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La prevenzione dell’APLV




Latte vaccino nella polvere di casa

o.-Alcuni allergeni alimentari
sono stati misurati in 11
campioni di polvere di casa

e La quota di beta-lattoglobulina
era da 16 a 71 ng/g di polvere

| livelli di ovomucoide erano
sufficientemente elevati da
causare sensibilizzazione o
sintomatologia da inalazione

Witteman AM, van Leeuwen J, van der Zee J, Aalberse RC. Food allergens
In house dust. Int Arch Allergy Immunol. 1995;107:566-8.






Metanalisi di Boyle

e 37 RCT con
19.000 bam

HF erano identificate includendo
oiNnl.

e Non c’erevidenza che pHFo eHF riducano:il

rischio di all

ergie.o malattie autoimmuni in

bambini ad alto rischio per tali patologie

Boyle RJ et al. Hydrolysed formula and risk of allergic or autoimmune disease:
systematic review and meta-analysis. BMJ. 2016;352:i1974.



| bias pesano eccome
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Boyle RJ et al. Hydrolysed formula and risk of allergic or autoimmune disease:
systematic review and meta-analysis. BMJ. 2016;352:i1974.



Effetto dei latti pHF

Pooled risk (95% C1)

Eczema
044 years
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-4 years
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Food allergy
Amy allergen
Cows' milk
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Boyle RJ et al. Hydrolysed formula and risk of allergic or autoimmune disease:
systematic review and meta-analysis. BMJ. 2016;352:i1974.
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E quello degli eHF

E e i a Pooled risk (252 C1N

O-%& years (casein) =
O-Hyears (whey) —la
5-148 yvears (casein} — -
L5-14 yvears [whey) —
Recurrentwheaze
-4 yvears (caseir L) ge 1.
O-4 ywears (whey) -
L-14 years (casein) e I BN

L-1.4 years (whey) o
Allerzic rlhiimitis

O-d4 wears -

LY ywears (casein) — =

L-148 wvears (whew) — -
Food allergwy

-4 wears (anmny allersea) -l

L-148 yvears (any allergen) =
Allersic S-E'-I'I'I'E'itiﬁilltiﬂl'l

Any allergen

cows" milk

Type 1 diabetes mellitus |-

0.1 > | PP A

Boyle RJ et al. Hydrolysed formula and risk of allergic or autoimmune disease:
systematic review and meta-analysis. BMJ. 2016;352:i1974.



Sensibilizzazione a PLV

. \atalid g yeanatid . skatdlld o 0dds ratio or GRADE of
No qﬁf&s‘rudles Deslg;rn ‘?Q Risk of bias Inq:cmslste_n;!rir.&r Indiq:efg\ess Imprecision Publication hhﬁ Other cnr[s]&raﬂnns relativerisk evidence
Outcome: eczema atage 0-4
Partially hydrolysed formula:
12 studies 11 RCT, 1.qRCT Serious, 11 studies with Mot serious. F=30%, MNa Mot serious, 95% C Ho. NE Significant AllRCTsundertakenin - OR0.84 (0.67 to 1.07)  Maoderate
high ar unclear overall study estimatesvary ing for OR do notexclude  riskwhen pHF and populations at high
risk of bias, all studies from 0.33 0 1.4d; clinically important eHFdatacombined. | sk ofeczemadueto
with high/unclear risk of subgroup anatysis effect, but exclude Egger's P<0.05 family history of
conflict of interest suggests difference by large effect sizes and allergicdisease
study designor significant harmful
population effects
Extensively hydrolysed formula:
6 studies, 7 6RCT Serigus, 5 studies with Serious, 1*=74% for Nao Serious 95% Cl for Mot tested (n<10)NB  AllRCTs undertakenin  Gasein eHF OR 0.55 Yery low
interventians high'or unclear overall analysisofcaseineHF; 0R do not exclude Sigpificant riskwhen  populations at high {0.28 to0 1.09), whey
risk of bias, all studies 0%, for whey eHF. Study large beneficial ar pHEand eHF data risk of eczema dueto eHF OR 112 (0.88t0
with high/unclear risk of estimates varying from harmful effects combined. Egger's family history of 1.42)
conflict of interest El8to1.26 P<(r05 allergicdisease
Outcome: recurrent wheeze at age 0-4
Partially hydrolysed formula:
5 studies 5RCT Serious: dstudies with Mo, I"=15%, study Mo Mot serious, 95% C Mot tested (n<10). NE  AllRCTs undertakenin - ORO&2 (D48t 1410 Moderate
high or unclear overall estimates varying from for ORdo natekclude  Significantriskwhen  populations at high
risk of bias, all studies 0.29t0 1.20 clinically impartant pHF and eHF data are  risk of allergy due to
with high/unclear risk of effect, but exclude combined, Egger's family history of
conflict of interast large effect sizes P<005 allergic disease
Extensively hydrobysed farmula:
5 studies, 6 SRCT Serious. 5 studies with Serious. [*=74% for Mot serious. 2 Mot serious. 5% C| Mot tested (n=10). NB - All RCTs undertakenin -~ Casein eHF OR 0.76 Very low

interventions

high or unclear overall
risk of bias, all studies
with high/unclear risk of
canflict of interest

analysisaf casein eHF,
0% for whey eHF. Study
estimates varying from
01810 1.26

studies used
multifacetetd
interventions

for OR do notexclude
clinically important
effect, but exclude
large effect sizes

Significant fisk when
pHF and eHF data
combined. Egger's
P<0.05

populations at high
rick of allergy dugto
family history of
allergic disease

(0,57 to 1.09, whey
eHF OR 1,15 (0.84 o
1.59)

Outcome: allergic sensitisation to cows’ milk at any age

Partially hiypdratysedfommiula:

7 studies 7RCT

Serious. 6 studies with
high or unclearoverall
risk of-Lias, and high/
unelear risk of conflict af
interast

Mo, P=0%, study
estimates varying from
0.4410 963

Mot serious, 2
studies used
multifaceted
interventions

Mot serious. 95% Cl
for RR do not exglude
clinically important
effect, but exclude
vely large effect sizes

Mot tested (n<10)

AlLRCTs undertaken in
populations at high
risk of allergy due to
family history of
allergic disease

130060 2.6

Extensively hydrolysed formula:

3 studies 3RCT

Seriaus, All studies with
high or unclear overall
risk of'bias, 2 studies with
highfunclear risk of
conflictofinterest

Serious. 1*=77 %, study
estimates varying from
0.08 to 1013

Mot serious, 1
study used
multifaceted
intervention

Seriaus, 95% C for
RR da not exclude
large pffect sizes

Mot tested (n<10)

All RCTs undertaken in
populations at high
risk of allergy dueto
farnily histary of
allergicdisease

RRO77(0.09t06.7

Boyle RJ et al. Hydrolysed formula and risk of allergic or autoimmune disease:
systematic review and meta-analysis. BMJ. 2016;352:i1974.



Sensibilizzazione a PLV: pHF e eHF/CMF

No of events/total

Study Experimental Control Risk ratio Weight Risk ratio
Partially hydrolysed formula h Gl $%) Rl

Lowe 2011 11/188 S9f178" h 5 565 1,16 (0.49 10 2.73)
Chan-Yeung 2005 _ 1/194  2/173 = -— 8  0.45 (0.04 104.87)
Chirico 1997 1/21 0/14 = — ‘ - = 5§ 2.02(0.09 to 46.30)
Oldaeys 1997 a5 0f46 A L« >~ 5 511(02510103.53)
vandenplas 1995 ~4/28 0/30 % A O - 6 9.63(0.5410171,03)
Tsai 1991 /10 o3 ~——21Pf5s ~ 5 1.00(0.051019.36)
Vandenplas 1988  0/15 2/60 = S o o) = 5 0.78(0.04 to 15.44)

Random effects model 501 508 9 i , V1009 1.30 (0.65 to 2.60)

Test for heterogeneity: P=0.70, 1>=0% ﬂ” ,';f';d

Extensively hydrolysed formula F s

©ldaeus 1997 5/50 0f46 < ° : > <> 25 10.¥3 (0.58 to 178.20)
Ddelram 1996 8/25 °s11/3257 — W % . 43.°0.93(0.46101.96)
Zeiger 1989 1/97  21/169 = — b 33 0.08(0.01 10.0.61)
Random effects model 2172 247 —-—-—hﬂ-—-— 100 0.77 (009 t0 6.7 3)

Test for heterogeneity: P=0.012, I’=77% S %,

01 02785212 5 10

Decreased risk increased risk
Boyle RJ et al. Hydrolysed formula and risk of allergic or autoimmune disease:
systematic review and meta-analysis. BMJ. 2016;352:i1974.



