TAP CHi NGHIEN CU’U Y HOC

HIEU QUA CUA PROBIOTICS TRONG
LIEU PHAP TIET TRU HELICOBACTER PYLORI O TRE EM
Bl VIEM LOET DA DAY TA TRANG

Lwong Trung Thanh', Nguyén Thij Viét Ha' va Ninh Quéc Pat'2™

Trwong Dai hoc Y Ha Noi
2Bénh vién Nhi Ha Néi

Nghién ctru nay danh gié hiéu qué cta probiotics nhu mét liéu phép bé tro trong tiét trir Helicobacter

pylori (H. pylori) & tré em bj viém loét da day ta trang théng qua téng quan hé théng. D@ liéu tir 13 thi

nghiém ngdu nhién cé déi ching (2005 - 2017) véi 1374 tré duoc phén tich. Probiotics tang ty 16 tiét trir
H. pylori 1én 14% (RR = 1,14; 95% CI: 1,03 - 1,26). Phan tich du&i nhém chi ra ching Lactobacillus va hén
hop da ching c6 thé lam tang ti 16 diét tree H. pylori Ian ot la 19% va 14%. B sung probiotics lam giam
téc dung phu ctia phéc dé tiét trir H. pylori téi 60% (RR = 0,40; 95% ClI: 0,26 - 0,62), nbi bat la gidm tiéu
chéy t6i 66% (RR = 0,34; 95% CI: 0,19 - 0,60). Khéng c6 tac dung phu nao cta viéc bé sung probiotics
duoc ghi nhéan. Probiotics cai thién hiéu quéd va kha ndng dung nap, la lwa chon hé tror ddy hira hen.

T khoéa: Probiotics, Helicobacter pylori, viém loét da day ta trang & tré em, téng quan hé théng.

I. DAT VAN DE

Nhiém Helicobacter pylori (H. pylori) la mot
trong nhitng bénh nhiém khuan man tinh phd
bién nhat toan cdu, anh hwdng dén khoang
50% dan sb thé gidi, vai ty 18 1én téi 80 - 90%
& cac nwéc dang phat trién.! O tré em, day 13
nguyén nhan chinh géy viém loét da day ta
trang, v&i hon 95% trwong hop loét ta trang va
75% loét da day tai Viét Nam, noi ty I& nhiém
dat 74,6%.2 Viem loét da day ta trang & tré tuy
it gap hon nguoi Ion (5 - 22%) nhwng la bénh
man tinh, dé& tai phat va cé thé dan dén cac
bién chirng nghiém trong nhw xuét huyét hodc
thding néu khong duoc didu tri kip thdi.3 Nhiém
H. pylori con lién quan dén thiéu mau thiéu sat,
xuét huyét gidm tiéu ciu tién phat hay thiéu
Vitamin B12.4 Liéu phap tiét trir tiéu chuan, két
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hop thuéc (rc ché bom proton (PPI) v&i khang
sinh, dat hiéu qua t&i 80% & ngwoi I&n nhung
kém hon & tré em do ty 1é khang khang sinh
cao, kha nang dung nap thubc thap va tuan tha
diéu tri khdng tbt.5 Theo nghién ctvu ctia Nguyén
Thi Viét Ha trén tré em bj viém loét da day ta
trang tai Bénh vién Nhi Trung wong nam 2021,
ti 1&é khang thudc tién phat cta H. Pylori déi voi
clarythromycin, metronidazole va amoxixiclin
lan lwot 12 96,7%, 30,5% va 88,7%.2 Tinh trang
kém tuan tha diéu tri & tré em thuwéng do thiéu
sy da dang cla cac ché pham thuéc ciing nhw
s xuét hién cac tac dung khéng mong muén
nhw tiéu chay, budén nén va nén khi diéu tri. Cac
tac dung khéng mong muén nay xay ra do tré
phai st dung thubc khang sinh va céac thubc trc
ché bai tiét acid trong mét thoi gian dai dan dén
sy thay dbi hé vi sinh dwéong rudt & tré.s
Probiotics, dwgc dinh nghia la cac vi sinh vat
sbng mang lai loi ich strc khde khi st dung du
lidu, dang ndi I&n nhu mot liéu phap bd tro tiém
nang dé tang ty 1& tiét triv H. pylori va giam tac
dung phu cla khang sinh Ién duwdng tiéu hoa.®
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Cac nghién cru & ngwdi 16n cho thay probiotics
lam giam ri loan tiéu héa bang cach diéu hoa
hé vi sinh va trc ché H.pylori théng qua co ché
mién dich va phi mién dich. Probiotics c6 kha
nang lam thay d6i phan (rng mién dich cta vat
chd, nhw lam gidm TLR4, IL-8 tiét ra ti cac
té bao tham gia phan &ng viém khi nhiém H.
Pylori. Mat khac, probiotics cling cé kha nang
anh hwdng dén s phat trién ctia H. pylori bang
cach tiét ra cac chét khang khuan nhw axit
lactic, axit béo chudi ngan, hydro peroxide va
bactericin. O’ tré em, mot s6 bang ching ban
dau ciing chi ra loi ich twong tw, nhung két qua
con chwa nhat quan do sy khac biét vé chiing
probiotics, liéu lwong va thiét ké nghién cuu.”
Vi vay, chang téi thwc hién nghién ciru téng
quan hé thdng nay dé xac dinh hiéu qua cua
probiotics trong tiét trtv H. pylori ciing nhw dd
an toan, nham cung cap co sé& khoa hoc dé tbi
wu héa chién lwgc diéu tri & tré trong béi canh
khang khang sinh gia tang.

