MPODITAKTUKA XAPYOBOI ANEPTII Y OITEW
PAHHbOI'O BIKY

lpoghecop HsaHbkoecbka OneHa CepeiigHa
JIbgiscbKul HauioHanbHUU Medu4yHUU yHigepcumem
Kagpedpa nediampii ma HeoHamonoezii @140



By 2025 50% of EU will suffe

| Immune disease:  including
m allergies from allergies

allergies are in rise

150 million .
EU citizens

suffer from

chronic allergic
disease

Food allergies affect up to 8 % of infants & young children in the western world !
with cow’s milk being their leading cause. 24




Xap4yoBi anepreHu

it [opocni
6-8% YyparkeHnx 3-4% yparkeHnx
v Monoko v Apaxic
v’ AeyHun 6inok v’ Topixu
v’ [NweHnus v Puba
v Topixu v/ ®pyKTU 1 OBOMI Y
v Pnba OOPOCINX 3 NUNKOBOIO
v Cos anepriero

v Apaxic




(=]
o
Ny
]
-
-
L
Q
Q
=
3
o
-

POKM XXUTTHA



ATONIYMHUN gepMaTuUT y OiTeu




PU3UK PO3BUTKY AJIEPTII

[eHeTUYHa CXUIbHICTb - OAUH 3 OCHOBHUX paKTopIB,
L0 NIABULLYE PU3UK PO3BUTKY anepril

BiacyTHa cnagkosa OauH 3 6aTbKiB O6uasa 6aTbku
CXUNBHICTL A0 anepril aneprik anepriku

APKEPENIA

LlartmA MATEDIAN NDASHAYEHAN ANA MEMMAX NDAL]T M0
De3ymonKa N20SBAra HAZACTLER MDYAHOMY 8400 SYBaHH0



Pi3Hi cTyneHi rigponidy 6inky

LT 00 o : .: o®
o0 @ o

.:o'..% 00’ % o %e o’ o

Y, 3:. &%,
{:00 ®0g¢ o o 0oo0®

o %o ® oo
Binok YacTtkoBun NoBHUM AMiHOKKUCNOTH
rigponisar rigponisar

AnepreHHIiCTb




TexHonoril aMeHLUeHHS
anepreHHocCTi binky
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Mipirpis
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EH3mMmaTU4YHUN
rigponis

YnbTpadinbTpauisn

Hym KOpoTLWwa AOBXWHa J1laHUra Ta MeHwa MOJIEKYIAPHa

mMaca, TUM HMXK4a ocTaTovHa anepreHHicTb 6inky / nenTnay




Axkwo rigponi3 6inka B anepreHHUX enitonax —
3HNXYETbLCA anepreHHUM norteHuian Ginka, a
30iNbLWYyETLCA TONEPOreHHUn

HYDROLYSIS OF THE INTACT PROTEIN
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Maintained tolerogenic
potential 145
(by keeping tolerogenic epitopes™)

allergenic epitope "An epitope, also known as antigenic determinant, is the
tolerogenic epitope part of an antigen that is recognized by the immune system
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BnnuB Ha chopmyBaHHA oparnibHOI TONIePaHTHOCTI
AoBeAeHo Ans cymiwi 3 ocodrIMBMM YaCTKOBUM
rigponi3om 6inka i npediornkamu NOC/®0C

ORAL TOLERANCE INDUCED BY OUR HYDROLYSATE (PHP)

0 Podisteic Atergy and kmmuso ooy
ORIGINAL ARTICLE FODD ALLERGY AND ANAPHYLAXIS

Oral tolerance induction by partially hydrolyzed whey
protein in mice is associated with enhanced numbers of
Foxp3* regulatory T-cells in the mesenteric lymph nodes

Betty C. A. M. van Esch™, Bastisan Schouten’, Sander de Kivit', Gerard A. Hofman'
Léon M, J, Knippels'®, Linette E, M. Wilkemaeen' & Johan Garssen'

Coments lists avallatio # Schmceli o

PharmaNutrition
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A dietary intervention with non-digestible oligosaccharides and partial @ e
hydrolysed whey protein prevents the onset of food allergic symptams
in mice

Betry CAM. van Esch*, Atanaska L. Kostadinova®, Johan Garssen*”,

Linstte EM. Willemsen®, Léon M.). Knippels*
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v pHP has capacity to support development of

oral tolerance to whey protein which can be
enhanced by prebiotics resulting in increased
protection from allergic symptoms
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YHikanbHuM cknag GOS/FOS, skun
3axXULeHNn MiXKHapOOHMM NaTEeHTOM

r “

90%scGOS 10% IcFOS dopykToonirocaxapuaun
(ranakroonirocaxapuam) y dpopmi goBrux naHuoris

