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SOURCES: FOOD ALLERGY EPIDEMIC - IS IT ONLY A WESTERN PHENOMENON? (http://www.allergysa.org/journals/2009/august/food-allergy-epidemic.pdf);
A global survey of changing patterns of food allergy burden in children (http://www.waojournal.org/content/6/1/21);

Prevalence of allergies around the world: the big eight
(http:/fwaww.hesiglobal.org/files/public/Committee%20Presentations/PATC/Fernandez%20Rivas-for%20website-APPROVED.pdf)

Sikhik > Artmaktadir!
* Cografya
* Beslenme
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e Sikhgl giderek artmakta!



Ig E Aracili ISPA = Tanisi kolay !
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Non-Ig E Aracili ISPA = Tanisi ZOR !
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e Ozglin semptom @
e Sistemik bulgular->

* Kusma-regurjitasyon
* ishal

* Beslenme zorlugu

* Rektal kanama

* Aglama krizleri

* Blylme geriligi

* Uyku bozukluklari
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Gastrointestinal food allergies
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IgE-mediated

Mixed IgE/non-IgE-mediated

Non-IgE-mediated

Immediate Eosinophilic esophagitis FPIAP
hypersensitivity/anaphylaxis Eosinophilic gastritis FPE, Celiac disease
OAS Eosinophilic colitis FPIES
FDEIAn

IgE-mediated

Cell-mediated (?)




BESIN ALERJILERINDE PUF NOKTALARI

e Sikhgi giderek artmakta!

e Spesifik semptomu yok. Non-IgE aracili ve mix
tiplerinde klinik tiplerin fizyopatolojisi net
degil.



ISPA - TANI

. Ig E aracili ISPA>

Daha kolay

 |S tiiketimi ve semptom
gelisme araligi kisa

* @Gida semptom iliskisi kurmak
kolay

* Laboratuvar->
e Spesifik IgE
* Deri prick test>Donanimli ortam shutterstock com - 1453183661




ISPA - TANI

* Non-Ig E/ Mix aracili iSPA->

* ZOR

FPIES-

* Klasik semptom ??!!

* Diger sebeplerin dislanmasi

 Olasi gida/iS eliminasyonu ile
diizelme

Tani Dogrulamasi—
« Oyki supheli oldugu durumlarda
* Oral Gida challenge (OFC)
* Yarar/Zarar iliskisi T



Aglama/ Motilite bzk.>
FGIDs ayirmak cok zor

Tani Dogrulamasi—
Gerekli !
Oral Gida challenge (OFC)

Diger sebeplerin dislanmasi
Alerji odakli 6yku ve fizik baki

Olasi gida/IS eliminasyonu ile
diizelme

ISPA - TANI
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Abstract: Constipation is a very common disorder, mostly functional in nature, that may persist for
years in up to 35-52% of children. Food allergy prevalence, severity and persistence are increasing
over time, and cows’ milk protein is the commonest food allergen recognised to affect gastrointestinal
motility in children. There is mounting evidence of the role of cows’ milk (CM) allergy (CMA) in
children with constipation. With this narrative review, we aim to provide clinicians with an updated
and critical overview of food allergy-associated constipation. We searched Embase, Medline and
the Cochrane Library, using keywords related to the topic. Only reviews and studies including
children aged 0-17 years that were published in English were considered. Constipation has been
reported in 4.6% of infants with CMA; the prevalence of food allergy underlying chronic constipation
in children resistant to conventional treatment and presenting to tertiary clinics ranges between
28% and 78%. The identification of predisposing risk factors and of a specific phenotype of food
allergy-induced constipation remains elusive. No allergic tests, radiological or motility investigations
achieve sufficient sensitivity and specificity to screen children for CMA-related constipation. A
4-week cows’ milk protein (CMP) elimination diet may be considered for children with chronic
constipation resistant to conventional treatment and who lack alarm sign/symptoms of organic
diseases. In subjects with ameliorated symptoms on CMP elimination, the diagnosis of CMA should

be confirmed by a food challenge to avoid an unnecessary protracted diet.

Children with chronic constipation in tertiary clinics

Respond to laxatives &
behavioural management

Respond to dairy elimination
Respond to multiple food elimination

Require additional tests & treatment

Nutrients, 2022



ISPA - TANI

« Aglama/ Motilite bzk.-> * Tani Dogrulama->

* Eliminasyon
* Igk aracihi- 2-4 hafta
* Non-IgE/mix—> >6 hafta

* OFCile yakinmalarin geri
donmesi

* Tani Dogrulamasi=> * B0k
e Gerekli | e Ust GIS endoskopi

 Oral Gida challenge (OFC) * Biyopsi

* FGIDs ayirmak cok zor
* Diger sebeplerin dislanmasi
» Alerji odakh oyku ve fizik baki

 Olasi gida/iS eliminasyonu ile
duzelme



* Non-Ig E/ Mix aracili ISPA->

ZOR

Laboratuvar

Fekal kalprotektin
Gida sp 1gG/G4
A1AT
Beta-defensin
TNF-a

Fekal IgA
Eo-DN....

