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HIEU QUA VA TiNH DUNG NAP CUA PHAC PO NOI TIEP
CAI TIEN CO LEVOFLOXACIN TRONG DPIEU TR| TIET TRU
HELICOBACTER PYLORI O’ BENH NHAN VIEM DA DAY MAN

Pham Ngoc Doanh’, Tréin Vin Huy?
(1) Nghién ctru sinh Trirong Pai hoc Y Durgc - Bai hoc Hué
(2) B6 mén Néi, Trwvorng Pai hoc Y Duroc Hué
Tém tat
Muc tiéu: Hiéu qua clia phac do néi tiép cd dién & quan thé khang clarithromycin cao té ra khéng hing
dinh. Nghién clru nay nhdm danh gid hiéu qua va tinh an toan clia phac d6 néi tiép cdi tién cé levofloxacin
RA-RLT trong diéu trj tiét trir Helicobacter pylori & bénh nhan viém da day man. P6i twong va phwong phap
nghién ctru: 116 bénh nhan viém da day man nhiém Helicobacter pylori dwoc diéu tri bang phac do ndi tiép cai
ti€n co levofloxacin RA-RLT gdm: amoxicillin 500 mg va rabeprazol 20 mg, ngay uéng 2 [an trong 5 ngay dau;
levofloxacin 500 mg, tinidazol 500 mg va rabeprazol 20 mg ngay udng 2 lan trong 5 ngay tiép theo. Kiém tra két
qua bang xét nghiém urease nhanh it nhat 4 tuan |& sau khi két thic qua trinh diéu tri, ghi nhan cac tac dung phu
va tinh dung nap. K&t qua: Diéu tri thanh céng 95, that bai 14 bénh nhan va 7 bénh nhan mat theo ddi. Ty € tiét
trir Helicobacter pylori thanh cong theo y dinh diéu tri 13 87,2%, theo dé cuong nghién ctru 1a 81,9%. C6 33,9 %
s6 bénh nhan c6 tac dung phuy, phan 1&n 13 triéu chirng nhe. K&t ludn: Phac d6 ndi tiép cai tién co levofloxacin
RA-RLT c6 hiéu qua tiét trir Helicobacter pylori chdp nhan dwoc va tinh dung nap cao tai tinh Quang Ngai.
Tir khéa: Helicobacter pylori, phdc dé néi tiép, levofloxacin

Abstract

ASSESSING THE EFFICACY AND SAFETY OF MODIFIED SEQUENTIAL
REGIMENT BASED ON LEVOFLOXACIN RA-RLT IN THE TREATMENT
OF HELICOBACTER PYLORI IN PATIENTS WITH CHRONIC GASTRITIS
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Aims: The efficacy of the classic sequential regimens in populations with high clarithromycin resistance is
recently inconstant. This study is aimed at assessing the efficacy and safety of modified sequential regiment
based on levofloxacin RA-RLT in the treatment of Helicobacter pyloriin patients with chronic gastritis. Patients
and methods: 116 patients with chronic gastritis and Helicobacter pyloriinfection were treated with modified
sequential regimen based on levofloxacin. This regiment included amoxicillin 500 mg and rabeprazole 20
mg bid for the first 5 days followed by levofloxacin 500 mg, tinidazol 500 mg and rabeprazol 20 mg bid for
remaining 5 days-all drugs given twice daily. The treatment outcomes were evaluated by rapid urease test at
least 4 weeks after the end of treatment, and recognized adverse effects and tolerability. Results: Successful
eradication rate were 87.2% by intention to treat and 81.9% by per protocol analysis. Adverse event rates
were 33.9% of patients, mostly mild symptoms and tolerability is 100%. Conclusion: The modified sequential
regimen based on levofloxacin RA-RLT may be a new regiment with acceptable eradication rate and high
tolerability.

Key words: Helicobacter pylori, sequential regimen, levofloxacin.

