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TOM TAT

Ddt vdn dé/ Muc tiéu: Viém nhiém virus hop bao hé hédp RSV (Respiratory Syncytial virus) la
mét trong nhiing nguyén nhdn phé bién gdy bénh dudng hé hdp. Nghién cuu nay duoc thuc
hién nhdm buéc dau khdo sdt tdc dung hé tro diéu tri cia sén phdm probiotic LiveSpo’ Navax
dang nuéc chira bao tir lgi khudn Bacillus thé hé LS-1ll & néng dé cao trén d6i tuong tré em bi
bénh duéng hé hdp cdp do nhiém RSV tai Bénh vién Nhi Trung uong. Phuong phdp: Buéc ddu
ddnh gid trén 30 bénh nhan duoc chdn dodn bi bénh viém tiéu phé quan do nhiém RSV tham
gia vao nghién ciu thir nghiém Idm sdang ngdu nhién cé déi chiing mi. Bénh nhén duoc chia
ngau nhién vao 2 nhém (n =15/nhém): nhém sir dung LiveSpo® Navax (nhém Navax) va nhém
st dung nuéc muéi sinh ly NaCl 0,9% (nhém Ching), duoc huéng dén xit mdi véi tdn sudt 3 ldn/
ngay trong 6 ngay lién tuc, két hop véi sir dung thuéc diéu tri thudng quy tai bénh vién. Bénh
nhdn duoc tién hanh theo déi cdc chi sé Idm sang (kho khé, khé thé, dé béo hoa oxy,...) trong
suét thoi gian diéu tri va duoc thuc hién cdc xét nghiém nhu: (i) do tdi luong RSV, néng dé cua
B. subtilis va B. clausii & ngay 0 va ngay 3 trong dich ty hdu bdang phuong phdp Real-time PCR.
Két qua: Nhém Navax c6 thdi gian khdi cdc triéu chiing xudt tiét miii, khé thé, ran rit, ran dm,
rat 16m l6ng nguc sém hon nhém déi ching khodng 1 ngay. Sau 3 ngay diéu tri, tai lugng RSV
& nhém Navax & dich ty hdu cia bénh nhan giam khodng 300 ldn, trong khi nhém déi chiing
chi giadm 15 Idn, c6 lién quan téi su’ c6 mdt ctia bao tirvi khudn B. subtilis va B. clausii & dich mii
bénh nhdn nhém Navax ma vdng mdt & nhém déi ching. 100% bénh nhén sir dung LiveSpo®
Navax khéng c6 bdt cur ddu hiéu bdt thudng nao vé réi loan nhip thé, mach, kich iing niém mac
mui, hay tiéu héa. Két luén: Ddy la nghién ciu thr nghiém lam sang & tré em ddu tién trén thé
gidi vé an toan va tdc dung cua probiotic bao tit loi khudn Bacillus & dang xit mi. LiveSpo®
Navax cé tdc dung rit ngdn khodng 1 ngay thai gian diéu tri cdc triéu ching dién hinh cda bénh
dudng hé hép do nhiém RSV gdy ra va lam giam néng dé virus hop bao hé hdp RSV trong miii
cta tré em hiéu quad hon gdp 20 ldn so véi nuéc muéi sinh ly.

Tirkhod: LiveSpo® Navax, bao tir Ioi khudn Bacillus, RSV, nhiém triing hé hdp, tré em.
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ABSTRACT

LIVESPO® NAVAX PROBIOTICS THAT CONTAIN BACILLUS SPORES EFFECTIVELY SUPPORT
SYMPTOMATIC TREATMENT AND REDUCE THE CONCENTRATION OF
RESPIRATORY SYNCYTIAL VIRUS (RSV) IN CHILDREN

