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HIEU QUA CUA BO SUNG SAN PHAM DINH DUONG
coO PROBIOTIC VA PREBIOTIC BEN CHI SO MIEN
DICH, TIEU CHAY VA NHIEM KHUAN HO HAP cUA
TRE 25-36 THANG TUOI
Nguyén Xudn Ninh', Vii Thi Kim Hoa?, Nguyén Thi Lan Phwong’, Nguyén D6 Huy*

Muc tiéu: Panh gia hiu qué cla sita co probiotic va prebiotic (Synbiotic) dén chi s6 mién
dich va tinh hinh mic bénh tiéu chay, nhiém khuan ho hap (NKHH) ctia tré 25-36 thang tudi.
Phuwong phap: Thir nghiém can thiép cong dong ngau nhién, mu doi, c6 ddi chimg; 334 tré dugc
chia ngiu nhién ra 2 nhém, hoic nhan san pham c6 (Synbiotic) hoic khong co Synbiotic(Chirng)
trong thoi gian 5 thang (400ml/ngay x 5 ngay/tuan). IgA huyét thanh dugc phan tich khi bat dau
va khi két thic nghién ctru; IgA trong phan duoc phan tich tai 3 thoi diém: bat dau, sau 2,5 thang
va 5 thang nghién ciru. SO dot mic, sé ngay méc bénh tiéu chay va NKHH dugc theo ddi hang
ngdy trong 5 thang nghién ctru. Két qua: Sau 5 thang sir dung san pham giau Synbiotic, tinh
trang mién dich ctia tré dugc cai thién rd rét: nong do IgA trong mau tang cao hon (+3,64mg/ml;
p<0, 001) va IgA trong phan cao hon (+48 mg/ g; p<0,01) so VO’l nhom chung Nhom Synbiotics
giam s lan (p<0,01), sd ngay (p<0 05) méc bénh tidu chay; sb ngay mac trung binh NKHH &
nhém Synbiotics ciing giam dang ké (p<0,05), giam 34% nguy co mac NKHH trén (OR=0,66) va
giam 86% nguy co NKHH duéi (OR= 0,14) so v6i nhom Chung.

Tir khoa: Probiotic, prebiotic, IgA phan, IgA huyét thanh, tiéu chay,nhiém khuan hé hdp.

I. PAT VAN PE

Tai Viét Nam, ty 1€ suy dinh dudng
thip coi & tré tién hoc duong co xu huc’mg
giam nhung nim gan day nhiing van ¢
mirc cao vé ¥ nghia stic khoé cong dong.
Nguyén nhan chinh cta thiéu dinh dudng
& tré em thuong do an thiéu va bénh tat.
Tré suy dinh dudng thuong kém theo rbi
loan hé thong vi khuan dudng rudt, kéo
theo ting cac dot tiéu chay do nhiém
khuan cép tinh, ciing nhu cic bénh rdi
loan man tinh kéo dai, dan dén giam hép
thu cac chat dinh dudng [2].

Gan day hé vi khuan trong dudng rudt
cling dugc nhiéu nghién ctru dé cap dén,
chung c6 vai trd rat quan trong giup duy
tri sy on dinh ctia hé tiéu hod, mién dich,
tang trudng. Lactobacilli va Bifidobacte-
ria (probiotics) 12 mot phan ciia hé vi

khuan duong rudt va di duoc tiéu thy boi
con ngudi tir cic san pham sira khac
nhau. Mot s6 gidng probiotics nay da
dugc str dung thanh cong dé cai thién két
qua cua cac bénh da day rudt, dac biét la
tiéu chay. Ngoai tac dung diéu hoa hé vi
khuan chi trong rudt, nhidu bang ching
cho thay vi khuan probiotics con c6 kha
nang diéu chinh hé théng mién dich tai
mot sb co quan khac nhau cta co thé. In-
ulin va Oligofructose (FOS) nam trong s6
nhirng “prebiotics” thuong dugc st dung
két hop véi probiotics, dugc goi 1a Syn-
biotic, v&1 y nghia dm chi tac dung hiép
ddng cua hai loai két hop [4, 5, 6, 8,10].

