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Tom tat
Helicobacter pylori (H. pylori) 1a nguyén nhan quan trong gdy ra cac bénh Ii lién quan dén ~ Nhan 02/04/2023
loét da day - t4 trang. Nhiéu nghién ciru 1am sang ngiu nhién c6 dbi chimg (RCT) da duge ~ Duoc duyét 16/06/2023
thyc hién dé danh gia vai tro ciia thude e ché bom proton (PPI) va thude khang histamin Cong b6 12/09/2023
H2 (H2RA) khi két hop voi khang sinh trong diéu tri H. pylori nhung két qua con nhiéu
méu thuAn. Muc dich ctia nghién ctru 1a danh gia c6 hé théng mang tinh cap nhét hon khi
g0p cac RCT dé so sanh cac thubc nhom H2RA va PPI két hop véi khang sinh trong viée
loai bo H. pylori. Sau sang loc, s6 liéu dugc phan tich bang phuong phap thong ké phuong
sai nghich dao, md hinh tic dong ngau nhién (random effect - RE) va khoang tin cay (KTC)

14 95 %. C6 tong cong 25 thir nghiém tir 21 RCT dat tiéu chuan théng qua sang loc voi T;;}fﬁii tdne h
1763 nguoi tham gia nhom PPI va 1.729 ngudi nhom H2RA cho két qua khong co sukhac  Doon 1€ 1one 10P,

Ay 1 1, X114 A A 1A \ s loét da day - ta trang,
bi¢t gitra hai nhom thudce khi két hop vdi khang sinh trong diéu tri bénh loét da day - ta trang Helicobacter pviori
dwong tinh H. pylori véi OR = 1,25; 95 % KTC: 0,81-1,93. o pytor,
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truong hop trén 100.000 nguodi modi nam [1, 2].

H. pylori 12 mot loai xoan khuan Gram 4m sbng trong
16p dudi niém mac da day — ta trang. H. pylori ¢6 ciu
trac 16p vach 1a peptidoglycan méng, ¢ hinh xodn b¢
hodc hoi cong va phat trién manh mé trong mdi trudng
pH thap nhu dich vi da day ¢ co thé ngudi. Pac biét,
cac qubc gia dang phat trién, vi khuan H. pylori thuong
gy bénh 1i nhiém tring & mirc man tinh. Theo mot
thong ké tai Mi, kha nang nhiém H. pylori s& gia ting
theo tudi, hon 50 % dan s6 & do tudi 60 tai day da bi
nhiém H. pylori [3]. Bdi tuong nhiém H. pylori thudng
tap trung & khu vuc Tay Ban Nha va chau A [3]. Theo
B¢ Y té Viét Nam, ndm 2017, ti & diét trir vi khuén 7.
pylori thanh cong chi con khoang (50-60) % trong khi
ti 16 nhiém la chiém khoang hon 70 dan s6. Nhiém H.

Viém loét da day - ta trang (LDD - TT) dugc xem la
man tinh, c6 xu hudng tai phat va dé tién trién thanh
cac bién chtimg nguy hiém nhu xuat huyét, thung da day
tham chi nang hon khi gdy ung thu da day. Bénh xay ra
khi mat cin bang giita cac yéu tb bao vé va cac yéu tb
iy hai 1én niém mac da day t4 trang. Trong sb cac yéu
t6 gay hai 1én duong tiéu hoa, vi khuan Helicobacter
pylori (H. pylori) déng vai tro cht chét gay anh huong
nghiém trong pha v cdu triic niém mac da day dan dén
cac bénh i trAm trong cép hodc man tinh khac nhau nhu
LDD - TT, cac loai ung thu da day. Theo mot sb két
qua nghién ctru, tinh trang loét dé try thanh cin nguyén
xudt hién ctia bénh li xuat huyét dudng tiéu hoa trén va
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pylori ¢6 lién quan vé mit cin nguyén voi bénh loét da
day, u lympho da day, viém da day man tinh va ung thu
tuyén da day [4]. Liéu phap diét trir H. pylori thanh
cong doi hoi phai c6 sy két hop cua cac khang sinh,
dong thoi ding cac nhom thude gitip giam pH acid da
day cling dong vai tro quan trong [5].

LDD — TT va vi khuan H. pylori 1 vin dé luén dugc
cac nha nghién ctru quan tim va thuc hién nhiéu thu
nghiém 1am sang ddi ching ngiu nhién (RCT) dé tim
ra phac d6 diéu tri pht hop. Tuy nhién, két qua ciia cac
RCT riéng 1& so sanh hi¢u qua duong udng cia PPI va
H2RA khi két hop véi khang sinh trén ngudi bénh (NB)
loét dudng tiéu hoa co duong tinh v6i H. pylori van con
nhiéu mau thudn. Hau hét cac nghién ctru RCT tng ho
quan diém bo sung PPI cho diéu tri H. pylori s& cho két
qua tot hon nhém H2RA [6,7]. Tuy nhién, mot s khac
lai ing ho quan diém bo sung H2RA s& c6 anh hudng
t6t hon so v6i PPI [8,9]. Su khéc biét nay c6 thé 1a do
sai khac trong s6 mau nghién ctu, diéu kién nghién
clru, va cac yéu té gay nhiéu trong cac RCT. Vi vy,
viéc tim kiém mot cach co hé thdng va danh gia chat
luong y van cta cac RCT dd dugc cong bd 13 can thiét
dé chon loc duge cac RCT dat tiéu chuén. Sau cung,
cic RCT dat chét luong dugc phan tich tong hop
(PTTH) dé c6 két qua thong nhét vé anh huéng ctia PPI
va H2RA trong diéu tri NB LDD — TT c¢6 duong tinh
voi H. pylori.

