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Purpose of review

It is well known that many aspects of food allergy are lacking sufficient research and publication. Practising
evidence-based medicine in this field is, therefore, a parficular challenge. Internationally, there is
considerable variafion in practices and no agreed treatment pathways. The time was right to review the
evidence and seek the views of experts in the field, industry and food allergic individuals to develop
guidance for clinical practice and to plan future research. The purpose of this review was to summarize
points of agreement and discrepancy in the recently published Diagnosis and Rationale for Action against
Cow's Milk Allergy, US NIAID and UK NICE guidelines.

Recent findings

The publication of the three guideline documents on food allergies gives clinicians, scientists, industry,
governments and patients the opportunity to review the information in a concise format and appreciate the
role of clinical expertise in decision making. The guidelines covered all aspects of food dllergy: prevalence
and natural history, diagnosis, management and treatment and other aspects such as vaccinations.

Summary

The guidelines summarized not only our current evidence base but also gaps in our knowledge. Use of
these guidelines would facilitate high quality standardized care and indicate the direction of future
research.

Keywords
Diagnosis and Rationale for Action Against Cow’s Milk Allergy, food allergy diagnosis, food allergy
guidelines, NIAID guidelines, NICE guidelines







LATTE EQUINO




LATTE di ASINA

CASEINE1
alfa-sl-caseina (cavalla) maggiore identita con I's1-cas del LM rispetto all’ I's1-cas del LV

alfa-s2-caseina presente in tracce, assente nel LM; allergene maggiore del LV

K-caseina presente in minima quantita; K-cas bovina discreta capacita sensibilizzante

-caseina predominante, come nel LM, -cas bovina bassa capacita sensibilizzante

SIEROPROTEINE 1
-lattoalbumina

-lattoglobulina due varianti (B-LG I e IT), entrambe glicosilate (simili a glicodelina del LM)

1. Bertino E, Gastaldi D, Monti G, et al. Detailed proteomic analysis on DM: insight into its hypoallergenicity. Frontiers in Bioscience 2010




LATTE di ASINA

CARATTERISTICHE COMPOSIZIONALI

Table 3
Horse and donkey milk gross composition and energy content compared with
human milk.*

Parameter Horse Donkey Human

Total solids (g kg ') 110.0 95.3 125.0
Lactose (g kg ') 61.0 658 64.4

Total N % 6.38 (g kg ) 214 165 12.5

Fat (g kg ') 14.0 7.6 34.6
Ash(gkg ') 45 4.1 1.9
Gross energy (M) kg ’} 2.10 1.76 2.60

* Horse values averaged from: Doreau and Martin-Rosset (2011), Doreau and
Martuzzi (2006b), Mariani et al. (2001), Martuzzi et al (2004); donkey values
averaged from: Salimei (2011); human values averaged from: Hosoi et al. (2005),
Yamawaki et al. (2005).

Salimei E, Fantuz F. Equid milk for human consumption. International Dairy Journal 2012;24:130-42.




Table 6
Essential milk macro minerals, trace elements and vitamins in horse, donkey, and
human

Component Horse Donkey Human
500-1300 330-1140 278
200-1200 320650 140
300-800 240-747 530
167 100268
40-110 40—-83
093-2.37
043-2.64
1.23-3.19
J L A R 3 V. & .
001-005 0.003-0.006
Vitamin A 0093-034 0.3-07
Vitamun D 0003 0.0004
Vitamin § 026-1.13 3-8
Vitamin K 0029 0.003-0.015
Vitamun C 17.2-147 50100
Vitamun B2 037 04006

Values are given in mg L ' and are referenced from: (horse) Csapo, Stefler,
Martin, Makray, and Csapo-Kiss (1995), Doreau and Martin-Rosset (2011),
Marconi and Panhli (1998): (donkey) Fantuz, Maglien, Lebboroni, and Salimei
2009a), Salimei and Fantuz (2010), Sorrentino et al. (2005); (human) Darragh
and Lonnerdal (201

Salimei E, Fantuz F. Equid milk for human consumption. International Dairy Journal 2012,24:130-42.




