‘ NENLUA CHON PHACBONAD
SAU BIEU TRI DIET HELICOBACTER PYLORI THAT BAI LAN BAU ?

TOM TAT

Muc dich: danh gia hiéu qué diéu tri clia cac phac
dé “ctru van” trong thuc t€ l1am sang; tim hiéu ty 1é
khang thubc thir phat va énh hudng cla tién sir st
dung khang sinh t6i hiéu qué diéu tri trén déi tuong
bénh nhan uc. Phuong phdp: Nghién ctu md, tién

NGUYEN THUY VINH vaCS

cu, tat cd céc bénh nhan phéi diéu tri lai dudc chon
vao nghién cuu. Khai thac tién s diéu tri diét
Helicobacter pylori (H. pylori) trudc day. Lua chon cac
phac dé “ctu van” dua vao kinh nghiém lam sang,
tranh dung lai néu c6 thé€ dugc, it nhat 1 khang sinh
da dang trude do. Str dung két qua khang sinh dé néu
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co6. Cac phac do6 dugc ding bao gom (c ch€ bom
proton 2 lan / ngay trong mét tuan két hgp vaoi 2
khang sinh: (1) PPI-AC (amoxycillin 1000 mg 2 Ian /
ngay va clarithromycin 500 mg 2 Ian / ngay); (2) PPI-
MC (amoxycillin 1000 mg 2 lan / ngay and
metronidazole 400 mg 2 Ian / ngay); (3) PPI-BTM
(bismuth 120mg 4 Ian / ngay, metronidazole 400 mg
3 Ian / ngay, tetracyclin 500 mg 4 lan / ngay — Phac
dé 4 thubc). Hiéu quéa diéu tri diét H. pylori dudc
danh gia bang test th ™ C breath test (91%) hoac
cac phuong phép dua trén sinh thiét (9%). Két qua:
Tat cé c6 65/73 bénh nhéan du tiéu chudn (tubi trung
binh 56.3 + 15.0; nam 51 %). Khang thudc thir phat
sau diéu tri that bai Ian d&u : khang clarithromycin la
7/10 (70%) va khang metronidazole la 17/20 (856%).
Tinh chung cho c& 3 phac do, ty 1é diéu tri thanh céng
1an hai la 39/49 (80%) va 9/16 (56%) cho diéu tri lan
3, 1an 4. Két ludn: Cac phac do diéu tri Ian hai nhu
trén c6 thé cho két qua tét. Nhimg diéu tri Ian 3, 1an 4
kém hiéu qué hon. Khi diéu tri 14n dau bang céac phéc
dé c6 chura clarithromycin thét bai, t6t nhét la tranh
dung lai clarithromycin va nén chuyén sang phéc dé 4
thudc.

Tir khoa: Diéu tri 1an hai, Biéu tri 14n 3, lan 4.
Phéac dé 4 thubc PPI- BTM; Helicobacter pylori; Biéu
tri l4n dau; Khang metronidazole (KM); Khéng
clarithromycin (KC); Khang thudc thit phat.

SUMMARY

Aim:  fo review the outcome of “salvage”
therapies in a clinical practice setting; to study the
acquired antibiotic resistance rates and the influence
of previous use of antibiotic on the outcome of
therapies in Australian patients. Method: This is an
open-labled prospective study. All re-treated patients
identified from our prospective clinical database were
assessed. Previous ftreatment(s) were recorded.
“Salvage’treatments were mostly chosen empirically,
avoiding where possible at least 1 previously used
antibiotic. Antibiotic sensitivities were used when
known. Therapy comprised twice daily PPl in one
week with (1) PPI-AC (amoxycillin 1000 mg bd and
clarithromycin 500 mg bd); (2) PPI-MC (amoxycillin
1000 mg bd and metronidazole 400 mg bd); (3) PPI-
BTM (bismuth 120mg qid, metronidazole 400 mg tds,
tetracyclin 500 mg qid — Quadruple). Outcome
assessment (all evaluable) was with * C breath test
(91%) or biopsies (9%). Result:There were 65/73
evaluable patients (age 56.3 = 15.0 yrs; male 51%).
After first line failure clarithromycin resistance was
found in 7/10 (70%) and metronidazole resistance in
17/20 (85%). Overall, eradication occurred in 39/49
(80%) of second line treatments and 9/16 (56%) of 3"
and 4" line therapies.Conclusion: Good eradication
rates are achievable with these second line therapies.
Subsequent treatment is less effective. When
clatithromycin fails first line, it is then best avoided
and quadruple therapy used.

Keywords: Helicobacter pylori; Acquired antibiotic
resistance; First line therapy; Metronidazole

resistance (MR); Clarithromycin resistance (CR);
second line therapy; 3° and 4" line therapies.