Mot bao cao PTTH da duogc thuc hién tai Mi vao nam
2002 cho két qua nghién ctru khong c6 su khac biét
gitra PPI va H2RA [10]. Tuy nhién, tir nhitng nam 2000
dén nay, cac nghién ctru PTTH cac RCT vé chu dé nay
van con han ché. Vay nén, muc tiéu ctia bai nghién ctru
nay 1a cung cdp mot danh gia co hé théng va tong quan
mang tinh cap nhat hon khi gop cac RCT nham muc
dich so sanh thuéc H2RA (gém cimetidin, ranitidin,
famotidin, nizatidin, laufutidine) va PPI (gom

omeprazol, lanzoprazol, pantoprazol, rabeprazol,
esomeprazol) két hop v6i khang sinh trong viéc loai bo
H. pylori.

PTTH la mot mo hinh dang dan di tré nén quan trong
va dugc ap dung nhiéu hon. Phuong phép nay gitip dua
ra nhan dinh cudi cung bang cach két hop céc két qua
tir cac nghién ctru khac nhau. Bén canh do, viéc PTTH
cac RCT giup tranh dugc cai nhin chu quan khi day la
phuong phap khong dua vao két qua ctia mot nghién
ctru don 1, mot két qua di co sdn hay mot vai danh gia
tuong thuat. Pidu nay gitp thdy dugc nhitng diém
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tuong dong va khéac biét ctia cac phwong phap luan va
két qua cta nhiéu nghién ciru khi nhin vao buc tranh
toan canh.

2 Pbi tuong — phuong phap nghién ciru

2.1 Chién lugc tim kiém va tiéu chi bao gdm

Déi twong nghién ctru 1a cac RCT duogc sang loc tir
Embase, Cochrane va Pubmed trong khoang thoi gian
38 nam (1985-2022) dé so sanh hiéu qua diét trir H.
pylori ciia PPI voi H2RA khi két hop véi khang sinh &
NB duong tinh H. pylori.

Céc nghién ctru du diéu kién néu co dbi tuong 1a NB
trén 18 tudi, thude duge st dung bao gém PPI hoac
H2RA két hop khang sinh. Cac nghién ciru phai duoc
thiét ké song song dé tranh hiéu ung “carry over”. Sau
cung, dit liéu duoc thdng ké trong mo hinh PTTH nay
bao gdom két qua cudi cing 14 H. pylori 4m tinh. Nhitng
bao cdo co bat ki mot trong cac tiéu chi sau déu bi loai
tri: nghién ctru trén nguoi khoe manh, phu nit ¢6 thai,
tré em hay dong vat; nghién ciru khong thé truy xuat
toan van; nghién ctu khong ding ché pham dudng
ubng thoi gian thir nghiém khong dat yéu cau (dudi 7
ngay). '

2.2 Lya chon nghién ctru va danh gid chat lugng

Viée tim kiém, sang loc cac thur nghiém duoc thuc hién
bang cach két hop thuat toan AND, OR, NOT va sir
dung cong cu tim kiém nang cao. Hai tac gia da doc 1ap
lwa chon, sang loc cac RCT tir 3 ngudn tai liéu. Cac
méu thuin d3 duoc giai quyét bang thao luin va dong
thuén, néu bat dong khong duoc giai quyét s& duoc
thong qua bdi nguoi thir ba. Nhitng tir khoa duogc tra
ciru chinh bao gdém “Proton Pump Inhibitors”,
“Histamine H2 Antagonists”, “Helicobacter pylori”.
Chat luong phuong phap luan cta cac RCT duge déanh
gia bang cong cu Cochrane Collaboration. Trong do,
viéc danh gia chét lugng duogc thuc hién riéng biét cho
cac linh vuc khac nhau bao gdm phwong phap ngiu
nhién, che gidu phan bd, 1am mu, cach thic che gidu va
1am mu, dit liéu két qua khong day du, bao céo co chon
loc va bién cb tir vong. Bao cdo c6 chét lugng cao khi
rii ro sai léch chung cho mdi thir nghiém duoc phan
loai 14 thap 6/7 tiéu chi va trung binh khi phén loai
khong rd rang hodc cao trong hai linh vuc. Ngoai ra,
cac nghién cuu co 1 danh gid chua r6 rang va 1 danh
gi4 ¢6 rui ro cao ciing s& dugc xép vao murc trung binh.
Cubi cung, néu mot bao cao co tir 3 tiéu chi trd 1én
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khong dat rii ro thap s& bi xép vao loai nghién ctru kém
chat luong.