0O OOOOOO®

GHaTypaanmx oxepen (nakrosa Ta LlMKOinD

CxBaneHo HaykoBuM KomMiTeToOM
€BponencbKkoi Komicii i3 cnpaB xap4yyBaHHs (SCF)
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lNpodrinakTuka aneprii NPUPOAHUM LUSIAXOM
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/ NoBHOUiIHHO CCbOpMOBJaHMIZ Kuwe4yHnmn b6ap’ep \
NMonepeaxye BCMOKTYBaHHA anepreHiB 3 NPOCBITY KULLIKIBHUKA
N y -
He 3anyckaeTbca Kackag anepriyHUX peakuin B opraHiami, To0To He
npoxoAuTb ceHcuobinisauia

L

NMonepeaxaeTbcA n{p,mipl-mﬁ cuHTe3 IgE

NonepenxaeTbCcA PO3BUTOK Xap4voBOI anepril Ta atonivyHOro Mapiuy

\(aTonquuﬁ aepmatut, anepriyHe ypaxeHHs LLUKT, 6poHxianbHa aCTma/
Ta iH.)




He BCi npebioTuku 3abe3nevyroTb Ti
caMi KniHIYHiI epeKkTun
scGOS/

IcFOS GOS scFOS
(9:1)

Pe3ynbraty KRiHIYHNX

AocnigXxeHb (HemoBnsATa)

' YacToTta aTtoniyHoro

oepmatuty i ) ) )
\ BaxkicTb aTonivyHoro -

oepmatuty ) ) )
V' IHbeKLUinHa o

3axBOPIOBAHICTb ) ) )
[MokpalieHnn iMmyHornooby- +
niHoBWIA Npodinb Nnasmu ) ) )
N BmicT sIlgAy +

BUMOPOXKHEHHSAX ) ) )
M Kinbkictb bidigobak- o

Tepin i ¥ pH kany
Moro GE, Boehm G. Functional Food Reviews 2012; 4:101



OCHOBHWUN OOKYMEHT AnN4
YKpalHu 2?77



MIHICTEPCTBO OXOPOHMW 3[10POB’A YHPATHU
HALIOHAMbHA AKAOEMIA MEOWYHUX HAYH YHPATHU

YKPATHCbKUA LIEHTP HAYKOBOI MEAWYHOT IH®OPMALLIT
TA NATEHTHO-NILEEH3IMHOI POBOTU

OCOBJ/IUBOCTI AIATHOCTUKH
TA NiAXoAau 40 NIKYBAJIbHO-
MPO®IJIAKTUHHOIO XAPYYBAHHA
AITEW PAHHbOTO BIKY 3 ANEPTIEIO
40 BIJIKA KOPOB’A4YOIo MOJIOKA

MeToauuHi
pexomeHaaulil

Huiz - 2012

MIHICTEPCTEC OXOPOHW 300POE'A YHPAIHM
HALUIOHANEHA AHANEMIA MEOWYHMX HAYH YHPATHW

YHPATHCBHWIA LIEHTP HAVHOBOT MEOW4HOT IHOOPMALLT
TA MATEHTHO-NILEH3IWHOI POBOTH

OCOB/IMBOCTI OIATHOCTUKU
TA MIAXOAW A0 NIKYBAJTbHO-
NPO®IIAKTUYHOIO XAPYYBAHHA OITEN
PAHHBOIO BIKY 3 AJIEPTIEHD [0 BIJTKA
KOPOB'AYOIr0 MOJIOKA

MeToouuHi peroMeHpauit
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ArropETe MAabopy XapIyBAEES B 3ANSEEOCT] BLI HASEHOCT] O0TEESEOTD ANSpIonoITIHOrC AEAMERIY

Tpeeane rpyosEe BERTOIOEYEAHES He

i — IAMEEED B1T HASEHOCT] ¥ POTETIE
_,‘-"'"'H” rpymEoMY = COTEESHOTD ANSPTOTOTITHOTO
BETOZ0EYEAEH] =

3aopoEa DETEEA

ui Cragmapr=
+ OMINOCAXAPREITE
Jerresa 53 asoramosy
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00 Ty IEOMY || Yw ey pogwdie anepria?

Cyanmom m5a ocEoE!

MACTEOEC MLIPOMIZ0EAHOTD
CHPOBATEOTD DLTEY
+ OMINQCAXIAPHEITH

TdE

PrucyHok 4. [JiarHOCTUYHHIA anropuTM nigopy cymiwei giTeld NepLIOro poKy MUTTA 3 pHU3K-
KOM PO3BWTKY Xap4oeoi aneprii npy sMiwaHoMy abo WTyYHOMY BUrog0BYBaHHI.

Y niten 3 BUCOKMM PU3NKOM BUHUKHEHHSA anepril npu HEMOXIMBOCTI
BUKOPUCTAHHA rpyaHOro MOsoKa MatoTb 3aCTOCOBYBATMUCh rinoanepreHHi cymidi -

MalTb JOoBedeHNN NO3UTUBHUN ePEeKT NMpun 3acToCyBaHHIi nepLi 4 micaui XUTTaA
(EAACI).




