CAP NHAT
chén dodn va diéu ti
di ing dam slia bo & fré em

HA NOI, NAM 2022



BAN BIEN TAP

GS.TS.BS. Nguyén Gia Khanh
Chu tich HOi Nhi Khoa Viét Nam

GS.TS.BS. Nguyén Cong Khanh
Cha tich danh du Hi Nhi khoa Viét Nam

PGS.TS.BS. Khu Thi Khanh Dung
Phé Chu tich H6i Nhi Khoa Viét Nam

PGS.TS.BS. Lé Thi Minh Huong
Nguyén Phé Gidm D&c Bénh vién Nhi Trung Uong
Chu tich chi hoi Mién dich - Di tng Nhi Khoa

TS.BS. Hoang Lé Phic
Phé Chu tich HGi Tiéu hda, Gan mat & Dinh dudng nhi
Viét Nam

PGS.TS.BS. Nguyén Thi Viét Ha
Trudng khoa Tiéu hda, Bénh vién Nhi Trung Uong

TS. BS. Luu Thi My Thuc
Trudng khoa Dinh dudng, Bénh vién Nhi Trung Uong

TS. BS. Nguyén Thi Thu Hau
Truéng khoa Dinh dudng, B&nh vién Nhi Dong 2

THU KY BIEN SOAN

ThS.BS. Bach Thu Phuong
Bénh vién Nhi Trung uong

Cnh. Chu Ngoc Lan
Bénh vién Nhi Trung uong




Di (ng dam slfa bo kha ph6 bién & tré em nhd véi nhiéu biéu hién 1dm sang da dang
khi€n dé chdn dodn nham véi cdc bénh khac va dnh hudng nhiéu tdi tinh trang dinh
dudng va phét trién cla tré, nhitng trudng hgp ndng can dugc cap clu kip thoi.

V&i nhitng thanh tuu nghién cdu mdi trén thé gidi dd lam sang té nhiing hiéu biét vé
di ing thuc phdm néi chung va di tng dam sifa bd & tré nhé cling nhu nhiing bién
phdp chan doan diéu tri dinh dudng va du phong dj tng dam sifa bd & tré em nh.

Xudt phat tir nhu cau cdp nhat nhitng kién thiic méi vé di ting dam sifa bd & tré nho,
H6i Nhi khoa Viét Nam hgp tac véi Cong ty Reckitt - Mead Johnson Nutrition Viét
Nam mai cac Gido su, Phd Gido su, Tién sT1a cac chuyén gia dau nganh dinh dudng,
tiéu hda, di tng nhi khoa tai Viét Nam bién soan cusn CAP NHAT CHAN DOAN VA
PIEU TR| DI UNG DAM SUA BO G TRE EM.

N&i dung cudn sdch nham cap nhat nhiing ki€n thic méi vé dich té hoc, ca ché& bénh
sinh chan dodn dinh dudng diéu tri va du phong di Uing dam sita bd & tré em. Cudn
sdch sé& giup chuing ta gidi ddp dugc nhitng cau hdi vé& 1d&m sang chan dodn va Ung
dung thuc t& cdc bién phap chan dodn va diéu tri mai vé di iing dam sita bd. Hy vong
cudn sach s& [a mot tai liéu tham khdo hitu ich dé cac thay thubc nhi khoa tham
khdo va gilp ich dugc phan nao trong chan dodn diéu tri, phdong bénh di ¢ing dam
sta bo & tré nho.

H&i Nhi khoa Viét Nam xin tran trong cdm on cac tac gid trong Ban bién tap va Céng
ty Reckitt - Mead Johnson Nutrition Viét Nam d& xudt ban cuén sdch va xin tran
trong gidi thiéu téi quy doc gia.

Mong nhan dugc su phan hdi va gép y cla quy doc gia.

o/
Lzt

GS.TS.BS. Nguyén Gia Khanh
Chu tich HOi Nhi khoa Viét Nam







Muc luc

Chuong 1. Tinh trang di tng dam sita bo & tré em 8
DICI t8 NOC..vvvvvvvrvvveeeeeeeeeeeeeeseeeeseseesessessesssssssessessessessessssessssssesess s 8
Cac biéu hién cla dj ing thuc pham va "HAanh triNh di GNG e ssss s sssssesesnns 8
T4c ddng cla di Ung thuc phdm & tré ddi vGi Chat IUONG CUBC SONG.uuvereeereeecereeeeeeseeesseesssssssssssssssasssasens 10
Co ch& bénh sinh cta di ting dam sifa bo va K& NANG AUNG NAP...veveeiiiieeeeeieieieieeesesssssssssesssssasssssssssssens 10

Chuong 2. Dj Ging dam sifa bo & tré em: Chan doén va quan ly 16
Bi&u hién 1am sang cda tinh trang di NG M ST DO ..eueeeereeeeeeeeeeee e seseess s sesssssssssessasssesssssessaes 16
CREN GOGN.cetrvvtrrririssesise s ssesesssssssssss s st s ssssesRsR RS sRSsssssbsssbsssne0s 19
CAC XL NGNIBM CRAN G0N 1ottt st s s ss s s sssssssssasssessssesssssaes 19
Kiém s0dt tinh trang di NG Aam STA DO .....euveceeceeeeeeece e ess e ssss s sssssssssssssssssssssssssssesssssssssssssesans 20
ST CONG TUC TUY PRGN ettt s bbb e b et ss s s seas s esebessesesesessasesesessasesesesenses 22
Xu huéng trong cac chi&n lugc &an Kidng d8 NGAN NQUA Ai UNG weververevereeeeieeeeeeeeeeeseeeeeesssessessesssssssssssssssssssnes 25

Chuong 3. Nhan biét sém di ing dam sita bd bdng cdng cu CoMiSS® 26
Muc dich sang loc sém triéu chdng di NG dam STQ DO .cueeveveeeierereeeecreeetereeeeete e eve s s seaseseseseaees 26
COMISS® [Q 17 eurureiereeeeietriestetetssses et ssssstess s sss sttt sssss s st s sssse s et ssssssesassssasesessssssasessssssasesassssnsesessssssnsesassssnsesessssnsnssans 26
COMISS® [Q CONG CU GIUP: reteieieieeereietetetetetetetstetstste st stesesesesssst st ssss et et ssssb et st st et ssssssssssssssesssesssssssssssesesssassasassssasssasasasnas 26
DEi tUONG CO thE ST AUNG COMISS® ..uvrerereeeeeeieeeeee e ess s sssssssas s sss s sass s sas s sasssssssssassassssssassassassnns 26
CACH ST AUNG COMISS® ...ttt sttt et a et se bbbttt es bbb s bbb sesesesesssesesesesesesesesesesesesssesesesesesnes 26
CACN NN TIEM COMISS® ...urvurrveeeeeeeceseeeee e ssess e ssss s sses s sssssase s sss s s sssss s sssssssessssessssssssessanssssssnsssnees 27
Y NGTA CUA KEL GUA COMISS® ..o sese s sesesssssssesesesesesesass s sasesasesasessssssssssasesasssssssssasssasesane 28

Chuong 4. Vai tro Igi khuan, ddc biét LGG® trong di Ging dam sifa bo ... 29
Cai thién hé vi khudn dudng rudt véi Lactobacillus rhamnosus GG 29

Chuong 5. Vai tro cia EHCF+LGG® trong kiém sodt di tng dam siia bd 36
Loi ich ngdn han: Diéu tri cac tridu chiing di NG dam STA DO....eucveceeeeeeceeeeeeeeeeee e sseessssssssssenaes 36
Lgi ich trung han clla EHCF+LGG®: KN NANG AUNG NAP weueuiururreeeeeeee e e e sns 37
Kinh t& - y t& EHCF 1a chién lugc diéu tri dau tay cho tré bi di ing dam sifa bd do c6 hiéu qud hon vé mat
CNE P ettt ettt bbb bbb e bbb et b s e b b e R R bbb e Rt eh e s R s e b e b e e sebebea s s et ebess s ebebensasesebensasrene 46

K&t luan . 49

Tai liéu tham khao 50




Danh muc bang

Bang 1.

Bang 2.
Bang 3.

Bang 4.

Bang 5.

Bang 6.

Bang 7.

Bang 8.
Bang 9.
Bang 10.

Bang 11.

Cac t€ bao mién dich quan trong tao ra can bang ndi méi trong hé mién dich dudng rudt

(PhANG theo BrandtZa@q 2070) .. eeeeereeeeerereeeereresesesesesesesesesesssesesesssesesessssesesessssesesessssesesessnes 12
Biéu hién triéu ching & tré dudi 1tudi nghi mac di ing dam sita bd (Venter 2017) ... 16

Céac dau hiéu c6 thé xuat hién trén dudng tiéu hda khi khdi phat tinh trang dj tng dam sifa bod
khong qua trung gian [GE (MEYET 2079) ... eerereeeerereeeeeerereseeeesesesseseesssesesessssesesssssesesesssssesessnsnes 17

Pac diém cda cdc biéu hién tinh trang dj (ing dam sifa bd khéng qua trung gian IgE & tré bd me
(MEYET 2019) ..ttt st s s sa s e e sssasasasssasasasasasssasssssasssssasssnsssnsnsnsnsaes 17

C&c nghién ctu khdo sat di iing dam sita bd nhu mdt y&u t6 nguy co ddi vai réi loan tiéu héa
chilc Nang & tré em (PeNSADENE 2018).....ciiiiieeeeeeeeeee e s sns 18

Peptide va cdc dac diém gay di ¢ng con lai ca cac loai sita cong thic thay phan toan phan
dugc bdo cdo trong cdc nghién clu so sanh (phong theo va theo su cho phép ctia DuPont

201228, © Hiép hoi Dinh dudng, dugc xuat ban bai Nha xuat ban Pai hoc Cambridge)............ 23
Khuy&n cdo st dung sf\ra cobng thiec tuy theo biéu hién di tng dam sita bd (Sackesen 2019, dua
trén cac huéng dan diéu tri d3 AUQC CAP NNAL) cueiierieeeerceeeeeeere e s bbb eanes 24
BANG AANN GIA COMISS® ..ttt ass et eb et as bbb s ebe e ss s ebesessasesebessasesesenes 27
T4c dung cla probiotic chdng lai di tng thuc phdm (phdng theo Berni Canani 2019).............. 32

Ty 18 m&c cua tat ca cdc loai réi loan tiéu hda chiic nang déu thadp hon & nhém EHCF+LGG® so
v&i nhém EHCF (phdng theo NOCEIN0 2019)....ueeceeeeeeee e 44

Tém tat cdc nghién clu danh gia hiéu qua - chi phi tuong ddi cla cac loai stfa cong thuc it gay
di Ung khac nhau, 1a chién lugc dau tay trong diéu tri tinh trang di tng dam sifa bo................ 47

Danh muc hinh

Hinh 1.

Hinh 2A.

Hinh 3.
Hinh 4.

Hinh 5.

Hinh 6.

Hinh 7.

Hinh 8.

C4c phan Ung di ting thuc phdm va giéng nhu dj ing thuc phdm (phdng theo Meyer, Muraro, Venter,
Burks) 9

Hanh trinh dj ing qua trung gian IgE dugc dé xuat trudc day; Hinh 2B. Hanh trinh di tng khéng
qua trung gian IgE mai dugc dé xuat; va Hinh 2C. Hanh trinh di tng qua trung gian IgE va khong
gua trung gian IgE tich hgp (phdong theo Bergman 1997 va theo su cho phép ctia Meyer 2019, ©

2018 EAACI va John Wiley and Sons A/S. Cong b6 ctia John Wiley and Sons Ltd.) .....eeeeeeeeveene 10
Nguy co méc di ing & tré tuy thudc vao tién sl gia dinh (Koplin 2013) l

Sinh bénh hoc mién dich ctia di tng dam stia bd: D4p Ung di Ung véi thuc pham qua trung gian IgE
(phdng theo Ontiveros 2014) 12

Sinh bénh hoc mién dich cda di ting dam sifa bd: dap Uing qua trung gian IgE, dap (ng khdng qua
trung gian IgE, hodc tré cé thé dung nap qua dudng miéng (phéng theo Crittenden 2005)............ 13

Kim tu thap di ting thuc phdm (phéng theo Berni Canani 201967, Meyer 2019) 14

C4ac cau hdi quan trong dé khai thac tién st bénh tap trung vao nguy cco gay di ing (phéng theo
Venter 2017) 19

Pé cuong tap cho tré di ing dam sita bd uéng sita tai nha theo iIMAP (phdng theo Venter




Hinh 9.
Hinh 10.

Hinh 11.

Hinh 12.

Hinh 13.
Hinh 14.

Hinh 15.

Hinh 16.

Hinh 17.

Hinh 18.

Hinh 19.

Hinh 20.

Hinh 21.

Hinh 22.

Hinh 23.

Hinh 24.

Hinh 25.

Hinh 26.

Hinh 27.

So db xUr tri nghi ngd di ting dam sita bd & tré dudi 1 tudi 21

C4c loai test dugc st dung dé danh gid hiéu qua cuda sita cong thic ddi véi quan ly ch& dd an cda

tré di ing dam sita bo (phong theo Rosendal 2000) 22
Phuong phap ti&p can toan dién clia EHF+ LGG® trong kiém soat ch& do &n udng & tré bi di iing dam
s{ta bo (Majamaa 1997) 29
LGG® 13 dong vi khudn mang lai nhiéu Igi ich va cling dugc nghién clu nhiéu nhat, cé cac dac tinh
sinh ly khac biét so véi cac loai probiotic khac cung chi (phdng theo Kankainen) ..........cceeeeeeeeveneen. 31
Piéu trj viém da co dia v6i LGG® (phdng theo Viljanen 2005) 32

S6 lugng Bacteroides trong hé vi khuan cua tré khde manh so vdi tré bi di (ing dam sifa bd qua
trung gian IgE va khéng qua trung gian IgE (phdng theo Berni Canani 2018) 33

Biu d6 hdp so sanh s6 ugng vi khudn Bacteroides (A) va ndng dd butyrate trong phan (B) cta tré
khde manh, tré dang dj tng dam sita bd va tré dj ing dam slfa bo sau khi diéu tri bang sita cdng
thic thay phan (phéng theo Berni Canani 2018) 34

Téc dung c6 lgi ca LGG® ddi véi co ch& gay bénh cua dj ing dam sifa bd (phdng theo Cozensa
EHCF gilp gidm tinh trang dau bung colic do ch& dé an chi trong vong 2 ngay (phéng theo
LOENE 1989) ...ttt ettt ettt sttt bbb bbbttt b bbb bbb bbb bbb bbb nebnnananenen 36

EHCF+LGG® cai thién su phuc hdi sau viém dai trang do dj ing dam sita bd thdng qua gidm viém
rudt va gidm mat mau trong phan (phéng theo Baldassarre 2010) 37

Anh huéng ctia LGG® d6i véi kha nang dung nap & tré so sinh bi di (ing dam sitfa bo: (A) s6 tré dat
dugc khd nang dung nap tai cdc mac thai gian 6 thang va 12 thang, va (B) xac suat di ing dam siia
bo bi kéo dai, do loai dj tng dam sifa bd va ch& d6 an can thiép (tai ban tur Berni Canani 2012, ©
(2012) véi su cho phép cla Elsevier) 38

B6 sung LGG® vao EHCF gilip tang kha nang dung nap va dugc duy tri theo thdi gian (phdng theo
Berni Canani 2017) 39

Kha nang dung nap dat dugc véi cac loai slta cdng thic khdac nhau sau 12 thang & tré di ing dam
slta bo néi chung (A), hoac tré di iing dam sia bo qua trung gian IgE (B) va tré di iing dam sita
bd khdng qua trung gian IgkE (C) (tdi ban theo Berni Canani 2013, © (2013) véi su cho phép cla
Elsevier) 40

Md hinh méi v& Hanh trinh dj tng khéng qua trung gian IgE (phdng theo va theo su cho phép
cla Meyer 20197, © 2018 EAACI va John Wiley and Sons A/S. Céng bé clia John Wiley and
SONS LEAL) ettt sttt ettt e st sttt et e et e ke sesa b e besesa st ebesenaraesesenens 4

Ty 18 tich 1Ty céc triéu ching di ing & tré cé tién st gia dinh bi di ting, tré dugc cho an EHCF (khdng
€6 LGG®), hodc cac loai slta cong thic khac, hodc dugc bu slta me (phéng theo Oldaeus 1997, ©
(1997) véi su cho phép clia BMJ Publishing Group Ltd) 42

EHCF+LGG® lam gidm su phat trién ctia cac biéu hién di (ing & tré sa sinh bi di tng dam sita bod sau
3 nam st dung (tai ban theo Berni Canani 2017, © (2017) vdi su cho phép cua Elsevier) ................ 43

EHCF b6 sung LGG® bdo vé tré khoi cac loai réi loan tiéu hda chiic nang vé sau (tai ban theo
Nocerino 2019, © (2019) véi su cho phép cla Elsevier) 43

Tré so sinh ¢ nguy ca cao dugc nudi an bang EHCF gidp gidm mot nlta nguy co bénh Iy di tng so
vdi sifa cdng thiic thong thudng trong ndm dau ddi (Von Berg 2003) 45

Tac dong cla cdc loai stta cdng thic khac nhau & tré cd nguy cao trong 4 thang dau ddi d6i vai
ty 18 m&c tich I8y cta hen ph& quan, viém miii dj tng va cham cho d&n nam 15 tudi (phéng theo
VON DEMG 2016) ...ttt e st e te e et se st se e se s sa s sa s e se e sans 46




N\

Tinh trang di Ung dam srta bo & tré em

Dich té hoc

Di Ung thuc phdm 13 hién trang khd phé bién, véi ty 18 dugc bdo cdo 1&n d&n 10% & céc nudc phat trién. Dit
lidu dich t& hoc gan day nhat cho thay di ing thuc phdm dang gia tang & mot s6 khu vuc & cac nudc dang
phat trién.s

Ty & di tng thuc phdm thuc su rat khé xac dinh do su khac biét vé dan sé va phuong phap nghién ctu, cling
nhu su khdc biét vé dd tudi, dan tdc va khu vuc dia ly.26 Thém vao dé, viéc xac nhan dj ing trong cac nghién
clu trén dan s& muc tiéu quy md I16n thudng phc tap vi trén thuc t&, dj ing thuc phdm cé thé qua trung gian
IgE (immunoglobulin E, mét loai khdng thé dugc tao ra chéng lai khdng nguyén thuc phdm), hoac khéng qua
trung gian IgE (ma qua trung gian t& bao, khéng qua khang thé), hoac k&t hgp ca 2 loai (qua/khdng qua trung
gian IgE)7 Ty |8 di &ng thuc phdm tu bdo cdo vé co ban cao hon dang ké so vdi ty 18 di iing thuc phdm dugc
xac nhan bang cdc phuong phap dugc y hoc cdng nhan, nhu test thir thdch dung nap qua dudng miéng hodc
test I8y da (xem mé ta chi ti&t trong phan 'Chan dodn’ cla tai liéu nay).23

Di Ung dam sita bd (CMA) 1a mdt trong nhiing dang di tng thuc phdm phd bién nhat & tré sa sinh va tré nhd,
véi ty 18 udc tinh chi€ém ti 2% dé&n 3% gid tri thudng dugc vién dan trong y van.e8 Tuy nhién, con s6 nay cé
thé rat khac nhau tuy thudc vao do tudi va phuong phdp chan doan.s

M6t nghién c(u téng quan hé théng & chau Au do Hoc Vién Di Ung Va Mién Dich LAm Sang Chau Au (EAACI)
thuc hién cho thay, dua trén cdc nghién ctu tor nam 2000 dé&n nam 2012, téng udc tinh gop vé ty 18 di ing vdi
sita bd tu bdo cdo & tat ca cac nhom tudi (6%) cao hon so véi cac loai di Uing thuc phdm théng thudng khac:
tring (2,5%); Ita mi (3,6%); dau phong (0,4%); cac loai hat (1,3%); cd (2,2%); va dong vat c6 vo (1,3%).° Thuc
hién cac xét nghiém di ing dam sifa bd cho k&t qud 0,3% tré duong tinh vdi test 18y da, 4,7% vdi xét nghiém
IgE dac hiéu, 0,6% véi test thir thach qua dudng miéng va tré cang nhd cang dé méc di tng dam stfa bo.°2 Mot
nghién clu cla Canada cling ghi nhan di ing dam sita bo 13 di Ung thuc phdm tu bdo cdo phd bi€n nhat & tré
em (2,2%).° Tai Hoa Ky, mdt nghién clu dua trén két qua ti cdc cudc Khdo Sat vé Stc Khoe va Dinh Dudng
Qudc Gia 2005-2006, v6i 8203 ddi tugng tham gia d& hoan thién badng ndng dd IgE trong huyét thanh tuong
Ung véi ting loai thuc phdm, trong dé udc tinh ty 18 di itng dam sifa bd trén 1am sang 131,8% & tré em tu1 dén
5 tudi." Mot nghién cu khac ctia Hoa Ky, dua trén mot cudc khdo sat dién ti gii d&€n cac hd gia dinh, dugc
thuc hién tor thdng 6 ndm 2009 dén thang 2 nam 2010, béo cdo ty |8 di itng dam sifa bod trén tré em néi chung
131,7%, cu th& 13 2,0% & tré tir O dén 2 tudi va 2,0% & tré tur 3 dén 5 tudi.?

