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Tém tit

Muc tiéu: Nghién ctru nay danh gia hiéu qua, d6 dung nap va tac dung phu véi phac d6 3
thudc gdm Rabeprazole (Rabe), Amoxicilin (Amoxi) va Levofloxacin (Levo) sau khi bénh
nhan da didu tri thit bai phac dd 3 thubc chudn gdm PPI, Clarithromycin va Amoxicilin.
Phwong phip: Nghién ctru mo ta ct ngang, thuc hi¢n trén 101 bénh nhén viém da day ta
trang diéu trj 10 ngdy v6i Rabe 20mg + Levo 500mg + Amoxi 2 lan trong ngay sau khi dung
phic db chuén thét bai, su tiét trir dua vao test hoi thé sau khi ngung diéu tri 4 tudn. Két
qua: 100% bénh nhan nghién ciru ding thube diy di, khong ai bo cude trong qué trinh theo
ddi diéu tri. Tudi trung binh 44, nam chiém 38%, 68,3% viém t4 trang, 20,7% viém da day,
11% viém da day ta trang. Ty 18 tiét trir 83,2% (d0 tin cdy 95%, 75,4-91,3). Tac dung phu nhe
chiém 8% chu yéu phat ban 1%, dau co 2% va tiéu chay 5%. Két luin: Qua nghién ctru thdy
ring phéac dd 3 thudc c6 chira Levo trong 10 ngay hiéu qua an toan va dé sir dung nén chon
lya sau khi phac d6 chudn 1an dau that bai.

Abstract v
EFFICACY OF H. PYLORI ERADICATION TREATMENT WITH
LEVOFLOXACIN - BASED TRIPLE THERAPY
IN GASTRODUODENITIS PATIENTS

Bui Quang Di, Hoang Trong Thang

Objective: This study is to evaluate the efficacy, tolerability and adverse effects of a triple
second line therapy including of Rabeprazole, Amoxicilin va Levofloxacin in patients who
have failed first-line Helicobacter pylory (H.Pylori) therapy. Methods: By descriptive cross-
sectional study, the authors have examined 101 gastro-duodenitis patients, who had failed first
treatment with standard triple therapy, received 10-days therapy including Rabeprazole (20mg
b.d), Levofloxacin (500mg b.d) and Amoxycillin (1g b.d). Eradication is confirmed with by the
C"-urea breat h test after 4 weeks from completing of treatment, Results: 100% of patients are
initially included and noboby is lost for follow-up. Mean age was 44 yr, 38% were male,
68,3% had duodenitis, 20,7% gastritis, 11% gastro-duodenitis. All patients took medications
correctly. Per-protocol and intention to treat eradication rates were both 83,3% (95% CI=75,4-
91,3). Mild adverse effects were reported overall in 8% of the patients, mainly including rash
2%, myalgias 2% and diarrhea 5%, none of them were severe. Conclusion: This ten-days
levofloxacin-base therapy represents an alternative to standard quadruple therapy in patents
with previous PPI-Clarithromycin-Amoxicillin failure, being effective, safe and simple.
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1.PATVANDE :

Nhiém H.Pylori 1a nguyén nhan chinh
gdy kho tiéu chic nang, viém loét da. day
th trang va ung thu da day. Ngay nay viéc
dung phac d6 thir hai 4 thudc chudn gdm
PPIs + Bismuth + Tetracycline (Tetra) +
Metronidazole (Metro) sau khi bénh nhan
ding phéc dd 3 thubc chuin gém PPIs +
Amoxi + Clarithromycin (Clari) that bai ¢6
nhiéu tac dung phu va cich udng phic tap
khién bénh nhan bo 1& va khong tuan thu didu
tri. Do d6, muc tiéu cia nghién cuu la:

- Dénh gia hiéu qua phéc d6 Rabe +
Amoxi + Levo trong diéu {rj tiét trir H. Pylori
¢ bénh nhan viém da day ta trang sau khi
dung phéc dd chuin thit bai. _

- Tac dung phu cua phac dd ne‘ly‘trong qua
trinh diéu tri,

Qua d¢, ching ta xem xét phac dd nay
nhim thay thé phac d6 4 thuc chuin trén sau
khi bénh nhén bj that bai trong diéu tri phac dd
3 thudc chuén.

2. POI TUQNG NGHIEN
PHUONG PHAP NGHIEN CUU

2.1. Pdi twgng nghién ciru

Tiéu chudn chon bénh

- Bénh nhén tham gia nghién ctru & phong
kham tiéu hoa tir thang 10/2009 dén 01/2011.