4acToTa 3aXBOPHIBAHL Ha ANEPrik y AITEN BIKOM

Bia 1 no 24 micayie, %

SMEHLUEHHA YACTOTU 3AXBOPHOBAHD
HA AJIEPTIHO

YacTKoBO rigponizoBaHvm
610K —4acToTa 3axBOpPHOBaHb
Ha aneprito 3MEHLIYETLCA

Ha 40%

- 3BUMaNHA CyMi

= CyMilll Ha OCHOBI YaCcTKOBO
rigponizosaHoro binka

THN Y CyMiLUi

Lo i Maropian npHakaycnmil 338 HEAWAHRM NDAWRNMKID, BCayMDana Nepooara HagICTLCA rpy Yy BHFDR0BY



CyKynHa 4acroTa 3axXB0pHBaHL Ha aTONIMHWIA

LepmartuT y aitei sikom 6 micsuis, %

SMEHLUEHHA YACTOTU 3AXBOPHOBAHbDb
HA ATOMIYHUWN JEPMATUT

YacTkoBo rigponizosaHmm
6inok + TOC/@0C
onirocaxapugv —JacroTa
3axBOpHOBaHb Ha aTonN4YHUK
AepMaTUT 3MEeHLLYETbCA Ha 58%

— - 3BUY3NUHA CyMiw
é Ha OCHOBI YACTKOBO

rigponizosaxoro 6inka

= CYMill HA DCHOBI YaCTKOBO
rigponizosaxoro 6inka
3M0C/e0C

THN Y CyMiLLi

Lo marepian npnasaracumil 338 MEAVHAHNM TDAWDINKID, BCayWDana NCpeoara HaLICTLCR MYAKINY CITDA0SYTAHAID



Beboro iHumaenTie (%)

3HWXEHHA PU3UKY BUHUKHEHHA ANEPTIYHOI
NMATOJIOTI B MAMBYTHBOMY Y 300POBUX QITEW®

Bcboro Bunagkie y 5-pivHOMY BiLj
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@ Tligponisosana popmyna
6e3 GOS/FOS (9:1) (n=50)

® [liaponizosana popmyna
3 GOS/FOS (9:1) (n=42)

Peunausyouuia
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Puxo- AnepriuHui
\  KOM'HOHKTUBIT BUCUN

anepris AepMatut HUI CUHAPOM



MPODINTAKTUKA XAPUYOBOI AJIEPTII -
CYMILL 3 NOABIMHUM 3AXUCTOM

®

a© _ YACTKOBO

Q& raPONIZ0BAHMIA
~  BUIOK

[DKEPESIA

Flarvl MATEDIAN MDA DAYEHAN LNA ML X MDA Do
Bé3ymonsa NSpesara HaZACTECR TIVAHOMY SV U0 SYBaHH0



WAQO 2019

Prebiotics

Research studies have shown that prebiotic supplementation of infant
formula with a specific mixture of short-chain galacto-oligosaccharides
(s¢GOS) and long-chain fructo-oligosaccharides (lcFOS) is a safe
approach which results in a gut microbiota more similar to infants fed
with human milk than babies fed with standard formula in a healthy
population. The microbiota is enriched in Bifidobacterin and
Lactobacilli.*’

docnipxeHHA noka3anu, Wo npeodioTnku 3i cneundivyHoo
CYMILLULLKO KOPOTKOSTaHLOroBUX rariakto-osiirocaxapuaiBe
(scGOS) i posronaHuroroBi chpykToonirocaxapuam (ICFOS) €
6e3ne4yHnMu, NpU3BOAUTL A0 MIKPOOIOTU Y KULLUKIBHUKY
noaioHo o aiten, AKUX roayoTb FPYAHUM MOJIOKOM, HiX AiTen,

AKi Xap4yrTbCA CTaHA4ApPTHO opMyIiolo.
Y mikpobioTi 30inblwyTbca bicigobakTepii i nakrobakTepil

Y BJIOKY NMPEBIOTUKU HE PO3IMAOAOTBCA
ONIrOCAXAPUAOU TPYOHOIO MOJOKA!!




OOCHNIOXEHHA «PATCH» B WAO 2019

The worldwide, multicentre PATCH trial (Primary Allergy Prevention
Through Cow's Milk Hydrolysates) studied 1047 infants at increased risk
for allergy. Singleton infants born >36 weeks of gestational age and
>2500 g were eligible for participation in the study if at least one of their
parents had a documented history of allergic disease, confirmed by
means of skin prick testing or a history of anaphylaxis. The study
included infants with IgE and non-IgE medicated CMA. These infants
were fed with cow's milk formula or a partially hydrolysed protein for-
mula supplemented with non-digestible oligosaccharides for six months,
comparing the rate of eczema with that seen in exclusively breastfed
infants. Number, type and severity of adverse and serious adverse events
were recorded. The study concluded that within specific categories of
pregnancy, puerperium, perinatal conditions, infections and infestations
the number of adverse events for the breast fed group were reduced
compared to the formula fed group. For the category of surgical and
medical dreumstances the number of adverse events within the breast
fed group were greater than the formula fed group. Active treatment was
associated with increased length and head circumference at 4 and 12
weeks, but no differences in growth parameters were observed in active
and control groups beyond the treatment period. Breastfed infants had
increased stool frequency and increased watery stools, and were larger
than formula fed infants from prior to the intervention period onwards.”*

A sub-study in 138 of the infants showed that the faecal microbiota in
infants receiving partially hydrolysed protein formula supplemented

with prebiotics was closer to that of breastfed infants than that of infants
receiving standard cow's milk formula. The PATCH substudy did not
report any adverse events.”

