MIEN DICH CUA TRE SINH THUONG VA SINH MO
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Tom tit:

rén thé gidi, ti 16 sinh mo trong mudi ndm qua di tang 1én gap muoi

lan. Tai Viét Nam ti 1¢ mé dé cling gia tang hang nam. C6 nhiéu
nguyén nhan cua gia tang mo dé, tuy nhién c6 mot nguyén nhan can
quan tam 1a gia dinh mudn dtra bé ra doi vao "ngay gio tot."

Tac gia bai viét trinh bay lai trong sinh d¢ binh thudng, tré duoc sinh ra
tr moi trudng vo tring cla tr cung sang mot modi truong nhiém trung
khi tré sinh ra béng duong am dao. Khi sinh bé“mg duong am dao, h¢ vi
sinh duong rudt cua tré cha yéu 1a do tré nudt cac vi khuan am dao cua
me khac han v6i hé vi sinh duong rudt khi tré sinh bang mo de.

Nhiéu nghién ctru da cho thay rang hé vi sinh dudng rudt cua tré sinh
bang dudng 4m dao chu yéu 1a bifidobacteria va bacteroides fragilis
trong khi tré sinh bang duwong mé dé 1a C. difficile va két qua ciia nhiéu
phan tich nghién ciru cho thay vi sinh vat lactobacilli and bifidobacteria
cua am dao me quyét dinh mién dich cua tré so sinh khi tré sinh bé“mg
duong am dao:

e Bach cau trung tinh, cdc don bao va cac lympho hiy diét ciia tré
sinh thwong cao hon so véi tré sinh mé.

o Mo dé cé thé dwa dén cdc phan ung mién dich bt thu’ong ( gia
ting IL-13 and IFN-y la tién dé cua phdt trién hen va cham sau
nay.

o M6 dé gia tang nguy co gdy hen va bénh viém da day ruét.

o M6 dé thuong keém theo viém mili di iing va cham & nhitng ba me
bi ¢6 tien sir bi hen hay cham.

Dé gia tang dap ung mién dich d6i vai tre mé de la khuyén khich cho tré
bu me va chi cho tré bu sita cong nghiép néu khong thé nuoi tré bang stra
me. Cac siia cong nghiép phai dugc bo sung cac dudng chat gan gibng



nhu stta m¢ nhu: DHA, ARA, nucleotides, L-Arginine, Selenium, kém,
prebiotics, probiotics va protein toi wu.

Abstract: Mode of delivery may have, possibly via gut micro biota
development, significant effects on immunological functions.

The rate of caesarean deliveries has increased 10-fold worldwide during
the past decades. There has been also an increasing rate of caesarean
section in Vietnam where one of the causes of this increase has been
incriminated to the willing of mothers who want to have the baby would
be born at “good time *.

The author reviews the concept that during the natural birthing process
of humans, neonates transition from the sterile environment of the womb
to a non sterile environment where they are exposed to microbes
originating from their mother and the surrounding environment.
Neonates born by vaginal delivery acquire most of their intestinal flora
by swallowing their mother's vaginal fluid at birth. In contrast, children

born by cesarean section are not exposed to the maternal vaginal flora at
birth.

Results of many studies found that infants born through cesarean section
had lower numbers of bifidobacteria and Bacteroides, whereas they were
more often colonized with C difficile, compared with vaginally born
infants and results of many exploratory studies suggest that exposure to
specific microbes (e.g., lactobacilli and bifidobacteria) in the maternal
vaginal flora may influence neonatal immune responses in children born
by vaginal delivery:

There were significantly higher median values for neutrophils,
monocytes, and natural killer cells in the neonates delivered vaginally

Cesarean section may leads to abnormal neonatal immune responses
(increased secretion of IL-13 and IFN-y) that may precede the
development of asthma and atopy.



Caesarean section increases the risk for developing symptoms of asthma
and/or gastroenteritis.

Cesarean delivery is associated with allergic rhinitis and atopy among
children with a parental history of asthma or allergies.