Il. DOI TWONG VA PHUONG PHAP
1. Déi twong

Tbéng quan bao gébm cac thtr nghiém ngau
nhién cé ddi chirng (RCT) danh gia hiéu qua
clia probiotics trong liéu phap tiét trir H. pylori &
tré bi viém loét da day ta trang (22 thang dén 18
tudi), thyc hién tir 2005 - 2017.

Tiéu chudn Iwa chon: tré dwoc chin doan
viém, loét da day-ta trang va xac nhan nhiém
H. pylori theo ESPGHAN va NASPGHAN) ndm
2016 (qua md hoc, test nhanh urease (RUT),
test thé (UBT) hoac test khang nguyén trong
phan) dwoc dung probiotics so sanh vé&i gia
dwoc hodc khong bb tro.

Tiéu chuén loai trir; cac nghién ctru khong
c6 ddi chirng, thiéu két qua chi tiét hodc dung
probiotics ma khong tach biét hiéu qua riéng.
2. Phwong phap

Thiét ké nghién ciru: Tong quan hé thdng
két hop phan tich gop cac RCT.

C& mau va chon mau: 13 RCT v&i 1374 tré
dwoc thu thap tir PubMed va Cochrane Library
bang tir khéa: “probiotics,” “Helicobacter pylori,”
“children,” “gastroduodenal ulcers.” Quy trinh
Iwva chon tuan theo PRISMA.2

Bién sé nghién cutru: Két qua chinh 13 ty
& tiét try H. pylori cua téng hop céc probiotics,
cla ttng ching, hén hop céac ching; két qua
phu 14 ti 1& gidm céac tac dung phu do phac d6
diét H. pylori gay nén (tiéu chay, budn nén/nén,
khé chiu bung, réi loan vi giac) clia nhom sk
dung probiotics so v&i gida dwoc hoac khéng
can thiép.

Quy trinh thwc hién

Buwoc 1 (thu thap théng tin): D liéu dworc
tim kiém va sang loc so bd, sau d6 danh gia
toan van nghién ctu lién quan, trich xuét di
liéu va danh gia nguy co sai léch do hai nha
nghién ctu thyc hién déc lap. Sang loc theo
PRISMA.”

Buéc 2: Trich xuét va téng hop céc théng
tin lién quan dén dac diém cha nghién clru,
hiéu qua ctia bd sung probiotics trong tiét trir
H. pylori & tré em bi viém, loét da day ta trang
dwoec.

Buwéc 3: Phan tich sé liéu

Xt ly sé liéu: Phan tich bang phan mém
Open MetaAnalyst, tinh nguy co twong dbi
(RR) v&i khoang tin cay 95% (Cl). Chat lvong
nghién cru dwoc danh gia qua bang kiém Vién
Y té Quéc gia.®

Thoi gian va dia diém: Thuc hién tir thang
1/2022 dén thang 10/2023 tai Trwérng Dai hoc
Y Ha Néi, Viét Nam.