Nghién cltu EuroPrevall trén dan sé tré dudi 2 tudi dugc sinh trong cung giai doan, (bao gdm haon 12.000 tré
sa sinh & 9 qudc gia Chau Au) d3 st dung mot dé cuong chdn dodn nghiém ngat dé tao ra mot ty I8 dj ing
dam sita bo dang tin cay, mot ty I8 di ing tuong ddi gitia cac quéc gia.® Ty 18 di ting dam sita bd, dugc xac
nhan bang test thir thach qua dudng miéng, & tré dudi 2 tudi dao ddng ti 1% & Ha Lan va Anh, d&n <0,3% &
Lithuania, Buc va Hy Lap. Hau hét tré bi di iing dam sita bd qua trung gian IgE (76,4%). Mot nghién clu thuc
hién & Israel, véi phan 16n tré bi di ing dam sita bd, dugc xac nhan bang test thr thach qua dudng miéng, da
béo cdo ty I8 di Uing dam sita bo tuong tu qua trung gian IgE 1a 0,5%." Tai Trung Quéc, mdt nghién clu dua
trén dan s& muc tiéu I3 tré em dudi 1 tudi, dd bdo cdo ty 1& di tng dam sifa bd dugc x4c nhan 13 2,69%.'5

Cac biéu hién cda di ting thuc pham va ‘Hanh trinh dj Gng’

Biéu hién triéu ching di ing thuc pham. Di ing thuc phdm qua trung gian IgE va khéng qua trung gian IgE
c6 cdc biéu hién va thdi gian khai phét triéu ching sau khi &n khac nhau (Hinh 1).7%67 C4c dép ing qua trung
gian IgE thudng xay ra ngay 1ap tic va cé thé gay anh hudng d&n mdt s6 co quan dich, bao gdm da (vi du nhu
mé day [phat ban], ngla, phu [sung]), dudng tiéu héa (Gl) (vi du nhu ndn, tiéu chdy) va/hodc hé ho hap (vi du
nhu kho khe, séc phan vé). Céc dap Uiing khong qua trung gian IgE xudt hién [du hon (tt 2 gid dén vai ngay) va
cdc triéu ching thudng lién quan dén dudng tiéu hda (vi du: tiéu chdy, phan cé mau, nén, tré cham Ién). Mot




n (ing man cam véi thuc ph

an (ing bat loi vdi thuc phd
Di ting thuc phdm ng dung nap thuc p
Co ché mién dich ché& khong mién di

Qua trung gian IgE Loai hdn hop Khong qua trung gian IgE Phan ting bat loi lién quan dén:

R loan chuyén héa, vi du:
khong dung nap lactose

C4c triéu chiing xudt hién ngay Khéi phat mudn/triéu ching Khdi phat cham i !
lap tdc (trong vong vai phit, man tinh (2-72 git sau khi &n) Cacd :'hénth, Phhﬁn, (tjronq fth}.fc pham
5i i i5 0 dugc tinh, vi du: cafein
R 2 010 sau il Viém da di ting man tinh (t3n thuong Thong thudng s& c6 mot so D5 . 2 TN
A - " 3 - . ) 9 t6/6 nhiém thuc pham, vi du:
Thong thuang c6 mdt hoac nhidu da kem theo ngia) Jitng sau: ngd dac do thyc pham c6 scombroid
trigu ching sau: Viém thyc quan tang bach cdu Da: viém da di ing dai dang,
Da: ngia cap tinh, man d6, mé day, i toan (tré cham phat trién, man do, phét ban khdng dac hiéu
sung tay non, non trd, dau nguc va dau bung) Hé tiéu haa: Kho chiu, non,
Hé tiéu héa: non, tiéu chdy, b6 an, dau bung gudi, c6 mdu
dau bung, khé chiu (colic) va/hodc chat nhdy trong phan

Ho hap: s6¢ phan v&, s6 mii va/hoac
viém két mac

IgE: Khang th& immunoglobulin E

Hinh 1. Cac phan (ing dj Gng thuc phdm va gidng nhu di Ging thuc phdm (phdng theo Meyer,” Muraro,” Venter,® Burks°)

ty 18 tré so sinh sé& cé biéu hién cda ca 2 loai dap Ung qua trung gian IgE va dap Ung khéng qua trung gian IgE
(vi du nhu nhiing tré bi viém da co dia [AD] qua trung gian IgE cling c6 nhitng phdn (ng trén dudng tiéu héa
khong qua trung gian IgE).” Mot s6 biéu hién, chdng han nhu viém thuc quan tang bach ciu i toan (EoE), van
con dang gay tranh cdi nén dugc phan loai 1a dap Gng hdn hop hay dap Ung khdng qua trung gian IgE /618

P6i khi khé phan biét di tng thuc phdm va céc phan (ing man cdm véi thuc phdm (vi du: khdng dung nap
lactose).®*? C6é nhiéu loai khéng dung nap lactose khac nhau tuy thudc vao nguy@n nhan nén. Khéng dung
nap lactose nguyén phat dugc xac dinh 13 c6 di truyén va do khdéng cé hodc cé qua it enzyme lactase, dan
dé&n lactose khong dugc tiéu hda va khdng thé hap thu qua rudt.e Khong dung nap lactose thi phat xay ra do
viém rudt hoac rudt bj tén thuong cdu tric, thudng 13 do nhiém trung. Khong dung nap lactose thi phét cé
thé& xuat hién & moi Itra tudi va thudng cé thé hdi phuc khi nguyén nhan nén dugc giadi quyé&t hoac diéu tri.6
C4c triéu ching dién hinh cGa khdng dung nap lactose nguyén phat (khé chiu & bung, chuéng bung, day hai,
tiéu chay) trung lap véi cdc triéu ching cuta di tng dam sita bd khdng qua trung gian IgE, nhung triéu ching
kh&i phat clia khdng dung nap lactose cé xu huéng nhe hon va tién trién trong nhiéu nam.é

Hanh trinh di ing. Di Ging dam sita bd thudng 1a biéu hién 1dm sang dau tién cda ‘Hanh trinh di tng'. Khi dugc
dua ra |an dau tién, md hinh Hanh trinh di Ung chi tap trung vao di Ung qua trung gian IgE, IUc b4t ddu tré
nhay cdm véi cac chat gay di ing trong thuc pham, theo thai gian tré chuyé&n sang nhay cdm véi cac chat gay
di Ung trong khdng khi, vai cac biéu hién & dudng hd hap trén va dudi (Hinh 2A).2 Tuy nhién sau d6, mot md
hinh Hanh trinh dj ng méi, khdng qua trung gian IgE d& dugc Meyer va cong su dé xuat (2019),” mé hinh nay
gilip hiéu thém vé cdch ma di tng thuc phdm khdng qua trung gian IgE & tré em cé thé ti€n trién thanh bénh
dbng méc véi bénh ly di (ng, hoac tién trién thanh rdi loan tiéu hda chiic nang (FGID) hoac ti&n trién thanh
cdc hdi chiing ngoai rudt (EIM) sau nay & tré (Hinh 2B)."2324 Sy trung lap gilta di tng qua trung gian IgE va
khong qua trung gian IgE ngay cang rd rang hon,? va dj ing thuc phdm [ do rdi loan tiéu héa chiic ndng?: va
hdi chiing ngoai rudt.2*2¢ Mot md hinh lién két gitta Hanh trinh di Gng qua trung gian IgE va khdng qua trung
gian IgE (Hinh 2C) nh&n manh céc triéu chiing dudng tiéu hda va viém da co dia thudng xudt hién sém va
cung Iuc, sau d6 1a su xuat hién cac bénh Iy di tng ddng méc, bao gdm hen va viém mii dj ¢ng, tuong tu nhu
Hanh trinh di Gng qua trung gian IgE. M6 hinh lién k&t nay cling cho thay lam thé& nao viém thuc quan tang
bach cau &i toan c6 thé xuat hién sém trong thdi tho &u va ti€p tuc sau tudi vi thanh nién.”
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Hinh 2A. Hanh trinh di ting qua trung gian IgE dugc dé xuat
trudc day; Hinh 2B. Hanh trinh di (ing khong qua trung gian
IgE méi dugc dé xuat; va Hinh 2C. Hanh trinh di ing qua
trung gian IgE va khong qua trung gian IgE tich hgp (phdng
theo Bergman 1997% va theo su cho phép clia Meyer 20197,
© 2018 EAACI va John Wiley and Sons A/S. Cong bd clia John
Wiley and Sons Ltd.)

T4c dong cua dj Ging thuc pham 6 tré ddi vi
chat lugng cudc song

Di Ung thuc phdm gay gidn doan cudc séng thudng
nhat cta tré em va gia dinh va c6 thé gay dnh hudng
tiéu cuc dén chat lugng cudc sdng (CLCS).2"° Céc
triéu chiing lién quan dén di ¢ing va ganh nang cua
viéc han ché& thuc phdm trong ch& d6 an cé thé anh
hudng dén cdc hoat déng gia dinh, xa hdi va suc
khoe tam 1y.Z%303 Trong mdt nghién clu vé cac gia
dinh Th8 NhT Ky ¢6 con bj di Gng thuc phdm, thi di
(ing dam sita bd cé lién quan dén diém chat lugng
cudc s6ng dac biét kém trén thang diém phu “gidi
han trong ch& d6 &n udng va nhitng han ch& vé mat
x& hoi".32 Kén &n va ch& dd an han ché & tré nho bi
di Ung thuc phdm khéng qua trung gian IgE c6 thé
anh hudng dé&n su phat trién clia cac chiic ndng van
déng/cdm gidc & miéng va cach ma tré phan Ung
V@i thic an, k&t qua thudng thay 1a tré cham tang
trudng.3 Mot s6 triéu chiing, chdng han nhu non
dit doi hodc khé nudt, cé thé gay thuong tén dac
biét cho tré va phién mudn & ngudi cham séc tré.”
Nhitng y&u t& nay cé thé anh hudng dén cdm xuc
cla cha me. Trong moét cubdc khado sat dugc thuc
hién trén céc cap vo chdng cé con di ting dam sita
bd & Anh,® cho dén khi dugc chdn dodn, tré dugc
bdo cdo phdi chiu nhiing tdc dong tiéu cuc do khd
ngu, qudy khéc dai dédng va dau bung. Khodng phan
ntia s& phu huynh cam thay kiét sic, cang thang
hoac lo I&ng vé stic khoe cia con minh, va mdt phan
ba nhitng 6ng b6 phai tri hodn viéc di lam tré lai.
Cling c6 bdo cdo rang anh chi em ctia nhiing tré bi
di ing dam sita bo it dugc phu huynh quan tam. Cé
46% cac bac phu huynh cdm thay khodng thai gian
can thiét dé chan dodn tré bj di ¢ing dam sifa bo d3
lam &nh hudng d&n mai quan hé véi dda tré, ho cdm
thay kho chiu va that vong vai dda tré. Gan 40%
phu huynh tim ki€m su hd trg tor chuyén gia y t& vi
cdm thay bj rai vao tram cam.34

Ca ch& bénh sinh cda di ¢ng dam sita bd va kha nang dung nap

Tién sir gia dinh. Di ing xay ra trong gia dinh; néu trong gia dinh rudt thit cé nhiéu han mét ngudi cé tién s
di tng (hen, cham, viém mi dj ¢ng, di ¢ng thuc phdm) thi tré s& cé nguy ca di tng thuc pham cao hon dang
k& (Hinh 3).35 N&u chi cé cha hodc me dij Ung, tré s& cé nguy cd cao hon néu ngudi dé 1a me.3s Mac du céc yéu
t6 di truyén déng vai trd quan trong nhung khong thé gidi thich su gia tang nhanh chéng ty 18 méc bénh di
(’ng quan sat dugc trong nhitng thap ky gan day va hién da cé ca sé cho rang dj (ng 1a do su tuong tac phic

tap gilta cac y&u td di truyén va mai trugng.3e

Hé vi khuan dudng ruét. Lap trinh mién dich xay ra trudc khi sinh va trong giai doan sém cda tré so sinh, ¢ dnh
hudng truc ti€p dén kha nang dung nap dudng miéng va kha nang tré mac cac bénh Iy dj (ng. Cac 1ap luan vé
“sach s& hay khéng nén qud sach s&" hoac “thiéu hut vi khudn” dua ra gid thuyét tré ti€p xdc sém véi vi khudn
khong gay bénh thi khi I6n [&n sé& gidm ty [& mac cac bénh Iy di iing.3*




Nhiéu nghién ctu nhiing nam gan day da gilp phat

hién hé vi khuan dudng rudt 1a diém k&t néi chung

ctia phoi nhiém véi mam bénh, diéu chinh dép dng
() mién dich va su xuat hién ca bénh dij (ing.364%4' Mot
s6 bang chiing ggi y vi khudn cé 18 da ngu cu trong
dudng rudt cla thai nhi khi con trong bung me va
su da dang hé vi khudn dudng rudt cda tré bt dau
(théng qua ti€p xuc véi hé vi khuan cla me) trong
qud trinh sinh n@, trong nhiing thang dau hé vi khuan
dudng rudt cua tré it cé thay d6i nhung dan tré nén
da dang cho d&n khi tré dugc 1 dén 3 tudi, khi d6 hé
vi khudn dudng rudt cla tré s& giéng nhu clia ngudi
trudng thanh, véi hang tram dén hang nghin loai vi
w khudn.®2 Hé vi khudn dudng rudt phat trién nhanh

5,6% 7.8%

Anh chi em rudt khong bi di Gng
Cha hodc me bi di ing

Anh chi em rudt va
cha me déu khong bi di ting

10,2% 9,6%

/

chéng trong giai doan dau ddi cé thé déng vai trod
quan trong dé&n su xuat hién cta di ting.*° Nguy co dj
(ing tang 1&n néu hé vi khuan dudng rudt bi mat can
bang (r6i loan sinh hoc) do tang hoac gidm thanh
20,0% phan va s6 lugng clia cac loai vi khudn. 4042

™

Anh chi em rudt khong bj di Gng
Cha va me déu bi di (ing

Anh chj em rugt bi di ing
Cha va me déu khdng bj di tng

11,0%
Sita bo [& mdt trong nhiing thuc phdm dau tién ma

o tré ti€p xuc, trong d6 di iing dam sita bo 13 khd phé

° bién, vé sau & hau hét tré déu cé thé dung nap sita
b, tuy nhién di tng dam sta bd qua trung gian IgE

w s& [am mat nhiéu thai gian hon dé tré cé thé dung
nap. Trong nghién cldu doan hé sinh EuroPrevall,
100% tré bi di tng dam sita bd khdng qua trung gian
IgE va 57% tré bi di tng dam sita bd qua trung gian

i

Anh chi em rugt bj di ing
Cha hodc me bi di ing

Anh chi em rugt bi di Gng
Cha va me déu bi di ng

C6 anh chi em bi di ting: Tang gan gap ddi nquy ca di tng thuc pham (9,6% so vdi 5,6%)

C6 cha hodc me b di ting: Nguy co tang trung binh (~1,3 1an)
Ca cha va me déu bi di (ing: Nquy co tang cao (~2 1an)

Hinh 3. Nguy co méc di Gng ¢ tré tlly thudc vao tién si gia

IgE d& dung nap dugc sifa bd sau 1 nam tu khi dugc
chan doan.® Tuy nhién, cling cé cac nghién clu ti
mot s6 ngudn tham khdo bdo cdo c6 hon 50% tré

dinh (Koplin 2013%) kéo dai dj iing dam sita bd d&n sau 5 tubi.>44

Hang rao niém mac duding tiéu héa. H& mién dich trong niém mac dudng tiéu héa mdi ngay déu tiép xuc véi
s6 luong 16n cac khang nguyén va thudng xuyén ngan chan cac phan (ng mién dich d6i véi cac khang nguyén
vd hai tor bén ngoai, nhu protein thuc phdm. Hang rao niém mac dudng tiéu hda dugc cdu tao bdi mot I16p t&
bao bi€u mé lién k&t chat ché& va dugc mot I16p chat nhay day bao phl. Khd nang co bdp cua dudng tiéu héa
gilp day cdc chat bén trong doc theo dudng tiéu hda, 1am gidm thai gian ti€p xuc va gidm nguy co cc vi
khudn gay bénh c6 thé sinh sbi va tich tu.

Axit da day, axit mat va peptidase lam bién tinh hau hét cac protein an vao. Tinh khang nguyén cuta protein
thuc pham bi gidm di do tac déng ctia cac enzyme tidu hda gitip phan hiy protein thanh cac axit amin va cac
polypeptide nhd khéng gay ra phan ting mién dich. Tuy nhién, mdt s6 protein, chdng han nhu B-lactoglobulin bo
c6 trong sifa bod, ¢ thé ton tai nguyén ven khi d&n rudt non. Hang rao niém mac rat quan trong gitip han ché& su
xam nhap cla cac tadc nhan cé hai va mam bénh, nhung déng thai cling cho phép hap thu céc chat dinh dudng
dugc an vao. Do do, viéc nhan biét va dung nap cac chat dinh dudng dugc an vao phai dugc thiét 1ap ngay sau
khi sinh.

Cac t& bao mién dich (Bang 1) 1d mot phan khdng thé thi€u cla hang rao dudng tiéu hda va bao gém 80% t&
bao mién dich trong toan bd ca thé. Nhitng t& bdo mién dich chinh [ t& bdo dudi gai (DC), dai thuc bdo, t& bao
B va T. Chidng clng nhau tao ra va duy tri trang thai can badng mién dich ndi mdi nhd dé cac khang nguyén
thuc phdm va lgi khudn dugc nhdn dang lién tuc khi chdng ta an vao, gitp khong kich hoat cac phan tng mién
dich va phan (ing viém cé hai. Dac diém chinh ca can bang mién dich ndi madi 1a su can bang trong quan thé




t&€ bao T, khi d6 c4c t& bao T diéu hda (Treg) chiém uu thé, con t& bao T hd trg loai 1 (Th1) va t& bao T hd trg
loai 2 (Th2) (c6 vai trd trung gian cho cdc phan Ging viém) & trang thai Uc ché& tuong déi.ss

Bang 1. C4c t& bao mién dich quan trong tao ra can bang ndi mdi trong hé mién dich dudng rudt (phéng theo Brandtzaeg 2010%)

T& bao T chua truéng thanh c6 thé biét héa thanh:
Treq: t& bao T diéu hda
Th1: t& bao T ho trg loai 1
Th2: t& bao T hd trg loai 2
Thi7: t& bao T hd tro loai 17
T& bao B chua truéng thanh c6 thé biét héa thanh t& bao lympho va tiét ra:
IgM
IgA
196
IgE

Cédc dép ung di ing phu thubc IgE va khéng phu thudc IgE. Khi cdc khdng nguyén thuc phdm vuot qua hang
rao niém mac, hé mién dich s& dung nap cac khang nguyén qua dudng miéng (trang thai khdng dap (ng) hoac
nhan dang cac khdng nguyén nay 1a cé hai va tao ra dap ¢ng mién dich gay viém.

Sinh bénh hoc mié&n dich cda tinh trang di &ng dam sifa bd qua trung gian IgE bao gém hai giai doan (Hinh
4): (1) hé mién dich tréd nén nhay cadm va tiét ra cac khang thé IgE dé chéng lai protein sifa bd, ddng thai IgE
cling gén vao bé mat ctia dudng bao hodc bach cau &i kiém; (2) tai ti€p xuc véi dam sita bo [am kich hoat pha

Pha nhay cdm

Pha hiéu tng

.

.

On a
© * Dinguyén
o

Biéu md o g Khéng nguyén protein sifa bo di qua I6p bidu md rudt dén I6p dém
dudng rudt niém mac bi t& bao B hodc t& bao trinh dién khang nguyén thuc bao

O
Te bao B Cac khdng nguyén dugc trinh dién trén bé mét t& bao
trinh dién khang nquyén va t& bao B
MHC 16p 2
o
Thu thé t&bao T

T& bao Th2 dép ting bang cdch gidi phdng cac cytokine thiic ddy san xudt
khéng thé IgE dac hiéu véi khdng nguyén tir cdc t& bao B hidu ting

Cytokine T& bao T
IL-4 va IL-5
. T&bao B IgE déc hiéu v6i khang nguyén gdn két vao bé mat cta dudng bao
& ac hié Iam du@ng bao tré nén “nhay cam”

G 1an tiép xc ti&p theo vdi cling mot khang nguyén, 2 khdng thé IgE gan trén bé mat
Dudng N\ =%  dudng bao s& tao lién két chéo v6i khang nguyén, kich hoat cac dudng bao gidi phéng
bao histamine va cac chat trung gian gay viém khac, gay ra cdc triéu chiing dj ting

APC: T& bao trinh dién khang nquyén; BCR: Thu th& té: bao B; FceRI: Phan Fc cda thu thé; IgE/M: Immunoglobulin E/M; IL-4/5: interleukin 4/5;
MHC: Phiic hgp tuong thich md chinh; Th2: T& bao T hd trg loai 2

Hinh 4. Sinh bénh hoc mién dich ctia di ting dam siia bo: Dap (ing di ting véi thuc pham qua trung gian IgE (phong theo Ontiveros 2014%)




hoat héa, khi d6 IgE gén trén bé mat dudng bao lién k&t véi cac diém nhan dang trén dam sita bd (vi tri lién
k&t khang nguyén - khdng thé), gay ra su gidi phdng histamine va phan Ung qud man tuc thdi.4

Ca ch& mién dich khdng qua trung gian IgE chua dugc hiéu r&, chd y&u do dap Ung qua trung gian t& bao gay
ra va dudng nhu c6 lién quan dén tinh trang viém qua trung gian t& bao Thi va sy gidn doan hoat ddng cla
t& bao Treg.“#8 K&t qua Ia gay ra su mat can bang, cac t&€ bao viém hoat hda t€ bao T lam gidi phdng nhiéu
cytokine va chemokine dan dén tinh trang viém man tinh & dudng tiéu héa va dudng ho h&p.*® Trong dudng
tiéu héa, su gia tang tinh thdm trong qua trinh viém cé thé dan d&n mot vong ludn quén gitta tang tiép xudc
vGi khdng nguyén va tinh trang viém man tinh.*8 C4c bang chting méi cho thay viém dudng tiéu hda giai doan
sém, vi du do di ing dam stfa bo, cé thé dan dén rdi loan tiéu hda chic nang & tré em.728° Dj ing dam sifa bd
|& mot trong nhitng nguy@n nhan phd bién nhat cGa hoéi ching viém rudt do protein thuc pham (FPIES), mot
dang dj Uing khdng qua trung gian IgE.*®

Kha nang dung nap qua duéng miéng. Test dung nap thiic &n qua dudng miéng lam biét hda t& bao T chua
trudng thanh, tao ra lugng I6n cac t& bao T diéu hoa dac hiéu vdi loai thic &n dd, cac t& bao T diéu hoa di
vao tuan hoan 1am trung gian dé€ dung nap loai thiic an d6.4° Ngoai ra, cac t& bao Th1va Th2 bj tc ch& va tré
lai trang thai can bdng.%s R6i loan hoat dong cua t& bao T diéu hoa dudng nhu 13 nén tdng can thiét cho di
(rng dam sita bd vi cdm ting dung nap niém mac & tré c6 lién quan dén su gia tang t& bao lympho T diéu hoa
(Hinh 5).59%