MynbsTuueHTpoBe, NoABINHE criine
paHOoMi30BaHe OOCHiAKEHHS,
1047 piten!!!!
f'ogyBanu 6 mic

3 rpynu:

v [pyoHe

v' CTaHgapTHa CyMmiLL

v' YactokoBun rigponiz+ NMOC/®0OC

(Australia, Singapore, England, Ireland)

v' CyMmill 3 YacTKoBUM rigporni3om binka
+ [OC/POC 3HMXKYBaNo K-Tb
aToniyHoro gepmMartuTty Tak camo §K i
rpygHe BUrodoBYBaHHSA | BNiMBano
Ha KMLWKOBMW MiKpobioLieHO3 noaidbHo
00 rpyaHoro, Ha BiamiHy Big
CTaHOapTHMX cymiwen!!!!




PATCH - SIGNIFICANT FIND
COMPLEMENTARY FEEDIN

ING IN GROUP WITH STANDARD
G PRACTICES (>18 WEEKS OF AGE)

® HP + prebiotics CMF

cumulative
incidence

of eczema (%)

[iTn 3 rpynn yactkoBum rigpornia dinka +
FOC/®OC gocToBIpHO MEHLLE
3axBOPINM Ha aTtonivyHum geTMaTuT
(eksema B bpuTaHii)




NUTRILON FINOANEPTEHHUN -
NOABIMHUN 3AXUCT B4 PUSUKY BUHUKHEHHA
XAPYOBOI AJIEPTII

-
NlITluclA .‘@
Nutrllon

; Pronutra -

YACTKOBUW raPoI3
3MEeHLUYE 4acToTy Ta BaXKKICTb NponBiB
anepriyHux peaxkuin

MPEBIOTUKU OJTIITOCAXAPUAU
GOS/FOS 9:1

3MIUHEHHA iMyHiTeTY

3Menwye
PH3uK anepril
Ha 6inox
Kopos'a4oro |
/i

BIAMNOBIAAE YKPAIHCbKUM
PEKOMEHALIAM

JIATI ARy P, s Ky o NS ) | e v |
‘.-AnWmNMOMDW

~
e noa"epreunuu

BIAMNOBIAAE CBITOBUM M@
PEKOMEHOAUIAM
BcecsitHa opranizayis aneprit (WAQO) 2016
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Jiartvid MATE0IAN NDW 3rUeHA R ANA MERHAX NDAL D10
DBeaymonsa Nepeaara Hagat Tacs MIVAHOMY B/ MO0 SYaasa0



OCHOBHUU MeToa NnikyBaHHA XA

EnimiHauinHa agieta !




AK pgonomortu AiTAM, AKi CTPaXKAalOTb
Ha CUMNTOMM Ta O3HAKW aneprii?

[MepiaTpam peKkomeHA0BaHO 3aCTOCYBATM eNliMiHALINHY AiETY 3
BUKNOYEHHAM HEMOANGDIKOBAHOIO BiZlKa KOPOB'AYOro MOJIOKa.

(1 AnTnHa Ha rpyaHOMY BUroaoBYyBaHHI —
enimiHauinHa aieta maTepi

(9 ANTUHA Ha WUTYYHOMY BUIrO40BYBaHHI —
HeobxiaHO cnigyBaTM HACTYMHMM aArTOPUTMOM




AHamHes, KniHiuHMK ornag = nabopatopHi TecTk

HiarHocTMuHa enimiHauinHa gieta
Pauni i nizni peaxuil (e T.4. BmoeanHA, atoniuHa ekzema) 1-2 THMHKHI
FacTpoiHTecTMHaNbHI cMMmnTOMM (B T.4. Aiapen, 3anop) 2-4 TykHI

) ;

Hemas noninweHHA E noninweHHA KAiHIYHOT

KAIHIUHOT CHMOTOMaETHEM CHMMNTOMATHKM

Anadinakcia abo peakuil
HEraMHOro THUMY

Eniminauia BKM T1a Tect Ha
cneumdiunmi IgE

l

‘

Heratnenwi IgE

MozwutneHKi IgE

CrangapTHa opanbHa nposoKauiMHa npoba 2 BKM

l

HeratueHa

i

Eniminauia BKM He noTtpibHa

l

MNozrTeHa

l

TepanesTuuHa enimiHauiMHa gjieta

PucyHok 1. AnropnTtm glarHOCTUKKM Ta XapyyBaHHA 4iTen 13 CUMNTOMaMK1 Xap4oBol anepril

Ao 6inka kopoe'avyoro monoka (ESPGHAN 2012).




