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bao tir loi khuan Bacillus trén tré em tieu chay kéo dai
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om tat:
Tiéu chay kéo dai (TCKD) ¢ tré dwéi 24 thang tudi cho dén nay vin dang 12 mét vin dé sic khoe cong dong toan ciu, trong d6 c6
Viét Nam. Vi viy, ching téi da tién hanh mét thir nghiém lam sang ngiu nhién, mu ddi, c6 ddi chirng, dé danh gia hiéu qua cia 2 loai
probiotic dang bao tir lgi khuén Bacillus, gfﬁm LiveSpo CLAUSY chira B. clausii 2 ty CFU/éng 5 ml; LiveSpo DIA30 chira B. subtilis,
B. clausii va B. coagulans 5 ty CFU/ dng 5 ml, trong hd trg diéu tri cho tré em bi TCKD. Tré dwoc phin nhém ngiu nhién vao nhém
chitng (sir dung nwdc RO) va 2 nhom thi nghlem la Clausy (st dung LiveSpo CLAUSY) va Dia30 (st dung LiveSpo DIA30), n=30/
nhém. Ci 3 nhém déu duge diéu trj theo phac o thwong quy tai bénh vién bo sung gia dwoc hay probiotic & lidu cao 1én t6i 4-6 ong/
ngay. Két qua cho thay, bao tir lgi khudn Bacillus gitp rat ngan thoi gian diéu tri khodng 1-3 ngay va ting hi¢u qua diéu tri 1,3-2,4 lin
$0 v6i nhom chirng trong viée gidm ba triéu chimg dién hinh ciia tiéu chéy, gdm: di ngoai >3 lan/ngay, phin ¢6 nhiy va phén long - toé
nwdre, trong d6 LiveSpo DIA30 c6 hi¢u qua tot hon so v6i LiveSpo CLAUSY 10-50%. Péy la nghién ciru diu tién trén thé giéi chimg

minh hiéu qua hd trg diéu tri triéu chimg ciia bao tir loi khuin Bacillus 6 liéu cao trén tré em bi TCKD.

Tir khod: Bacillus, bao tir loi khuén, probiotic, tiéu chay kéo dai.
Chi 56 phin logi: 3.2,3.3
1. Dat van de

TCKD la tinh trang di ngoai phan long hodc nudc bat thuong
xdy ra it nhat 3 1an/ngay, kéo dai tir 2-4 tun. Dinh nghia nay loai
trir cac bénh tiéu chdy do nguyén nhan khac nhu tiéu chay do di ing
thirc n, céc bénh 1y dudng rudt bam sinh va bénh Celiac [1]. Pay 1a
mdt van dé sie khoe cong déng nghiém trong, dac biét anh hudng
dén tré nho, gay ra ty 1é tir vong cao va anh huong dén sy phat trién
cua tre. Tiéu chay la nguyén nhan gay tir vong thir 3 trén toan cu &
tré du’m 5 tudi, voi khoang 443,832 ca tir vong mdi nam. Tong cong
c6 gan 1,7 ty ca bénh tiéu chay & tré em hang nim, dong thoi ciing
la mot trong nhimg nguyén nhan hang dau gay suy dinh dudng o
nhom tudi nay [2]. Ty 1€ mic TCKD c6 su khic biét dang ké giira
cac khu vuc. O céc nude ¢o ngudn thu nhap thap va trung binh, ty
16 mic TCKD thuong dudi 10%, dao dong 1,4-28,4%. Trong khi
do, ¢ cac nudc phat trién, thong tin vé ty 1€ méc bénh con han ché.
Tuy nhién, nghién ctru tai Hoa Ky cho thdy, khoang 8% cac truong
hop tidu chay cép tién trién thanh TCKD [3, 4].

Céc nghién ciru cho thiy, TCKD 14 hdu qua cta nhiéu tic nhan
gy bénh khéc nhau. Diéu nay phi hop v6i quan sat TCKD pho bién
hon 6 nhimg khu vire ¢6 diéu kién vé sinh kém, noi méi truong chira
nhidu tic nhan gdy bénh duong rudt. Nhiéu loai vi khuan, virus, ky
sinh tring déu c6 thé dan dén TCKD ¢ tré em. Mot s6 mam bénh dic
biét lién quan dén TCKD bao gdm E. coli bam dinh (EAEC), E.
coli gay bénh duong rudt (EPEC), Shigella spp., Campylobacter
Jejuni, Yersinia spp. hay Cryptosporidium spp. va Giardia lamblia.
Ngoai ra, cac mam bénh do virus nhu Rotavirus, Adenovirus va
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Norovirus 1a nguyén nhan chinh gdy tiéu chay cap tinh, nhung
ciing ¢6 thé dan dén TCKD sau nhing dot bung phat nghiém trong
[5]. Tleu chay sau viém ruot: la tinh trang ton thuong niém mac
rudt van ton tai sau cac dot nhiém tring cap tinh, va sw thiéu hut
men disaccharidase thtr phat 1am tang tinh nhay cam véi thiic an,
cling nhu sy thay doi hé vi sinh duong rut, gop phan din dén bénh
TCKD [6]. Tiéu chay lién quan dén khang sinh 13 tinh trang di
ngoai phan 16ng hodc nudc bt thudng tir 3 1an/ngay sau khi dung
khéng sinh, c6 thé xay ra trong vong vai gid dén 8 tuin sau khi bat
dau udng khang sinh [7].

Pé diéu tri TCKD hiéu qua, bén canh bu nudc dién giai, bd
sung kém, sir dung khang sinh hop 1y va ché do an theo khuyén
cdo. Ngay nay, voi muyc tiéu khoi phuc hé vi sinh duong rudt
vé trang thai “eubiotic-can bang” va khoe manh, viéc sir dung
probiotics dong vai tro quan trong [8]. Nhiéu thir nghiém 1dm sang
ngau nhién 6 dbi chimg (Randomized Controled Trials, RCTs)
da chimg minh tac dung cua probiotic trong hd trg diéu tri bénh
ly duong rudt. Vi du, Lactobacillus rhamnosus GG (LGG) va
Saccharomyces boulardii c6 hi¢u qua trong diéu tri bénh viém da
day rudt cap tinh (AGE) 6 tré em lam giam déng ké thoi gian tiéu
chay. Nhiéu nghién ciru da chi ra ring, probiotic thuc céc loai nhur
L. rhamnosus, S. boulardii va B. bifidum c6 thé giam tan sudt va
muc do nang cua bénh do cac tdc nhan gy bénh khac nhau, bao
gbdm Rotavirus, C. difficile va céc ching cia E. coli [9, 10].

