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TOM TAT:

Muc tiéu: Panh gid hiéu qud ciia phéc do 4 thubc dong thoi va phac do trinh tir
trong tiét trie Helicobacter pylori

Phwong phdp nghién ciru: C6 tat ca 109 bénh nhdn véi H. pyroli (+) duoc
phan bé nhdu nhién: 56 bénh nhdn dwoc diéu tri theo phac do trinh tw x 10
ngay gom: Esomeprazole 20 mg (2 laningdy) + Amoxicillin 1000 mg (2 lin
Ingdy) (trong 5 ngay dau), sau d6 Esomeprazole 20 mg (2 lan/ngay)+
Clarithromycin 500 mg (2lan/ngay)+ Tinidazole 500 mg (2 ldn/ngay) (5 ngay
sau). 53 bénh nhdn diéu tri theo phdc dé 4 thuoc dong thoi Esomeprazol 20mg
(2 lan /ngay)+ Amoxicillin 1000mg (2 lan / ngay) + Tinidazole 500 mg (2
lan/ngay) + Clarithromycin 500 mg (2 lan/ngay) x 10 ngay.

Két qud: Phan tich theo qui trinh (PP: per-protocol) thi ti 1é diét H. pyroli ciia
phdc dé 4 thuoc dong thoi cao hon phéc do trinh tw  lan lwot la (88,7% so véi
83,9%, P=0,33)

Két lu@n: Phdc dé trinh tw va phdc do 4 thuoc dong thoi hiéu qua tiét triv
H.pylori> 80%, Phdc do 4 thuoc dong thoi c¢é hiéu qua diét triv H. pylori cao
so véi phdc dé trinh tw (p>0,05), tuy nhién khdng co y nghia thong ké, Pay la 2
phdc do cé hiéu hiéu cao cé thé dp dung diéu tri tiét triv H.pylori lan dau. cé thé
thay thé cho phdc @6 bé ba chuan.

Tir khéa: Phéc do theo trinh tur, phdc do 4 thudc dong thoi, Helicobacter pylori
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SUMMARY

THE EFFECTIVENESS OF CONCOMITANT THERAPY AND
SEQUENTIAL THERAPY IN HELICOBACTER PYLORI ERADICATION IN

AN GIANG CENTER GENERAL HOSPITAL

Aim: The objective of this study is to evaluate the effectiveness of concomitant
therapy and sequential therapy for Helicobacter pylori eradication
Methods: A total of 109 naive H. pylori-positive patients were randomized to receive:
sequential therapy for 10 days (n=56) including Esomeprazole 20 mg twice daily
(bid) associated with Amoxicillin 1000 mg bid (early 5 days), followed by
Esomeprazole 20 mg bid associated with Clarithromycin 500 mg bid plus Tinidazole
500 mg bid (last 5 days); concomitant therapy (n=53) including Esomepazole 20 mg
bid plus Amoxicillin 2000 mg bid, Tinidazol 500 mg bid and Clarithromycin 500 mg
bid for 10 days.
Results: Eradication rate for concomitant therapy and sequential therapy in per
protocol analysis is 88,7% and 83,9% (p=0,33) respectively.
Conclusions: This study shows that both sequential therapy and concomitant therapy
which are highly effective in H. pylori eradication (> 80%). Sequential therapy and
concomitant may have a role as first-line treatment for H. pylori infection,

replacement for standard triple therapy.

I. PAT VAN DE:

Helicobacter pylori van 13 loai nhiém khuin thuong thiy trén thé gidi, 30
nam sau sy phat hién né vao 1982 tai Perth béi Bac si Warren va Bac si Marshall.
Helicobacter pylori co mbi lién hé chit ché véi bénh loét da day ta trang, u da day,
chtng kho tiéu va dugc WHO phén loai nhu yéu t6 sinh ung thu nhém thir nhat ]

Ngay nay, ti 1¢ diét Helicobacter pylori cta cac phac do ¢ mic toan cau da
giam xudng mirc thap dang ké < 80% (23161 K ét qua nghién ciru nhitng nim gan day
trén thé giéi da khang dinh viéc khang thudc véi Metronidazole va Clarithromycin
anh hudéng dén hiéu qua tiét trir Helicobacter pylori.

