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Introduction

» A large body of medical literature has
indicated that food sensitivity (food
specific IgG antibodies) is a frequent
cause of a wide range of physical and
mental conditions.

« The evidence strongly suggests that
identification and avoidance of reactive
foods can relieve a number of common
and difficult-to-treat medical problems.

* Yet the concept of food sensitivity remains

controversial.

IgG Antibody Testing — The Clinical Utility

The Role of Hidden Food Allergy/Intolerance
in Chronic Disease
by Alan R. Gaby, M.D.

Abstract

A large body of medical literature has indicated that hidden food allergy is a
frequent cause of a wide range of physical and mental conditions. Hidden allergles can
be “unmasked” by means of an elimination diet, followed by individual food challeng
Although the concept of hidden food allergy ial, the Y

(Al Med Rev 1998:3(2):90-100)

Introduction

Food allergy 1s well recognized in clinical medicine as a cause of scute attacks of asthma,
angiocdema and urticana, and as a contributing factor in some cases of eczema and rhinitis.
These types of allengic reactions are ¢ dered to be mediated by IgE antibodies, and usually
can be diagnosed by medical history and skin-prick or IgE-mdicallergosorbent (RAST) tests

Another type of food reaction, often referred to as “hidden™ or “masked” food allergy,
has been the subject of controversy for many years. Some practitioners have observed that
hidden food allergics are a common cause of (or triggening factor for) a wide range of physical
and emotional disorders. According to one estimate, as many as 60 percent of the population
suffers from undetected food allergies,’ A wide range of symptoms and disorders are reported to
have a significant allergy component, See Table 1. On the other hand, many conventional phy-

sicians doubt hidden food allergy is a common problem, and some cven deny altogether its
existence as a clinical entity

Skeptics cmphasize the fact that many of the conditions said to be related to allergy
fluctuate in seventy and have a significant psychological component. Consequently, it may be
difficult to distinguish between a truc food reaction and a conditioned (psychogenic) response
of a spontancous exacerbation of symptoms, It also has been pointed out that food-induced
symptoms should not be called allergics unless an immunc-mediated mechanism can be dem-
onstrated. While it is true many food reactions would be more appropriately lsbeled food intol-
erance, the term “allergy™ will be used in this article in reference to adverse reactions to foods,

Proponents of the food allergy-discase connection argue that hidden food allergics arc
often overlooked because they are difficult to identify. Unlike the more obvious immediate-
hypersensitivity rcaction that can trigger acute asthma or anaphylaxis, a hidden food reaction
frequently can be delayed by many hours or even several days.

Al R Gaby, ML) - Profewson. Bastyr Uswernty: Pass-prosident, Americas Holistic Medical Associstion; Comsribating Medical Edes
Townaend Letter for Dostors and Putients. Convibating Editor, Alersstive Medcine Roview
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allergy/intolerance in chronic disease. Altern
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The controversies

« That these measurements are a normal response that simply reflect the diet of an individual.

« That such measurements cannot diagnose food intolerance.

« That the measurement of such antibodies has no role to play in the diagnosis & management

of food allergy.
It is often widely reported that food specific IgG antibody testing ‘lacks sufficient validation or

backed by research and is therefore not evidence-based medicine’.
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A normal iImmune response
that simply reflect the diet of an
iIndividual?
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THE INNER TUBE OF LiTE

H Macdonald TT, Montel G.| ity,
¢ The QUt Immune syStem has the inflaarlfmzrt}in, and alcl)gr;ye%n;e gL:?néL(];?;.ri/ce.
REVIEW 2005;307(5717):1920-1925.
Cha”enge Of respondlng to doi:10.112(6/scie)nce.1106442

. .. . Immunity, Inflammation, and Allergy in the Gut
pathogens while remaining relatively

unresponsive to food antigens and
the commensal microflora.

* In the developed world, this ability
appears to be breaking down, with
chronic inflammatory diseases of the
gut commonplace in the apparent
absence of overt infections.

CD4 cells

275 ""“-‘ - Regulatory Lamina propria
- : T cells
i i

920 25 MARCH 2005 VOL 307 ICIENCE  wwwackescomagorg
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What does the presence of IgG antibodies mean?
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« Whilst it is a normal physiological

——

phenomenon to produce IgG antibodies to _T
foods, we have to remember that the Rally fomd my -

precious Antigen

presence of such antibodies in the serum
constitutes an immunological defence
reaction against the food.