Background/Aims: Infection with the Respiratory Syncytial Virus (RSV) is one of the most common
causes of respiratory tract diseases. This study was conducted to initially investigate supportive
therapeutic effects of probiotic product LiveSpo® Navax, as liquid form containing Bacilus spores
of LS-lll generation at a high concentration, in children having acute respiratory diseases caused by
RSV at the Vietnam National Children’s Hospital. Methods: Totally 30 patients acquiring bronchiolitis
participated in the blind clinical study. The patients were divided randomly into 2 groups (n = 15/
group each): one using LiveSpo® Navax (Navax group) and the other using 0.9% NaCl physiological
saline (Control group), and were instructed to perform nasal spraying at frequency of 3 times per day
for continuous 6 days, in combination with conventional drug therapy in the hospital. The patients
were monitored their clinical indicators throughout the treatment period and underwent tests such
as: (i) RSV rapid test at day 0, quantitative analysis of RSV, B. subtilis and B. clausii concentrations in
nasal wash sample at day 0 and day 3 by real-time PCR. Results: The Navax group had about 1-day
shorter recovery time of symptoms such as nasal secretion, dificutly breathing, sonorous rales, moist
rales, chest depression than the control group. After 3 days of treatment, the Navax group had about
300-fold reduced RSV concentration in their nasal fluid, while the control group had only 15-fold
reduction; in association with the presence of B. subtilis and B. clausii in the nasal fluids of Navax
group but absence in Control group. 100% of patients using LiveSpo® Navax showed neither signs of
abnormal breath, pulse, irritation of the nasal mucosa, nor digestion.

Conclusion: This study is the first clinical trial in chidren in the world to demonstrate safety and
effects of Bacillus spore probiotics as nasal spray. LiveSpo® Navax provided 1-day earlier treatment time
of typtical symptoms for respiratory diseases caused by RSV infection, as well as effectively reduced the
concentration of RSV in nasal fluid of children by 20-fold higher than 0.9% NaCl physiological saline.

Keywords: LiveSpo® Navax, Bacillus spore probiotics, RSV, respiratory infection, children.

1. DAT VAN BE ngudi nhap vién do nhiém RSV, sé ca ti vong cé
thé 1én t6i 66,000 tré em. RSV thudng phat trién

Virus hogp bao hé hap hay con goi la RSV o ) ) A o
manh vao mua déng - xuan, xuan - he. RSV rat de

(Respiratory syncytial virus) la loai virus phé v | . R i khic b ch
bién nhat gay viém dudng hé hap cap (viém mai ay fan, tif nguol nay sang ngudi khac bang cac

hong, viém tiéu phé quan, viém phé quan...) dac xam nhap qua mét, mii hoac miéng, dé dang lay

biét trén ddi tuong la tré em. Tuy thudc vi tri tén
thuong cac triéu ching 1am sang thay déi tu

lan qua khéng khi trén cac giot ban duéng hé
hap bi nhiém bénh. Virus nay c6 thé séng hang

nhe nhu sét, ho, chdy miii,.. @én nang nhu khé
thé, suy hé hiap) mét triéu ching néi bat & tré
nhiém RSV d6 la xuat tiét, khd khé nhiéu va
kéo dai tham chinhiéu ngay sau khi khéng con
tén thuong thuc thé. Theo théng ké ctia Té chiic
Y té thé giGi (WHO), hang nam cé khoang ba triéu
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gio trén cac vat cing nhu mat ban, dudng ray ciii
va dé choi. Nhiing ngudi c6 nguy cd mac bénh
nang cao nhat bao gém tré sinh non, tré nhé duéi
2 tubi, hodc ngudi I6n bi suy gidam mién dich,
ngudi I6n tudi, dac biét 1a nhiing ngudi c6 bénh
tim hoac phdi tiém an. Theo sé liéu bao cdo gan
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day (11/2020), s6 luogng tré nhap vién do viém
duong hé hap tai Bénh vién Nhi Trung uong (Ha
Néi) tang cao gap 2 lan binh thudng, trong sé nay
gan 1/3 la tré nhiém RSV [1-4].

Cho dén thai diém hién tai chua cé thudc diéu
tri dac hiéu vaccin phong tranh va thuéc diéu tri
dac hiéu RSV. Tré chi dung khang sinh khi c6 viém
bdi nhiém thém vi khuan khac nhu Streptococcus
pneumoniae va Haemophilus influenza... Trong
nhitng ndm gan day, cac phuong phap diéu tri
du phong ngay cang dugc tang cudng, trong do
probiotic dugc coi la tng cl vién c6 trién vong
trong viéc hé trg diéu tri va giam su 1é thudc vao
khang sinh [5-6].

