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1. PAT VAN PE

Probiotic 1a nhitng vi sinh vét séng khi dua vao co thé véi lidu thich hop s&
mang lai nhiing hi¢u qua tich cuc ddi voi st khoe [3]. C6 t6i hang trdm chung vi
khuén khac nhau dugc sir dung 1am lgi khuan diéu ché probiotic, chu yéu thudc cac
Lactobacillus va Bifidobacteria. Trong co thé vat chil probiotic c¢6 tac dung chu yéu
1a d6i khang voi vi sinh vat (VSV) ¢6 hai, diéu hoa chuyén hoéa va mién dich. Trong
nhimng nam gan day, mot s6 dong vi khuén Enterococcus faecium da dugc phat hién
c6 nhiéu tic dung ndi bat nhu kha ning tao vitamin cao, kha nang doi Kkhang voi
VSV manh, c6 pho khang khang sinh rong nén c6 thé ton tai trong nhiéu ca bénh
dang dung khang sinh. D c6 nhimg probiotic di dugc san xuat trén co s& cac ching
nay nhu E. faecium SF68, E. faecium M74, E. faecium L3 [2]. Tai Trung tam Nhiét
d6i Viét - Nga, da tién hanh didu ché mot sé san pham dang sita chira loi khuén E.
Jaecium L3 theo cong ngh¢ cua Vién Y hoc thyc nghiém (Lién bang Nga) va dua
vao sir dung nham budc dau danh gia tac dung tac dung cua ché pham trén nguoi
khoe manh va xay dung co s& dit liéu tham chiéu cho cac nghién ciru tiép theo.

2. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Poi twong nghién ciru

GoOm 24 nam gidi tudi tir 25+54 (trung binh 33,37+9,65) dang lam viéc va sinh
song tai Ha N¢i, tinh nguyén tham gia nghién cuu.

Tiéu chuan lua chon: Nguoi khong cd bénh cép tinh va bénh man tinh tién
trién, tien st khong mac bénh tiéu héa man tinh.

2.2. Vat liéu nghién ciru

Cac vi khuén E. faecium dugc phan 1ap nudi cdy va xac dinh cac dic tinh sinh
hoc theo cong nghé hudng dan d6i véi E. faecium L3 cia Lién bang Nga [7]. Chuan
bi dung dich sita 1én men bao gdm: Sira bot dau nanh Soymilk géi 25 gram (Cong ty
Super coffeemix) pha trong nude loc tinh khiét ty 16 10%; 1én men dung dich béi E.
Faecium L3 dat nong d6 10’-10° CFU/ml, khong c6 tap khuén khi dua vao sir dung.

Xay dung phiéu quan sat 1am sang c6 ndi dung theo ddi cac triéu ching toan
than va tiéu hoa. Phan tich cac chi sé mau ngoai vi v6i may phan tich cong thirc mau
Sysmex KX-21 (Sysmex Corporation, Japan); may phan tich sinh héa Evolution
3000 (Biochemical System, Italia) voi kit cua hang Chema; h¢ may Realtime-PCR
v6i kit Kolonaflor-16 (Alpha lab, Nga), may sic ky mién dich va cac thiét bi nudi
cay vi khuan dé phan tich thanh phan va s6 luong VSV trong cic mau phan.
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2.3. Phwong phap nghién ciru
2.3.1. Phwong phap thir nghiém ldm sang khong nhom chirng
. Phéc’dck) st dung: Dung dich sita du nanh 1én men E. faecium L3 100 ml x 2
lan/ngay udng sau bita an sang va toi 1 gio x10 ngay.

Pénh gia su bién ddi trang thai co thé bao goém: strc dé khang mién dich qua
cac chi so0 bach cau mau ngoai vi; sy ghuyén hoéa qua cac hoat do enzym chuyén
amine ALT, AST, GGT va ALP; chuyén hoa lipid mau vdi cac chi so triglyceride,
cholesterol, HDL, LDL huyét thanh; thanh phén va s6 lugng VSV duong rudt qua
xét nghiém phén; theo doi cac triéu ching tiéu hoa va do luong nong do ure,
creatinin huyét thanh dé danh gla tac dung phu va tinh an toan cua san pham. Cac
chi ti€u nghién ctru dugc danh gia trudc va sau li¢u trinh 01 ngay.