YAMA TESTI

ISPA - TANI

nutrients @@
Review

Non-IgE- or Mixed IgE/Non-IgE-Mediated Gastrointestinal
Food Allergies in the First Years of Life: Old and New Tools
for Diagnosis

Mauro Calvani ¥*(, Caterina Anania 2, Barbara Cuomo 3, Enza D’Auria 4, Fabio Decimo ¥

Giovanni Cosimo Indirli &, Gianluigi Marseglia 7 Violetta Mastrorilli |, Marco Ugo Andrea Sartorio !,
Angelica Santoro ? and Elisabetta Veronelli 1

.

Fekal ve biyolojik markerlar tanida 6nerilmemekte!

YT->tanida 6nerilmemekte ancak ¢alismalar siirdurulmeli

Calvani M, Nutrients, 2021



CoMiSS®: Cow’s Milk-related Symptom Score

Last name: First name: Age: Date:

PURPOSE

The CoMiSS® is a simple, fast and easy-to-use awareness tool for cow’s milk-related symptoms. It increases awareness
of the most common symptoms of cow's milk protein allergy (CMPA) that in turn can aid an earlier diagnosis. CoMiSS® can
also be used to evaluate and quantify the evolution of symptoms during a therapeutic intervention.

INSTRUCTIONS
Ifthere s asuspicionof cow's milk-related svmptoms rate the observed/reported symptoms by choosing the most appropriatescore
foreach type of Once add rer and put the total in the box at the bottom of the scoring form.

SYMPTOM SCORE

=1 hour/day

1to 1.5 hours/day
1.5t0 2 hours/day
2to 3 hours/day
304 hours/day SCORE
4to 5 hours/day
2 5 hours/day

Crying*

oMBWNEO

0to 2 episodes/day

2 3 to <5 of small volume

> 5 episedes of >1 coffee spoon

> 5 episodes of + half of the feeds in <half of the feeds
Continuous regurgitations of small volumes >30 min after each feed SCORE
Regurgitation of half to complete volume of a feed in at least half of the feeds Q
Regurgitation of the complete feed after each feeding

Regurgitation

oA WNRO

Type 1 and 2 (hard stools)
Type 3 and 4 [normal stools)
Type 5 (soft stool) SCORE
Type 6 (liquid stool, if unrelated to infection) D
Type 7 [watery stools)

Stools
(Bristol scale)

[ENSY-FN

Skin Oto6 | Atopiceczema  HEAD-NECKTRUNK ARMS-HANDS-LEGS-FEET
symptems Absent

£
13
=
5
L
[ARS

Ooré | Urticaria NO YES
o] )

No respiratory symptoms
Slight symptoms SCORE
Mild symptoms

Severe symptoms

Respiratory

symptoms

W RO

I@

* Crying only considered if the child has been crying for 1 week or more, assessed by the parents. TOTAL SCORE .

without any other obvious cause.

READING THE RESULT

The scoring ranges from O to 33. Each symptom has a maximal score of 6, except respiratory symptoms where the
maximal scoreis 3.

If final score 2 12, the symptoms are likely cow’s milk related. This could potentially be CMPA.

Iffinal score < 12, the symptoms are less likely related to cow’s milk. Look for other causes.

CMPA diagnosis can only be confirmed by an elimination diet followed by an oral food challenge.
Vandenplas, Y., Dupont, C., Eigenmann, P, Host, A., Kuitunen, M., Ribes-Koninck, C., Shah, M., Shamir, R., Staiane, A., Szajewska, H. and Von

Berg, A. (2015}, A wor k~hn|1 report on the development of the Cow's Milk-related Symptom Score awareness tool for young children. Acta
Paediatrica.doi: 10.1111/apa.12902

Vandenplas Y, Acta Pediatr, 2015

22015

ISPA > TANI

History, physical examination +/— laboratory tests

I:> Anaphylaxis or clear
immediate type* reaction

4

4

Diagnostic elimination diet

Early and late reactions (e.g. vomiting, atopic eczema): 1 - 2 weeks and test for
Gastrointestinal symptoms (e.g. diarrhea, constipation): 2 - 4 weeks specific IgE

CMP elimination

4

4

4 4

No improvement of Improvement of the Spec. IgE| |Spec. IgE
clinical symptoms clinical symptoms

negative positive

4

z -

Standardized oral challenge with CMP
(open, single and/or double blind, see text)

4

J

Negative

Positive

e 4

ﬂ ~

No CMP elimination diet

Therapeutic elimination diet

Koletzko Z, JPGN, 2012



BESIN ALERJILERINDE PUF NOKTALARI

e Sikhgl giderek artmakta!

e Spesifik semptomu yok. Non-IgE aracili ve mix
tiplerinde klinik tiplerin fizyopatolojisi net
degil.