So vo6i nhitng loai vi khuan va nam men probiotic da dugc
deé cap, cac chung vi khuan thudc chi Bacillus c6 uu diém la co
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Abstract:

Persistent diarrhea in children under 24 months old has been a
global public health concern, including in Vietnam. Therefore,
the authors conducted a randomised, double-blind, placebo-
controlled clinical trial to evaluate the effectiveness of two
Bacillus spore probiotic suspensions, namely LiveSpo CLAUSY
containing B. clausii at 2 billion CFU/5 ml ampoule; and LiveSpo
DIA30 containing B. subtilis, B. clausii, and B. coagulans at 5
billion CFU/5 ml ampoule, as a supportive treatment for children
with persistent diarrhea. Children were randomly allocated into
the control (using RO water) and two experimental groups,
Clausy (using LiveSpo CLAUSY) and Dia30 (using LiveSpo
DIA30), n=30/group. All three groups were treated following
the standard protocol at the hospital, supplemented with either
placebo or high-dose probiotics up to 4-6 ampoules/day. The
results showed that Bacillus spore probiotics helped to shorten
the treatment duration by approximately 1-3 days and enhanced
treatment effectiveness by 1.3-2.4 folds compared to the control
group in reducing the typical diarrhea symptoms, including
bowel movements >3 times/day, presence of mucus, and diaper
stool. Notably, LiveSpo DIA30 exhibited a better efficacy of
10-50% compared to LiveSpo CLAUSY. This is the world’s
first clinical study demonstrating the effectiveness of high-dose
Bacillus spore probiotics in supporting the treatment of diarrhea
symptoms in children with persistent diarrhea.

Keywords: Bacillus, persistent diarrhea, probiotic, spore.
Classification numbers: 3.2, 3.3

kh ning hinh thanh bao tir khéng lai nhitng yéu t6 bt loi tir méi
treong nhu nhiét do cao acid da day va mat. biéu nay gitp céc bao
tir 1oi khuan Bacillus c6 kha ning song sot va phat huy tac dung co
loi cho strc khoe con ngudi khi di qua da day va toi rudt non. Trong
s0 céc loai Bacillus an toan, B. subtilis, B. clausii va B. coagulans
duoc sir dung pho bién nhét dé lam probiotic. Dac biét, B. clausii
da dugc chimg minh giam nong d9 Rotavirus/Adenovirus va giam
tAn suat di ngoai ¢ tré em mic tidu chay cp tinh, giam sd luong
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trung binh cac truong hop tiéu chay trong thoi gian diéu tri, khi
str dung voi liéu hang ngay 1a 2 éng x 2 ty CFU/Gng [11, 12]. Tuy
nhién, hau hét cac thir nghi¢m lam sang vé B. subtilis, B. clausii
va B. coagulans trén thé gioi va tai Viét Nam mdi dugce thyc hién
trén tré em mdc tiéu chdy cap tinh va thoi gian dat dugc hiéu qua
thuong mat toi 5-7 ngay, trong khi d6 chua c6 nghién ciru nao
thyc hién trén tré em mac TCKD. Trong nghién ctru nay, ching
t0i dé xudt st dung 2 loai bao tir lgi khuén Bacillus, gém LiveSpo
DIA30 chira B. subtilis, B. clausii va B. coagulans 5 ty CFU/ong 5
ml; LiveSpo CLAUSY chita B. clausii 2 ty CFU/ong 5 ml, ¢ liéu
cao 4-6 ong/ngay gép 2-3 1an so v6i lidu thong thuong, nhw mot
giai phap tiém ning dé hd tro giam nhanh chong cdc triéu chimg
TCKD trén ddi tuong tré em tir 3 dén 24 thang tudi. Trong qua
trinh nghién ciru, chiing i theo ddi cac triéu chimg 1dm sang dién
hinh ctia bénh TCKD, bao gdm tan suat di ngoai >3 lan/ngay, phan
¢d nhay, va phan long - toé nudc (type 4-5B), & nhom thir nghiém
va so sanh v6i nhom chimg dé danh gia hiéu qua rit ngan thoi gian
diéu tri va ting hiéu qua diéu trj cta cic probiotic nay.

2. Boi tugng va phuong phap nghién ciiu
2.1. Péi twong nghién ciru

Thuc phim bao vé sic khoé LiveSpo CLAUSY (B. clausii
nong d 2 ty CFU/5 ml éng) va LiveSpo DIA30 (B. subilis, B.
clausii va B. coagulans nong d¢ 5 ty CFU/5 ml bng), do Cong
ty LiveSpo Pharma san xudt tai Ha Noi. San phdm duoc san xuat
theo tiéu chuin GMP duge Bo Y té (so chung nhén 18/2021/ATTP/
CNG-GMP) va HACCP (s6 chimg nhan VICB 7831.6-A) va co
s dang ky luu hanh 1an luot 1a 4071/2021/DKSP va 6547/2019/
DKSP. San phim da duoc nghién ciru ching minh khong gay doc
tinh cép tinh hay ban truong dién khi tién hanh thir nghiém trén
chudt va tho tai Vién Kiém nghiém thudc Trung wong. Cac san
phim LiveSpo CLAUSY va LiveSpo DIA30 khong phan biét
dugc vé& mui, vi, mau sic v6i gia duge (nude RO) do hon dich
bao tir duoc bao ché dudi dang tinh khiét trong nudc RO, va dugc
dung trong dng nhya duc. Cac san pham dbi chimg va thir nghiém
LiveSpo DIA30, LiveSpo CLAUSY duoc dan nhan twong ing voi
mi A, B va C, thong tin ndy dugc bao mét véi hau hét cac thanh
vién ctia nhom nghién ciru (trir chi nhiém dé tai va nguoi phén tich
dir lidu) ciing nhu tit ca phy huynh cua tré em va tré em.

2.2. Phwong phdp nghién ciru

Thiét ké nghién ciru va thu thip bénh nhan: Pay 1a mot thir
nghiém mi, ngiu nhién, ¢6 déi chimg, voi nhém chimg sir dung
nudc RO va 2 nhom thu nghiém dugc dat tén 1a “Clausy” va
“Dia30” su dung probiotics twong tmg 1a LiveSpo CLAUSY va
LiveSpo DIA30. Nghién ctu kéo dai trong 12 thang, tr thang
7/2022 dén thang 7/2023, va bao gdm cac bénh nhan nhi (ca nam
va nit) ¢o triéu chung TCKD diéu tri tai Khoa Tiéu hoa, Bénh
vién Nhi Trung vong. Kich thuéc mau dugc tinh toan dua trén gia
thuyét r?mg LiveSpo CLAUSY va LiveSpo DIA30 lam giam tri¢u
chung TCKD hi¢u qua hon khodng 30%, dugc biéu thi boi 90%
bénh nhan trong nhom Clausy/Dia30 khong c6 triéu chung vao
ngay 5-9 cua can thi¢p, so voi 60% bénh nhan trong nhom ching.
Kich thude miu can thiét udce tinh cho mdi nhom 13 31 bénh nhan
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Tigu chay kéo dai du tiéu chudn
n=163