To enhance the immunological functions for neonates born vaginally
Suggestions are to promote breast feeding or to use formulas that contain
nutrients similar to breast milk: DHA, ARA, nucleotides, L-Arginine,
Selenium, zinc, prebiotics, probiotics and optimum proteins

Trén thé gidi, ti 16 sinh mo trong muoi ndm qua di ting 1én gap muoi
lan,

Theo s6 liéu cua Nestle Nutrition,World of babies 2005, Data files, ti 1
md dé cua mét sd nudc nhu sau:

Percentage of births by cesarean delivery
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Tai Viét Nam, [1] s6 ca sinh bang phuong phap phau thuat tai thanh phé
Ha Noi 1én t6i 31,1% tong s6 ca dé, thanh phd HO Chi Minh 29,5%, Hai
Phong: 20,4%, Can Tho 19,4%, Quang Ninh 18,4%. Theo TS Nguyén
Viét Tién, Giam déc Bénh vién Phy san T.U, hién dang c6 xu hudng
thich mo dé hon 1a dé thuong. SO liéu trong 5 nam trd lai ddy cho
thay s6 ca mo dé ting 15% mdi nam. Nam 2002 tong sé6 ca mé dé tai
Vién la 8.101 ca thi dén nam 2007 da tang lén 14.198 ca.



Trong 6 thang dau nim 2008, tai Vién da co 7.195 ca mo dé, trong khi
chi c6 khoang 11.000 ca dé thuong. [2] Nguyén nhan cta gia tang mo dé
thi ngoai nhitng chi dinh mé6 dé dugc WHO khuyen cao vao khoang 10-
15% trong cac cudc dé. Theo Bac si Nguyén Thi Ngoc Phuong [3],
Giam dbc bénh vién T Di, cho biét, 1a do san phu hoac gia dinh mudn
sinh mo:

e Chuyén da kho khin, khong nging rén dau khién nguoi nha x6t
rudt.

e San phu s¢ dau, s¢ bd phan sinh duc gian ra, anh hudng dén hanh
phuc gia dinh.

e Bi am anh boi 16i phan cua thay boi, rang san phu néu khong sinh
mo s& gdp tai bién chét nguoi.

e Gia dinh mudn dira bé ra doi vao "ngay gio tot."

Tai Bénh vién Phu san Tu Dt TP HCM, ctr 100 nguoi sinh thi ¢6 trén
35 nguoi mo, trong d6, gan 4% trudng hop duge mo theo theo yéu cau,
nghia 1a m6 14y thai theo ¥ muén cua gia dinh san phy, mic ba me van
c6 thé dé thuong.

Cac nghién ctru cho thdy mo dé c6 thé gy tac hai cho ba me 14n tré sinh
ra cling kha l6n.

San phu con c6 thé gip tai bién khi gy té, gdy mé, tir vong do sdc ngay
trude khi mo. Cac ba me sinh mo ciing c¢6 nhiéu nguy co nhiém trung
sau d6. Mit khac, do phai udng mot lugng 16n khang sinh de chéng
nhiém tring nén c6 thé c6 anh hudng dén sy san xuét sita va tiét sita, va
tré s& khong c6 co hoi bu sita non, nhu vay s& anh huong dén stc khoe
cua tre.

Ngoai nguy co co thé gdy dinh rudt, tac rudt, seo tir cung, khién lan
mang thai sau dé gip tai bién nhu v tir cung trong khi mang thai, trong
khi chuyén da dé.

Nghiém trong hon, néu da mo lan dau, ¢ lan mang thai lan tiép theo sé&
tang nguy co thai chét luu.



Ngoai ra, néu dugc sinh thuong, khi qua am ho, léng nguc cua dua treé
dugc de ép, day het nudc 01 r dong trong duong ho hap cua tré ra ngoai.
Nguoc lai néu mo lay thai,co sy & dong nudc oi trong long nguc tre,
khién tré c6 thé suy ho hap ho hap ngay sau khi sinh va c6 thé hay mac
cac bénh ho hap sau nay.