Tolerance of Danone Nutricia Allergy Care in children with cow’s milk protein allergy

The aim of a study by Giampietro and colleagues 22 was to investigate the tolerance of Danone
Nutricia Allergy Care in children with CMPA, according to the guidelines of the American Academy of
Pediatrics. Acceptingthat-nene of the hydrolysate-based products is completely safe, the AAP

lNiagponisaTt paxyeTbcA
epeKTUBHUM Yy AiTen 3 Xxap4oBOIO
anepriero, AKLWO BIH TONEpPYyETLCA
MiHimym 90% AiTen 3 xap4oBom
anepricto Ha GiNNOK KOpoBAYOro
MOJOKa



% AiTeM, W0 ToNepytoTh CyMil

CYMILLI 3 [/IMBOKUM MAPOJII30M BUJTKA -
3$EKTUBHUI BUBIP NMPOTU XAPYOBOI AJIEPTIi

100 +

90 -

80 +

70 1

NEPEHOCWUMICTb CYMILLEM 3 PI3HUM CTYNEHEM MNAPOMI3A BIIKA Y AITEN

3 ANEPTIERO HA BIJTOK KOPOB'A4Y0ro MOJIOKA'

EBponencbka cymil
NUTRILON PEPTI
3 MMBOKMM rigponizom

\ 6inka N=31

A

IHWa cymi
3 rMB0KUM rigponi3om
6inka N=26

Cymiw
3 YacTKOBUM rigponizom
6inka N=25

HeobxigHnn
piBeHb

TONEPAHTHOCTI
cyMmiLuen

[iaponizat paxyeThcs ePeKTUBHIM Yy AITEN 3 XapUOBOIO aNepriern, AKLIO BiH TONEPYETLCA MiHiMym 90% aiteit
3 XapyuoB0oK aneprie Ha HiNoK KOPOBAYOro MONOKa

LOKEPENIA

22 Giampi-etro PG, Kjellman Nl: Oldaeus G, Wouters-Wesseling W, Businco L. Hypoallergenicity of an

extensively hydrolyzed whey formula. Pediatr Allergy Immunol 2001;12:83-6



Diagnostic Approach and Management of
Cow’s-Milk Protein Allergy in Infants and Children:
ESPGHAN Gl Committee Practical Guidelines

*S. Koletzko, 'B. Niggemann, *A. Arato, 3J.A. Dias, IR. Heuschkel, 'S. Husby, *"M.L. Mearin,
“*A. Papadopoulou, 1"F.M. Ruemmele, *A. Staiano, SM.G. Schdppi, and My, Vandenplas

JPGN = Volume 55, Number 2, August 2012 ESPGHAN Guideline: Diagnosis and Management of CMPA
In non—breast-fed infants, cow’s-milk—based formula and .

supplementary foods containing CMP or other unmodified animal ¢ KO3FILIe ma oge4ye ma IH MOJIOKO

milk proteins (eg, goat’s milk, sheep’s milk) should be strictly

avoided (48,49). If the first feeds with cow’s-milk—based formula mMae 5me Cyeopo BUKJTKO4YEeHO

in a breast-fed infant cause symptoms, the infant should return to o 0 2
exclusive breast-feeding without any elimination in the maternal ‘ anUHamU HIKyGaHHFI ﬂOmpI5HO 3
cymiweu 3 e8UCOKUM 8/0,00!7/30M

diet. An elimination diet in formula-fed infants usually starts
with an extensively hydrolyzed infant formula (eHF) with proven

efficacy in infants with CMPA (9,48). In infants with extremely 6”'”{8

severe or life-threatening symptoms, an AAF may be considered as L L

the first choice. Soy protein—based formula may be an option . npu 8aXXKIU  Xap4yosiu asiepeli
CMP unless the childhas multiple aﬁergies. Goat’s-and slheep’s—milk ‘ np U3Haqa/'0mb CyMILUI Ha OCHOsI
protein should be strictly avoided because of the high cross-reactivity 8IIbHUX aMIHOKUCIIom

with CMP (49). Counseling by a dietician experienced in pediatric

 Pi3HUUi MK cuposamkosuM ma
The majority of infants and children with CMPA tolerate an ‘ Ka3e].H08UM 8i@p0ﬂi3amOM e

extensively hydrolyzed formula with whey or casein as a nitrogen

source. Although the American Academy of Pediatrics (AAP) peKOMeHOaL(IﬂX HeMae""!



If the diagnosis of CMPA is confirmed, then the infant should
be maintained on an elimination diet using a therapeutic formula for
at least 6 months or until 9 to 12 months of age. Infants/children
with severe immediate [gE-mediated reactions may remain on
the elimination diet for 12 or even 18 months before they are
rechallenged after repeated testing for specific IgE. The factors

al F 1.3 a1 1 L 1 1 1

* AKwo OiaecHocmosgaHa arnepaii 00 BKM —
ernimiHauiuHa diema  rpu3lHa4aemacs
MIHIMyM Ha 6 mMmicauie 4u 0o 9-12 wmic

Xummsi
 Akwo 6 OoumuHu eaxka I|IgE 3anexHa
xap4yoea anepais mo diema

npusHadaemscss 0o 12 4yu Haeimb 18
micsuie xxummsi!!!