Bénh nhan déng y va ngéu nhign
n=105

Loaivong1 (n = 58)
- Bénh nhan miac bét ky bénh khac
ngoai tiéu chay khi nhap vién (n = 15)
- Ngoai dé tudi nghién ctru (n = 25)
- Khéng déngy (n=18)

Péichirng (RO) + didu tri thwong quy
n=35

LiveSpo DIA30 + diéu tri thuweng quy
n=35

LiveSpo CLAUSY + diéu tri thuéng quy
n=35

Loaivong2 (h = 5)
= Rut khéi th& nghiém (n = 2)
= Mt theo dsi (n = 1)

= Xuét vién trudc ngay thir 3 (n = 2)
= Bién chirng trong qua trinh diéu tri (n=0)

Loaivong2 (n=5)
= Rat khéi thir nghiém (n=1)
= Mét theo d5i (n = 2)
= Xuét vién trudc ngay thir 3 (n 2)
= Bién chirng trong qua trinh diéu tri (n=0)

Loaivong2 (n=5)
= Rut khdi thir nghiém (n = 0)
* Mt theo dBi (n = 3)
= Xu?t vién trwdc ngay thor 3 (n_= 2)
= Bién chirng trong qua trinh diéu tri (n=0)

Phan tich (n = 30) ‘ ‘

Két thiic can thiép ‘

Phan tich (n = 30) ‘ ‘ Phan tich (n = 30)

Hinh 1. Cac bwéc thwe hién trong nghién ctvu cho thir nghiém 1am sang danh gia an toan va tac dung clia cac san pham bao tir Igi khuan Bacillus trén
tré bi tiéu chay kéo dai. Thu thap va phan tich di¥ liéu dwgc thye hién tlr ngay 0 dén khi xuét vién. Nghién ctru dwoc thue hién tir thang 7/2022 dén thang 7/2023.

vao cudi can thiép (0=0,05; power=0,8). Do ty I¢ tré¢ em nhap vién
voi triéu chitng TCKD trong tat ca cac bénh da day/rudt ¢ tré em
duge nhap vién tai Khoa Tiéu hoa, Bénh vién Nhi Trung uong, du
kién c6 khoang 150-200 bénh nhan tham gia khao sat dé thu dugrc
105 bénh nhan du diéu kién tham gia nghién ctru (n=35 cho mdi
nhém x 3 nhom). Cac bénh nhan dugc gan ngiu nhién bing cch
rat tham vao cdc nhom dwoc ma hoa ngu nhién: nhoém chimg
(nhém A), Dia30 (nhém B) va Clausy (nhom C). S6 bénh nhan
dugce tinh du khodng 10% dé dam bao sb luong bénh nhan khi két
thiic nghién ctru dat duge nhu ky vong, ¢6 tinh toan téi rui ro cha
me bénh nhén rat khoi nghién ciru trong qué trinh theo dai diéu tri.
So db cua nghién ctu dugc hién thi trong hinh 1.

Cdc tiéu chi wa chon bao gom: Bénh nhan 3-24 thang tudi b
di ngoai phan long hodc nudc bat thuong xay ra it nhét 3 lan/ngay
kéo dai tir 14 ngay tr6 1én (tdi da 29 ngay) ma khong thdy thuyén
giam, nhap vién diéu tri tai Khoa Tiéu hoa, Bénh vién Nhi Trung
uong. Cha me tryc tiép chim séc tré khoe manh, hiéu ndi dung cau
hoi phong van, dong ¥ tham gia va tuan thii quy trinh nghién ctru.

Cdc tiéu chi logi trir bao gom. (1) Bénh nhan ¢6 bat ky bénh
ly toan than nao khac ngoai tiéu chay khi nhap vién nhu di tat tim
bam sinh, khe h vom, sit moi, hoi chung Down, bai ndo (do cac
bénh nay co thé gay ra cac vén dé lién quan dén duong tiéu hoa va
anh huong dén tang truong cua tré); (2) Tré chan dodn méic bénh
lao, HIV hodc bénh ly rudt viém man tinh (b¢nh Crohn, viém loét
dai tryc trang chay mau), bénh Celiac; (3) Tré nhap vién trong tinh
trang ning nhu soc, co git, kho tha, suy ho hap... (4) Tré dé non,
suy dinh dudng véi chiéu cao, can nang lic nhap vién <-3SD (chi
s do can nang theo tudi (Z-score)) hodc phu.
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Bang cau hoi, quy trmh diéu tri va quan sat lam sang Cha me
cia bénh nhan dugc yéu cau cung cp cac thong tin sau vé con cdi
cua ho: ho va tén day du, gidi tinh, tudi, hoi ctru thong tin vé thai
san clia me, tiém chung cua tré, st dung khang sinh va bénh nén...
Y td va hg 1y duogc dao tao dé cho tré uéng theo liéu 2 dng (gia
dugc hodc probiotics) mi lan, ba lan mdi ngay (tong cong 6 ong
moi ngay - “lleu tin 1 cOng”) trong 3 ngay dau va hai lan moi ngdy
(tong cong 4 dng mdi ngay - “lidu duy tri”) trong nhimg ngdy diéu
tri tiép theo. Bao tir loi khudn Bacillus duoc st dung két hop véi
phac o diéu tri bénh thong thuong tai bénh vién, nhu dung dich
bu dién giai (Oremut), gluconate kém va khang sinh trong truong
hop nhiém vi khuan. Thir nghiém d¢ nhay v6i khang sinh va diéu
tri khang sinh thich hop da dugc cung cép cho tit ca bénh nhan co
két qua dwong tinh cho cac ching vi khudn gay bénh tiéu hoa. Céc
khang sinh dung dé diéu tri c6 thé 1a khang sinh duong ubng (vi du
Zithromax hodc Ciprofloxacin) va/hodc khang sinh duong tiém (vi
du Ceftriaxone, Ciprofloxacin, Metronidazole, hogc Vancomycin).
Trong qué trinh diéu tri, bénh nhan duoc theo ddi hang ngay de
theo doi cdc triéu ching thong thuong cua tiéu chay, bao gom 56
lan di ngoai >3 lan/ngay, phan co nhiy, phan long - toé nudc theo
thang phan loai phan cta tré nho (thang phan loai gom cac type 1,
2,3, 4, 5A va 5B, trong d6 phan 1ong - toé nudc thudc type 4, SA
va 5B) cho dén khi xuat vién. Tinh trang strc khoe ctia bénh nhan
duoc quan sat va ghi chép trong hd so bénh 4n boi bac sy va y ta.