Trudc sy gia ting md dé, nhiéu cau hoi dugc dat ra 13 liéu mién dich
cua nhitng tré dugc sinh ra bang moé dé co khac bi€t gi voi nhitng tré
sinh thuong hay khong?

Bai viét nay s€ diém lai nhitng két qua nghién clru, v€ mién dich cua tré
sinh thuong va mo dé, tuy vay trudce tién cling can thiét nhac lai hé thong
mién dich & tré nhd.

H¢ thong mién dich cua tré nhé.

Co quan mién dich 16n nhat co thé cua tré nam & hé tiéu hoa. Gan 80%
té bao san xuat khang thé nam & duong ti€u hoa. H¢ mién dich tiéu hoa
bao gom:

Hé mién dich bam sinh dudng tiéu hoa duoc dam trach bai dich da day,
dich nhay, cac enzyms ti€u hoa, nhu dong rudt, IgA cua cac mang Peyer,
mdi lién két biéu méd duong rudt va hé vi sinh khdée manh duong rudt va
chinh hé vi sinh khoe manh dwong rudt dong mot vai tro quan trong
trong sw can bang hé mién dich cia tré nhé. Vi khuan dudng rudt bao
gom vi khuidn t6t nhu B.Longum, B.Bifidum, L.Acidophilus,
L.Salivarius,L.Casei,L.thermophilus va cac vi khuan xau nhu vi khuan
gay bénh, ndm v.v.[4] [5]

Bén canh hé mién dich bam sinh, hé mién dich mic phai duong tiéu hoa
dugc dam trach bdi hé théng bach huyét ruot GALT (Gut asociated
lymphatic tissue.) He thong bach huyet nay bao quanh rudt va ddm nhan
vai trd bao vé chong nhiém tring va hap thu mé.



Cic yéu to tac dong téi sw phat trién cin bing ciia phan ing mién
dich & tré nho.

C6 hai thuyét vé can bang mién dich ¢ tré nho: Thuyét vé sinh va thuyét
vi khudn dwong ruot.

Thuyet vé sinh cho rang mién dich duoc phat trién va can bang khi co
thé tiép xtc voi tic nhan gay bénh (vi khuan) vi vay, mot khi co thé tré &
trong moi truong vé sinh sach s€, tre duge tiém phong vac xin, va xu
dung thudc khang khuan, dong thoi co su thay doi vé thoi quen an udng,
(uong sita cong nghiép sém thay vi bu sita me, an nhiéu chat dam, v.v.v)
hé mién dich cua tré s& khong dugc kich thich sém vi vay dé bi c6 phan
tng thai qua dbi v6i nhitng thanh phan khong gy bénh.

Thuyét vi khuén duong rudt dua trén mot s6 vi khuan dic hiéu
(probiotics) duong rudt khée manh. Cac vi khuan dic hiéu nay kich
thich sém hé bach huyét duong rudét (GALT) va hoan thién hé thong
mién dich cta tré sau sinh. [7]

Cac vi khuan probiotics con kich thich sy phat trién vuot troi cuia cac vi
khuan tot ciia duong ruot.

C6 nhiéu yéu to tic dong dén sy phat trién phan Gng mién dich thong
qua hé vi sinh dudng rudt:

e Cach thirc nuoi duong.

Néu tré duoc nudi béng stra me, hé vi sinh duong rudt tré s€ phat trién
t6t nho trong stta me da c6 sin mot sd vi khuan probiotics [8]

va nhitng thanh phan trong sita me, nguoc lai néu tre¢ dugc nudt som
bang sira cong nghiép, he vi sinh duong rudt s€ phat trién véi vu thé cua
cac vi khuan xau. Hién nay nguoi ta da cai thién sita cong nghiép bang
cach bo sung thém vao sita cac thanh phan gitp hé vi sinh duong rudt
phat trién tot nhu prebiotics, probiotics, DHA va AA theo ti 1¢ thich hop,
cac dudng chit mién dich nhu nucleotides, L-Arginine, Selenium va
trong twong lai cac protein tong hop c6 hoat tinh sinh hoc nhu
Lactoferrin, Lysozyme,a-1 Antitrypsin, Haptocorrin, Lactadherin.