Conclusioni di Boyle

* These findings do-not support
current guidelines that
recommend the use of
hydrolysed formula to prevent
allergic disease in high risk
infants.

Boyle RJ et al. Hydrolysed formula and risk of allergic or autoimmune disease:
systematic review and meta-analysis. BMJ. 2016;352:i1974.



Eﬁ?(:i EAACI food allergy guidelines

i AR

c[l.g,s;,v? Igreastfeedlng IS I:egofpglg“nded for all ﬁ,;‘;r; T Il»llgl C
infants for the first 4-6 months, 05 5 o
No dietary restrictions for all pregnant or the Iactatlng -1l waliana B

mother for allefgy preventlve purposes &

\-_r o iy

If breastfeedlng is msugflclent or not posﬁlb}e”

- high-risk mfgnts—) hypoallergenlc fo?mﬁlré |th I 0. A?B
documented preventive effect

a othef infants - standard formu:ia 2 A

@omplementary foods after the age of*4 months > SRS A-B ¢

Wmab%%ndard weaning pﬁ@&tiﬁess %S | P PS>

No‘withholding or encouraglng;} exposure to * ‘highly R (B[] C

allergenic” foods'such as cow’s milk, hens,eggand PR R N

peanuts wresgectlve of atoplc heredity, once weanmg ‘

has commenced -~ @
Muraro A, EAACI Food Allergy and AnaphyIaX|s Guidelines Group EAACE
Food Allergy and Anaphylaxis Guidelines. Primary prevention of food allergy.
Allergy 2014;69:590-601.
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Latte materno non protegge da allergie

Records identified through Additional records identified
PUBMED, EMBASE and ClHMNAHL through other sources

(=)

e, Total records identified though searches

Automatically (n = 9220])

L -
{n =a4784+*) Manualby (N = 44949)
=
5
a -
g Records screened Records excluded by title
{n = 3420) and abstract
S {n = 3032)
B -
= Full-text articles assessed o Full-text articles exciuded
= for eligibility 1. Mot English (n = 9)
E‘ (n =388} 2. Abstract only (n = 18)
‘L 3. Rewiew J Commentary (n = &)
& Fraudulent (=58}
o . -, i —
Total Studies included 5. Mot breastfeedingn = 18)
(m = 29) 5. No review outcomes (= 28)
7. Mon-current disease (= 55)
Acthma/ Wheeze (= 4£2) 8. Mo effect estimate [n = 59)
Eczema (m= 42) o, Asthra =5 wears (n = 34)
Allergic Rbinitis (n = 16) 10, Pré-term infanmts only (n = 3)
Food Allergy {(n = 12) 11. Mo 'control greup (n= 7)
12 Other (n = 17)
- |
= -
E sStudies included in quantitative
synthesis {meta-anakysis)
Asthma,/Wheeze (n'= 29)
Eczema (n = 36)
Food allergy (n = 10) |

Lodge CJ et al. Breastfeeding and asthma and allergies: a systematic
review and meta-analysis. Acta Paediatr 2015;104:38-53.26192405.




Latte materno non protegge da allergie

Key Notes

e There is low grade quality evidence that longer duration
of breastfeeding is associated with a reduced risk of
asthmain children aged 5-18 Yyears.

e . There is low to very low grade quality. evidence that
breastfeeding Is associated with a reduced risk of
allergic rhinitis in children up to 5 years of age and
eczema in children up to 2 years of age

e No association was found betiveen breastfeeding and

food allergy

Lodge CJ et al. Breastfeeding and asthma and allergies: a systematic
review and meta-analysis. Acta Paediatr 2015;104:38-53.26192405.
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La domanda sul latte materno

Quesito 1.
Nel bambinia rischio di atopia va promosso
‘allattamento al seno esclusivo vs alimento

ner-lattanti (formula):per prevenire le malattie
allergiche?




Latte materno: la premessa

Nonostante i dati in letteratura siano controversi,
malgrado non sia stato'dimostrato un univoco
effetto protettivo dell’allattamento al seno nei
confronti della malattia allergica, un
allattamento al seno-esclusivo, per possibilmente
6 mesi, dovrebbe essere promosso . per:i noti e
riconosciuti effetti benefici nutrizionali e
immunologici.



| e domande della consensus

Quesito 3. Nel bambint a rischio, in-caso di
Ipo/agalattia‘materna, si deve fare la prevenzione
con formule parzialmente idrolisate (partially
Hydrolyzed). per prevenire la malattia allergica?

Quesito 4. Nel bambini a rischio, in caso di ipo/
agalattia materna;:si deve fare la prevenzione
con formule estesamente idrolisate (extensively
Hydrolyzed Formulas — eHF) vs alimento per
lattanti (formula) per prevenirela malattia
allergica?



La risposta della consensus

Raccomandazione: |'attenta analisi
delle evidenze e la valutazione
costi/benefici non consentono,
attualmente, di individuare - una:sicura
efficacia preventiva delle formule
parzialmente ed estesamente
idrolisate sulle malattie allergiche.



ldrolisati ed effetto immunomodulante

Idrolizzati rafforzano la barriera epiteliale
Modulano la differenziazione delle:cellule T

Controllano {infiammazione

Alcuni peptidi idrolizzati hanno dimostrato di legarsi
a TLR2 e TLR4.:modulando la produzione di
citochine nelle cellule epiteliali e macrofagi

Kiewiet MB et al. Immunomodulating properties of protein hydrolysates for
application in cow’s milk allergy. Pediatr Allergy Immunol. 2015;26:206-17.



Epitopi conosciutl delle PLV

Pratein name [US pame MW (kDa) Adlength pAocession no. lg E-bmd ing epitopes (amind acid number) Year
a-Lactalbumin Bos d 4 142 123 AAAZDGES (Bos d 4.0101 ) 1-19, 1534, 45-64,60-79, 90109, 105-123 2010
1-16, 1326, 4758, 93-102 2001
f-Lactog lobulin Bosd5 183 162 CAM32E35 (Bos d 5.0101) 1-16 56—70, 76—90, 136—150 2012
' 58-77, 76-95, 121-140 2008
1-16 3160, 67-86, 127-152 2001
Serum albumin Bos d & 67 583 - -
Immunoglobulin Bos d7 160 — = —
Caseins Bos d 8 20-30 - — —
(Bosd 9—Bos d 12)
az1-Casein Bos 48 23E 199 MP_B51372 (Bosd9.0101) 6—20, 11-35, 126—140, 171185 2013
— 16—35, 28— 50, 73-92 2008
17-36, 3948, 69—78, B3-102, 109—120, 2001
122-132 139154, 159174, 173194
181-1949 1998
1930, 93498, 141150 1996
2 -Casein Bos d 10 2537 207 MP_T76953 (Bos d 10.0101) 1-20, 1332, 6782, 106125, 122—141, 2008
157182181207
3144435683100, 83— 108, 105114, 2001
117128243158 157172, 165—188,
191-200
f-Casein Bos d 11 24 209 XP 005902099 (Bos d\14.0101)  25-50, 52—-74, 121140, 154-173 2008
1-16G, 45-54, 55-70, 83-92, 107120, 2001
135144, 149164, 167184, 185208
k-Casein Hos d 12 19 169 MP_776719 (Bos d 12.0101) 16-35, 34-53 2008
926 2144 4768, 6778, 95116, 2001

111126 137148, 149-166

Matsuo H et al. Common food allergens and their'IgE-binding epitopes. Allergol Int.
2015 Oct;64(4):332-43.



La terapia dell’APLV




ETTORE CARDI
La dieta Rezza - Cardi
Come ¢ nata e come poi @ stata‘modificata
Ricordi- personali*

Queste note non sarebbero state scritte senza la gentile sollecitazione dei colleghi Alberto Martelli
di Mitano; Massimo Landi di Torinoe Lorédana Chini di Roma. Essi infatti: in Ufa pausa di un convegno

scientifico tenutosi a Roma il 26/9/2015, mi hanno chiesto notizie sulla dieta, e mi hanno chiesto di scrivere
un articolo sull’argomento, "Liringrazio per questo.