2.3 Trich xudt va tong hop dir lidu

Viéc trich xuit dir liéu dugce thuc hién theo Béang da
duoc thiét ké. Cac muc duoc trich xuat bao gém tac gia,
nam xudt ban, khu vyc, ¢& miu dugc ghi chép theo sd
lidu per protocol (PP), liéu ding va tan suat cia thude
can thiép, va sé lugng nguoi con duong tinh véi H.
pylori

PTTH duoc thuc hién béi phén mém RevMan 5.4. Muc
dir liéu phan tich 1a ludng phan. Nghién ctru nay tong
hop tir cac thir nghiém c6 cung phuong phap thiét ké
song song va sit dung mo hinh hiéu ing ngau nhién
(Random effect model — RE) dé danh gia. Pong thoi,
viéc kham pha ra sy khong dong nhat giita cic nghién
ctru s& duge thyc hién bang cach danh gia tinh khong
ddng nhat thong ké boi chi sb I? va dit p < 0,05 1am
mirc y nghia théng ké.

3 Két qua

3.1 Lya chon nghién ctru

Trong thoi gian tir 01/01/1985 dén 31/05/2022, tong
cong c6 10.962 ho so duoc nhém tac gia sang loc tir 3
co sO dir liéu PubMed, Cochrane, Embase. Sau do, vi
9.991 RCT bi loai bd bdi cong cu tu dong hoa nén sb
luong cac bao cdo con lai 1a 971 bai. Trong 14n sang loc
dau tién, 570 thir nghiém da bi loai vi khong dat diéu
kién vé tiéu d& va tém tit. Vay nén chi con 401 bai bao
dat diéu kién va duoc truy xuét toan bo ndi dung. Trong
1an kiém tra cudi cung nay, c6 380 bao céo bi loai trir
do nhiéu nguyén nhan, bao gdm trung lap (n = 263), ¢&
mau qua nhoé (n = 29), nghién ctru thye hién trén nguoi
khoe manh, phu nit c6 thai va tré¢ em (n = 45), khong
dat yéu ciu vé thoi gian thir nghiém (n = 17), thiét ké
nghién ctru khong phai 1a song song (n =26). Sau cung,
21 RCT véi tong ¢ mau l1a 3.492 NB duogc dua vio
danh gia PTTH (Hinh 1). Trong d6, mot s6 nghién ctru
dugc tién hanh trén cac nhom NB c6 can thiép khéac
nhau vé liéu ding cua thudc wc ché bom proton
[7,9,11,12]. Do d6, nghién ctru nay s€ dugc nhom tac
gia trinh bay thanh 25 bao cao dya trén 21 nghién ctu
gbc da duge truy xuat voi khoang tin cdy 95 %. Céac
béo cao duoc trich xudt tir cing mot nghién ctru s& dugc
danh sb thi tu 1, 2 sau tén tac gia.
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Hinh 1 So d6 két qua sang loc cac nghién ciru RCT theo hudng din ciia PRISMA
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3.2 Pic diém nghién ciru

C6 tong cong 3.492 NB tham gia nghién ctru trén tong
25 béo céo da duge trich xuét dit liéu. Nhin chung, cac
nghién ciru ¢6 sy két hop da dang gitra cac thude. Trong
d6, thudc Ranitidin Bismuth Citrate ciia nhom H2RA
va thude Omeprazol cta nhém PPI dugc uu tién lya
chon nhiéu nhét. Céc can thiép sir dung phéac db 3 thude
chiém wu thé. Ngoai ra, hai loai khang sinh dugc chon
nhiéu nhat dé két hop v6i PPI hodc H2RA trong diéu
tri 1a Amoxicillin va Clarithromycin.

Hau hét cac RCT duogc thyc hién & khép cac noi trén
thé gidi, trong d6 Y 1a quéc gia c6 nhiéu thir nghiém
dugc thu thap nhét trong bao cao nay. Tir d6, co thé
thy tir nhitng nam 1985-2008, viéc so sanh hiéu qua
tiéu diét vi khuan H. pylori giita 2 nhém thudc PPI va
H2RA khi két hop khang sinh rat dugc quan tim ¢ dat
nude nay. Thém vao do, trong 25 bao cdo thu thap chi
¢6 mot bao cao duy nhéat duoc thyc hién tai Thu d6 Ha
Noi, Viét Nam. Nghién ctu nay cho ra danh gia sau
cung 1a twong duong, khong c6 qua nhidu sy khac biét
gitrta hai nhom khi ti 1¢ duong tinh v&i H. pylori sau
diéu tri 1a 5 (PPI) va 2 (H2RA). Nghién ctru dugc thuc
hién trén 3 quéc gia la Anh, Y, Thuy Dién véi ¢& mau
16n nhat 12 440 ngudi [13], va ¢ mau thap nhat 1a 40
nguoi [14].

3.3 Panh gia chat luong nghién ctru

Céc tiéu chi vé phan nhom ngiu nhién, hoan thanh thi
nghiém va dua ra cac bao cdo co chon loc dat chat
luong rii ro thap 100 %. Cach thirc phan nhom va hiéu
qua lam mu khéng duoc dé cap dén trong da sb cac bao
céo. Pbi vé6i tiéu chi 1am mu hau hét nghién ciru déu
dat chat lugng cao, bdn bao céo c6 chat lugng kém dén
tur cac thir nghiém cia MG Cataldo [14], A Spadaccini
[15], V Savarino [16], va PG Farup [17]. Bn béo céo
nay ciing cho riii ro cao ddi véi tiéu chi danh gia hiéu
qua lam mi. Nhin chung, trong s6 cac nghién ctru dugc
lua chon ¢6 10 bao céo dat chat lugng cao, 7 bao cao
dat chét lugng thép, con lai dat chat lugng trung binh
(Hinh 3).

