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So sanh ty 18 tiét trir Helicobacter pylori ciia phac d6 4
thuéoc chira levofloxacin véi phiac d0 3 thudc chira
levofloxacin & bénh nhan thit bai véi phac do 3 thudc
chuan

Comparison of Helicobacter pylori eradication rate of levofloxacin-
containing quadruple therapy with levofloxacin-containing triple
therapy in patients failed the standard triple therapy

Tran Thi Khianh Twong Truong Dai hoc Y Khoa Pham Ngoc Thach

Tém tat

Muc tiéu: Sau khi that bai phac d6 ba thuéc PPI-clarithromycin-amoxicillin, liéu phap ba hay bén
thudc chira levofloxacin dugc khuyén cao la phac d6 diéu tri tha hai. Hién chua co nghién ctu nao so
sanh hiéu qua cla phac d6 ba thuéc chia levofloxacim véi bon thuéc chia levofloxacin trong diéu tri
nhiém Helicobacter pylori (H. pylori) sau khi that bai phac dé ba thuéc PPI-clarithromycin-amoxicillin &
nudc ta. Vi vay, chung téi thuc hién nghién cru nay nham so sanh ty 1é tiét trir H. pylori, tuan thu diéu tri
va tac dung phu cta 2 phac d6 nay. Pdi tuong va phuong phadp: Nghién ctu dugc thuc hién trén 128
bénh nhan that bai phac dé ba thu6c PPI-clarithromycin-amoxicillin. 62 bénh nhan dugc diéu tri bang
phac d6 bon thuéc chia levofloxacin va 66 bénh nhan dugc diéu tri bang phac dé ba thuéc chua
levofloxacin. B6n dén tam tuan sau khi hoan thanh phac dé, tinh trang nhiém H. pylori dugc kiém tra lai
bang xét nghiém hai thd ure C13 hay clotest. Két cuc chinh 1a ty lé tiét trir dugc phan tich theo y dinh
diéu tri (The intention-to-treat -ITT) va theo thiét ké nghién ctiu (per-protocol-PP). Két qud: Ty lé tiét tri
cla phac d6 bén thuéc chita levofloxacin cao hon phac dé ba thudc chia levofloxacin (phan tich theo
thiét ké - PP la 90,0% so véi 83,1% va 82,2% so véi 77,8% theo y dinh nghién clu - ITT, p<0,05), ty lé tac
dung phu ctia 2 phéac d6 khéng khac biét (p>0,05). Ty 1& tuan th bang hay I6n han 90% cuia hai phéac d6
déu cao hon 90%. Két ludn: Hiéu qua tiét trir H. pylori clia phac dé 4 thudc chia levofloxacin cao hon
phac d6 3 thudc chita levofloxacin.

Tir khéa: Phac d6 3 thudc chida levofloxacin, phac dé 4 thudc chia levofloxacin, tiét trl, nhiém
Helicobacter pylori.

Summary

Objective: After failure of PPI-clarithromycin-amoxicillin triple therapy, a levofloxacin containing
triple or quadruple therapy are recommended as a second-line treatment. There have been no studies to
compare the efficacy of levofloxacin-containing quadruple therapy with levofloxacin-containing triple
therapy for the treatment of Helicobacter pylori (H. pylori) infection after failure of PPI-clarithromycin-
amoxicillin triple therapy in our country. Therefore, we conducted this study to compare the eradication
rate, adverse events and compliance of two regimens. Subject and method: The study was carried out
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on 128 patients who fail initial PPI-clarithromycin-amoxicillin triple therapy. 62 patients received a
levofloxacin-based quadruple therapy, and 66 patients received a levofloxacin-based triple therapy. Four
to eight weeks after completion of therapy, H. pylori status was rechecked by clotest or C13 urea-breath
test. The primary outcome was the eradication rate in the intention-to-treat (ITT) and per protocol (PP)
analysis. Result: The eradication rates of the levofloxacin containing quadruple therapy was higher than
that of levofloxacin containing triple therapy (90.0% vs 83.1% using PP analysis and 82.2% vs 77.8%,
using ITT analysis, p<0.05), side effects occurred in patients treated by two regimens were not different
(p>0.05). The compliance rate of 90% or greater of two regimens were more than 90%. Conclusion:
Helicobacter pylori eradication rate of levofloxacin containing quadruple regimen was higher than that
of levofloxacin containing triple regimen in patients had failed PPI-clarithromycin-amoxicillin triple

therapy

Keywords: Levoflocaxin containing triple regimen, levoflocaxin containing quadruple regimen,

eradication, Helicobacter pyloriinfection.