Le. varie scelte degli esperti australiani

2 Formula feeding in syndromes associated with cows milk protein allergy*

Maternal Choice of formula
elimination MNHMRC Consensus
Onset of of CMPif Second (if first -Third (if second level of panel
Syndrome reaction breastfeeding? Firstt not tolerated) “not tolerated) evidencet agreement®
Immediate reaction
Immediate food allergy “ih Yes eHF (= & months) AAF — Il 1-1'.-"1;]
Soy (= Smeonths) “eHF ALF
Anaphylaxis <1 Yes AAF (followed by urgent — — [ 11/1

consultation with
paediatric allergist)

Food protein-induced 1-8h Mo eHF AAF — N "l[i?"]j'-
enterocolitis syndrome

Delayed reaction

Atqpfc'é'ci'é'm a Hours to YesT eHF (= &months or MAF el |7 11417
! clays =& rmonths with FTT)
Soy (= 6months, noFTT) eHF ALF
Gastrointestinal syndromes, Hours to YesT eHF (= &months or AAF — | (severe 1111
GORD, allergic eosinophilic clays =& months with FTT) irritakzility),
gastroeﬁteriﬂSr g g th F HF AAF [ (GDRDJ,
food protein-induced oy Sy@manths o BTN = Y (others)

enteropathy, constipation,
severe irritakility (colic)

Food protein-induced 114141
proctocolitis

Formula-fed + 24 h - eHF AAF = IV

Breastfed = 24h Yes' —= & e
Ecsinophilic cesophagitisin Days to Yes ALF — — I 1T/11
infants weeks

Kemp AS. Guidelines for the use of infant formulas to treat cows milk protein allergy: an
Australian consensus panel opinion. Med J Aust 2008 21;188:109-12



RH ML ME MG AM AS AF MB JB HS KB SB GL SV m

sqydrensymptoms of CMA _\aliana o \m‘nana % .

f’severe IaﬁngeaI edema, 9 _gﬁ 9. ‘%& 9 8 9 9 {;}49 9 ,-*'-&*93} 8 9 8 9
Se\t\e’fﬁ a, anaphylaxis) f . S S S \'\? %—*.

allérglc reactlon to protein in c _ :

the formula 8 418 6 9 5 9 9 9 |17 705 7 5 7

sk = o ppaLe

moderate symptoms of CMA
(mild laryngeal edema,ai'h"l’rd

».9 7 9 9 7 &6 7 7 8 7 5 6507
asthma) & 2478 2 ey 2 S
S . Sofhod S © % o S o BZ
failure to thrive 8 4 5 8 8 6 8 9 8 8 7 6 725 6 £87
enteropathy, ¢ < | p F’FS“ > Wgdb OO - o S TEGPCS;
) “B, 5 6 8 féSd F' P75 8 7 9 7 67 .::b 6
entero/proctocohhs’:: ?}*z- SO IR

protelnandfatsdef|CIency 8 4 7 8 7 6 7 8 8 5 7 6 7 6 7
T A

wbn"E‘arTc m, vitamin D, and a2 q;g,g 2 qf:f,: o
oth and vitamins g8 &3 8.7 7 6 6 7 &7 5. %73 6 7 6 7
Een 3 ,g,“‘:% S v o NCTR TS
" . dlb A0 Y A fe ) sy -
welght/helght 8 4515 8 8 7 7 7 5 7> 7 7 7 7
mildssymptoms of CMA PN % o e
(erythema, urticaria, waliana o, _waliana w“’auana o
angioedema, pruritis, %9 7 9 9 6.4 6587 5 7 5 774 s8R
vomltlng,dlarrhoga rh@t s, § O ofos s &5~
VI B - Vo N S V9N k
conjunctivitis) j’cf & (o7 4 a Ny e A B}-‘& )
g‘rnnr - mj‘.?."e.‘l‘— ks Ol | B Bl 3

The WAO DRACMA guideline. Diagnosis and Rationale for Action against
Cow’s Milk Allergy. WAQO Journal & Pediatr Allergy Immunol 2010; S1: 1-105.



TABLE 17-1. Indications

st 2nd 3rd

Clinical Presentation Choice Choice Choice
Anaphylaxis AAF* eHFT SF
Immediate gastrointestinal eHFT-§ A AFI/SF**

allergy
Food protein-induced eHF* AAF

enterocolitis syndrome

(FPIES)
Asthma and rhinitis eHF"% AAFI/SF**
Acute urticaria'or angioedema eHF'# A AFI/SF*+
Atopic dermatitis eHFT-# A AFI/SE**
Gastroesophageal reflux disease eHF? AAF

(GERLDY
Allergic eosinophilic cesophagitis AAF
Cow’s milk protein-induced eHF"® AAF

enteropathy
Constipation eHF? AAF Donkey milk#*
Severe irritability (colic) eHF' AAF
CM protein-induced eHF" AAF

gastroenteritis and

proctocolitis
Milk-induced chronic pulmonary AATFT SF eHF

disease (Heiner's syndrome)*#*

*Recommendation 7.1.
*Recommendation 7.2.
If AAF refusal.

#Subject to local availability. HRF can be considered instead than eHF (7.4).
TSubject to a megative SPT with the specific formula (panel récommendation).
A AF if a_relatively high value on avoiding sensitization by*SF and/or a'low, value

on resource expenditure are placed.

**5F if a relatively low value on avoiding sensitization by SF andfor a high value

on resource expenditure are placed.
"*Subject to local-availability.

#3This suggestion’ afiributes a high value on avoiding exposure to even residual

antigenic cow 'somilk proteins:

*Based on réposts from one case series (section 15).
TGiven that more than 50% of such children are allergic to soy, a careful clinical
evaluation is necessary {panel recommendation).

Diagnosis and Rationale
for Action against Cow's
Mitk Allergy. The WAO
DRACMA guideline.
WAQ:Journal & Pediatr
Allergy Immunol 2010;
S1 (April), 1-105.



Shock anafilattico da PLV In nheonato

-’ aijﬁ

Demirdoven M et al. Anaphylactic Shéck Due to Cow's Milk Allergy in the
Neonatal Period. Breastfeed Med. 2015;10:341.



Freqguenza di cross reazionl

Allergia alla carne bovina inf/APLV: 10 - 15 %

APLYV In allergia alla: carne bovina: 73-- 92%

Martelli A et al. Beef allergy in children with cow’'s milk allergy; cow’s milk allergy
in children with beef allergy. Ann Allergy Asthma Immunol. 2002;89:38-43.
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Groetch M et al. Practical approach to nutrition and dietary intervention in
pediatric food allergy. Pediatr Allergy Immunol. 2013;24:212-21.

Tipi di alimenti

Consentito

Nom consentito

“[ieta contenente
laéte codlo

Prodotti colfi commmerciali come pane, muffin,
cupcake, crackers, frasticcind o biscotti) con in-
gredienti contemdnfi latke o proteine del latte al
D posio o successivo nella lista degh ngre-
diinif..

Prodotti totti faif i casa (comepane, muffin,
cuprake o bescotli) che contengono 240 mil &
latte: a ricetin (circa 40 mi di latte coltoper por-
Tione).

Prododti cod: fatti in casa con ln pare intema
cola completament (ron morbéds 0é umida). |
prodott dovrebbem essere colll in porrion sin-
pole: cupeake fnon foriz tere), piccoli panin,
o pane da tagliare 4 Telte.

Prododti of fomo che contengono late cotld Com
pocce di cioccolato senza latle.

Ricordarsi di coatrollare | prodotti Commerciali e
pli ingredienti in base alle altre allergie alimen-
tari del paziente in modo da evilare rearioni ad
altri allergeni.

Prodotti cotti commmerciali come pane, muffin,
cupcakecrackers, pasticcini o biscobti) con i
gredienti comtenenli latie o proteine del latie al
primo ¢ secondo posto nefla lisla desll ingre-

“ffient1.

Prodoti cotti Fatti in casa contenenti pid di 40 ml
di latle cotlo per pormions,

Prododi cotf fath 16 casa di grandi dimensioni

Come lorle o pane fil pane commeciale & si-
curo) che potrebbern non essere completaments

coiti alf mtemo.

Prodot af formo che contengona Tatie codio.con
gocce di ciocoolato al labe.