Ngay cang c6 nhiéu cong trinh nghién
ctru cac loai sita cho tré em c6 bd sung
dudi dang synbiotic véi hy vong tang
cudng kha niang mién dich cho tré, giam
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nguy co mac bénh tiéu chay va NKHH
cuatré [1,3,8]. Nghién ctru nay dugc thuc
hién nhim muc tiéu:

1. Panh gia hiéu qua cua sira bo
sung Synbiotic dén chi sd IgA huyét
thanh va IgA trong phéan cua tré 25-36
thang tudi

2. Panh gia hiéu qua coa sira bo
sung Synbiotic dén tinh trang mic bénh
tiéu chdy, bénh nhiém khuan ho hip cua
tré 25-36 thang tudi.

IL. POI TUQNG VA PHUONG PHAP

Thiét ké nghién ciru: thir nghiém can
thiép cong dong, ngau nhién, mu doi co
d6i chung.

C& miu: Pugc u6e tinh véi mong
mudn sy khac biét vé chi s6 IgA huyét
thanh (4+10 mg/ml); s6 ngay mac bénh
tiéu chay (0,2+0,6 ngay) ctia 2 nhoém sau
khi can thi¢p, du kién bo cudc 15%, sd
ddi tuong can chon 1a 160 tré/nhém, 320
tré cho ca 2 nhom.

Poi twong: Chon 14 nha tré thudc 4 xa
gén nhau, c6 diéu kién kinh té, xa hoi
tuong déng, thudc huyén Gia Binh, tinh
Béc Ninh. Tré ¢ d6 tudi 18-36 thang, da
cai sita me, an theo ché do & nha tré,
khong mic céac di tit bam sinh, khong st
dung cac san pham co probiotic va prebi-
otic trong thoi gian nghién clru, ¢ su
dong y tham gia ctia b6 me.

Phan nhém: ngiu nhién theo don vi
nha tré ra 2 nhom nghién ctru, véi s6
luong twong duong nhau.

Udng sira: Hang ngay tai 16p hoc, ¢o
gido pha stra 2 blta x 200 ml (36g
sua+180ml nudce) vao luc 9h sang va 15h
chiéu, udng 5 ngay/tuan x 5 thang. Co ghl
chép lai tinh hinh udng sira cua tré vao so
theo doi.

Thanh phin cia sira: Hai loai sita
thtr nghiém c6 gia tri dinh dudng tuong
duong nhau protein, lipid, glucid, nang

luong clng 30 vitamin va khoang chét.
Hai bita stta dap ung khoang 30% nhu
cau ning lugng/ngay. Sira cia nhom Syn-
biotic dugc bd sung thém Prebiotic 1
(FOS + Inulin: 3g); Lactobacillus Paraca-
sei NCC2461 (1x107cfu) Bifidubac-
terium Longum NCC300 (13x106 cfu)
trong 100 gam stra bat.

Sira dugc ghi nhan bang 14 ma sd,
tuong tmg 14 nha tré. Ban chat ma code
duogc gilr tai trung tdm Nestle Thuy S¥,
chi dugc mo khi két thuc nghién ctru sau
khi két thiic xir Iy thong ké hodc khi tré
¢6 van dé bat thuong nguy hiém.

Theo doi, giam sat: Cac cd gido dugc
tap huin pha sira, ghi chép s theo dai.
Nhan vién y té xa, nghién ctru vién giam
sat viéc ghi chép, pha sira, tinh hinh bénh
nhiém khuén cua tré. To chirc Interna-
tional Paraxel Ltd. giam sat tat ca cac
cong doan, dam bao nghién ctru thuc hién
theo quy trinh chuan GCP ciia WHO.