Quan st hién vi va do dp pH ciia phan: Céc xét nghiém nay
da duoc tién hanh vao ngay 0, 3 va 5 cho tit ca bénh nhan tham
gia theo quy trinh thong thudng tai Khoa Vi khuan - Virus, Bénh
vién Nhi Trung wong. Cac xét nghiém bao gém: (1) Xac dinh su co
mit cla tiéu ciu va bach cau trong phan, dugc phan loai thanh cac
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mirc d6 khéc nhau bao gdm am tinh (-), ¢ vét (+), nhe (++), trung
binh (+++) va nang (++++); (ii) Do d§ pH cua phan, vdi khoang
5,5-6,5 dugc xem la binh thuong, trong khi cac gia tri nam ngoai
khoang nay dugc phan loai la bat thuong. Pay ciing 1a mot tiéu
chi sang loc dé dam bao céc tiéu chi lya chon va can béng dau vao
cho mdi nhom.

Phuwong phdp xét nghiém real time RT-PCR da moi: Bo xét
nghiém Cartridge QIAstat-Dx Gastrointestinal Panel (Qiagen,
Hoa Ky) duoc str dung cho xét nghiém vao ngay 0 tai Khoa Sinh
hoc phén tir cdc bénh truyén nhiém, Bénh vién Nhi Trung wong
theo tiéu chuan ISO 15189:2012, bang hé thong phén tich ty dong
hoan toan theo hudng dan cta nha san xuat dé phat hién 24 chung
vi sinh vat duong rudt trong miu phan véi muc dich tw vin vé
phuong phap diéu tri thich hop. Céc ching vi sinh vat dugc phét
hién bao gdm: Entamoeba histolytica, Cryptosporidium spp.,
Giardia lamblia, Cyclospora cayetanensis, Vibrio vulnificus, V.
parahaemolyticus, V. cholerae, Campylobacter spp. (C. jejuni, C.
upsaliensis, C. coli), Salmonella spp., Clostridium difficile (tcdA/
tedB), Yersinia enterocolitica, Enterotoxigenic E. coli (ETEC),
Enteropathogenic E. coli (EPEC), Enteroaggregative E. coli
(EAEC), Shiga-like toxin-producing E. coli (STEC), Shiga toxin-
producing E. coli (STEC) serotype O157:H7, Enteroinvasive
E. coli (EIEC), Shigella, Plesiomonas shigelloides, Human
adenovirus F40/F41, Norovirus GI, Norovirus GII, Rotavirus A,
Astrovirus va Sapovirus GI/GII/ GIV/GV. Quy trinh bao gom viéc
str dung 25-100 mg phan trén mdi ml chat mang Cary-Blair, sau do
chuyén 200 pl mau vao ong Cartridge QIAstat-Dx Gastrointestinal
Panel. Tiép theo, mi vach ctia miu va dng Cartridge QIAstat-Dx
Gastrointestinal Panel dugc quét bang thiét bi phan tich QIAstat-
Dx Analyzer 1.0, va qua trinh phan tich duoc khdi dong. Phan (ing
real time RT-PCR dugc thyc hién ¢ chu trinh nhiét: 50°C trong
20 phut, 95°C trong 15 phut, tiép theo 1a 45 chu ky khuéch dai va
phat hi¢n ¢ 95°C trong 10 gidy, 60°C trong 1 phut, 72°C trong 30
gidy. Sau 70 phut, két qua dugc phan tich bang thiét bj phan tich
QIAstat-Dx Analyzer 1.0.

Pong thoi, xét nghiém real time PCR SYBR Green sir dung
moi dic hiéu ciing dugc thyc hién trén mau phan nhung ¢ 3 mdc
thoi gian ngay 0, 5 va ngay xuét vién (néu sau ngay 5) dé phat hién
su hién dién cta B. subtilis, B. clausii va B. coagulans nham kiém
tra viéc s dung probiotics hodc gia dugc ding cach trong cac
nhom thi nghiém va kiém soat twong tmg [13]. Diéu kién real time
PCR SYBR Green dugc thiét 1ap nhu sau: 95°C trong 10 phut,
khuéch dai trong 40 chu ky tai 95°C trong 15 gidy, 60°C trong
20 gidy, 72°C trong 30 gidy. Mau phan dugc coi 14 chita Bacillus
thudc mot trong ba loai B. subtilis, B. clausii, B. coagulans khi gia
tr1 C, ciia mOi phan (g ddc hi¢u 1 <35. Quy trinh “in-house” duge
toi 1ru va thyc hién phuc vy cho myc dich nghién ciru tai Khoa Sinh
hoc phan tir cac bénh truyén nhidm, Bénh vién Nhi Trung wong.

2.3. Phén tich thong ké
Phan tich bang dugc thuc hién trén bién phan loai bé'lng cach sur

dung kiém dinh 2 hogc Fisher's exact test khi gia tri ky vong cua
bat ky 6 nao dudi ndm. Céc bién lién tuc hodc ddc lap dugc so sanh
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béng cach su dung kiém dinh Wilcoxon hodc kiém dinh Mann-
Whitney test khi dit liéu khong tuan theo phan phdi chuén. Phan
tich théng ké va db hoa duogc thuc hién bang phin mém GraphPad
Prism v8.4.3 (GraphPad Software, California, Hoa Ky).

2.4. Dao dirc nghién ciru

Nghién ctru ndy da duogc Hoi dong dao dirc trong nghién ctru
y hoc ciia Bénh vién Nhi Trung wong chap thuén theo Quyét dinh
1077/BVNTU-HDDD ngay 1/6/2022 va da duge thuc hién tudn
thi cac nguyén tic dao dtrc dugc néu ra trong tuyén bd Helsinki,
huéng dan ICH GCP va céc quy dinh va tiéu chudn cia By Y té
Viét Nam vé nghién ciru dbi twong nguoi. Tt ca phu huynh cua
cac bénh nhan nhi tham gia nghién ctru da dugc thong bao day du
vé nghién ctru va dong ¥ tham gia nghién ctru. Nguoi tham gia co
quyén rat khoi nghién ctru bt ¢t e ndo theo yéu cau.

< .
3. Ketqua

3.1. Thiét ké thir nghiém va dic diém lim sang, cdn lim sang
cia tré ¢ thoi diem dau vao tham gia nghién ciru

Tu thang 7/2022 dén thang 7/2023, téng cong 163 tré da dugc
sang loc dé du diéu kién tham gia nghién ctru. Trong s6 d6, 105
tré tham gia bi TCKD d4 dugc ngau nhién chia thanh 3 nhom,
mdi nhém 35 bénh nhéan, bao gf“)m nhom ching, nhom Dia30
stt dung LiveSpo DIA30 va nhom Clausy su dung LiveSpo
CLAUSY. Trong thoi gian theo ddi binh thuong 5-9 ngay sau
diéu tri, 5 ngudi nhom chimg, 5 ngudi nhom Clausy va 5 nguoi
nhoém Dia30 di bi loai trir, dan dén s ngudi tham gia vao phan
tich cudi cting ctia nhém Chimng, Clausy va Dia30 tuong img con
30 bénh nhan (hinh 1).

