NGHIEN CUU HIEU UUlv\vﬂIfU TRI D!ET HELICOBACTER PYLORI LAN HAI
CUA PHAC B0 EAC VA EBTM

TOM TAT

Pay la mot nghién citu md, thé hién dung két qua
diéu tri trén thuc t& I4m sang. T4t ca 76 bénh nhan
duoc chia lam hai nhém diéu tri theo Iua chon: bénh
nhéan Ian dau st dung PPI-AM dugc phan vao nhém
EAC (muc dich tranh dung lai metronidazole) va bénh
nhéan Ian dau st dung PPI-AC va PPI-MC dugc phan
vao nhém EBTM (muc dich tranh dung lai
clarithromycin). Nghién ctu da cho thay két qua diéu
tri diét Hp Ian thr hai sau diéu tri that bai 1an dau nhu
sau: 1,Ty Ié tiét trir H. pylori thanh céng clia phac dé
EAC 80,7% va EBTM la 86,7%. 2, Ca hai phac d6
EAC va EBTM déu giup cai thién triéu ching l1am
sang va néi soi tét nhu nhau sau 45 ngay diéu tri. Tuy
nhién phac dé6 EBTM co ty 1é tac dung phu cao hon
phac d6 EAC (46,7% so vdi 16,1%). Tom lai, tuy
theo timg bénh nhén, co6 thé sit dung cé hiéu qua
phac dé EAC 10 ngay hodc phac d6 EBTM 14 ngay
dé tiét trir Hp Ian hai sau théat bai Ian dau.

Tir khoa: Diéu tri; Phac do diéu tri 3 thuée PPI-
AC, PPI-AM, PPI-MC, Helicobacter pylori; Phac d6
EAC; Phac d6 4 thuéc EBTM;.Diéu tri Ian hai.

SUMMARY

This is an open-labled study to assess H.pylori
eradication rate of EAC and EBTM regiments in

NGUYEN THUY VINH

clinical practice. Total of 76 patients after first line
treatment failure were selected to the study. Patients
after PPI-AM and PPI- AC; PPI-MC were divited to
EAC and EBTM treatment group respectively in order
to avoid the previously used antibiotics such as
metronidazole or clarithromycin. The results of
second line  H.pylori  eradication therapies
were:1,Succesfull H. pylori eradication rate of EAC
and EBTM regiments were 80,7% and 86,7%
respectively. 2, Both of regiments EAC and EBTM
equally improved clinical symptoms and endoscopic
mucosal damages after 45 day treatment. However,
EBTM regiment had higher advert event rate than
EAC with 46,7% and 16,1% respectively. In sums:
EAC - 10 day and EBTM - 14 day regiments were
good therapies for second line H.pylori eradication.

Keywords: Treatment; Triple therapy PPI- AC,
PPI-AM, PPI-MC, Helicobacter pylori; EAC regiment;
Quadruple therapy EBTM, Second line therapy.

DAT VAN BE

Vai tro clla Helicobacter pylori (Hp) trong céc
bénh ly da day, ta trang nhu viém, loét, ung thu da
dugc khang dinh qua nhiéu hdi nghi déng thuan trén
thé gi6i. Cho tdi nay, c6 su dong thuan cao cho rang
nhilng bénh nhan cé nhiém Hp sau khi dudc chin
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doan bang cac phudng phap tin cay c6 chi dinh diéu
tri tiét trir Hp. Cac phac dé 3 thuéc chira thuéc (c ché
bom proton két hgp véi hai khang sinh (amoxycillin
vGi metronidazole hoic véi clarithromycin) tor 7 dén
10 ngay dudc s dung dé tiét trir Hp 1an ddu. Két qua
diéu tri cla cac phac dé diét Hp 1an dau nay nhin
chung dao déng nhiéu trong cac nghién c(u trén thé
gi6i va phu thudc rat nhiéu vao ty 1& khang thudc & cac
ving dia ly khac nhau. & Viét nam, ty 1& khang
metronidazole, clarithromycin va amoxycillin dao déng
tuong Ung t&r 38,1% dén 85,7%; 0 dén 38,6% va 0 dén
18,1% (3;5;6) do vay cb ty & nhat dinh bénh nhan sau
diéu tri diét Hp 14n dau phai diéu tri tiép Ian th( hai.
Chién lugc Iua chon phac db nao cho nhém bénh nhan
nay la van dé con chua ré rang va con it duoc nghién
clu. Chinh vi vay ching t6i tién hanh dé tai nay nham
danh gia hiéu qué diéu tri diét Hp clia hai phac d6 EAC
va EBTM sau diéu tri that bai 1an dau.