- Cac bénh nhén nay dugc ndi soi chin
doan viém da day t4 trang, viém da day, viém
ta trang, Clo Test (+) va .duoc didu tri phac
b chudn 3 thudc gdm PPI, Clarithromycin va
Amoxicilin thét bai.

+ Kit Clotest dugc san xuét tai Cong ty
TNHH Nam Khoa theo tiéu chuin ISO 9001-
2000, WHO GMP/GLP.

+ Tiéu chuén déanh gia:

- Két qua‘(+): trong giéng gel c6 xudt hién’

mau doé canh sen trong vong 1 gio.

- Két qua (-): trong giéng gel khong co su
dbi mau.

- D0 tudi tir 18 tudi tré 1én.
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Tiéu chudn loai trir: Khong nghién' ctru
cac bénh nhén viém da day H. Pylori (+) ¢6
bénh 1y khéc kém theo nhu tiéu dudng, bénh
1y tim mach, suy thén, di tng véi thubc.

Phdt do diéu tri: Bénh nhan nay duoc diéu
tri lai theo phac dd Rabe 20mgx2 vién/ngay
+ Amoxi lg 2xlan/ngdy + Levo 500mgx2
vién/ngay trong 10 ngdy, sau d6 dung Rabe
liéu chuén thém 4 tudn. Bénh nhan duogc lam
13C-Urea Breath Test (13C-UBT) sau khi

| ngung thubc 4 tuln.

Ngudn gbc test UBT duogc cung cap bo1 cong
ty Trung Chlen, dia chi sb 6/12B Puodng sb 3,
Lit Gia, P.15, Quan 11, dién thoai 08.38644024.
San phdm xuét xr tir tap doan Helifan cua buc.

HP dwoc goi la triét tir thanh cong: khi co
két qua 13C-UBT am tinh. Test nay dugc tién
hanh béi 1 nhan vién chuyén lam xét nghiém
HP ma khéng b1et vé van dé diéu tri va t1nh
trang nhiém H. Pylor1

Thu thip sé liéu:

- Céc bénh nhan nay dugc thu thap theo
mot bang chung.

- Tac dung phu trong qua trinh. uong thuoc

, du’qc huong dan cho bénh nhan ghi két qua tra

loi C6/Khong, theo bang cau hoi chung.

2.2. Phwong phap nghién ciru

- Thiét ké nghién ciru: nghién ctru md ta
hang loat ca tién ciru.

- C& mau: dua vao cong thirc wéc lugng vé&
ty 16 m6t mau danh cho bién sb khong lién tuc
v6i d6 chinh xéac tuyét dbid = 0.1%; P=0,5 (ty
1& wdc tinh trong quin thé); do tin ciy 95%;

0=0,05; Z=1,96. C& miu duogc tinh theo
cong thuc:
Zzl—a/ZP(l - P)

FE = 96 bénh nhan.

- Phan tich théng ké: dya test Z, duorc danh
gia voi do tin cay 95%, P-value <0.05 dugc
xem xét 13 ¢6 ¥ nghfa théng ké. ,

- Xu ly sb lidu: ding phdn mém SPSS
17.0 dya bién sb dinh tinh, dinh lugng,
khong lién tuc.
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2.3. So' d6 nghién ciru

KHAM
NOI SOI

\ 4

CHAN POAN XAC
DINH

Viém DDTT, CLO TEST |

Y
PIEU TRI PHAT PO
R-A-L

v

13C-UBT SAU KHI
NGUNG THUOC 4
TUAN

3.KET QUA

" Tuon, gl()’l, nghe nghlep

Trong tong s6 101 bénh nhan do tudi trung
binh 44 tudi, 38% la nam, 69 ca (68,3%),
viém ta trang, 24 ca (20,7%7) viém da day,
8 ca (11%) viém da day t4 trang. )

- Trong céc nghé nghiép cia bénh nhan kham
bénh thi budn ban chiém ty 18 cao nhét 25%,
tiép theo la cong nhan, ngi trg, nong dén,..
(Biéu db 1).

Biéu d 1: Phan bd theo nghe ngh1ep

Nghé nghiép

Frequency

* Phén b6 theo khu vue

V& dia ban cu tri ciia bénh nhan: cao nhit
la TPHCM chiém 43,6%, con lai 1a tai cac
tinh mién DPéng Nam Bo (Binh Duong, Pong
Nai, Ba Ria — Viing Tau,..), mién Trung (trong
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do6 dac biét 1a cac ving xa nhu Pk Lik, Gia

Lai, Quang Ngéi, Pht Yén, Binh Thuén,...).
Bang 1: Phan b theo khu vuc
So lwgng
Tinh thanh bénh Ty 18
nhan C =

TP.HCM 44 43,6%
Mién Trung 23 22,3%
MiénDongNamBo | - 34 | 34,1%

Tét ca bénh nhan nay dugc theo ddi va didu
tri theo ding phac dd, khoéng c6 bénh nhan
nao tu bo diéu tri.