Co ché di truyén biéu sinh, ché dé an, va hé vi khuan dudng ruét. Cac badng chiing tich Ily cho thay nhiing
thay d&i di truyén biéu sinh (do cau tric gen bi thay déi, hoat ddng ctia gen tdng cudng hodac Uc ché, lam thay
d6i biu hién gen) c6 thé [a nguyén nhan chinh gay di tng dam sifa bd.5® Su methyl héa ADN (gn thém géc
methyl vao gen) |a co ch& di truyén biéu sinh, déng vai trd quan trong trong su biét hda cla t& bao T.5455 Di
truyén biéu sinh & tré bj di itng dam sita bo da chi ra gdn thém gbc methyl vao diém dac hiéu trén gen ¢ lién
quan dén dj (ing dam sita bd.53 Khd nang dung nap & tré bi di tng dam sita bo qua trung gian IgE dugc quyét
dinh bang viéc gan thém gdc methyl vao vung gen khai dong san xuat cytokine clia Thiva Th2.%6 Su khac biét
gilfa tré bi di ing dam sifa bo tu nhién va tré phat sinh di tng dam sifa bd cho thay su cdi bién di truyén biéu
sinh 1& mdt qud trinh ddng, ludn thay déi trong sudt tién trinh cla bénh.5¢ Forkhead box P3 (FoxP3) |a yé&u
t6 phién ma chinh, FoxP3 tham gia diéu chinh sd lugng t& bao T diéu hda® va do dé, déng vai tro quan trong
trong viéc dung nap thuc pham va di ing thuc pham.*862 Néng d6 FoxP3 & muc thap & tré bi hen va tré dj ing

Di iing khong qua trung gian IgE

Khang nguyén trong siia bo
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°
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7 . cdc chat trung gian gy viém dé chdng lai
IL-4 “. khang nguyén trong sita bd
Di (ing qua trung gian IgE

Khi mi sinh, trong quan thé t& bao T chi yéu [ sy hién dién ciia Th2, néu s& ugng Th2 khdng duoc diéu chinh, cd thé dan dén phan ting di ting. T& bao T diéu hoa déng vai trd gitip cén bang
cdc t& bao Thiva Th2. Viéc thu nhan Igi khuan sau khi sinh 13 rat quan trong dé tao ra su can bang phis hop giiia cac t& bao T, s& Iugng céc t& bao T diéu hoa da biét héa & trang thai 6n dinh
rat quan trong véi khd nang dung nap thic an

APC: T& bao trinh dién khéng nguyén; IFN-y: Interferon y; IgE: Immunoglobulin E: IL-4, interleukin 4; Th1/2: T& bao T hd trg loai 1/2; Treg: T& bao T diéu hoa

Hinh 5. Sinh bénh hoc mién dich cda di ting dam siia bo: ddp (ing qua trung gian IgE, ddp (ing khdng qua trung gian IgE, hodc tré c6 thé
dung nap qua duong miéng (phong theo Crittenden 2005%)




thuc phdm.s* G&n gdc methyl vao viing dac hiéu (TSDR) trén gen ma hda FoxP3 cta t& bao T diéu hoa lam
thay d6i chiic nang clia t&€ bao T diéu hoa va thay d&i tinh trang dj Ung; cu thé, khi gdn g6c methyl vao gen thi
FoxP3 bj Uc ché&, con khi khr g6c methyl thi cac t& bao T diéu hoa dugc biét hda va & trang thai 6n dinh.6465
Mot s& nghién ctu chira khir g6¢c methyl ADN cta TSDR trén FoxP3 gitip gidm nhay cam di éing, hen%8 va kha
nang dung nap & tré bi di ing dam sita bo qua trung gian IgE.%®

Ngay cang c6 nhiéu bang chiing cho thay di truyén biéu sinh diéu chinh biéu hién gen trong qud trinh biét héa
c4c t& bao mién dich, di truyén biéu sinh chiu dnh hudng truc ti€p cla ch& dd an hodc anh hudng gian tiép
cla su thay d6i & hé vi khudn dudng rudt do thay déi théi quen an udng va y&u t6 moi trudng.¢” Cac axit béo
chudi ngdn (SCFA) déng mot vai trd quan trong, dac biét 1a butyrate dugc san xuat bai cac ching vi khudn
dac hiéu trong hé vi khuan dudng rudt.e8

Butyrate dugc cho la c6 vai trd khai phat qua trinh kh&r methyl trén gen ma hoda FoxP3,%° tré bi di tng dam
sita bo qua trung gian IgE va khéng qua trung gian IgE c6 ndng dd butyrate trong phan thap hon dang ké so
vGi nhém ching khée manh.’®” Thi€u hut gen ma hda qud trinh [8n men butyrate dugc tim thdy trong hé vi
khudn cla tré 3 thang tudi, cac tré nay vé sau bi xuat hién di tng.2 M6t nghién cu gan day da cung cap thém
bang chiing vé& tdm quan trong cla céc axit béo chudi ngén cho thay tré em cé ham lugng butyrate cao it cé
kha nang di tng thuc phdm hodc viém mdi di ing va it c6 khd nang mac bénh hen khi tré tir 3 d&n 6 tudi’® Do
dé, can thiép bang dinh dudng dé diéu chinh su thi€u hut butyrate cé 1& 14 phuong phdp tiém nang dé diéu
tri bénh di itng.”

Tém lai, cdc bang chiing méi cho thay réi loan hé vi khuin dudng rudt trong giai doan so sinh cé thé 1a mot
bi&n ¢6 ban dau quan trong trong co ch& bénh sinh cla di ing dam sita bo. Nhitng thay ddi trong chiic nang
hang rao dudng rudt va Iap trinh cac t&€ bao mién dich, 1am mat di tinh chi€m uu thé cla t& bao T diéu hoa
va mat di sy can bang gilta cdc dap ng qua trung gian Th1va Th2, tré s& cé xu huéng dj ing vdi cdc khdng
nguyén trong thuc pham. Su réi loan diéu hoa hé mién dich Itc ban diu nay dugc diéu chinh theo co ché di
truyén biéu sinh d&n mdt muc do ndo dé va cé thé dan d&n Hanh trinh dj Gng, tré sau nay s& xuat hién dij iing
trén dudng hoé hap va réi loan tiéu hda chic nang (Hinh 6). Uc ché& diéu hoa truc ndo-rudt-mién dich-noi tiét-
hé vi khudn [ diéu kién khién tré bi dj ting dam sifa bo xuat hién réi loan tiéu héa chiic nang trong tuong lai.®

Hoi chiing Uic ché diéu hoa
ngoai ruot truc ndo rudt

RGi loan tidu hda chiie ﬁ Man cam/ ‘ ’
Roi loan Biby bién di truyén bidu sinh

chic nang ctia biéu hién gen
R loan Gl Tuong tac mién dich than kinh
f . L » Anh huéng
Hanh trinh di lng ROi loan diéu hoa hé mién dich cta di truyén
Dj ting thuc pham Dung nap thiic an that bai
Tdc dong
.. clia yéu to
Tang tinh tham p 2 o Nl
gt RGi loan chiic nang hang rao biéu md moi trudng
R®i loan sinh hoc RGi loan hé vi khuan dudng rudt

Hinh 6. Kim tu thdp di Ging thuc pham (phdng theo Berni Canani 201967, Meyer 2019")




Tinh trang di Gng dam sifa bd & tré em: Cac diém chinh
+ C6 d&n 2-3% tré em bj di ting dam sita bd trong 2 nam dau dai

- Di Uing dam sita bd ¢ cac biéu hién khac nhau tuy thudc vao co ché& mién dich (qua trung gian IgE,
khong qua trung gian IgE, hdn hop qua trung gian IgE/khdng qua trung gian IgE)

+ Trong nghién ctu EuroPrevall trén dan sé tré dugc sinh trong clng giai doan, di ing dam sita bo dugc
x4c nhan bdng phuong phap chan dodn nghiém ngat, 100% tré bi di (ing dam sita bd khéng qua trung
gian IgE va 57% tré di bj tng dam sifa bo qua trung gian IgE da dung nap dugc sifa bd sau 1 nam ké tur
khi chdn dodn

- Di Ung dam sifa bd déng vai trd quan trong dan dén tién trién bénh viém mdii di Ung, hen va céc roi
loan chic nang lién quan trong sudt thai tha du (con goi l1a Hanh trinh di tng)

- Di Ung xay ra la do sy tuang tac phuic tap gilta cdc y&u t6 di truyén, van héa xa hdi va moi trudng

- Thanh phan va tinh da dang cda hé vi khuin dang phat trién va co ché di truyén biéu sinh tac déng
truc ti€p dén céc tién trinh mién dich dan dén bénh di ing

- Kha nang dung nap véi protein sita bd doi hdi su thay déi ddp tng mién dich ttr phan (ng dj ing qua
trung gian Th2 sang phan (ing dung nap, bao gdm tao ra cac t& bao T diéu hoa biét hda, 6n dinh

« Butyrate, mot axit béo chudi ngdn dugc san xuat bdi cac chliing vi khuin chon loc trong hé vi sinh vat
dudng rudt, cé vai tro bao vé trong bénh di Uing




N\

Di iing dam s{fa bd & tré em: Chan dodn va quan Iy

Biéu hién 1am sang cua tinh trang di tng dam siia bo

Budc dau tién trong chan dodn di tng dam sifa bd 1& nhan dang cac triéu ching. T dé, cé thé thiét [ap chan
doan, thong qua danh gid ky ludng tién s 1dm sang, bao gdm héi phu huynh/ngudi cham sdc tré vé bénh s,
x4c dinh loai di Ung, ti€p theo dung cac xét nghiém chan dodn dé x4c nhan dj dng.

Triéu chiing khéi phat. Cac triéu ching xay ra tring hop khi bd sung sita bd vao ch& dd an cda tré, sita bd
thudng duoc b sung sau mot thdi gian tré bu me, ngoai ra cc triéu ching ciing cé thé xay ra & tré bd me
hoan toan néu trong sita me cé dam ti sita bd.”576 Ngoai dudng &n udng, cac phan Ung dj Ung cling c6 thé
khdi phdt khi tré hit phai thdc &n (sita) va hodc tiép xuc véi thic &n (sita) qua da.’

Nhu d3 dé cap trong phan trudc, cac tridu ching cé thé xuat hién trong vong vai phat sau khi udng stta (phan
(ng tuc thdi, qua trung gian IgE) hodc cé thé cham hon, sau khi uéng tur 2 gid dén vai ngay (khéng qua trung
gian IgE).8" Sy hién dién cla IgE khong da dé k&t ludn tré bi di tng thuc phdm vi tré so sinh cé thé nhay cadm
v&i dam slta bd (IgE duong tinh) nhung khéng cé triéu chdng [am sang sau khi tré dugc cho an sita bd.2' Ngoai
ra, 3 mot s& tré so sinh cé thé cé triéu ching bidu hién tré goiy tré bj di iing khéng qua trung gian IgE nhung
xét nghiém van duong tinh véi IgET®

Biéu hién triéu ching. Biéu hién 1am sang cda di tng dam sifa bd c6 thé bao gbm céc triéu ching trén da,
dudng tiéu héa va/hodc dudng hd hap. Cac nghién clu trén tré so sinh bi di ting dam sita bd khéng chon loc
cho thay, céc tridu ching trén da va dudng tiéu hda 1a phé bi€n nhat, véi khodng 50% tré cé bidu hién cham
co dia va 25% dé&n 50% tré cé biéu hién cdc triéu ching trén dudng tiéu héa. Bang 2 tédm tat cac céc triéu
ching tuong Ung véi tung loai di tng dam sita bo.'* Mac du cd cac triéu chiing dac trung cho tung loai di ing
dam sita bd, nhung cling ¢6 su trung lap dang ké. Vi du, viém da ca dia dai ddng c6 thé xay ra ¢ dj iing dam sita
bd qua trung gian IgE, khéng qua trung gian IgE va loai hdn hop, nhung trong di ¢ing dam sifa bd qua trung
gian IgE, tré c6 thé cé biéu hién “bung phat” cap ngay sau khi uéng sita bo.6

Bang 2. Biéu hién triéu chiing & tré dudi 1tudi nghi méc di Ging dam siia bo (Venter 2017%)

Loai di iing dam  Khong qua trung gian IgE Qua trung gian IgE
sifa bo Tré bi sifa cong thiic, bi sila me hoan toan hoac khi tré bat dau bd Tré chi y&u bii sifa cong thiic hoac khi tré bt dau bd hon hop
hon hop
Thoi gian khéi 2-72 gid sau khi cho dn Trong vong vai phiit (tdi da 2 gid) sau khi cho an
phét triéu chiing
Da Ngia Viém da co dia nghiém trong Ngta cap tinh
Ban d6 (man do) va dai dang (+/- cham téng Ban do
Phat ban khdong dac hiéu truéng) M&é day (phat ban)
Viém da co dia dai dang Phil (sung)
Dot 'bung' cap viém da co dia dai
dang
Tiéu héa Khé chiu (colic) Nghiém trong va dai dang: Non
Non (trao ngugc/GERD) Tiéu chay Tiéu chay
B6 an/chan an Non Pau bung/colic
Tiéu chay (phan long, thuong xuyén) Dau bung
T4o b6n hoac phan mém kém ran nhiéu B6 &n/chan &n
Khé chiu 6 bung €6 méu va/hodc chat nhay
Dau bung, chuéng bung dang ké trong phan
C6 mau va/hoac chat nhdy trong phan i tiéu khd, phan khong déu
nhung cdc tiéu chi con lai van tot (+/- cham tang trudng)
Ho hap Viém mii cap Phan (ing téic thoi véi cac dau
Viém két mac hiéu va triéu chiing nang trén
duding ho hap va/hodc trén
tim mach

AD: Viém da co dia; CMA: Dj ting dam sifa bo; CVS: Hé tim mach; GI: Budng tidu héa; GERD: Trao nquoc da day-thuc quan; IgE: Khang thé Immunoglobulin E




Réi loan tiéu héa khéng qua trung gian IgE. C4c biéu hién rdi loan tiéu héa khéng qua trung gian IgE thudng
|a cac triéu chiing man tinh, x3y ra do ti€p xdc nhiéu 1an véi khang nguyén. Cac réi loan do di tng thuc phdm
khong qua trung gian IgE bao gém hdi chiing viém rudt do protein thuc phdm (FPIES), viém dai truc trang do
protein thuc pham (FPIAP), bé&nh dudng rudt do protein thuc pham (FPE) va céc rdi loan nhu ddng do protein
thuc phdm (nhu trao ngugc da day-thuc quan (GERD) va tdo bdn). 7 Bac tinh cta cac loai réi loan nay dugc
trinh bay trong Bang 3 va 4. Phan loai cho viém thuc quan tang bach cau i toan con dang dugc tranh lun;
dua trén bang ching gan day thi dugc dua vao bidu hién khéng qua trung gian IgE® G tré bu me, biéu hién
cht y&u cla di ting dam sita bo 1a tinh trang viém da cad dia trg nén tram trong hon va/hodc viém dai truc
trang do di Ung.2 Thach thic trong chdn doén 1a hon mot nlra s& tré khée manh cling cé cac triéu ching di
(ing dam sifa bd, vi du nhu thay ddi théi quen di tiéu, trao nguoc, tdo bén va dau bung colic’® Khd nang xay
ra di Ung tang I&n néu cé biéu hién trén hai co quan trd [8n va néu cac biéu hién khang lai phuong phdp diéu
tri tiéu chudn, vi du nhu viém da co dia hoac trao ngugc.8'

Bang 3. C4c dau hiéu c6 thé xuat hién trén dudng tidu héa khi khéi phét tinh trang di Gng dam siia bd khong qua trung gian IgE
(Meyer 20197)

Tiép xic Vai gio 1-3 ngay 3 ngay tré Ién
0 gio Non cap tinh N&n ngat quang Cham tang trudng
Khé chiu & bung cap tinh cling véi Tiéu chdy Tiép tuc khé chiu & bung/
qudy khdc dai dang hodc nhiing Khé chiu & bung chung bung
hanh vi khong du doan dugc Di tidu ra méu Tiép tuc bj tidu chay
Chudng bung Téo bon

Ha albumin mau
Thigu mau do thigu sat
Di tiéu ra mdu

Thai gian tinh tir liic tiép xdc di nquyén

IgE: Khdng th& immunoglobulin E

Bang 4. Dic diém cta cdc biéu hién tinh trang di ting dam sifa bd khong qua trung gian IgE 6 tré bd me (Meyer 2019%)

Hdi chiing viém rudt do di Gng protein thuc pham (FPIES) cap tinh ~ Non trong vong 1-4 gio sau khi &n Xanh xao, hon mé, gidm thé tich tudn hoan, ha
huyét ap, tidu chay

Hdi chiing viém rudt do di Gng protein thuc pham (FPIES) man tinh  Non dit quang nhung tién trién, tiéu chdy Cham tang trudng

Viém dai truc trang do di ting protein thuc pham (FPIAP) Di tiéu ra mdu Phan I6ng ngdt quang, cé nhdy trong phan, dau
tiic bung, ngia vung da hdu mon

Viém thuc quan tang bach cau &i toan (EoE) Non dit quang, kho chiu & bung, kénan  Cham tang truéng

Téo bén do di ting protein thuc phdm Di tiéu ra phan mém Phan nét, chudng bung, khé chiu & bung

Trao nguoc da day thuc quan (GERD) do di ting protein thuc pham Non dut quang va gdy dau/tré Cham tang trudng, khd cho an, cong lung do dau

Bénh dudng rudt do di ting protein thuc pham (FPE) Cham tang truéng, tiéu chay Dich nhdy va day hoi, dau bung, chdm tang

trudng, ha albumin mau

EoE: Viém thuc guén tang bach cau &i toan; FPIAP: Viém dai truc trénquo di ting protein thuc pham; FPIES: Hdi ching viém rudt do di ting protein thuc pham; FPE: Bénh dutng rudt do di tng
protein thuc pham; GERD: Trao ngugc da day thuc quan; IgE: Khdng thé Immunoglobulin E

Réi loan tiéu héa chic nang (FGID). C6 thé khé phan biét dugc di (ing dam sifa bo va rdi loan tiéu hda chic
nang vi cdc triéu chiing khdng ddc hiéu va trung I1&p, chdng han nhu budn ndn, dau bung, chuéng bung va tiéu
chdy.” Cling khdng rd liéu di ting dam sita bo cé cung sinh Iy bénh nhu réi loan tiéu hda chic nang hay chi
don gidn 1a ¢é triéu ching gidng nhau. Tuy nhién, ngay cang c¢6 nhiéu bang chiting vé mai lién hé gilta bénh dj
(ing trong giai doan dau ddi vdi rdi loan tiéu hda chiic nang sau nay trén tré nhd (cdc nghién cliu dugc tém
tat trong Bang 5).77° Trong mot nghién cu doan hé sinh do Saps va cdng su (2011)2 thuc hién, tré tir 4 dén
18 tudi cé chan dodn xac nhan di ing dam sifa bd khi dudi 1 tudi dugc bét cap theo d6 tudi véi nhdém ching
1a anh chi em rudt khdng cé tién s di ting dam sita bd. Trong nhém dj tng dam sita bd 1Gc nhéd, khodng 20%
tré bj réi loan tiéu héa theo tiéu chudn chan doan clia Rome Il (hdi chiing rudt kich thich [IBS], khé tiéu chiic




nang, dau bung cao nang), so vdi khdng cé tré ndo trong nhédm chiing.22 Mot nghién cu gan day cla Nocerino
va cong su (2019)& dugc mo ta trong tai liéu nay (Bang 10) da chiing minh ty 1& FGID & d6 tudi 4 d&n 6 cao
hon & nhém dj ing dam sifa bo 1Gc nhd so véi nhdm ching. Khi duge chdn doan, cac triéu chiing dudng tiéu
hda ggi y tré bi di tng dam sita bo khdng qua trung gian IgE. Do d6, nghién clu nay ting hoé giad thuyét tinh
trang viém dudng tiéu hda sém, trong giai doan t& bao than kinh con thay ddi va thich nghi, c6 thé tao diéu
kien cho su phét trién cdia chiing qud man va gay rdi loan van ddng dudng tiéu héa sau nay.t° Mac du di Ung
dam s{ta bo khdng qua trung gian IgE thudng thodng qua va lanh tinh hon so véi di tng dam sita bd qua trung
gian IgE, nhung khuynh huéng xudt hién cdc bénh chic nang vé sau nhdn manh tam quan trong cuia viéc phat
trién cdc chién lugc can thiép sém, theo ghi nhdn trong md hinh mdi vé Hanh trinh di tng khéng qua trung
gian IgE (xem phan trudc, Hinh 2).77° Nghién c(tu clia Nocerino va cdng su dd dénh gid anh hudng cla céc
bién phdp can thiép ch& do &n khi tré dudi1tudi 1&n su xudt hién cac rdi loan tiéu héa chic ndng sau nay, ndi
dung dugc md ta & phan sau cla tai liéu (xem Hinh 25).8°

Cham tang truéng. Cham tang trudng 1a thuat nglr chi téc d6 phat trién khdng tuong xing khi so véi muc
chudn cuda tré & cung do tudi, gidi tinh va dan tdc. Cham tang trudng I khi trung binh can nang va chiéu cao
cla tré theo do tudi gidm dudi mic phan vi th ba hoac thi nam trong nhiéu Ian danh gid lién ti€p hoac khi
t6c dd gidm can vuot qua hai dudng phan vi chinh trén biu dé bach phan vi tdng truédng theo do tudi.®' Trong
di Uing dam sita bo, gidm calo &n vao do trao ngugc, ndn, khé chiu & bung va khé cho &n cé nghia la cé thé xady
ra tinh trang cham tang trudng va thi€u mdu do thiéu sat & mic do6 trung binh.82

Bang 5. Cac nghién ctiu khao sat di (ing dam sifa bd nhu mét y&u td nquy co ddi vdi réi loan tidu hda chiic nang 6 tré em (Pensabene 20187)