Cic chi sé6 mién dich: IgA trong
huyét thanh duogc phan tich tai thoi diém
bat dau va két thic nghién ctru, sir dung
ky thuat mién dich do do duc nephenom-
etry. IgA trong phan duoc thuc hién tai 3
thoi diém: khi bat dau, sau 2,5 thang, va
khi két thuc can thi¢p. Cac mau phan
dugc thu thap tai thuc dia béng éng
chuyén dung (5g phan), dugc bao qua 4-
8°C trong vong 20 phut, sau do6 duoc gilr
-20° C cho dén khi phan tich IgA bang
ky thuat ELIZA.

Theo déi bénh tiéu chay va NKHH
cua tré: Cac co giao nhan vién y té xa
dugc tap | huén vé ghi chép, phét hién dau
hiéu nhiém khuén cta tré va ghi vao s6
theo doi. Bénh duogc xac dinh theo tiéu
chudn cia WHO:

- Tiéu chay: tré di ngoai phan
loang, nhiéu nudc, hodc c6 mau, > 3
lan/ngay. Cac biéu hién d6 hét trong hai
ngay lién tyc thi coi nhu chim dat mot
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dot tiéu chdy. Tré dugc coi la tiéu chay
kéo dai khi dot tiéu chdy kéo dai >14
ngay.

- Tré duge chuan doan NKHH cap khi
tré ¢ cac biéu hién ho, sot, viém long
duong ho hap. Néu cac biéu hién do hét
trong 2 ngay lién tuc thi dugc coi nhu
chdm dut mot dot NKHH. Néu co sét,
thé nhanh >50 1an/phut, hodc co rut 16ng
nguc 1a NHHH dudi.

Xir ly ) liéu: Tt ca sb liéu duoc nhap
bang phan mém Epidata 3.1, xir Iy bang
SPSS 16.0. Chi nhiing tré an du >90% s
bira, >50% tong luong sita méi dua vao
danh gia hiéu qua can thi¢p.

Pao dirc: Dé cuong duoc Hoi dong
Dao dtrc cua Vién Dinh Dudng thong
qua. B6 me, cac thiy co gido dugc thong
béo vé muc tiéu, ndi dung, cac quyén loi
va trach nhiém, ki cam két tu nguyén
tham gia nghién ctru; tré dugc mua bao
hiém bénh tat va rii ro trong thoi gian
nghién ctru.

II-KET QUA NGHIEN CUU

3.1- Hiéu qua ciia bd sung Synbiotic
dén chi s6 IgA huyét thanh va IgA
trong phan.

3.1.1. Thay déi nong dp IgA huyét
thanh

Bdng 1: Thay doi no”‘ng do IgA huyét thanh (X+ SD) trudc va sau can thiép

Nhom Synbiotic

Chi so Thoi diem  Nhém chirng (n=168) (n=145) p (t test)
) TO 55,65+ 17,82 55,81 £ 17,52 >0,05
IgA huyét thanh T5 57,45+ 17,87 63,83 + 18,51 <0,01
(mg/mL)
T5-TO+ 8,73 £7,52¢ 12,37 £ 9,74¢ <0,001

T0: bit dau, T5: tai 5 thang nghién ciru, <: p<0,001 giita TO va T5 (t ghép cdp) ;

+ : 86 liéu dwoc biéu thi bdng “geometric mean”

Bang 1 cho thiay nong do IgA huyét
thanh trung binh tai TO cua 2 nhém khong
khac biét c6 y nghia (p>0,05). Sau 5
thang, ca 2 nhém déu co ting IgA
(p<0,001) so voi khi bat dau can thiép,
tuy nhién nhom Synbiotic ¢6 chi sb IgA

tang cao hon nhoém ching, két qua 1a gia
tang IgA huyét thanh sau 5 thang cao hon
10 rét (+3,64mg/ml; p<0,001) so voi
nhom ching.