Continuare 2 evitare prodotti a hase di e chie
o0 son0 completumente cotl come Sréme il
|atte, prodot congelats, & aromi tontenents laite
che vengoao aggmnti dopo |3 cotura ded pro-
dofio.




Potrebbe essere tollerato anche il burro

All cases All patients Butter-reactive Butter-tolerant Heated milk-tolerant
Total subjects 68 6 38 24

Gender (male) 44 (64.7%) 4(66.7%) 75(65.8%) 15(62.5%]
Age [year] 39(21-7.2) 6:5(4.1-08) 41(21-12) 34 '{1 265)
History of immediate reaction 10 cow's milk 51 (75.0%) 5 (B3:3%) 28(73.7%) 18 ‘ﬁi’E.&]%}
History of anaphylaxis fo cow's milk 33 (48 .5%) 3 (50.0%) 19(50.0%) 11 (45.8%)
AD, current 43 (63.2%) 4(66.7%) 22:(57 9%) 17 (70.8%)
BA, current 27(32.4%) 3(50.0%) 13(34.2%) 6(25.0%)
AR, current 5(7.4%) 0(0.0%) 3(7.9%) 2(8.3%)
TotaHgE (IU/mb) T151264-1 517) 1,606 (1,027-4,170) 755 (248-1.479) 488 (209-1,305)
Milk-specific Ig& (kUA/L) 187193-361) 721 (249-100) 20812941 5) 78(41-198)

10 g.di burro-equivalgono a'2.9 ml di latte vaccino

Yanagida N et al. Butter Tolerance in Children Allergic to Cow’s Milk. Allergy
Asthma Immunol Res. 2015;7:186-9.



Potrebbe essere tollerato anche il burro

Reacted £ Heated milk _ & Reacted
/ (n=6} OFCin=6) (n=8)
Butter OFC

(n=68) / {F:]E:"’;;?“ —» Buttertolerant — | Allow butter in reqular dist

—» Butter-reactive — On strict milk avoidance

" Tolerated o Heated milk
(n=62) OFC {n=62}

— Heated milk-tolerant — - | “Allow heated milk in regular diet

Yanagida N et al. Butter Tolerance in Children Allergic to Cow’s Milk. Allergy
Asthma Immunol Res. 2015;7:186-9.



Qrticaria allergica da contatto alle PLV

- Un ‘finger test‘alle PLV
dovrebbe far parte della
valutazione del-bambino
con APLV.

* Lapositivita del test
suggerisce la potenziale
presenza di poliallergia
alimentare specie a uovo.e
sesamo.

Schichter-Konfino V et al. The significance of allergic contact urticaria to milk in
children with cow’s milk allergy. Pediatr Allergy Immunol. 2015;26:218-22.



LA STAMPA

No al latte materno venduto su internet

Un mercato in crescita non solo per i bebe
con allergia alle proteine del latte vaccino:
lo acquistano anche adulti con neoplasia,
feticisti e palestrati. Puo trasmettere le
malattie della mamma, compresa la sifilide



PLV iIn HU via Iinternet

Benché I'FDA sconsigli tale procedura, la pratica su‘internet-€ florida

Sono stati acquistati on line 102 campioni di latte materno per verificare
I'’eventuale €contaminazione con latte vaccino

Il DNA é stato estratto da 200 microlitri di ciascun campione

La presenza-di. DNA mitocondriale, umano o bovino, é stata valutata con
PCR

11 campioni contenevano DNA bovino.
In-10 campioni le quantita_di contaminazione erano.intorno al 10% di LV

| Pediatri devono essere informati del mercato on line‘dellatte umano e dei
rischi potenziali

Keim SA et al. Cow's Milk Contamination of Human Milk Purchased via the Internet.
Pediatrics. 2015 :135:e1157-62.



PLV in HU via Internet
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| mastociti nel digiuno

D PBS ~ OVA+GST

Kim JH et al. Extracellular veS|cIe derlved protemfrom B|f|dobacter|um longum
alleviates food allergy through mast cell suppression. J Allergy Clin Immunol.
2016;137:507-516.e8.



Audiovisivi per fare educazione sanitaria
per |'allergia alimentare

-l

$ip
Rosen J, et al. Creation and validation of web-based food allergy audiovisual
educational materials for caregivers. Allergy Asthma Proc 2014;35:178-84.



Profilassi APLV: conclusioni generali

o -l_erultime indicazionirdella letteratura non-erientano ad
un-ruolo protettivo degli idrolisati per la prevenzione
dellAPLV

 Non c’e‘evidenza che pHF:0 eHFE riducano il rischio<di
allergie o'malattie autoimmunt in"bambini ad alto
rischio per tali patologie

e \Nlonostante | dati‘in letteratura siano°controversi,
malgrado non sia stato dimostrato un univoco effetto
protettivo dell’allattamento al'sene nei confronti della
malattia allergica, un allattamento al seno esclusivo,
per possibilmente 6 mesi, dovrebbe essere promosso
per | noti‘e-riconosciuti effetti-benefici nutrizionali e
Immunologici.



Terapia APLV.: conclusioni general

LLa prima scelta sono gli eHF

Sessi tratta di un picealo-lattante con disturbi gastrointestinal
non-e indicata la formula.di soia

Se ci sono problemi di costo e difficile.prescrivere la miscela. di
aminoacidi

pHF non vanno prescritti mai, cosi come il latte di capra

In un bambino con anafilassi, la miscela di aminoacidi é
raccomandabile; in tali casi eHF deve essere sempre testato
con SPT prima della somministrazione, in caso di rifiuto della
formula di aminoacidi.

Esegui Tpo con latte cotto in-matrice perche spesso e tollerato
e la.dieta puo essere ampliata

Dissuadere-in-ogni modo I'acquisto-del latte materno venduto
su internet

Probiotici ed idrolisati possono avere effetto immunomodulante

Lo studio degli.epitopi proteici portera.nuove conoscenze. nella
dietoterapia del lattante con PLV









Approccio dietetico: di cosa parleremo

e Siamo sicuri della diaghosi?

e Come ci comportiamo.con la carne bovina?
e Un latte per ogni fenotipo di:APLV

* Cosa cambia se'le PLV sono cotte?

* Dobbiamo sempre integrare la dieta con Ca?
o [l [atte materno venduto su internet

e Cosa ci aspettiamo dalle nuove ricerche



APLV: rischi della dieta di
esclusione

¢ Malnutrizione

 Alto costo per |la famiglia e la societa

* Ansieta nella famiglia

 [perprotezione del bambino

* ‘Alterazione delle dinamiche famigliari

* |solamento sociale della famiglia

e Angoscia/frustrazione.in-caso di reazione
e Ricorso a medicina hon convenzionale



Approccio dietetico: di cosa parleremo

e Siamo sicuri della diaghosi?
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e Un latte per ogni fenotipo di:APLV

* Cosa cambia se'le PLV sono cotte?

* Dobbiamo sempre integrare la dieta con Ca?
o [l [atte materno venduto su internet

e Cosa ci aspettiamo dalle nuove ricerche
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Guest JF et al. Relative, cost-effectiveness of an.extensively hydrolyzed casein formula
containing the probiotic Lactobacillus rhamnosus GG in managing infants with cow’s milk
allergy in Italy. Clinicoecon Outcomes Res. 2015;7:325-36.
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Terracciano L et al. Impact of dietary regimen on the duration of cow's milk allergy:
a random allocation study. Clin Exp Allergy. 2010;40:637-42.



eCHF con LGG: migliorano i costi
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— eHCF+LGG — eHCF — AAF

Ovcinnikova © et al. Cost-effectiveness of dsingan extensively hydrolyzed:casein
formula plus the prohiatic-Lactobacillus rhammnosus GG.compared to an extensively
hydrolyzed formula alprie or an amino acid fornula as first-line dietary management for
cow's milk allergy in the US. Clinicoecon Outcomes Res. 2015 ;7:145-52.



eCHF con LGG: migliorano i costi
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hydrolyzed formula alone or an amino acid formula as first-line dietary management for

cow's milk allergy in the US. Clinicoecon Outcomes Res. 2015 ;7:145-52.