Bing 1 cho thdy, tré em mac ching TCKD tham gia vao nghién
ciru ndy co do tudi tir 3 dén 24 thang, va khong co su khac biét
dang ké vé tudi tac hay phan bd gidi tinh gitta nhom Clausy so v6i
nhém Chimg (p=0,49 va 0,79) hay gita nhom Dia30 véi nhom
Chimg (p=0,19 va 0,59). Trudc khi diéu tri, cac dac diém 1am sang
co ban, bao gdm tan suat di ngoai hang ngay >3 lan/ngay, phan
cd nhay, va phan 16ng - toé nude phan loai thude céc type 4-5B,
khong co su khac biét dang ké giita nhom Clausy so véi nhom
Chung (gia tri p twong tng cho 3 triéu ching la: 0,12; 1 va 0,24)
hay gitta nhom Dia30 v6i nhom Chung (gia tri p twong ung cho 3
triéu ching 1a: 0,08; 0,19 va 0,4).

Hon nita, chiing toi cling thay khong c6 sw khéac biét dang ké vé
cac dic diém can 1am sang lién quan tdi tinh chat phan, bao gém
sy hién dién cua té bao bach cdu (leukocytes) va té bao héng ciu
(erythrocytes) trong phan gitta nhom Clausy so voi nhom Chimg
(p=0,57 va 1) hay gilta nhom Dia30 so voi nhom Chung (p=0,08
va 0,69); ciing khong co sy khdc biét dang ké vé cac gi4 tri pH bét
thuong cua phan ndm ngoai khoang pH binh thuong tir 5,5 dén 6,5
gilta nhom Clausy so voi nhom Ching (p=1) hay gitta nhém Dia30
so voi nhom Chung (p=0,79).

Nhu duoc thé hién & bang 1, c6 mot ty 1¢ nhat dinh gﬁn 30%,
bao gdm 26,67% trong nhom chimg, 26,67% trong nhom Clausy

16



Khoa hoc Y - Duoc | Y hoc Iam sang, Y hoc du phong ms

Bang 1. Dac diém Iam sang va can 1am sang cla tré em bi tiéu chay kéo dai trwéc va trong qua trinh diéu tri.

. Nhém chiing Nhém Clausy Nhom DIA30 Gidtrp
Céc chi so Clausy - chimg DIA30 - chirng
Ngay 0 Ngay 3 Negay § Ngay0  Ngay3  Ngap5  Ngay0 Ngay3  Ngap5  Ngay0 Ngay3  Ngay5 Ngay0 Ngay3 Ngay s
Tudi (thing)
3x<12,n (%) 29(96,67) 30(100,0) 26 (86,67)
12<x<24, 1 (%) 1(333) 0(0,00) 4(1333) e .
Gioi tinh
Nam, n (%) 18 (60,00) 19(63,33) 20 (66,67)
Nir, n (%) 12 (40,00) 11 (36,67) 10(33,33) o b
Dic diém lam sang
SO lan dingodi (>3 linngay), n %  29(96.67) 19(6333) 14(46,67) 25(83,33) 17(56,67) 6(20,00) 24(80.00)  15(50,00) 3(10,00) 0,12 06 003 008 03 0,0037
Nhay trong phn n % 29(96,67)  27(90,00)  21(70,00)  29(96,67) 21(70,00) 12(40,00) 26(86,67)  22(73,33) 8(26,67) | 0,06 002 019 011 0,0012
Phan loai phan (Type 4-5B) n % 28(93,33)  23(76,67) 15(50,00) 25(83,33) 15(50,00) 8(26,67) 26(86,67) 12(40,00) 7(2333) 024 0035 0067 04 0,005 0,035
Két qua soi phin
Hong ciu (>24) n % 10(3333)  3(10,000 1(3,33)  8(26,67) 3(10,000 0(0,000 4(1333)  2(667) 0(000) 057 1 049 008 0,64 049
Bach ciu (>24) 1% 27(90,00)  15(50,00) 5(16,67)  27(90,000 5(16,67) 1(333)  26(86,67)  3(10,00) 0(0,00) I 0,008 012 069 0002 009
ChisopH (pH<5,5+pH>65)n%  19(63,33) 17(36,67) 13(4333) 19(63,33) 16(53,33) 12(40,00) 18(60.00) 18(60.00) 9(30,0) 1 038 079 079 079 0,29
Campylobacter spp. 1(3,33) 2(6,67) 2(6,67)
Clostridium difficile 1(3,33) 3(10,00) 1(333)
Enteroaggregative E. coli 2(6,67) 1(3,33)
Enteropathogenic E. coli 1(3,33) 1(3,33)
Enterotoxigenic E. coli 1(3,33)
Plesiomonas shigelloides 1(3,33)
Salmonella spp. 3(10,0) 1(333) 1(333)
Astrovirus 2(6,67)
Norovirus (GI, GII) 2(6,67) 2(6,67) 5(16,67)
Rotavirus A 1(3,33)
$6 bénh nhan 8(26,67) 8(26,67) 9(30,0) 1 0,77

vi 30% nhém Dia30 dugc phat hién nhiém cac vi sinh vat giy
bénh dudng rugt. Trong cling mot mau phan, ¢6 thé ¢o don I¢ 1 tac
nhan hay ¢6 t6i 2, 3, dén 4 tic nhan nhiém ddng thoi sau khi sang
loc 24 vi sinh vat pho bién nhat giy tidu chay bang k¥ thuat real
time RT-PCR nhw di mo ta ¢ phan phwong phap. Trong céc tac
nhan sang loc dugc, phat hién théy téng cong co 11 loai vi sinh vat
gy bénh, bao gdm 7 loai vi khuan va 4 loai virus dugc phét hién
trong cdc mau phéan cuia tré tham gia nghién ctru. Trong d6, cac
vi sinh vat gy bénh ph bién nhat trong ca 3 nhém 1a Norovirus
(GI, GII) (n=5 trong nhom Dia30, ty I¢ chiém 6,67-16,67%). Tiép
theo 1a C. difficile san sinh doc to A/B (n=3 trong nhém Clausy, ty
18 chiém 3,33-10%), Salmonella spp. (n=3 trong nhom chimg, ty
1¢ 3,33-10%) va Campylobacter spp. (n=2 trong nhom Clausy va
Dia30, ty 1¢ chiém 3,33-6,67%).

Két ludn lai, cac bénh nhan nhi dugc phan nhom ngﬁu nhién
v ¢6 tinh chat tuong dong nhau vé cc chi s6 14m sang va can 1am
sang 6 thoi diém dau vao nghién ctru, vi vay thoa man dicu kién
dé tién hanh thir nghiém can thiép v6i phac do thuong quy két hop
Vo1 probiotic cho nhom thir nghiém va gid dugce cho nhom ching.