1. Dat van dé

Sau khi that bai véi phac d6 3 thudc chuén, PPI-
clarithromycin-amoxicillin, phac d6 3 hoac 4 thuéc
6 levofloxacin dugc khuyén cao nhu la phac d6 thu
2 [8]. Tuy nhién, véi tinh hinh khang levoflocaxin
ngay cang tang, hiéu qua cla phac dé 3 thudc co
levofloxacin déi véi tiét trr H. pylori 3 bénh nhan
(BN) da that bai phac dé chuan trén thé gisi khéng
cao, khoang 75% - 85% [7]. Nghién ctu gan day &
nudc ta cho thdy ty I& H. pylori khang levofloxacin
nguyén phat 1én dén 35,6% va khang thu phat la
63,2% [9], do vay hiéu qua clia phac d6 3 thudc co
levofloxacin trong cac nghién clu & nudc ta cling
khéng cao, c6 thé dudi 85% [1], [2]. Tuy nhién, phac
d6 3 thudc chura levofloxacin hién dang dugc ké toa
cho hau hét cac BN nhiém H. pylori lan dau cling
nhu da that bai véi phac d6 3 thudc chuén, do nhiéu
nai khong cé bismuth cling nhu do tac dung phu
cla phac d6 4 thubc cé bismuth.

Gan day nhiéu nghién cttu cho thay phac do
3 thudc chua levofloxacin két hop thém bismuth
(phédc d6 4 thudc chia levofloxacin) lam tang hiéu
qua diét trir H. pylori sau khi that bai véi phac dé 3
thuc chuédn, dac biét & nhiing viung cé ty 1é H.
pylorikhang levofloxacin cao nhu & nudc ta [5], [10].
Hién chua c6é nghién ctu nao so sanh hiéu qua cula
phac dé 3 thudc chia levofloxacin véi phac do 4
thudc chua levofloxacin trong diéu tri H. pylori that
bai v6i phac dé 3 thudc chudn & nudc ta. Vi vay,
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chung t6i thuc hién nghién cdu nay véi cdc muc tiéu
sau: So sanh ty 1é tiét tru H. pylori cda phdc do 3
thudc chua levofloxacin vdi phdc dé 4 thudc chua
levofloxacin. So sdnh ty 1é téc dung phu va tudn tha
diéu tri ctia phdc dé 3 thuéc chua levofloxacin vdi
phdc dé 4 thudc chua levofloxacin.

2. Déi tugng va phuong phap
2.1. Béi tugng

Céc BN dugc chan doan nhiém H. pylori dugc
chan doan that bai véi phac dé 3 thuéc chuan (PP,
amoxicillin, clarithromycin) tai Phong kham Tiéu hoa
thudc Bénh vién Pai hoc Y Dugc Thanh phé H6 Chi
Minh va Phong kham Pa khoa Trudng Pai hoc Y khoa
Pham Ngoc Thach, c6 chi dinh tiét tri lai H. pylori.

Tiéu chuan chon mau

C4c BN tur 18 tudi trd l1én dugc chan doan nhiém
H. pylori da that bai vai phac d6 3 thudc chuan (PPI,
amoxicillin, clarithromycin) trong vong 1 thang
bdng 1 trong 2 test sau test urease nhanh (CLO test)
hay test hoi thd C13 (C13 urea-breath test), cé chi
dinh diéu tri gobm:

Viém loét da day ta trang (qua ndi soi).

Kho tiéu chiic nang (theo tiéu chuan ROME IV).

S dung thuéc tic ché bom proton kéo dai (bénh
trao ngugc da day thuc qudn, Barrett thuc quan,
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phong ngura loét da day, ta trang va cac bién ching
cua loét trén bénh nhan str dung NSAIDs kéo dai.
St dung NSAIDs kéo dai.

Tidu chudn loai trir

Ung thu da day (chan doan qua ndi soi c6 hay
khéng cé giai phau bénh).

Bénh néi khoa ndang: Xo gan mat bu, bénh than
man giai doan cudi, suy tim nang, COPD...

BN dang si dung khang sinh nao khac ngoai
cac khang sinh c6 trong phac d6 nghién ctu.

Phu nif c6 thai hay dang cho con bu.