* Tani halen eliminasyon diyeti ve OFC.



ISPA - ELIMINASYON DIYETI

* GOorulme yasi - Buyumenin en

JO3 e Sonuglar=>
hizli oldugu donem ¢
* S eliminasyonu-> Fe, Ca, D vit, B12 *Malnutrisyon
a_||m|\l, ) *Vitamin-mineral eksikligi
* Inflamatuar sirec
— Artm|§ sitokin yapimi .BESIEnme Sorunlarl

— Artmis intestinal permeabilite

— Artmis metabolik hiz ede h calitac
— GH direnci Ailede hayat kalitesi,

*Atopik komorbidite

— Azalamis istah

Vandenplas Y, JAA, 2021



BESIN ALERJILERINDE PUF NOKTALARI

Sikhgi giderek artmaktal!

Spesifik semptomu yok. Non-IgE aracili ve mix tiplerinde klinik
tiplerin fizyopatolojisi net degil.

Tani halen eliminasyon diyeti ve OFC.

Yeterli beslenme ve duzenli takip kritik

oneme sahiptir!



ISPA - BESLENME

1. Semptomlarin dnlenmesi
* Inek sutt alerjenlerinin eliminasyonu
* Uygun buyuime ve gelismeyi saglayacak beslenme modeli

2. Oral toleransin saglanmasi
* Intestinal epitelin restorasyonu
* Immin sistemin restorasyonu
e Saglklh mikrobiyota



ISPA y6énetiminde tiim kilavuzlar ANNE
SUTUNU ilk sirada 6nermektedir!

BREASTFEEDING
with
Milk Protein
Allergy

—~~ ASHLEY'S STORY —-
\
REAL MOMS,

¥ REAL STORIES!

NATIONAL BREASTFEEDING AWARENESS MONTH
SERIES!

VISIT THEPUMPINGMOMMY.COM

Food Allergy

Enviranmental
Atopic Status e O 9 Food Allergy Manifestations

) Through Antigen Exposure Via
Genatics

Breast Milk in Some Infants

i

O Food Allergy

) Manifestations

) h rough Direct
Antigen Exposure

Food Antigens -_:'-

Immune @
Complexes
@ Microbiome

Immung- Cytokines
globulins

S..

Oligosaccharides

Jarvinen KM, Annals AAl, 2019



ISPA - BESLENME

Cow’s milk allergy: towards an update of DRACMA guidelines

Table 2 Choosing the appropriate substitute formula in different presentations (original source: DRACMA guidelines [1])

Clinical presentation 1st choice 2nd choice
Anaphylaxis AAF? eHFe ¢
Immediate gastrointestinal allergy eHF ® AAF'/SF9
Food protein-induced enterocolitis syndrome (CMAES) AAF eHF*
Asthma and rhinitis eHF © AAF'/SF?
Acute urticaria or angioedema eHFY ® AAF'/SF9
Atopic dermatitis eHFY b AAF'/SF@
Gastroesophageal reflux disease (GERD) eHF° AAF
Allergic eosinophilic oesophagitis AAF

Cow's milk protein-induced enteropathy eHF® ° AAF
Constipation eHF° AAF
Severe irritability (colic) eHF® AAF

CM protein-induced gastroenteritis and proctocolitis eHF° AAF
Milk-induced chronic pulmonary disease (Heiner's syndrome)” AAF' SF WAOJ, 2016




Country/

region

Europe

Europe

United
Kingdom

United
Kingdom

Italy

South
America

Issuing scientific
society

ESPGHAN

European Academy of
Allergy and Clinical
Immunology (EAACI)

National Institute for
Health and Care
Excellence (NICE)

NICE-derived

Italian Society of
Pediatric Allergy

Turkish Society of
Pediatrics

World Allergy
Organization (WAQ)

Guideline
identification

ESPGHAN CMPA
guidelines

EAACI food allergy
guidelines

MAP (Milk Allergy in
Primary Care)

i-MAP (international
MAP)

DRACMA

Turkish Consensus

DRACMA

DRACMA
based?

