 73.8%.
4.3.6. Factors affecting H. pylori eradication
4.3.6.6. Relation between adherence and eradication outcomes

Our study showed that although having the same good adherence
level, characteristic of high level-good medication adherence patients
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was independent factor, positively correlated with the eradication result
in multivariate analysis, with OR= 13.4 (95% CI 2.1-86.7), p = 0.006
(Table 3.34). So far, through medical literature, we found that our study
is the first to address this issue: the possibility of H. pylori eradication
in high level-good medication adherence patients is 13.4 times higher
than the possibility of H. pylori eradication in low level-good
medication adherence patients.

CONCLUSIONS

Based on the study of 176 patients with Helicobacter pylori-
associated chronic gastritis to investigate the clarithromycin,
levofloxacin resistance by Epsilometer, and evaluate the eradication
efficacy of 10-day EBMT regimen at Thong Nhat-Dong Nai general
hospital, we draw the following conclusions:

1. The rate of resistance in H. pylori to clarithromycin and
levofloxacin investigated by Epsilometer in patients with chronic
gastritis and some related factors associated with antibiotic resistance
1.1. The rate of resistance in H. pylori to clarithromycin and levofloxacin

- Overall rate of resistance in H. pylori to clarithromycin is 72.5%.
The clarithromycin resistance rate in patients with history of eradication
failure is 94.3%, higher than in naive patients, which is 66.1%, p<0.005.

- Overall rate of resistance in H. pylori to levofloxacin is 40.3%.
There is a trend of increasing levofloxacin-resistant H. pylori according
to the rise of age group, p<0.05. The rate of resistance in H. pylori to
levofloxacin in naive patients is 37.8% and in patients with history of
eradication failure is 48.6%.

- Overall rate of dual resistance in H. pylori to clarithromycin and
levofloxacin is 30.7%. The rate of dual resistance in H. pylori to
clarithromycin and levofloxacin in patients with history of eradication
failure is 45.7%, higher than in naive patients, which is 26.3%, p<0.05.
1.2. Factors associated with H. pylori resistance to clarithromycin and
levofloxacin

- Patients with the history of eradication failure and age group of
>30 are the two independent risk factors, positively correlated with
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clarithromycin resistance, with OR=7.7 (95%CI 1.7-34.7) and OR=3.2
(95%CI 1.3-7.7), p<0.05, respectively.

- Having yet to find any factor which related to H. pylori strains
resistance to levofloxacin.

2. The rate of H. pylori eradication in patients with chronic gastritis
by 10-day EBMT regimen, medication adherence, side effects, and
some related factors affecting the efficacy of eradication therapy
2.1. The rate of H. pylori eradication

- The rate of H. pylori eradication by per protocol analysis in overall
patient group is 89.3%, in first-line therapy patient group is 90.7% and in
patient with history of eradication failure is 86.1%.

- The rate of H. pylori eradication by intention to treat analysis in
overall patient group is 80.7%, in first-line therapy patient group is 79.5%
and in patient with history of eradication failure is 84.1%.

2.2. The rate of adherence on medicine taking of patients

The rate of patient’s good medication adherence is 97.0%, in which
96.0% of them has good medication adherence with high level.

2.3. Side effects of 10-day EBMT regimen

Side effects occurred in 81.9% of the patients, including 60.2% of
transient, mild; 19.3% of moderate; 0.6% of severe and 1.8% of very severe.
2.4. Factors affecting the efficacy of H. pylori eradication using 10-day
EBMT regimen

Good medication adherence with high level is the independent factor,
positively correlated with the eradication results of H. pylori, with
OR=13.4 (95%Cl 2.1-86.7), p<0.01.

RECOMMENDATIONS

Because of the high rate of resistant H. pylori to clarithromycin and
levofloxacin, the selection of clarithromycin-based standard triple therapy as
the empirical first-line therapy and the levofloxacin-based triple therapy for
the empirical second-line therapy in Dong Nai may not be suitable.

The 10-day EBMT regimen should be indicated for H. pylori
eradication treatment in first-line therapy and after initial failure.
Encouraging the patient to gaine good medication adherence with high
level would increase eradication efficacy of EBMT regimen.
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