JHOAHOC . -

3.2. An toan ciia bao tir lpi khudn Bacillus khi ding ¢ liéu
cao

Trong thoi gian diéu tri, chuing ti khong ghi nhan bat ky truong
hop phan tmg phy nao ddi v6i san pham LiveSpo CLAUSY va
LiveSpo DIA30 ¢ liéu cao, 1én ti 8-12 ty CFU hang ngay dbi v6i
san pham LiveSpo CLAUSY va Ién t¢i 20-30 ty hang ngay déi voi
san pham LiveSpo DIA30, nhu mé ta & phan phuong phap. Dic
biét, khong c6 truong hop non mira hay thay doi nhiét do qua 1°C
ndo dugc quan sat & bat ky tré nao ¢ 2 nhom sir dung san pham nay.

3.3. Hiéu qud gidm s6 ldn di ngodi ¢ bénh nhan tiéu chdy kéo
dai khi uong bao ti lgi khudn Bacillus

Pau tién, chung toi danh gia thoi gian diéu tri can thiét dé
lam giam triéu chimg 1dm sang dién hinh nhét cua tiéu chay la “di
ngoai >3 lan/ngay”. Thudt ngir “ngdy diéu tri” duoc dinh nghia 1a
ngay dau tién (trong qua trinh diéu tri) khi bénh nhan khong con
biéu hién triéu chung do. Két qua, duogc thé hién & bang 1 cho
thiy, s6 luong bénh nhan biéu hién triéu chimg nay ¢ ngy 5 cua
nhom Clausy (20%) va Dia30 (10%) da it hon nhiéu so véi nhém
chimg (46,67%) va su khac biét nay ¢6 y nghia thong ké, voi gia

n
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1¢ nay. Xu hudng khoi tri¢u
chimng ting dan theo ngay diéu
tri va dén ngay thtr 7, hau hét
100% tré em trong nhém Dia30
da hdi phuc khoi triéu chimg
nay, trong khi nhom Clausy va
nhom chimg can 9 va 10 ngay
twong mg dé kiém soat hoan
toan 100% tré¢ khong con triéu
ching. Dua trén dir lidu vé ty
1¢ bénh nhan khong con tri¢u

O Nhém Chiing
4 Nhém Clausy

@ Nhom DIA30

(A) (B)
=0.0001
121 ? 100+
p =0.0637
1
101 p=00215 >
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o 8 000 A ]
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00 A 0000000
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Nhém ching Nhom Clausy Nhom DIA30 0 1

Hinh 2. S6 ngay diéu tri triéu chirng di ngoai hon 3 Ian/ngay (A) va ty I1é phan tram (%) bénh nhan khéng con
triéu chirng quan sat theo th&i gian diéu tri (B) & nhém chirng, Clausy, va Dia30. Phuong phap phan tich Mann-
Whitney test dwoc st dung dé danh gia sw khac biét cé tinh thong ké gitra cac nhém.

tri p=0,03 & nhom Clausy va p=0,0037 & nhom Dia30. Két qua
nay thong nhat voi két qua ¢ hinh 2 vé sb ngay diéu tri tridu
chimng di ngoai >3 lan/ngay & 3 nhom tham gia thir nghiém. Cu
thé, két qua & hinh 2A cho thiy, s ngay diéu trj cho triéu chimg
di ngoai >3 lan/ngay khoi nhanh nhat 6 nhom Dia30 (trung vi:
3 ngay), tiép theo 1a nhém Clausy (trung vi: 4 ngay), so véi
nhom chimg (trung vi: 5 ngay). Viée rat ngén thoi gian diéu tri
2 ngay & nhom Dia30 so v6i nhém chimg 1a c6 ¥ nghia thong
ké, v6i gia tri p=0,0001. Tuy sy khac biét giita thoi gian diéu
tri cia nhom Clausy vdi nhém ching som hon 1 ngay chua co
¥ nghia thong k&, nhung véi | gid tri p=0,0637 nho hon 0,1 cing
chi ra dugc xu huéng rat ngén thoi gian diéu tri triéu ching nay
khi bénh nhén st dung LiveSpo CLAUSY. Két qua & hinh 2A
ciing chi ra sy khac biét trong thoi gian diéu tri cia nhom Dia30
s0 v6i Clausy 1a c¢6 ¥ nghia thong ké v6i p=0,0215, chimg to
LiveSpo DIA30 c6 tac dung rat ngin thdi gian tiéu chay nhanh
hon so véi LiveSpo CLAUSY.

Nhu dugc thé hién ¢ hinh 2B, trong vong 1 ngay dau sau
khi bat dau diéu tri, khong c6 sy khac biét dang ké vé sb luong
bénh nhan khoi triéu chimg di ngoai hon 3 lan/ngay gitra nhom
chtiing va nhom Clausy, voi ty 1€ dat dugc khoang dudi 5%.
Dang chu y, nhom Dia30 dat ty 1€ bénh nhan khai triéu chung
nay lén toi khoang 25% trong
ngay ngay dau tién didu tri. Bit  (A)

3 4 5 6 7 8 9 10
Ngay diéu tri

chiig di ngoai >3 1an/ngay theo
thoi gian duoc thé hién ¢ hinh
2B, c6 thé thdy nhom Dia30,
Clausy va nhém ching co6 thoi
gian didu tri khi 50% bénh nhan
khong con tri¢u cht’mg (Days of
treatment, DT, ) tuong ung 132,2; 3,2 va 4,3 ngay. Két qua cho
thay, liéu phap hd tro bang bao tir lgi khuan Clausy va Dia30
hiéu qua hon tuong ung gap 1,3 va 2,0 lan so véi lidu phap
thuong quy khi cai thién tin sut di ngoai & bénh nhan.

3.4. Hiéu qua giam phdn nhdy khi uéng bao tir lgi khudn
Bacillus

Tuong ty v6i viée danh gid tic dung giam triéu chimg tan
suat di ngoai >3 lan/trong ngay, chung t6i cling quan sét thay
¢6 su khéc biét dang ké giita 2 nhom st dung bao tir loi khudn
Bacillus so voi nhom chirng trong giam tri¢u chitng phén c6
nhdy. Cu thé, nhém Clausy va Dia30 da rat ngin duoc thoi
gian didu tr1 twong Ung 14 2 va 2,5 ngay, thé hién qua gia tri
trung vi vé thoi gian diéu trj triéu chimg phan co nhay (hinh
3A) cho cdc nhom chimg, Clausy va Dia30 1an luot 13 6, 4 ngay
(p=0 002) va 3,5 ngay (p=0 0001) Su chénh [éch nay la co y
nghia thng ké khi gia tri p déu nho hon 0,05, va dugc cung c6
b6i s6 lidu thé hién & bang 1 cho thay tai ngay 5, s6 bénh nhan
con triéu ching phan nhay & nhém Clausy (40%) va Dia30
(26,67%) da it hon nhiéu so véi nhém chimg (70%), véi gia tri
p=0,02 ¢ nhom Clausy va p=0,0012 & nhém Dia30.