Trong nhitng nam gan ddy, mot s6 tac gia trén thé gidi da dua nhiéu lya chon

diéu tri khac d6 1a cac phac dd 4 thudc dong thoi va phac do trinh ty nham nang cao
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hiéu qua tiét trir Helicobacter pylori, P4 c6 nhiéu bao cdo gan diy vé phac dd 4 thubce
ddng thoi va phac d6 trinh tu diét trir Helicobacter pylori. Da s cac béo céo nay cho
rang hiéu qua diét trir Helicobacter pylori dat hiéu qua cao (80,2-96,1%)

[13].[14],[16],[17],[18],[19],[20],[21],[22].[23].[24].[25]

O Viét Nam tinh hinh da khang thudc ¢ chung Helicobacter pylori luu hanh
khé cao, nhitng nam gan ti 1¢ tiét trir Helicobacter pylori ciia phac do bo ba giam dang
ké dudi 80% MM do d6 chung t6i 1am dé tai nay v6i muc tiéu nhim danh gia két
qua diéu tri tiét trir Helicobacter pylori theo phac db 4 thudc dong thoi va phac dd
trinh tu tai Bénh vién Pa khoa Trung tdm An Giang
I1. POI TUQNG VA PHUONG PHAP NGHIEN CU'U:

1. Poi twong:
1.1. Cac di twong nghién ciru

Nhitng bénh nhan > 15 tudi, duoc chan doan viém loét da da ta trang do
Helicobacter pylori (H.pylori) dén kham va diéu tri tai Bénh Vién Pa Khoa trung tam
An Giang thang 1/2014-9/2014

1.2. Tiéu chan chon miu:

- Bénh nhén viém loét da day ta trang duoc chan doan bing ndi soi va test
nhanh urease duong tinh (CLOtest duong tinh)

- Bénh nhan déng ¥ tham gia nghién ciru

- Bénh nhan tuin thu diéu trj, dén khdm va kiém tra dtng hen

1.3. Tiéu chan loai trir:

- Tudi dudi 15

- Bénh nhan dang xuat huyét tiéu hoa

- Bénh nhan c6 dung khéng sinh trong 2 tuan trudc khi vao diéu tri

- Bénh nhan dang dung aspirin, non steroid, corticoid

- Tién sir di Gng voi 1 trong 4 loai thudc trong phac d6 (PP) nghién ciru

- Bénh khong dong y tham gia nghién ciru

- Khong tuan thu diéu tri khong dung thude ding lidu

- Bénh nhan trong thoi gian diéu tri co uéng ruou bia, hit thudc 14

- Bénh nhén dang c¢ thai, dang cho con bu

- Bénh nhan khong c6 diéu kién theo doi va ndi soi kiém tra lai sau diéu tri
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- Bénh nhan bo d¢ dot diéu tri, khong diéu tri dung phac d6 hoic khong tro lai
kiém tra dung hen
2. Thiét ké nghién ciu:
Thir nghiém 14m sang ngiu nhién c6 di chimg
3. C& miu:

Cong thirc:

{Pl(lOO - Pl) + P2(100 - Pz)} X f((X.,B)
(P2 — Py’

o: muc sai 6 loai I: 0,05
B: muc sai s6 loai II: 0,2
f(a,8)=7,9
p1: 94,6% (nghién cuu trude day)
P2 85% (nghién ctu trude day) 2%
n=140 (cho modi nhoém)
4. Tién hanh nghién ciru:
- Bénh nhan dugc héi bo cu héi soan san
- Bénh nhan dugc ndi soi co viém loét da day ta trang va lam CLOtest duong
tinh dugc dua vao nghién ctu
- Phac d6: Phac do theo trinh ty 10 ngay
5 ngay dau:
Esomeprazole 20mg x 2 1an/ ngay x5 ngay.
Amoxicilline 1000mg %2 1an/ ngdy x5 ngay.
5 ngay ké tiép:
Esomeprazole 20mg x 2 1an/ ngay x5 ngay
Tinidazol 500mg x5 ngay,
Clarithromycin 500mg x 2 lan/ ngay x5 ngay
- Phac db 4 thube ddng thoi
Esomeprazole 20mg x 2 1an/ ngay x10 ngay.
Amoxicilline 1000mg 2 1an/ ngay x10ngay.
Tinidazol 500mg x 2 1an/ ngay x10 ngay.
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Clarithromycin 500mgx 2 1an/ ngay x10ngay.