No

No

No

Partly

Yes

Yes

Main characteristics

Focus on non-Ige CMA

Not limited to CMA

Focus on non IgE-CMA
in primary care

Focus on non IgE CMA
in primary care

ltalian translation

Focus on primary care n

Spanish translation

Ref.

39

40

45

43



Table 3. Recommended therapeutic options according to different guidelines for different symptoms
and signs of cow's milk allergy.

Australia [29] Dracma [10] Espghan [3]
1st choice 2nd choice  1stchoice  2nd choice  J§1st choice 2nd choice
eHF AAF
GI syndromes soy (if >6 months) HE eHF AAF eHF AAF
proctocolitis eHF AAF eHF AAF
Eos Eso AAF AAF AAF
: eHF AAF
[mmediate FA soy (if >6 months) HF eHF AAF/Soy eHF
FPIES eHF AAF eHF AAF eHF
: eHF AAF
Atopic eczema soy HE eHF AAF/Soy eHF
urticaria eHF AAF/Soy eHF
Constipation eHF AAF

Heiner syndrome AAF eHF




Fiocchi et al. World Allergy Organization Journal (2022) 15:100609 -.} WORLD ALLERGY
http://doi.org/10.1016/j.wacjou.2021.100609 o | ORGANIZATION
JOURNAL

World Allergy
and Rationale f¢
Allergy (DRAC
and definitions

Alessandro Fiocchi, MD**, Antoniq
Motohiro Ebisawa, MD, PhDY and

guideline group’
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Revieww

Alternatives to Cow’'s Milk-Based Infant Formulas in the
Prevention and Management of Cow’'s Milk Allergy

MNatalia Zofia Marynialc L, Ana Isabel Sancho » Egon Bech Hansen and Katrine Lindholm Begh

Order: Primates
Suborder: Haplorhini
Family: Hominidae
Subfamily: Homininae

" .o . .
e oo Sublamiy: Bovinae ) * Antijenik benzerlik

Genus: Bos
Suborder: Species: B. domesticus i 3 1Nt
Ruminanti - * Igerik — gereksinim
Family: Bovidae ~_ Genus:Capra
. N - . o \J e
Subfamily: Caprinae EPSENS: & fhlicess d e n ge S I Z | Ig I
Class: Mammalia Order: Artiodactyla Genus: Ovis

o e 0 o * IS yerine kullaniimaz!

s:.?;‘IL’iiyfi’;’fn'L‘i;ifM’\) ’ * Ancak; proteinleri

Genus: Camelus .

e G romedaries m formula teknolojisinde
cies: E. asinus 1 m merak uyandIrICI

Order: Perissodactyla pecent

Suborder: Hippomorphia < =

y

Family: Equidae i
Subfamily: Equinae Species: E. f caballus
Genus: Equus

Marynlak NZ, Foods, 2022
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Rewview
Alternatives to Cow’'s Milk-Based Infant Formulas in the
Prevention and Management of Cow’'s Milk Allergy

MNatalia Zofia Marynialc L, Ana Isabel Sancho » Egon Bech Hansen and Katrine Lindholm Begh

o |

Infant formulas, as substitutes to breastmilk, are largely based on dairy proteins. Yet, in
recent years, there has been a great focus on alternative protein sources of plant origin—not
only as a substitute to cow’s milk-based formulas for infants suffering from CMA or cow’s
milk intolerance but also for taste preference, vegan habits, environmental, climate, and
ethical reasons [9,10]. Indeed, there is an immense focus on providing more sustainable
and climate-friendly dietary solutions for the future [327-329].

potato chickpea

i ,g.&?ﬁﬂ'

Marynlak NZ, Foods, 2022
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Alternatives to Cow’'s Milk-Based Infant Formulas in the
Prevention and Management of Cow’'s Milk Allergy

MNatalia Zofia Marynialc

L, Ana Isabel Sancho

» Egon Bech Hansen

and Katrine Lindholm Begh *

rice

chickpea

ek o
LAY
CFE S

* Soya—>19009......
e Soya alerjisi—>
* N poptlasyonda %0.27
* [SPA %10-14
* Coklugada %12.9
e Soya—><6 ay onerilmez
* Soya <>ISPA
* eHF, AAF, HRHF
bulunmayan kosullarda
ikincil secenek

Marynlak NZ, Foods, 2022




Veeeee PiRINC PROTEINI

Raw material
Rice broken kernel (proteins and starch)

Pericarp

Bran ar % 5
egmen Protein extraction

Aleurone Alkaline sabvent condition

Rice endosperm protein concentrate

Endosperm -
Insoluble in water

Protein hydrolyzation

Cnrymatic condition

Embryo Rice endosperm protein hydrolysate

Soluble in water (pH 2 to 8)

Dupont C, Nutrients 2020



HRPF->Hydrolysed Rice-protein based formula

icin i,

Sad
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Ozel medikal amaglar i¢in
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(2006, 20

ino

(Pirin

Dupont C, Nutrients 2020



Table 3. Energy, protein, lipid, and carbohydrate content of HRPFs.