* Tolerance is the normal state and it is not
a normal reaction to develop high levels of
antibodies to foods that are consumed

regularly.
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Contemes Toih masbable o1 st

. . s FIN Autoimmunity Reviews Coucke F. Food intol in patients with
* The prevalence of migraine, irritable bowel . e mE':er; aut;znr;ﬂi;:%%%;:%ﬁs;%%y_
utoimmun Rev. 5 5 P -
zir;dt:g;ecz?::i;]ijloaurzlryr]iar:(c):iat)sci)'\':vgel dlseases ::;imolcram in patients with manifest autoimmunity. Observational ﬂ dom0'1016/j'aUtrev'2018'05'011
. study

» Etiological studies suggest that these
diseases may be related to adverse food
reactions (food sensitivity).

* Numerous studies have found that the
levels of food-specific IgG’s in serum are
significantly higher in individuals with food

sensitivity.

* 1gG-mediated immunologic responses may
play an important role in the pathogenesis
of adverse food reactions.

e, assibiosin, pemarsatins, Hphancds, and the
e o e oot o madify the Mwsime
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-”"”'i""’-" oY) Karakula-Juchnowicz H, Gatecka M, Rog J, et
al. The Food-Specific Serum IgG Reactivity in

The Food-Specific Serum IgG Reactivity in Major Major Depressive Disorder Patients, Irritable

Depressive Disorder Patients, Irritable Bowel
Syndrome Patients and Healthy Controls

Bowel Syndrome Patients and Healthy
Controls. Nutrients. 2018;10(5):548.

6 Published 2018 Apr 28.
doi:10.3390/nu10050548

* Figure shows specific traits of
distribution of averaged results 3
across all three groups.

» Detailed analysis of the distribution
of total IgG values suggests a
dissimilarity in immune responses
between participants from the
examined groups.

number of observations

3 5 7 9 11 13 15 17 19 21 23 26

mean concentration of IgG antibodies (pg/ml)

N 3018, 1 S48, 10000 s 1SS v e e sl metrivets
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That such measurements cannot
diagnose food intolerance?

Classification & Terminology
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Terminology
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IgG-Mediated Food Reactions / Food Specific IgG Antibodies also called:

» IgG-Mediated Food Hypersensitivity * Food Hypersensitivity

* lgG-Mediated Allergy * Food IgG Antibody

* lgG Food Sensitivity * Food Sensitivity Reactions

* lgG-Mediated Reactions + Chronic Food Sensitivity

* lgG-Mediated Food Reactions » Chronic IlgG-Mediated Reactions
* IgG Food Intolerance * Type lll Allergy

» IgG-Mediated Food Intolerance * Type lll Hypersensitivity

» 1gG-Dependent Hypersensitivity » Specific IgG Antibody Testing

* Food Intolerance * Non-Immediate (Delayed) IgG Responses
* Food Sensitivity * Delayed Reactions

* Food-Specific IgG Antibody Testing » Classic Food Intolerance

Informing decisions
Improving health
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Standard Classification

ADVERSE REACTION TO FOOD

|
I | I
‘ IMMUNE MEDIATED \ ‘ NON IMMUNE MEDIATED \

| | |
Non-IgE Enzyme Deficiency
(Lactose, Histamine)

Non-IgE-

IgE .
9 Mediated Pseudo-
Type | .
ATt Allergy Allergy Pharmacological Effect
£y (Biogenic amines)
, , food protein- food additives, Chemical Effect
Classic allergic induced Drugs
CEEE enteropathy Salicylates
J J J J
Food Allergy Food Intolerance
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Ovstmrsy Wkl Ay Onpusdbation Arwrndd (3035 417

006 141 AW 13-01 5084 World Allergy

Organization joumal
° The use Of “intolerance” in Iay med|a |S Dreborg S. Debates in allergy medicine: food
. Debates in a"ergy radiclive: G W o intolerance does not exist. World Allergy
. (0] J. 2015;8:37. Published 2015 Dec 14.
often confusmg. intolerance does not exist rgandoi:1o.1 186/84011;35-0?5-0088—68(3
« As an example, Wikipedia, Table 3 Medical/biological intolerance according to