DAT VAN DE

Céc phéac dé diét Helicobacter pylori (Hp) ngay
cang duoc s dung nhiéu hon trong thuc t& 1am sang
trong diéu tri cac bénh ly da day, ta trang Cho t6i nay,
c6 su déng thuan cao cho rang nhimg bénh nhan cé
nhiém Hp sau khi dudc chan doan bang cac phuong
phap tin cay c6 chi dinh diéu tri diét Hp [4]. Két quéa
diéu tri clia cac phac db diét Hp Ian diu nhin chung
dao déng nhiéu trong cac nghién ctu trén thé gidi va
phu thudc rat nhiéu vao ty I& khang thudc & cac ving
dia ly khac nhau [3]. Cang st dung khang sinh nhiéu,
ty 18 khang thudc cang tang. S& lugng diéu tri that bai
I&n dau ngay cang tang va lam cho ty & khang thuéc
th(r phat tang cao, dan dén viéc diéu tri diét Hp 1an
hai va céc l1an tiép theo gap nhiéu khé khan. Chién
lugc lua chon phac d6 nao cho nhém bénh nhan nay
la van dé con chua rd rang va con it dugc nghién clu.
Chinh vi vay ching t6i tién hanh dé tai nay nham
danh gia hiéu qua diéu tri cla cac phac dé “clu van”
trong thuc t& 1am sang; tim hiéu ty 1& khang thudc th
phat va anh hudng cla tién st sif dung khang sinh téi
hiéu qua diéu tri trén déi tugng bénh nhan Gc.

DOI TUONG VA PHUONG PHAP NGHIEN cUU

1. Déi tuong:

Tiéu chudn chon bénh nhén: Tudi tir 18 dén 80,
sau diéu tri diét HP, dudc chan doan van con nhiém
H. pylori theo test thd " C breath test hodc cac
phuong phap dua trén sinh thiét (phuong phap
ureasse nhanh va mé bénh hoc).

Tiéu chuan loai bénh nhan: Bénh nhan dang
dung khang sinh hodc ngling thudc chua dudc mét
thang tinh dén thdi diém soi; Bénh nhan dang dung
thudc (c ché bom proton hoc bd thudc nay chua
dudc mot tuan tinh dén thdi diém soi.

2. Phugng phap: Nghién ctu mé, tién ctu. Tat ca
céc bénh nhan phai diéu tri lai dugc chon vao nghién
clu. Khai thac tién st diéu tri diét Helicobacter pylori
(H. pylori) truéc day. Lua chon céc phac db “ctu van”
dua vao kinh nghiém lam sang, tranh dung lai néu cé
thé dudc, it nhat 1 khang sinh da dung truéc do6. S
dung két qua khang sinh d& néu c6. Cac phac dé
dugc dung bao gém (c ché bom proton 2 1an / ngay
trong mot tuan két hop véi 2 khang sinh: (1) PPI-AC
(amoxycillin 1000 mg 2 1an / ngay va clarithromycin
500 mg 2 lan / ngay); (2) PPI-MC (amoxycillin 1000
mg 2 lan / ngay and metronidazole 400 mg 2 lan /
ngay); (3) PPI-BTM (bismuth 120mg 4 lan / ngay,
metronidazole 400 mg 3 lan / ngay, tetracyclin 500
mg 4 1&n / ngay — Phac do 4 thudc). Hiéu quéa diéu tri
diét H. pylori dudc danh gia bang test thd ™ C breath
test hodc cac phuong phap dua trén sinh thiét. Phan
tich théng ké s dung may tinh véi phan mém théng
ké SPSS 18.0.
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KET QUA

1. Bac diém nhém nghién ciu

T4t ca c6 65/73 bénh nhan trong d6 Nam: 51 %
N{r 49%, tudi trung binh 56.3 + 15.0, dap (ing cac tiéu
chuén chon lua va loai trif dudc chon vao nghién ciu.

2. Két qua diéu tri diét Hp cla cac phac dé ‘ctu
van’:

Hiéu qué diéu tri diét Hp cla cac phac dé ‘cuu
van’

S6 Ian Ty 16 tiét trr H. pylori thanh cong
diéutri | PPFAC | PPIMC | PPHBTM | C&3 phacdd
Lan | 20728 . 2 .
o | e | eeeen | i | someeo
103 | 519 (56%) | 112 (50%) | 35 (60%) | 9116 (56%)¢
Thca | 2537 o 47
bn | (68%) | (82%) (82%) | “¥65(74%)

*p>0,05 gilta cac phac do diéu tri 1an 2
_ #p<0.05 so vdi ty 1& chung ca 3 phac d6 diéu tri
lan 2

Nhan xét: Ty |é diét H. pylori thanh cong lan hai
clia phac dé PPI-BTM cao nhét (92%), clia phac do
PPI-AC thdp nhét (71%) va cla phac d6 PPI-MC la
89%, su khac biét gilra 3 phac dé nay khéng cé y
nghia théng ké véi p>0,05. Tinh chung cho ca 3 phéac
d6, ty & diéu tri thanh céng 1an hai 1a 39/49 (80%) va
9/16 (56%) cho diéu tri 1an 3, Ian 4 va sy khac biét cd
y nghia théng ké.