Simbiotici nelle AAF

.| bambini con APLVsono a rischio-di-un
iInadeguato apporto nutrizionale e di presentare
deficit di crescita.

o Studiorandemizzato controllatoin doppio cieco

« Somministrato AAF con simbioticl--a 54 bambini
(eta media 4,5% 2,4 mesi) con CMA versus 56
CMA alimentati:con:AAF

 Tempo di‘osservazione 16 settimane
e Crescevano allo stesso modo

Burks AW et al. Synbiotics-supplemented amino acid-based formula supports adequate
growth in cow’s milk allergic infants. Pediatr Allergy Immunol. 2015;26:316-22



Approccio dietetico: di cosa parleremo

e Siamo sicuri della diaghosi?

e Come ci comportiamo.con la carne bovina?
e Un latte per ogni fenotipo di:APLV

* Cosa cambia se'le PLV sono cotte?

* Dobbiamo sempre integrare la dieta con Ca?
o [l [atte materno venduto su internet

e Cosa ci aspettiamo dalle nuove ricerche



Groetch M et al. Pediatr Allergy Immunol 2013:24:212-

Tipi di alimenti Consentito 21 Non consentito
Phiela contenente Prodotti colti commuierciali rome pane, muffin, Prodogl cot commmerciali come pane, muffin,
laste cofto cupcake, crackees, pssticcini O biscotti) con in-  cupeake, crackers, pasticeini o biscolts) con in-

gredienti contepent [atte o-profeing del latte ol
termo pasto o secoessivo nella lista deghi ingre-
dienti. |
Prosdolti cotfi faifi in casa (come pane, muffin,
copcake o biscotl) che contengdoo 240 ml &

Lt arecettn (circa 40 mi di latte ui:d.lﬂp-:-rpﬂr '

ione ).

Prododti codt! fatt 4o casa con [1 pare intema
cofla completamente (nog marbeds ne umida). |
produotti dewrebbero essere colli in porriond sin-
pole: cupeake (o dode iiere). piccoli panini,
non pane da taglisre 3 fatte.

Prodotti of fomo che contengono late cotlo co
pocce di cioccolato senza late.

Ricordarsi di controllare i prodott sommerciali ¢
gl inggedient in base alle alire allergie tlimeg-
tanidel pariente in modo da evitare reazioni ad
altri allerpeni.

sredienti conteaent fite o proteine del Jae
primo ¢ secondo posto nedla lista degli ingre-
,denl. : :
Prodott colti fatti in casa condenent pi & 40 ml

Prodoti colt fath in casa di graodi dimensioni

mrmmﬂm{ﬂgmﬂmmﬂeésl-
curofche potrebberm noa essere completamente

cotti 3l interso.

Prodott af fomo che contenpona lais cotto con

~gocee di ciocootato al Latie.

Continaare 2 evitare prodotii a basz di Tatie che
o s0f0 completamenta cotli come Sreme il
|, prodoti congelat,  aroms contenents latte
che vengono agpmnti dopo |3 cottura del pro-
dotin.




Potrebbe essere tollerato anche il burro

All cases All patients Butter-reactive Butter-tolerant Heated milk-tolerant
Total subjects 68 6 38 24

Gender (male) 44 (64.7%) 4(66.7%) 75(65.8%) 15(62.5%]
Age [year] 39(21-7.2) 6:5(4.1-08) 41(21-12) 34 '{1 265)
History of immediate reaction 10 cow's milk 51 (75.0%) 5 (B3:3%) 28(73.7%) 18 ‘ﬁi’E.&]%}
History of anaphylaxis fo cow's milk 33 (48 .5%) 3 (50.0%) 19(50.0%) 11 (45.8%)
AD, current 43 (63.2%) 4(66.7%) 22:(57 9%) 17 (70.8%)
BA, current 27(32.4%) 3(50.0%) 13(34.2%) 6(25.0%)
AR, current 5(7.4%) 0(0.0%) 3(7.9%) 2(8.3%)
TotaHgE (IU/mb) T151264-1 517) 1,606 (1,027-4,170) 755 (248-1.479) 488 (209-1,305)
Milk-specific Ig& (kUA/L) 187193-361) 721 (249-100) 20812941 5) 78(41-198)

10 g.di burro-equivalgono a'2.9 ml di latte vaccino

Yanagida N et‘al. Butter Tolerance in Children-Allergic to Cow’s Milk. Allergy
Asthma Immunol Res. 2015;7:186-9.



Potrebbe essere tollerato anche il burro

Reacted Heatad milk Reacted : s . :
/ (n=6) = 0KC tri=6) — (n=6) — Butter-reactive — On strict milk avoidance
Butter OFC
n=63) / {F:E';g?d —» Butiertolerant — | Allow butter in requlardiet
Tolerated o g Heated milk
(n=62) OFC (n=62)
E:?E';i;ﬂd — Heated milk-tolerant — | Allowheated milk in regular diet

Yanagida N et‘al. Butter Tolerance in Children-Allergic to Cow’s Milk. Allergy
Asthma Immunol Res. 2015;7:186-9.



Approccio dietetico: di cosa parleremo

e Siamo sicuri della diaghosi?

e Come ci comportiamo.con la carne bovina?
e Un latte per ogni fenotipo di:APLV

* Cosa cambia se'le PLV sono cotte?
 Dobbiamo sempre integrare la dieta con Ca?
o [l [atte materno venduto su internet

e Cosa ci aspettiamo dalle nuove ricerche



Approccio dietetico: di cosa parleremo

e Siamo sicuri della diaghosi?

e Come ci comportiamo.con la carne bovina?
e Un latte per ogni fenotipo di:APLV

 Cosa cambia se‘le PLV sono cotte?

* Dobbiamo sempre integrare la dieta con Ca?
o [l [atte materno venduto su internet

e Cosa ci aspettiamo dalle nuove ricerche
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La banca del latte in Macedonio Melloni

Il latte donato viene pastorizzato con quello di altre donatrici e
utilizzato nelle Terapie Intensive Neonatali o distribuito
gratuitamente con ricetta medica

InrLombardia attualmente esiste*una*unica Banca del latte,
quella del PresidioiOspedaliero Macedonio Mellani.

Possono diventare donatrici tutte le mamme in buona salute e
che conducano un buon stile di vita. Non devono fumare, bere |
alcolici, utilizzare stupefacenti, prendere medicine particolari,
aver fatto a tatuaggi, messo piercing, fatto trasfusioninegli
ultimi sei mesi.

Prima didiventare donatrice, a mamma deve eseguire degli
esami del-sangue indispensabili per poter donare il latte. Il
latte-deve essere raccolto rispettando le norme igieniche di
base e'raccolto in contenitori adeguati:che verranno forniti
dalla Banca stessa, .insieme al tiralatte elettrico se richiesto
dalla mamma.l latte pud essere raccolto nello'stesso
contenitore per 24 ore, poi pero deve essere congelato. La
Banca del Latte si preoccupera del ritiro del latte congelato
attivando il ritiro a domicilio quando saranno stati stoccati
almeno 3-4 litri di latte congelato. Il latte donato viene
pastorizzato con quello di altre donatrici




Approccio dietetico: di cosa parleremo

e Siamo sicuri della diaghosi?

e Come ci comportiamo.con la carne bovina?
e Un latte per ogni fenotipo di:APLV

* Cosa cambia se'le PLV sono cotte?

* Dobbiamo sempre integrare la dieta con Ca?
o [l [atte materno venduto su internet

e Cosa ci aspettiamo dalle nuove ricerche






Dalla proteinomica
all’allergenomica applicata

| 'analisi, attraverso leindagini di spettrometria di-massa della
proteomica,-ha determinato il riconoscimento di molti allergenel
delle proteine alimentari.

Questi studi apppartengono ad una nuova scienza:
I'allergenomica

Determinante la futura mappatura degli epitopi proteici
riconosciuti dalle IgE

Sara-un percorso analogo a'quello della completa‘mappatura
del DNA

Facilitera | processi diagnostici, prognostici e terapeutici
Attenzione pero-al latte vaccino transgenico

Di Girolamo F et al. Proteomic applications in food allergy: food allergenomics. Curr
Opin Allergy Clin Immunol. 2015;15:259-66.



Le caseine In % e la
mappatura degli epitopi

as2-Cas y-Cas aél.Cas
k-Cas 10% 2% 40%
12% - | ‘

Lisson M et al. Mapping of Epitopes Occurring in Bovine asl1-Casein Variants by
Peptide Microarray Immunoassay. Methods Mol Biol. 2016;1352:279-96.



| l[atti idrolizzati
parziall possono
contenere una
guantita di proteine
intatte del LV che'e di
1000 -100.000 volte
di piu rispetto agli
idrolisatl spinti!