2.2. Phuong phédp
Thiét ké: Nghién ctiu ngau nhién, nhan mé.
Cdch tién hanh

Cac BN nhiém H. pylori thod man tiéu chuan
nghién ctu dugc diéu tri ngau nhién 1 trong 2 phac
doé sau:

Phac do6 1: 4 thu6c chia levofloxacin véi thoi
gian va liéu lugng nhu sau: Rabeprazole (pariet)
20mg x 2 lan uéng truéc an 30 - 60 phdat,
levofloxacin (tavanic) 500mg/ngay, amoxicillin
1000mg x 2 lan/ngay, colloidal bismuth
subcitrate (trymo 120mg) hay tripotassium dicitrato
bismuthate (ducas 300mg) 2 vién x 2 lan/ngay.

Phac d6 2: 3 thuéc chida levofloxacin gom
rabeprazole (pariet) 20mg x 2 lan udng trudc an 30
- 60 phut, levofloxacin (tavanic) 500mg/ngay,
amoxicillin 1000mg x 2 lan/ngay.

Bismuth dugc st dung colloidal bismuth
subcitrate (trymo 120mg) hay tripotassium dicitrato
bismuthate (ducas 300mg) tuy thuéc vao loai nao
hién dang dugc Khoa Dugc cung cap. Ca 2 loai
bismuth déu dugc khuyén cdo st dung trong phac
do tiét tri H. pylori.

Theo déi va kiém tra H. pylori sau diéu tri: BN
duoc tai kham sau 2 - 4 tuan dé€ danh gia tac dung
phu va su tuan th( diéu tri. Kiém tra tinh trang
nhiém H. pylori sau khi két thic diéu tri tir 4 - 8 tuan
bang test urease nhanh (CLO test) hay test hai thé
C13 (C13 urea-breath test) tuy BN c6 chi dinh ndi soi
tiéu hoa trén lai hay khong. BN khéng uéng khang
sinh nao khac hay bismuth it nhat 4 tuan, thudc Uc
ché bom proton it nhat 2 tuan va thuéc khang thu
thé H2 it nhat 1 tuan trudc khi kiém tra lai tinh trang
nhiém H. pylori. May xét nghiém hoi thd POCone
clia Céng ty Dugc pham Otsuka (Nhat).

Dénh gia su tuan thu diéu tri: < 50% s6 thubc
dugc udng khéng tuan thu, 50 - < 80% tuan thu
kém, > 80% tuan thd tot. BN tuan thu > 80% mdi
dugc xép vao nhém phan tich theo thiét ké nghién
cudu (PP).

2.3. Xt ly s6 liéu

S6 liéu dugc thu thap va xtr ly bang phan mém
Stata 12, p<0,05 cé y nghia thong ké. Dung phép

ki€m y2 hodac hiéu chinh Yate’s dé so sanh 2 ty 1&. So
sanh 2 trung binh bang T-test.

3. Két qua

Trong thoi gian tU thang 6/2019 dén thang
12/2019 ching t6i thu thap dugc 128 bénh nhan tu
Phong kham Tiéu hoa ctia Bénh vién Pai hoc Y Dugc
Thanh phé H6 Chi Minh va Phong kham Da khoa
Truong Pai hoc Y khoa Pham Ngoc Thach thod man
tiéu chuan dugc dua vao nghién ciu dugce. 128 BN
dugc chia ngau nhién lam 2 nhém. Nhém 1 gém 62
BN diéu tri theo phac d6 4 thudc cé bismuth (nhém
RBAL) va nhém 2 gobm 66 BN diéu tri theo phac dé 3
thudc cé levofloxacin (nhém RAL). C6 6 BN nhom
RAL va 4 BN nhom RBAL khéng tai kham lan nao
dugc loai ra khoi nghién cttu. Nhém RAL con 66 BN,
va nhom RBAL con 62 BN (So dé 1).
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S0 d6 1. Luu d6 nghién cdu
*Khéng hoan tat khi tuan th < 80% hay ngung diéu tri do tac dung phu.
3.1. Bdc diém dén sé nghién cuu

Bang 1. Dac diém hai nhém

Nhém RBAL Nhém RAL o]
n 62 66
Gidi nam 28 (38,1%) 31 (45,6%) <0,05
Tudi 46,23 £ 11,21 39,93 £ 13,49 <0,05
St dung NSAIDs 10,5% 8,9% >0,05
3§;Th?’}ck2:1é(nl-)|éi chiing rudt kich thich, trao ngugc da 38.7% 21.4% <0,05

