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Hippocrates

There are in fact two things, 

science and opinion!

the former begets knowledge,

the later ignorance. 

In Fielding Hudson Garrison, An Introduction to the History of Medicine (1929)
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http://www.brainyquote.com/quotes/quotes/h/hippocrate386786.html


Food Allergy 
Prevalence ? 

Trends

Risk factors

Preventive interventions
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Increase in the prevalence of food allergy 
- wrold

Koplin JJ, Mills ENC, Allen KJ. Epidemiology of food allergy and food induced anaphylaxis : is 
there really a Western word epidemic – Curr Opinion Allrgy Clin Immunol 2015; 15:409-416

The rise in the prevalence of allergic disease has occurred more rapidly 
than can be accounted for by population based changes in genetic 
sequence….

Yu W, Freedland DMB, Nadeau KC. Food Allergy: Immune mechanisms, diagnosis and 
immunotherapy. Nature Reviews Immunology. 2016; on line Oct 31. doi.10.1038./nri.2016.111

1997-2007 – self reported increase by 18%  ~5% in 2011, other study 8%, 

UK and wales: Food related anaphtylaxis 1998-2012 increased 137%, 

Australia 1997-2013 – food allergy fatalities increase by an average of 
9.7% per year. 

The apparent increase in food allergy prevalence over a short period 
suggest that environmental factors have a role in this etiology. 
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INFANT FEEDING GUIDLINES – some 
historical points. 
First guidelines were written by Samuel J Fomom (See Infant feeding in the 20th century: 
formula and Beikost – J Nutrition 2001;131:409S)- “…in mid 1960s the Committee finally gained 
nutritional prominence through its assistance to the FDA in defining nutritional requirements for 
infant formulas… Dr. Fomon was a nephrologist!

The final rule, published in FDA 1985, specified minimum concentrations of 29 nutrients and 
maximum concentrations of 9 of these nutrients. 

Only around mid 1990 we started to instruct mother what to feed, and in which order…what to 
eat and what to avoid

“In the early 1970s, most infant in the US were fed beikost by 6 wk of age…” 
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http://health.howstuffworks.com/diseases-conditions/allergies/food-allergy/peanut/how-many-people-die-each-year-from-
peanut-allergies.htm

Nov 15th 2016



What are the reasons for the ambiguity and 
uncertainty about the prevalence and trends in 
food allergy- Peanut allergy as an example
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DELAY INTRODUCTION OF PEANUT – National 
recommendations

1. Committee on Toxicity of chemicals in Food. Consumer Products and the environment 
(COT). Adverse reactions to food and food ingredients. London (United Kingdom): 
Committee on Toxicity of Chemicals in Food, Consumer Products and the Environment 
1998; 11:91-7.

2. American Academy of Pediatrics Committee on nutrition. Hypoallergenic infant formulas. 
Pediatrics 2000; 106:346-9.  

3. Greer FR, Sicherer SH, Burks AW. Effects of early nutritional interventions on the 
development of atopic disease in infants and children: the role of maternal dietary 
restriction, breastfeeding, timing of introduction of complementary foods, and hydrolyzed 
formulas. Pediatrics 2008; 121:183-91.

4. Prescott SL, Tang ML. The Australian Society of Clinical Immunology and Allergy position 
statement:  summary of allergy prevention in children. Med J Aust 2005;182:464-7. 
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Chemicals in Food, Consumer Products and 
the Environment 1998; 11:91-7. 
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Pediatrics 2000
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What happened to peanut allergy ?

Self reported peanut allergy has doubled among 
children 
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SPT and history (1989), 
SPT, OFC and history (1994)



More - Fading 
assumption 
Long time – Soy prevent milk allergy/eczema

Recent 

Hydrolyzed Extensive or partially – reduce the risk for allergy or 
eczema. 

Boyle RJ,et al. Hydrolsed formula and risk of allergic or

autoimmune disease: systematic review and meta-analysis. BMJ

2016:352:1974

Partially hydrolyzed milk formula – reduce 
risk of allergy/eczema (GINI) 

Von Berg A, Koletzko S, Grubl A et al. The effect of hydrolyzed cow's milk 
formula for allergy prevention in the first year of life: the German Infant 
Nutritional Intervention (GINI) study, a randomized double-blind trial. J Allergy 
Clin Immunology 2003; 111:533-40.