Wikinedia [121°

Medical/biological intolerance. — —
Intolerance, or hypersensitivity, includes but is not limited to allergy
e The introduction. “Intolerance. or - Cold intolerance « Multiple chemical sensitivity
e " ] « Drug intolerance = Orthostatic intolerance (7)
hypersenSItIVIty, includes but is not - Exercise intolerance - Perfume intolerance
i ”» ; ; « Fructose malabsorption - Salicylate intolerance, also
Ilmlted to a”ergy 1S hlghly COﬂfUSIﬂg. - Heat intolerance known as aspirin intolerance
. . - Hereditary fructose intolerance - SUCrose intolerance
« Several of the intolerances mentioned « Lactose intolerance - Food intolerance
; ; ; ; « Lysinuric protein intolerance - Gluten sensitivit
have immune mechanisms i.e. Salicylate — Ty TR TR

intolerance is a form of pseudo-allergy. e

@ diergm monwrcltum (1] betoknna &% Isdersnce doss not exi
ek exist. The nusmoreletire sgmarment s based s mechs
nkma. Fypersenskhey s dther sonimmundogid o im
mumalogesl. Le alergy. Alargy cn be ather lgtcondiuted
o due w0 other reechunisn, The WA docamer. does not
o (o Aol ad baves ot whdvidn of nomalerpe
Iypersenitivky. The sumercitom agwsd upmn weans

—_—— o —

o —
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Uzzaman A, Cho SH. Chapter 28:
Classification of hypersensitivity reactions.

Allergy Agthma Proc. 2012;33 Suppl 1:96-99.
TYPE | - IgE TYPE Il - 1gG/IgM TYPE Il - IgG doi:10.2500/aap.2012.33.3561

Immediate type Ila Cytotoxic Immune complex Cellular reactions
allergy Ilb Antibody-mediated mediated IVa —IVd
Mast Cell activation

pﬁéhg immune complex

complement

cytotoxins,
inflammatory mediators
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Standard Classification

ADVERSE REACTION TO FOOD

I |
|
‘ IMMUNE MEDIATED \ ‘ NON IMMUNE MEDIATED \

| |
|
)
IgE Non-IgE- Non-IgE IgG Enzyme Deficiency
Mediated .
Type | Pseudo- Type lll I:’(hLactose,I H|§taImE|:fe)
Allergy Allergy Allergy Allergy ar.maco.oglca. ect
(Biogenic amines)
S aela fociJgdpl)JrCoézin- food additives, Sensitivity Chemical Effect
reaction enteropathy Drugs Intolerance
J J J J J
Food Allergy Food Intolerance

COMMON TERMINOLOGY
Informing decisions
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Have no role to play in the
diagnosis & management of

food allergy?

IgG vs IgG4
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Antibody Classification

IgA

5-15

<1

Scarce

. Heavy chain domain ‘ J chain
. Light chain domain © Secretory component

e S

Found in gut, respiratory tract, urogenital tract, saliva,
tears and breast milk. First line immune defense

system against invading pathogens

Antigen receptor on B cells that haven't been exposed
to antigens. Can produce immune response via mast
cells and basophils

Binds antigens and triggers histamine response from
mast cells and basophils. A role in immunity to
parasites but is more commonly associated with type |
immediate hypersensitivity.

70-85

The most abundant antibody in normal human serum.
The major antibody of the secondary immune response
and has the longest half-life (20-24 days). Can cross
placenta to give passive immunity.

Predominant antibody in the primary immune
response. Used in early stages of B cell immunity
before there is sufficient IgG.

17 | 1gG Antibody Testing — The Clinical Utility
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lgG Subclass Properties

PROPERTY Cigo1 | ige2 [ 1963 oo |
Relative abundance % 60% 32% 4% 4%
Neutralisation ++ ++ ++ ++
Activation of complement pathway ++ + +++
Opsonisation +++ + ++
Binding to macrophages ++ + +++ ++
Binding to neutrophils + +
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* 1gG1 and IgG3 have strong pro-inflammatory properties
* 1gG4 has protective, anti-inflammatory properties

+ 1gG4 deficiency seen in 10 to 15% of healthy patients

Informing decisions

18 | 1gG Antibody Testing — The Clinical Utility Improving health



19

lgG4 Function

* Acts as a ‘blocking agent’ against the actions of
IgE.