e Cach sinh. [9]

Tré sinh mo, khong qua duong 4m dao nén thuong 1a vo khuan, nguoc
lai néu tré sinh qua duong am dao, vi khuan & duong am dao, day chau
xam nhap vao co thé tré rat som do 1a nhitng vi khuan gay bénh nhu
Lactobacilli, corynebacteria, staphylococci, streptococci, micrococci,
enterobacteria, peptococci...

e Mobi truwong. Tré sinh ra c6 thé nhiém cac tac nhan gy bénh
trong bénh vién nhu 1ay tu tré khac, nhan vién y té, dung cu y
khoa, ngoai ra con phai ké dén viéc xtr dung khang sinh.

Sw khac biét vé mién dich giira sinh mo va sinh thuong.

Sinh mo anh hwéng dén sy phat trién ciia hé vi sinh duwong rudt &
tré nho. [10]

Céac bang chimg 1am sang cho thiy sinh mo anh hudng nhiéu dén su
phat trién cua hé vi sinh duong rudt cua tré nho:
Gronlund MM va cong su [11] ghi nhan khu tra cua bifidobacteria tai
rudt bi chdm & tré sinh md so véi sinh thuong va
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su khu tra ctia vi khuan Bacteroides fragilis cting cham hon.



Colonization rate by Bacteroides fragilis
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Nghién ctru ctia Huurre A va cong sy [12] trén 165 tré gom 141 tré sinh
thuong va 24 tré sinh md tai Bénh vién Turku Phan Lan cho théy S
lwong vi khuan dudng rudt va bifidobacteria cling thdp dang ké & tré
sinh mo tré sinh thuong.

Bifidobacteria and total bacterial cells
at 1 month of age (95 % CI)
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Ngoai ra sinh md c6 lién quan ti cac khac biét trong thanh phan vi
khuén duong rudt. Nghién ctiru doan h¢ tai Ha Lan ctia Penders J va cong
su [13] trén 1032 mau phan cia tré lic 1 thang tudi dé tim hiéu sé luong
cua bifidobacteria, Escherichia coli, Clostridium difficile, Bacteroides



fragilis, lactobacilli, va $6 luong toan bo té vi khuan. Két qua cho théy o
tré sinh mo, so luong C.difficile cao hon trong khi s6 lugng cac loai vi
khan khac thap hon so v61 nhom sinh thuong.
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Ngoal ra mot sO yéu té khac ciing gop phan anh huong dén thanh phan
ctia vi khuan duong rudt, vi du thoi gian nam vién 1am gia tang 13% so
lugng va khu tra cua C.difficile; xr dung khang sinh lam giam
Bidobacteria va B fragilis & tat ca cac tré.

Khéc véi tré sinh mo, tré sinh thudng co vi sinh dudng rudt sém phat
trién do tiép xtc v&i vi khuan cua co thé me ( phan , 4m dao ) va moi
truong xung quanh, dugc b me ngay sau khi sinh, trong khi tre sinh mo
khong dugc tlep xuc voi vi khuan me, khong tiép xtc voi vi khuan trong
nhirmg ngay dau sau sinh va néu cé tiép xtic sau nay,thi chu yéu la vi
khuan tai bénh vién va tré khong dugc bu duoc bl me dac bi¢t 1a sira
non ngay sau khi sinh.