Probiotic la nhitng vi sinh vat cé lgi cho vat
cht, dac biét an toan véi stic khde clia con nguai.
Cac nghién ciu gan day cho thay bén canh vai
tro 1a loi khuan cho dudng tiéu héa, probiotic
con c6 kha nang bao vé va phong tranh su viém
nhiém duéng hé hap [4]. C6 nhiéu gia thuyét vé
co ché khang virus chia probiotic da dugc thao
luan, tuy nhién, vai tro khang virus ctia probiotic
duoc thé hién qua ba co ché phé bién gém: (i)
virus bi bat gilr théng qua su tuong tac truc tiép
gilia probiotic va virus, (ii) probiotic c6 kha nang
san sinh ra cac chat sinh trudng thi cap Uc ché su
phat trién clia virus, va (iii) probiotic kich thich hé
théng mién dich bat gilt cac virus xam nhap [7].

Trén thi trudng hién nay chi c6 mét san pham
probiotic duy nhat duoc khuyén cao st dung dudgi
dang xit truc ti€p vao miii la LiveSpo® Navax, san
pham dugc bao ché duéi dang hén dich chiia bao
tir s6ng cha hai chlng vi khuan Bacillus subtilis
ANA4 va Bacillus clausii ANA39. Hai chiing loi
khuan nay dugc phan 1ap 1an luot tir rudt tédm va
ruét ga co hiéu qua tao bao tur va tao biofilm vugt
troi, nhd dé tang cudng kha nang gan bam lén
niém mac mi va canh tranh méi trudng séng véi
cac vi sinh vat gay bénh & duéng hé hap. Ngoai
ra, chiing Igi khuan nay ciing kich thich su téng

hgp interferon-gamma (IFN-y) va c¢6 hoat tinh
khang khuan. Trén c& s& hoat tinh uu viét cta hai
ching vi khuan trong sdn pham LiveSpo® Navax
va tinh méi- thuan tién trong viéc st dung san
pham khi dung & dang xit, nghién cttu nay duoc
thuc hién nham budc dau danh gia tinh an toan
va tac dung hé trg diéu tri triéu chiing nhiém RSV
G tré em dang diéu tri tai Bénh vién Nhi Trung
uong cla LiveSpo® Navax. Bén canh do, chiing t6i
cling danh gia muc dé giam néng dd RSV va su ¢
mat cha vi khuan Bacillus subtilis ANA4 va Bacillus
clausii ANA39 trong dich ty hau ctia bénh nhan.

2.DOITUGNG VA PHUONG PHAP NGHIEN CUU

2.1. Déi tuogng nghién ciu

-Nghién cttu gém 30 bénh nhan nhi c6 d6 tudi
tr 4 - 24 thang tudi, tinh nguyén tham gia nghién
ctru bao gém ca nam (chiém 70%) va nit (chiém
30%) dugc chan doan viém tiéu phé quan cé két
qua duong tinh RSV diéu tri ndi tru tai Trung tam
Qudc té€ S, Bénh vién Nhi Trung uong trong thoi
gian tir ngay 2/1/2021 dén 8/2/2021.

- LiveSpo® Navax (S6 XNCB: 190001347/PCBA-HN)
cta céng ty TNHH LiveSpo Pharma duoc bao ché
duéi dang hén dich nuéc muéi sinh ly NaCl 0,9%
chira bao ti Igi khuan thé hé LS-lll ctia hai chiing vi
khuan Bacillus subtilis ANA4 va Bacillus clausii ANA39
& dang tinh khiét, ndng dé cao > 5 x 10° CFU/5 mL,
dugc sir dung & dang xit vao miii, hong.

- Chan doan nhiém RSV ti bénh pham dich
ngody ty hau bang phuong phap test nhanh su
dung que thtBD Veritor System for rapid ditection
of RSV (Becton Dickison), xét nghiém mau chi sé
protein phan ting C (CRP) va sé lugng bach cau
giup xac dinh muic d6 viém nhiém, chup Xquang
tim phéi & ngay 0 duoc thuc hién tai Trung tam
Qudc té S, Bénh vién Nhi Trung uong; chan doan
dinh lugng RSV bang phuong phap real time PCR
Tagman Probe ti dich ty hau da dugc chuan hoa
va st dung thudng quy tai khoa Nghién ctiu Sinh
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hoc Phan ti cac bénh truyén nhiém.