Kido J et al. Most cases of cow's milk allergy:are able to ingest a partially
hydrolyzed formula. Ann Allergy Asthma Immunol. 2015;115:330-331.e2.



Cosa drintende per
“formule 1poallergeniche”

 Se la formula deriva da proteine diverse dal LV deve essere testata
anche in p.vallergici alle proteine da cui'€ssa e derivata.

* Qualunque formula con peptidi residui puo. provocare reazione in b.
con CMA. |

e Le proteine “estensivamente idrolizzate” derivate dal latte vaccino
‘sono-quelle nelle quali la maggior parte dell’azoto si trova sotto
~forma di aminoacidi liberi e peptidi di p.m. < 1500 kDa, come le piu
| recenti formule basate:su aminoacidi che, sottoposte a estesi test
clinici, rispondono a critert di‘ipoallergenicita”.

AAP,.Pediatrics 2000;106:346-349"

S
American Academy §
ot Pediatrics




|dentificazione della Penicillina G nel latte vaccino

* [ metodi correnti peridentificare la Penicillina G
nel latte vaccino sono basati.su HPLC,
spettrometria di massa ed elettroforesi.

e Questi'metodi sono dispendiosi come tempi.e
richiedono personale addestrato.

e Conla nuova metodica, il limite di identificazione
e di 1.0 nmol/l, che & molto meno'di guello
richiesto'come MRL (Maximum Residue Levels)
nel regolamento dell’'UE(12.0 nmol/l).

Pennacchio A. et al. A novel fluorescence polarization assay for
determination of penicillin G in milk. Food Chem. 2016 Jan 1;190:381-5.



Raccomandazioni per alimento sostitutivo
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Ludman S, Shah N, Fox AT. Managing cows’ milk-allergy in children. BMJ.
2013 Sep 16;347:f5424.
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Dlagn05|s and assessment of food allergy in
children and 'young people in primary care
and community settings:

e Quali alimenti e’bevande eliminare;

 Come Interpretare le etichette;

o Alimenti alternativi‘per un-adeguato apporto calorico;
e La sicurezza e le limitazioni della dieta di eliminazione;
 l.a.durata della dieta di-eliminazione.

Walsh J et al. Diagnosis and assessment of.food allergy in children and
young people in primary care and community settings: NICE clinical
guideline. Br J Gen Pract. 2011;61:473-5.
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- eHF di caseina e SCORAD

‘5 Children, Wlth cows’ milk protem allergy (E:MPA) are at risk of msufﬁcuehﬂehg’“h and weight gain, ‘5 | P F
“and thé nutritional efficacy of hype-allergenic formulas should be carefully’assessed. In 2008, a 5 5 .»
trial assessed the |mpact of probiotic supplementatlon of an extensively hydrolysed casein-
based formula\,(eHCF) on acquisition of tolerance in 119 mi_ants with CMPA. First a-naIyS|s t)fothe
study results§howed thatfthe studied formula ailowed lmprevement of food- related symptoms

The scoring 0f atopic dermatitis (SCORAD) index was assessed at randomisation and after 6 -

2

o

P S50 months of feeding. A post Jhoc analysis was perfogn]ad HsingsWHO growth software;su;utplttpnal
o survey module BWHQ Anthro version 3.2.2). Al mfants whio were fed the study formula tolerated

it well. The SCORAD index S|gn|f|cantly improved from randomisation to 6 months of feeding

- ‘With'the study formula. Anthropermétric data indicated a S|gn|f|cantrh‘ib'r'dvement in the weight- \

g " for- -age, Fength -for-age and weight -for- Iength z scores, as well as in the restoration of normal
v . .BMI. The prob|ot|c supplemeﬂtatlon did not’show any impact or ythese parameters The present 5

(aqaﬂ;a Qowed that this eHCF was.icpr}ycFally telerated and S|gn|f|cangy npgroé/eel the SCORAD (5 P F

gndex and growth indices. 05 o opad 00 v N
. \altdna o, X alidng o~ waldng o,
T ol 6 & e P §8,
§ §
1 ] -_ L0 S ]
P S»7 «<S|PPSy %S | P S IPPSy
s Dupont C et al. Ansextenswely hydrolysed casetn based formula for infants vvrtjw cows

milk protein allergy: tolerance/hypo-allergenicity and grovvth catch-up. Br J Nutr 2015;
113:1102-12.
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C@y\lspmlll;( protelns cause aIIerggc 3ym|@toms in 2-3% of all infants. l:ncihese
individuals, the tolerogenic state“of.the.intestinal immune systém.is,broken, which can
lead to sensitization against antigens and eventually to allergic responses. Although a
true treatment for lood allergy IS not available, symptoms can be avoided byuprowdlnga
% the infants W|thohydrolyzed Jproteins. Hydrolyz:ed protelnsare proteins that are |
enzymatically degraded. They lack typical aIIergenlc IgE-blndlng epitopes but are also
P52 thought to play a’bér‘ﬁﬁeﬁt role in other mecha:rﬁs'n‘i’sllrfducmg hypoallergenic %ffé’cfs
dal This review discussés the mechanisms and evidenee for immunomodulating BaR
propertres of cow's milk hydrolysates'-Hydrolysates are found t@fstrengthen the
eplthellal bamer modulate T-cell dlflerenttatlon and decrease inflammation. Some
studies suggest a role for hydmlysates In manlpulatlng pathogen recogmtlon
regqpﬂsopssgsgnallng as underlying meehanism. Peptides frome lg/qupoky%ates have been
shawn,ta:bind to TLR2 and TLR4:and.iffluence cytokine prodtretion.irf'epithelial cells
and macrophages, Cutrent insight suggests that hydrolysates may actively participate
%, in modulating the’ |mmunéifesponses In subjec@s with cc?ws milk allergy and. fhose at %
= riskto developﬁ:ows milk allergy £ S, S

2

o

t:‘ BiJ

PS5’ %S | PP Ss” %S| PPSp %S | P PSp°
,.\-__fx\":"' ”,S‘ AR % 5 oaaV : GE‘ 3 -\-”s.\'
Kiewiet MB et al. Immunomodulatlng properties of protein hydrolysates for appllcatlon

in cow's milk allergy. Pediatr Allergy Immunol. 2015 May;26:206-17.
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Pescuma M. et al. Lactobacillus delbrueckii subsp. bulgaricus CRL 455r cle
allergenic peptides of B-lactoglobulin. Food Chem. 2015;170:407-14.
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Symptom-b

ased score

: Before ‘&balla'bge (39 Indusion (N:37) 1 month {(re37) P Valus
G lob al-scome
Mean+=SD (Cl 959%) o.4+6'1 (7.4 0 11.4) 1F0+52Z (11.3  14.7) <0LO0D01™
12052 (11.2 to 14.7) 2523 (2.7 o AF) ~0.0001*
Cryimg (96}, (Cl 9525)
=% hviday” 135 (2.5 o 24.5) 6409 (495 w0 BO.Z)
1.5 hiday 5.4 (00 to 1Z.7) 21.6 (8.4.f0 34.9)
2 hiidany 5.4 (0.0 1o 12.7) 10.8 (0.8 to 20.8)
2—F hiday 189 (6.3 m 31.5) 2iF0.0 to 79)
2—4 hiday 189 (6.3 to 1.5} oo
45 hiday 5.4 (00 to 12.7) 0.0
=5 hiday 324 (173 o 47 5) 0.0
Crying (9%}, (Cl 95%)
Crying =3 hiday A3 2 (2T 3 1o 59 ) 100.0 (100.0 to 1 OG0} <000 1+
Crying =3 hiday S6.7 (408 to F2.7) 0.0
Crying score$
Mean+SD, (Cl 95%%) F T2 T (3.0 v A.4) 0.5+08 (0.2 to O.8) =0.001§
Regurgitations score” "+
Mean+SD, (Cl 95%) 2.8+7 3 (1.6 to 3.1} 0.6+09 (0.4 to 0.9} < 0.0D01*
Stoolks (26), (C1 9596)"2 y
Type 11 (hardy 270 (127 to 41.3) 8.1 (0.0 to 16.9)
Type NIV (nommalh 540000 to 127} 54.1 (3B.0 to 7FO.1)
Type V (soft) 10.E (0.8 1o 20.8) 8.1 (0.0 to 16.9)
Type W (Mmushy} 2.4 (173 to 47 5) 27.0 {(12.7 t» 41.3)
Type Wil whatery) 243 (105 to IB.1) 27 40.0 to 79)
Stoals (26}, (C1 959%)
Momnal stools (types 11, W) 5.4 (00 to 12.7) S4.1 (FB0.to TO.1) <0.0001+
“Mon-normmal stnols (Eypes 1, 11, ¥, WI} 945 (B7 3 to 100} 45.9 (29.9%0 62.00
Mrticaria (3%}, [Cl 959}
Present 162 (4.2 o 28.1) 0.0 00143+
Absent BB (719 to 95.7F) 100.0. (1006, to. 100.0)
Eczema (36} (O 95%)
| Head; nedk,trurik " " )
Absent 51.4 (3527 to 67.5) FE.4 (65.1 0 91.6) 003487
Mild 189 (6.3 wm 31.5) 18.9 (6.3 to 31.5)
Moderate 189 (6.3 o 31.5) 27000 to T.O)
Severs 10.8 (0.8 to 20.8) 0.0
Aros, hands, legs, feet
Absent 54'8. {495 to B0 Z) B6.5 (75.5 to 97.5) 015579
mild 108 (0.8 o Z20.8) 135 (2.5 to 24.5)
Mod erate 125 (2.5 D 24.5)"
Severs 108 (0.8 to 20.8)
Respiratony symptoms (%), (O 9526} .
Mo 75.7 (61 9 to B9 5) B1.1 (8.5 tb 93.7) 05062
mild 189 (6.3 to 31.5) 125 (2.5 to 24.5)
Mod erate 5.4 (0.0 1o 177} S.4 (0.0 to 12.7)