Nhdén xét: Co su khac biét gitta 2 nhom vé ty & gidi tinh, tudi va bénh ly di kém.
3.2. Ty Ié tiét tr H. pylori theo ITT va PP

Tat ca BN dugc xét nghiém dé xac nhan tiét tri H. pylori dugc dua vao phan tich theo y dinh nghién ctu
(ITT). Nhirng BN ngung thudc do tac dung phuy, tuan tha < 80%, tai kham khéng theo thiét ké nghién cuu, tu
y udng thém thu6c ngoai thuéc dugc ké toa dugc loai trir khoi phan tich theo thiét ké nghién ctu (PP).

Bang 2. Hiéu qua tiét tru H. pylori

Nhém RBAL Nhém RAL P
ImT 51/62 (82,2%) 50/66 (77,8%) <0,05
95% ClI 78,3-90,2 71,6-83,9
PP 54/60 (90,0%) 54/65 (83,1%) <0,05
95% ClI 87,5-96,3 75,7-87,4

Nhdn xét: Ty 1é triét tru H. pylori cia nhém RBAL cao hon nhém RAL cé y nghia theo ITT va PP.
3.3. Tdc dung phu va tuén tha diéu tri
Bang 3. Tac dung phu

Tac dung phu (%) Nhém RBAL Nhém RAL p
BN c6 tac dung phu 21/62 (33,9%) 23/66 (34,8%) >0,05
Ngung thudc 0 0 >0,05
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Mét 26,3 24,6 >0,05
Buén ndn, ndn 21,5 19,4 >0,05
Bon 49 0,7 <0,05
Pau gan 2,8 3,7 >0,05
Tiéu chdy 2,8 4,2 <0,05
Pen ludi 23.6 0 <0,05
Chan an 16,8 15,9 >0,05
Mat ng 13,5 12,8 >0,05
Pau dau 3,8 43 >0,05

Nhdn xét: Ty & BN ¢6 tac dung phu cia hai nhém khéng khac biét c6 y nghia, nhém RBAL bi bén va den
[ugi nhiéu han nhém RAL, trong khi nhém RAL bi tiéu chay nhiéu hon cé y nghia.

Bang 4. Tuan thu diéu tri

o Nhém RBMT Nhém RAL
Muc d6 tuan tha p
% (n) % (n)
< 80% 0(0) 0(0)
> 80% va < 90% 10/62 (16,1) 13/66 (18,7) 0.05
>0,
>90% 52/62 (83,9) 53/66 (80,3)

Nhén xét: Ty 1é tuan tha diéu tri (> 80%) ca 2
nhém la 100%, ty 1é tuan tha diéu tri > 90% cla 2
nhom khac biét khéng cé y nghia.

4. Ban luan
4.1. Bac diém dén s6 nghién cuu

Bang 1 cho thdy ni chiém da sé trong nghién
cliu clia chung t6i. Pac diém dan sé nghién ctu
trong nhém RBAL va RAL cé sy khac biét c6 y nghia
vé tudi, ty lé gidi tinh va bénh ly di kém. Mac du céc
bénh nhan dugc phan nhém ngau nhién, nhung do
s8 lugng bénh nhan khong nhiéu, vi vay dac diém
dan s6 nghién clu ctia 2 nhoém co su khac biét. Day
cling chinh la nhugc diém cda nghién ctu nay.

4.2. Ty I8 tiét tra H. pylori

Nghién ctru clia chdng t6i cho thdy phac dé RAL
trong 14 ngay co6 ty lé tiét tri H. pylorila 77,8% theo
ITT va 83,1% theo PP. K&t qua nghién clu cla chung
tdi tuong tu nghién clu phan tich téng hop ndm
2016. Nghién ctu phan tich téng hop trén 4574
bénh nhan tu 41 thi nghiém, bao gom 16 th
nghiém trong diéu tri tiét trir H. pylorilan dau va 25

thir nghiém trong tiét trir H. pylorilan 2 cho thay ty
& tiét trur 1an dau hay lan 2 déu thap. 77,3% (KTC
95%: 74,7 - 79,6) va 80,7% (KTC 95%: 77,1 - 83,7)
trong diéu tri lan dau va 74,5% (KTC 95%: 70,9 - 77,8)
trong diéu tri lan 2 [4]. Tuy nhién, theo nghién ciu
nay, phac dé 3 thudc chia levofloxacin cé ty lé tiét
trit H. pylori tang cao han 80% néu thaoi gian diéu tri
kéo dai 14 ngay thay cho 10 ngay.