Trong 101 bénh nhan, két qua didu tri co
UBT (-) chiém 84 ca dat 83,2% (do tin cdy
95%, 75, 4-91,3), conlai 1a UBT (+) (theo bang 2):

Biang 2 Két qua tiét trir HP

Két— qua 'S6 lwrgng bénh nhéan Ty lé

UBT (-) 84 83,2%

UBT (+) 17 16,8
101 100%

Nghién ctru ndy ghi nhin 8% bénh nhén c6
tac dung phu bao gdm 2% dau co, 1% phat
ban va 5% bi ti€u chay. Tuy nhién cac tac
dung phuy nay la nhe va thoang qua khéng c6
anh hudng trim trong.

“Bang 3: Két qua tac dung phu N

| Két qui S6 llr;.);;nbénh Ty l§
Dau co 2 2%
Phat ban 1 1%

Tiéu chay 5 5%
Di ing thude 0 0%

Khac 0 0%
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Mt vai hinh anh két qua ndi soi bénh nhéin viém DDTT c6 H. Pylori (+)

4. BAN LUAN

Sau khi thit bai phic d6 chuan 3 thudc
gdbm PPIs, Clari va Amoxi, liéu phap 4
thudc chun bao gdm PPIs, Bismuth, Tetra
va Metro dugc xem nhu 1a phac d6 thir hai
duoc khuyén céo s dyng trong mot vai

huéng dan. Tuy nhién li¢u phép nay ty 1é
di€t H: Pylori ciing chi dat dudi 80% hon
nita né cling gay ra nhidu tic dung phu nhu

61 mira, budn nodn, choang vang, bé an, mét
ngu lam cho bénh nhan bo thudc. Didu nay
lam cho ching ta kho x{r khi lya chQn' liéu
phap nay[7,19],

Viée str dung phéc db 3 thudc trong nghién
ctru ndy dat ty 1é tiét trir 83,2% so sanh véi
két qua nghién ctru cua cac tac gia nudc ngoai
(Bang 3), chung ta thiy rang:
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Béng 3: So sanh két qua tiét trir HP vdi téc gia khac gan day

L Nam S6 hrong Két qua D¢ khac

STT Tac gid nghién cu | bénh nhan | tiét trir bigt
1 | PanX,LiY (China)[11] 2010 - 184 823% | P >0.05
Zullo A (Italy)[18] 2010 86 79,5% | P>0.05

3 ?fg]llna‘mfame T (Spamn) 2010 115 82.6% | P>0.05
4 | DiCaro S[4] 2009 160 85.0% | P >0.05
5 | Rokkas T (Greece)[13] 2009 30 70.0% | P <0.05
6 | Gisbert (Spain)[4] 2008 300 81.0% | P >0.05
7 | PemaF (Italy)[11] 2007 40 72.7% | P <0.05

Nghién ctru nay ty 1€ tiét trr H. Pylori
thanh cdng 83,2% khong c6 khac biét véi céac
tac gid Pan X, Li Y, Zullo A, Molina-Infante J,
Gisbert ciing nhu céac tac gia BV An Binh va
B0 m6n ndi PH Y Dugc HCM véi ti 1€ tiét tri
tr 81-85%[2, 4,5,11,15], va thoi gian ding
10 ngay hiéu qua hon 7 ngay[4]. Tuy nhién,
c6 su khac biét vé hiéu qua triét trir HP véi
céc téc gia Rokkas T, Perna F c6 thé 1a do sb
bénh nhén it hon va viéc chon lya phac d6 nay
sau khi bénh nhén da thét bai viéc diéu trj véi
hai phac d6 lién tiép nhau (phac d6 chuén 3
thudc & trén va 4 thubc PPIs, Bismuth, Tetra
va Metro). So vdi tac gia trong nudc, nghién

_clru nay dat ty 1€ tiét trir cao hon so véi tac gia
- Tran Thién Trung va CS nghién ctru do ty 1¢
khang Levo 1a 20% [1]. .