2.2. Phuong phap nghién ctu

Thiét ké nghién ciu: Nghién ctu thi nghiém
Idm sang ngau nhién cé ddi chung.

C& méau va chon mau: Lua chon ngau nhién
moi nhém 15 bénh nhan. Chon mau thuan tién,
tat cd cac bénh nhan dua tiéu chuan trong thai
gian nghién ctru. Nhém str dung LiveSpo® Navax
(dat tén la nhém Navax) va nhém déi ching (dat
tén la nhém Chung) stir dung nuéc muéi sinh ly
NacCl 0,9%.

Quy trinh nghién ciu: Nghién ctu dugc tién
hanh song song trén 2 nhém bénh nhan va bénh
nhan dugc phat thudc xit ma héa duéi dang mau
mu dé dam bao tinh khach quan cta nghién
cttu. Piéu dudng dugc huéng dan st dung xit
vGi liéu lugng khoang 50 pl/lan x 3 lan/ngay
truc tiép vao héc miii lién tuc trong 6 ngay san
pham xit song song véi cac thuéc diéu tri thudng
quy tai bénh vién. Nhu vay, méi 50 pl LiveSpo®
Navax chida > 2,5 x 108 CFU téng cdng B. subtilis
ANA4 va B. clausii ANA39. Trong qua trinh diéu
tri, bénh nhan dugc theo déi cac triéu ching
lam sang dién hinh cta viém duédng hé hap do
RSV bao gém: xuat tiét mai, kho khé, ran rit, ran
am, khé thé, rat 16m 16ng nguc (RLLN), mach,
nhip thé, nhiét d6 hang ngay trong 6 ngay; dinh
lugng RSV trong dich ty hau & ngay 3 so sanh véi
ngay 0 bang phuong phap real time PCR st dung
Tagman probe; va dinh lugng Bacillus subtilis
ANAA4 va Bacillus clausii ANA39 trong dich ty hau
& ngay 3 bang phuong phap real time PCR SYBR
Green st dung méi dac hiéu véi B. subtilis va
B. clausii, da dugc t8i uu theo chuan ISO 17025
tai Phong Thi nghiém trong diém Céng nghé
Enzym va Protein, Truong Pai hoc Khoa hoc Tu
nhién [8-9]. Hiéu qua clia LiveSpo® Navax dugc
danh gia dua trén cac két qua xét nghiém RSV
sau 3 ngay diéu tri va muic dé gidm cac triéu

38

ching trén lam sang va can lam sang. Trong do,
muc do gidm tai lugng RSV dugc tinh theo cong
thuc 2°“trong d6 AC,=C ngay 3-C ngay0; C la
gia tri chu ky ngudng ctlia real time PCR dac hiéu
cho RSV. Néng dbé ctia B. subtilis va B. clausii trong
dich ty hau dugc tinh toan dua trén dudng chuan
vé méi quan hé gilra néng d6 (CFU/mL) va gia tri
C,cla tin hiéu SYBR Green.

Thu thdp va xi ly sé6 liéu: Theo ddi, quan sat
tinh trang cia bénh nhan trong suét thai gian
nghién ctiu va dién vao hé so 6 san. Phan tich va
xu ly sé liéu theo phuong phap théng ké y hoc.

Dao diic y hoc: Nghién ctiu duoc thuc hién
theo nguyén tic dao duc phu hop véi tuyén bd
Helsinki va hudng dan ICH GCP, phu hgp véi cac
quy dinh va chuan muc dao ddic hién hanh cta
Bd Y té vé nghién ctiu trén déi tugng con ngudi.
Nghién ciu dugc phé duyét béi Hoi déng dao duic
trong nghién ctiu Y hoc ctia Bénh vién Nhi Trung
uong theo sé quyét dinh VNCH-RICH-2020-46.