Bismuth da c6 mot qua trinh lau dai trong diéu
tri H. pylori do c6 tac dung hiép dong vai khang sinh
va lam giadm tai lugng vi khuan nén tang ty lé tiét trur
vi khudn nay. Quan trong hon, khéng c6 su dé
khang H. pylori v&i bismuth, lam cho bismuth tr&
thanh mét tadc nhan khang khuén uu tién dé tiét tru
H. pylori. Bismuth tadc dong 1én H. pylori thong qua
da co ché: Diét khuan nhg tao phuc hgp trén thanh
té bao va tuang bao, lam gidm kha nang séng sot
cla vi khuan bang cach Uc ché cac enzym nhu
urease, catalase, lipase, phospholipase cling nhu Uc
ché su tdng hgp ATP va kha nang bam dinh cta H.
pylori, lam gidm tai luong vi khudn & da day. Vi vay,
viéc phéi hgp thém bismuth cho phac dé 3 thuéc cé
levofloxacin trong mét s6 nghién ctiu cho thay lam
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tang ty lé tiét tri H. pylori lan dau [5], [10]. Tuong tu,
trong nghién cliu clia ching t6i, phac d6 4 thuéc
chua levofloxacin c6 ty 1€ tiét tri H. pylori (82,2%
theo ITT va 90,0% theo PP) cao han phac dé 3 thuéc
chua levofloxacin cé y nghia. VGi két qua nay, ching
t6i nhan thay phac d6 4 thudc chita levofloxacin nén
dugc chon lua thay cho phac dé 3 thuéc chia
levofloxacin trong diéu tri bénh nhan da that bai
phat d6 3 thuéc chuan.

4.3. Tdc dung phu va su tudn tha

Tat cad bénh nhan trong nghién cu cia chidng
t6i déu tuan tha vai diéu tri (= 80%). Ty 1é bénh nhan
tuan thu thuéc > 90% ca 2 nhém déu trén 80% va
khéng khac biét cé y nghia théng ké. Hau hét BN cé
tac dung phu nhe khéng anh hudng dén qua trinh
diéu tri. Ty 1&é BN c6 tac dung phu clia cd 2 nhém
khong khac biét cé y nghia, khodng 40%. Cac tac
dung phu thudng gap la mét, buén nén, chan an va
mat ngl. Lugi den la tac dung phu chiém 23,6%
trong nhém RBAL, tuy nhién tdc dung phu nay
khéng gay khé chiu déi véi bénh nhan va cai thién
sau khi ngung thuéc. Hau hét cac tac dung phu déu
nhe khéng anh hudng dén sy tuan thu diéu tri ctia
bénh nhan va khéng bénh nhan nao phai ngung tri
do tac dung phu.

Phac d6 3 hay 4 thuéc chida levofloxacin kha
don gian do chi uéng 2 1an trong moét ngay, hau hét
tac dung phu déu nhe so véi phac doé 4 thuéc céd
bismuth (Bismuth quadruple therapy), phac d6 cling
dugc khuyén cdo chon lua trong diéu tri nhiém H.
pylori that bai lan dau véi 3 thudc chuan. Tuy nhién,
phac d6 4 thudc chia bismuth, moét s6 thuéc phai
uéng 3 - 4 lan (déi véi metronidazole va tetracycline)
trong ngay va nhiéu tac dung phu hon nhu nghién
cltu cda Tran Thi Khanh Tudng (2017) cho thay ty 1é
bénh nhan cé tadc dung phu kha cao 80,5% [3]. Do
vay, ty 1& BN tuan thu diéu tri > 90% trong 2 nghién
ctru nay déu thap hon nghién ctu clia chdng toi.

5. K&t ludn

Hiéu qua tiét trit H. pylori cla phac dé 4 thudc
chuta levofloxacin cao hon phac dé 3 thudc chua
levofloxacin. Tac dung phu khéng nhiéu va ty Ié
tuan thu cao khéng khéc biét gilra 2 phac dé nay. Vi
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vay, phac d6 4 thudc chua levofloxacin nén dugc
xem xét thay thé phac d6 3 thudc chia levofloacin
trong diéu tri nhiém H. pylori 3 bénh nhan da that
bai phac d6 3 thudc chuan.
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