Peptides Molecular

Addition of Free Amino-Acids e .

L] 4 (L] [ L} [ &5
Risoa HPRF ile beslenen saglikli bebeklerde bliyiime normaldir! [
Blemil ,
Expert Riz 1% [67] T — wmh.'{,:;:_:. 30 Dha 24 qo?“ - = = - standard Lactose free Corn Starch: Lo g
Blemil Arroz 2% Modilac ) . - AT <10 - -;.; - . . ” formulas Dectrin-maltose: 6.4 g
Expert Riz 2B [67] 69 kal Ig 3[]‘;‘]_::] ]}:'“'\-W\l’w[']i[lz;l[j_]? ) s Ne s Corn Starch: 1.7 g
Lo - . - i . = MW o . < . " Dectrin-maltose: 5.7 g
MNovalac™ (-3 years [65] 68 kcal lég 95%: MW < 1000 Da e M e {_-.{TF_' Starch: 1.9g -
Ross Formula [57] 68 keal 19g Unknown Yes Yes Mo _4[]% rice syrup fﬁ[]_;"
saccharose syrup: 6.7 g
Table 4. Healthy infants fed with HPRF had a normal growth.
Study Patients Type of Study Intervention Dutcomes
=l s . 5 o - vichE wreicr S
Lasekan et al., 65 I'_n.alth;. !nfa‘nth Randomized HEFPF {Eoss formula) or 1 [u!._,_l"... 'r'l.li.-.hj:lt. BMIL .:|r'.n:.1 l:...:lr.‘...:I|
- (without CMPA) . . standard formula for girth within normal limits
2006 [57] i double-blind trial =
Ager 0 to 16 weeks 4 months Mo difference between groups
Average daily weight pain:
3 A + (PP -
Lactose-containing HEPF __3_ * 43 & (F1 P“P.Ulat“rln]'
- ) with no difference with WHO
» 78 healthy . {Modilac™) from the 1st .
Girardet et al, fullterm i.!'lf-.-:l _ Open multicenter month to the ase of 4 to standards [75]
2010 [74] prospective study B Height, weight, and BMI

Ager <1 month

6 months (after starting
complementary feeding)

F-soores (infnt to freat
population): between 1.1 and
—0.5 D5 during the study period




Study

HPREF ile beslenen iSPA.li bebeklerde
alerjik bulgular kontrol altina alinir!

Ficsochi et al,
2003 [77]

18 mfant=
CMPA confirmed by a
double-blind placebo-controlled
food challenge {DBPCFC)
Age 1-9 years (average 5 years)

Chracal traal

1 test

HRPF: posihve for 218 chaldren
Specific IgEs:
CMI: posative mn all chaldren
Soy: postive in 13/18 duldren
Rice: posative in 718 childnen
HEPE: permanently negalive
Deuble-blind placebo-controllad
food challenge (DEPCEC)
with HRPE: negative m all cases

Fiocchietal,
2006 [59]

100 infanks
CMPA confirmed by DEPCFC
Ape: 32 =2 03years

Prospective
study

Skin Prick Test:

Cow's mulk and/ar CMP fraction:
pesitive in 57/99 children
Rice: posative in 4/90 childen
HEPF: positive in 486 children
Specific IgEs > 0.35 KU/L:

Cow's nulk and/or for a CMP
fraction: 1m 92/%5 chuldsen
Rice: 1 21,91 chaldren

HEP: mn 4/91 chaldren

Rice specific IgEs:
Race: posibive m 2191 childsen
{Fharmaaa—Upphn Dhagnostic)
and n 70/9% chaldren
(immunotransfer)
HREPF: weakly positive in
6 children
DEPCEC with HRPF was
abw ays negative.

Reche et al.,
2010 [&7]

92 nfants
CMPA TgE-mediated confirmed
by a positive Oral Food
Challenge (OFC)
Ape average 4.3 months
{11 to 10}

Proapective,

apen and
randomzed
clinical bnal

2 years

HRPF: well tolerated m
all cluldsen
CMP-¢HE 1 child developed
allergy to this -CMP-eHF
Evolution of number of childnen
remaining allergic: smalar in
both groups.