Vandenplas Y et al. Paradice Study Group. An extensively hydrolysed rice protein-based
formula in the management of infants with cow’'s milk protein allergy: preliminary results

after 1 month. Arch Dis Child 2014:99:933-6.
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.. €CHF con LGG: migliora

QBJECTIVES . The aim was to estlmatethe cost- effec;tlveness of using an extenswely hydronzed casein
formula (eHCF}pIus the probiotic Lactobacnlus rhamniasus GG (eHCF + LGG Nutramigen LGG) compared to
an eHCF alone{Nutramigen) and an amlno acid formula (AAF; Neocate) as flrst line dietary management for

Cow's mlltpaﬂergy (CMA) in the US. METHODS: FUsgng a cohort study design, tha analysis,was based on the

casq records’ of 136 eHCF-fed, 59 eHCF FSLGG -fed, and 217 matched AAF-fed rnfants extracted from the

Truven Health MarketScan(®) Commercial Claims Database (a nationally representative database of the
commercially insured poputaﬂoh of the US). Clinical outcomestand health care resource use (with _\w2li@na
corresponding costs: at 2012 pnce,s) following first-line d|eta1‘y manager‘ﬁent with each formula, Were estlmatea
over 12 months from the start of feedlng Differences in infants’ outcomes and resource use betyyeen groups 7_;
were adjusted for any differences in'baseline covariates. RESULTS: Infar;ts were <6 months of age at =
presentation. Fifty-six pergent of eéHCF + LGG-fed infants were estimated-to have been successfullg ma;naged v
by 9 months comparedsg.o 38% of eHCF-fed infants and 35% %f AAF- fed infants (P<0.05 and P=0.

respectively). Infants in the AAF group used significantly more héalth care resources and prescribed drugs than

infantsiimthe. other two groups. The estimated-<est of managing a CMA infant overithefirst 12 months following

the start of feé?dlng was $3,577, $3,781 .;and $6, 255‘?or an eHCF + LGG-fed, eHCF-fed, an%l AAF-fed infant, P

Eespectlvely Parents’ costs accounted Lior up:to 10% o{ the total costs and the'remainder Was incurred by S
‘insurers. The analyses were robust to plausible changeés in all variables. CONCLUSION: Using real world
ewden@e pntglahdletary management WIIhSeH@Fpl' IEG@ appears to afford a mor% cost- eﬁgctwe use of health
care resources than initial dietary manag
alternativé Use within the system and reduces €bsts without |mpact|ng on the time neéded to manage the
allergy. vealiana o, \ealiana waltdna o

\J\ ¢ o A X0 “3
a X ;_:__ @ k_- :‘) 4

Ovcmmkova@ etal. Cost effectiveness of ﬁsmg an extenswely hydrolyzed casein 'jf_
formula plus the% pr‘otycgtloLactobacnlus rhamr%osysj(i\thompared to an extenslvely v
hydrolyzed formula alorie or an amino acid fornula as first-line dietary management for
cow’'s milk allergy in the US. Clinicoecon Outcomes Res. 2015 ;7:145-52.

-

ient W|th eHCF or AAF since it releases health Care resources for 3



~Tolleranzadi.una nuova AAF .

“f INTRODUCTION Amino acid Lbased formulas (AAFs) are reconﬁ”mended for anIdren with cow’s ”f
wt;nllk)adnleggy (CMA) failing to resnopd ;:o;ex:;eﬁswely hydrolysed fommlas (eHFEs). We evaluated 2SI PF
“the, effects of a new thickened AAFR. (TAAF; ‘Novalac®, United Pharmaceutleals France), o4 o

| containing a pectin- based thickener, and a reference AAF (RAAF; Neocate®, Nutricia,

o, Germany) on allergy symptoms and safety, through*‘blood bipchemistry analysis and Growtr .

METHODS: Infants aged <18 months with CMA. Symptoms falllng to respond to eHFs were “

randomised ima double- bllnd manner to receive’ TAAF-or RAAF for 3 months. Allinfants were 3

P S0 then fed TAAFf 3 addi gonal months. Paediatric \él E% urﬁed at1l,3and 6 montl%s glcgpq

e samples were co cted | atinclusion and 3 months: ﬁ SULF S: Results at 1 month were 2

previously described. The 75 infants with proven CMA &hd eHF intolerance tolerated their

aﬂbcated Jormula. At 3 months, the: dbmleant allergic symptom had dJSappeared in 76.2% of walian:

“infants W|fh TAAF and 51.5% Witb RAAF (p:O 026). SCORAD significantly. lmproved more with ;

u? TAAF than-with RAAF (-27.3 +2.3 vs'-20.8 +2.2, p=0.048). 92.9% of'infants had normal stools &

" /(soft of formed consistency) with' TAAF vs 75;8% with RAAF (p=0:051): More infants in TAAF

é oﬁp h§d better quality of mghftl&mé glé)eé {p=0.036) and low fredu%ﬁcy of?rrrltablhty signs ? P

f.)<0 Ob1) With both formulas, all bicchemical parameters were within‘ngrmal ranges. There o
were no dlfferences between the two groups in any. ofithe . Z-SCOres. CONCLUSIONS: The new

i TAAF was toler:ated by all mfants with CMA and |ﬁ*tolerance to eHFs. Anthropometﬂc and “-

¢ clinical data sh’owed that both formulas were sa,ﬁe :

L

o

L.I’I'

“d Bl113®

P S %S | PPSa x;mpcn %S | P PS5
P .\'-_H’ICF:I G.SL = \q’l . . G—SL = \H’- -

Dupont C et al. Safety of A New Amino Acid Formala In Infants Allergic to Cow's Milk And
Intolerant to Hydrolysates: A Randomized Trial. J Pediatr Gastroenterol Nutr. 2015 Apr 2.
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iz scelta del latte. sostitutivo
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e 'Q”uestlon 7. Sho@ld ins milk hydrélyse%i formulae i'”
be used an. patlents with CI\/IA’?
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™
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patlents “With CMA? o en .. R

Questlon 0. Should rlce hydrolysafe be used Ig

. patients Wlth CI\/IA’>F "3 S A
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Fiocchi A, Schunemann H. Diagnosis and Ratlonale forActlon against Cow’s |\/|I|k
Allergy. The WAO DRACMA guideline. WAO Journal 2010; S1 (April), 1-105.