» 1gG4 acts to prevent acute allergic reactions
(Type | allergy) from occurring.

* No complement activation and no opsonising
capacities.

* No involvement with Type Il (IgG-mediated) food
sensitivity.

* Invalid measurement, to detect ‘delayed-onset’
food sensitivity reactions.

IgG Antibody Testing — The Clinical Utility
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lgG4 as a Diagnostic Tool

» Testing of IgG4 to foods is considered
irrelevant for the laboratory work-up of
food allergy or intolerance.

» Testing for IgG4 against foods is not
recommended as a diagnostic tool.

* However recent studies have shown that
the measurement of IgG4 is of significant
value in determining the likelihood of
children developing peanut allergy.

20 | IgG Antibody Testing — The Clinical Utility
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Testing for 1gG4 against foods is not recommended as a diagnostic

tool: EAACI Task Force Report*

Serologcal tess for immsnoghbubim G4 (1G4) againk fomds ure perssiently
pevemaiad for the dia o fosdinduced hyperen
patients believe that mplow are relied Lo food e
dhagrontic confirmation of & catvel relatioeabin lets foe Feod-apesilic I§GS
represent 4 growing market. Testiesg e hloodd lG4 2 gainet dillersmt fonnbs is
perfonned with largescue sreening foc busdreds of food items by enryme-

children, sdolewents md alults. Tawever, many wrum smples show podtive
corresponding clinical symptoms. These fldin it
e

i fo diergy, do st peovide
Foo: J—\(t\ﬂ I.(,l who LI lt atmibesied with an o l‘
senwiivity. I contrae W the disputed helicfs, IgGé oy
the orgmien has boen repeasedly exposed 10 fond compomea s, recogni 2ol »
foeckgn peokeita by the immune sytem. I gresence shoald not be cousdersd 54
8 factor which indoves hypeoenstvity, tut talbe e o indiator for immea«

Toudospeciic 1504 oes not indicete (mmminen () food alicrgy o
raiber & physiolopeal roxpone of the smmine system afler oxpossion 10 fvod
componenta. Therefore, tosting of 1504 0 foods is comadered as wrelevant o
the laboratony work 2 of food allergy or siolerame 3od dosld sl be per-
Formed in case of food-ndated complaints

limked benl wsay-type and peassiy in young | 5
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pamal reponses (@ an ingesied foxl that
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Food ativry ' 4 immusclogc Tesctios that involes
i particudur the immusoglobulin E (16E ) mochanism, of
which asaphylaxis is the Cmic example.

Fond mtdevance, Wowever, is & garersl teon, des
critig am wbnormal  phywologic  fopome ® an
imgestad food ce food abditive. Dhiagnoss of food
allergy aims Lo estabbsh o reliable link between the
clinical hisory of an advene reaction o food &
reported by the panost and the immunokigical busis of
this raction. In food alleryy, a5 accurie disgioss it
extremely mportant, = paricule to preven! patients
from umecessary and even posercially healts thresiens
iog St

Masurement of food-spocdns IgF antdadics by w virro
asays or Akin esling are the routing procedures (o
disgnms fnl alkryy. Thee duposic Eils, bowever,
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they o mot ctablinh The diagnosis of faod allergy. Tho
final ool of the clinical relevance of (he reported Bigory
and the detected foodepesitic TeE is menty peovidod by &
positive contrlled food chalienge (1)
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Stapel SO, Asero R, Ballmer-Weber BK, et al.
Testing for IgG4 against foods is not

recommended as a diagnostic tool: EAACI
Task Force Report. Allergy. 2008;63(7):793-
796. doi:10.1111/j.1398-9995.2008.01705.x
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lgG4 & Peanut Allergy

« Among infants with high-risk atopic
disease, sustained peanut consumption
beginning in the first 11 months of life,
as compared with peanut avoidance,
resulted in a 86% reduction in peanut

allergy at 60 months of age.