Sinh mo anh hwéng dén mién dich ¢ tré nhé. [12]

Céc bang chung 1am sang qua cac nghién ctru cho thay hoat dong ctia hé
mién dich khong dac hi¢u thap hon so voi tré sjnh t’hu:(‘mg. Nghiér‘l cuu
cua Thilaganthan B va cong su [14] dua trén dém so luong bach cau va



té bao lympho & mau cudn rén cua tré sinh thuong va sinh mo dé cho
thay bach cau da nhan trung tinh, cdc don bao va t€ bao huy diét tu
nhién ¢ tré sinh thuong cao hon han so véi tré sinh mo.
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Ngoai ra sinh m6 ciing lién quan dén cac phan tmg mién dich di thuong.
That vay nghién ctru cia Ly N va cong [15] su thir xem mai lién quan
cha cach sinh dé véi dap ung mién dich cta tré so sinh dya trén su tiét
cytokine 13 chét co lién quan dén nguy co gia ting vé hen va cham di
mg & tré em. Két qua nghién ctru cho thdy mo dé da kém theo gia ting
cytokine IL 13 va IFN-y ma nguyén nhan

Cord blood cytokines
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Ly N et al. Clin Molecular Allergy 2006. (]

theo tac gia c6 thé do tré khong duoc sinh bang duong am dao hay do
khong duoc phoi nhiém sém véi cac vi sinh dic hiéu (vi du ky khi gram
duong).Su gia tang IL 13 va IFN-y 1a ngudn goc cua bénh hen va di tng
sau nay cua tre.

Sinh mé anh huwéng t6i nguy co cic bénh di ing, bénh dwong rudt
va cac bénh nhiém trung ¢ tré nhé. [16] [17] [18]

Cac nguyén ctru cho thay sinh mé ¢6 nguy co mac cac bénh mién dich
nhu hen & tré nho va ca & nguoi 1om, di ing thic an,va cac bénh duong
tiéu hoa.

Incidence of asthma according to the mode of delivery
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That vay, gan day nguoi ta khong hiéu vi sao lai c6 gia tang tan suat mac
bénh di tmg. Cac yéu tb di truyen khong thé giai thich duoc, cac yeu t6
mo1 truong voi gia thuyét mac dau co nguoi thuan, c6 nguoi khong dong
tinh, cho rang sy giam cac kich thich nhiém trung trong giai doan dau
cua cudc song la nguyén nhan cua cai goi la bénh dich di ing va sy thay
d6i nay c6 thé bat ngudn tai cac nha bao sanh. O day, do ti 16 mo dé gia
ting nén d3 c6 mot sy giam tiép xtic nhiém trung ban dau, lam anh



huong dén té bao T helper 1 va T helper 2 va do vay gia ting nguy co di
tmg. Dé tra 10i gia thuyét nay di co hai nghién ctru doan hé ( cohort
study) vé hen cua Finnish cohort trén 59.927 lan sinh séng va Turku
cohort v6i 106 sinh thudong va 113 sinh mo [18] . Két qua ghi nhan ca
hai nghién ctru cho thdy ti 1& tré bj hen & tré sinh m6 cao hon han c6 ¥
nghia thong ké so véi tré sinh thuong vi OR 1.21; p<0.01 va OR 2.22;
p<0.01.

Mo dé lien quan dén hen tré em.

Hakansson S va cong sur [19] nghién ctru tai Thuy Dién xem thir sinh mo
cO anh hudng dén ti 18 bénh hen va bénh viém da day rudt. Két qua cho
thay OR cuia hen & tré sinh mo 1a 1.31; CI 95%, Két qua cia viém da day
rudt cling twong tu nhu vay vor OR 1.31;CI 95%. Ti 1€ bi hen va viém
da day rudt c6 OR la 1.74; CI 95%. Nghién ctru nay da chiing minh cho
thay tré mo dé co ti 1é hen va/hay viém da day rudt cao va nguyén nhan
c6 thé do thay d6i mau thanh phan vi sinh vat duong rudt ban dau

Morbidity in children born via cesarean delivery (odds ratio)
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Mé dé ciing lién quan dén di wng thirc an.