Nghién curu dugc tién hanh trong nam 2015+2016 tai Vién Y sinh nhiét doéi,
Trung tam Nhi¢t doi Viét - Nga.

2.3.2. Phuong phdp thiong ké

Céc sb ljéu duoc so sa'u}h trudc, sau diéu tri trén chuong trinh SRSS 20.0. Str dung
t-test cho 2 bién phu thudc doi vadi cac bién dinh luong va Z test vai bien dinh tinh.

3. KET QUA NGHIEN CUU VA BAN LUAN

Su bién d6i céc chi s bach cau, chi sb sinh hoa méau sau khi st dung probiotic
duoc tong hop qua cac bang 1, 2 va hinh 1.

Bang 1. Cac chi so bach cau méau ngoai vi

o S Thoi diém danh gia (n=23)
Chi so bach cau -
Trude st dung (¥+£SD) | Sau st dung (¥£SD)
S6 luong bach cu (G/L) 6,84 + 1,73 6,05+ 1,03
S6 lwong BC lympho (G/L) 2,33+0,45 2,15+045"
Ty 18 lympho (%)) 34,48 + 4,93 35,66 + 5,53
S6 lwong BC trung tinh (G/L) 3,83 +1,29 323+081"
Ty 18 BC trung tinh (%) 55,40 + 6,50 53,13 + 8,43
MXD (G/L) 0,68 + 0,23 0,68 + 0,24
MXD (%) 10,12 2,75 11,17 + 4,47

Ghi chi: ": p < 0,05; - p < 0,01.

Két qua nghién ctru trong bang 1 cho thiy sau liéu trinh st dung probiotic s6
luong bach cau, bach cau lympho va bach cau trung tinh giam c6 ¥ nghia théng ké
ddng thoi c6 xu huéng binh thudng hoéa (hinh 1a) véi su phan bd cua ching tap
trung hon, khong xuét hién cac truong hop ngoai 1. Didu nay c6 18 thé hién su giam
viém trong co thé. Cac E. faecium L3 tiét cac chit doi khang VSV gy bénh, kich
thich té bao tiét nhiy (mucus) ting hoat dong va diéu bién dap ung mién dich dic
hiéu va khong dac hiéu [3].
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Céc chi sb enzym chuyén amin thuong duoc chi dinh xét nghiém bao gdm GOT
(AST), GPT (ALT) co trong té bao gan, gia tang hoat d9 trong mau khi gan bi viém hoac
bi ton thuong; ALP co trong mang té bao gan con GGT c¢6 trong thanh cua té bao dng
mat, hoat do clia ching gia tang khi c6 cac t6n thuong lién quan véi cac ciu tric nay.
Nhitng enzym noi trén con gia ting hoat do trong cac trang thai viém hoic nhiém doc
ngoai gan. Két qua nghién ctru cia nhom téc gia cho thdy sau sir dung probiotic hoat do
GOT va GPT da giam c6 y nghia thong ké, d6i véi GGT thi khong con cac truong hop
¢6 chi sb ndy cao ngoai 1& (bang 2 va hinh 1b). Diéu nay thé hién tinh trang viém,
nhiém ddc gan cua cac d6i trong nghién ctru da giam dang ké sau st dung probiotic.