Pau bung, tdo bon, Nghién ctiu bénh chiing Anh huéng cla su xdm nhap bach  23/52 tré nhém nghién ctu (44,2%) xuat Saps 2011,
tiéu chdy N=52 cAu &i toan va cac san pham thodi hién cdc triéu chiing dudng tiéu héa so J Pediatr
Tré 4-18 tudi, dugc chan dodn méc dj ing héa clia ching trén cac sgi than  vdi 11/53 tré trong nhém chiing (20,75%) Gastroenterol
dam siia bo khi dudi 1 tudi kinh ndi tang; tang tinh tham ruét (OR=3,03) Nutri
Téo bon chiic nang Doan hé tién ctu trén nhém déan so Dj (ing dam sifa bo c6 thé thay d6i  OR:1.57 (Cl 95%: 1,04-2,36) (sau khi diéu  lacono 1998, NEJM;
liic 24 thang tudi N=4651 dac diém theo thai gian, vdi cdc chinh céc yéu to gay nhiéu chinh) Kiefte-de Jong
(theo tiéu chf Tré bi di ting dam sifa bo khi dudi 1tudi biéu hién 1dm sang vé sau khac 2010, Am J
Rome II) theo bdo cdo cua phu huynh biét so vdi céc triéu chiing ban dau Gastroenterol
Dau bung tai phdt Nghién ctiu doan hé sinh Viém cap o thap trong rudt dan 2610 tré da hoan thanh theo ddi, trong 0Olén 2014,
Idc 12 tudi N=4089 dén khiém khuyét trong hang rao d6 9% (n = 237) bdo cdo bi dau bung Aliment Pharmacol
Bang cau héi danh cho phu huynh dudng tiéu héa; tang tinh tham ruot Iiic 12 tudi Ther
két, tang so lugng dudng bao va
tang gidi phdng enzyme tryptase
Hdi chiing rudt kich Nghién ctiu bénh chiing Qua man ndi tang va thay déi nhu Nguy co hdi chiing rudt kich thich 1,54 Tan 2017,
thich 11.242 tré trong nhém nghién cliu dugc bat  ddng rudt; viém niém mac; roi loan (C1 95%: 1,15-2,05) sau khi bi dj ing J Pediatr

cap theo do tudi va gi6i tinh véi 44.968 tré
& nhém chiing

diéu tiét hé vi khuan duong rudt

thuc phdm
C6 mdt khoang thai gian gitia dj ting thuc

Gastroenterol Nutri

Tré tir 7-18 tudi pham va hdi chiing rudt kich thich (2,35
Chan doan dua trén Im sang (theo tiéu nam, do l&ch chudn 1,8 nam)
chi Rome I1)
Hdi chiing rudt kich Nghién ctiu doan hé, cé nhém chiing, tién M@di trudng niém mac bat thudng; Trong s6 80 bénh nhi ctia nhém nghién Di Nardo 2018,
thich, dau bung cliu tuong tac mién dich than kinh bat  cifu bi viém dai truc trang do di ting, ¢6 J Pediatr
chiic nang, tdo bén N=160, 10% tré c6 rdi loan tidu héa chiic  thudng thong qua kich hoat dudng 12 bénh nhi (15,0%) bi réi loan tiéu héa
nang bao va giai phéng yéu to tang chiic nang, so véi 4 trén 80 bénh nhi
Bang cau hoi danh cho phu huynh vé& cdc  truéng than kinh; nhay cdm véiyéu  (5,0%) cta nhém chiing (p=0,035); ty s6
triéu ching duong tiéu héa 6 bénh nhi to diéu tri (gay chudng bung, viém  chénh vé nquy co rdi loan tiéu héa chiic
(phdng theo Rome IlI) va roi loan van dong) nang trong nhom nghién ciu la 4,39 (Cl
95%:1,03-18,68)
RGi loan tidu héa Nghién ctu doan hé, mé, tién ctu Tinh trang viém duong tiéu héa kéo Ty I8 rdi loan tidu héa chiic ndng ¢ do tudi Nocerino
chic nang bat ky N=220 tré c6 chan dodn di Gng dam siia  dai lién quan d&n roi loan vi khudn  4-6 tang tir 0,21 (C1 95%: 0,12-0,29) & tré 2019,
(theo tiéu chiclia  bd khi dudi 1tudi béng test thi thach thic  va di Ging dam sifa bo tao diéu kién  khoe manh I&n 0,40 (CI 95%: 0,31-0,50) J Pediatr

ROME 111) > nam sau
khi c6 dung nap véi
dam siia bo

an mu doi, c6 doi chiing gia dugc, (dang c6
cdc triéu chiing trén dutng tiéu héa) dugc
bét cap theo dd tudi, gidi tinh véi 110 tré
khde manh trong nhém chiing
Tré tir 4-6 tudi da dung nap dam sifa bo
trong it nhat 12 théng

cho hé than kinh rudt bi thay doi
tinh nhay cam va rdi loan nhu dong
dan dén cdc rdi loan chic nang sau
khi dung nap dugc

6 tré c6 tién st bi di ing dam sifa bo dugc
cho an siia cong thiic casein thay phan
toan phan. Khi tré cé tién st di ing dugc
cho an siia cdng thiic casein thay phan
toan phan va bd sung probiotic LGG®, ty
Ié rdi loan tiéu hda chic nang dugc diéu
chinh [a 0,16 (CI 95%: 0,09-0,23)

CI: Khoang tin cdy; CMA: Di ting dam sifa bd; DBPCFC: Thif théch thiic an mu déi ddi chiing gia dugc; EHCF: Sifa cong thiic casein thiy phan toan phan; FA: Di iing thuc pham;

FGID: R6i loan tiéu héa chiic nang; IBS: Hdi ching rudt kich thich; LGG®: Lactobacillus rhamnosus GG; OR: Ty s6 chénh




Chan dodn

Tién sirbénh & tré nghi ngd di ing dam sita bo. Khai thac tién st bénh tap trung vao nguy co gay dj ing 1a
budc dau tién quan trong dé chin dodn di tng dam sita bo.0#2 Viéc dat cau hoi can than gilp bac s phan biét
gitta cac loai di Ung qua trung gian IgE, khéng qua trung gian IgE va loai hdn hop. Diéu nay sau dé s& quyét
dinh nhiing test ndo, néu ¢, 1a can thiét dé€ xac nhan chan dodn va nén kiém soat di tng dam sifa bo nhu thé
nao. Dudi day 1a cac cau hoi quan trong dé khai thac théng tin:'

< Cha me hoac anh chj em rudt c6 tién st dj tng khéng

+ Tré so sinh c6 tién s bénh co dia trong giai doan sém khong

+ Qua trinh cho an va tang truéng cla tré

+ C4c dau hiéu va biéu hién triéu ching gilip xac dinh dj ¢ng dam sita bod

+ Chi tiét vé diéu trj trudc do, bao gdm bat ky loai thudc nao dd duge st dung, dap Ung vdi cac diéu tri hodc
thay d6i trong ch& dd an udng

P& gitp hoan thién quy trinh chdn dodn di tng thuc phdm, mdt nhém chuyén gia EAACI da phat trién mot bo
cau hoi dugc chudn héa dé phat hién dj ing thuc phdm & tré em.82 C4c cau hdi quan trong, dac biét cho cac
trudng hop nghi ngd di tng dam sita bd, gan day cling dugc néu trong Huéng dan quéc t& vé quan ly di ing
sifa tai tuyé&n co s& (iMAP) (Hinh 7).6 Nén k&t hop kiém tra stic khde dé do ludng su tang trudng (can nadng,
chiéu cao, chu vi vong dau) va su phat trién, dé xac dinh xem tré cé thém bat ky b&nh ddng mac nao lién quan
dén dj (g khdng."682

Cac xét nghiém chan doan

Ché dé an han ché/test thir thach thic an qua dudng miéng. N&u cac biéu hién triéu chling ggi y day 1a dj ting
dam sita bd khdng qua trung gian IgE va néu tré khéng c6 phan Uing nghiém trong, xay ra muén, thi budc tiép
theo 1a cho tré an thic &n khdng chira dam stta bo (ch& dd &n han ché), sau d6 cho tré an lai (test thr thach thic

B cau héi vé dj Gng ciia iIMAP tap trung vao khai thac tién sk bénh
cho cdc ca nghi ngd di ting dam sifa bo & tré so sinh
'Nén tang clia chan doan’

Thai gian, do nang, tan suat va
kha nang tai phat cta . | ;
céc trigu chiing Nguon gdc cua protein sita bo

va lugng an vao

Céc triéu ching biéu hién * Cho con bu hoan toan -
nhu thé ndo va hau qué dam sifa bo qua dudng

trén tré I tiéu héa cta me
(nguy co di Ging thap)

o Cho an hon hop

Do tudi khai phat Cha dé * Cho an sifa cong thiic - biéu hién
trigu chiing _ héi bénh di ing ph6 bién nhat
Thoi diém khéi phét ‘ Bt ky thay ddi nao trong
triéu chling sau khi an ché& d6 an udng

Tré gap bat ky khé khan nao
khi cho an hodc
tré bi cham tang trudng

Cha me hodc anh chi em
¢6 tién st mdc bénh di ing

iMAP: Hudng dan qudc t& vé quan Iy di ing sifa tai tuyén co s¢

Hinh 7. Cac cau héi quan trong dé khai thac tién s bénh tap trung vao nquy ca gay di ting (phéng theo Venter 2017')




Ngay 1 Ngay 2 Ngay 3 Ngay 4 Ngay 5 Ngay 6 Ngay 7

Binh Binh Binh Binh Binh Binh Binh
210 mL 210 mL 210 mL 210 mL 210 mL 210 mL 210 mL
gom gom gom gom gom gom gom
(11 (1 1 HEN (] || [ ] | [ |
(] | | [ ] | [ |
180 mL 150 mL 120 mL 90 mL 60 mL 30 mL 0mL
sifa cong thiic sifa cong thic sifa cong thic sifa cong thic sifa cong thic sifa cong thic sifa cong thic
it gay di ting it gdy di ting it gay di ting it gdy di ting it gay di tng it gdy di ting it gay di tng
O | mm EEE NEEE EENE EEE EEEN
trong g, — mm EEE EEER
tré sé dugccho 30 mL 60 mL 90 mL 120 mL 150 mL 180 mL 210 mL
udng nhu sau sifa bo sifa bo sifa bo sifa bo sifa bo sifa bo sifa bo

iMAP: Huéng d3n qudc t& vé quan Iy di ing siia tai tuyén co s&
Hinh 8. Dé cuong tap cho tré di ting dam siia bd udng siia tai nha theo iMAP (phdng theo Venter 2017')

&n qua dudng miéng). Ch& dd an han ché& bao gdm viéc kiéng hoan toan dam sita bo trong 2 dén 4 tudn bang
cach st dung thiic an it gay di Uing, hodac loai trir stta khdi ch& do an ctia ba me dang cho con bu. N&u tré khong
c6 bat ky su cai thién nao sau ch& do an kiéng nghiém ngat nhu vay, thi cling chua chdc rang di ¢ing dam sita
bd 1a nguyén nhan gay ra cac triéu chiing; mac du muc tiéu la quan sat xem tré cé cdi thién rd rang khéng, ch
khong phai gidi quy&t hoan toan cdc triéu ching. Bai véi tré sa sinh cd su cdi thién rd rang vé céc triéu ching,
viéc dua dam sifa bd trd lai ti tr va an todn vao ch& do &n cda tré 1a can thiét d& xac nhan chan dodan.’s

Test th{r thach thic an mu ddi d6i ching gid dugc (DBPCFC) 13 tiéu chudn vang dé xac nhan di tng dam sita
bd va gilp xac dinh ngudng liéu gay di iing cla dam sita bd & ting tré nhd.82 Tuy nhién, phan 16n trudng hop
test thr thach stfa m& dugc xem 1a du dé chdn dodn di Uing dam sifa bd.84 Cac huéng dan cda IMAP dé xuat
néu cac triéu ching di ting dam sita bd khéng qua trung gian IgE & mic d6 nhe dén trung binh, tré c6 thé duogc
diéu tri tai tuyé&n co s6.16 iIMAP ciing huéng dan mot quy trinh danh cho phu huynh va cdc nhan vién y t& dé
cho tré uéng sita lai mét cach an toan tai nha (Hinh 8).6 B&i véi tré nghi ngd di ting dam sita bd qua trung
gian IgE dugc khuy&n cdo 1am thém xét nghiém dé xac dinh mic d6 nhay cdm véi khdng nguyén trong sita
bd.16 Test thir thach s& dugc tién hanh sau dé tai cac co sy t& véi cac trang thiét bi can thiét, dudi su gidm
sat ctia chuy@n gia y t& dugc huan luyén dé cé thé xu Iy khi tré xay ra bat ky phadn ng nghiém trong hodc
phdn (ng gay de doa tinh mang.'e83

Test |dy da va xét nghiém mau. Di Ung dam sita bo qua trung gian IgE c6 thé& dugc xac dinh bang test 18y da
(SPT) hodc do ndng do IgE dac hiéu véi dam sifa bd trong huy&t thanh.883 S8 1an pha lodng khang thé cang
cao va dudng kinh cla test 18y da (kich thuéc mang phu né trén da) cang I6n, thi khd nang dj Ging hoac cé
phan Ung véi dam sita bd cang 16n. N&u test &m tinh cling chua thé loai trir di Gtng dam sita bd, ma nén ghi
nhan cé su xudt hién cla IgE do nhay cdm.2

Test ap bi. Test &p bi dugc phat trién dé do ludng dap (ng di iting mudn qua trung gian t& bao T véi cac di nguyén.83
Do thi€u cac nghién cu so sanh va cac chat thir nghiém tiéu chudn, xét nghiém nay khéng dugc khuyé&n cdo trong
thuc hanh chdn dodn thudng quy’22' Tuy nhién, mot s& huéng dan & B&c My goi y rang test ap bi cé thé hitu ich dé
danh gid khad nang mot loai thuc phdm kich hoat viém thuc quan tang bach ciu i toan & tré em.?

Kiém soat tinh trang di tng dam sita bo

Trong kiém soat di ting dam sita bd, muc tiéu dau tién 1a diéu tri nhanh céc triéu ching, sau dé can gidp tré dung
nap dugc vai dam sita bo. D8 véi tré sa sinh khdng bl me hoan toan, phai cho tré an thém thdc &n khéng gay di
(ing. Thudng st dung nhat 1a stta cdng thiic dugc thay phan toan phan (EHF) va sita céng thic géc axit amin (AAF).

Nén tu van cho phu huynh ch& dd an cai sita dé& ddm bao loai bd hoan toan dam sita bo, ddéng thdi ham lugng
dinh dudng trong ch& dd an van phai dd dé ho tro tré tang trudng va phat trién hop ly. e Chan dodn va kiém
soat di ing dam s{ta bo dugc tém tat & Hinh 9.
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Sau mot thdi gian diéu tri loai bo sita bo khoi ch& do an udng, tré phai dugc lam test thir thach bang cach cho
udng sita 1an th hai dé kiém tra kha nang dung nap. Dai vdi di ting dam sita bd khdéng qua trung gian IgE, mot
phuong phap ndng bac dugc phat trién (phuong phdp nay cling nam trong huéng dan cia iIMAP) d& huéng dan
phu huynh tap cho tré uéng sta trd lai’® Thiic an dugc ché bién bang nhiét t stta bd (nhu nuéng) giup gidm kha
nang gay di iing, phuang phap ndng bac dugc thuc hién bang cach cho tré an banh quy nudng (c6 thém sita bo)
va lugng sita thém vao khi lam banh dugc tang dan & mdi bac.

Sifa cong thdc thay phan
Sita cong thic thay phan phd bién nhat 13 stia casein (EHCF, sita cong thiic casein thiy phan toan phan) hoac
stfa whey (EHWF, sita cdng thic whey thiy phan toan phan).

Nhiing dac tinh quan trong cla sita céng thic thiy phan toan phan dé ddm bao kiém soat ch& dd an hiéu qua
trén tré bi di tng dam sita bo:

+ Tinh khdng nguyén va kha nang gay di Uing cta sita cong thic, kich thudc va cau tric cta peptide ¢é trong
stia

+ Hiéu qua dugc ching minh qua céc th nghiém 1dm sang da céng bd

- P4p Ung day dd nhu ciu dinh dudng dac thl cda tré so sinh/tré nho

- C&c thanh phan b8 sung cé hoat tinh sinh hoc va hoat tinh mién dich giip mang lai nhiéu lgi ich hon cho tré

Qua trinh thay phan lam giam kha nang gay di tng. Nguyén tdc cla stta cong thic it gay di ing la pha hty mét
vlng trén khang nguyén, day |a vung can thiét d& khang thé gan vao khang nguyén. Qud trinh thdy phan toan
phan tao ra cac protein nhé han (peptide), thudng cé chiéu dai ttr 2 d&n 3 axit amin. V& nguyén tdc, mic do thay
phan cang cao thi khdi lugng phan ti cda protein (tinh bang dalton) cang nhé.

Danh gid kha nang gy di Uing bang thi nghiém in vitro va in vivo. C4c protein dugc thiy phan toan phan cé
thé thu dugc bang nhiéu k§ thudt khac nhau, bao gdm x Iy nhiét, thay phan bang enzyme va siéu loc. Chat
lugng va thanh phan dinh dudng clGa sdn phadm cudi cung dugc kiém tra va kiém sodt trudc khi tiéu thu. Ngay
cd céc slta cdng thic thiy phan toan phan cé peptide trong lugng phan ti thap cling cé thé gay ra cac phan
{ng qud man hiém gap.8>2¢ Trén thuc t&, sita cong thiic chi chia c4c loai axit amin tinh khiét méi dugc coi 13
hoan toan khdng c6 bat ky chat gy di ing nao.

Diing dé phét hién... Dung dé tim kiém... Phuong phap Nutramigen
) o ) Trong lugng phan ti
Test o * Kich th’uoc cua cdc hatlén  ¢ne paGE thap nhat va cau hinh
est H’* Khd nang nhat cd thé xac dinh duge | qua gel protein thudn lgi nhat
héa Iy khdng nguyén * Khoang phan bd do 16n cla Phuong phép (hdu nhu khdng c6
protein sau khi thiy phan  ysi phg manh protein nao
‘ trén 1.000 dalton)®°
R .
" { o (A b A s Nong do B-LG
Test Kha nang lién két Cac chat gay di ing dabiét )¢, th&p nhate
X . R (vi du B-lactoglobulin) ” N
mién dich . khang nquyén  Khang nguyn co thé Te§t cham Kha nang gan két
. mién dich ap nhateo
‘ lién ket véi IgE lend IGE thap nhat
o~ Ao A Chan dodn CMA
Test ?/ Hi€u ling khang nguyen J Vidy: Test lay da, Phan (g di ting
3m san ) (qidi phong histamine Triéu ching Idm sang test thd thach con lai t nhate
9 : va cdc chat trung gian) thic &n qua :

dudng miéng
CMA: Di (ing dam sfa bo; ELISA: Xét nghiém dinh Iugng chat hap phu mi&n dich gdn enzyme; IgE: Khang thé immunoglobulin E;
SDS-PAGE: Dién di dting trén gel polyacrylamide c6 st dung sodium dodecyl sulfate
Hinh 10. C4c loai test dugc st dung dé dénh gia hidu qua ctia siia cong thiic doi vdi quan Iy ché do an cda tré di Ging dam siia bd (phdng
theo Rosendal 2000%)




Tinh khdng nguyén cla stfa thily phan phu thudc vao muc dd thay phan, ngudn protein (casein hoac whey),®
va quy trinh sdn xuat. Viéc gidm kha nang gay dj ing va kha nang dung nap sita thily phan toan phan co thé
dugc danh gid in vitro bang phuong phdp sinh Iy va mién dich (vi du: cac xét nghiém lién k&t véi IgE nhu xét
nghiém hap phu di nguyén gan phéng xa [RAST], xét nghiém Gc ch& RAST, xét nghiém huyé&t thanh mién dich
va dinh lugng chat hap phu mién dich g&n enzyme [ELISA]). Viéc gidm kha nang gay di ing cling cé thé dugc
x4c nhan in vivo vdi test 18y da, test &p bi va test thir thach thic an qua dudng miéng (Hinh 10)

Kha nang gay di tng con lai cla céc loai sfa cong thic thiy phan. s-lactoglobulin (s-LG) & protein dé gay di
Ung nhat trong stfa bd va dugc st dung rdng rdi nhu mot chat chi diém cho kha nang gay di ing con lai. EHCF,
Nutramigen, d& dugc chiing minh 1& chi con nhitng peptide véi trong lugng phan ti thap nhat va do dé kha
nang gay di ing con lai thap (Bang 6).8° Trong mét nghién cliu so sdnh ctia Rugo va cong sy (1992)% sdu loai
protein dugc thay phan khdc nhau dugc danh gid bang cach st dung test 18y da, RAST, test tic ch& RAST va
test kich thich qua dudng miéng & tré bi di tng dam s{ta bo. Nutramigen va Pregestimil® (mot loai slta cong
thic khac ciia Mead Johnson/RB danh cho tré bi di tng dam sita bo va kém hap thu chat béo) dugc phat hién
1a c6 khad nang gay di ting con lai thap nhat.°

Giai quy&t nguy co thi€u hut dinh dudng do di tng dam sifa bo. Ngoai viéc gidm kha nang gay di Ung, sita
c6ng thic con phai cung cap dinh dudng tdi uu cho tré (di tng dam sita bd) dang phat trién, tré c6 thé da bj
thi€u hut cdc nguyén t6 vi lugng do khé bu va trado ngugc/ndn tré.8'9'%2 Viéc loai bd cac sdn phdm siia khoi
ch& dd an udng phai dugc kiém soat can than dé tranh suy gidm tang trudng hon nita.6816489192 Can dac biét
chu y dén viéc cung cdp nang lugng, chat béo, chat dam, canxi, vitamin D va E, nhiing thi ma tré dang theo
ch& dd khdng c6 sita va/hoac di tng dam sita bd ¢ thé bj thiu hut.23°4 Cac nghién cu da bdo cdo cac gia tri
trung binh cia cac phép do nhan trac hoc ddi khi cé thé dudi mic trung binh & tré so sinh bj di tng dam sita
bd dang diéu tri theo ch& do an han ché&295% v nhiing tdc dong nay cé thé kéo dai®” Bang chiing cho thay
rang cac thdng sé tang trudng va luong nguyén t6 vi lugng an vao sé cé nhitng thay déi tich cuc khi tré dugc
tu van ch& dd an udng phu hgp va st dung céc loai sita cdng thic it gdy di Ung dugc dac ch& dé dap Ung nhu
cau dinh dudng theo ch& d6 an khong sita bo. 939899

Lua chon sifa cong thiic. Cac khuyén cdo chi tiét vé quan ly ch& do &n uéng cla tré bi di ¢ing thuc phdm da

dugc cdc t6 chic qudc gia va cac co quan chuyén gia khu vuc/qudc t& cong bd bao gdm:

< ESPGHAN (Hiép hoi Tiéu héa Gan mat va Dinh dudng Nhi khoa Chau Au) Huéng dan Thuc hanh vé Phuong
phdp Chan doan va Kiém soat Dj ing Dam Sifa bd & Tré so sinh va Tré nho (2012)8

- Vién Dj iing, Hen & Mién dich hoc Hoa Ky (AAAAL); Pai hoc Dj ¢ing, Hen va Mién dich hoc Hoa Ky (ACAAL);
va Hoi déng chung vé Di ting, Hen & Mién dich hoc (JCAAI) Di ng thuc phdm: Cap nhat théng s& thuc
hanh (2014)

Bang 6. Peptide va cdc dac diém gay di ing con lai cla cac loai sifa cdng thic thiy phan toan phan dugc bo cdo trong cac nghién ciiu
s0 sanh (phéng theo va theo su cho phép ctia DuPont 201228, © Hiép hdi Dinh dudng, dugc xuat ban béi Nha xuat ban Dai hoc Cambridge)

Loai sifa cong thic EHCF EHWF EHWF EHWF
% peptide c6 khdi lugng phan ti <1500 Da 96 88 84 85
% peptide c6 khdi Iugng phan ti >6000 Da 0,5 2,5 2 2
Khoi lugng phan ti toi da (Da) 7000 14.000 11.000 12.000
ELISA, protein hoa tan con lai (ug/L) 414 3139

ELISA, casein con lai (ug/L) 9N 14.408

% casein con lai (%) Khdng cé 0,05 0,08
B-lactoglobulin con lai (ug/L) 5 198 207 13

Siia bd ¢ protein/casein hoa tan (do béng phuong phdp ELISA) gap 10.000 Ian sifa Alfaré (siia cong thiic gdc axit amin) va B-lactoglobulin con lai gap 280.000 Ian sifa Alfaré
Da: Dan vi Dalton; EHCF: Sifa cong thiic casein thiy phan toan phan; EHWF: Sifa cong thiic whey thiy phan toan phan; ELISA: Dinh lugng chat hap phu mién dich gén enzyme; MW: Khai lugng phan ti




- T8 chic Di ting Thé gisi (WAO) Huéng dan vé Chan dodn va Co s& Thuc hanh trong diéu tri Dj ting Dam Sita
bd (DRACMA) (2010)4®

C4c huéng dan diéu tri khuyén khich cho tré bi me hoan toan trong 4 dé&n 6 thang dau ddi va si dung sifa
coéng thic it gdy di tng néu khdng thé cho tré bd me hoan toan. Tré so sinh nén dugc diéu tri duy tri bang
sita cong thic it gay di ing trong it nhat 6 thdng hodc d&n khi 9 d&n 12 thang tudi. Tré so sinh c6 cac phan
(ing nghiém trong tuc thdi qua trung gian IgE cé thé phai tiép tuc ch& dd an han ché& 1au hon (12-18 thang).