Dracma-contempla

Diagnosi.-€ terapia delle’ APLV IgE
mediate

Non studia gli aspetti-di prevenzione

FiocchizA, Schunemann H. Diagnosis;and Rationale for Action against
Cow’'s Milk Allergy. The WAO DRACMA guideline. WAO Journal &
Pediatr Allergy Immunol 2010; S1 (April), 1-105.
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Conclusioni generall

 La dieta di eliminazione deve essere effettiva e
completa. Tale scelta devetener contoranche. della
frequente impossibilita di poter considerare, come
alternativa; la desensibilizzazione orale per PLV

« Non tutti i latti in formula sostitutivi sono presenti nei
mercati mondiall e quindi il problema della disponibilita
della-formula puo essere.cruciale.

¢ Dovrebbero essere evitati anche l'inalazione ed Il
contatto di PLV.

e Tutte le diete di eliminazione dovrebbero essere sicure
dal punto di vista nutrizionale:in particolare nel primo €
secondo semestre di vita.

e La compliance'verso la dieta-alternativa consigliata
deve essere monitorata



Strategia di ricerca

In‘base al criterio di selezione gerarchica, sono state ricercate in primis le sintesi di
evidenze, Linee Guida (LG) evidence-based e RevisioniSistematiche (RS). La
ricerca e stata poi completata,’secondo il principio di saturazione teoretica, con

gli Studi Primnari pubblicati successivamente a quelli inclusi nelle RS e comquelli
considerati rilevanti.

L’analisi e la valutazione delle Linee Guida € stata fatta in base ai sequenticriteri
minimi di-validitai:multidisciplinarietadel panel,’ricerca delle evidenze, grading
delle raccomandazioni. L’analisi delle Revisioni Sistematiche e stata fatta

utilizzando lo strumento-wvalidato. AMSTAR (Assessment'of Mtultiple Systematic
Reviews).

Per gliStudi Randomizzatisoeno:stati utilizzati i criteri di valutaziene per gli studi
d’intervento delle Users”Guide-to the Medical Literature,.campletati con I'analisi
per altri eventuali bias mediante lo strumento validato della Cochrane
Collaboration denominato “Assessment of Risk of Bias”.

Consensus SIP=SIPPS-SIAIP
Prevenzione delle Allergie Alimentari e respiratorie:
uno strumento per la pratica quotidiana



Ricerca delle Linee Guida

1.GIMBE (Gruppo Italianio di.Medicina Basata sulle Evidenze); Getting
evidence;

BD Linee Guida: NICE, SIGN, National Guideline Clearinghouse, CMA
Infobase, NZ Guideline Group, Prodigy, PNLG

2. PubMed UL B p B O P r_.',;,”'
Stringa di ricerca: “food hypersensitivity children”

Filters activated: Practice-Guideline, Guideline, published.in the last 5
years.

3. Societa scientifiche
SIAIP 200200 g
EAACI LWV O besifodd-a JOITeE ¢

AAP Vo S b S o )
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l-e. definiziont

Guideline 32: [....] Patients at risk for developing
FA are defined as those with a biological parent.or
sibling.with existing, or history-of, allergic rhinitis;
asthma, AD, or:FA.

NIAID-Sponsored Expert Panel. Guidelines.for the diagnosis and management of
food allergy in the United States. J Allergy Clin Immunol. 2010;126(6 Suppl):S1-58



Domanda

Nel bambino a termine e consigliabile l'inizio
del divezzamento tra ilquarto. ed il sesto
mesecompiuti di vita, perlasprevenzione
delle malattie allergiche?

Consensus SIP-SIPPS-SIAIP
Prevenzione delle Allergie Alimentari e respiratorie: uno strumento per la
pratica quotidiana



Linee guida per svezzamento
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Peanuts, nuts, seed%, milk, eggs,
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Effetto su wheezing

L’allattamento al seno esclusivo per 3-4 mesi.di
vita.€ associato alla riduzione di episodi di
wheezing derivante da infezioni-delle vie
aeree superiori-prima dei 4 anni:

Episodi di whe'ezing dopo i 6 anhipdri vita’e piu
probabile possano rappresentare sintomi dj
asma-allegico; tuttavia in questo caso |
risultati degli studi sull’ effetto protettivo
dell‘allattamento al seno“sono controversi.

Fleischer DM, et al. Primary prevention of allergic disease through nutritional
interventions. J Allergy Clin Immunol Pract. 2013;1:29-36.



Effetto sull’asma: i genotipi

£’ stato osservato che la prevalenza di
asmara 10 anni di vita efrisultata essere
ridotta solo in bambini allattati al seno
esclusivamente ‘per almeno 4.mesi
portatori-almeno di un allele minore dei
polimorfismi.FADS (desaturasi‘degli
acidi grassi).

Bambini:omozigoti per.l’allele maggiore
non hanno mostrata nessun effetto
benefico dell’allattamento al seno
esclusivo.

SNP: Single Nucleotide
Polymorghism

Standl M et al."GINIplus and LISAplus Study Group. FADS gene cluster
modulates the effect of breastfeeding on asthma. Results from the GINIplus and
LISAplus studies. Allergy 2012;67:83-90.



Introduzione troppo precoce fra 13 e
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Grimshaw KE et al. Introduction of complementary foods and the relationship to
food allergy. Pediatrics 2013;132:€1529-38.



Il disegno di studio

Randomizzati 640 lattanti con eczema grave, allergia
all'uovo, o entrambi

Consumo.o esclusione dell’arachide’fino a 60 mesi di eta.
| partecipanti, erano lattanti fra 4 e 11 mesi di eta

Assegnati a coorti separate sulla base della
sensibilizzazione pregressa valutata con SPT

L'esito-primario, che e stato valutato indipendentemente
in.ciascuna coorte,-e stato la verifica dell’allergia alle
arachidi.a'60-mesi

Du Toit G. et al; LEAP Study Team. Randomized trial of peanut consumption
In infants at risk for peanut allergy. N Engl J Med. 2015;372:803-13.



Learning Early about Peanut Aller

study

834 Participants were screened for LEAP

194 Were excluded
76 Had SPT >4 mm
118 Did not have severg
eczema

640 Underwent randomization

l

'

542 Were in the SPT-negative cohort

T

'

peanut avoidance!

270 Were assigned to

7'Had missing data 271 Consumgd
I on Gutcomes peanut ?roteln
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! reasons
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263 Were included 1 Had a positive 266 Were included

!

272 Were assigned to
peanut consumption

|

'

in the ITT analysis

18 Were excluded
owing to inade-
quate adherence
to treatment

-

baseline peanut

challenge, did not
‘consume peanut,

and was includéd
in the ITT analysis-,

245 Were included in
the per-protocol analysis

in the ITT analysis

'

98Were in the SPT-positive cohort

l

l

51'Weréassigned to
peanut avoidance

l

47 Were assignedto
peanut consumption’

|

'

41 Consumed
peanut protein

'

51 Were included
in the ITT analysis baseline peanut
challenge, did not

consume peanut,

11 Were excluded
owing to inade-
quate adherence
to treatment

 E—— T W
6 Had a positive -

and were included
)y V\_ras te:(c_ll..u:;-d in the ITT analysis
owing to inade-
quate adherence |~
to treatment

1

255 Were included in
‘the per-protocol analysis

1

50 Were included in
the per-protocol analysis

41 Were included
in the ITT analysis

2 Were excluded

owing to inade-

quate adherence
to treatment

'

39 Were includedin
the per-protocol analysis

Du Toit G. et al; LEAP Study Team. Randomized trial of peanut consumption in
infants at risk for peanut allergy. N Engl J Med. 2015;372:803-13.



C: i1 drop out del “consumption” considerati tutti allergici
e | drop out di "avoidance’ tutti non allergici-all’arachide

-\ lm«aﬁtﬁon-ﬁo—‘l}eat Analysis
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Du Toit G. et al; LEAP Study Team. Randomized trial of peanut consumption in
infants at risk for peanut allergy. N Engl J Med. 2015;372:803-13.



Non e detto...

| 'risultati sono riferiti non alla prevenzione dell’allergia
alimentare ma solo allasprevenzione dell’altergia alle
arachidi

Non possiamo estendere i risultati al lattante sano
Erano considerati solo alcuni fenotipi.allergici

Non sappiamo cosa puo.succedere se modifichiamo i tempi
di-assunzione dell’arachide.

Non sappiamo cosa:puo succedere modificando.le quantita
di arachide assunta o’la matrice (snack food con mais
soffiato e burro di arachide)

| risultati.dovranno essere confermati

Du Toit G. et al; LEAP Study Team. Randomized trial of peanut consumption
In infants at risk for peanut allergy. N Engl J Med. 2015;372:803-13.