3.4 Danh gia hi¢u qua diét troe H. pylori

Bang 1 thé hién dic diém nhan khau hoc cia téng cong
25 bao céo tir cac qudc gia. Trong d6, s lugng nguoi
tham gia nghién ciru thudc nhém PPI va H2RA 1an luot
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1a 1.763 NB va 1.729 NB. Mic du sb luong NB thudc
nhém H2RA thdp hon nhom PPI nhung ti 1& diét trir H.
pylori 1ai tot hon han vé6i s6 liéu 1an luot 12 255 NB va
335 NB. Bang 2 thé hién thong tin cac dir liéu thu thap
gdém 13 bao cao thé hién cac can thiép c6 su két hop
gitra khang sinh vi nhom H2RA cho hi¢u qua cao hon
gip 21an [11], 4 1an [12], 6 14n [6], va tham chi 1a nhom
H2RA diét trir H. pylori thanh cong véi tit ca NB trong
khi nhém PPI con d&én 13 NB chua diét trir duoc [17].
Tiép dén c6 10 bao cao thé hién PPI t6t hon H2RA, va
2 béo c4o thé hién tac dong ciia 2 thude 14 hoan toan
twong dwong nhau. Trong sd cac bao cao tng ho PPI thi
béo cao cua FL Hu [17] va R Sotudehmanesh [18] cho
thdy PPI t6t hon gép 2 1an, bao cdo cua F Luzza [19] va
SV Van Zanten [20] tot hon gap 3 1an so véi H2RA.
Tuy nhién, xét vé mat y nghia théng ké, két qua cudi
cung thu dugc sau khi thyc hién PTTH chuing minh
rang khong c6 su khac biét rd rang giita 2 nhém thube
PPI va H2RA (OR = 1,25; 95 % KTC: 0,81-1,93)
(Hinh 2). Céc béo céo dugc phan tich ¢ trong sb trong
khoang tir (1,70-5,30) %. Tdng cong co 5 bao cio
hoan toan ung hd H2RA, 4 bao cao ing ho PPI va 16
béo cdo cho thay tic dong clia 2 nhom thude 1a tuong
duong nhau. Trong sb cac nghién ctru ching minh
H2RA t6t hon PPI thi bao cdo cua P Pare cing cong
su [13] vira chiém ti trong cao nhét 5,3 % vira c6 chét
lugng cao nhat khi dat 07/07 tiéu chi danh gia vé nguy
co sai 1&ch. Tuong tu, trong sb cac nghién cuu chirng
minh PPI t6t hon H2RA, nghién ctru ctia C Ell va cong
su [21] ciing vira dong thoi chiém 5,3 % va co chat
luong cao nhat khi dat 07/07 tiéu chi nhung nghién
ctru nay cho két qua nghiéng vé nhom sir dung PPI
(Hinh 2, Hinh 3). Vay nén, mic du dua trén sb liéu thu
thap tir Bang 2 cho thay 13 bao céo ung ho H2RA, 10
béo cdo tng ho PPI va 2 bao cao cho thdy PPI twong
duong H2RA nhung khi thyc hién phan tich dir li¢u
thi sau cuing chi ¢6 5 bao cao thé hién H2RA t6t hon
PPI va 4 béo céo thé hién PPI tot hon H2RA, 16 béo
c4o con lai déu khong thé hién su khac biét 16n dé dat
¥ nghia trong thong ké. Do d6, két qua cudi cung két
luan rang, H2RA va PPI cho hiéu qua twong duong
khi két hop v6i khang sinh dé diéu tri cho NB duong
tinh véi H. pylori.
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Bing 1 Thong tin dic diém nhan khau hoc tir cac nghién ctru RCT da dugc danh gia

TT Tén tac gia cglagnll) § Quéc gia E;ln(;g:i tu Eicn Uc::‘:ud:é? tri Thoi gian (tuén)
1 | MG Cataldo [14] 1996 Y 40 40 12
2 | JJ Kolkman [6] 1997 Ha Lan 127 101 2
3 | A Spadaccini [15] 1998 Y 112 93 1
4 | JJ Sung [7] 1998 Hong Kong 100 92 1
5 | F Catalano [22] 1998 Y 81 72 1
6 | P Paré[13] 1999 Anb/ Y/ Thuy 530 440 2

bién
7 | M Gschwantler [23] 1999 Ao 120 109 1
8 | S Michopoulos [24] 2000 Phap 156 107 2
9 | HV Mao [25] 2000 Viét Nam 104 99 1,5
10 | GC Spinzi [26] 2000 Y 192 161 1
11 | V Savarino [16] 2000 Y 140 126 1
12 | F Luzza [18] 2001 Y 185 138 4
13 | CC Hsu [27] 2001 bai Loan 120 110 2
14 | CEll[21] 2001 btc 456 366 1
15 | R Sotudehmanesh [18] 2001 Mi 148 108 2
16 | PG Farup [17] 2002 Na Uy 283 249 1
17 | F Perri 1[11] 2003 Y 118 117 1
18 | F Perri2 [11] 2003 Y 117 114 1
19 | FLHul[8] 2003 Trung Qudc 51 51 1