3, Ty lé khang clarithromycin (KC) hodc khang
metronidazole (KM) clia vi khudn H. pylori sau diéu
tri that bai 1an dau (khang thuéc thi phat): la mét
cdng viéc phlc tap, doi hdi nhiéu cong sic, tén kém
va khéng phéi bénh vién nao cling lam duoc. Ty Ié
KC 1a 7/10 (70%). Ty & KM la 17/20 (85%)

4, Tim hiéu méi lién hé giira tién sir ding
clarithromycin va metronidazole véi hiéu qua diéu
tri Hp cla cac phac do ‘ctru van’ :

Hiéu qué diéu tri diét Hp cla cac phac dé ‘cuu
van’ va tién str sir dung clarithromycin, metronidazole

S6 Ian Ty 16 tiét trir H. pylori thanh cong
Ut ) pprac | PPimC | PRLBTM | CA8phéc
Pading | 2434 678 13 :
M (T1%) | 75w | @sw) | 410 60%)
Chua 0 0 | 4R | 34 (75%
dung M
Pa dung : 14716 .
a9 | os0%) |0 by | 1421 67%
Chua | 24728 678 : 31737
dingC | (86%) | (75%) | TUO0%) | (gage

#p>0,05 so sanh vai tién sir da dung M.

* p> 0,05 so sanh vi tién st da dung C.

Nhan xét: Ty 1& diét H. pylori thanh cong 1an hai
cla phac dé bdn thudc (PPI-BTM) la tuong déi cao
(tr 75 -100%) it &nh hudng cla tién sl da st dung
metronidazole (M) hoac clarithromycin (C). Ty I& diét
Hp thanh céng chung cla ca 3 phac dé ‘ctu van’
khéng khéac biét c6 y nghia théng ké gilta tién st da

st dung metronidazole, clarithromycin hay khéng,
nhung ty I& nay cé xu huéng gidm hon khi da st dung
clarithromycin tru6c day (67% so v6i 84%).

BAN LUAN

1. Hiéu qua diéu tri diét Hp cla cac phac do
‘clru van’:

Diéu tri diét Hp sau diéu tri that bai 1an dau 1a mot
viéc rat khé do van dé khang thudc th( phat. Sau
diéu tri that bai diét trir H. pylori 1an dAu, ly tudng nhat
l4 lam dudc khang sinh d6 dé Iua chon khang sinh
cho diéu tri 1an th{ hai. Tuy nhién, nhu nghién cu
clia ching t6i d& ching minh, khang thudc in vitro
khéng hoan toan giéng nhu khang thudc in vivo. Hon
thé& nira, nudi cdy va lam khang sinh dé 1a mét cong
viéc phiic tap, doi hdi nhiéu cong slc, tén kém va
khéng phai bénh vién nao ciing lam dugc. Trong
nghién ciiu nay, chung téi lua chon cac phéac dé “clu
van” dua vao kinh nghiém lam sang, tranh dung lai
néu cé thé dugc, it nhat 1 khang sinh da dung trudc
d6. V6i phuong phap nhu vay, két quéa thu dudc ciing
kha tét. Ty I1& diét H. pylori thanh céng lan hai cla
phac @6 PPI-BTM cao nhét (92%), cla phac dé PPI-
AC thap nhat (71%) va clia phac d8 PPI-MC la 89%,
su khac biét gilra 3 phac d6 nay khéng c6 y nghia
thdng ké véi p>0,05. Tinh chung cho c& 3 phéac do, ty
I& diéu tri thanh cong 1an hai la 39/49 (80%). Két qua
nghién cliu cla chang téi cling phu hdp véi nghién
clu trong nuéc nhu clia Tran Thién Trung 2008 [7]
véi ty 1& thanh cong clia phac d6 EBTM 14 ngay la
93,3% (la mét thlr nghiém Iam sang ngéu nhién), va
clia Georgopoulos va cs (92,7%) [1] nhung cao hon
nghién cliu ngoai nudc nhu cla Gisbert 2008 vdi ty 1&
13 55% [2].