LATTE di ASINA

CARATTERISTICHE COMPOSIZIONALI

azoto non proteico: intermedio traLV e LM

contenuto in urea simile al LV e lievemente piu basso rispetto al LM

elevata concentrazione in aminoacidi essenziali,

tenore in caseine e sieroproteine simile al LM

ovat e i _ . o
R Y £/ 550 CARTCO RENALE DI SOLUTT, COME IL LM e

Salimei E, Fantuz F. Equid milk for human consumption. International Dairy Journal 2012,24:130-42.
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Ass’s milk in children with atopic dermatitis
and cow’s milk allergy: Crossover comparison

with goat’s milk
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Studio randomizzato cross-over singolo cieco (valutatore SCORAD)
28 bambini (15 M; 0,6-3,8 anni, mediana 2, 5anni)

tutti APLV (SPT+ e DBPCFC+)

SPT+ LA 0/28; SPT+ LC 8/28

SCORAD medio= 45 (range 21-66)

Idrossizina, steroidi topici (?), claritromicina per 3 gg se necessari
Crossover latte asina (AM) vs latte di capra (GM)

6 months 3 months
> -

« 2 dropouts

GM (n=12) ‘ GMn=14

4 -

DBPCFC (cow milk) SCORAD DBPCFC (AM, GM)

SCORAD VAS SCORAD
VAS VAS
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stabile o peggiorata

peggioramento

miglioramento




(DRACMA, NIAID, UK NICE, AAP)

Goat’s, ewe’s, and ewe’s milks should not be
used for the treatment of CMA, as they can
expose patients to severe reactions.

CONTROINDICATO
nella terapia della APLV




Italian Journal of Pediatrics

Research
Adequacy and tolerance to ass's milk in an Italian cohort of children

with cow's milk allergy
Riccardina Tesse*, Claudia Paglialunga, Serena Braccio and Lucio Armenio

6 mesi - 10 anni 4.5 anni
APLV, IgE-mediata
96%
palatabilita accrescimento

nutrizionali







Pediatric Allergy
nd Immunology

Efficacy of donkey’s milk in treating highly
problematic cow’s milk allergic children: An
in vivo and in vitro study

12-149 mesi

APLV (71.7% ) IgE-mediata

MEDIO-GRAVI



7.5-121.5 mesi 19.5

APLV (75% ) IgE-mediata

MEDIO-GRAVI




IMPOSSIBILITA

ALLERGIA SOIA

SOIA controindicata

IMPOSSIBILITA

ALLERGIA EHF

RIFIUTO

volonta dei genitori

volonta dei genitori

AA MULTIPLA

SOIA
(76 %) (30.4% )
(24 %) (57.6 %)

eHF / RHF / AAF

(15 %) (8.6%)

(84.8 %) (914%)

(76 %) (89%)
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challenge in doppio cieco 6’?‘1967* oM

15gg - 3 mesi
bilanciamento della dieta
follow-up

parametri nutrizionali




NEGATIVO (82.6 %) (90.2 %)

GRADITO e TOLLERATO

NON SIGNIFICATIVE IgE-mediate e non IgE -mediate

ANAFILASSI
8/46 E 9/92 BAMBINI
NON HANNO TOLLERATO IL LATTE DI ASINA AL CHALLENGE
MAI REAZIONTI SEVERE
( CL POSITIVO, LIEVE ORTICARIA, VOMITO, DTARREA, DA)

ASSUNZIONE




confronto tra variazioni medie dello Z-score

peso => frend significativamente in ascesa fra TOe T1 , T3, T4, T5

lunghezza/altezza => trend significativamente in ascesa tra TO e T1

pz con Z-score peso < -2DS al TO => incremento a T1 (p 0.001) e T2 (p 0.04)




w——\\ cight
Lenght/stature

9 10 11 12

INCREMENTO SIGNIFICATIVO ( P< 0.0001)
DEL PESO E DELLA LUNGHEZZA /ALTEZZA
DURANTE TUTTO IL PERTIODO VALUTATO




dati auxologici

rilevati per gli 83 bambini (49 M) al TO e al Tend

TO
Media (DS)

Tend
Media (DS)

Significativita
statistica

11.00 (3.10)

13.34 (3.09)

lunghezza/statura (cm)

82.51 (11.64)

91.55 (10.38)

Z-score per il peso

-0.95 (1.15)

-0.57 (1.19)

Z-score per lungh/statura

-0.42 (1.15)

0.01 (1.13)




== Weight

Lenght/stature

INCREMENTO SIGNIFICATIVO DELLO Z-SCORE

PER IL PESO (p<0.001; F=17.52) L
PER LA LUNGHEZZA/STATURA (p<0.001; F=9.29) months
PER TUTTO IL PERIODO DELLA VALUTAZIONE







T0 Tc Significativita
media (DS) media (DS) statistica
mediana (IQR) mediana (IQR)
: 11.93 (0.99 12.43 (0.95
emoglobina (g/dl) 11.80 El.SS% 12.50 El.OO% p=10.008*
- - 76.78 (43.36) 89.55 (35.25)
sideremia (Mg/dD | 2+"05 395 80.00 (42.50) p = 0.006%