HE PEKOMEHAOBAHO
nev I\lKY?AHHI
XAPHOBO! ANEPTIF

Ko3sa4ye Monoko

OY)KE BETMKUIM PU3NK
BUHUKHEHHSA aneprqumx
peakuin (90%)*

HE PEKOMEHL\OBAHO
nev J'\IKY?AHH!
XAPHOBO! ANEPTIF

Coesi cymiLui

He nigxoasate ans airten
Ao 6 mic*

JDKEPESIA

L2l MATEDIAN NDW BrASEHA N ANA MERFMAX NDALT Do
De3ymMOonsa NSPeSAra HAZACTRCR ITYAHOMY SO0 BYa a0



NUTRILON - KOMIMJIEKCHE PILLEHHSA A19 3AXUCTY BI4 ANEPTII

PU3UK PO3BUTKY ANEPTII

MoBHWN rigponizar
ANA ManoKis
3 Xap4oBOO anepriero

YacTkosui rigponisar
ANA MANtOKIiB 3 pUSUKOM
pO3BUTKY aneprii

.wq
Nutrllon

e u-“"'/
Nutrilon Nutrilon
FinoanepreHHuit MenTi

XAPYOBA AJEPTIA

MNMosHWI rigponizat AonAa
MantoKiB 3 Xap4oBOHO anepriero
3 racTpoOiHTEeCTUHANbHUMU
cumMnTOMamm

.

. "T‘i
Nutrilon

Nutrilon
Manbabcopbuis

L08R MATEDIAN NOAIHESEHAR A MERIHAX DAL M.
Daaymoasa Nepesara HAfaETECE (PVAHOMY SATO0 BySarEe)



rfampnanH NASPGHAN ta ESPGHAN 2018
POKY No ractpoe3odareanbHOMy pedroKkci B
KNiHIYHIN npakTuuli negiaTpa

Pediatric Gastroesophageal Reflux Clinical Practice
Guidelines: Joint Recommendations of the North
American Society for Pediatric Gastroenterology,
Hepatology, and Nutrition and the European Society
for Pediatric Gastroenterology, Hepatology, and Nutrition
*“Rachel Rosen, ™“Yvan Vandenplas, *Maartje Singendonk, *Michael Cabana,

Carlo DiLorenzo, "Frederic Gottrand, *Sandeep Gupta, **Miranda Langendam,
" Annamaria Staiano, *Nikhil Thapar, *Neelesh Tipnis, and *Merit Tabbers

ABSTRACT

‘This document serves as an update of the North American Society for Pediatric
Gastroenterology, Hepatology, and Nurrition (NASPGHAN) and the European
Society for Pediatric Gastroentemlogy, Hepatology, and Nutrition (ESPGHAN)
2009 clinical gnidelines for the diagnosis and management of gastroesophageal
reflux disease (GERD) in infarts and children and is intended to be applied in
daily practice and asa basis for clinical trials. Eight clinical questions addressing
diagnostic, therapeutic and prognostic topics were formulated. A systematic
literature search was perfommed from October 1, 2008 (if the question was
addressed by 2009 guidelines) or from inception to June 1, 2015 using Embase,
MEDLINE, the Cochrane Datatuse of Systematic Reviews and the Cochrane
Central Register of Controlled Clinical Trials. The approach of the Grading of

Development and Evaluation (GRADE) was
applied todefi prior teomes. For therap

evidence was al o assessed using GRADE. Grading the quality of evidence for
atherq Quality fStudies of

Diagnostic Accuracy (QUADAS) and Qualty in Frognostc Studies (QUIPS)
tools. During a 3<day consensus meeting, all recommendations were discussed
and finalized. In cases where no randomized controlled trials (RCT; therapeutic
questions) or diagnostic accuracy studies were available to support the recom-
mendations, expert opinion was used. The group members voted on each
recommendation, using the nominal voting technique. With this approach

regarding evaluation and ofinfants and childen
with GERD to standardize and improve quality of care were formulated
Additionally, 2 al gorithms were developed, 1 for infants <12 months of age
and the other for older infants and children.