Mot didm quan trong nita 13 viéc tuén thi
" diéu tri cta bénh nhén véi phac dd didu tri

trong nghién ciru nay 1a 100% khong ¢6 bénh
nhén ndo ty bo didu trj 14 do viéc udng thude

‘don gian, khong phirc tap nhu phac dd 4 thube

phai ubng thubc 4 14n trong ngay, dic biét tac
dung phuy trong nghién ctru ndy chiém ty 18 rét»
thip 8% gdm c6 dau co, tiéu chay thoang qua,
khéng c6 bién chimng trdm trong va khong dnh
huong véi viée diéu tri, diéu ndy ciing phu
hop véi céc tac gia d nghién ciru [5,11]. Tuy
nhién theo tac gia Castro va Gisbert [3], tu
b6 diéu tri 9 ca/100 ca(9%), su khac biét nay
do chon mAu, bénh nhan di dung 2 phac dd
rdi, sau khi da thét bai 2 phac dd 3 thubc va
4 thubc chun, ho khong c6 kha ning tiép tuc
ding thudc phac @b thir 3 vi diéu trj qué kéo
dai, diéu niy ching ta can suy ngim dé chon
phac d6 2 hiéu qua d& sir dung hon. ,
So sanh cia mot vai nghién ciru gin day vé
tac dung phu khi sir dung phat d6 nay (Béhg 4).

Bang 4: Cic téc dung phu thwong gip

Jae e Namnghién| Pau | Chong | Phat | Oi | Tiéu | Pau | hepo
Téc gid * ciu co mat ban | mia | chdy | bung “t_,ri
| Pan X, Li i .
an X, LIYII0L |\ oo | 0% | 27% | 0.5% | 0.5% | 33% | 1.1% | 1.6%
(China) . N
| Gisbert (Spain){5]| 2008 | 5% | 0% | 0% | 8% | 4% | 0% | 0% |
Castro (Spain)[3] | 2006 | 5% | 0% | 0% | 8% | 4% | 0% | 9%
Nghién ctrunay | 2011 2% | 0% 1% | 0% | 5% | 0% | 0%
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Tac dung phu cua phat d6 nay gh1 nhén rat
14 thap va nhe thoéng qua khong can diéu tri,
khong ¢6 truong hop nao 1a ning, bénh nhan
dé tuan thu diéu tri.

Ngoai ra, mdt vai nghién ctru, In Vitro
cho thdy réng hoat tinh rt manh tiét trev H.
Pylori va sy khang khang sinh d6i.véi Levo
la hiém [17), sy phdi hop Levo véi PPI co
tac dung hiép lyc tang 1én trong d‘iét’khuén
H. Pylori[16]. Hoat tinh ctia né van- manh
khi H.Pylori khang Clari va Metro, didu nay
lam co sé giup chung ta chon lua phac db ¢6

chita Levo tiép theo mét khi phac dé chudn

chtra Clari hodc Metro khong hiéu qua [6].
Hon nita, theo céc téng phan tich thir nghiém
so sanh béo cdo, st dung phéc d6 3 thudc ¢
chira Levo hiéu qua va dung nap tdt hon phéc
d6 4 thudc chuén [7.8,14].

Chung ta khong dé cap Rifabutin do
thubc nay thudc nhém thude khang lao nén
han ché st dung phac dé nay, chi dung nhu
diéu trj ctru nguy vi nhitng thudc Rifabutin
c¢6 thé chon loc céc ching Mycobacterzum
tuberculosis khang thubc.

Céc phéc do ba thube hoic 4 thude c6 chira
Furazolidone ciing da duge dé nghi dé tiét
trir H.pylori. Uu diém chinh cua thudc nay la
gla ré va khong bi khang thudc. Tuy nhlen
so liéu hién c6'vé hiéu qua t6 ra khong nhét
quén, cin nghién ciru them cho phép dua ra
két luan dirt khoat nao vé cac phéc dd chira
Furazolidone[9]. | '

5.KET LUAN

Qua nghién ciru nay, benh nhan diéu tri
that bai.véi phat dd chuan_ 3 thubc, viéc sur
dung phét d6 c6 chira Levo 10 ngay dat
két qua thanh céng dén 83,2% va it tac
dung phu, chi chiém 8% gdm phét ban 1%,
dau co 2%, tiéu chay 5%, da sb1a nhe va
thoang qua khong anh huong dén viéc diéu
tri. Phac dd nay chung to dé sir dung, hiéu -
qua va an toan. B

Day nén la budc thit hai sau khi phac d6
chuén 3 thudc dau tién bi thit bai thay vi ding
phac db 4 thudc chuén do st dung phtre tap va
nhiéu tic dung phu, dé rit ngén thoi gian didu
tri va tang ty I¢ thanh cong cho bénh nhan.
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