DOl TUONG VA PHUONG PHAP NGHIEN CUU

1. Ddi tugng.

Tiéu chudn chon bénh nhan: Tudi tu 18 dén 80,
dudc chan doan viém, loét da day, t4 trang van con
nhiém H. pylori theo tiéu chudn ca hai phuong phap
ureasse nhanh va mdé bénh hoc duong tinh) va da
diéu tri tiét trir H. pylori 1an dau bang 1 trong cac phac
dé nhu PPI- AC, PPI- AM, PPI- MC.

Tiéu chuén loai bénh nhan: Bénh nhan dang dlng
khang sinh hoic ngiing thuéc chua dugc mét thang
tinh dén thdi diém soi; dang dung thudc (ic ché bom
proton hodc bd thuéc nay chua duoc mét tuan tinh dén
thoi diém soi; c6 tién s cAt mét phan hay toan bo da
day; c6 ung thu da day hoac 6 loét to >3 cm va cb
nghi K; ¢6 chéng chi dinh véi soi da day nhu nhéi mau
co tim cép, suy tim, suy hé hdp nang v. v.; xuét huyét
tiéu hoa nang, c6 hep mén vi, bénh nang nhu suy than
n3ng, xo gan giai doan Child-pugh B hodc da & loét
nho cép tinh, nghi do diing thuéc hodc ngd dc.

2. Phuong phap: Day 1a nghién ctu md, theo
thiét k& song song. T4t ca 76 bénh nhan dugc chia
lam hai nhém diéu tri theo Iua chon: bénh nhan lan
dau st dung PPI-AM dugc phan vao nhém EAC (muc
dich tranh dlng lai metronidazole) va bénh nhan lan
dau st dung PPI-AC va PPI-MC dugc phan vao nhém
EBTM (muc dich tranh dung lai clarithromycin).

Nhém 1: EAC (Esomeprazole 20 mg, 1viénX2
lan/ngay; Amoxycillin 500 mg, 2 viénX2 lan/ngay;
Clarithromycin 500 mg, 1 viénX2 lan/ngay) trong 10 ngay

Nhém 2: EBTM (Esomeprazole 20 mg, 1viénX2
lan/ngay; Bismuth 120mg, 2 VviénX3 lan/ngay;
Metronidazole 250 mg, 2 viénX3 lan/ngay; Tetracyclin
250 mg, 2 vién X 3 1an / ngay) trong 14 ngay

Bénh nhan dudc danh gia thuyén gidm triéu
ching, tac dung phu, tuan tha thudc bang cach hen
kham va ndi soi lai sau 45 ngay. Phan tich théng ké
s(r dung méy tinh véi phan mém théng ké SPSS 18.0.

KET QUA

1. Dac diém nhém nghién ciu

T6ng s6 76 bénh nhan (nif: 25, nam: 51, tudi tir 20
dén 78, tudi trung binh : 52,9 + 12,4, dudc chan doan
viém, loét da day (LDD) va loét ta trang (LTT), dap

(ing céac tiéu chudn chon lya va loai trir dudc chon vao
nghién clu. .
Triéu chimg lam sang trude diéu tri

Triéu ching lam Nhom EAC | Nhém EBTM | Tong s6
sang n=31(%) n=45(%) | n=76(%)

Pau tirc vung
thitong v 28 (90,3) 42 (93,3) 70(92,2)
g hoi 20 (64,5) 32(71,1) 52 (68,4)
g chua 11(354) 17 (37,8) 28 (36,8)
Non, budn nén 15(48,4) 24 (53,3) 39 (51,3)
R loan tiéu hoa 12 (38,7) 19 (42,2) 31(40,8)

Nhan xét: Cac triéu chimng lam sang hay gap nhat
la dau tlic viing thugng vi vGi trén 90%, sau d6 dén ¢
hoi khoang 70%, cac triéu ching khac gap it hon. Su
khac biét gilta hai nhém diéu tri khéng c6 y nghia
théng ké p > 0,05.