Key Words: endoscopy. fundoplication, gastroesophageal reflux disease.
impedance. proton pump inhibitor
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INTRODUCTION

n 2009, the joint committee of the North American S y for

Pediatric Gastroenterology, Hepatology, and Nutrition (NASP-
GHAN) and the European Society for Pediatric Gastroenterology,
Hepatology, and Nutrition (ESPGHAN) published a medical po
tion paper on gastroesophageal reflux (GER) and GER disease
(GERD) in infants and children (search until 2008), using the 2001
NASPGHAN guidelines as an outline (1). Recommendations were
based on an mtegration of comprehensive and systematic review of
the my al hiterature combined with expert opinion.
ince 2009, additional publications on the existing benefits
and harms of interventions in the outcomes ((mh}ldﬁ‘ru.l important
and resources available for health care ju:
new a guideline (2). This current guideline
that address the diagnostic and therapeut
children with GERD, where GERD is defined as bothersome
symptoms related to GER. This definition is not based on the
amount of measured reflux or on symptoms not clearly attributable
to reflux, and therefore the literature review and discussion i
on. The aim of these

ble, this guidelme considers poten-
tial altemative options. The present document provides recommen-
dations for the diagnosis and management of GER and GERD in
infants and children. The intent is to serve as a general guideline and
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Infant with Suspicion of GERD

History and Physical Exam

Presence of Alarm Tailor Testing to Address Alarm Signs and Refer
Sign Appropriately

Avoid Overfeeding
Thicken feeds
Continue breastfeeding

Improved
Continue Management

Consider 2-4 weeks of a protein

T PTeWa

LU t'::ll‘ SHHRE acm! e Rd Continue management and discuss milk protein

formula or, in breastfed infants, . .

o o reintroduction at follow up
elimination of cow's milk in

maternal diet

Not Improved

Possible Consider 4-8 weeek trial of acid suppression then

wean if symptoms improved

Referral to Pediatric Gl

-

Symptoms not

Improved or Recur Successful Weaning

Referral

Revisit the differential
diagnoses, consider testing

and/or short medication trial

No further treatment

Manaadement of the svmntomatic infant

V.

OuiHka 4YepBOHUX
donaxkiB (cumnTomiB
Hebe3neku)

He neperogeByBaty,
aogatn cymiw 3
3aryuiyBavem,
NPOOOBXUTU rpyaHe
BUro40OBYBaHHS

2-4 TUXXHI eniMiHaUinHOI
nieTn:

A. LITY4YHE BUroOoOBYBaHHS
— €KCTEHCUBHUW/TITMOOKNIA
rigponis Ginka 4n amiHo
KMCITOTHI CyMILLi;

b.rpyoHe — enimiHauiga
BKM 3 gietn mamu;
KoHcynbTauis
racTpoeHTeponora
(Npu3HadeHHAa Ha 4-8
TUXKHIB npenaparis
MNPUrHIYYHYMX KUCINOTHICTb)
OundpepeHuinHmn giarHo3s
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INTRODUCTION

Children with food allergy and, in particular,
infants with suspected adverse reactions to
cow’s milk, commonly present to primary
care. Itis thought that 6-8% of children aged
<3 years have a food allergy’ and up to 4.9%
have a cow's milk allergy.”

Inconsistencies in the management of
allergy prompted the commissioning
of projects such as the National Institute for
Health and Care Excellence [NICE) clinical
guideline on the diagnosis and assessment
of food allergy in the community' and in
2014 the NICE Clinical Knowledge Summary
looking specifically at the management of
milk allergy?

It has been shown that GPs™ knowledge
of these guidelines is poor. Inconsistencies
remain in the management of milk allergy,
with a particularly lengthy time period and
multiple consultations before diagnosis.

There is anecdotal evidence of
confusion between lactose intolerance
and milk allergy among both patients
and physicians, which could result in
unnecessary dietary restriction or avoidable
reactions. Terminology such as suspected
‘milk allergy’, ‘'milk intolerance’, and also
‘lactose intolerance’ are often used without
a clear sense of the different meanings,
understanding of the different mechanisms
thatunderliethem, orthedietaryimplications
of the diagnosis. The management of
these conditions is distinctly different, and
inappropriate recognition or management
may have significant implications for the
patient. In the last 15 years, there have been
many discussions on the nomenclature
of reactions to foods, including milk.
The currently accepted nomenclature is
determined by the mechanism likely to be
producing the symptoms, with cow’s milk
allergy being immune mediated and lactose
intolerance not immune mediated.'?

MECHANISM AND SYMPTOMS
Lactose intolerance
Lactose intolerance results from a reduced

capacity to digest lactose, a sugar. It
causes symptoms only in the bowel, for
example, abdominal pain, bleating, flatus,
and diarrhoea. Importantly, it is not a cause
of rectal bleeding.” Congenital lactose
intolerance is very rare and presents only
in isolated populations, for example, some
Finns and Russians. Primary lactose
intolerance develops when levels of the
enzyme lactase naturally reduce, which
usually occurs after 3 years of age in some
populations (for example, Africans and
Asians). Secondary lactose intolerance
presents as a result of mucosal damage,
usually following severe gastroenteritis
but also when the epithelium is damaged
such as in coeliac disease and cow’'s milk
allergy. It is usually reversible once the
epithelial lining has repaired. Except after
a gastrointestinal infection, infants with
gastrointestinal symptoms on exposure to
cow's milk are more likely to have cow's
milk allergy than lactese intolerance.”