3. Pao dirc nghién ciru

Nghién ctru s& dung di liéu thir cap cong
khai, d@m bao tuan th( quyén riéng tw va ban
quyén. Qua trinh trich xuat di lieu dwoc kiém
soat chat ché dé tranh sai léch hodc st dung
sai muc dich. DPugc Hoi ddng Pao dirc Truong
Dai hoc Y Ha Noi phé duyét, sé IRB-2022-018,
ngay 20/01/2022. Khéng cé xung dét loi ich.
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So dd 1. Quy trinh nghién ctru

lll. KET QUA
1. Chét lweng nghién ciru

Trong qua trinh tim kiém d@ liéu tlr cac
ngudn co s& di¥ liéu la Pubmed, thw vién
Cochrane, thu vién Wiley (t6 hop tir khéa cap
nhat t&i ngay 30/06/2023). Viéc tim kiém va lya
chon cac nghién ctru duwoc trinh bay trong So
dd 1. Tim kiém ban dau mang lai tdng cong 868
tai liéu tham khado, str dung phdn mém Endnote
trong do 75 ban ghi bj loai trir do trung lap. Sau
khi doc tiéu dé va tom tat, 758 tai liéu da bij loai.
35 bai viét c6 da kha nang da diéu kién duoc
danh gia bang cach xem xét toan van, trong dé

22 bai viét khdng phai nghién ctru can thiép trén
tré em va phan tich tdng hop trén ca ngudi lon
va tré em. Cubi cling 13 nghién ctru dwoc dua
vao tdng quan. Theo bang kiém Vién Y té Quéc
gia, 9 nghién ciru dat “tbt” va 4 “trung binh,”
v&i nguy co sai léch thwong gap & khau ngau
nhién hoéa va lam mu.
2. bac diém cac nghién ctru

Ngay xuat ban clGa cac nghién ctu trong
khoang ttr nam 2005 dén 2017. Ba nghién ctru
duwoc tién hanh & Iran, ba & Trung Quéc, hai
& Ba Lan, m6t & Séc va mot & Romani, mot &
Thé Nhi Ky, mot & Agrentina, mot & Y. C& mau

TCNCYH 193 (8) - 2025

217



TAP CHi NGHIEN CPU Y HOC

nghién clru dao dong trong khodng 50 va 415
tré tham gia. Cac nghién ctru sir dung cac phac
dd tiét trr H. pylori khac nhau (Phac dd bo ba
tiéu chuén, phac dé trinh tw) véi lidu lwong va
thoi gian khac nhau. Céac chlng probiotics cling
khac nhau gitva cac nghién ctru Lactobacillus
acidophilus, Lactobacillus rhamnosus,
Lactobacillus bulgaricus, Lactobacillus casei,
Lactobacillus GG, Saccharomyces boulardii,
Bifidobacterium bifidum vé&i lidu lwong khac
nhau, thdi gian bd sung dao déng trong khoang
2 tuan cho dén 3 thang. Cac phac dé dwoc cac
nha nghién ctru thwe hién chi yéu 1a phac dé
PAC (PPI, amoxicillin va clarithromycin), phac

Studies Estimate (95% C.I.) Ev/Trt Ew/Ctrl
Ahmad 2013 1.304 (1.016, 1.674) 30733 23,733
Talone 2011 1.154 (0.923, 1.442) 3ng34 26,34
Saneyan 2014 1.085 (0.947, 1.244) 25/25 23,25
Srajewska 2009 0.984 (0.708, 1.3&80) 23734 22732
Hudruc 2008 1.1568 (0.9683, 1.364) 45740 34742
Goldman 2006 1.044 (0.586, 1.860) 14733 13432
Sykora 2005 1.494 (1.158, 1.928) 33,36 27/44
Akcam 2015 1.034 (0.721, 1.485) 20729 18,27
Bin 2015 1.154 (0.750, 1.975) 158/21 13721
Zhu 2017 1.113 (1.034, 1.199) 197/214 1877202
Wang 2013 l.292 (l.008, 1.€75) 3e/a3 29745
Plewinska 2008 1.24968 (1.058, 1.581) 30430 237430
Sharaki 2017 1.158 (0.890, 1.507) 22,285 19425
Overall (1*2=0 % , P=0.615) 1.150 (1L.034, 1.208) 520/605 4377592

dd bo 3 tieu chuan c6 bd sung probiotics, phac
dd trinh tw c6 bd sung probiotics. Cac dac diém
chung cla cac nghién clru bao gdm dwoc md
ta trong Bang 1 (Phu luc)
3. Hiéu qua tiét trir Helicobacter pylori