Vandenplasetal ,
2014 [58]

40 infanis
CMPA confirmed by OFC
CMPA [gE-mediabed or not
Age average 34 month (1 ko &)

Prospective
Lrial

6 months

Significant decrease of the allergy

Beneht confirmed after 3 and
& months
Chracal tolerance was assessed
with the symplonybased scone
{SBS) [81], now published as the
COMISS scone [82,83]




Tahle A Cronath and weiecht evolntiom and neotein nutritional statig in children affocted with CPAA

HPRF ile beslenen iPSA’li bebeklerde biiyiime normaldir!

¥ Auria et al.

16 infants
CMPA + atopac dermabitis

Waeght
HEPF: —0.30 (-0.34)
Soy formmla:

Soy formula: 0LTT{0015)
Heaght:
HEPF: 0.07 {0.12)

o s . —0.21 [-0.14) HRFF or soy Sy formula: 0.27 (0.37).
2003 [75] m"'”:—ﬂ‘i an open OFC or Obsersation Height: formula Frolein nutritional E-Lalu:-:
. ﬁ_P'L: ot HEFF: -0.10 {-0.21) Bloed markers of protein
g Say foromula: homecstasis (albumin,
—0.12 (-0.23) pre-albumin, lotal plasma
prokeins, uneal: sinvilar mn
both groups
) Weight;
=8 infants ) E{R_l’l-'{lﬁ_-.q;l.gd’% ‘T\i_'i};h[/-bcuru we_'.l'l'_' .\i_]'l'lﬂd]’
Savinoetal,  CMPA + atogic dermatitis Prospective, Or asoy foemula i the 3 groups with CMBEA
2005 [46] 30 controls {without CMPA) m-n—rmdu_nun_-d. f.)r(_M[’-_e] ].[- d.unn}; rhx_ hrst 2 years.
Ape: 1-24 monthe | onc-osnlis, open Or free diet m Weight gain was smaller m
B e control group the HRPF group (p 0.025) v
control group.
Weight Weight:
93 infants . n RHPF: —0.30 {—0.34) a0y formula (=32, EHPF: -0.09
Agostoni et al,, CMPA "'{“":;‘L‘i‘l:':;‘i‘i"*”" Controk —0.10 CMP-eHF {n-31) Control: .07
2007 [57] 32 controls I Height: and HRFF Height:
Age: 6-12 months Frmparate, spe RHPF:-0.21 {Risolac®) (m-30) RHFE (.11
Comntrok —012 Control 027
Reche et al P ‘I‘fl‘::‘"::zl - Prospective open, CMF-eHF and Weight: similar
2010 [47] Age: .l E—E}Jummih-; ) randomaized HEFPF Height: similar
Weight Weazhi:
Vandenplasetal, 12 infants HEFE: -0.7 + 1.0 — HEFF: —0.1 = 0.9
2014 [68] Apge: 34 = 1.5 months Height: Heaght:
HEFE: -0.1 + 1.0 HRFF: —0.1 2 1.1
Waight: similar
Height: simalar
&5 infants HEFF (Hoss |’mlau|:1 nul.annaJ.bLalub:
Lasekanetal,  Healthy infants fwithout Randomized formula) or Plasma protein
2006 [57] CMPA)

Age: o 16 weeks

double-blind traal

standard formula
for 4 memths

concentrabons, particularly
for total plasma proteins,
serum albumin,
and pre-albunmn/transthysetin:

comparable in both groups




HPRF ile beslenen iPSA’li bebeklerde oral tolerans diger iriinler ile benzerdir!

Study Fatients Type of Study Intervention Oulcomes
92 infants .. : .
. 8 ) 46 fed a HEPF (Blerml Percentage of duldren becomang
BP +F- A o 5 wobaw e, O )
Reche et al, MR ;ﬁ';““ﬁf‘iﬁﬂ?ﬁ’“‘“‘j : e and g erce®Modilac Expert  tolerant: similar with the HRPF and
2010 [&7] . r* _'I"‘““IJ‘LE " S Riz 1%) the—CMP-eHF after 12, 18,
A At tna 46 a CMP-2HF for 2 years and 24 menths of feeding

Tume before tolerance was acquired
(median duration of the dissass):
CMP-eHF group: 56 monthes (IC 957%

Fed wath CMP-e=HF not appheable) (average—ES:
: 02 3
Terraciana et al, 72 infants CMPA N or sy a formuls __02-48 monthe)
2010 28] Age 14.1 £ 8.6 manths Prospechve cohort ol ] IEFF ) _E:hl.l'.-_ fl.l:':'l'lu|='! group: 28 .I:I_'Il.:l"ltl'l.‘i )
’ = ) ) For 26 months (IC 95% 11-37) [average—ES: 24.3-2 6)
{median duration} HEFF group: 20 months (IC 957