3. KET QUA NGHIEN CUU

3.1.Dac diém nhém nghién citu trude khi diéu tri

S6 liéu thu thap ducgc trén 30 bénh nhan
duong tinh véi RSV trudc khi diéu tri cho thay,
trén lam sang c6 15/15 bénh nhén & ca hai nhém
déu ghi nhan triéu ching xuat tiét mai hong va
ran rit, kém theo ran 4m; mét sé trudng hop cé
triéu ching rat 16m 16ng nguc va khé thé (20-
33%), sot (6,7%). Hon 50% bénh nhan cé chi sé
CRP cao (> 6 mg/L) va khoang 20% bénh nhan cé
s6 luong bach cau cao (> 10,0 g/L). Két qua chup
Xquang cho thay hau hét cac bénh nhan (93-
100%) c6 tén thuong & phéi (nét,  khi...). Cac
triéu chiing 1dm sang va cac chi s6 can lam sang
cta bénh nhan thudc hai nhém Navax va nhém
Chiing dugc téng hop va trinh bay  Bang 1 dugi
day cho thay d6i tugng nghién ciu la bénh viém
ti€u phé quan.
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Bang 1.Dac diém lam sang va can lam sang cha tré em nhiém RSV

trudc khi tham gia diéu tri

Cac chisé Nhém Navax (N = 15) Nhém Ching (N = 15)
Tudi (thdng)
>4-12.n (%) 9 (60) 7 (46,67)
> 12-24.n (%) 6(40) 8(53,33)
Gidi tinh
Namn (%) 11(73,33) 10 (66,67)
Ni'n (%) 4(26,67) 5(33,33)
Bdc diém lém sang
Xudt tiét mdi hong. n (%) 15 (100) 15 (100)
Rut 16m 16ng ngu'c va khé thé n (%) 5(33,33) 3(20)
Ranrrit. n (%) 15 (100) 15 (100)
Ran dm. n (%) 9 (60,00) 11(73,33)
S6t (>37,5). n (%) 1(6,67) 1(6,67)
Ddc diém can lam sang
Xquang tim phéi (N6t/u khi...) 15(100) 14 (93,33)
Bach cdu téng sé (>10,0 G/L) 8(53,33) 10 (66,67)
Chisé CRP (> 6,0 mg/L) 4(26,67) 3(20)

3.2. An toan va tac dung hé tro diéu tri triéu
chiing 1am sang trén tré em nhiém RSV cda san
pham probiotic dang xit LiveSpo® Navax

Két qua thi nghiém LiveSpo® Navax trén
téng s6 15 bénh nhan déu khéng ghi nhan bat
ky truéng hop nao lién quan dén cac bat thuong
chi sé vé nhip th&, mach, nhiét d6, dé bao hoa
oxy trong mau (Sp0,) trudc va sau xit. 100% bénh
nhan tham gia thir nghiém khéng cé bat ci dau
hiéu kich &ng niém mac mii va ciing khéong c6
biéu hién gi vé réi loan tiéu héa (nén, tiéu chay).

Két qud nghién ctru cho thdy nhém st dung

LiveSpo® Navax cé tac dong giam cac triéu chiing
trén 1am sang nhanh hon nhém st dung nudc
mudi sinh ly (NaCl 0,9%). Cu thé, két qua thé hién
& hinh 1 cho thay thai gian khéi cac triéu ching
xuat tié€t mai hong (Navax/NaCl 0,9% la 4 ngay/5
ngay), rat 16m 16ng nguc va khé thé (Navax/Nacl
0,9% la 1 ngay/2 ngay), ran rit (Navax/NaCl 0,9%
1a 4 ngay/5 ngay) va ran 4m (Navax/NaCl 0,9% la
3 ngay /4 ngay) & bénh nhan nhém Navax sém
hon 1 ngay so véi nhéom Chuing, va su khac biét
nay cé y nghia théng ké (*p<0,05; **p<0,01;
**%*p<0,001).
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Hinh 1. S6 ngay diéu tri khéi cac triéu chiing 1dam sang cia nhém Navax va
nhom Ching (*p<0,05; **p<0,01; ***p<0,001)

3.3.Tac dung giam néng d6 RSV trong dich ty hau ctia bénh nhén

Két qua phan tich théng ké so sanh gia tri 2°“ phan anh muic d6 giam tai lugng RSV trong dich ngoay miii
cta bénh nhan 3 ngay sau khi strdung Navax két hgp véi cac diéu tri khac, so véi trudc diéu tri trén 30 bénh
nhan & 2 nhém nghién ctiu cho thady nhém bénh nhan st dung LiveSpo® Navax thé hién muic d6 giam dang
ké néng d6 RSV, gidam khoang 300 lan. Trong khi d6, nhém déi chiing c6 miic dé gidam néng dd virus chi dat
khoang 15 lan (Hinh 2). Nhu vy, LiveSpo® Navax thé hién hiéu qua gidm tai lugng RSV gap khoang 20 lan
50 vGi nudc mudi sinh ly, va su khac biét nay c6 y nghia théng ké (****p<0,0001).