Phan tich téng hop 13 nghién ctru véi 1399
bénh nhan tham gia trong dé 706 tré trong nhom
can thiép va 693 tré trong nhém dbi chirng. Két
qua (Biéu dd 1) cho thay ty lé tiét tre H. pylori
tang 15% khi bé sung probiotics (RR = 1,15;
95% Cl: 1,094 - 1,208). Thay ddi phan tich téng
hop md hinh t& hiéu (ng cb dinh dén ngau
nhién déu khong thay déi két qua. Cac nghién
ctvu dwoc thu nhan 1a ddng nhét.

[R5

115
Relative Risk (leg scale)

Biéu dé 1. Biéu dé rirng danh gia anh hwéng cuia cac phac dé cé bé sung probiotics
trén ty lé tiét triv H. pylori

Phan tich dwdi nhém cho thdy c6 5 nghién
clru v&i 399 tré ¢ bd sung Lactobacillus va 333
tré khong bd sung probiotics trong cac phac do

Studies Estimata [95% ©.I.] Ev/Tr: Ev/osrl
Gaoldman 2006 1.044 (0,588, 1.860) 14433 13432
Akcam 2015 1.034 (0.721, 1.465] 20729 16/29
Wang 2013 l.289 (1,008, 1.675) 36/43 28/45
Overall {I*2=0 % , P=0.541} 1.185 (0.975, 1.441) 70/105 60/104

diéu tri. Ty Ié tiét trv H. pylori & nhém bd sung
Lactobacillus tang 1,19 1an so v&i nhém ddi
ching (Biéu db 2).

AL
Ralatve Risk (log scale)

v

Biéu do 2. Biéu dé rirng danh gia anh hwéng ctia cac phac doé cé bd sung Lactobacillus
trén ty lé tiét trie H. pylori
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C6 3 nghién clru voi 92 tré cé bd sung hén
hop probiotics va 92 tré khéng bb sung hén
hop probiotics (L. acidophilus, L. rhamnosus,
L. bulgaricus, L. casei, S. thermophilus, B.
infantis, B. breve) trong phac dd diéu tri tiét tri

Studies Estimate [95% C.I.)] Evw/Trt Ew/ctrl
Ahmad 2013 1.304 (1.016, 1.674) Insaa 23/33
Talene 2011 1.154 [0.923, 1.442)] ang3i4 2eF34
Saneyan 2014 1.085 (0.947, 1.244) 25/25 23725

Owverall (1*2=0 % , P=0.443) 1.137 (1.023, 1.263) B5/92 72792

TAP CHi NGHIEN CU’U Y HOC

H. pylori. Ty |8 tiét trir ting khoadng 14% khi bd
sung hdén hop probiotics chira 3 ching tré 1&n
& 3 nghién ctru (RR= 1,137; Cl 95%: 1,023-
1,263) (Biéu d6 3).

114 167
Relatve Risk (leg scale)

Biéu do 3. Biéu dé rirng danh gia anh hwéng cua cac phac do
c6 bo sung hén hop probiotics trén ty 1é tiét trie H. pylori

4. Giam tac dung phu

Tac dung phu gidm 60% v&i probiotics (RR
=0,40; 95% CI: 0,26 - 0,62; 9 nghién ctru), dac
biét tiéu chay gidm 66% (RR = 0,34; 95% CI:

0,19 - 0,60; 4 nghién ctru), nhw minh hoa &
Biéu db 4. Budn ndn/nén va khé chiu bung ciing
giam, du khéng dong nhét.