3.1.2 Sw thay déi nong dé IgA trong
phin

Bing 2: Néng dp IgA trong phin (X + SD) tai T0, T2,5 va T5

Chi sb Thoi diém Nhg:;g;’“g Nhég‘:ﬁ;"ﬁc p (t test)
TO 297,5+275,5 270,3 £251,2 >0,05
IgA trong phan T2.,5 108,2+112,8¢ 135,2+181, 1¢ >0,05
(mg/g) T5 98,3 + 100,5¢ 115,7 £ 125,6¢ >0,05
T5-T0+ -195+162 -147+148 <0,01

+ : “geometric mean”; T0: bdt ddu, 12,5: sau 2,5 thang; T5: tai 5 thang;

¢: p<0,001 gitta TO va T5 (t ghép cap);

Bang 2 cho thiy tai thoi diém TO nong
do IgA trong phan cta hai nhém 1a tuong
duong nhau. Sau 2,5 va 5 thang can
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thiép, nong do IgA trong phan cia 2
nhom c6 xu huéng giam dan mot cach rd
rét (p<0,001), tuy vay nong do IgA cua
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nhom Synbiotic van c6 xu huéng cao hon
s0 v6i nhom chimg, két qua 1a su chénh
léch vé nong do IgA trong phan giira 2
thoi diém TO va T5 c6 su khac biét y
nghia gitra 2 nhom (p<0,01), v&i uu thé

(+48mg/g) thudc vé nhom Synbiotic.

3.2. Hiéu qua can thi¢p dén bénh
tieu chay va NKHH
3.2.1. Hiéu qud dén bénh tiéu chdy

Bing 3: 86 lin, sé ngay mic bénh tiéu chdy (Xt SD) trong 5 thdng can thiép

Nh((:lrillc‘sl;;l;’ng Nho?lll =Slyjlsl;10t1c P (t test)
S6 1an mac bénh/ 1 tré/ 5 thang 0,8+0,7 0,620,7 <0,01
S6 ngay mac/ 1 1an mac 2,642.3 2,1+1,9 <0,05
S6 ngay mic / 1 tré/5 thang 2,142 1,3+1,4 <0,001

Bang 3 cho thiy s6 dot méc bénh tiéu
chay trong 5 thang/ 1 tré o nhom Synbl-
otic la 0,6 lan thap hon co y nghia
(p<0,01) so Vcn nhom chu'ng (0,8 lan/tre)
Tuorng tu sb ngay mac trung binh/ mot
lan tiéu chay, s6 ngay méc bénh trung
binh/tré/5 thang ciing thap hon co y
nghia (giam 0,5 ngay/ 11an mic; p<0,05;
va giam 0,8 ngay/1 tré/5 thang; p<0,001)
0 nhom Synbiotic so voi nhom Chirng.

3.2.2. Hiéu quda can thiép trén bénh
nhiém khudn hé hip

Bang 4 cho thay chua c6 su khac biét
1 rét ( p>0,05) vé s6 1an méc trung binh/
tré trong 5 thang can thiép. Tuy nhién s6
ngay trung binh/ 1 1dn bi bénh c6 xu
huong giam ¢ nhém synbiotics, sy khac
biét chi thdy rd (p<0,05) khi biéu hién
bang tong sd ngdy mic/ 1 tré/ 5 thang
nghién cuu, voi uu thé thudc vé nhom
Synbiootic.

Bing 4: Sé lin, sé ngay (X+SD) mdic bénh NKHH / 5 théng can thiép

Nhom chirng

Nhom Synbiotic

(n=168) (n=145) P (ttest)
S6 1an mac bénh / 1 tré/ 5 thang 0,6+0,7 0,5+0.6 >0,05
S6 ngay mic / 1 1an méc 3,442,5 2,942.3 >0,05
S6 ngay mic / 1 tré/5 thang 2,1+2,5 1,5+ 1,8 <0,05

Bang 5 trinh bay ty 18 % mic NKHH
tréen va NKHH dudi trong thoi gian
nghién ctru. Nhém synbiotic ¢6 xu hudng
giam 34% nguy co mic NKHH trén