Nghién ctu clia chung t6i ciing chi ra réng két qua
diéu tri diét Hp 1an th(r 3, tht tu (56%) thdp hon so véi
diéu tri 1an th(r hai (80%). C6 rat it nghién clu trong
nudc, ngoai nudc vé diéu tri clu van lan 3, 1an 4.
Theo Béo c4o déng thuan Maastricht [l vé
Helicobacter pylori nd&m 2006 [4] d& chi ra réng sau
diéu tri diét H. pylori 1an th( hai that bai nén xac dinh
dd nhay cam véi khang sinh truc khi diéu tri. Tuy
nhién day 1a mét céng viéc phic tap, doi hdi nhiéu
cong stc, tén kém va khéng phéi bénh vién nao ciing
lam dugc. M6t 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 nhung phuang phéap
nay mdi chi duoc ap dung & cac vién nghién ciiu.

Dua trén két qua nghién clu cla ching téi cho
thay rang, diéu tri diét Hp Ian hai sau that bai lan dau
c6 thé chon phac do6 4 thudc c6 chita bismuth ho3c
phac dé ba thuéc PPI- AC hodc PPI- MC véi diéu
kién thay it nhat 1 khang sinh da s dung trong phac
d6 1an dau bang mot khang sinh khac. Diéu tri diét Hp
I&n 3, 1an 4 c6 ty 1é thanh céng thap trén thuc t€ 1am
sang va van con la van dé kho khan can tim giai phap
cu thé cho tiing hoan canh co sd y t& nhat dinh.
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2. Ty lé khang clarithromycin (KC) hoic khang
metronidazole (KM) cta vi khuan H. pylori sau
diéu tri that bai 1an dau (khang thudc thir phat):

Nghién clu cla ching t6i cho thdy ty 1&
khang khang sinh th{r phat rat cao véi ty 1& khang
clarithromycin (KC) va khang metronidazole (KM)
tuong (ng 14 70% va 85%. Ty I& khang thudc th(r phat
cao hon han véi ty 1& khang thudc trudc diéu tri (KC 1a
5,5% va KM la 58,3%). K&t qua nghién cu nay ciing
phl hgp véi mét nghién cltu khac cla ching téi 6 déi
tugng bénh nhan Viét nam [5]. Day chinh 13 mot van
dé hét siic dang lo ngai khi viéc st dung thuéc diét
Hp dang dudc ap dung tran lan, thiéu kiém soat &
nhiéu nai trén thé gidi.

3. Tim hiéu méi lién hé giita tién s ding
clarithromycin va metronidazole véi hiéu qua diéu
tri Hp cla cac phac do ‘ctru van’ :

Theo két qua nghién clu nay, ty 1& diét H. pylori
thanh cdéng 1an hai clia phac dé bén thuéc (PPI-BTM)
la tuong déi cao (tir 75 -100%) it &nh hudng cla tién
st da s dung metronidazole (M) hoac clarithromycin
(C). Ty I& diét Hp thanh cong chung clia ca 3 phac dé
‘clru van’ khong khac biét c6 y nghia théng ké gilia
tién s c6 s dung metronidazole, clarithromycin
truéc do6 hay khong, nhung cé ty 1é nay c6 xu hubng
gidm hon khi da s dung clarithromycin tru6c day
(67% so vGi 84%). K&t qua cla chung téi cling phu
hgp véi nghién cliu ngoai nudc clia Georgopoulos va
cs [1], ti€n hanh th{r nghiém Iam sang ngau nhién trén
95 bénh nhan diéu tri that bai sau OAC, chia l1am hai
nhém diéu tri OBTM va OBTC véi két qua diéu tri
thanh céng tuong Gng 1a 92,7% va 59%. R rang rang
néu st dung lai clarithromycin cho két qua diéu tri
thanh céng thdp, nhiéu khad nang do ty I& khang
clarithromycin th{r phéat rat cao. Vi vay chdng téi cho
réng khi diéu tri 1an dau bang cac phac dé c6 chia
clarithromycin that bai, t6t nhat tranh dung lai
clarithromycin va nén chuyén sang phac dé 4 thudc.

KET LUAN

Céc phac d6 diéu tri diét Hp lan hai nhu PPI- AC,
PPI-MC, PPI-BTM, Iuva chon theo kinh nghiém [am
sang c6 thé cho két qua tot . Piéu tri diét Hp 1an 3, 1an
4 kém hiéu qua hon.

Ty 1& khang clarithromycin (KC) va khang
metronidazole (KM) tuong (ng la 70% va 85%.

Khi diéu tri 1an dau bang cac phac dé cé chia
clarithromycin that bai, t6t nhat tranh dung lai
clarithromycin va nén chuyén sang phac dé 4 thudc.
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