. o 20.78 (9.50) 23.78 (9.71) _
) 18.00 (9.50) 23.00 (13.50) p =0.005#
Vitamina D 1,25- 73.39 (15.06) 64.37 (15.69) — 0.019#
(OH)2 (pg/ml) 71.20 (14.85) 65.00 (13.65) P
prealbuminemia 17.62 (4.29) 19.14 (3.81) — 0.039%
(mg/dl) 18.00 (4.50) 19.00 (6.50) p=




LATTE d'ASINA sottoposto a elettroforesi in condizioni native, non denaturanti

Native blotting
fr‘esh donkey milk
ypro ( 460/650

Native immunoblotting (Phosphatase)  Inred colour
patients with

TS

I CINQUE PAZIENTI ALLERGICT AL DM (NR. 7, 8, 10, 15 E 17)
HANNO MOSTRATO SPECIFICHE BANDE DI REAZIONE
(BANDE 6, 7 E 8)

CHE NON SONO STATE EVIDENZIATE
NEI SOGGETTI ALLERGICI SOLTANTO ALLE PLV
CHE HANNO TOLLERATO IL DM




Protein
(Accession number)

Maldi
Mass spectrometry
Identification
matching peptides (coverage %)

25511
25305

Beta-casein precursor (Q9GKK3 Horse)
Alpha-s1 casein (Q8SPR1 Harse)

25511

Beta-casein precursor (Q9GKK3 Horse)

LE BANDE IMMUNOREATTIVE
HANNO DIMOSTRATO CONTENERE
b-CASEINA E b-LATTOGLOBULINA II

18500

Beta-lactoglobulin | precursor (variant B)

18528

Beta-lactoglobulin | precursor (P13613)

18500
76141

Beta-lactoglobulin | precursor (variant B)
Serotransferrin precursor (Transferrin)
(P27425 Horse)

76141
18530

Serotransferrin precursor (Transferrin)
(P27425 Horse)
Beta-lactoglobulin-2 (Beta-LG-2), (Beta-
lactoglabulin II, minar monomeric) (P19647)

Beta-lactoglohulin-2 (Beta-LG-2), (Beta-
lactoglabulin I, minar monomeric) (P 19647)

Beta-casein precursor (Q8GKK3 Horse)
Seratransferrin precursor (Transferrin)
(P27425 Horse)




alimento alternativo, gradito e tollerato

corretto accrescimento staturo-ponderale normalizzazione

mantenimento parametri ematochimici

vantaggio psicologico  poter usufruire di un “latte” propriamente detto




scelta di un latte alternativo in pazienti affetti da APLV
caratteristiche cliniche del bambino allergico

linee guida

sicurezza e adequatezza nutrizionale sufficientemente validate da studi




2 in vitro e in vivo

INCORAGGIANTI 82.6 - 96

pil ampie casistiche POPOLAZIONE GENERALE




trials clinici controllati

CAUTELA nel prescrivere

IL LATTE DI ASINA

E' INADEGUATO COME ALIMENTO ESCLUSIVO
NEL PRIMO ANNO DI VITA

NORME e CONTROLLI IGIENICO - SANITARIO ALLERGOLOGICO




WAO DRACMA Guidelines

substituting CM 1s no longer an 1ssue. However,
there was a consensus that:

a. In the developed world, other milks can never
constitute the treatment of choice for CMA.
They may be considered only in the impossi
bility to use another formula (eHF, SF, HRF,
HSF, AAF) for a valid clinical reason. The
use of alternative milks remains an option for
convenience, religious or economical consid-
erations provided parental guidance i1s pro-
vided.

. The option of an altemative milk rather than
formula should always be weighed against
allergy, clinical, and nutritional status and
expectations on an individual basis. The gen-
eric consideration that an alternative milk 1s a
“health food” should not be approved by
physicians.

. Goat’s, ewe’s, and ewe’s milks should not be
used for the treatment of CMA, as they can
expose patients to severe reactions.

. Camel’s milk can be considered a valid sub-

stitute for children after 2 years.
Equine milks can be considered as valid CM
substitutes, in particular, but not exclusively,
for children with delayed-onset CMA. As
their availability i1s limited and they are not
used in the food industry, it is probably not
economical to adapt them for infant use.
However, given their protein quality, appro-
pnately processed commercial products would
probably make this protein source suitable for
infants with CMA.




GRAZIE
PER L'ATTENZIONE...