Cow’s milk allergy

Milk allergy can be either immunoglobulin
E (IgE) or non-IgE mediated. IgE-mediated
reactions typically occur immediately after
ingestion whereas non-IgE mediated are
delayed and take up to 48 hours to develop,
but stillinvolve the immune system. Itis the
symptoms of non-IgE mediated disease,
which are commonly wrongly labelled
as symptoms of intolerance, using either
the terms ‘lactose intolerance” or ‘milk
intolerance’. See Box 1 for symptoms of
food allergy.

MANAGEMENT

Lactose intolerance

Children with suspected lactose intolerance
donot usually require any testing and should
improve within 48 hours on a low lactose
diet. (It is the sugar, lactose, which needs
to be reduced in the diet) In secondary
lactose intolerance, for example after
severe gastroenteritis, lactose can usually
be tolerated again by 6 weeks. The World
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7k pudpepeHUitoBaTU
aneprito oo BKM (IgE
3arieXXHy Yn He3arieXxHy

Big NakTa3Hol
HeaOCTaTHOCTI?
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CuvuMmnTomMu: aneprisi — racTpoiHTeCTUHarbHI, WKiPpHi YX pecnipaTopHi
JIH — '!Tinbku KnwkoBi — Oinb, B3yTTA, Aiapes

Box 2. Comparison of non-IgE mediated cow’s milk allergy and
lactose intolerance [iarHOCTUYHUN TecCT:

Non-lgE-mediated milk allergy Lactose intolerance alie p riqa —
- t T . t- = P} = = ] o |- £ ey e i - enci " n . w ]
Symptoms Gastrointestinal, skin, or respiratory Bowel only, for example, pain, flatulence, enimiHauivHa gieTa

diarrhoea
Mechanism  Immune reaction to milk protein Non-immune. Reduced ability to digest b KM e(*)e KT 4e pe3 4'6
lactose A=C
Tests Exclusion diet [NO MILK PROTEIN] [symptom Exclusion diet (LOW LACTOSE] [symptorn Ukl 2 . -
improvement] and then reintroduction improvement) and then reintroduction JIH — enimi HallnHa
[symptom recurrence). May take 4-6 weeks  (symptom recurrence]. Usually improve within .
SRR R L B symptom recurrence. Usually impr fAieTa 3HWKEeHHS
or symptoms to improve 48 hours of exclusion
Dietary advice A diet free from cow’s milk protein. Exclude all Low lactose diet — exclude cow's milk and JIAKTO3UN — e(*)e KT Ha
(including cow’'s milk and products. Consider tolerance  foods containing cow’s milk, although some -
formulas) acquisition and introduction of, for example,  with low lactose may be tolerated by some L pOTﬂ3| 48 roavH
extensively baked products after 6 months  individuals

If secondary, should resolve by 6 weeks

AieTta: anepria — BuknodyeHHA BKM MmiH Ha 6 mic

v" JIH nepBuHHa — 6€3MaKTO3Ha, PiAKO HU3bLKOJNAKTO3Ha,

v JIH BTOpUHHA (AKWO Oyna rocTpa KULIKOBA iHdeKUia BaXKKa 2 TUXKHIi) — gieTa
0ina 6 TMXKHIB HU3bKOSAKTO3Ha/6e3nakTo3Ha (3a ueu Yyac chepMeHT nakrasay
BOPCUHKaX BiAHOBUTbLCA)
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ANTopHTM MH(pepeRmifiHol TiIATHOCTHKH THTHHH 3 XaPY0B0I0 AJ1€pricio Ha OLTOK

KﬂpOB’H‘IOFD MOIOKA Ta JIAKTA3HOK HeJ0CTATHICTIO

JIMTHHA PAaHHBOTO BIKY 3 XPOHIUHOIO J1ape€t0. KOMBKAMH, B3IYTTAM.
CHMITTOMH HE OB’ 3aHI 3 TOCTPHMH KHIIKOBHMH 1H(EKIIIIMH

O1miHKa HaABHOCTI CHMITTOMIB 3 GOKY IHIIIHX OPTaHiB Ta
CHCTeM (IIKipa, JMXaTbHa CHCTEMA TOMIO. )

JliarHOCTHYHA eTIMIHAMIIHA J1€Ta 3
BHKTHOUeHHEAM KM Ha 4-6 TIDKHIB

JllarHOCTHYHA eTIMIHAIIIHA d1€Ta 3
BHETHOUCHHAM JTAaKTO3H Ha 48 TOIHH

pJ

TTozuTHBHA THHAMIKA TTo3uTHBHA THHAMIKA

5 o d @

-

.

. ABKM., 1ponoBKeHHS L
HeTOCTATHOCTI, IpoT CIIeIATICTIB.

. eIIMIHAIIHOL Ti€TH o . .
[TponoBskeHHA G31aKTO3HOI Ui . AIETE au(epeHmiiiHa JlarHOCTHEA
IR MIHIMVM Ha 6 MICAIIIB
HH3BKOTIAKTO3HOI TIETH. /
JujepeHniiiHa T1arHOCTHKA
nprunen JIH

. o . \ Bucoxka IIMOBIPHICTE - .
Bucoka HMOBIPHICT TaKTa3HOI [ P KoHcynpTanis By3pKHX

J
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