Viéc Iya chon sita cong thic phai dugc xac dinh theo kha nang gay di ing con lai, thanh phan sita cong thec,
chi phi, tinh s&n cé, su chdp nhan cla tré so sinh va su hién dién cta di liéu [dm sang cho thady hiéu qua va tac
dung lau dai cta sita céng thic.®

Khi nao nén dung sifa cong thiic géc axit amin (AAF). Cac khuy&n céo vé viéc sir dung sita cdng thiic dau tay cho
tré bj di (ing dam sita bo tr cdc huéng dan diéu tri cdp nhat gan dugc tém tat trong Bang 7. D6i véi phan [6n tré
bi di ting dam stfa bo, sifa cdng thic thiy phan toan phan 1a dd dé gidi quyét triéu chiing va thudng 13 gidi phap
thay thé& ré hon so véi sita cong thic gbc axit amin.®® Tuy nhién, cidc nghién clu cho thdy khodng 10% tré bj dj
Uing dam sifa bd qua trung gian IgE cé thé ti&p tuc xay ra dj Gng vdi sita cong thic thay phan toan phan. 23 Sita
cobng thic gbc axit amin dugc khuy&n cdo dung cho tré khdng dap Ung véi sita cdng thiic thiy phan toan phan.
Vanderhoof va cong su (2016) dd tién hanh mot nghién clu quan sat, tién clu trong do tré so sinh (tur 1 dén 12
thang) cd tién st sut can va cac triéu chiing di tng dai d&ng khi dang diéu tri bang sita cdng thic thdy phan toan
phan dugc thay thé& bang sita cong thiic gdc axit amin trong 12 tuan.®* Sau 12 tudn, can nang dugc cai thién, cac
triéu chiing viém da co dia va triéu chiing dudng tiéu héa ciing gidm dang ké.o4

Do d6 sita c6ng thic gdc axit amin 1a gidi phdp khi cdc triéu ching khéng dap Ung véi sita cdng thic thay
phan toan phan, déng thai hd tro tang can lanh manh.

Bang 7. Khuyén cdo st dung sifa cong thiic tlly theo biéu hién di ing dam sifa bd (Sackesen 2019, dua trén cac huéng dan diéu tri
da dugc cap nhat87"10)

Soc phan vé AAF EHF N/A
Di (ing dudng tiéu hda tiic thoi EHF AAF Nén thuc hién chan doan phan biét vdi soc phan vé
FPIES AAF/EHF N/A AAF trong cdc huéng dan diéu tri trudc day, trong khi EHCF [a Iva chon ddu tay

trong huéng dén diéu trj FPIES quét t& (2017)
Can danh gid theo tiing trudng hap cho dén khi c6 dd kinh nghiém 1am sang
AAF nén I3 Iya chon dau tay ¢ nhiing bénh nhan FPIES bi gidm albumin mau

Viém da co dia EHF AAF/SF & tré AAF nén dugc can nhac Ia Iva chon dau tay & tré bd me bi CMPA hodc viém da
>6 thang tudi co dia ndng
Viém thuc quan tang bach cdu &i toan do dj ing AAF N/A N/A
Bénh dudng rudt do di ing protein trong thuc phdm  EHF AAF AAF nén dugc can nhac 1a lua chon dau tay trong bénh dudng rudt kém theo giam
protein trong mau
Viém dai truc trang do di ting protein trong thuc phdm  EHF AAF N/A
Bénh phdi man tinh do sifa (hdi ching Heiner) AAF SF 6 tré >6 thang
tudi
Hen va viém mi EHF AAF/SF 6 tré N&n loai trif soc phan vé thong qua chan dodn phan biét
>6 théng tudi €6 thé can nhdc Ia that bai trong diéu tri hen/viém mi
Biéu hién don doc hiém xay ra va thudng cd lién quan dén cac ca quan khac
Mé day cap hoac phii mach EHF AAF/SF 6 tré Soc phan vé nén dugc loai trif thong qua chan dodn phan biét
>6 thang tudi
GERD EHF AAF Thudng xuyén xay ra 6 tré so sinh. Trong trudng hop that bai vdi diéu tri theo

phuong phap thdng thudng, nén xem xét chan dodn CMPA

Tdo bon EHF AAF Thudng xuyén xay ra 6 tré so sinh. Trong trudng hop that bai vdi diéu tri theo
phuong phap thdng thudng, nén xem xét chan doén CMPA

Pau bung quay khéc (colic) 6 tré sa sinh EHF AAF Thutng xuyén xay ra ¢ tré so sinh. Trong truong hgp nghiém trong, CMPA nén
dugc xem xét trong chan doan phan biét

AAF: Siia cong thiic goc axit amin; CMPA: Dj ting dam sifa bd; EHF: Siia cng thic thiy phan toan phan; EHCF: Siia cong thiic casein thiy phan toan phan; FPIES: Hdi ching viém rudt do di
(ing protein thuc phdm; GERD: B&nh trao nquoc da day thuc quan; N/A: Khong &p dung; SF: Sifa cdng thic tif dam dau nanh
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Gan day, Meyer va cong su (2018)°° @& phét trién moét huéng dan dua trén cac bang ching téng hop vé viéc
st dung slfa céng thiic g&c axit amin, bang cach t&ng quan cé hé théng cdc bang ching va huéng dan diéu
tri d& cong bd. K&t luan dua ra viéc st dung sita cdng thic gdc axit amin nén tudn theo cac diéu kién sau day:

- That bai véi sita cdng thic thay phan toan phan
- Tré bj viém thuc quadn tang bach cau &i toan

- Cham tang trudng, dac biét 1a véi cac biéu hién bénh phuc tap (han ch& nhiéu loai thiic &n, cc triéu ching
viém da co dia va/hodac céc triéu chiing nghiém trong trén dudng tiéu hoéa)

+ S8c phan vé

T&c gid cdnh bdo rang khéng nén s dung phuang phap ti€p can khdng gidi han, dac biét khi c6 su xuat hién
dit liéu mdi vé su phat trién kha nang dung nap véi mdt sé stfa cdng thic it gdy di ing véi cdc thanh phan b6
sung (chdng han nhu probiotic), cdc thanh phan nay cé thé gay anh hudng dé&n viéc lua chon sifa cdng thirc.o°

Sita céng thic thay phan mét phan. Stta cong thic thiy phan mét phan (PHF) khdng dugc khuyén cdo dung
cho tré so sinh bi di ting dam sita bd.848

Sita dam dau nanh khéng dugc khuyén céo cho tré nhé. Stta dam dau nanh khéng dugc khuy&n cdo dung cho
tré dudi 6 thang tudi & Hoa Ky, Chau Au, Anh, Brazil va Uc, nhung dugc khuy&n cdo & mot s6 khu vuc nhu mot
lua chon diu tay & tré trén 6 thang tudi véi mot sé biéu hién di tng dam sita bd cu thé (Bang 7).¢ Di ing déng
thoi véi dam dau nanh cé thé xay ra & 30% dén 50% tré sa sinh bj di tng dam sifa bd va tan suat cao hon dugc
bdo cdo trong FPIES, thudng gdy anh hudng cho tré dudi 6 thang tudi.2é Cac huéng dan diéu tri vé dij iing thuc
phdm cla EAACI néu rd rang nén st dung sita dam dau nanh cho tré em & moi [a tudi khi cé cac triéu chiing
trén dudng tieu héa’ Huéng dan diéu tri ciia ESPGHAN nhan manh nhitng nhugc diém vé dinh dudng cla sifa
dam dau nanh, radng ham luong phytate va isoflavone cé thé [am h&p thu khodng chat va nguyé té vi lugng
thap hon, va lam tang ndng dé phytoestrogen trong huyét thanh & tré so sinh.®

S dung sifa céng thic thay phén tir gao cho tré bj di ing dam sifa bd cho két qua diéu tri khéng chdc chén.
3 mét s6 qudc gia, sifa cong thic thiy phan tir gao (RHF) d& dugc gidi thidu nhu mdt phuong phdp diéu tri thay
thé& cho tré so sinh dij ting dam sita bd. Cac huéng dan diéu tri ciia Chadu Au nhan manh rang can phai nghién
cltu thém dé so sénh sita cong thic thay phan tir gao vdi stta cdng thic thiy phan toan phan va sita dam dau
nanh’, ddng thdi néu ré nudc trai cdy déng chai dugec mo ta 13 'stta gao’ hoan toan khdng phu hop dé dap ting
nhu cau dinh dudng cla tré sg sinh.8 Ban than gao la mét chat gay di (ing vaéi khd nang gay ra cac phan (ng di
(ing & nhitng b&nh nhan nhay cam vdéi nhiéu loai thuc phdm.°” Gao ciing dugc bao cdo trong huéng dan diéu
tri chung ctia AAAAI/ACAAI nhu mdt nguyén nhan tiém nang gay ra FPIES & tré em.?

Xu hudng trong cdc chién lugc &n kiéng dé ngan ngua di dng

G&nh nang ngay cang tang cda tinh trang di tng & tré em lam chién lugc phong nglta ch ddng trd thanh muc
tiéu quan trong. Ngay cang c¢6 nhiéu bang chiing cho thay ch& d6 &n cuia tré trong nam dau ddi sau khi sinh ¢
vai tro quan trong ddi véi nguy co xuat hién di Ung sau nay.°® Bac biét, gid thuyé&t phoi nhiém kép véi chat gay
di Utng dd néu bat tdm quan trong clia ch& dd an trong giai doan sém cla tré so sinh. Gia thuyé&t ndi rang tiép
xUc vé6i chat gay di ing qua da dan dé&n tang tinh nhay cdm, cung vdi né trdnh hodac tri hodn an céc loai thuc
phdm cé thé gay di ing sé& lam tang nguy cd b di tng.°> Thay vi vay, diéu tri nhanh cac triéu ching va sém
tang kha nang dung nap qua dudng miéng ddi véi cac chat gay di (ng trong thuc pham cé thé gilip ngan nglra
di ing thuc phdm sau nay.°8™ K&t qua 1a da cé su chuyén d6i tU viéc trdnh cac thuc pham cé khd nang gay di
(ing sang chd ddng ti&p xtc sém (vi du tir 4 d&n 6 thang c6 thé tap an dau phong cho tré so sinh ¢6 nguy co
€a0).2"2 Ch& dd an da dang dugc cdng nhan cé thé anh hudng gidn tiép d&n su phat trién kha nang dung nap
thdng qua cac tac dong Ién hé vi khudn dudng rudt, khi hé vi khuin dudng rudt cang da dang sé cang giup
gidm nguy cc di ing.3™ Pai véi tré bi di tng dam sita bo, chién luge dinh dudng gilip dung nap nhanh hon va
ngan nglia nguy cd di Ung trong tuong lai n€u bé sung thém vi khudn dad qua xu ly (vi du nhu probiotic) hodc
b6 sung thém céc chat dinh dudng cé tinh diéu hoa mién dich (vi du: axit béo khdng bdo hoa da) vao céc san
phdm sita cong thic thay phan toan phan.




Nhéan biét sém dj tng dam sita bo bang
cong cu CoMiSS®

Muc dich sang loc sém triéu ching di tng dam siia bo

Di (ing dam sifa bo 1a nguy&n nhan hang dau gay di tng thuc pham & tré nhd dudi 3 tudi

Dj 'ng dam sifa bd thudng khéng dugc xem 1a mot chdn dodn do thi€u cac dau hiéu dac hiéu
Cé hai nhém di ting dam siia bo:

< Nhém di éng r& rang, d& nhan biét tuy nhién chi biéu hién & mot s& it tré nhé dugc ghi nhan bai nhan vién
y t&, thudng theo co ché& qua trung gian IgE

+ Nhém Di ing khéng rd rang thudng theo co ché di iing khéng qua qua trung gian IgE

N&u khéng ti€p can hap ly c6 thé [am tang ty 1é chdn dodn mudn hodc chan dodn qué muc dan dén cac bién
phdp diéu tri khéng phu hop

Chan doén ding cho phép diéu chinh ch& dd dinh dudng thich hgp hd trg su tang trudng va phat trién binh
thudng cho tré

CoMiSS® la gi?

CoMiSS®: Cow's Milk Related Symptom Score. CoMiSS khéng phai 1a mot cdng cu chdn dodn di Ging dam sia
bd ma 13 mot cdng cu nhan biét don gidn, nhanh chéng va dé st dung d8i véi cac tridu ching lién quan dén di
(ing dam sita bd khdng qua trung gian IgE. Ch&n dodn di ting dam sifa bd chi cé thé dugc xac nhan bdng mot
ch& d6 an loai trir thuc phdm nghi ngd gay di ing sau dé lam test thi thach dudng miéng.

CoMiSS® la cong cu giup:
- Gidm chan dodn qua muc hoac chan dodn muén
+ C6thé dugc st dung dé danh gid va lugng hod su tién trién cda cac triéu chiing trong qua trinh can thiép diéu tri.

St dung CoMiSS® trong cac thir nghiém 1am sang & tré em cho thay gid tri du dodn di (iing dam sita bo 13 80%
néu diém s8> 12 & thdi diém bat dau tiép can va Iam chan dodn va gidm xudng <6 trong 2 tuan néu &p dung
ch& d6 an loai bd thuc phdm nghi ngd gay dj (ing hoac &n sita thuy phan hoan toan.

Poi tuong cd thé st dung CoMiSS®

- Nhan vién y t&€ cham séc stc khoé ban dau, bac s§ 1a nhitng ngudi khéng c¢6 nhiéu thai gian danh gid tinh
trang cla tré cAn mot cong cu don gidn dé &p dung

+ Cha me danh gid trudc khi dua tré di khdm cdc bac s§ chuyén khoa khi tré cé cac biéu hién: qudy khoc, khd
dai tién hodc dai tién phan 1dng 2-3 1an/ngay, tré 4-6 1an/ngay hodc cé cac biéu hién ngoai da nhu viém da
co dia, cham...

Cach st dung CoMiSS®
CoMiSS® lugng gid s6 ddu hiéu va muc do ndng cla ddu hiéu. Nghi ngd cac dau hiéu lién quan dén di tng dam
stta bo khi cé sy phdi hgp céac triéu chiing sau:

+ Toan than: khé chiu dai déng, colic (>3 gid/ngay, >3 ngay/tuan va > 3 tuan)

- Tiéu hod: Trao ngugc thudng xuyén, ndn, tiéu chdy, tdo bén, cé mau trong phan, c6 thé cé hodc khong kém
theo tén thuong quanh hdu mén

+ H& hap: chdy nudc mii, ho man tinh, khd khé khong lién quan d&n nhiém khuén

- Da: viém da cd dia, cham, pht mach khéng lién quan d&n nhiém khun cap tinh, st dung thuéc




Bang 8. Bang danh gia CoMiSS®

0 <1gio/ngay

1 1-1,5 gio/ngay
1,5 - 2 gi/ngay
Quay khéc 2 - 3 gid/ngay
3 - 4 gi/ngay
4-5 gio/ngay
> 5 git/ngay

o o0 U1 A W

0 - 2 lan/ngay

>3- < 51an/ngay, lugng chat trd it

> 51an/ngay, lugng chat trd >1 thia cafe
Trao ngugc 51an/ngay, luong chat trd <1/2 suat an

Tr6 lién tuc mdt lugng nhé > 30 phit sau mdi bila an
Tré it nhat 1/2 - toan bo suat an

Tré toan bd sau moi bifa an

Dang 1va 2 (Phan ran)

Dang 3 va 4 (Phan binh thudng)

Tinh chat phan Dang 5 (Phan mém)

Dang 6 (Phan I6ng khong lién quan dé&n nhiém khuan tiéu hod)

o A M O A O U1 DA W

Dang 7 (Phan toé nudc)

Viém da co dia Pau - C6 - Than Cénh - céng tay - chan - ban chan
0 Khong 0 0

1 Nhe </3 </3

Vira 1/3-2/3 1/3-2/3

Nang 2/3 2/3

Khong cham

Cham

Khong cd triéu chiing

Triéu chiing da

o o0 O w N

Triéu ching 1 Triéu ching nhev
h hép 2 Triéu chiing miic d6 vira
3 Triéu chiing miic dd néng

Tong diém

Céch tinh diém CoMiSS®

Piém CoMiSS® ndm trong khodng ti O dé&n 33. Mdi triéu ching cé diém t8i da 1a sdu, ngoai trir cac tridu
chiing vé hd hap (diém t6i da la 3)

Gid tri gidi han tuy y cla =12 da dugc chon lam tiéu chi chon tré cé nguy co di itng dam sita bo.

+ 12 diém can c6 sy hién dién cla it nhat hai triéu ching nghiém trong

+ 12 diém can ¢6 sy hién dién cla it nhat ba triéu ching va biéu hién cla hai co quan

Céch danh gia triéu ching quéy khdc

- Danh gid véi tré 2 tudn - 4 thang tudi cé biéu hién triéu ching quay khéc

- Thoi gian khéc cang 1au thi diém cang cao.

+ >3 ngay/tudn trong 1tuan tré [8n do cha me danh gid ma khéng cé nguy@n nhan rd rang nao khac

+ Khdc lién quan d&n dau bung. Colic dugc dinh nghia 1a tré khdc >3 gid/ngay >3 ngay trong 1tuan va >1tuan.

- Tré khéc téi 3 gid/ngay: 3 diém




Cdach danh gia triéu chding trao nguoc

- Panh gia véi tré 2 tudn - 6 thang c6 biéu hién trao ngugc theo thang diém trén

+ Pdnh gid muc dd nang va tan sudt cla trao ngugoc

Danh gia hinh thai phén

+ S dung thang diém Bristol

- Triéu chiing kéo dai trong >1 tuan
Loai 1- Phan ciing 16n nhén nhu hat
Loai 2 - Phan c6 dang xuc xich 16n nhén
Loai 3 - Phan c6 dang xuc xich nhung ¢6 nhiéu dudng ran trén bé mat
Loai 4 - Phan cé dang xuc xich hodc hinh con ran, mém va nhan
Loai 5 - Phadn mém va rdi tiing manh

Loai 6 - Phan 16n nhdn, mém va x8p

Loai 7 - Phan toan nudc, khéng co cai

Ddanh gia triéu chdng ngoai da
St dung so d6 danh gid bong dé danh gid dién tich da bj t6n thuong kiéu viém da ca dia

+ <1/3 dién tich =1
+1/3-2/3 diéntich =2
+ >2/3 dién tich = 3

Area Age0 Agel Age5 Agel10 Agel5 Adult
A =" head area 9% 8" 6% 5% 4Y; 3%
B =" thigh area 2% 3% 4Ya 4Ya 4%2 4Ya
C="2legarea 2% 2% 3 3 3% 3%

Panh gid triéu ching hé hap
Céc triéu chiing h6 hap it dugc coi trong haon khi xem xét trong CoMiSS® vi phan 16n thai gian ho man tinh,

s6 mii va tham chi thd kho kheé 13 do nhiém virus. Tuy nhién, cac triéu chiing hd hap cé thé do di ting dam
slta bod gay ra:

* Ho man tinh
+ Chay nudc mii
« Kho khe

Y nghia cla két qua CoMiSS®
Tiéu chi chdm diém 1a diém cubi cung
+ >12: c4c triéu chiing cé thé lién quan dén sita bod khi d6 ¢ thé 1a di ting dam sita bo.