Chén doan néi soi trude diéu tri

2+, . | NhOmEAC | Nhom EBTM | Tongs6
Chan doan noi soi n=31(%) n=45(%) | n=76(%)
Viém thyc quan
0 nue 132) 2(44) | 309
Viém da day 25 (80,6) 33(73,3) 58 (76,3)
Loét da day 1(3,2 3(6,7) 4(53)
Loét ta trang 3(9,6) 4(8,9) 7(9,2)
Loét da day-ta
trang 1(3,2) 3(6,7) 4(5,3)

Nhan xét: Sau diéu tri diét Hp 1an dau, bénh ly hay
gap nhét 1a viém da day (76,3%), ty I& loét la khoang
20%. Su khac biét gitta hai phac @6 khéng cé y nghia
théng ké p > 0,05.

2. Két qua diéu tri cia hai phac dé EAC va
EBTM

Hiéu qué diéu trj tiét trir H. pylori Ian thir hai

Hiéu qua diéu tri tiét Phac do diéu tri
trit H. pylori EAC n=31(%) EBTM n =45 (%)
H. pylori () 25 (80,7) 39 (86,7)
H. pylori (+) 6 (19,3) 6 (13,3)

Nhan xét: Hiéu qué diéu tri tiét trir H. pylori thanh
coéng clia phac d6 EBTM (86,7 %) c6 xu huéng cao
hon phac dé EAC (80,7 %) sau diéu tri that bai lan
dau tuy nhién su khac biét khéng c6 y nghia théng ké
véi p > 0,05.

Dénh gia tién bd vé triéu chimg lém sang sau diéu tri

£ aa Triéu chimg lam sang
ZT:S t‘:lo Khong thay a6i | Giam >50 % Het
! n (%) n (%) n (%)
EAC (n=31) 132 8258 | 22 (710)
EBTM 3(6,6) 12(267) | 30 (667)
(n=45) ' ' '

Nhan xét: Sau 45 ngay diéu tri, c6 khoang 70%
bénh nhan hét triéu chiing 1am sang va khong c6 su
khéc biét gilta hai phac dé véi p > 0,05.

Két qua noi soi sau diéu tri

Chén dodn ndi soi Nhom EAC | Nhom EBTM | Tong s6
: n=31(%) | n=45() | n=76(%)
Viém thuc quan trao
nguac 0(0) 1(2,2) 1(1,3)
Viém da day 10323 | 15(333) | 25(32,9)
Loét da day 132 1(22) 2(2,6)
Loét 2 trang 0(0) 0(0) 0(0)
Loétdaday-tatrang | 1(3.2) 0(0) 101,39)
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Nhan xét: Sau 45 ngay diéu tri, c6 khoadng 30%
bénh nhan van con hinh anh viém da day trén néi soi,
con 3 bénh nhan chua lién seo & loét va khong co su
khéc biét c6 y nghia théng ké gilta hai phac dé voi
p>0,05.

3. Tac dung phu cua thuéc va tuan tha diéu tri
cla bénh nhan

Tac dung phu cia thuéc

Téc dung phu EACn=31(%) | EBTM n=45 (%) p
Khong co 26 (83,9) 24 (53,3)
Cé tac dung phu 5(16,1) 21 (46,7) <0,05
Buén nén 0 9 <0,05
Mét moi 1 6 > 0,05
Chén an 3 2 > 0,05
Pau dau 1 2 >0,05
Di (g n6i man dd 1 1 >0,05
Di ngoai long 0 1 > 0,05

Nhan xét: Tac dung phu cla phac dé 4 thudc
EBTM (46,7%) nhiéu hon so v6i phac dé EAC (16,1%)
va su khac biét c6 y nghia théng ké véi p<0,05.

Pénh gia su tuén thi thube cla hai phac doé diéu tri

AR A Tuan tha thuée
Phac dd diéu tri <E0% <80% T00%
EAC (n=31) 1 0 30(96,8)
EBTM(n=45) 3 4 38 (84,4)

Nhan xét: Sy tuan thd thudc cla phac d6 EBTM
(84,4%) c6 xu hudng thap hon so v6i phac d6 EAC
(96,8%), tuy nhién khéng c6 su khac biét cé y nghia
thong ké véi p > 0,05.