1. DAT VAN DE Trong d6 phac d6 ndi tiép té ra ¢ hiéu qua cao va
D& ting ty |& thanh cong trong tiét trir H. pylori,  dwoc nghién clru nhiéu [5]. Phac d6 ndi tiép ban dau
d3 cé nhiéu giai phap thay thé phac d6 3 thuScchuan.  duwoc dua ra tai Y. Phac d6 ndi tiép ban dau 1a str dung
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mot PPl cling v&i amoxicillin trong 5 ngay dau, sau dé
la PPI cung vd@i clarithromycin va tinidazol trong 5 ngay
tiép theo [14]. Pdng thudn Maatritch IV d3 khuyén
cdo & nhitng noi cé ty 1& dé khang clarithromycin cao
nén ap dung phac d6 ndi tiép [7]. Vé sau hiéu qua
clia phac d6 nay ciing gidm dan va khéng hang dinh
& nhitng quan thé dé khang cao véi clarithromycin
do d6 d6ng thudn Toronto ndm 2016 d3 khuyén cao
khong st dung phac d6 nay [4]. Nham khic phuc
nhitng han ché& cla phac d6 ndi tiép cb dién, ngudi
ta da dua ra nhitng phac do ndi ti€p cai tién. Trong
do phéac do ndi ti€p co levofloxacin 1a mét chon lua
c6 trién vong [2]. Phac d6 RA-RLT Ia mot phac d6 ndi
tiép co levofloxacin d3 dwoc mét vai tac gia nghién
ctru [10-11]. Phac d6 RA-RLT gdbm 10 ngay diéu trj, 5
ngay dau phéi hop rabeprazol va amoxicillin 1000 mg,
5 ngay ti€p theo phdi hop 3 thudc gbm rabeprazol,
levofloxacin, tinidazol 500 mg. Tai Viét Nam, dac biét
14 mién Trung, ty |& dé khang clarithromycin |&n dén
42,5%, 62,5% tuy theo nghién ctru [1],[9]. Do dd viéc
tim ki€m mot phac d6 mdi dé diéu tri tiét trir H. pylori
1& mét nhu ciu can thiét va cap bach. Hon nita ching
tdi chuwa tim thay nghién cru trong nudc nao dp dung
phac do ndi tiép cai tién RA-RLT. Chung t6i nghién
ctru ap dung phac d6 mdi nay nhadm muc dich: Danh
gia hiéu qua va do an toan cta phac d6 ndi tiép cai
tién RA-RLT & bénh nhan viém da day man.

2.POI TUQONG VA PHUONG PHAP NGHIEN CU'U

T thang 5/2015 dén thang 12/2015, nhitng bénh
nhan dén kham va duoc ndi soi da day td trang tai
phong néi soi Bénh vién Da khoa tinh Quang Ngai c6
viém da day va nhiém H. pylori dwoc duwa vao nghién
clru. Viém da day duoc danh gia qua ndi soi va duoc
xac dinh bang m6 bénh hoc. Nhiém H. pylori duoc xac
dinh bang 3 phuwong phap 13 test urese nhanh, nhuém
HE trén m6 bénh hoc va xét nghiém phan &rng khuéch
dai chudi gen PCR) v&i doan mdi déc hiéu cho H. pylori.

2.1. Tiéu chuan loai trir

- C6 thai, cho con bu

TAN SO

B TUOI
Biéu d6 1. Phan b theo d6

- Dj &rng v&i bat ky thudc nao trong phac do

- C6 bénh kém nhuw suy gan, than, bénh ac tinh

2.2. Thiét k& nghién ctru: Nghién clru tién clru.

Nhitng bénh nhan d0 diéu kién, sau khi duogc
théng tin day dd vé nghién cru nay ty nguyén déng
y tham gia sé duoc dua vao nghién ctru. Bénh nhan
s& dwoc diéu tri bang phac do tiét trir H. pylori noi
tiép cai ti€n co levofloxacin (RA-RLT). Phac d6 diéu trj
gdbm 10 ngay: 5 ngay dau udng raberprazol (Pariet)
20 mg va amoxicillin (Servamox) 1000 mg ngay 2 lan,
5 ngay tiép theo udng rabeprazol 20 mg, levofloxacin
(Tavanic) 500 mg va tinidazol 500 mg ngay 2 lan.