+ <12: cac tridu chung it cé kha nang lién quan dén sita bd, can tim ki€ém cdc nguyén nhan khac.




Vai tro lgi khuan, dac biét LGG® trong
di ¢ng dam sira bo

Cai thién hé vi khuan dudng rudt véi Lactobacillus rhamnosus GG

R&i loan hé vi khudn dudng rudt 1d mét bién cé quan trong trong su phdt trién di tng. Su phat trién cGa hé
vi khuan dudng rudt gidp sém phét trién hé mién dich va kha nang dung nap.s” R&i loan hé vi khuan xay ra
khi cac vi khudn trong dudng tiéu hdéa mat can bang (cé su tang hoac gidm thanh phan va sé luong tuong déi
cdc loai vi khudn). R&i loan hé vi khudn dudng rudt déng mdt vai trd quan trong trong co ch& bénh sinh di
g thuc phdm. C4c y&u td nguy co chinh dan dén di tng thuc pham, bao gdm sinh m&,™ thi&u sita me, ¢ sir
dung khdng sinh,™ thuéc Uc ché tiét axit da day,”™ va mdt ch& dd an khdng lanh manh (it chat xa/nhiéu chat
bé0),76177 t4t cd déu c6 khd nang dnh hudng dé&n hé vi khudn hién tai. Cac chién lugc toan dién dé kiém soat
di ng dam s{fa bd hién nay 1a nhdm dén cai thién hé vi khuan dudng rudt, bén canh viéc trdnh hoan toan cac
chat gay di tng (Hinh 11).

Protein casein thiy phan toan phan
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L. rhamnosus GG
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Probiotic
L. rhamnosus GG

Cham ddt chu ky di tng
Gidi quyét céc triéu chiing

U
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Nutramigen LGG® chia cac protein casein dugc thiy phan toan phan c6 kha nang gay di ting thap, cling vdi probiotic LGG®

gidp diéu chinh hé vi khuan dudng rudt theo hudng tao ra nhiéu vi khuan c6 loi, do d6 téc ddng truc tisp I&n hé thong
mién dich, tif 6 ndng cao hiéu qua diéu tri trén 1dm sang cho tré sa sinh bj dj ting dam siia bo

CMA: Dj ting dam sifa bo; LGG®: Lactobacillus rhamnosus GG

Hinh 11. Phuong phap tiép can toan dién cta EHF+ LGG® trong kiém soat ché do an udng 6 tré bi di Ging dam siia bd (Majamaa 1997™)




Gidm tinh da dang cGa hé vi khuan dudng rudt da dugc quan sat & tré nhay cdm vdéi thuc phdm so véi nhém
ching khée manh.™ Phan cla tré khdée manh cho thay sé lugng vi khuan Clostridium sensu precisiono va
Anaerobacter (nhém Clostridia) tang, con Bacteroides thi gidm so véi tré di tng thuc phdm qua trung gian
IgE."980 C4c chat chuyén hda SCFA dugc tao ra bdi mot s6 vi khudn da cung cap thdng tin quan trong vé
mai lién hé gitta hé vi khudn dudng rudt va hé mién dich cla tré.#"83 Butyrate, mot SCFA dugc tao ra bdi mot
s6 loai Clostridia, cé thé cé vai trd bdo vé trong di ting thuc phdm bdng céch diéu chinh sé lugng cac t& bao
Treg™® va thic day chiic ndng hang rao dudng rudt.® Gidm cdc vi khudn san xuat butyrate va gidm ndng do
butyrate d3 dugc quan sat thay & ca tré bi di ing dam sita bd qua trung gian IgE70 va khéng qua trung gian
IgE” Trong mot nghién clu gan day, nhiing tré 1tudi, cé ndng dd butyrate trong phan cang cao (>95%), thi
tinh trang di (ing cang it dang k&, gidm tinh trang di tng thuc pham, viém mii di ¢ng, hen ph& quan trong giai
doan tu 3 dén 6 tudi.

Probiotic gilip cdi thién hé vi khudn dudng rudt nhung téc dung phong chéng di ing thuc phdm con tuy
vao tung chung. Probiotic 1a nhiing vi sinh vat, khi dugc s dung véi lugng thich hgp, sé mang lai cac Igi ich
cho suic khde. 85 Phan 18n, cht khéng phai tat ca, probiotic 1a k&t hgp nhiéu loai vi khuén, thudng 13 cac loai
tu chi Lactobacillus hoac Bifidobacterium. Probiotic d& dugc ching minh 1a ¢ anh hudng, truc ti€p hoac gian
ti€p, d&n hé vi khudn dudng rudt, tir d6 hd trg hé mién dich khde manh.®s Bac tinh va hoat tinh gilta cac loai
probiotic 1a khdc nhau va cac chuyén gia da cdnh bdo di liéu t6ng hgp cla céc loai probiotic khac nhau cé thé
danh Itfa ngudi tiéu dung, phu huynh va nhan vién y t&8 Huéng dan diéu tri ca EAACI vé& du phong so cap
di ing thuc phdm ghi nhan van con thi€u cac nghién cu vé probiotic va cac k&t qua khdng nhat quan trong
cdc nghién cliu c6 thé 13 do cac chung vi khudn khdc nhau nén tao ra céc tac dung khac nhau’ Mac du cac
nghién cu vé probiotic cho ra c4c k&t qua khac nhau nhung céc huéng dan clla WAO vé phong nglia bénh
di tng da dua ra khuy&n cdo chung vé viéc st dung probiotic & tré so sinh c6 nguy co di ing cao.8” Nhém
ESPGHAN khuy&n cdo néu quyét dinh st dung mét loai probiotic cu thé thi nén dua trén cac nghién cttu danh
riéng cho loai probiotic dé.’®

Khdng thé dua trén tac dung clia mdt loai probiotic d& ngoai suy tac dung cta cdc probiotic khac, cho du dé
| nhitng probiotic clng loai. LGG® 1a probiotic dugc nghién cu nhiéu nhat trong linh vuc di tng thuc pham.'s®
LGG® c6 bd gen I6n so véi cac lactobacilli khdc va dugc udc tinh chira 331 protein dac trung, mang lai cac dac
tinh sinh Iy d&c hiéu. Vi du, so sanh truc ti€p bd gen ctia LGG® v&i bd gen cta Lactobacillus rhamnosus LC705
(2 loai vi khudn nay cé lién hé chat ché&), cho thdy LGG® cé cac gen dac trung ma hoa dé tao ra pili, mot cau
tric nhu sgi 16ng trén bé mat vi khudn, pili cé chia protein d& bam vao I16p mang nhay cla ngudi, gitip cho
LGG® s6ng dugc trong rudt.®© Mot so sdnh tuong tu gitta LGG® va Lactobacillus rhamnosus ATCC9595 cho
thay su hién dién cta cdc gen lién quan d&n qua trinh téng hop exopolysaccharide cé trong luong phan tu
cao, giau galactose (EPS), sdn pham tur EPS c6 thé thay d6i cac kha nang k&t dinh clia LGG®.™'

Kha nang séng sét cua LGG® dé dén duoc rudt. Diéu kién tién quyé&t dé probiotic tao ra hiéu qua 1a probiotic
phai ton tai trong qud trinh van chuyén qua dudng tiéu héa. Khd nang ton tai cia LGG® trong qua trinh van
chuyén qua dudng tiéu héa & tré sa sinh dugc biéu thj bang su hién dién cta cac vi khudn con séng sét trong
cdc mAau phan, va tiép tuc hién dién ngay cd sau khi ngiing st dung LGG®.%2'3 Ngoai ra, cdc mau sinh thiét
dai trang phai cho thay cé LGG® gén vao t& bao biéu mé dai trang.®* Khi so sdnh véi cdc ching khac, LGG®
thudng dugc tim thay nhat trong phan va cé thé dugc phan 13p lai va nudi cdy & dang nguyén ven.”s C4c tac
gid k&t luan rang ty 18 s6ng sét cua vi khuan qua dudng rudt va su tai phan 1ap thanh céng cé lién quan dén
kha nang chiu pH, khd nang bdm va céc dac tinh khdng khudn dugc ddnh gid in vitro.®s LGG® da dugc ching
minh ¢6 kha nang bam dinh vugt trdi trong mét s6 nghién cu.?¢'’ (Hinh 12)

LGG® bdo vé chic ndng hang rao dudng tiéu héa va kiém sodt tinh tham. Tinh thdm cla rudt tang 1&n & tré
bi di Uing dam sifa bod va tré lai binh thudng sau khi diéu tri bang ch& dd an khdng sifa bd.° Lép mang nhay
cla biéu md dudng tiéu hda, dugc tao thanh tur glycoprotein mucin, 1d mot thanh phan quan trong cta hang
rao dudng tiéu hda, vi khi thi€u (vi du & chudt thiu Muc2), s& 1am tang tinh thdm cda rudt va cé thé dan dén
viém.2%° Trong cadc nghién clu trén dong vat, LGG® da dugc chling minh la cé tac dung ddo ngugc su tang tinh
th&m cla rudt do sita bd gay ra.2°" G mo hinh thir nghiém trén chudt bi suy gidm chic nang hang rao dudng
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Hinh 12. LGG® 1a dong vi khudn mang lai nhiéu loi ich va ciing dugc nghién ctiu nhiéu nhat, cé cac dac tinh sinh Iy khac biét so véi cac
loai probiotic khac cung chi (phdng theo Kankainen)™®

rudt, viéc b6 sung LGG® nhung khdng bé sung Lactobacillus acidophilus d& cai thién dang ké chiic ndng hang
rao dudng rudt.2°2 Gan day, mot protein mai cé nqudn gdc tir LGG®, dugc dat tén 1a HM0539, da dugc phan
1ap va dugc ching minh (& cé vai tro 1am gidm tinh thdm cla rudt théng qua tang tiét mucin va téng hap cac
protein ndm ti&€p gidp gitfa cac t& bao (bidu mo).2°3 LGG® cling tao ra tac dung diéu hdoa mién dich tai hang rao
dudng tiéu héa bang cach ngan chadn céc tdc ddng cé hai do cytokine tién viém gay ra trén cau tric va chic
nang tai cac diém ti€p gidp cua t& bao dudng rudt.2°4 Cac nghién clu trén ddng vat véi mot protein khac cling
c6 ngudn gdc tir LGG®, p40, cho thay st dung sém protein p40 sé& thic ddy cac phan ing mién dich bao vé,
bao gdm san xudt IgA va biét héa cac t& bao Treg, va gidm kha nang viém rudt.2os

LGG® cé mét loat cac tac dung sinh hoc chéng lai di ting. Cac tdc dung sinh hoc cla Probiotic, bao gdm LGG®,
trén hé mién dich dugc tém tat trong Bang 9. O tré so sinh bj di ing, LGG® d& dugc chiing minh tang cudng
cac chat khang viém va didu chinh gidm cac dap ¢ng viém d6i véi test thir thach khdng nguyén.206.207 § tré em
bi hdi chiing viém da co dia (AEDS) va nghi bj di tng dam sifa bd, b6 sung LGG® & cac tré nay da ghi nhan tang
IgA va gidm TNF-a (mdt d&u hiéu cla viém) trong phan so v&i nhém dung gid dugc.2°8 C4c triéu chiing AEDS
dugc cai thién cho du LGG® cé dugc bé sung hay khdng trén nhiing tré dang thuc hién ch& do an han ché& va
diéu tri da.2% Tuy nhién, & tré nhay cdm véi IgE, b6 sung LGG® cho th&y gidm dang ké diém s6 SCORAD (diém
s& dd nang cla viém da co dia) so véi nhém gid dugc, -38,4 so véi -28,5 (p = 0,008; Hinh 13).2°

LGG® gitip c4n bang thanh phan cla hé vi khuan. Cac nghién cu cho thay ch& dd an cho tré sa sinh cé nhiéu
trdi cay, rau va thic an nau tai nha gidp gidm nguy co xuat hién di ing thuc phdm.” Ch& d6 &n nhiéu chat xo
hd tro su phat trién cla Bifidobacterium va Lactobacillus, cac vi khudn nay cé thé [én men chat xo va tang
muc SCFA trong huyé&t thanh.s” Anh huéng clia LGG® [&n hé vi khun cla tré so sinh da dugc nghién cliu bang




Bang 9. Tac dung cta probiotic chdng lai di ting thuc pham (phong theo Berni Canani 2019¢")

Chic nang hang rao dudng rudt B. lactis/bifidum
LGG®

Can bang ddp Gng Th1/Th2: Kich thich Th1 B. lactis/bifidum/infantis
L. acidophilus/reuteri
LGG®

Can bang dap ting Th1/Th2: Uc ché& Th2 B. bifidum/infantis/longum
L. acidophilus/reuteri
LGG®

Diéu hoa hé mién dich: Phat trién Treg B. bifidum/infantis/lactis
L. acidophilus/reuteri/casei
LGG®

Tang sinh t& bao B va T cling vdi tang san xuat Th1 va céc cytokine diéu hoa L. acidophilus/casei/salivarius/lactis
B. infantis/lactis/longum

Diéu hoa hé mién dich: phat trién DC dung nap B. bifidum
L. reuteri/casei
LGG®

Uc ch& san xudt IgE B. bifidum/longum/lactis Bb-12
L. acidophilus
LGG®

Diéu bién di truyén biéu sinh cta biéu hién gen Th/Th2 B. breve
LGG®

Téng san xudt cytokine IL-10 diéu hoa béi bach cdu don nhan va té& bao dudi gai; tang cubng san xuat IFN-y béi L. plantarum

cdctébaoT B. adolescentis

Tang s6 lugng t& bao T CD4+FoxP3+, diéu hda tang FoxP3 va diéu hoa giam GATA-3 L. plantarum
B. coagulans

Gidm phan (ing di dng; gidm IL-4, IL-5, IL-13 va san xudt IgE dac hiéu LGG®

Cai thién cdc triéu chiing soc phan vé va tang slgA va t& bao Treg CD4 + CD25 + FoxP3 C. butyricum

B: Bifidobacterium; CD: C4c protein biét hda trén bé mat t& bao T; DC: t& bao dudi gai; FOXP3: Forkhead box P3; IFN: Interferon; IgE: Khdng th& Immunoglobulin E; IL: Interleukin;
L: Lactobacillus; LGG®: Lactobacillus rhamnosus GG; Th1/2: T& bao T gidip d& loai 1/2; Treg: T& bao T diéu hoa
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Thay ddi diém s& SCORAD sau 1thang can thiép trong toan bd doan hé, & tré di ing qua trung gian IgE va d tré dj ing khdng quan trung gian, sau khi loai trir tré ding
khdng sinh trong qud trinh nghién ctu
AEDS: Hdi chiing viém da co dia; EHF: Sifa cong thiic thiy phan toan phan; LGG®: Lactobacillus rhamnosusGG; SCORAD: Diém sd viém da di tng

Hinh 13. Diéu trj viém da co dia véi LGG® (phdng theo Viljanen 20052%%)




cdch so sanh tac dung ctia EHF v6i EHF+LGG®. Tré so sinh bi di ing dam sifa bo qua trung gian IgE dugc cho
an EHF+LGG® cho thay ndng dd butyrate trong phan cao hon so véi nhiing tré khéng duoc bd sung LGG®.©
C4c loai vi khudn cé thé san xuat butyrate nhu Faecalibacterium, Blautia, Ruminococcus va Roseburia xuat
hién nhiéu dang ké trong cadc mau cé néng do butyrate cao. Ngoai ra, chi s6 da dang sinh hoc alpha (s& lugng
cac loai khac nhau) va tinh déng déu (kich thudc quan thé tuong tu gilta cac loai khac nhau) ctia cdng ddng
vi khudn cé su tuong quan véi s8 lugng butyrate sau diéu tri.”®

Khi so sdnh tré bi di tng dam s{ta bd khéng qua trung gian IgE véi tré bi di tng dam sita bo qua trung gian
IgE, cac dau hiéu rdi loan hé vi khuan cé su trung 1ap, dac trung bdi su gia tang tién trién cla Bacteroides tur
nhitng bénh nhan khde manh sang cdc bénh nhan di ting dam stfa bo qua trung gian IgE (Hinh 14)7' § tré so
sinh dj Gng khéng qua trung gian IgE, EHF+LGG® gitp cai thién nhiéu hon cdc triéu ching réi loan hé vi khudn
va gilp san xudt butyrate nhiéu hon so vai EHF don thuan (Hinh 15).7 Butyrate dugc biét a c6 tdc dung chdng
di Ung. Butyrate kich thich sdn xudt cytokine Th1, interleukin 10 (IL-10), va interferon gamma (IFN-Y), va tao
diéu kién tao ra cac t€& bao Treg.5"21©

Co ché& chinh ctia LGG® &nh hudng trén kha nang dung nap dugc tém tat trong Hinh 16. Giup diéu chinh
hé vi khudn dudng rudt, lam tang cdc chung vi khuan san xudt butyrate. Tdc dung ph6i hop diéu hoa
mién dich cla butyrate va LGG® thic ddy tang dap Ung cla t& bao Th1 va tang san xudt t& bao Treg (hd
trg dung nap) va gidm dap Ung cla t& bao Th2 (gidm viém) gilp tré tang dung nap qua dudng miéng va
bdo vé chdng lai di tng thuc pham.
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Bidu dd hdp thé hién khoang bién thién tif phan vi giia t phan vi thi nhat va ti phan vi thit ba, duting bén trong biéu do hdp thé hién trung vi hay td phan vi th hai.
C4c gié tri thap nhat va cao nhat nam trong viing gap 1,5 14n khoang bién thién td phan vi tinh tir t phan vi thi nhat va td phan vi thi ba, tuong ting

*p<0.05

IgE: Khang thé immunoglobulin E

Hinh 14. S6 lugng Bacteroides trong hé vi khun cta tré khde manh so véi tré bj di ting dam siia bd qua trung gian IgE va khong qua
trung gian IgE (phdng theo Berni Canani 2018™)
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Biu do hdp thé hién khoang bién thién td phan vi giiia t phan vi th nhat va td phan vi tht ba, dutng bén trong bidu dd hdp thé hién trung vi hay t phan vi thi hai.
C4c gid tri thap nhat va cao nhat ndm trong viing gap 1,5 1an khoang biéh thién t( phan vi tinh tir ti phan vi thi nhat va td phan vi thd ba, tuong ting

*p<0.05

EHCF: Sila cong thiic casein thiy phan toan phan; LGG®: Lactobacillus rhamnosus GG

Hinh 15. Biéu dd hop so sanh so Iugng vi khudn Bacteroides (A) va ndng dd butyrate trong phan (B) cla tré khde manh, tré dang di ing
dam sifa bd va tré di (ing dam siia bo sau khi diéu tri bdng sifa cng thic thiy phan (phéng theo Berni Canani 2018™)
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Hinh 16. Tac dung c6 loi cia LGG® ddi véi co ché gay bénh cua di Ging dam sifa bd (phéng theo Cozensa 2015%)




Vai tro cla Igi khuan, dac biét LGG® trong dj Gng dam siia bd: C4c diém chinh

- R&i loan hé vi khuan dudng rudt (khi cac loai vi khuan bj mat can bang do tang hoac gidm thanh phan
va s6 lugng tuong ddi cla cac loai vi khudn) déng mét vai trd quan trong trong co ch& bénh sinh dj
Ung dam sita bd va 1a mot y&u t6 nguy cao chinh gay dj ing thuc pham

- So V6i tré so sinh khde manh, hé vi khuan dudng rudt cla tré bi di tng dam sifa bd c6 su tang déng
ké s& lugng cac loai vi khudn va thanh phan céc loai vi khudn cling cé su thay d6i dang ké

- Butyrate chéng lai di tng thuc phdm théng qua diéu chinh mién dich va thic ddy chiic nang hang rao
dudng tiéu hda va gidm nguy cac phat trién bénh di iing

- Probiotic dugc thém vao sita cdng thic dé cai thién hé vi khudn dudng rudt, va tac dung cta probiotic
la dac trung cho ting ching

- LGG® la probiotic dugc nghién clu nhiéu nhat. LGG® cé mot loat cédc hiéu Ung sinh hoc cé 18 ¢6 Igi dé
ch&ng lai di ¢ing thuc pham

- LGG® can bang thanh phan cda hé vi khuan dudng rudt, 1am tang s6 lugng cac lodi vi khudn san xuat
butyrate va tang muc butyrate & tré so sinh bi di tng dam sita bd qua trung gian IgE va khdong qua
trung gian IgE




Vai tro cta EHCF+LGG® trong kiém
soat di Ung dam sra bo

Lgi ich ngdn han: Diéu tri cic tridu chdng di ting dam siia bd
Céc triéu ching dau bung. M6t s6 thir nghiém 1am sang da chiing minh hiéu qua cla EHF gilp cai thién cédc
triéu chiing dau bung colic.2™"

M6t nghién clu s bd, mu ddi, c6 ddi ching gid dugc do Fatheree va cong su (2016) thuc hién dd khao sat
hiéu qua ctia EHCF+LGG® so v6i EHCF don thudn trén 20 tré bi dau bung colic.2’® Thdi gian khéc va qudy khoc
gidm & ca hai nhém EHCF+LGG® va EHCF. Tré khéc/qudy khdc 1du nhat vao ngay 14 va thoi gian khéc/quay
khdc ngdn hon & nhom LGGE.

Lothe va cdng su (1989) da cho thdy cac triéu ching dau bung colic do ch& dd an cé thé dugc gidi quyét
nhanh chéng khi tré dugc chuyén tur cdc loai sita cong thiic khac sang EHCF (Hinh 17).22 Trong t6ng s6 27
tré sa sinh bi dau bung colic di ddi, 24 tré cé céc triéu chiing bién mat hoan toan hoac gidm dang ké trong
vong 48 gid sau khi chuyén sang EHCF.22 Nghién c(u nay dugc thuc hién trudc khi LGG® dugc thém vao EHCF.