Von Berg A. Koletzko S, Filipiak-Pittroff B, et al. Certain  hydrolyzed formula 
reduce the incidence of atopic dermatitis but not that of asthma: three year 
results of the  German Infant Nutritional Intervention (GINI) study. J Allergy 
Clin Immunology 2007; 119:718-25.

Von Berg A, Filipiak-Pittroff B, Kramer U, et al. Preventive effect of hydrolyzed 
infant formula persist until 6 years long-term results from the German Infant 
Nutritional Intervention (GINI) study. J Allergy Clin Immunology 2008; 
121:1442-7

Von Berg A, Filipiak-Pittroff B, Kramer et al. Allergies in high-risk 
schoolchildren after early intervention with cow's milk protein hydrolysates: 
10-year results from the German Infant Nutritional Intervention (GINI) study. J 
Allergy Clin Immunology 2013; 131:1565-73. 

Chung CS, Yamini S, Trumbo PR. FDA's health claim review: Whey-

protein partially hydrolyzed infant formula and atopic dermatitis.

Pediatrics 2012; 130:e408-14.

Lowe AJ, Hosking CS, Bennett CM et al. Effect of a

partially hydrolyzed whey infant formula at weaning

on risk of allergic disease in high-risk children. J

Allergy Clin Immunology 2011;128:360-65, e4.
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Hippocrates

There are in fact two things, 

science and opinion!

the former begets knowledge,

the later (OPINION) ignorance. 

In Fielding Hudson Garrison, An Introduction to the History of Medicine (1929)
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http://www.brainyquote.com/quotes/quotes/h/hippocrate386786.html


Gideon Lack, MD
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J Allergy Clin Immunol
2008;122:984-9.



> 190104-19015-1031-14Age of exposure 
(days)

959160035316502Number of infants
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JACI 2010

13019 – newborns (2004-6)
66 – (0.5%) – IgE CMA
None of these with soy allergy
And a surprise !!!!
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% CMA66Allergic%13,019Total

98.565Jewish77.8%10,135Jewish

1.5%1Non 
Jewish

22.2%2.884Non 
Jewish

http://images.google.com/imgres?imgurl=http://ad3.co.il/_data/Pic/15-14_1.GIF&imgrefurl=http://ad3.co.il/Handy-Book.asp?auto%3D94%26MenuType%3D15%26c1%3D%D7%91%D7%A8%D7%99%D7%90%D7%95%D7%AA%26c2%3D%D7%91%D7%AA%D7%99 %D7%97%D7%95%D7%9C%D7%99%D7%9D&usg=__vIxJvrF2GjZVD2BCrjxDz9cAyjQ=&h=120&w=184&sz=5&hl=en&start=2&sig2=L4N8rS1uZ7a4nIsbB1H4EA&um=1&tbnid=z_d9bAGURpP0nM:&tbnh=67&tbnw=102&prev=/images?q%3D%D7%90%D7%A1%D7%A3%2B%D7%94%D7%A8%D7%95%D7%A4%D7%90%26hl%3Den%26rls%3Dcom.microsoft:mk:IE-SearchBox%26rlz%3D1I7PCTA_en%26sa%3DN%26um%3D1&ei=XNQgS5nrEImqmwOtqezeBw
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Percentage of milk or formula feeding in which infants 
received breast milk.

Grummer-Strawn et al. 
Pediatrics 2008;122:536

Similar Data from : 
Israel
Saud Arabia
Croatia
Japan
The Netherlands
UK 
And more….



Taken togegther
Less than 50% practice exclusive breast feeding through the first month

Hardly any case of IgE CMA allergy in the first month of life 
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Fish Allergy – The Singapore Story
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From observations
TO INTERVENTION STUDIES
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LEAP Study – Design NEJM Feb, 2015

834 participants were selected for LEAP 
study
194 Were Excluded

76 Had SPT > 4mm
118 Did NOT have severe enough
eczema

640 Underwent randomization

542 SPT Negative cohort 
270 peanut avoidance 
272 peanut consumption 

98 Were in the SPT positive 
51 – Peanut avoidance
47 – Peanut consumption  -

6 had a positive baseline 
challenge (12.7%!!)
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Primary Outcome.