Bénh nhan dugrc tu van, théng bao céc tac dung
phu trong qué trinh udng thuéc cho nhdm nghién
clru va qua bang cau héi trong [an tai kham.

2.3. Panh gia tinh trang nhiém H. pylori sau
diéu tri

Danh gia tinh trang nhiém H. pylori sau diéu trj
bdng ndi soi va xét nghiém test urease nhanh sau
khi két thirc diéu trj it nhat 4 tuan. B&nh nhan dwoc
tai kham, ghi nhan tac dung phu trong qua trinh
uéng thubc.

2.4. Phan tich thdng ké

Chung t6i st dung phan mém SPSS 22.0 dé phan
tich s8 liéu, sir dung cac thuat toan thdng thudng nhu
tinh tan s8, ty 1&. Danh gia ty & tiét trir H. pylori bang
2 phuong phap phan tich 13 phan tich theo dé cwong
nghién ctru (PP: per protocol) va phan tich theo y dinh
di8u trj (ITT). Trong d6 phan tich theo y dinh diéu tri
bao gdbm ca nhitng bénh nhan mat theo dai [12].

3. KET QUA NGHIEN cU'U

3.1. Piac diém vé tudi va gidi

Téng s6 cé 116 bénh nhan cé viém da day man
trén mo bénh hoc va nhiém H. pylori dwoc xac dinh
bang 3 phuong phap duoc dua vao nghién ctru.
Trong dé ty 1é nit chiém 55,2 % % nam 44,8 % (p >
0,05) (Biéu d6 2). Phan b8 d6 tudi dwoc trinh bay
trong biéu d6 1. Tudi thidp nhit 16, cao nhat 85,
trung binh 44,11 + 13,48 (Biéu d6 1 va 2).

GET
Biéu d6 2. Ty |é gigi tinh
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3.2. K&t qua tiét trir Helicobacter pylori

Trong s6 116 bénh nhan tham gia diéu trj phac d6 ndi ti€p cai ti€n cé levofloxacin (RA-RLT), c6 109
bénh nhan hoan thanh qua trinh diéu tri va trd lai ndi soi d& lam xét nghiém urease nhanh. Trong dé
95 bénh nhan dm tinh, 14 bénh nhan con duong tinh va&i H. pylori. C6 7 bénh nhan khéng quay tré lai.

Bang 1. K&t qua tiét trir H. pylori

Hoan thanh

109

Mat theo doi
7

Két qua Thanh céng

That bai

n 95

14

Phan tich k&t qua diéu trj theo y dinh diéu trj (ITT) ty & thanh cong la 87,2% (95/109), theo dé cuong

nghién cru (PP) la 81,9% (95/116).
3.3. Ty lé dung nap va tac dung phu
Dung nap:

Tt cd bénh nhan dén tai kham va noi soi kiém tra lai bing xét nghiém urease nhanh déu uéng hét thudc.

Theo dinh nghta [13], ty I& dung nap thudc 1a 100% (105/105).

Tac dung phu:
37 trwong hop (33,9%) co tac dung phu.