Céc triéu ching trén dudng tiéu héa. Mot bang ching dd dugc cdng bd cho thdy EHCF+LGG® truc ti&p gop
phan kiém sodt ch& do &n cla tré bi di ing dam sifa bd bang cdch lam gidm tinh trang viém dudng tiéu héa &
tré sa sinh dang bi viém dai trang do dj itng.?"® Trong nghién cliu clia Baldassarre va cong su (2010), tinh trang
viém rudt dugc dadnh gid bang su hién dién ctia méu va lugng calprotectin trong phan (calprotectin 1a mét loai
protein chiém khodng 60% protein bao tuong cla bach cau trung tinh) cda tré bi viém dai trang nghi ng& do
di ting dam sita bo, dugc diéu tri bang EHCF+LGG® va EHCF.2* Calprotectin trong phan da dugc ching thuc [a
chat chi diém sinh hoc cta tinh trang viém rudt do mot s6 bénh Iy gay ra.2”28 Nghién cu dd ching minh lugng
calprotectin trong phan dugc diéu chinh gidm dang k& sau 4 tuan  nhém dung EHCF+LGG® so v6i nhém dung
EHCF don thuan (Hinh 18).2¢ Hon nita, sau 4 tuan thay d6i ch& dd an, khdng cé tré nio trong t6ng s6 12 tré cla
nhém EHCF+LGG® con tinh trang mau trong phan, trong khi & nhém EHCF don thudn, 36% tré van con tinh
trang mau trong phan (p = 0,002).26 Nhiing k&t qua nay da ching minh mdt cach rd rang su phdi hap chién
lugc diéu tri gdm trdnh ti€p xudc vai chat gay di ting (bdng cach thady phan toan phan céc protein kich thudc
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Cac loai CMF thong dung Nutramigen 12

ARA: Axit Arachidonic; DHA: Axit Docosahexaenoic; CMF: Siia cong thic gdc siia bd; LGG®: Lactobacillus rhamnosus GG
aNghién cdu dugc tién hanh trudc khi thém DHA/ARA va LGG vao cong thic siia

Hinh 17. EHCF gidp gidm tinh trang dau bung colic do ch& dd an chi trong vdng 2 ngay (phéng theo Lothe 19892?)
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CMA: Dj ting dam siia bo; FC: Calprotectin trong phan; LGG®: Lactobacillus rhamnosus GG,

Hinh 18. EHCF+LGG® cai thién su phuc hdi sau viém dai trang do di Ging dam sifa bo thong qua gidm viém rudt va gidm mat mau trong
phan (phong theo Baldassarre 2010%¢)

I&n) va bd sung LGG® dé tang kha nang khang viém, da gitip kiém soat tot hon cac triéu ching trén dudng tiéu
hda do di ing dam sifa bo.

Viém da co dia. Nermes va cdng su (2011) da khdo sat tré so sinh bi viém da co dia dugc nudi an bang
EHCF+LGG® hoac EHCF trén 2 tiéu chi 13 hé vi khudn trén da va déd nang cda viém da co dia sau 3 thang.2® C3
hai nhém déu gidm dang k& dd nang cua viém da ca dia néi chung, nhung khdng c6 su khac biét vé mdc do
gidm gilta 2 nhém sau 3 thang. Tuy nhién, & nhém b sung LGG® dudng nhu cdc triéu chiing dugc cai thién
nhanh hon; nhém EHCF+LGG® c6 diém s6 SCORAD gidm nhiéu han, tir 27,9 (Cl 95% 22,3-33,5) xubng 17,6 (Cl
95% 10,6-24,6) sau 4 tuan va nhém EHCF cé su cdi thién tét hon, tir 30,2 (Cl 95% 23,6-36,8) xudng 17,8 (Cl
95% 10,3-25,3) sau 3 thang.

Lgi ich trung han ctia EHCF+LGG®: Kha nang dung nap
Dj ting dam sifa bo c6 thé ton tai trong sudt thoi tho du.

Ngoai viéc kiém soat ngay cac triéu chiing di Ung gay ra do ti€p xuc vdi chat gay di ing, chién lugc diéu tri
téng thé cla kiém soét ch& do an 1a chuyén cdc d&p ¢ng mién dich véi dam stta bod tU phan ¢ng qué man qua
trung gian Th2 sang phan ng mién dich dung nap. Trong khi mdt s6 nghién clu dua trén dan s& muc tiéu bdo
cd0 hau hét tré so sinh bi nghi ngd di tng dam sita bd déu tu dung nap véi sita bod khi duoc 3 tudi, 2 mot s6
nghién ctu khac ti cdc ngudn tham khao lai cho thdy mot ty 18 cao c6 tinh trang di ¢ing dam sita bo kéo dai
dé&n sau 5 tudi.®**4 Nhu trong mot nghién ctu quan sat thuc hién trén 244 tré bi di Ung dam sita bd,* chi c6
khodng 50% tré dat dugc khd ndng dung nap sfa bo sau 5 nam theo ddi. Kha nang dung nap cao han ¢ nhiing
tré c6 muc IgE ban dau thap, dudng kinh vung da phu né cua test 18y da nhd va khdng bi viém da co dia.** Cac
nghién ctu dé xac dinh cac y&u t6 du dodn kha nang dung nap cla tré bj dj ting dam sita bd cho k&t qua nhat
quén la néu di Ung qua trung gian IgE thi bénh sé& dai dang hon va & tré I6n hon, tinh trang di ting dam stta bo
dai dang sé& kéo theo dj (ing cac loai thuc phdm khac.?2222 Skripak va cong su*? (2007) da nghién clu cac s6
lidu vé di tng dam sifa bd qua trung gian IgE va nhan thay ty I8 tré tu dung nap vdi stta bod chi ¢ 19% khi tré
4 tubi, 42% khi tré 8 tudi va 64% khi tré 12 tudi. Cac tac gid suy doan rang tién lugng xau c6 1& phan &nh tinh
chat thay déi theo thai gian cda dj (ing dam sita bo (tic 1a dang dan trad thanh mot can bénh dai ddng hon).

LGG® giup lam tang kha ndng dung nap.

Berni Canani va cong sy da tién hanh mot loat cdc nghién clu danh gid tac dong clia LGG® ddi vdi su dung
nap & tré so sinh bi di tng dam sifa bd qua trung gian IgE va khdng qua trung gian IgE. Nghién clu dau tién,
thuc hién vao nam 2012, phan loai ngau nhién tré (ti 1 dén 12 thang tudi) dj (ng dam sifa bd, dugc x4c nhan




bang test thir thach thic an qua dudng miéng, thanh 2 nhém dung EHCF va EHCF+LGG®.223 Test thir thach
thic &n qua dudng miéng dugc thuc hién lai sau 6 va 12 thang; k&t qua dugc thé hién trong Hinh 19. BS sung
LGG® vao EHCF gidp ddy nhanh thoi gian dung nap & tré bi di tng dam sifa bd. Khi dugc 12 thang, 22 trong
s6 27 tré (81,5%) 6 nhom EHCF+LGG® dat dugc khd ndng dung nap so vdi 15 trong sé 28 tré (46,4%) & nhém
EHCF don thudn. Nhu du dodn, ty 18 tré dat dugc su dung nap sau 12 thdng bi tac déng am bdi co ché& gay di
(ng dam sita bd qua trung gian IgE (ty s6 chénh O,11; Cl 95% 0,01-0,68; p = 0,01) va bj tadc ddng duong bdi su
hién dién cla céc triéu chiing dudng tiéu hoa (ty sd chénh 28,4; Cl 95% 1,39-578,88; p = 0,03).

Tuong ty, trong mot nghién cltu quan sat, hdi cliiu gan day clia Sanchez-Valverde va cong su (2019) trén 245
tré bi di tng dam sita bo, nhan thay tré dugc cho udng sita cdng thic bé sung LGG® da phat trién kha nang
dung nap & dd tudi sém hon.24 Khd nang dung nap dat dugc & 78,5% tré noi chung va 93,5% tré dugc udng
EHCF+LGG®. Théi gian dung nap bi dnh hudng bdi viéc bé sung LGG® vao EHCF va loai di tng dam sifa bo.
Kha nang dung nap nhanh hon khi dung EHCF+LGG® dugc quan sdt & cd nhdm qua trung gian IgE va nhém
khong qua trung gian IgE.

M&t thr nghiém ngau nhién cé ddi chiing dai han hon (Berni Canani, 2017) & tré bj di (ng dam stfa bod qua
trung gian IgE dugc cho an EHCF hoac EHCF+LGG® trong 3 ndm, dd ching minh hiéu qua trén kha nang dung
nap dugc duy tri theo thai gian (Hinh 20).3 Nhiing dit [iéu nay c6 18 c6 mai lién quan dac biét néu di ting dam
sifa bd dang trd nén dai ddng hon.*3 44

Loai sita céng thiic cé anh hudng dén ty |é dat duoc khd ndng dung nap. D& xac nhan Igi ich cla bé sung
LGG® vao EHCF la gitp tang kha ndng dung nap, Berni Canani va cdng su (2013)?%> dd so sanh cdc loai sita
cong thic trong mot thi nghiém tién ctu, khdng ngau nhién.
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CMA: Di (ing dam sifa bd; EHCF: Siia cdng thiic casein thiy phan toan phan; IgE: Khdng thé immunoglobulin E; L6G®: Lactobacillus rhamnosus GG,

Hinh 19. Anh huéng cta LGG® ddi véi khd ndng dung nap 6 tré so sinh bi di ting dam sifa bo: (A) so tré dat duoc kha nang dung nap tai
céc moc thdi gian 6 thang va 12 thang, va (B) xac suat di ting dam siia bd bi kéo dai, do loai di (ing dam sifa bd va ch& dd an can thiép (tai
ban tir Berni Canani 201223, © (2012) v6i su cho phép cla Elsevier)
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Cl: Khoang tin cay; EHCF: Siia cong thiic casein thiy phan toan phan; LGG®: Lactobacillus rhamnosus GG,

Hinh 20. BG sung LGG® vao EHCF gitip tang khd nang dung nap va dugc duy tri theo thoi gian (phdng theo Berni Canani 2017°%¢)

Hai tram sdu muai tré so sinh (tir 1 dén 12 thang tudi) bi di ing dam sifa bo, dugc xac nhan bang test th thach
thiic an mu d6i, cé ddi ching gid dugc, duge chia thanh nam nhém dua trén loai sita cong thic st dung:

(1) Sira céng thic casein thay phan toan phan (EHCF) (n=55)
(2) EHCF b6 sung LGG® (n=71)

(3) Sita cong thic thay phan ti gao (RHF) (n=46)

(4) Sta dam dau nanh (SF) (n=55)

(5) Sita cong thiic gbc axit amin (AAF) (n=33)

Sau 12 thdng 4p dung ch& dd an han ch& véi cac loai stfa cdng thic nay, danh gid khd nang dung nap dugc
thuc hién bdng test thir thach thdc an mu ddi, d6i chiing gid dugc. Tré cé két qua test &m tinh c¢6 thé ubng it
nhat mét ly stfa bd ddy mdi ngay ma khong cé cac dau hiéu va triéu ching lién quan dén di ¢ing dam stfa bo

trong sudt 6 thang sau do.

Ty Ié tré dat dugc khd nang dung nap ndéi chung cao hon & nhdm EHCF+LGG® (78,9%) so v&i nhém EHCF
(43,6%), RHF (32,6%), SF (23,6%) va AAF (18,2%) (Hinh 21A). Trong tat ca cac phan tich, ty s6 chénh vé kha
nang dung nap & nhém EHCF+LGG® I6n hon ¢6 y nghia théng ké so vdi cdc nhém khéc. Vi du: ty s6 chénh &
nhém EHCF+LGG® so véi nhém RHF 1a 0,130 (Cl 95% 0,056-0,300; p < 0,001), cho thdy ty s6 chénh vé kha
nang dung nap gidm 87% néu st dung RHF thay vi s dung EHCF+LGG® (Hinh 21A).

Tang khd nang dung nap & nhém EHCF+LGG® so véi cac nhém khac trén cd hai loai di Ung, qua trung gian IgE
va khéng qua trung gian IgE (Hinh 21B va 25C). K&t qua cta nghién cu nay cling nhat qudn vdi cadc nghién
clu khdc, d6 la kha nang dung nap dat dugc cao hon & tré di iing khdng qua trung gian IgE so véi tré di Ung
qua trung gian IgE. Ty s& chénh vé kha nang dung nap tinh trén tat cad cdc nhdm cao hon gap 5 1an khi thém
LGG® vao EHCF, so véi EHCF don thudn, cung cap thém bang chiing vé vai trd quan trong cla hé vi khudn
trong diéu hoa khad nang dung nap mién dich tuong ¢ing) va khir methyl cc gen san xuat cytokine cla t& bao
Th1 (dAn dén tang tiét cac cytokine tuong Ung).
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AAF: Sifa cong thiic g&c axit amin; CI: Khodng tin cdy; CMA: Di (ing dam siia bo; EHCF: Siia cdng thiic casein thiy phan toan phan; IgE: Khang thé immunoglobulin E;

LGG®: Lactobacillus rhamnosus GG; OR: Ty s& chénh; RHF: Sifa cdng thiic thiy phan tir gao; SF: Sita dam dau nanh
Hinh 21. Khd nang dung nap dat dugc véi cac loai sifa cong thiic khac nhau sau 12 thang & tré di (ing dam siia bo néi chung (A), hodc
tré di ting dam sifa bo qua trung gian IgE (B) va tré di Gng dam siia bo khong qua trung gian IgE (C) (tai ban theo Berni Canani 20132, ©
(2013) véi su cho phép cda Elsevier)

Loi ich 13u dai cia EHCF+LGG®: Gidm nguy co ddi vdi cdc biéu hién dj ing trong tuong lai va an toan khi
dung lau dai

Cac bdng ching vé vai trd du phong cla EHCF véi cac biéu hién di ing trong tuong lai da dugc tich Ity trong
vai thap ky.22"23 Nhu dugc md ta trong phan “Di iing dam sita bd ¢ tré em” cda tai liéu nay, di tng dam sita bo
thudng 1a biéu hién dau tién cta cdc bénh ly di Gng sé& tuan tu xuat hién & cac giai doan khac nhau trong suét
thoi tho du, dugc goi 1a “Hanh trinh di tng”. Ban dau khai niém vé Hanh trinh di Ung tap trung vao loai di Ung
qua trung gian IgE, b4t ddu bang su nhay cdm vdi cdc chat gay di ing trong thuc pham (cac triéu ching trén
dudng tiéu héa va viém da ca dia), sau d6 chuyén sang nhay cdm véi cac chat gay di ing trong khéng khi, véi
cdc biéu hién & dudng hd hap trén va dudi (hen ph& quan va viém mii di tng) (xem Hinh 2A & phan trudc).z
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EIM: Hi chiing ngoai rudt; EoF: Viém thuc quan tang bach cau &i toan; FGID: Rdi loan tidu héa chic nang; FPIES: Hdi chiing viém rudt do protein thuc pham;

IgE: Khdng th& immunoglobulin E
Hinh 22. Md hinh méi vé Hanh trinh di Gng khdng qua trung gian IgE (phdng theo va theo su cho phép clia Meyer 20197, © 2018 EAACI
va John Wiley and Sons A/S. Cong bd ctia John Wiley and Sons Ltd.)

Tuy nhién, sy hiéu biét vé di ing loai khdng qua trung gian IgE d& tang Ién dang ké va rd rang la ¢ sy trung
|&p gilta di Ung qua trung gian IgE va di ting khdng qua trung gian IgE. Mdt nghién cltu hdi cu vé tré bi di ing
thuc phdm cho thdy su nhay cdm déng thoi véi IgE xudt hién & 29,9% s6 tré tham gia thi nghiém (mac du
khong dugc xac nhan bang test thirthach thic an). Su tring 1ap nay dugc thé hién rd trong md hinh phat trién
clia Hanh trinh dj Ung do Meyer va cdng su dé xudt (2019).” M& hinh m&i nh&n manh su xuat hién dong thai
céc triéu ching trén dudng tiéu héa va viém da co dia & giai doan sém, va mdi lién quan gilta di (ng khdng
gua trung gian IgE Idc con nhd va sy xuat hién cda réi loan tiéu hda chic nang va hdi ching ngoai rudt vé
sau (Hinh 22).7 B4o cdo vé hdi chiing ngoai rudt con tuong ddi mdi, trong mdt nghién clu dugce thuc hién bai
Dominguez-Ortega va cdng su (2014), 84,4% tré di itng dudng tiéu hda do thiic an dugc bdo cdo cé cac hoi
chiing ngoai rudt, bao gébm cdc triéu chiing nhu mét mai, loét miéng, dau khép/tang van ddng, d6 md hoi ban
dém, ngt kém, dau dau va dai dam (di tiéu khong tu chd).2* Phan ti€p theo s& md td mot s6 nghién cliu chinh
khdo sat tdc ddng clia EHCF d&i vdi su xuat hién cta cac biéu hién dj ing trong sudt thdi tho au.

Tré 18 thang tudi. Bang ching dau tién cho thady EHCF c6 thé 1am gidm su phét trién cla cc triéu ching di
(ing trong tuong lai dugc cung cap bdi mot nghién cltu ngau nhién do Oldaeus va cdng su thuc hién vao nam
1997.2%6 T4c dung ngan ngla di Ung ctia EHCF (chua bé sung LGG®) hodc sita cong thic thiy phadn mét phan
(c6 ty 18 whey:casein 60:40, va s dung lactose 1a ngudn carbohydrate chinh) dugc so sanh véi sita cong thic
trén 155 tré cé tién st gia dinh di (ng. Tré so sinh duoc cho &n ngau nhién mot trong cac loai sifa cdng thic
trén khi tré bat ddu an dam hoac khi chuyén sang sifa cdng thic cho dén khi dugc 9 thang tudi. Tré sd sinh
dugc bd me trén 9 thang khodng tién hanh phan nhém ngdu nhién ma tiép tuc duoc theo d&i va danh gia.

C4c triéu chiing 1am sang dugc ghi lai khi tai khdm & céc thoi diém 3, 6, 9, 12 va 18 thang. Tré dugc phan loai
|& m&c bénh di tng néu cé it nhat mdt chan dodn ré rang vé hen phé qua, viém da co dia, viém gidc mac di
Ung, hoac dj ing dudng tiéu hda. Vao thang thi 9, Iic cudi cta giai doan can thiép ch& dd &n, nhém EHCF it
xudt hién céc triéu chiing di tng hon (34%) so v6i nhém sita cdng thiic thong thudng (65%), hodc nhém sita
cobng thuc thay phan mét phan (58%). Ty & tich Ity di ing Iic 18 thadng la 51% & nhdm EHCF, 84% & nhém
stfa cong thic thong thudng va 64% & nhém sita cong thiic thiy phdn mdt phan. Bénh cham co dia 1a triéu
ching di tng phé bi&n nhat.

Hinh 23 cho thdy ty & tich [Ty cta cdc triéu ching di ¢ing trong sudt qua trinh nghién ctu. Ty 1& mac thap
hon ddng k& & nhédm EHCF so véi nhéom sita cdng thic thong thudng ldc tré dugc 6, 9, 12 va 18 thang tudi va
thap hon dang ké so véi nhom sifa cong thiic thay phan mot phan ldc tré dugc 6 va 9 thang tudi.

Tré 3 tudi. Berni Canani va cong su (2017)136 sau d6 da ti€n hanh mot thi nghiém d6i chiing ngau nhién kéo
dai 3 nam dé kiém tra xem EHCF+LGG® ¢4 thé 1am gidm su xudt hién cla cac biéu hién di ing khac & tré bi
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Hinh 23. Ty [& tich liiy céc triéu chiing di Gng & tré c tién s gia dinh bi dj Gng, tré dugc cho &n EHCF (khdng ¢ LGG®), hodc cc loai
sifa cong thiic khac, hodc dugc bd siia me (phdng theo Oldaeus 19977, © (1997) véi su cho phép clia BMJ Publishing Group Ltd)

di tng dam sita bo hay khéng. Tré (tU 1 d&n 12 thang tudi) bi di tng dam sita bd qua trung gian IgE dugc xac
nhan bang test thif thach thic an dugc phan ngau nhién vao nhém EHCF+LGG® hoac nhém EHCF don thuén.
Tiéu chi chinh 13 su xuat hién cta bat ky biéu hién di tng nao (cham, mé day, hen ph& quan hoac viém giac
mac) trong sudt 3 ndm nghién cuu.

220 tré c6 do tudi trung binh 5 thang (khodng bién thién td phan vi, 3-8 thang) dugc chon ngau nhién. K&t
qud chiing minh trén nhém dan s cé nguy co cao mac cac bénh di (ing khac do cé bénh Iy nén 1a di tng dam
sifa bd qua trung gian IgE, viéc b sung LGG® d3 tang cudng tdc dung bdo vé cla EHCF chéng lai su phat
trién cta bénh di tng (Hinh 24). Tan suat cGa bat ky bidu hién dj ¢ing nao trong qua trinh nghién cttu da gidm
mot nla khi LGG® dugc thém vao céng thic (46,3% & nhém EHCF va 23,5% & nhém EHCF+LGG®; Hinh 24).

EHCF
077 | @ EHCF+L66°
8 —
g ¢ !
g \ L
= 4 L
k4
T
2 —
Khoang tin cdy 95% va gia tri p dugc hiéu chinh cho ba Ian so sanh
0= T 1
12 24 36
Months

Cl: Khoang tin cay; EHCF: Siia cong thic casein thiy phan toan phan; LGG®: Lactobacillus rhamnosus GG,

Hinh 24. EHCF+LGG® [am gidm su phét trién cta cac biéu hién di ing & tré s sinh bi di Gng dam sifa bd sau 3 nam st dung (tai ban theo
Berni Canani 2017, © (2017) vdi su cho phép cla Elsevier)




Chénh l&ch nguy co tuyét d6i vé xuat hién it nhat mot biéu hién dj ing trong 36 thdng & nhém EHCF+LGG®
va nhém EHCF 1a -0,23 (Cl 95% -0,36 dén -0,10; p < 0,001).