Studies Estimate (95% ©.1.] Ew/Trs Ev/Cerl |

Ahmad 2013 0.250 (0.057, 1.080) 2433 8/33 L

Tolone 2011 0.053 (0.004, 0.380) 0734 B/34 = f

Bin 2015 0.418 (0.223, 0.776) 127102 267492 +
Plewinska 2008 0.143 (0.008, Z.652) 0730 3430 = i
Overall {1*2=0% , P=0.493) 0.346 (0.199, 0.601) 14/199 45/189 —_—

T T T T T T T T T 1
o oot a2 oo ooy 018 0.35 o7 176 265
Relatve Risk [log scale)

Biéu d6 4. Biéu dd rirng danh gia tac dung giam nguy co tiéu chay

IV. BAN LUAN

Viéc diéu tri nhiém H. pylori & tré em luén
la mot thach thive Ion dbi véi cac nha 1am sang
do ty & dé khang khang sinh ngay cang tang,
kha nang tuan tha diéu tri kém va ty |é tac dung
khéng mong mubn twong déi cao.” Trong bbi
canh do, viéc bd sung probiotics — cac vi sinh
vat séng c6 loi — vao phac dd diéu tri dang ngay
cang duwoc nghién ciru va ng dung réng rai
v&i hy vong cai thién hiéu qua diét trtv cling nhw
tang cudng kha nang dung nap thubc & bénh
nhi.

Két qua tdng hop tr 13 nghién ctru ngéu

nhién déi chirng véi tdng sb 1374 tré em cho
thay viéc bd sung probiotics vao phac db diéu
tri chuan giup cai thién dang ké ty 1& tiét trir H.
pylori. Cu thé, ty 1& tiét trir ting tr 73,82% &
nhém khéng bé sung 1én dén 85,95% & nhom
c6 b sung probiotics, v&i mirc tang trung binh
khoang 15% (RR = 1,15; 95% CI: 1,09 - 1,21)
(Biéu dd 1). Pay la mot két qua quan trong,
phan anh hiéu qua tich cwc cta probiotics trong
hd tro diéu tri tiét trle H. pylori, d&c biét trong béi
canh khang thuéc ngay cang phd bién lam gidm
hiéu lyc cla cac phac dd diéu trj chuan. Sy cai
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thién nay cting phu hop véi cac phan tich tng
hop trwéc d6 nhw cda McFarland (2016) va
Feng (2017), cho thay ty l& tiét triy tang lan lwot
10 - 14% khi bd sung probiotics.”"" Két qua
cho thay tinh nhat quan cla cac két qua nghién
clru, dong thoi hé tro thém bang chirng vé vai
trd cla probiotics trong diéu tri H. pylori & nhém
bénh nhan nhi.

Phan tich dwdi nhém chi ra hiéu qua tiét
trr khac nhau tuy theo loai ching probiotics
dwoc bd sung. Trong 5 nghién ctru bd sung cac
ching thuéc Lactobacillus (L. GG, L. casei, L.
acidophilus, L. rhamnosus, L. reuteri) v&i 732
tré tham gia (399 tré c6 bd sung Lactobacillus
va 333 tré khong b sung), ty 1é tiét trir ting 19%
(RR = 1,19) (Biéu dd 2). Pay la nhém ching
duwoc stv dung phd bién nhat va cé nhiéu di
liéu tng ho hiéu qua trén co ché lam gidm viém
niém mac, canh tranh vj tri bam v&i H. pylori va
tang cwéng mién dich tai chd. Hon nira trong
cac phan tich dwdi nhom, ty 1€ tiét trir tdng dang
ké & nhém dung liéu cao (= 5%x10° CFU/ngay)
va nhém dai han (= 4 tudn) ma khéng téng dang
ké & nhom dung liéu thap (< 5x10° CFU/ngay)
va nhdm ngén han (< 2 tuan), diéu nay chi ra
rang bd sung Lactobacillus liéu cao hon va thoi
gian diéu tri lau hon cé thé cai thién hiéu qua
tiét trle H. pylori. Két qua nay ciing twong ty &
nghién ctru clia Fang va cong sw."?

Twong tw, c6 3 nghién clru danh gia
hiéu qua khi bd sung hdn hop probiotics (L.
acidophilus, L. rhamnosus, L. bulgaricus, L.
casei, S. thermophilus, B. infantis, B. breve)
trong phac d6 diéu trj tiét trly H. pylori. Ty 1&
tiét trir tang khoang 14% khi bé sung hén hop
probiotics chtvra 3 chung tré 1én (RR = 1,137)
(Biéu db 3). Didu nay ching té ngoai ching
loai, liéu lwong, thdi gian st dung thi sw két
hop cac chdng probiotics cling la mét goi y
nhdm nang cao hiéu qua diéu tri.