Bang 2. Tac dung phu

n=37 trwo'ng hop (33,9%)

Tac dung phu . e

Nhe Vira Nang Tong so
Mét moi 3(2,8%) 4(3,7%) 0(0%) 7(6,5%)
Tiéu chay 5(4,6%) 1(0,9%) 0%(0%) 6(5,5%)
Pau bung 3(2,8%) 2(0,9%) 0(0%) 5(4,6%)
Thay d6i vi giac 5 (4,6%) 0(0%) 0(%) 5(4,6%)
Day bung 3(3,8%) 1(0,9%) 0(0%) 4 (3,7%)
Budn ndn, ndn 3(3,8%) 1(1,0%) 0(0%) 4(3,7%)
Ngtra 4(3,7%) 0(0%) 0(0%) 4(3,7%)
Dau dau 2(1,8%) 0(%) 0(%) 2(1,8%)

Tac dung phu cla phac d6 kha da dang, nhiéu
nhat |a mét méi, tiéu chay, tuy nhién ty 1& xay ra thap
va phan I&n 13 triéu chirng nhe.

4. BAN LUAN

4.1, Vé viéc Iwa chon phac d6 nghién ciru

Tinh hinh dé& khéng Clarithromycin dang ngay
cang tang trén thé gidi, dac biét mdi day cé 2 nghién
ctru & mién Trung Viét Nam, cho thay ty |1& dé khang
clarithromycin la 42,4% [9] va 64,1% [1] tuy theo
nghién clru. Hau qua cha d@ khang clarithromycin 13
giam hiéu qua ctia phac d6 3 thuéc chuin. Do d6 tim
mot phac d6 mdi 13 can thiét nham thay thé phac
d® 3 thuéc chuan. Theo Maatritch IV, & nhitng noi
c ty 1& dé khang clarithromycin > 20 % nén st dung
phac d6 4 thudc hodc phac d6 ndi ti€p [7]. Pdng
thoi ¢6 nghién ciru cho thay phac d6 3 thubc ¢
chuin cé nhiéu tac dung phu hon phéc d6 3 thuéc
c6 levofloxacin [6]. Hon nita, phac d6 néi tiép c6
dién c6 hiéu qua thap ddi vdi cdc quan thé dé khang
clarithromycin. Levofloxacin 1a mét thuéc mdi trong
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diBu tri tiét trir H. pylori, ban dau dugc dp dung theo
phac d6 3 thuSc gdbm PPI, levofloxacin va amoxicillin.
Tuy nhién phac d6 3 thudc cé levofloxacin nay cling da
¢6 xu hudng gidm hiéu qua [3]. Pdng thuin Toronto
2016 d3 khuyén cdo khéng dung phac do ndi tiép ¢
dién trong tiét trir H. pylori [4]. Tuy nhién khéng dé
cap dén cac phac db néi tiép co levofloxacin. Mot vai
nghién ctru gan day da 4p dung phéac d6 néi tiép cé
levofloxacin v&i két qua dang khich & [10-11].

Ngoai ra tinidazol trong phac d6 nay c6 mét s6
wu diém nhu duoc lyc hoc, duge déng hoc, an toan
va dung nap t8t hon, cé tiém ning chdéng lai cac vi
khudn d@ khang vdi metronidazol [8]. Do d6 ching
tdi chon lwa phac d6 nay.

4.2, Vé két qua diéu tri

Theo Kang va cs phdc d6 khang sinh ly tudng 1a
phdac d6 cd ty |1é thanh céng it nhat 13 90%, tac dung
phu thap va cé san [15]. Tuy nhién trong nhitng ndm
gan day rat it phac d6 nao cé hiéu qud tiét trir H.
pylori trén 90%. K&t qua nghién ciru nay ty |é tiét
trir thanh cong theo ITT va PP [an lwot & 87,7% va