Tré tir 4-6 tudi. D& xac dinh xem EHCF+LGG® c6 thé bdo vé tré khoi réi loan tiéu héa chic nang trong tuong
lai hay khdng, Nocerino va cdng su (2019)8° da thuc hién mét nghién ctu doan hé trén mot nhém tré (tu 4
dén 6 tudi) c6 dac diém sau:

- Chan dodn di Ging dam sifa bd dugc xac nhan bang test thir thach thic an khi dudi 1 tudi
+ C6 céc triéu ching trén dudng tiéu hda tai thdi diém chan dodn

+ DA dugc diéu tri bang EHCF hodc EHCF+LGG®

- Dung nap dugc sita bd it nhat 12 thang trudc khi nghién cutu

Poan hé gdm 330 tré; 110 tré nhdm EHCF, 110 tré nhdm EHCF+LGG® va 110 tré nhém ching khée manh. Tiéu
chi chinh 1a ty 18 méc bat ky loai rdi loan tiéu héa chiic ndng nao, dugc xac dinh bai tiéu chi chdn dodn Rome
1.

Cac dac diém Idc ban dau 13 gidng nhau gitfa ba nhém nghién ciu, ngoai trir dd tudi dat dugc kha nang dung
nap mién dich, gidm dang ké & nhém EHCF+LGG® so v6i nhém EHCF (IQR 24 thang [15-34] so véi 32 théng
[18-381; p < 0,05). Ty |8 tuyét ddi cla cac loai rdi loan tiéu hda chic nang 1a 0,40 (Cl 95% 0,31-0,50) & nhém
EHCF va 0,16 (Cl 95% 0,09-0,23) & nhém EHCF+LGG®, tuong (ing véi chénh 18ch nguy co tuang ddi 1a -60%
(Cl 95% -79% d&n -40%) & nhdm EHCF+LGG® so vSi nhdém EHCF (p < 0,001) (Hinh 25).

Ty 18 mdc cla bat ky loai rdi loan tiéu hda chiic nang nao déu thap hon & nhém EHCF+LGG® (Bang 10).
Ty I8 r6i loan tiéu hda chic nang & nhdm ching khde manh thdp hon & nhém EHCF va tuong tu véi nhém
EHCF+LGG®. bac biét, ty 1&é khd tiéu chidc nang va tdo bdn chidc nang cé su khac biét cé y nghia gilta cac
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Ty 18 méc cac bénh FGID trong doan hé EHCF va EHCF+LGG®. Gié tri Ia trung binh va Cl 95% dugc udc tinh bang md hinh hdi quy Poisson (PWRM) manh,
vdi thai gian theo ddi la thoi gian phai nhiém
Cl: Khoang tin cy; EHCF: Sifa cong thic casein thiy phan toan phan; FGID: Roi loan tiéu héa chiic nang; LGG®: Lactobacillus rhamnosus GG

Hinh 25. EHCF b sung LGG® bao vé tré khdi cac loai rdi loan tidu hda chic nang vé sau (tdi ban theo Nocerino 2019%, © (2019) véi su
cho phép ctia Elsevier)




Bang 10. Ty |8 mac cla tat ca cac loai roi loan tidu hda chiic nang déu thap han & nhém EHCF+LGG® so véi nhém EHCF (phdng theo
Nocerino 2019%)

C6 it nhat 1 loai rdi loan tidu héa 44 (40,0) 18 (16,4) 23(20,9)

chic nang, n (%)

Non theo chu ky, n (%) 2(1,8) 1(0,9) 3(1,8) 0,49 (CI chinh xdc 95%: 0,01-9,48) 0,99
Tiéu chdy chiic nang, n (%) 0(0,0) 0(0,0) 0(0,0) - -
Khd tiéu chiic nang, (%) 14(12,7) 4(3,6) 4(3,6) 0,28 (CI chinh xdc 95%: 0,07-0,90) 0,03
Hdi chiing Rumination, n (%) 0(0,0) 0(0,0) 0(0,0) - -
Hoi chiing rudt kich thich, n (%) 6 (5.5) 5(4,5) 32 0,82 (CI chinh xdc 95%: 0,20-3,24) 0,98
Tdo bon, n (%) 18 (16,4) 7(64) 11(10,0) 0,38 (CI chinh xdc 95%: 0,14-0,96) 0,04
Dau bung, n (%) 18 (16,4) 8(73) 6(6,5) 0,44 (CI chinh xdc 95%: 0,17-1,06) 0,07
Pau bung kiéu migraine, n (%) 0(0,0) 0(0,0) 0(0,0)

Chiing nudt khong khi, n (%) 8(7,3) 7(6,4) 6(6,5) 0,86 (CI chinh xdc 95%: 0,27-2,73) 098
Di tiéu khdng tu chd, n (%) 1(1,8) 1(0,9) 2(18) 0,49 (CI chinh xdc 95%: 0,01-9,48) 0,99

Cac gid tri dugc thé hién 1a gid tri IRR (ty 3 méc & nhém EHCF+LGG® chia cho ty 1& méc & nhém EHCF) va khodng tin cdy 95% dugc si dung dé dy doan cho md hinh hdi quy Poisson - PWRM,
vGi thoi gian theo ddi la thoi gian phai nhiém

CI: Khoang tin cay; EHCF: Sifa cdng thiic casein thiy phan toan phan; FGID: Roi loan tiéu hda chiic nang; LGGC: Lactobacillus rhamnosus GG; IRR: Ty sd ty suat

nhém, day 1a cac dang rdi loan tiéu hda chiic ndng phd bién nhat dugc quan sat thdy & tré bi di ing dam
sita bo (xem ty |1& mac bénh, Bang 10).

Do d4, k&t qua nghién cltu xac nhan tré cé tién s di tng dam sita bd c6 nguy co tang rdi loan tiéu hda chic
nang va dé xudt viéc s dung EHCF+LGG® c6 thé ¢ hiéu qud trong viéc ngan nglra su xuat hién rdi loan tiéu
héa chiic nang vé sau. Khd nang xuat hién cdc van dé vé tiéu héa da gidm 60% luc tré dugc 4 - 6 tudi khi
b6 sung LGG® vao EHCF. C4c nghién cu sdu hon véi thoi gian theo d&i 1au hon s& xac nhan xem liéu hiéu
(ing nay c6 ton tai lau dai hay khoéng.

Tré trén 15 tudi. Khd nang bao vé cla EHCF chéng lai cac biéu hién dj iing trong tuong lai cling dugc ang hd
bai k&t qua cla nghién ctiu Can thiép dinh dudng cho tré sa sinh ca Duc (GINI). Chinh phl Buic da tai trg cho
nghién cttu doc 1ap da trung tdm nay dé trd 13i cau hai liéu can thiép sém bdng sifa cong thic thiy phan cé
thé& ngan nguia su khdi phat dj ¢ng trong cudc séng sau nay hay khdng.2*’

Gid tri p khi so véi

Ty 18 méc (%) 0 5 10 15 sita cong thiic thdng thudng
| | |

Nutramigen (=200 9% 0,036

(EHCF khdng 6 LGG®) ° '

EHWF (n=238) 14% 0,677

thong thudng

EHCF: Sia cong thiic casein thiy phan toan phan; EHWF: Sia cong thiic whey thiy phan toan phan; PHWF: Siia cong thiic whey thiy phan mét phan; LGG®: Lactobacillus rhamnosus GG

Hinh 26. Tré sa sinh ¢6 nquy co cao dugc nudi an bang EHCF gitip gidm mdt niia nquy co bénh Iy di Gng so véi siia cdng thic théng
thudng trong ndm dau ddi (Von Berg 2003%")




GINI 1& mdt nghién cltu theo chiéu doc vé tdc dong 1au dai clia cac bién phap can thiép ch& do &n véi su xuat
hién bénh ly di ing & 2252 tré em ¢ tién st gia dinh di (ing.8"232* Nghién clu tuyén chon nhiing tré cé nquy
¢ cao bi di Ung tir nam 1995 d&n 1998. Tré so sinh dugc cho bd ngau nhién sau khi sinh véi ba loai stfa cong
thic thay phan (PHWF, EHWF va EHCF) hodc sita cong thic gbc sita bd thong thudng va dugc theo ddi nam
15 tudi.>*® Thiét k& nghién clu, chi tiét vé& tuyén chon, phan nhém ngau nhién, &n théng tin loai sifa va phan
b6 céc loai sita cong thic, dinh nghfa tiéu chi nghién cu va céc k&t qua nghién cdu ghi nhan khi tré dugc 1,
3, 6,10 va 15 tudi da dugc cdng bo.87.237-241

Gid tri cta cac k&t qud nghién ctu bi han ché& vi cdc thanh phan trong sifa cong thiic da thay déi so véi 20
nam vé trudc. Vi dy, cdng thic EHCF nam 1998 khong chiia probiotic, LGG®, ma c4c thanh phan nay giup tao
ra mot loat cac tdc dung sinh hoc va cdc Igi ich 1dm sang bdo vé tré khoi di ing so véi EHCF khong c6 LGG®.
Tuy nhién, mdt k&t ludn rd rang cé thé dugc rit ra ti cac k&t qua nghién clu, 1a cac loai sita cong thic thiy
phan c6 tac dung khac nhau va céac loai sita cong thic thay phan 1a khéng giéng nhau.

Ty 18 méc cac bénh ly di ing, dugc dinh nghia la viém da co dia, triéu chdng dudng tiéu hda cla di ing thuc
phdm, mé day di Ung hoac k&t hgp cla cadc bénh ly ndy va ty 1é viém da co dia khi phan tich riéng da giam
ddng ké khi tré dugc 12 thang tudi 8 nhém EHCF. EHCF 13 sita c6ng thiic duy nhat tao ra tdc dung bdo vé khac
biét ddi véi ty 18 mdc cdc bénh Iy di tng trong 12 thang sau sinh (Hinh 26).2"

Tiép tuc theo d&i cac nhdm tré ctia nghién cu GINI trong 3 nam cho thdy tdc dung bao vé lién tuc khi phan tich
ty 18 méc viém da ca dia & tré cé nguy ¢ cao dugc nudi bang EHCF (ty s6 chénh 0,53; Cl 95% 0,32-0,88) hoac
PHWF (ty s6 chénh 0,60; Cl 95% 0,37-0,97),8" trong khi EHWF khong cho thady bat ky su bdo vé nao. EHCF ciing
cho thdy mdt xu hudng tich cuc trong viéc gidm hen phé& quan & tré cé tién s gia dinh bi di ing.8” Theo ddi sau
6 nam va 10 nam d& chiing minh tac dung phong ngtfa sém véi viém da co dia van dugc duy tri, nhung khdng cé
tac dung phong nglra déi v6i hen ph& quan, viém mii di Ging hodc nhay cdm vdéi cac chat gay di ting thong thudng
trong thuc pham hodc céc chat gay di ing khong khi & tré c6 nguy co dudi 10 tudi.?*824242 Tuy nhién, diéu nay c6
thé 13 do hen phé& quan va viém mii dj Ung thudng xay ra & giai doan sau, khi tré da 16n hon. That vay, tiép tuc
theo ddi cdc nhom tré trong nghién cdu GINI trong 15 nam 1an dau tién da cung cap bang ching vé hiéu qua Igi
ich clia sita cdng thic thdy phan trong viéc ngan nglia su phat trién bénh ly dj ting dudng hd h&p.2** EHCF 13 sita

45
Hen phé& quan (n=1338)

40 — I viem mii di Gng (n=1331)
B cham (n=1336)

35

30

25—

20

Ty 18 méc tich [y (%) cho dén khi tré 15 tudi

CMF PHWF EHWF EHCF

C6 nquy co duoc dinh nghta [ c6 it nhat cha hodc me hoac anh chi em rudt cé tién sit bénh di ting

CMF: Sita cong thiic goc sifa bd; EHCF: Sifa cdng thiic casein thiy phan toan phan; EHWF: Siia cong thiic whey thdy phan toan phan;

PHWF: Sifa cong thic whey thay phan mdt phan
Hinh 27. Tac dong cta cac loai sifa cong thiic khac nhau 6 tré cé nguy co trong 4 thdng dau ddi doi véi ty 18 mac tich Idy cta hen phé
quan, viém miii di ting va cham cho dén nam 15 tudi (phéng theo Von berg 2016%*)




c6ng thic duy nhat 1am gidm ty 18 tré bi hen ph& quan so vdi sita cdng thiic gdc sta bod (& tré tur 11 dén 15 tudi).
Su khdc biét gilia céc loai sifa cong thic dugc thé hién rd rang trong dudng cong biéu dién ty 1é méc hen tich
[Gy. Hon nita, EHCF 13 bién phép can thiép duy nhat lam gidm déng k& ty [& m&c cham d6i vdi tré tu 11 dén 15 tudi,
mac du céc loai sifa cong thic khac van duy tri tdc dung phong nglra sém, khdng cé tac dung hdi ting. (Hinh 27) .

Tac déng dén cac huéng dan diéu tri. Vien Nhi khoa Hoa Ky (AAP) d& két luan trong huéng dan diéu tri nam
2008 rang mot sé loai stta cdng thic it gay di ting c6 tdc dung bao vé tré khoi viém da co dia, k&t luan nay
c6 18 dang hudng vao EHCF.223 Tuy nhién, vao nam 2019, AAP da thay d&i cac khuyé&n cdo cla ho,"™ phan I6n
dua trén k&t qua theo ddi sau 10 ndm cutia nghién ctu GINI va phan tich téng hgp cla Boyle va cdng su nam
2016, trong dé dé xudt cac bang chiing khéng dd chat lugng dé cé thé dua ra khuyé&n cdo vé phong chéng di
(ng.2* Mac du vay, cac huéng dan diéu tri ctia AAP 2019 van thira nhan hiéu qua phong ngtia clia EHCF véi
viém da co dia, ho cho rang cac k&t qua nghién ctu ctia GINI bi gidm qid tri do ty I8 rat lui khdi nghién clu lén
d&n 37% sau 10 ndm.?* Tuong tu, mdt bdo cdo téng quan Cochrane vao nam 2018 cho thdy cdc bang chiing
1a khdng da dé khuy&n céo st dung sita cdng thic thiy phan d& ngan ngtta bénh dj (ng & tré khdng dugc b
me hoan toan.?*

Trong khi thtfa nhan su mau thudn gilta cac k&t ludn nghién cdu, cdc huéng dan diéu tri va céc tai liéu
déng thuan khac van khuyé&n cdo can nhac EHF va PHF 13 c4c chién lugc diéu tri d& phong ngura di Ung
dam sifa bd & tré s sinh c6 nguy co cao (n&u khdng thé cho tré bl sita me).2187.246247 Mot s hudng dan
diéu tri huéng dén céc van dé thuc t& nhu chi phi cho sifa c6ng thic thiy phan & tré so sinh ¢é nguy co
c6 thé rat cao.

Kinh t& - y t&: EHCF I3 chién lugc diéu tri dau tay cho tré bi di ting dam siia bd do ¢6 hiéu qua
hon vé mat chi phi

Tinh kinh t& trong y t& |a rat quan trong dé dat dugc gi ich t6i da tir cdc ngudn luc s&n ¢b.2#8 Cac phan tich
hiéu qua - chi phi do ludng va so sdnh céc loai chi phi (nhu chi phi diéu tri va chi phi st dung cac ngudn luc
y t&) va lgi ich (dat dugc cdc tiéu chi diéu tri mot cadch hiéu qud) cla cdc phuong phép diéu tri khdc nhau dé
dat dugc moét k&t qua diéu tri cu thé. Tinh hiéu qua - chi phi cia EHCF+LGG® khi dugc st dung dé diéu trj
dau tay cho tré bj di ting dam sifa bd d& dugc ddnh gid trong mdt s& nghién cétu mé hinh kinh t& trén khap
chau Au va chau My (tém tat trong Bang 11).249255 D{t liéu dugc st dung dé udc tinh k&t qud diéu tri tur cac
ngudn thuc t& (co s& dit liéu qubc gia) hodc cac nghién cu |dm sang, va chi phi uéc tinh phu thudc vao chi
phi dia phuong cho céc loai sita c6ng thdc va chi phi chdm séc y t& cu thé cda ting qudc gia dé kiém soat
di tng dam sita bo. EHCF+LGG® ludn dugc ching minh 1a cé hiéu qua vé chi phi so véi cadc phuong phéap
diéu tri khac.

Phén tich héi cdu dif liéu ‘thuc té" (co sé di liéu THIN) so sanh EHCF+LGG® véi EHWF. Guest va céng su
(2019)%58 @3 phan tich hdi citu hd so bénh &n cta 940 tré so sinh (dudi 1 tudi tai thdi diém bt ddu dung
sita c6ng thiic dau tién sau khi dugc chan doan dj ing dam sifa bd) tir co s& dif liéu cia THIN (The Health
Improvement Network) & Anh (co s& dif liéu ctia han 11 triéu bénh nhan dugc 4n danh tai cac tuyén ca sé, dai
dién cho dan sd cta Anh). So sédnh hiéu qud cta EHCF+LGG® (Nutramigen LGG®) va EHWF (Aptamil Pepti)
trong viéc kiém sodt di (ing dam sfa bd va ngan ngta cac bidu hién di ing d& dugc danh gid. Cac k&t qua
nghién ctu chinh bao gom:

+ Tré nhdm EHWF cé nguy co tuang d6i xudt hién cac triéu ching cao hon khi dugc 24 thang so véi tré nhém
Nutramigen LGG®:

- Cham: Ty s6 chénh 3,438 (Cl 95% 1,975-5,985); p<0,001
- Triéu chiing trén dudng tiéu héa: Ty s6 chénh 2,275 (Cl 95% 1,007-5,137); p<0,05
- Hen ph& quan: Ty s6 chénh 2,651 (Cl 95% 1,242-5,660); p<0,02

+ Tré nhédm Nutramigen LGG® ¢6 nguy co tuong déi khong xudt hién triéu ching cao hon khi dugc 24 théang
S0 V@i tré nhém EHWF: Ty s6 chénh 2,988 (Cl 95% 1,880-4,748); p < 0,02
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- Vao thoi diém 24 thang sau khi b4t ddu cho an sita cdng thic, udc tinh 77% tré nhém Nutramigen LGG® d3
dugc kiém sodt thanh cdng so vGi 63% tré dugc bat cap & nhém EHWF (p < 0,001)

- Ty |é tré khong phai d6i sita 8 nhédm Nutramigen LGG® nhiéu hon ddng k& so v&i nhém EHWF (76 so Vi
69%; p < 0,02)

- Thdi gian ngung sifa cdng thic 8 nhém Nutramigen LGG® ngdn hon dang k& so véi nhom EHWF (8,3+6,7 so
v§i10,2+£8,9 thang; p = 0,001)

- Nhiting phat hién trong phan tich hdi ctu ndy d& b sung thém bang chiing cho thay Nutramigen LGG® cé
hiéu qua trong viéc kiém sodt cac triéu ching di ting dam sita bd va cé thé gitp lam chdm Hanh trinh di tng.

Vai trd cta EHCF+LGG® trong kiém sodt dj ting dam siia bd: Cac diém chinh
Lgi ich ngan han
- St dung EHCF & tré so sinh bj di ing c6 thé cai thién nhanh chéng céc triéu ching
- Cac triéu ching dau bung colic gidm 85% trong vong 2 ngay
- Cai thién dd nang cla viém dudng rudt va viém da co dia sau 4 tuan
Lgi ich trung han
- EHCF+LGG® c6 thé day nhanh t&c d6 dung nap dam sita bo
- Khodng 80% tré sa sinh cé kha nang dung nap trong vong mét nam s dung
- Tang kha nang dung nap & tré so sinh 1én 2,5 dé&n 4,5 1an so vai cac loai sita cong thic khac
Lgi ich dai han
« EHCF+LGG® [am cham (va c6 thé ngan ngra) Hanh trinh di Ung

- Nhiéu nghién cu (bao gdm cac nghién ctu da trung tdm) dd ching minh rang s dung EHCF+LGG®
dé diéu tri dj (iing dam sifa bd & giai doan s sinh cé thé 1am gidm céc biéu hién dj (ng trong tuong
lai bao gdm cham, mé day, réi loan tiéu hda chic nang, hen ph& quan hodc viém mii di ing

- Sau 15 nam theo ddi, nghién clu theo chiéu doc ctia GINI chiing minh rang tac dung ngan ngla di
ing cla cac loai sita cdng thic thiy phan 1a khéng tuang déng
- SUrdung EHCF ngay tU khi mdi sinh & tré cé nguy co (gia dinh cé tién st v6i cac bénh dj iing) |a loai stta
cong thic thiy phan duy nhat gitp gidm cé y nghta ty 1& méc bénh hen phé& quan (tir 11 d&n 15 tudi)
Tiét kiém chi phi
- Trong cac nghién cu md hinh chi phi & nhiéu quéc gia, diéu tri dau tay cho tré sa sinh bi di ¢ing dam
sita bd mdi dugc chan dodn v6i EHCF+LGG® (Nutramigen LGG®) dugc coi 1& mot chién lugc hiéu qua
vé chi phi




K&t ludn

Khuy&n nghi tir HOi Nhi Khoa Viét Nam

Pam sita bo 1& m6t trong nhitng khdng nguyén thuc phdm dau tién ma tré so sinh ti&p xdc. Di ting dam
sita bd & tré so sinh dugc cdng nhan 1a y&u té kich hoat lam khai phat cdc biéu hién va céc tinh trang di
Uing ti€p theo trong sudt thdi tha &u, cé thé dnh hudng dang k& d&n cudc séng cua ca gia dinh.

Nudi con bdng stfa me dugc ddng thudn trén toan cau la phuong phap diéu tri hiéu qud nhat dé ngan
ngla di (ng ban ddu. EHCF (dam thay phan casein mdt phan) b6 sung LGG® md phéng hiéu qua bdo vé
tuong tu nhu sfa me va chdia day dd dudng chat dé hd tro su tang truéng va phat trién cla tré so sinh.
Céac thanh phan cta EHCF+ LGG® mang lai nhitng lgi ich vugt tréi, khdng chi géi gon trong kha nang
gidm di ing va gidm triéu ching. Can thiép vao ch& dd &n bang EHCF+ LGG® tao ra tac ddng tich cuc
dé&n su can bang hé vi khudn dudng rudt, cai thién chiic nang cda hang rao biéu mé rudt va huéng hé
mién dich ti€n t&i phan Gng dung nap véi di (ing dam stfa bo. Nhiing hiéu Gng sinh hoc nay cho phép tré
em dung nap sita bd sém hon, gidm ty 1& mac cac bénh ly di tng khac va gilp tiét kiém chi phi vé 1au dai
S0 V@i cac bién phdp can thiép khac.
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