(OR=0,66) va giam 86% nguy co NKHH
dudi (OR=0,14) so véi nhom chung, tuy
nhién sy khac bi¢t gitta 2 nhom chua co
¥ nghia thong ké (p>0,05).
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Bing 5: Ty 1¢ mic NKHH trén va dwdi trong 5 thang can thiép

Nhom chirng Nhom Synbiotic
(n=168) (n=145) OR P
(CL.95%)  (Fisher, y2 test)
N % %
A 0,66
NKHH trén 77 45,8 35,8 >0,05
(0,41-1,04)
. 0,14
NKHH dudi 15 8,9 1,4 >0,05
(0,03-0,63)

BAN LUAN

Nghién ctru ctua chung to61 da ching
minh tré em 25-36 thang tudi, sit dung
stra c6 Synbiotic trong 5 thang, da cai
thién c6 ¥ nghia cac chi s6 mién dich IgA
trong mau va IgA trong phan so vi nhom
chtng; dong thoi ¢ nhom tré st dung san
pham c6 synbiotic c6 sb 1an va sb ngay
mic bénh tiéu chay giam thap, s6 ngay
NKHH it di 10 rét so v&i nhom ching st
dung san pham khong c6 synbiotics.

Nghién ctru cta chiing toi dugc thiét
1ap theo dang thir nghiém can thi€p cong
ddng, ngau nhién, mu do6i, c6 ddi chimg.
Day 1a dang nghién ctru han ché dén murc
t6i da nhitg yéu td nhiéu co thé anh
huong t6i két qua. Nghién ciru tuan tha
nguyén tic GCP cia WHO, c6 mat don
vi giam sat Quéc té tir dau dén cudi
nghién ctru, ddm bao tinh mu doi, nghiém
tuc ctuia nghién ctru.

Vé chung Probiotics dugc st dung
trong nghién ctru nay la L.parcaseil va B.
longum; dang Prebiotics su dung la FOS
va Inulin. Ching da dugc chirng minh la
an toan, dung nap tt véi tré nho; c6 bang
chtng vé phdi hop tac dung cta 2 chung
Bifidobacteria va Lactobacilus. Céc
nghién cuu in-vitro va trén dong vat da
chtrng minh rang L.paracasei NCC co
kha ning thuc day kha nang mién dich ca
& dudng tiéu hoa va mién dich dich thé;
c6 hi¢u qua duong tinh trong viéc cai
thién tinh trang tiéu chay ciing nhu diéu
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tri tiéu chay mat nudc & tré em. Bifi-
dobacteria cling gop phan lam ting cudong
strc khoé cua hé théng tiéu hoa, bao vé
dudng tiéu hoa, dam bao su phat trién cia
tré. Mot vai nghién ctru con chiing minh
rang B.longum c6 kha ning e ché phat
trién cua cac tic nhan giy bénh nhiém
khuan dudng tiéu hoa & dong vat gam
nham, ting cudng chic ning cia hé tiéu
hoa ¢ nhiing tré sau st dung khéng sinh
[3,5,6,8].