10-33) {average—ES 24.3-3.6)
Thas beneficial effect was not obsenved
i polysnstized chaldmen

71 fed with a CMP-=HF-

Lactobacillus Ehammosus Percentage of pabents having
360 infants GG (LG outgrown CMPA after 12 mionthes:
Bermi Canani el al CMPA c“;lﬁmud by DEPCFC Befultvoenier 55 with a CMP-«=HE -1_!.‘3 with  Samularwith the CMP-eHF, the HEFE
2013 [86] "’ with mulk retrospective a HREFF {Rsolac®) sy formula and the AAF
o A 1 ho 12 months observational shudy 55 with a soy formula Sigmbcantly shorler
e 1 e e T 33 with an n-CMPeHE-LGG group (OR 4.8; 95%
amune-acids-based CT22-105 p 0. 0O1)

formula (AAF)
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Protein

DHA & ARA

Hidrolize piring proteini

2,42 g/100 kcal

125 mg /100 g & 125 mg/100g

Evolvia RP2 |

Hidrolize piring proteini

2.73 g/100 kcal

125 mg /1008 &0

Prebiyotik
Probiyotik
Karbonhidrat
Enerji

MCT Orani

0,4 g/100 ml FOS & 0,4 g/100 ml intlin

(x]

51,8g/100 g
496 kcal/100 g

0,2 g/100 ml FOS & 0,2 g/100 ml intlin

B. infantis IM1™& L. rhamnosus

54,5g/100 g
494 kcal/100 g




Omega-3 (n-3) FAs Omega-6 (n-6) FAs
EPA/DHA GLA/AA

Inflammation resolving Proinflammatory

lipid mediators: Lipoxygenase lipid mediators:
Resolvins Cyclooxygenase Leukotrienes

Protectins Prostaglandins
Maresins Thromboxane

.

—

~ e il o
g %g "’ W '

PRENATAL BRAIN EYE TOTAL JOIN HEART
CARE HEALTH HEALTH HEALTH HEALTH HEALTH
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Hidrolize piring proteini

2,42 g/100 kcal

Protein

25,5g/100 g

125 g /100 g R 125 mag/100 g
o7 o or o

EVOLVIARP 1 & 2

Evolvia RP2

Hidrolize piring proteini
2.73 g/100 kcal
24g/100g

120 g /100 g R N
(= 1=}

0,4 g/100 ml FOS & 0,4 g/100 ml intlin

]

0,2 g/100 ml FOS & 0,2 g/100 ml intlin

I - TV NN L

Karbonhidrat 51,8 g/100 g

Enerji 496 kcal/100 g
MCT Orani

D aritrsTiivrL XTLTTTATTITTIOSUS

54,5g/100 g
494 kcal/100 g




A Prebiotics

Y‘I’
y Antibodies Cesarean section Vaginal Delivery
: I Plasma Antibiotics |
| - cell Excessive sanitation
k\ @ Acid-blockers
£  T-cells

Saghikh mikrobiyom, ISPA patojenezi ve tedavi arasinda képrii olabilir mi?!

' % 4 l T
= Macrophage Staphylococci Enterobacteriaceae
~ — :5’_%3 _1:5_,_ _—T activation such as
. - ""_': e N Clostridia E.coli
3 2L | e - R
? :1':‘.1 i H;:TF;&;;:“T W _Normal Proteobacteria K.pneumaoniae
Peyers——" o JL_.-.{‘, immune
patches 3‘? = function
Lactic , — Bifidobacteria =
acid : § i =
. i Farmula (gt .
Acidic stool Probiotics Dysbiosis

_ feeds ) i ¥
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DRACMA—2010 ESPGHAN—2012 EAACI—2014 BSACI—2014
Rice Equivalent to CM eHF in -Infants refusing or not Eigi; :sieoaéfhalrﬁe E;ZZELE:?;):J(&E;TEFH o
hydrolysed  countries where they are tolerating a CM eHF or in pal . 0 years o1 ag
¢ 1 ailabl ) famnils these formulas with due to its natural inorganic
ormita avatiable vegan famiies CMeHF arsenic content
More RCTs need to be Currently, probiotic
Prebiotics . : : supplements cannot be  Evidence of preventative or
conducted to elucidate No evidence that they have . .
and - . recommended for the therapeutic activity for
L whether probiotics are a role in treatment of CMA . .
probiotics management of food food allergy is lacking

useful

allergies
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Growth of infants with IgE-mediated cow’s
milk allergy fed different formulas in the
complementary feeding period