20 | FLHu?2[8] 2003 Trung Quoc 77 77 2
21 | SV van Zanten [20] 2003 Canada 305 222 1
22 | NKim1 [9] 2008 Han Quoc 232 187 |
23 [ NKim2 [9] 2008 Han Quéc 231 193 2
24 | ZMY Kihg 1 [12] 2008 Tho Nhi Ky 60 60 2
25 | ZMY Kilig 2[12] 2008 Tho Nhi Ky 60 60 2

Tu nam 2008-2022 chua c¢6 nghién ctru madi nao ve viéc so sanh song song gitta hiéu qua cua thuoc PPI va H2RA két hgp voi
khang sinh trén NB loét duong tiéu hoa c6 duong tinh voi H. pylori (43 bao gdm céc nghién ctru khong thé truy xuét)

Bang 2 Céc dir licu thu thap tir cac nghién ciru RCT da dugc danh gia

$6 ngubi S6 lwgng nguoi
. Can thiép (mgay) con duong tinh
TT | Tén tac gia tham gia (n) véi H. pylori
PPI | H2RA PPI H2RA PPI | H2RA
- Omeprazole - Ranitidine
4 tudn dau: 40 mg/1 lan 4 tudn dau: 300 mg/2 lin
8 tuén tiép theo: 20 mg/1 1an 8 tudn tiép theo: 150 mg/2 1in
1 | MG Cataldo [14] 20 20 | - Amoxicillin - 2 tun: - Amoxicillin trong 2 tuén: 1 2
1.000 mg/2 lin 1.000 mg/2 lin
- Colloidal bismuth subcitrate | - Colloidal bismuth subcitrate
trong 40 mgay: 120 mg/4 1in trong4 0 mgay: 120 mg/4 1in
- Omeprazol 20 mg/2 lan - RBC 400 mg/2 lan
2| JJ Kolkman [6] 32 49| _ Amoxicillin 1.000 mg/2 1an - Clarithromycin 500 mg/2 1an 32 >
- Lansoprazole 15 mg/2 lén‘ - Ranitidine Bismuth Citrate
.. - Clarithromycin 250 mg/2 lan (RBC) 400 mg/2 lan
3| ASpadaccini [IS] | 48 |45 | pydi00le 500 mg/2 lan - Clarithromycin 250 mg/2 lin > 4
- Tinidazole 500 mg/2 ldn
- Omeprazole 20 mg/2 lan - RBC 400 mg/2 lan
4 JJ Sumg [7] 44 48 - Amoxycillin 1.000 mg/2 lan - Amoxycillin 1.000 mg/2 lan 2 1
- Clarithromycin 500 mg/2 1in - Clarithromycin 500 mg/2 14n
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- Omeprazole 20 mg/2 lan - RBC 400 mg/2 lan
5 | F Catalano [22] 34 38 | - Amoxycillin 1.000 mg/2 1in - Amoxyecillin 1.000 mg/2 1an 4 5
- Clarithromycin 500 mg/2 1an - Clarithromycin 500 mg/2 1an
; - Omeprazole 20 mg/2 lan - RBC 400 mg/2 lan
6 | PParé[13] 2301 210 Amoiycillin 1‘005 mg/2 lan - Amoxycillif 1.000 mg/2 1an 78 21
- Omeprazole 20 mg 1 lan - Famotidine 80 mg/2 lan
7 M Gschwantler [23] 57 52 - Clarithromycin 250 mg/2 1an - Clarithromycin 250 mg/2 1an 13 5
- Metronidazole 500 mg/2 lan - Metronidazole 500 mg/2 1in
- Tripotassium Dicitrato Bismuth | - Tripotassium Dicitrato
600 mg/3 1in Bismuth 600 mg/3 1in
. - Metronidazole 500 mg/3 lan - Metronidazole 500 mg/3 lan
8 $ Michopoulos [24] >0 37 - Tetracycline hydrochloride - Tetracycline hydrochloride ? 8
500 mg/3 l1an 500 mg/3 lan
- Omeprazole 20 mg/2 14n - Ranitidine 300 mg/2 14n
- Omeprazole 20 mg/2 lan - RBC 400 mg/2 lan
9 | HV Mao [25] 54 45 | - Clarithromycin 500 mg/2 lan - Clarithromycin 500 mg/2 14n 5 2
- Amoxycillin 1.000 mg/2 14n - Amoxycillin 1.000 mg/2 1dn
- Omeprazole 20 mg/ 2 lan - RBC 400 mg/2 lan
10 | GC Spinzi [26] 84 77 - Amoxycillin 1.000 mg/2 lan - Clarithromycin 500 mg/2 14n 18 18
- Clarithromycin 500 mg/2 1in - Amoxycillin 1.000 mg/2 1dn
- Omeprazole 20 mg/1 lan - RBC 400 mg/2 lan
- Clarithromycin 250 mg/2 1in - Clarithromycin 250 mg/2 14n
11 | V Savarino [16] 62 64 - Metronidazole 500 mg/2 lan - Metronidazole 500 mg/2 1in 14 5
Tuan 1: Tudn 1 + 2:
- Lansoprazole 30 mg/2 1in - RBC 400 mg/2 lin
- Clarithromycin 500 mg/2 lan - Clarithromycin 500 mg/2 lan
12| F Luzza [18] o8 0 Tinidazoleysoo mg/2 1§n ’ ¢ > 15
Tudn 2 —4: Tuan 3 + 4:
- Lansoprazole 30 mg/2 1in - RBC 400 mg/2 lan
- Omeprazole 20 mg/2 lan - Famotidine 40 mg/2 lan
13 | CC Hsu [27] 57 53 | - Amoxycillin 1.000 mg/2 1in - Amoxyecillin 1.000 mg/2 lan 7 5
- Tinidazole 500 mg/2 ldn - Tinidazole 500 mg/2 ldn
- Omeprazole 40 mg/1 lan - Ranitidine 300 mg/1 lan
14 | CEll [21] 194 172 - Amoxycillin 750 mg/3 lan - Amoxyecillin 750 mg/3 1in 25 41
- Metronidazole 500 mg/3 lan - Metronidazole 500 mg/3 1in
- Omeprazole 20 mg/2 lan - Ranitidine 300 mg/2 lan
15 R Sotudehmanesh 61 47 - Clarithromycin 250 mg/2 1an . - Metronidazole 500 mg/2 lén‘ 7 13
[18] - Bismuth Subcitrate 240 mg/2 lan | - Bismuth Subcitrate 240 mg/2 1an
- Tetracycline 500 mg/2 1in - Tetracycline 500 mg/2 14n
- Omeprazol 20 mg/2 lan - RBC 400mg/2 lan
16 | PG Farup [17] 119 130 - Clarithromycin 250 mg/2 1an - Clarithromycin 250 mg/2 14n 13 0
- Metronidazole 500 mg/2 1in - Metronidazole 500 mg/2 1in
- Pantoprazole 40 mg/2 lan - RBC 400 mg/2 lan
17 | F Perri [11] 58 59 - Amoxicillin 1.000 mg/2 1an - Amoxicillin 1.000 mg/2 14n 20 8
- Levofloxacin 500 mg/2 1in - Tinidazole 500 mg/2 14n
- Pantoprazole 40 mg/2 lan - RBC 400 mg/2 lan
. - Bismuth Citrate 240 mg/2 lan - Amoxicillin 1.000 mg/2 lan
18 | FPerri[11] 35 59 - Tetracycline 500 mg/4 1in - Tinidazole 500 mg/2 14n > 8
- Metronidazole 500 mg/2 ldn
- Omeprazole 20 mg/2 lan - Famotidine 20 mg/2 lan
19 | FL Hu [8] 26 25 - Amoxicillin 1.000 mg/2 1an - Amoxicillin 1.000 mg/2 14n 6 11
- Metronidazole 400 mg/2 lan - Metronidazole 400 mg/2 1in
- Omeprazole 20 mg/2 lan - Famotidine 20 mg/2 lan
20 | FLHul[8] 39 38 | - Amoxicillin 1.000 mg/2 1an - Amoxicillin 1.000 mg/2 14n 7 7