- Céc triéu chimg danh gia tac dung phu thudc: nén 6i, tiéu chdy, ding miéng,
chong mat, nhirc dau

- Panh gia sw tiét trir Helicobacter pylori

+ Bénh nhan dugc danh gia hiéu qua tiét trir H.pylori phan tich theo qui trinh
(PP: per protocol analysis)

+ Cac bénh nhan dugc diéu tri ndi trén, sau khi du liéu trinh diéu tri 4 tuan
(ngung thude 4 tuén) duge ndi soi 14n 2 va duoc sinh thiét thir test nhanh urease lai
dé danh gia su sach Helicobacter pylori

+ Tét: khi test nhanh urease am tinh c6 nghia Helicobacter pylori
ba duoc diét sach

+ Xau: khi test nhanh urease duong tinh c¢6 nghia Helicobacter pylori chua
duoc diét sach

- Panh gia tic dung phu thudc:

+ Budn non

+ Oi

+Tiéu chay

+ Nhirc dau

+ Pang miéng

5. Mt s6 dinh nghia:

- Ht thude 14: duge dinh nghia khi hat thude >10 diéu/ngay

- Udng rugu dinh nghia khi udng bia >2000ml tuan (hodc> 100g/tuan)

- Tuan tha diéu tri: bénh nhan dén kham day du, udng thudc theo toa day du va
kiém tra ndi soi lai dang hen

- Viém loét da day ta trang: duoc xac dinh bang ndi soi da day

6. Phan tich thong ké:

- So sanh 2 nhom trung binh dung phép kiém t-test

- Cac bién s6 dinh tinh dung phép kiém Chi square

- Dbi v6i tat ca cac phan tich, gia tri P <0,05 duoc coi 1a ¢d ¥ nghia thong ké,
v6i Khoang tin cay 95%

- Phan tich dugc thuc hién bang cach st dung phan mén SPSS phién ban 16.0
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III. KET QUA:

Trong qué trinh diéu tri theo ddi chi con 109 bénh nhan tuan thu diéu tri va
duoc phan tich theo qui trinh (PP: per-protocol analysis), c6 56 bénh nhan duoc diéu
tr1 voi phéc dd trinh ty va 53 bénh nhan diéu trj véi phac 4 dé)ng thoi

1. Pic diém bénh nhan

Tudi trung binh 38,8 + 10

Bénh nhan nhé nhét 18 tudi, 16n nhat 76 tudi

Ti 1€ bénh nhan nit/nam la 1,47.

Bang 1: bat diém bénh nhan hai nhom tuong tu nhau

] PP theo Trinh tw | PP 4 thudc ddng thoi
Cac bién P
n=56 n=53
Tuodi trung binh( £SD) 39,4+ 10 382+9 0,36
Gidi tinh
Nam 21 (37,5%) 26 (49,1%) 0,15
Hut thude 14 12(21,4%) 10(18,9%) 0,46
Ubng ruou 14(25%) 18 (34%) 0,20
Tén thuong da day
Viém da day 47(83,9%) 40(75,5%) 0,19
Loét da day ta trang 9(16,1%) 13(24,5%)

Nhan xét: dic diém bénh nhan cta 2 phac d6 twong tu nhau, khong co su khac biét

gitra hai nhoém
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2. Két qua tiét trir H. pylori
Phéac d6 4 thudc dong thoi so voi phac dd trinh tu phan tich ti 16 tiét H.pylori
trir 1an luot 1a (88,7% so v&i 83,9%) vot1 p=0,33, su khac biét khong c6d y nghia

thong ké (bang 2)

Bang 2. Hiéu qua tiét trir H. pylori cia 2 phac do

Hiéu qua Phéc d6 trinh ty | Phac d6 4 thudc dong thoi p
n= 56 n=53
Ti 16 tiét trur
H . pylori 47(83,9%) 48(88,7%) P=0,33

Nhén xét: phac do 4 thude dong thoi ¢ hidu qua diét trir H.pylori hon phéac do

trinh ty, nhung su khac biét khong c6 ¥ nghia thong ké, véi p> 0,05

3. Tac dung phu thudc:

Bang 3. Tac dung phu cta hai phac do

Tac dung phu Phac dd trinh tw Phéc d6 4 thubc dong thoi P
Khong 38(62,5%) 32(37,5) 0,56
Tiéu chay 0(0 %) 1(1,9%) 0,41
Oi 1(1,8%) 0(0%) 0,48
Péng miéng 11 (11,6%) 13(24,8%) 0,30
Pau bung 1(1,8%) 0 (0%) 0,54
Chong mat 5(8,9%) 7(13,2%) 0,33

Nhin xét: Khong c6 sy khac biét vé tac dung phu ciia 2 phac do 4 thude dong thoi va

phac dd trinh ty voi p>0.05. Ping miéng thudng gip, hau hét cac tac dung phu nay

nhe, thoang qua, ty giéi han khong gy anh hudng nhiéu dén viéc diéu tri
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IV. BAN LUAN:

Diéu trj viém loét da day ta trang do H. pylori trong phac d6 diéu tri dwong tinh
bat budc phai diéu tri tiét trir H. pylori, tuy nhién khi tiép can diéu tri ching ta can cin
nhic chon phac d6 dé diéu tri hop 1y, phac dd duoc chon phai dat chuan sau: hiéu qua
tiét trir >80%, dung nap thudc t6t, tranh cac tac dung phy, c6 ti 1& dé khang thudc thap
(51

Ngay nay, trén thé gidi phac d6 bo ba chudn, ti 18 tiét trir H. pylori < 80% trén
toan cau B do phac d0 bd ba duoc st dung tir nhing nim 1990

O Viét Nam d3 4p dung viéc chan doan va diéu tri nhiém H. pylori tir hon 20
nim nay. Trong nhitng ddu nim 1990, mot s6 nghién ciru diéu tri loét da day ta trang
v6i phac do OAM (Omeprazol, Amoxicillin, Metronidazol), OAC (Omeprazol,
Amoxicillin Clarithromycin) 7-14 ngay, Ti 1é tiét trir ¢6 thé dat >90% B[,

Song gan ddy, ti 1& diét H.pylori giam dang ké, mot s6 nghién ctru 1am khéang
sinh d6 cho thdy tinh trang khang véi khang sinh chu yéu & Viét Nam gia ting,
khang Levofloxacin 18,4%, khang clarythromycin 30- 38,5%, khang v&i Metronidazol
59,8-91,8%. Amoxicillin, Tetracyclin ngay nay c6 noi da thay ti 1¢ khang 5,8 -55,9%
[71.[61.[91.[111.[16] g 1é thit bai trong diéu trj cling gia tang. O Mién Bic (Viét Nam), phac
d6 bd ba chuan c6 ti 18 tiét trir 13 75,8%. O Mién Nam (Viét Nam), phac d6 bo ba
chuén ti 18 tiét trir H. pylori giam thap dao dong tir 66,1-68,5% 1121

Theo khuyén cdo hoi tiéu hoa Viét Nam 2012 1 cho thdy rang phac do bo ba
chuan khong duoc chon lya nhu phac d6 diéu tri ban dau (first line) tai Mién Nam
(Viét Nam).

Trén thé gioi, dé nang cao hi¢u qua diéu trj 1an dau trong mot bdi canh véi mot
ty 1& cao cac chung H. pylori khang Clarithromycin, mot s6 chién lugc hién nay da
dugc dé xuat

Phéc d6 trinh ty, 3 duoc chirg minh ¢ hiéu qua trong nhig nim gan day
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Bang 4. Ty 1& Tiét trir H. pylori Phac do trinh Tu cac tac gia trong va ngoai nudc

Tiét trur
L SH T . |H. pylori
Tac gia BN Panh gia két qua tiét trir H. pylori PDTrinh
Ty
[Hassan C(Y) 2003 ! 152 [N®i soi va CLOtest sau 4 -6 tuin diéu trj 94,3%
Zulo A (Y)2003 *4 179 [Noi soi va CLOtest sau 4 -6tun diéu trj 95%
Jari NS, Y, (2008) (21 2747 [Noi soi va CLOtest Sau 4-6 tuln didu trj 93,4%
| > s s
Lygun va cs, TNK(20ILf 450 fregt ho ther sau 4-8 tudn didu tri 80,2
Paoluzi OA,Y, (2009) % | 270 [Néi soi va CLOtest sau 4-6 tudn diéu tri 86%
Tsay [zg-]r W, Dai Loan, 233 [Test hoi thd sau 4-8 tuan diéu trj 93%
(2011)
Bui Hu[lgl] Hoang, TPHCM 80 [Noi soi va CLOtest sau 4 -6 tuan diéu tri 86,1%
(2011)
Park J va cs,HQ (2012) 2711 300 [Noi soi va CLOtest sau 4 -6tuin diéu tri 83%
Chung t6i (2014) 55  [N¢i soi va CLOtest sau 4 tuan diéu tri 83,9%

Qua bang 4, Nghién ciru ctia chung toi phac do trinh tu twong duwong véi tac gia

Paoluzi (Han Qudc), Tac gia Park H.G va cs (cong su) (Han Quéc), Tac gia Uygun va

cong su (Thd Nhi Ky), Tac gia Bui Hitu Hoang (TPHCM), Céc tac gia nay ti 1¢ tiat trir

H.pylori ciia phac d6 trinh tu tir 83%- 86,1% . Tuy nhién Phac d6 trinh tu ciia ching

t6i thap hon cé4c tac gia Tsay TW(Pai loan),Tac gia Jari NS (Y), Tac gia Zulo A

(Y),Tac gai Hassan C (Y) do thoi diém nghién ctru khic nhau va ¢& mau khéac nhau.