D. BAN LUAN

1. Hiéu qua diéu tri diét Hp lan thi hai cta hai
phéac dé EAC va EBTM.

Dai v6i bénh nhan diéu tri that bai 1an diu, ching
t6i phan vao hai phac dé diéu tri: EAC (10 ngay) va
EBTM (14 ngay). Bénh nhan lan dau st dung PPI-AM
(7 ngay) dudc phan vao nhém OAC dé tranh sl dung
metronidazole |an th( hai véi phdng doan rang do ty
I& khang metronidazole cao, diéu tri that bai chll yéu
la do khang metronidazole. Bénh nhan lan dau sl
dung PPI- AC va PPI- MC (7 ngay) dugc phan vao
nhém EBTM (14 ngay va liéu Metronidazole cao gép
rudi) dé tranh dung lai clarithromycin Ian thé hai (do ty
I& khang th(r phat rét cao trén 70%). Nghién clu cla
ching téi d& cho thdy hiéu qua diéu tri tiét trir H.
pylori thanh céng clia phac d6 EAC la 80,7% va
EBTM la 86,7% sau diéu tri that bai lan dau. Ty 1&
diéu tri diét Hp thanh céng cla hai phac db nay khac
nhau khéng cé y nghia théng ké véi p > 0,05, tuy
nhién day khéng phai la th(r nghiém Iam sang ngau
nhién. Theo Georgopoulos va cs, ti€én hanh thi nghiém
lam sang ngau nhién trén 95 bénh nhan diéu tri that
bai sau OAC, chia lam hai nhém diéu tri OBTM va
OBTC vdi két qua diéu tri thanh céng la 92,7% va 59%
tuong (ng. Tac gi& két luan rang phac d6 OBTM tét
hon OBTC sau diéu tri that bai OAC [1]. Diéu nay ciing
phl hop v6i két qua clia mét nghién clu md clia chang
t6i tai Uc cling cho thay rang clarithromycin do ty I&
khang th(r phat cao nén it tac dung khi diéu tri nhac lai.

Sau diéu tri that bai diét trir H. pylori 1an dau, ly
tudng nhat & 1dam dudc khang sinh d6 dé Iua chon

khang sinh cho diéu tri 14n tht hai. Tuy nhién, nhu
nghién cGu cla chung t6i da ching minh, khang
thudc in vitro khong hoan toan giéng nhu khang thuéc
in vivo. Hon thé& nira, nuéi cdy va lam khang sinh dé
Ia mét céng viéc phic tap, doi hdi nhiéu céng stic, tén
kém va khoéng phai bénh vién nao ciing lam dugc. C6
bén cach dé diéu tri diét H. pylori 1an th( hai sau diéu
tri that bai Ian d4u. Th{ nhat, c6 thé dung phac dé doé
nhung kéo dai hon thdi gian diéu tri (vi du tr 7 ngay
kéo dai thanh 10 — 14 ngay). Th{ hai, c6 thé dung
phac d6 dé nhung tang liéu cac thudc trong phac db.
Thit ba, thay d8i khang sinh da dung trong phac dé
I&n d4u. Thi tu 13 thay d6i cach s dung thudc nhu
phdi hgp céc phac db lién ti€p nhau. Nghién ciu clia
chuiing t6i cho thay rang, khi lua chon phac dé diéu tri
I&n th(r hai, t8t nhét 1a khéng nén dung lai khang sinh
da st dung do ty 1& khang th phat thudng la rat cao.
Vi du, khi d& duing PPI-AM that bai, nén chuyén sang
dung PPI-AC, khi d&a dung PPI-AC thét bai c6 thé
chuyén sang dung PPI-AM hoac phac dé 4 thudc nhu
PPI-BTM véi thdi gian kéo dai hon va liéu thudc cao
hon. Sau diéu tri diét H. pylori 1an th(r hai that bai,
viéc Iua chon phac dé diéu tri 1an th(r ba con phic tap
hon. Xac dinh d nhay cdm véi khang sinh c6 18 la
gidi phap. Mét huéng khac la ap dung phuong phap
PCR dé c6 thé xac dinh tinh khang thuéc truc tiép tr
mau sinh thiét da day, khéng can qua nudi cay va lam
khang sinh dé nhu théng thudng. & dc, ching toi da
gap 3 trudng hop diéu tri tiét trir H. pylori 1an thi 4
that bai. & bénh vién Hiiu nghi, chang téi cling gap
mot s6 bénh nhan tuong tu.