Bang 2. Hoat d6 enzyme chuyén amin va ndng d6 lipid huyét thanh

Thoi diém danh gia (n=24)
Chi s6 sinh héa Trudce str dung(X £SD) | Sau sir dung (X £SD)

GOT (U/L) 46,67 + 21,20 24,46 +9,79™
GPT (U/L) 41,00 + 16,67 26,75+ 11,97
GGT (U/L) 55,67 + 28,19 52,58 £ 25,81
ALP (U/L) 73,25 + 24,65 71,11 £22,95
Triglycerid (mmol/L) 2,01 £1,20 1,95 £ 0,60
Cholesterol (mmol/L) 4,59 + 0,49 4,83 +0,64
HDL-Cholesterol (mmol/L) 1,20+ 0,20 1,20+ 0,25
LDL-Cholesterol (mmol/L) 2,50+0,42 2,69 +0,42

Ghi chi: ~: p < 0,001.

Nhu vay, sau su dung probiotic hoat 60 GOT va GGT giam c6 y nghia théng
ke, cac thanh phan lipid huyet thanh thay doi khong ro rét.

15.01 150+ |
ETm'éc DTIu’o’t

m

10.07

=
o

84 lugng (GIL)
Néng dé (Un)

iy
o
1
o
o
1

?M éé

¥ r . 0 T T T
SLBC BCTT Lympho GOT GPT GGT
Loal bach céu Loal enzym
@ (b)

Hinh 1. Bién d6i cac chi s6 bach cau va cac enzym chuyén amin

Cac gié tri thé hién trong khung boxplot gdm 25, 50, 75 quantiles, minimum va maximum;

Cac trudng hop outlier (ngoai 18) 1a nhitng chdm tron: a) S lugng cac dong bach cau giam

xudng ddng thoi khéng con cac trudng hop cao ngoai 1¢; b) Hoat d6 GOT va GPT giam 1
rét, khong con cac truong hop c6 GGT cao ngoai 1§.
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Vé chuyén hoéa lipid, bao céo ciia cic nghién ctru & Lién bang Nga cho thay
cac ché pham probiotic chira E. faecium L3 c6 tac dung 1am ting phan chng xo vita
(antiatherogenic) va HDL, ting hoat d cua cic enzym superoxide dismutase va
catalase [4, 5]. Két qua thong ké trong bang 2 cho thiy sau khi sir dung probiotic thi
ndng d6 cac thanh phéan lipid mau thay doi khong 16 rét, do vay, nhom tac gia cho
rang nhitng bién doi chuyén hoa lipid c6 18 nén dugc danh gia trong céc trudng hop
c6 roi loan (bang 2).

Bién d6i thanh phan va sb luong vi sinh vat dudng rudt: Két qua chinh vé sy
bién doi cac chi so nay dugc trinh bay trong bang 3.

Bang 3. Pic diém bat thuong cua vi sinh vat duong rudt

Pic diém bat thuong (n=20)

Théi didm  Mat do thip VSV c6 loi (SL, %), Phat hién vi khuan c6 hai (SL, %)

nghién ciru Lactobacillus| Enterococcus |E. faecalis | S.aureus |Klebsiellaspp.
spp. spp.
Trudc st dung 3(15) 525) 6(30) 7(35) 3(15)
Sau st dung 0 1(5) 0" 15" 1(5)