- Metronidazole 400 mg/2 1an

- Metronidazole 400 mg/2 1in
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- Omeprazole 20 mg/2 lan - RBC 400 mg/2 lan

21 | SV van Zanten [20] | 110 | 112 - Clarithromycin 500 mg/2 lan - Clarithromycin 500 mg/2 1an 5 18
- Amoxicillin 1.000 mg/2 lan
- Lansoprazole 30mg/2 lan - Laufutidine 20mg/2 lan

22 | NKim [9] 89 |98 - Clarithromycin 500mg/2 1an - Clarithromycin 500mg/2 1an | 16 18
- Amoxicillin 1.000mg/2 1an - Amoxicillin 1.000g/2 1dn
- Lansoprazole 30mg/2 lan - Laufutidine 20mg/2 lan

23 | NKim [9] 92 101 - Clarithromycin 500mg/2 1in - Clarithromycin 500mg/2 lan | 13 18
- Amoxicillin 1.000mg/2 1an - Amoxicillin 1.000g/2 1dn
- Esomeprazole 40 mg/2 lan - RBC 400 mg/2 lan

24 | ZMY Kihg [12] 30 30 - Amoxicillin 1.000 mg/2 1an - Amoxicillin 1.000 mg/2 lan 11 7
- Clarithromycin 500 mg/2 1in - Clarithromycin 500 mg/2 14n
- Esomeprazole 40 mg/2 lan - RBC 400 mg/2 lan

25 | ZMY Kilg [12] 30 30 - Amoxicillin 1.000 mg/2 1an - Moxifloxacine 400 mg/1 14n 14 10
- Clarithromycin 500 mg/2 1in - Amoxicillin 1.000 mg/2 14n

Ttr nam 2008-2022 chua c6 nghién ciru méi nao vé viée so sanh song song gitta hi€u qua ctia thudc PPI va H2RA két hop véi khang sinh

trén NB loét duong tiéu hoa co duong tinh véi H. pylori (43 bao gdm cac nghién ctru khéng thé truy xuét)

PPls H2RA Odds Ratia s Ratio Risk of Bias
Siudy of Subgroup  Evenis Tolal Fvenis Tolal Weighi 1V, Random, 5% CI Year IV, Ramdorm, 95% CI ABCDEFG
Wi Cataldo 120 T 20% 047004563 1696 — ® 008&Es
o Eplkmnan 32 52 5 49  43% 1408(4.78 4149 1897