Xu huéng trén thé gi6i hién nay ciing tip trung nghién ctru st dung phac do

m&i nhu phac d6 4 thudc dong thoi duge gidi thiéu nhu 13 mot phwong phap diéu tri

moi nhat hién nay dé diét trir H. pylori.

Mot s6 nghién curu trén thé gidgi gan day ching minh hi€u qua cao cua phac do

4 thudc dong thoi
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Bang 5. Ty 18 Tiét trir H. pylori Phac d6 4 thudc dong thoi cac tac gia trén thé gidi

Téc gid 3é BN Danh gia két qua ti¢t trir sz 4 thl{qc
H. pylori dong thoi

Akihito N 2001(Nhat) ! 80  [CLOtest sau4-8 tudn diu tri 93%
(Sgir)' o0 Kao (2008-2010) 55 o) et sau 4-8 tudn didu tr 96,4%
Conchayanun C-2010 (Thai o

110  [CLOtest 4-8 tudn diéu tri 89,1%
Lan) 16!
Gisber Jp -2011 (Y) [*® 2070 [CLOtest 4-8 tuin didu tri 90%
[Uygun 2011(TNK) [30] 200 [Test hoi thd sau 4-8 tuan diéu tri 80,4
Molina Infant 2013(Y) ! 343 [Test hoi thd sau 4-8 tudn didutri | 96,1%

Bang 6. Ty 1¢ Tiét trir H. pylori Phac do 4 thudc dong thoi va phac do trinh tu cia

cac tac gid khac va cua chung toi

Téc gid 36 BN Danh gia két qua tigt trir PD trinh tu PD;4 Thl,}(.)C
H. pylori dong thoi
'?gﬁ?}f%{‘yang WUu-20101 535 cLotest 4-8 wan didutri | 93% 93,1%
[Huang) 2012(HQ) @ [ 169 [} hot th sau 4-8 tany  g5oy 94,6%
iéu tri

Mc Nicholl AG-2014 338 |cLotest4-8 windiduti |  86% 91%
(TBN)

Chlng toi 55  |CLOtest 4-8 tuan diéu tri 83,9% 88,7%

Két qua nghién ctru ciia chiing 6, hidu qua cta phac do 4 thudc dong thoi so
v6i phac do trinh ty ti 18 tiét trir H.pylori 1an luot 1a 88,7% so véi 83,9%
Két qua nghién ctru cuia chiing t6i PP 4 thubc dong thoi twong duong voi Cac
tac gia Gisber JP va cong su (y), tac gia Conchayanun Cva cong su (Thai Lan).
Ciing nhu Mc Nicholl AG (Tay Ban Nha)

Két qua chung t6i cao hon tac gia Uygun A va cong su (Thé Nhi Ky), Tuy

nhién ti 1¢ tiét trir H. pylori cta phac d6 4 thudc dong thoi ctia chung toi thap hon tac
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gia khac Tac gia Huang J K va cs (Han Qudc), tac gia Deng-Chyang Wu (Dai loan),
tac gia Molina Infant va cs (y), Shun Shuo Kao va cong su (Pai loan), Akihito N va
cong su (Nhat), cac tac gia ndy ti 18 tiét trir H.pylori ctia phac d 4 thudc dong thoi tir
93,1% - 96,4%

Diéu nay c6 thé lién quan dén vung dia 1y trong su phd bién cia cac ching H.
pylori khang thudc, thoi diém nghién ctru khac nhau, ¢& mau cta chung toi khac hon
nhiing tdc gia khac.

Phéc d6 4 thudc ddng thdi co hiéu qua cao hon phac d6 trinh tu do phac d6 4
thudc ddng thoi sir dung 3 khang sinh cing luc va 3 khang sinh st dung 10 ngay.
Trong khi phac d trinh tu s dung 3 khang sinh 5 ngay. Tuy nhién gi4 thanh sir dung
phéc d6 trinh tu r& hon.

Tac dung phu: céc tic dung phu khac cta 2 phic d6 khong coé su khac biét.
Hau hét cac tac dung phu nay nhe, thoang qua, khong gy anh huéng nhiéu dén viéc
diéu tri
V. KET LUAN:

Phac do trinh tu va phac d6 4 thudc dong thoi hiéu qua tiét trir H.pylori> 80%

Phéc d6 4 thudc dong thoi ¢ hiéu qua diét trir H. pylori cao  so véi phac d6
trinh ty (v6i p>0,05), khong ¢ ¥ nghia théng ké

Pay 1a 2 phac dd co hiéu hiéu cao ¢ thé ap dung diéu tri tiét trir H.pylori lan

dau. Thay thé cho phac do bo ba chuan.
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