Nhém Navax Nhém Ching

Hinh 2. Muc d6 giam (s6 1an) gia tri Ct RSV sau 3 ngay diéu tri ctia
nhém Navax va nhém Chuing (****p<0,0001)
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3.4.Danh gia subam dinh cta bao tl B. subtilis
ANAA4 va B. clausii ANA39 lén niém mac mii bénh
nhan nhém st dung LiveSpo® Navax

Theo két qua trinh bay & hinh 3, ndng d6 bao
tu trung binh dugc phat hién trong 1 mL dich ty
hau bénh nhan nhém Navax la = 10° CFU/mL déi
vGi B. subtilis va > 102 CFU/mL d6i véi B. claussi
vGi do tin cay 96,48%. Nhu vay, luong bao ti
Bacillus trung binh bam trén tdm béng ciia moi
1an 1dy mau xét nghiém chi bang 0,04% so véi

lugng bao tir xit ddu vao méi lan (> 2,5 x 108 CFU
téng cong B. subtilis ANA4 va B. clausii ANA39).
Tuy nhién, véi truéng hop bénh nhan am tinh
vGi RSV thi néng dd bao tir Bacillus trong dich
ty hau Ién téi > 107 CFU/mL, hay néi cach khac
lugng bao ti Bacillus bAm trén tdm béng Iy mau
tuong duong 4% lugng bao t xit dau vao mai
1an. Trong khi d6, khéng phat hién thay truéng
hop nao & nhém Ching ma dich ty hau c6 mat
bao tl B. subtilis hay B. clausii.

Hinh 3. Néng dé bao ti Igi khuan B. subtilis va B. clausii cé trong dich ty hau (1 mL)
cta bénh nhan nhém Navax

4.BAN LUAN

Pay la nghién ctu thi nghiém lam sang
mau mu vé an toan va tac dung clia sdn pham
probiotic dang xit LiveSpo® Navax dugc thuc
hién budc dau trén téng s6 30 bénh nhan nhi cé
két qua duong tinh RSV diéu tri néi tra tai Trung
tam Qudc té S, Bénh vién Nhi Trung uong. Két qua
sang loc bénh nhan tham gia vao nghién ctu cho
thay bénh nhan c6 nhiing dau hiéu bat thuéng
vé cac triéu ching lam sang va cac chi s6 can 1am
sang cGa viém tiéu phé quan. 100% tré déu ghi
nhan triéu ching xuat ti€t mii hong va ran rit,
66,67% bénh nhan c6 biéu hién ral am va 26,67%
bénh nhan bi rat 16m 16ng nguc va khé thé & mot
s6 truéng hop bénh nhan. Két qua chup Xquang
tim phéi cho thay 29/30 bénh nhan déu phat hién
¢6 nhiing tén thuong & phéi, chi yéu la nét hoac

ca nét va u khi hai bén. Xét nghiém chi sé bach
cau téng sé va chi sé CRP ciing cho thdy muc dé
viém nhiém nhat dinh & cac bénh nhan. Nhu vay,
cac bénh nhan duoc lua chon déu du tiéu chuan
tham gia nghién cuu.