Ghi chii: “: p < 0,05

Bang 3 cho thiy sau str dung probiotic ty 1& cac trudng hop c6 cac dau hiéu bét
thuong vé VSV dudng rudt thip hon so véi trude sir dung ché pham. Co sé cua viée
st dung probiotic 1a diéu chinh thanh phan hé VSV & vat chu theo hudng c6 loi. So
v6i hé vi khudn duong rudt cia ngudi Nga nhom tac gia nhan thdy & nguoi Viét
Nam mat do cac vi khuin duong rudt c6 hai (Klebsiella spp., E. coli, E.
colienteropathogenic) c6 xu huéng cao hon, déng thoi mat d6 cac vi khuan thin
thién (Lactobacillus spp., Bifidobacterium spp.) c6 xu huéng thap hon [6]. Diéu nay
c6 18 do nguoi Nga co théi quen sir dung thudng xuyén cac thuc pham 1én men hon
s0 voi ngudi Viét Nam. Trong nghién ciru nay sau khi sir dung probiotic thanh phan
VSV dudng rudt da co bién dbi rat rd rét theo hudng tich cuc (bang 3): giam hoic
hét nhitng ngudi ¢6 mat do thap cac loi khuan Lactobacillus spp. va Bifidobacter
spp., hodc nhitng ngudi c6 vi khuan c6 hai E. faecalis, S.aureus, Klebsiella spp. Nhu
vay E. faecium L3 d3 tao mdi truong thuan lgi cho cac loi khuan va trc ché véi cac
vi khuén c6 hai. Két qua nghién ctru trén invitro cho thay vi khuan nay ciing nhu
dich ndi ctia chung c6 kha ning trc ché hau hét cac vi khudn gram (-) va gram (+) &
mirc d6 tuong dwong v6i L. plantarum L4 [1]. Tong hop cac ddu hiéu bat thuong
dugc trinh bay trong bang 4.
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Bang 4. Cac d4u hiéu bat thuong trong qua trinh sir dung probiotic

Pic diém bat thuong S6 nguoi S6 ngay
Pai tién phan nhao 01 3
Khong dai tién trong ngay 2 4
Céc triéu chiing khac 0 0
Nong do creatinin mau cao 0 -
Nong do ure mau cao 0 -

Nhu vay, c6 01 truong hgp di ngoai phan long trong 3 ngay (1,25%), 02
truong hop c6 4 ngay khong dai tién (1,67%). Nhitng nguoi tham gia nghién ctu
trong diéu kién ngoai tra, vi vy, ché d6 an udng khong hop vé sinh c6 thé giy ra
cac tridu chtig nay. Cac bénh nhin khong can diéu tri va ty hét cac triéu chung.
Khong ghi nhan truong hop nao c¢6 nong do creatinin va ure huyét thanhngoai mirc
binh thuong. Cho dén nay cac bao cdo nghién ciru chua phét hién tic dung phu cta
cac ché pham chua E. faecium L3.

4. KET LUAN

St dung probiotic E. faecium L3 duoc diéu ché theo cong nghé cua Vién Y
hoc thuc nghiém co6 tac dung binh thuong hoa cac chi sb bach cau mau ngoai vi va
hoat d6 cac enzym chuyén amin trong huyét thanh, cac chi s6 lipid huyét thanh thay
d6i khong o rét. Ty 18 s6 ngudi ¢ dau hiéu bat thudng vé thanh phan va s6 lugng vi
sinh vt dudng rudt giam xubng. Khong xuit hién cac tac dung phuy trong qua trinh
str dung ché pham.

Han ché ctia nghién ctru: nhitng két qua co thé chua phan anh hét cac tic dung
khach quan cta ché pham dugc st dung trong nghién ctru do chua c6 nhom chung, cac
56 liéu mang tinh chat tham khao dé thiét ké cac nghién ctru tiép theo hoan chinh hon.
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SUMMARY

EVALUATING EFFECTIVENESS OF PROBIOTICS BASED ON
STREPTOCOCCUS FAECIUM L3 IN HEALTHY VOLUNTEERS

The results showed that usage of this probiotic can lead to decrease of white
blood cells, lymphocytes, neutrophils contents in blood, to decline of serum
glutamicoxaloacetic transaminase (GOT) and glutamic pyruvic transaminase (GPT)
concentrations, not to demonstrate effects on serumal lipid profile. The number of
participants with low concentrations of beneficial bacteria Lactobacillus spp. and
Bifidobacterium spp. and the amount possessing opportunistic bacteria E. faecalis, S.
aureus and Klebsiella spp. decreased. It is suggested that probiotics of E. faecium 1.3
has anti-inflamatory effects and improve balance of gut microbiota, without causing
statistically significant changes in lipid metabolism.

Tir khéa: Bach cau, GOT, GPT, hé vi sinh vdt duong rudt, probiotics,
Enterococcus faecium L3, white blood cells gut microbiota.
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