IgA trong phan duoc coi 13 chi sb co
gia danh gia tinh trang mién dich bai tiét
ctia duong tiéu hoa, dugc nhiéu cong
trinh st dung trong nghién ctru vé mién
dich cua durong tiéu hoa. Tuy nhién ban
luan vé do tin cdy cua chi sé nay cing
con nhiéu ¥ kién khac nhau: 1a chi s dé
thay d6i theo tinh trang nhiém khuén cta
tré, muc IgA trong phan rat khac biét giita
cac ca nhan, do vay gia tri trung binh ctia
mot nhom tré c6 do dao dong 16n [9]. Chi
s6 IgA trong huyét thanh khong that dic
hiéu cho mién dich cua duodng tiéu hoa
gidng nhu IgA trong phan, ma phan anh
chi s6 vé mién dich chung cua co thé. Tuy
nhién IgA trong mau lai kha on dinh, va
dao dong khong qua 16n gitta cac ca thé,
boi vay gid tri trung binh ctia quan thé lai
c6 gia tri khi so sanh théng ké. Du sao khi
két hop ca 2 chi s6 IgA trong phan va IgA
trong mau s€ 1a mot cap chi tiéu co gia tri
trong danh gia kha nang mién dich cta co
thé [7,9].
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Téang IgA trong mau trong nghién ctru
ctia chiing toi minh chtig san pham chira
Synbiotics di lam ting kha ning mién
dich chung mdt cach 14 rét, cung voi tang
dang ké IgA trong phan so v&i nhom
ching, ciing ching minh kha ning mién
dich ctia duong tiéu hoa c6 tot hon nhd
c6 Synbiotics.

Giam s lan, s6 ngdy mac bénh tiéu
chay, s6 ngay mac NKHH ¢ nhom Syn-
biotics 14 két qua ctia ting kha nang mién
dich néu trén, gop phan vao thuc day phat
trién cac chi s6 can nang, chiéu cao, cling
nhu vi chat dinh dudng cua tré (duoc
trinh bay trong mot bai bao khac). Két
qué nay ciing phil hop mot s6 cong trinh
da cong bo trude day [1,3,6,8]. Két qua
nay can dugc xem xét dp dung trong cac
chuong trinh cphong chéng SDD, phong
chéng bénh tiéu chay nhiém khuan ho
hap & tré em.

IV. KET LUAN

Sau 5 thang s dung sira giau Synbi-
otic, tinh trang mién dich chung ciing nhur
mién dich cua duong tiéu hoa dugc cai
thién rd rét: tré c6 ndng do IgA trong mau
tang cao hon (+3,64mg/ml; p<0,001) va
IgA trong phan cao hon (+48 mg/g;
p<0,01) so v61 nhém Ching.

Str dung stra c6 Synbiotics co tac dung
lam giam y nghia s6 1an(p<0,01), s ngay
(p<0,05) mac bénh tiéu chay so véi nhom
d6i chimg. S6 ngdy mic trung binh
NKHH ¢ nhom tré sir dung Synbiotics
cing giam dang ké (p<0,05) so v6i nhom
chimg; nhom Synbiotics gidm 34% nguy
co mac NKHH trén (OR=0,66) va giam
86% nguy co NKHH dudi (OR=0,14) so
v6o1 nhom chung, tuy nhién sy khéc biét
chua co y nghia thong ké (p>0,05).
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Summary
EFFECTS OF NUTRITIONAL PRODUCT CONTAINING PROBIOTIC AND
PREBIOTIC ON IMMUNE CAPACITY, DIARRHEA, AND RESPIRATORY INFEC-
TION OF CHILD 25-36 MONTHS

Objective: To evaluate the effects of milk formula enriched probiotic and prebiotic
(Synbiotic) on immune capacity, diarrhea and respiratory infection disease of children
from 25 to 36 months old. Methods: A randomized, double blind, controlled trial; children
were randomized to receive an milk formula with (Synbiotic) or without Synbiotic (Con-
trol) for 5 months (400ml/day x 5 days/week). Serum IgA and fecal IgA were analyzed at
the beginning, 2.5 and Smonth of the study. The number of episode and days of infection
diseases were daily collected. Result: After 5 months, the IgA levels in serum and fecal
were increased significantly in Synbiotic group (+3.64mg/ml & +48mg/g fecal; p<0,01)
higher than that of Control group. The number of episode and days of diarrhea disease;
and the number of days of respiratory infection were significantly reduced; the risk of res-
piratory infection were also reduced to 34% and 86% for high (OR=0,66) and low
(OR=0,14) respiratory infection in synbiotic compared with control group.

Key words: nutritional status, probiotic, prebiotic, retinol, zinc, Hb.
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