RSV la mét loai virus gay viém dudng hé hap
phé bién, nhung hién nay van chua c6 vaccin hoac
thudc dac tri cu thé nao dugc st dung trén lam
sang dé diéu tri cho cac bénh nhan. Cac nghién
clru gan day cho cho thay viéc sir dung probiotic
Ia mét trong nhiing liéu phap tiém nang dé ngan
ngtra nhiém RSV, tir d6 giam cac triéu chiing cla
bénh dudng hé hap cap do RSV théng qua cac
co ché khang virus da dugc thao luan tir nhiing
nghién ctru trudc. Nghién ctru ctia Chiba va cong
su (2013) thuc hién trén moé hinh chudt cho
thdy viéc st dung probiotic bang duéng uéng
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c6 chua Lactobacillus rhamnosus CRL1505 lién
tuc trong 5 ngay véi nong d6 108 té bao/chudt/
ngay cé hiéu qua lam giam néng dé virus hgp
bao hé hap RSV khoang 32 1an trong phéi & ngay
thi 4 va bao vé cac té bao phéi. Su bao vé nay
duoc thuc hién théng qua kha nang kich thich
hé théng mién dich phéi san sinh cac interferon
IFN-y va IL10 [10]. Nghién cttu ctia Eguchi va cong
su (2019) cling trén m6 hinh chuét vé danh gia
tac dung probiotic ctia chling vi khuan sinh acid
lactic Lactobacillus gasseri LG2055, si dung theo
dudng udng, cé tac dung ngan ngtia nhiém virus.
Két qua cho thdy tai lugng RSV trong phdi cta
chuét, nhung chi dirng & muc dé khiém tén la
giam khoang 8 lan sau 4 ngay diéu tri [11]. Tuy
nhién, hai nghién ctu trén chi gii han trén moé
hinh thir nghiém trén chuét. Mac du cac vi khuan
Lactobacillus va Bifidobacterium da chiing minh
nhiéu uu diém trong viéc phong ngira sy xam
nhiém cta virus, nhung sdn pham probiotic chia
cac loai vi khuan nay c6 nhugc diém la khong bén
nhiét trong qua trinh van chuyén dan téi dé séng
bi gidm dang ké theo thai gian va lam giam tac
dung ctia san pham; ngoai ra vi chi c6 thé bao ché
dudi dang bét, vién sit dung bang dudng udng
ma khéng bao ché dugc dudi dang dung dich dé
xit truc ti€p vao héc mii, nén kho phat huy dugc
hiéu qua cao nhat trong viéc tic ché/diét truc tiép
virus, vi khuan gay bénh trén dudng hé hap trén.
Hién nay, 6 rat it nghién cttu danh gia vai trd cia
cac chung vi khuan tao bao ti thudc ho Bacillus
sp. Trong viéc phdong chéng su xam nhiém cla
virus. Nghién cliiu cia Wang va céng su (2017)
da chiing minh ching vi khuan Bacillus subtilis
OKB105 ¢6 kha nang bat giir va khang virus viém
da day (Transmissible gastroenteritis virus-TGEV)
thudc ho coronaviridae tan cdng cac té bao biéu
bi rudt (porcine intestinal epithelial cells) [12].
Tuy nhién nghién ctru nay ciing chi thuc hién trén
in vitro ma chua thir nghiém trén nguai.