Tap chi Y Dugc hoc - Trwdng Bai hoc Y Dugc Hué - Tép 7, s6 6 - thdng 12/2017

83,6%. Day la ty I& thanh cong khong ly tudng tuy
nhién cé thé chap nhan dwoc trong tinh hinh hién
nay. Nam 2012 Qian va cs [10] nghién cltu so sanh
3 phac d6 1a phac d6 3 thudc cé levofloxacin, phac
d6 ndi ti€p chuan va phac d6 néi tiép cé levofloxacin
(RA-RLT). K&t qua nghién cru nay ty |& thanh céng
cla phac d6 RA-RLT theo phan tich ITT va PP I3
82,8% va 86,5%, két qua nghién ctru cla chdng toi

twong duong véi nghién clru nay. Romano va cs [11]
nghién ctru 3 phac d, trong d6 phac d6 RA-RLT véi
lieu lwong levofloxacin 500mg nhu nghién clru cua
chuing t6i, ty 1& thanh céng theo ITT va PP la 96,8%
va 98,4%, két qua nay |13 két qua Iy tudng va cao hon
két qua cla chung t6i. Romano va cs ciling khuyén
céo rang phac dd ndi tiép cé levofloxacin nén duoc
ap dung lam phdac d6 [an dau [11].

Bang 3. So sanh véi cac tac gia khac vé ty |é tiét trir thanh cong

Tac gia Qian [10] Romano [11] Chung toi
n 116 123 116
, ITT 82,8% 96,8% 81,9%
Ty lé
PP 86,5% 98,4% 87,2%

4.3. Vé dung nap thudc va tac dung phu

Dung nap thudc |a mot van d@ 1én dnh hudng
dén két qua tiét trir H. pylori.

Dung nap t6t dwoc dinh nghia 13 téng s6 thudc
duoc str dung trén 90% s6 thudc dugc cho [13]. Theo
dinh nghia d6, s& bénh nhan trong nghién ciru cla
ching t6i hoan thanh phéac d6 13 109 trong s6 109
bénh nhan (100%). Dy cling la phuong phép tinh ty
|é dung nap trong nghién ctru cda Tai va cs [12].

Vé tac dung phu, phac d6 nay cé tac dung phu da
dang theo thir ty mc dd thuwong gap 1a: mét mai,
tiéu chay, thay dé&i vj gidc, dau bung, dau dau, nén
budn ndn, day bung, ngra. Tuy nhién céc tac dung
phu nay xay ra vdi tan sb thap (cao nhat 1a mét mai,
tiéu chdy 5,8%) va da s6 cd triéu chirng nhe. So sanh
V@i cac nghién ctru khac cing mot phac d6 [10], [11]
ching t6i nhan thay cé khac nhau vé tan suit xay
ra cac tac dung phu, nhung nhin chung déu cé ty 1&
thap va tu hdi phuc. Khéng cé trwdng hop nao phai
bé diéu trj trong s6 nhirng ngudi tai kham.

Han ché cQa nghién cru nay la khéng nghién ctru
ddi chirng véi phdc d6 3 thudc chuan dé cé két luan

thuyét phuc hon. Tuy nhién, s& khéng phu hop vé
mat dao dirc nghién ctru néu ddi chiéu véi phac d6
ba thudc chuan khi ching ta d3 biét ty 1& dé khang
clarithromycin tai mién Trung Viét Nam trén 40%

(1], [9].

5. KET LUAN

Nghién ctru nay cho thay phac d6 ndi tiép cai tién
c6 levofloxacin RA-RLT c6 hiéu qua tiét trir H. pylori
87,2% phan tich theo y dinh diéu trj va 81,9% phan
tich theo d& cuong nghién clru. Day 1a ty 1é chap
nhan duwoc. Ddng thdi phac d6 cé tinh dung nap cao.
Tuy ¢6 nhiéu tdc dung phu nhung véi ty 1& thip va da
s6 1a triéu chirng nhe.

6. KIEN NGHI

Trudce tinh hinh dé khang clarithromycin cao,
dé&c biét & mién Trung Viét Nam, lam gidm hiéu qua
phac d6 3 thudc chuin, phac d6 ndi tiép cai tién co
levofloxacin RA-RLT nay cé thé |a mot lyva chon mdi
cho diéu trj tiét trir H. pylori [an dau hodc lan 2 sau
khi that bai véi phac d6 khac.
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