HASTA GRUBU

CALISMA TiPi

MUDAHALE

BASLANGIC TARTI VE BOY

TARTI VE BOY

93 iSPA
32 kontrol (AS),
Yas: 6-12 ay

Carlo Agostoni’, Alessandro Fiocchi?,
Enrica Riva', Luigi Terracciano?
Teresita Sarratud?, Alberto MartelliZ,
Fabio Lodi', Enza D'Auria’,
GianVincenzo Zuccotti® and Marcello
Giovannini'

'Department of Pediatrics, San Paolo Haspital,
University of Milan, Milan, “Department of Child
and Maternal Medicine, the Melloni Hospital, Milan,
“Department of Pediatrics, L. Sacco Hospital,
University of Milan, Milan, Italy

Cok merkezli, acik, randomize, prospektif

32 Soya F
31 e-ISHF
30 HRPF

4-6 ay (tamamlayici beslenmeye gecene kadar)

Boy, tarti, BC, BMI z-skorlari normal,

Ginluk tarti ahmi: 23.2 + 4.3 g (WHO standartlarinda)



Table 3. Standardized anthropometric parameters in the four groups of infants at 6, 9, and 12 months of age (mean values and 95% Cl)

Agostoni et al.

CHy (n = 31)

RHy (n = 30)

BF (n = 32)

p-Value

Months Soy (n = 32)
Weight-for-age zscores
0 —0.13 (-0.39 to 0.13)
6 —0.45 (-0.71 t0o —0.19)
9 —0.60 (-0.82 to —-0.38)
12 —0.61 (-0.90 to —0.33)
Length-for-age zscores.
0 -0.24 (-0.41 to -0.07)
6 -0.55 (-0.81 to -0.29)
9 —-0.49 (-0.74 to -0.23)
12 —0.43 (-0.73 t0o -0.13)
Weight-for-length zscores.
0 —0.20 (—0.47 to 0.06)
6 —0.12 (-0.45 to 0.21)
9 —0.18 (-0.47 to 0.09)
12 —0.30 (-0.63 to 0.01)

0.24 (-0.07 to 0.55)
—0.44 (-0.74 to —-0.13)
—0.45 (-0.77 to -0.12)
—0.27 (-0.59 to 0.04)

0.19 (0.01-0.37)
—0.40 (069 to —0.10)
—0.33 (059 to —0.06)
—0.16 (=051 to 0.19)

—0.37 (065 to —0.09)
—0.20 (054 to 0.13)
—0.25 (-0.59 to 0.08)
—-0.12 (-0.47 to 0.23)

0.28 (—0.06 to 0.63)
—0.41 (-0.76 to —0.06)
—0.28 (—0.68 to 0.12)
—0.23 (-0.61 to 0.14)

0.01 (-0.38 to 0.40)
—0.73 (-1.00 to —0.46)
—0.58 (—-0.94 to —0.21)
—0.49 (-0.79 to —-0.18)

0.12 (-0.61 to 0.86)
0.04 (-0.34 to 0.42)
0.18 (—0.24 to 0.60)
0.24 (-0.15 to 0.65)

—0.03 (—0.38 to 0.31)

—0.36 (—0.63 to —0.09)
—0.43 (-0.71 to —0.15)
—0.47 (-0.79 to —0.15)

—0.11 (-0.39 to 0.17)

—0.49 (-0.75 to —0.24)
—0.48 (—-0.77 to —0.20)
—0.48 (-0.79 to —-0.17)

—0.31 (—0.62 to —0.00)
—0.01 (-0.29 to 0.25)
—0.10 (-0.37 to 0.17)
—0.11 (—0.46 to 0.23)

0.180
0.973
0.517
0.290

0.113
0.355
0.676
0.395

0.375
0.727
0.260
0.163

Table 4. Six to 12 months differences for WA (4 WA, LA (4 LA), and WL (4 WL} zscores for all the groups (mean and 95% Cl)

Soy (n = 32) CHy (n = 31) RHy (n = 30) BF (n =32 p-Value
4 WA -0.16 (~0.36 to 0.04) 0.16 (~0.05 to 0.38)° 0.18 (~0.02 to 0.38)° —0.10 (-0.28 to 0.07) 0.023
4 LA 0.11 (-0.14 t0 0.37) 0.23 (-0.10 to 0.58) 0.24 (0.01-0.47) 0.01 (-0.20 to 0.23) 0.548
A WL —0.18 (-0.50 to 0.14) 0.08 (—0.17 to 0.33) 0.21 (-0.17 to 0.59) —0.09 (-0.40 to 0.20) 0.286

Different superscripts (** ) indicate significant between-group comparisons at bivariate analysis.
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