Du Toit G et al. N Engl J Med 2015;372:803-813
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LEAP RESULTS



11/20/2016 ISRAELPEDIATRIC SOCEITY - NOV 2016                ALLERGYSITE@GMAIL.COM 33



11/20/2016 ISRAELPEDIATRIC SOCEITY - NOV 2016                ALLERGYSITE@GMAIL.COM 34



Primary Outcome of Allergy to One or More Foods and Secondary Outcomes of Allergy to 
Peanut and to Egg.

Perkin MR et al. N Engl J Med 2016;374:1733-1743

Standard 
Introduction 

Early Introduction p drop

ITT - All (1162) 42/595, 7.1% 32/567, 5.6% 0.32 430:1162,
37%PP (732) 7.3% 2.4% 0.01

ITT Peanut (1168) 15/597, 2.5% 7/571 (1.2%) 0.11

PP Peanut 5/525, 2.5% 0/310, 0 0.003

ITT Egg 32/596,   5.4% 21/569 3.3% 0.17

PP Egg 29/525, 5.5% 3/215 1.4% 0.009

ITT Milk 0.7% 0.5% 1

PP Milk 0.6% 0.2% 0.63

ITT Sesame 0.5% 0.5% 1

PP Sesame 0.6% 0 0.56

11/20/2016 ISRAELPEDIATRIC SOCEITY - NOV 2016                ALLERGYSITE@GMAIL.COM 35

Only 42% compliance   !!!
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Hen’s Egg The Most Common Food 
Allergen – Australia 
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EARLY INTRODUCTION OF EGG TO PREVENT EGG ALLERGY
PETITBEATSTEPHEAPEATSTARName

2016 (Lancet)2016 (JACI)2016 (JACI)2016 (JACI)2016(NEJM)2013 (JACI)Year Published(J)

2012-20142011-132010-142012-132009-122009-2011Year Born

JapanAustraliaAustraliaGermanyUKAustraliaCountry

Study Type

Prior egg consuSPT >2mmEczema, prev eggSPT >2mm, 
EsIgE>0.35kUA/L

Prev Egg, positive 
challenge

Exclusion

EczemaAtopic 1st degreeAtopic MotherNONE3m, Exc BFEczemaRisk/Participants

121(ITT)/319820(407/413)406 S, 130386No partici

25mg/125 d, Cooked350 mg/d400mg/d833mg/d (1st week), 

1650, 2500mg.

>1000mg/d900 mg/dEgg Q/Q

6-9, 9-123.8m4.5-6m4-6m3.44-8mAge start

79 (65.5%)13/332 (3.9)5% (Egg sIgE>0.35
kUA/L

23(5.7%)5.1%36% (Egg sIgE>0.35
kUA/L

Sensitized at 
screening

Local 14e in 11, 19 e 
in 9(Egg)

(14)8.5%+36/407),   19/413 P
25/407   6/413 c

3.9% +4%15/49 31% *,  3/37 Allergy at screening

11%     20%    10.8% vs  15.1%5.6% 2.6%45%   63%Egg  sensitization

8.3% vs 37.7%8   1326/371, 39/377*
7%  10.3% ns

2.1% 0.6%1.4% vs 5.5%33%, 51%Egg Allergy End

P=0012NSPp NEGATIVEFavor (PP)NSConclusion/
remarks

Embargo
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The most important factors are : Timing, Timing, and TIMING

FROM the LEAP study – (peanut NEJM 2015) 
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With regard to the introduction of mixed feeding there has 
been a significant trend since 1975 toward late introduction.

The proportion of infants given solid by 8 weeks of age has 
decreased : 49% in 1975, 24% in 1980, and 19% in 1990. 

It is simple ecological observation that this decrease to a 
third of what it was has coincident with up to a three-fold 
increase in allergy in children. 

This change has been compounded by a number of different 
bodies recommending delayed introductions of foods.
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Food allergy is mostly an 
iatrogenic disease ? 
The bright side of story : we can 

reverse the trend of the food 
allergy epidemic. 
Israel has contributed a great deal 

to the new trend in infant feeding.



GENETICS OF PEANUT ALLERGY: A TWIN 
STUDY
SICHERER ET AL. J ALLERGY CLIN IMMUNOL 2000;106:53-56

UPDATE ON RISK FACTOR FOR FOOD ALLERGY

LACK G. J ALLERGY CLIN IMMUNOL 2012;129:1187-1197
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Don’t trust the 
story and the test –
perform OFC when 
ever possible

Very few foods cause the vast majority 
of reactions !!

 Sesame
 Kiwi
 Buckwheat
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