F Catalann 4 34 5 3\  36% D.Ba 022, 359 1994 —

JJ Bung 1 44 1 48  20%  2.24[0.20,2558) 1898 —

A Bpadaceini 5 48 4 45  35% 119030, 4.75] 1493 ==

M GEerraantier 13 &7 & 52 4% 278091, 8435 1899 T

P Paté 7B 230 N0 53% 4620273, 782 1999

GO Sping 18 &4 1B 77 48% .89 0,43, 1.88] 2000 =

HY Mao 5 64 7 45 31%  219[0.40,11.83] 2000 —

S Michapoulos a A0 g 57 43% 1.34 |0.4E, 3.80] 2000 —

¥ Savaring 14 62 & B4 4%  344[1.16,10.24] 2000

F Luzza 5 E8 1% 0 4.21% 029010, 085 2601 —_—

R Sotudshrmangsh T Bl 13 A7 44% 0.34]0.12, 093 200 ———

CC Heu 7 &7 £ 81 40% 1.34 |0.40, 4.53] 2001 —

CEN 5 1494 4 172 53% 047|027, 087 2001 —

PG Farup 13 119 ¢ 130 1.7% 3308B[1.94, 563.02) 2002

FLHu 6 I8 11 25 40% 38011, 1.28) 2003 —

FLHU1 T 7 3 4% 07 0,30, 3.08] 2003 —

F Perri M 58 B S8 469 361,34, 843 2003

F Fem & 55 g 59  40% 0,64 (0,20, 208 2003 =]

v wan Zanten 5 110 1 112 43% 025008 070 2003 — |

M Kim 1 16 89 18 88 4.9% 0,97 (0,46, 205 2008 =)

M Kim 2 13 a2 19 100 48% 0.76 |0.35, 165 2008 ==

ZMYF Kl 1 11 30 T 4m 1.90 [0.62, 5.86] 008 =

MY Kl 2 14 10 M 30 4% 1.75 062, 4.97] 2008 -

Tolal (95% CIj 1763 1720 100.0% 1.25 (081, 1.93] *»

Total events 135 455

Heteropanelly Taw®= 085, Chif= 102,16, df= 24 (P = 0.00001), F= T7% 'r[HBT 0:1 II=EI mn:
Test for overall emect Z=1.02 (P = 0.31) ! " PRls. HORA

Bizk af biag lagen

(A Handom saguanda genaration (Salacion bias)

B Allacation concealmant {selacion bias)

(L) Blinding of paricipants and parsonngl (pefamance Mas)
D) Blinding of oulcome assessment (dataction bias)

{E) Incomplate autcome dala [altrilion bias)

{F} Selective repading (raparting bias)

{G) Other bias

Hinh 2 PTTH so sanh kha nang diét trir H. pylori gitta PPI va H2RA khi phéi hop cing khang sinh
(trich xuat tir phan mém Review Manager phién ban 5.4)
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Random sequence generation (selection bias)

Allocation cancealment (selection bias)

Blinding of participants and personnel (performance hias)
Blinding of outcome assessment (detection hias)
Incomplete outcome data (atlrition bias)

Selective reporting (reporing hias)

Other hias

100%

0% 26% 50% 75%

. Low risk ofbias

I:]Unl:learrisk of bias

. High risk of bias

Hinh 3 Pénh gia chét luong y vin cua cic RCT béng cong cu Cochrane Collaboration.

4 Thao luan

Nhin chung, thubc tiéu diét H. pylori bao gdm
cimetidin, ranitidin, famotidin, nizatidin, laufutidin
hodc omeprazol, lanzoprazol, pantoprazol, rabeprazol,
esomeprazol duogc két hop da dang véi cac loai khang
sinh nhu amoxicillin, clarithromycin, metronidazole,...
Mic du phan 16n cac nghién ctru sir dung khang sinh
tuong ty nhau & ca 2 nhom NB, van c¢6 mdt vai ngoai
1¢ khi tac gia so sanh 2 nhom thudc bang cach két hop
céc khang sinh khac nhau [6,11,18,20]. Diéu nay co thé
dan dén nhimg két qua sau cing khéng duoc cong bang.
Trong 5 bdo cdo ting hd sir dung nhom H2RA, ¢6 2 bao
cao vao nam 1997 [6] va nam 1999 [11] chi st dung
phac d6 gom thube PPI hodc H2RA két hop voi 1 khang
sinh duy nhit 1a amoxicillin 1.000 mg hoic
clarithromycin 500 mg, 2 bao céo [17,21] phdi hop véi
khang sinh giéng hét nhau ca vé tan sut va liéu luong
(clarithromycin 250 mg va metronidazole 500 mg).
Bio cao cudi cung c6 sy khac biét giita 2 nhom, trong
khi nhém PPI két hop amoxicillin 1.000 mg va
levofloxacin 500 mg thi nhom H2RA két hop véi
amoxicillin 1.000 mg va tinidazole 500 mg. Pay la
nghién ctru duy nhét cé sy khac biét trong viéc két hop
khang sinh thé hién H2RA t6t hon PPL

Piém manh cua nghién ctu chinh 1a vi¢c st dung sb
liéu PP thay vi ITT giup x&c dinh mot cach chinh xéac
nhat hiéu qua 1am sang néu cac phac d6 duoc sir dung
trén thuc té. Thi hai, cac nghién ctru bao gém duoc tién
hanh trén toan thé gi6i, trong d6 Y chiém 32 % — ding
vi tri thtr nhét trong tong s6 cac qubc gia dugc nghién
cuu. Thur ba, sau khi sang loc cac RCT, nhom tac gia
da kiém tra lai chat lugng cua timg nghién ctru mot lan