Theo B&o cao déng thuan Maastricht Il vé
Helicobacter pylori nam 2006 (4) da chi ra réng diéu
tri 14n dau van nén st dung phac dé phéi hop 3 thuéc
(&c ché bom proton két hgp vGi amoxycillin va
clarithromycin hoac v&i metronidazole khi khang
clarithromycin < 15-20% va khi khang metronidazole
< 40%. Diéu tri 1an hai sau that bai 1an dau khuyén
céo nén dung phéac dé 4 thuéc ¢c6 chita bismuth hoac
néu khang cé bismuth thi dung phéac d6 ba thuéc PPI-
AM hoac PPI- TM. Nghién c(ru cla ching t6i cho thay
réng trén thuc t& 1am sang, diéu tri 1an hai c6 thé sl
dung EAC -10 ngay (néu lan diu dung metronidazole
va chua dung clarithromycin) hodc EBTM -14 ngay
(nu 1an dau da dung metronidazole va
clarithromycin) cho két qua diét Hp trén 80%.

2. So sanh hiéu qua lam sang, ndi soi, tac
dung phu va tuan tha thuéc cla hai phac dé EAC
va EBTM.

Nghién clu clia ching t6i thay rang ca hai phac
d6 EAC va EBTM déu giup cho bénh nhan tién bo rd
rang vé lam sang va hinh anh ndi soi va khéng cé su
khéc biét cé y nghia théng ké gilta hai nhém. Két qua
nghién ciiu clia ching t6i cling cho thay réng, mic du
phac d& EBTM c¢6 xu huédng cho ty 1é diét Hp thanh
cdng cao han so véi phac dé EAC, nhung lai ¢c6 ty 1&
tac dung phu cao hon phac d6 EAC (46,7% so Vi
16,1% clia phac d6 EAC) va c6 thé dan dén ty I& tuan
tha thuéc thdp hon (84,4% so vGi 96,8%). Két qua
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clia chung téi phu hop véi cac nghién cliu khac trong
nudc va ngoai nuéc (2;7).

Tém lai, do khang khang sinh cla H.pylori 1a
nguyén nhan chinh dan dén diéu tri that bai nén Iua
chon phac dé diéu tri cé hiéu qua 1an tht hai Ia van
dé quan trong va khé khan ddi v6i bac sy lam sang
khi khéng c6 khang sinh d6. Thay thé metronidazole
b&ng khang sinh c6 hiéu qua hon, it khang hon nhu
clarithromycin hozc khong si dung lai cac khang
sinh d& dung trong phac d6 lan dau nhat la
clarithromycin, butc dau cho két qué diéu tri tot.
Phac dé EAC 10 ngay va EBTM 14 ngay c6 thé cho
két qua diéu tri t6t cho cac bénh nhan sau that bai
diéu tri tiét trir Hp 1an d4u.

KET LUAN

Day la mét nghién clu md, thé hién dung thuc t&
lam sang da cho thdy két qua diéu tri diét Hp Ian thi
hai sau diéu tri that bai 1an dau nhu sau:

1. Ty 1& diét Hp thanh cong cla phac d6 EAC la
80,7% va EBTM la 86,7%.

2. C4 hai phac a6 EAC va EBTM déu giup cai thién
triéu chimg 1dm sang va ndi soi t6t nhu nhau sau 45
ngay diéu tri. Tuy nhién phac dé EBTM cé ty Ié tac dung
phu cao hon phac d6 EAC (46,7% so vGi 16,1%).

Tuy theo tling bénh nhan, cé thé st dung c6 hiéu
qua phac d6 EAC 10 ngay hodc phac a6 EBTM 14
ngay dé tiét trir Hp 1an hai sau that bai lan dAu.
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