M6t trong nhirng loi ich rd rang khac cla

viéc bd sung probiotics & kha ndng lam gidm
céac tac dung khdng mong muén lién quan dén
phac db tiét triv H. pylori — dac biét 1a cac réi
loan tiéu héa nhu tiéu chay, budn nén/nén, day
bung, dau bung. Trong 13 nghién ctru dwoc
phan tich, c6 9 nghién ctu (tdng sé 1151 tré)
b&o céo vé tac dung phu. Két qua téng hop cho
thdy nguy co gap tac dung phu giam t&i 60% &
nhém co bd sung probiotics (RR = 0,40; 95%
Cl: 0,26 - 0,62).

Cu thé, tiéu chay — tac dung phu phé bién
nhat khi st dung khang sinh — dwgc bao cao
giam rd rét & nhom coé bd sung probiotics trong
4 nghién ctru voi 388 tré (RR = 0,34; 95% CI:
0,19 - 0,60) (Biéu dd 4). Két qua nay nhat quan
v@i cac phan tich cia Feng va Shan Li, ciling
nhw bao cdo cla Szajewska (2010) cho thay
S. boulardii gidam 50% nguy co tiéu chay & tré
duwoc diéu tri bang khang sinh.

Ngoai ra, nhém cé bd sung probiotics ciing
ghi nhan nguy co’ budn nén va nén gidm gan
mot nira (RR = 0,543), trong khi day bung va
dau bung ciing c6 xu hwéng giam (RR =0,761).
Mé&c du mot sb nghién ctu khéng cho thay sw
khac biét c6 y nghia thdng ké véi cac triéu
chirng nay, nhwng xu hwéng gidm rd rang &
nhém dung probiotics van rat dang lwu y. Dac
biét, khéng cé tac dung phu nghiém trong nao
duwoc bao céo do viéc sir dung probiotics, diéu
nay khang dinh tinh an toan cao cla bién phap
can thiép nay.

V. KET LUAN

Viéc bd sung probiotics vao phac dé diéu tri
chuén cho tré nhiém H. pylori cho thay hiéu qua
rd rang trong viéc tang ty 1& tiét tree vi khuan va
ddng thoi gidm céac tac dung khéng mong mubn
lién quan dén diéu tri. Cac ching Lactobacillus,
Bifidobacterium va S. boulardii d&u cho két qua
tich cwc & cac mirc dd khac nhau, dac biét khi
st dung v&i lidu cao va trong thdi gian da dai.
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Loi cam on
Chuing t6i cdm on Trwong Pai hoc Y Ha Néi.
Khoéng c6 xung dét lgi ich nao dwgc ghi nhan.
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TAP CHi NGHIEN CPU Y HOC
Summary

EFFICACY OF PROBIOTICS REGIMENS IN HELICOBACTER
PYLORI ERADICATION IN PEDIATRIC GASTRODUODENAL
ULCERS: A SYSTEMATIC REVIEW

This study systematically reviewed the efficacy of probiotics as an adjunct in Helicobacter
pylori (H. pylori) eradication therapy in children with gastroduodenal ulcers. Data from 13
randomized controlled trials (2005-2017) involving 1374 children were analyzed. Probiotics
increased H. pylori eradication rates by 14% (RR = 1.14; 95% CI: 1.03 - 1.26). Supgroup analysis
showed that the Lactobacillus strains and multi-strain combinations particularly increased
the eradication rate by 19% and 14%, respectively. Probiotic supplementation reduced the
adverse effects of H. pylori eradication therapy up to 60% (RR = 0.40; 95% CI: 0.26 - 0.62),
with a notable 66% reduction of diarrhea (RR = 0.34; 95% CI: 0.19 - 0.60). No adverse effect
related to probiotic supplementation was reported. As shown, probiotics enhance eradication
and tolerability, offering a promising adjunctive approach in pediatric H. pylori management.

Keywords: Probiotics, Helicobacter pylori, pediatric gastroduodenal ulcers, systematic
review.
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