@ Dai hoc Nguyén Tat Thanh

'NGUYEN TATTHANE

nita va tién hanh phan loai tir thip dén cao dwa trén bay
ti€u chi 10 rang theo cong cu Cochrane Collaboration.
Viéc tién hanh thir nghiém tir nhiéu noi trén thé gidi va
danh gia chét luong y van da gop phan ting do chinh
xac va do tin cdy cua bao cao. Tuy nhién, nghién clru
van con ton dong mdt vai han ché. Mic du cac bo cdo
méi nhét duoc thu thap 1a ndm 2008 1am bai nghién ctru
chua déap img duoc tinh cap nhat trong diéu tri hién nay,
nhung day s& 1a ngudn tai 1iéu tham khao hitu ich vi két
qua cho thdy khong c6 sy khac biét giita viéc két hop
khéang sinh vi nhom PPI hay nhém H2RA khi diét trir
H. pylori s& gitip nhan vién y t& c¢6 da dang lwa chon va
cach tiép can hon khi NB khong thé sir dung mot trong
hai nhom thudc. M6t han ché khac can phai ké dén d6
la nguén dir liéu thu thap chi trén ba co so dir liéu co
thé da bo sot mot vai nghién ctru ddc biét 1a cac nghién
ctru gan ddy. Do d6, nhom tac gia dé xuit thyc hién
thém nhiéu PTTH nita tiép ndi dé tai nay dé c6 thé
mang lai gié tri cao va tinh cép nhat nhét.

5 Két luan

Nghién ciru dd dua ra cai nhin tong quat mang tinh cap
nhat vé céac nghién ctru khoa hoc da duogc cong bd cua
nhom PPI va H2RA trén ngudi bénh LDD - TT duong
tinh voi H. pylori trong nhilng nim gan day. Nghién
ctru dugc phan tich dya trén ca 3 ngudn dir liéu thuong
duoc str dung trong nghién ciru khoa hoc, nén hau nhu
d3 bao quét tit ca cac nghién ciru da dugc ding tai tinh
dén hién tai. Nghién ctru ndy tong hop dit liéu 25 béo
céo thu thap tir 21 RCT gbc dén tir cac qudc gia va tong
cong gan 3.500 ngudi tham gia. Cac béo céo da duoc
loc dua theo huéng dan cia PRISMA 2020 va danh gia
chat lwong y van theo cong cu Cochrane Collaboration
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dé dua vao phan tich cubi. Két qua chimg minh hiéu
qua diét trir H. pylori cia PPI tuong duong vdi H2RA
khi két hop v6i khang sinh & NB LDD - TT duong tinh
v6i H. pylori (OR = 1,25; 95% KTC: 0,81-1,93). bay
1a mot bang chimg khach quan gop phan cho nhan vién
y t& ¢6 thém thong tin khi can nhic dua ra cac quyét
dinh 1am sang cho viéc diéu tri.

Bénh 1i LDD - TT c6 lién quan H. pylori van c6 xu
huéng chiém ti 1& cao trong doi sdng hién dai va c6
nhimg thubc diéu tri méi véi nhitng dang bao ché dic
biét. Vi vay, cac RCT lién quan vé chu dé nay sé tiép

Vay nén, viéc mé rong tiép tuc nghién ctru nay vé cac
nhom thude diéu tri méi voi cac dang bao ché dic biét
trong tuong lai 13 can thiét. Nhu vay s& cing ¢ thém
cac bang chimg khach quan trong y hoc thuc chimng
nhim mang lai hi€u qua diéu tri tot nhat cho NB LDD
- TT duong tinh v6i H. pylori.

Loi cam on

Nghién ctru duge tai tro bai Quy Phat trién Khoa hoc
va Cong nghé — Truong Dai hoc Nguyén Tat Thanh,
ma dé tai 2023.01.52/HD-KHCN

tuc dugc cap nhét trén cac co s¢ dit li¢u trong tuong lai.
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Meta-analysis to evaluate the oral efficacy of PPIs and H2RA in combination with antibiotics
in Helicobacter pylori-positive peptic ulcer patients

Cao Kim Xoa, Tran Vo Ngoc Minh, Nguyen Hoang Bao Han, Truong Nguyen Minh Hoang,
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Abstract Helicobacter pylori (H. pylori) is an important factor for diseases related to peptic ulcer disease. Although
many randomized controlled clinical trials have been conducted to evaluate the important role of proton pump
inhibitors (PPI) and histamin H2 antagonists (H2A) in combination with antibiotics in the treatment of H.Pylori
infection, the results are contradictory. The statistical method used in research is inverse variance with random
effect model and a confidence interval (Cl) of 95 %. After screening from searching methods of Cochrane
Collaboration standards, the results comprise of 25 experiments synthesized from 21 RCTs which were included
in the analysis with 1,763 and 1,730 participants in the PPI and H2RA groups respectively. Compared to patients
who take PPI medications, participants receive H2RA show the results with (OR = 1.25; 95 % CI: 0.81-1.93). In
conclusion, H2-antihistamines were as effective as proton pump inhibitors when combining with antibiotics in the
eradication of Helicobacter pylori.

Keywords meta-analysis, peptic ulcer, Helicobacter pylori, H. pylori
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