Nghién ctru doan hé ctua Eggesbe Mb va cong su [19] trén 2803 vé cach
sinh dé,su dung khang sinh cua me va tré, va cac thong tin vé di ung
thirc an nhu trirng, ca, cac loai hat. Két qua cho théy, nhirng tré c6 me di
g, mo6 dé c6 nguy co 7 lan hon vé di tmg véi trimg ca va cac hat (odds
ratio, 7.0; CL, 1.8-28; P =.005) va 4 lan hon vé dj ung véi trimg.( odds
ratio, 4.1; CI, 0.9-19; P =.08). DPéi véi nhirng tré c6 me khong bi di ing
khong c6 nguy co gia tang di tng. Sir dung khang sinh cua me va con
khong c6 nguy co gia tang di ting.

Risk for food allergy during first 2 years of life
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Mé dé ciing lién quan dén tinh trang hen ciia ngwoi lon.

Xu B va cong su [21] trong mot nghién ctru vé hen, va di ung tai Phan
Lan dua trén hoi ctru doan hé ctia nhiing tré sinh nim 1966 va nhiing
thong tin vé hen va bénh di ung vao nim 1999 khi nhitng thanh phan
doan hé nay duogc 31 tudi. Két qua cho thdy mo dé lam gia ting nguy co
hen cua nguoi 16n véi OR 3.23 (95% CI 1.53, 6.80). Nghién ctru khong
cho thiy nguy co gia ting vé cham, s6t Hay.
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Tom lai cac két qua cac nghién ctru da cho thay tré mo dé da giy ra thay
doi 16n vé hé vi sinh dudng rudt cua tré, cac vi khuan tbt duoc thay thé
bang vi khuin x4u, thay doi vé dap img mién dich va da dan dén nhiing
dap tng mién dich bat thuong trong d6 ¢ su gia ting cytokine IL 13 va
IFN-y. Nguyén nhan cia su gia ting 1a do tré khong duoc tiép xuc voi
cac vi khuan 4i va ky khi gram am khi tré sinh bang duong mo dé. Su
gia tang IL 13 va IFN-y 1a ngudn gdc ctia bénh hen va di tng sau nay.

Két luan.

Su thay d6i vé mién dich khi tré sinh bang duong khac voi dudng 4m
dao ciing gidng nhu sy gia ting cac bénh di mg & cac nudc cong nghiép.
Su gia ting ndy duoc gidi thich 1 do sy giam cac bénh nhiém trung lic
con nho.[21]

Quan diém nay duoc giai thich vé mat mién dich hoc dya trén chirc nang
ctia té bao T 1a T helperl (THI) va T helper 2 (TH2) thong qua hoat
dong cta cytokine. THI c6 chirc ning chong nhiém trung, TH2 giy dap
tmg di Gtmg. Ngudi ta cho ring cac nhiém tring do vi khuan va vi rat
trong giai doan dau cua doi séng da lam hé mién dich duoc trudng thanh
nghién vé TH1( chéng nhiém tring) dé can bang véi dap ung mién dich
di tmg do TH2 dam trach ( bénh di tng). Nhu vay néu cé mot sy giam



méic bénh nhiém trung trong trong giai doan dau cia cudc sdng s& lam
giam TH1 va do vay lam tang TH2 1a nguyén nhan cua gia tang di ung.

Cau hot dat ra giai phap nao giip cho nhimg tré sinh ra tu mo dé c¢o
dugc mot dap img mién dich giong nhu tré dugc sinh qua duong am
dao.

Co nhiéu giai phap trong do cho tre bu me la 1a giai phap t6i uu. Sita me
da co san cac probiotics [8] dong thoi cac thanh phan trong sita me la
nhirng thanh phan can thiét giup cho hé vi sinh rudt cua tré c6 kha ning
bao vé (yéu to bifidus).

Truong hop khong co thé nudi tré béng stta me, c6 thé chon lua sita
cong nghiép duoc bd sung cac thanh phan sinh hoc nhu probiotics,
prebiotics, cac axit beo can thiét va can bang nhu DHA/ARA, cac dudng
chat mién dich nhu nucleotides,L- Arginine, Selenium, k&ém, va mot ham
luong chat dam phu hop véi cac thanh phan a xit amine gan giéng sita
me.

Tai liéu tham khao.
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