Nghién ctiu clia ching t6i la nghién ctu dau tién
vé thir nghiém tac dung 1dm sang trén tré em clia
probiotic dang xit chia bao ti Igi khuan Bacillus.
Mac du méi chi la thir nghiém budc dau trén sé
lugng bénh nhan con khiém tén (n = 30), két qua
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thu dugc c6 y nghia théng ké cho thdy théi gian
khdi cac triéu chiing xuat tiét mai, khé thd, ran rit,
ran am, rut 16m 16ng nguc dugc rat ngan khoang 1
ngay khi st dung LiveSpo® Navax. Sau 3 ngay diéu
tri, nhdm thi nghiém gidm tai luong RSV & dich ty
hau bénh nhan khoang 300 lan, trong khi nhém doi
chuing chi gidm 15 1an; ¢6 lién quan téi su c6 mat ctia
bao t vi khuan B. Subtilis va B. Clausii & dich ty hau
bénh nhan nhém Navax ma vang mat & nhém doi
chiing. Két qua phan tich tai lugng RSV trong dich ty
hau cho thay viéc st dung xit LiveSpo® Navax chua
hai loai bao ti Igi khuan Bacillus subtilis va Bacillus
clausii c6 tac dung giup lam giam tai lugng RSV tGi
gan 300 lan sau 3 ngay diéu tri va hiéu qua gap 20
1an so véi nhom bénh nhan st dung xit nudc mudi
sinh ly. Pac biét, ghi nhan mét truéng hop bénh
nhan c6 muc dé gidam néng dé RSV vé dén am tinh
(dugc coi la gidam >10° lan) sau 3 ngay st dung xit
LiveSpo® Navax (Hinh 2). Tuong ting véi két qua am
tinh RSV & bénh nhan nay, néng dé bao tir Igi khuan
B.subtilis do dugc trong dich ty hau bénh nhan nay
la cao nhat trong nhém (>107 CFU/ml, tuong duong
vGi 4% lugng bao ti xit dau vao) (Hinh 3). Két qua
nay goi y viéc tuan thu dung huéng dan sirdung san
pham xit LiveSpo® Navax sé gitip cho bao tir bam
dinh Ién niém mac mai nhiéu va phat huy tac dung
hiéu qua tét nhat trong viéc ngan ngira su nhan Ién
ctia RSV trong mii bénh nhan, nh& d6 hé trg giam
thiéu cac triéu chiing viém dudng hé hap ciing nhu
rut ngan thai gian diéu tri bénh cho bénh nhan.
Phan tich két qua real-time PCR SYBR Green
cho thdy da phat hién su c6 mat cua Bacillus
subtilis ANA4 va Bacillus clausii ANA39 trong niém
mac mii cGa tat ca cac bénh nhan st dung xit
LiveSpo® Navax va khéng phat hién thay hai loai
vi khuan nay trong nhém Chiing. Néng dé bao ti
trung binh dugc phat hién trong dich ty hau la
>10° CFU/ml d&i véi B. Subtilis va =102 CFU/ml déi
V@i B. Claussi (Hinh 3). Két qua nay cho thay cac
bénh nhan tham gia nghién ctru & hai nhom thi
nghiém va déi ching dugc cung cap dung san
pham thir nghiém, dugc huéng dan ding va tuan
thu quy trinh xit mdi va 2 loai bao ti nay cung cé
kha nang bam dinh Ién niém mac mdi bénh nhan.



PHAN NGHIEN CUU

Két qua budc dau danh gia san pham probiotic
dang xit LiveSpo® Navax cho thay san pham hoan
toan an toan déi véi tré em dudi 2 tudi, véi liéu dung
th nghiém khuyén cdo cho bénh nhan xit miii 3 1an/
ngay trong vong 3 ngay lién tuc, két hgp theo déi va
danh gia cac chi s6 1am sang va can lam sang. Trong
suét qua trinh thirnghiém déu khéng ghinhan batky
bi€u hién nao lién quan dén cac bat thudng vé nhip
thg, mach, nhiét d9, va SpO,, cing nhu khéng c6 su
thay déi bat thudng vé chi sé CRP va sé lugng bach
cau phan anh muc d6 viém clia ngudi tham gia thir
nghiém. 100% bénh nhan st dung LiveSpo® Navax
khéng cho thay bat cir dau hiéu bat thudng vé tiéu
hoa (nén hay tiéu chdy) hay kich ting niém mac mi.

5.KET LUAN

Pay la nghién ctiu thir nghiém lam sang & tré
em dau tién trén thé giGi vé an toan va tac dung clia
probiotic bao ti Ioi khuan Bacillus & dang xit mi.
San pham probiotic LiveSpo® Navax dang nuéc chia
bao ti Igi khuan thé hé LS-lll cia hai ching Bacillus
subtilis ANA4 va Bacillus clausii ANA39 khi sif dung
dudi dang xit hoan toan an toan véi tré em, 6 tac
dung hé trg rit ngan 1 ngay thdi gian diéu tri triéu
chiing dién hinh ctia bénh viém dudng hé hap trén
do RSV nhu xuat tié€t mii, rat I6m 16ng nguic va khé
thg, ran rit, ran &m; va lam gidm néng do6 RSV trong
mi bénh nhan hiéu qua hon gap 20 lan so véi nuéc
muai sinh ly. Nghién ctu thi nghiém 1am sang can
mé rdng véi ¢ mau I6n hon dé danh gia toan dién
hon nita muic d9 an toan va tac dung cla LiveSpo®
Navax, lam co s& khoa hoc cho viéc phat trién thanh
thudc xit mii c6 tdc dung phong ngira va hé trg diéu
tri bénh dudng hé hap cap do nhiém RSV.
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