(B)

dau tr ngay thu 2, c6 su tang 124 | p = 0.0001 100~
dang ké va lién tuc trong ty 1¢ . p=0002 .
A A ve A , X 104 [cee) 5 804
bénh nhan khdi triéu chung nay 5 N 2
trong ca 3 nhém nghién clu, . # 0000 Adaa ° g ]
v6i ty 1¢ khoi bénh dat nhanh 2 ] @% e
nhat & nhém Dia30, sau do la 2 AkkkhAd eosce & 40
r A+ N N , 44 000 AAAAA _E
nhom Clausy, cuoi cung 1a nhém 0000 N D 5 © Nnom Ching
ching. Dén ngay thtr 3 va 4, hon 2 oo AAAAAA ovoe = 207 o & Nhom Clausy
2 . AAA [ J @ Nhom DIA30
50% tré em tuong Ung trong o & 7
Nhom chiing Nhém Clausy Nhom DIA30 0o 1 2 3 4 5 6 7 8 9 10

nhom Dia30 va Clausy da khong
con triéu ching di ngoai >3 1an/
ngay, trong khi nhom chimg phéi
to1 ngay ther 5 moi dat dugc ty
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Ngay diéu tri

Hinh 3. S8 ngay diéu trj triéu chirng phan nhay (A) va ty Ié phan trdm (%) bénh nhan khéng con triéu chirng
quan sat theo thei gian diéu tri (B) & nhém chirng, Clausy va Dia30. Phwong phap phan tich Mann-Whitney test
duwoc st dung dé danh gia sw khac biét cd tinh thdng ké gitra cac nhom.
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Dua trén dit liéu vé ty 1€ bénh nhan khong c6 triéu chirng phan
nhéy theo thoi gian dugc thé hién trong hinh 3B, chung tdi tinh
toan va nhan thay rang, ca 2 nhom Clausy va Dia30 c6 gi4 tri DT,
cho triéu chimg phan nhay thép hon so véi nhom chimg. Cu the
DT, & nhom chimg, Clausy va Dia30, Clausy c6 gid tri twong tng
la 5 3 3,4 va 3,1 ngay. Két qua cho thdy, liéu phap hd tro bang bao
tir loi khuan LiveSpo CLAUSY va LiveSpo DIA30 hiéu qua hon
gép 1,6 va 1,7 1an so véi liéu phap thuong quy khi céi thién triéu
chtmg phan ¢6 nhay 6 tré bj TCKD.

3.5. Hiéu qud giam phin long - toé nwdc khi uong bao ti lpi
khudn Bacillus

Cudi cung, chiing t6i danh gia hiéu qua cai thién tinh chit cia
phan bang cach quan sat triéu chimg phan 16ng - toé nudc ¢ bénh
nhan gitra cac nhom. Két qua cho thy, khi udng bao tir loi khudn
Bacillus, c6 su khac biét dang ké gilra 2 nhom su dung bao tur 1gi
khuén Bacillus so v6i nhom chung vé 6 luong bénh nhan c6 tinh
chat phan 1ong - toé nudc thudc type 4, SA va 5B theo thang phan
loai phan cho tré nhé. Két qua (bang 1) cho thiy ngay tai ngay thir
3, s6 luong bénh nhan biéu hién tridu chimg nay ¢ nhom Clausy
(26,67%) va Dia30 (23,33%) da it hon dang ké so voi nhom chung
(50%), su khéc biét nay co y nghia thong ké véi gia tri p=0,035
cho nhom Clausy va p=0,005 cho nhém Dia30. O ngay thir 5, co
su khac biét rd hon ¢ nhém Dia30 so voi nhom ching vai gia tri
p=0,035.

Ket qua ndy cting tuong thich vdi két qua ¢ hinh 4 lién quan
dén s6 ngay diéu tri trigu chtmg phén 16ng - toé nude trong 3 nhom
tham gia thir nghiém. Cy thé, nhom Clausy va Dia30 déu da rat
ngin thoi gian diéu trj 1an luot 12 1a 2 va 3 ngay, duoc thé hién qua
gi4 tri trung vi cta thoi gian diéu trj tridu chimg phan long - toé
nude (hinh 4A) ¢ nhom chung 1a 5 ngay con ¢ nhom Clausy (3
ngay) va Dia30 (2 ngay). Su chénh léch ndy c6 ¥ nghia thong ké so
v6i nhom chimg khi tt ca gi4 tri p déu nho hon 0,05, véi p=0,0322
¢ nhom Clausy va p=0,0009 6 nhom Dia30.

Dya trén két qua & hinh 4B v ty 1¢ bénh nhan khong c6 trigu
chimg phan long - toé nude theo thoi gian, ching t6i nhan thay,
nhom Clausy va Dia30 co gia tri DT, cho tri¢u chimg nay thap

(A) (B)
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hon déng ké so voi nhom chimg, véi gia tri DT,, la 4,5 ngay cho
nhém chimg, 2,5 ngay cho nhom Clausy va chi con 1,9 ngay cho
nhom Dia30. Két qua cho thiy, lidu phap hd trg bing bao ti loi
khuan Clausy va Dia30 hidu qua hon gép 1,8 1an va 2,4 lan so v6i
liéu phap thuong quy khi cai thién triéu chimg phan long - toé
nudce & tré bi TCKD.

4. Ban luan

St dung vi sinh vat c6 lich sir an toan va dem lai tac dung
loi cho strc khoé ctia con nguoi dudi dang thuc pham b sung
probiotic cho duong tiéu hoa la xu hudng dugce cac nha khoa
hoc va céc nha san xut probiotic quan tam tir trude tdi nay. Céc
nghién ctru trude di chimg minh duoc khd ning hd trg diéu tri
tiéu chay cap cua bao tir loi khuan B. subtilis va B. clausi & céc
liéu sir dung thong thuong trong khoang 4-5 ty CFU/ngdy va
hiéu qua r0 rét dem lai thuong sau téi 5-7 ngay su dung [12, 14].
Pay 1a nghién ctru thir nghiém 1dm sang mau mu c6 déi chimg
dau tién trén thé gioi danh gia vé mat an toan va hiéu qua cua
bao tir loi khuan Bacillus thudc 3 loai B. subtilis, B. clausii va B.
coagulans & liéu st dung hang ngay khé cao, 1én t6i khoang 8-12
ty di voi san phim LiveSpo CLAUSY va 20-30 ty dbi voi san
phim LiveSpo DIA30 & didu tri TCKD 6 tré em 3-24 thang tudi.
Cac lidu cao nay dugc chon dya trén liéu lugng vi sinh vat co thé
str dung cho muc dich hd trg diéu tri, dugc khuyén cdo boi To
chirc Tiéu hoa Gan mat Thé gioi (WGO) [15]. Két qua v& an toan
cua nghién ciru cho thy, liéu phap diéu tri véi bao tir loi khuan
Bacillus & nhitng lidu cao nay da duoc dung nap t6t va khong ¢o
bién cd bét loi nao dugc ghi nhan. Két qua nay cang khing dinh
thém lich sir an toan cua bao tir loi khuén thudc 3 loai B. subtilis,
B. clausii va B. coagulans.

Sir dung men vi sinh trong diéu tri tiéu chay ¢ tré em da dugc
ching minh 1a ¢6 hiéu qua trong viéc giam thoi gian tiéu chay va
giam tin sudt di ngoai nho' qué trinh diéu chinh chimg rdi loan
tiéu hoa va phuc hoi hé vi sinh duong rudt. Dac biét, cac dang
men vi sinh bang duong udng gitip cai thién sy mat cén bang
vi khuan cia co thé con ngudi va ¢6 kha ning chdng lai nhiém
tring dudng rudt. Lién quan dén hidu qua cta bao tir loi khuan
Bacillus trong giam tri¢u ching
cta bénh Iy duong tiéu hoa, két
qua nghién clu cla ching toi
cho thay co sy giam thiéu dang
ké vé& thoi gian didu tri ca ba
triéu chimg dién hinh cho tré em
bi TCKD, thé hién qua gia trj
trung vi dugc quan sat & nhom
Dia30 va Clausy luon thap hon
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Ngay diéu tri
Hinh 4. S6 ngay diéu tri triéu chirng phan 1ng - toé nwéc thudc type 4-5B theo thang phan loai phan cia tré
nho (A) va ty 1é phan tram (%) bénh nhan khong con triéu chirng quan sat theo thoi gian diéu tri (B) & nhém
chirng, Clausy va Dia30. Phwong phap phan tich Mann-Whitney test dwoc st dung dé danh gia sw khac biét c6 tinh
thdng ké gitra cac nhom.
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0 vOi gid tri nay ¢ nhom chung
khoang 1-3 ngay, tuy tung tri¢u
ching. Nhém st dung LiveSpo
DIA30 va LiveSpo CLAUSY da
cho thdy su giam déng ké ca 3
triéu chimg dién hinh lién quan
dén TCKD tai hai thoi diém quan
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sat, cu thé 1a s6 bénh nhan thé hién ca 3 triéu chling déu giam c6
¥ nghia thong ké ¢ ngay 5 so voi nhom chimg (bang 1). Cac hinh
d0 thi thé hién s bénh nhan khong con tridu chimg tiéu chay ciia
cac nhom Clausy va Dia30 ciing ¢6 toe do bénh nhan khoi bénh
nhanh hon so v6i nhom chimg, va sy khac biét nay bat ddu quan
sat thiy & ngay ngay thir 1-2 sau khi st dung probiotic. Trong do,
nhém Dia30 co tde do khoi bénh nhanh nhét va vuot tri so véi
ca nhom Clausy. Diéu nay co thé 1a do cac bao tir loi khudn B.
subtilis, B. clausii va B. coagulans & san pham LiveSpo DIA30
co nf”)ng do rét cao, 1én t6i 5 t}“//éng, cao hon 2,5 1an so véi bao tir
loi khuan B. clausii & san pham LiveSpo CLAUSY, nén bam dinh
trén niém mac rudt nhiéu hon, tic dung hi¢p dong dé nay mam
thanh té bao sinh truong va phat trién dé can bang hé vi sinh vat
duong rudt nhanh va hi¢u qua hon. Mot s0 nghién ctru lam sang
khéac st dung cac chung Lactobacillus sp. va Saccharomyces
boulardii [16] hay ching L. rhamnosus GG [17] cling da cho
thay hidu qua cua viéc diéu tri bing men vi sinh, nhung véi tdc
d6 cham hon so véi LiveSpo DIA30 vi viéc giam s6 lan di ngoai
dat dugc vao ngay tha 5 ¢ tré em TCKD. Nghién ctru cua S.
Basu va cs (2007) [17] sir dung liéu cao cta men vi sinh chira
Lactobacillus rhamnosus GG ndng do trong khoang 10'°-10'2
CFU lai déu cho hiéu qua nhu nhau & ci hai liéu lugng trong
viéc giam tan suat va thoi gian tiéu chdy ciing nhu giam thoi gian
nim vién & ngay tht 6, rat ngin 2 ngay diéu tri so voi nhom doi
chirg khong su dung probiotic 1a 8 ngay. Nghién ctru ching t6i
str dung bao tir loi khuan Bacillus c6 kha ning tao bao tir va song
st cao trong moi truong acid tai da day gitip tac dung nhanh va
hiéu qua hon khi so sanh véi hai nghién ciru nay. Két qua nghién
ciru dung liéu cao cia LiveSpo DIA30 va LiveSpo CLAUSY
da chimg minh kha ning rt ngan thoi gian diéu tri cho 3 triéu
chimg dién hinh ciia tiéu chay, gom s lan di ngoai >3 lan/ngay,
phan c6 nhdy, va phan long - toé nudc khoang 2-3 ngay, giup
cdi thién hi¢u qua 1én dén 1,3-2,4 1an. Khi so sanh giita 2 loai
probiotic sir dung, ching t6i nhan thdy LiveSpo DIA30 thé hién
kha ndng vuot troi hon so véi LiveSpo CLAUSY khi rit ngén
nhanh thoi gian diéu tri 1 ngay va ting hiéu qua diéu tri tot hon
so vdi LiveSpo CLAUSY khoang 10-50% cho ca 3 tri¢u chiing.

Toém lai, hi¢u qua dem lai khi st dung 2 loai bao tur lgi khuén
LiveSpo CLAUSY va LiveSpo DIA30 khong chi ¢6 loi rd rét cho
stic khoe duong tiéu hod cua tré em ma con giam lo au cua phy
huynh va giam thoi gian chim soc, dong thoi giam chi phi diéu
tri trong bénh vién. Liéu phap probiotic bao tir loi khuan Bacillus
dang nudc n6ng do cao co thé mang lai 1gi ich dang ké vé ca mat
xa hoi va kinh té trong viéc diéu trj tiéu chay, dac biét 1a ¢ cac
nudc thu nhap th?ip va trung binh, noi TCKD van 1a mot cin bénh
nghiém trong.

5. Két luan
Sir dung probiotic bao tir loi khuan Bacillus (LiveSpo) dang

nude, nong do cao giup ho trg diéu tri va giam cac triéu chimg tiéu
chdy & tré em bi tiéu chay kéo dai.
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