IgG Antibody Testing — The Clinical Utility

The NEW ENGLAND
JOURNAL of MEDICINE

ATARLERWED 1% 1833 VEBRUARY 20, 2015 voL 372 o, %

Randomized Trial of Peanut Consumption
in Infants at Risk for Peanut Allergy

George Du Telt, M.B; B.CH., Graham Rubedts, D.M. Peter H. Sayte, MO, Ph.D, Heney T B2k MEH

ABSTRACT

mescaouns
The peevatence of peanut alleryy among children in Westers countries has dosbled o
in the past 10 years, and peamt allergy is becoming spparent in Aftica and Asis. D
Wi evaluared strategies of peamt consemption 30d aveulince to determise wh i
SrAteyy s Most eSTevtive it peevanting (e ovelopmment of peanet llergy s intasts

at hiyh risk foe the alleryy e
weTeoos

We rasdonsly assizned (40 imfants with severe ecxemy, ez allengy, oe both tocomasme
o avokd pesmits ent 60 moeshs of age. Participants, who were at least 4 months but »
Funger taan 11 months of e 3t Endomizaton, were dssgned 1 sepaTIre Sudy
cohons oo the busis of preeiatiog sensitivity 10 peanst extract, which was dewer 1,
mined with the ese of 3 skin-prick test — one cous'sting of particpants with po
meansrable wheat afier testing and the cther consisting of hose with 1 whea! mes
wetie 1 %0 4 mum in diameter. The primary outcome, which wis assessed indepes-
dently Jn cuch cobor, was the propornion of PArUCipants with peauut allergy at s
&0 mantss of age.

s

Amony the 510 bnfants b the msention-to-treat poslation wha Initia'ly had segs -2
tive resabes 00 the skio- prick test, the prevalonce of peanut allryy 4 60 months of wesmmanies Ssdge #L. Lo
agewss 13.7% in the arordance group and 1.9 i the consumption group (R0.001). T, Ustedt tagdien
Among the 98 partxipants in the luteutiosstodrest population who faitally had
ponitire test resshtx, the prevalence of peanut a'leryy was 35.V% o the voidance
woup and 10.60% in the coesumpton growp (P=0004). There was no dpnificast W
Derween-group differeice e the incdence of setiais Jdnmie ts. INGTEes 10 s e

Tevels of peinsiaspecific (0 ancbady ocourred pralociimantly i e comssntion

JI0up, 3 presser percentage of particpants i the aveidasce group had elevated titess TV IS0 wn psbisted on feeriaey 71
of peanutapectfic Ik anibody. A largerwhea! ou the skin-peick test and a lower ratio. 4% %N
of peanuy specific lgGaly E were amocisted with peaet aleryy. .

COmCLsONs
‘e early inrodoction of peanuts aignificanty decreased the frguancy of the devek
openest of peanu allergy smong chikdren ¢ high risk for this alergy and modulaeed
immune sespooses to peanars. (Fuadad by the Natioua! tastieste of Aleryy and Infos
tious Liseases and athers: Climical Trials gor number, NCTO0229754 )

ONGLI M e MUMSOS PR o o 0h
The New Enginad Sournal of Medcime
March 12, 15, Foe par Mo cthat
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Du Toit G, Roberts G, Sayre PH, et al.
Randomized trial of peanut consumption in
infants at risk for peanut allergy [published

correction appears in N Engl J Med. 2016 Jul
28;375(4):398]. N Engl J Med.
2015;372(9):803-813.
doi:10.1056/NEJMoa1414850
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lgG4 & Peanut Allergy

* In the avoidance group, unless
peanut-specific IgE levels were very
high, elevated IgG4 levels were
associated with the absence of an
allergic reaction to peanuts.

» These observations indicate that IgG4
is associated with a protective role
against the development of allergy.

22 | IgG Antibody Testing — The Clinical Utility

Peanut-Specific IgG
(ug/liter, logyq)
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Randomized Trial of Peanut Consumption
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Randomized trial of peanut consumption in
infants at risk for peanut allergy [published

correction appears in N Engl J Med. 2016 Jul
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statements?

Informing decisions
Improving health




Balanced Medical Reviews?

* A new review aims to help physicians
diagnose and manage food allergies in
children and adults. The article,
published in CMAJ (Canadian Medical
Association Journal 2016) looks at
recent evidence from guidelines,
randomized controlled trials and other
research.

+ "Food-specific [IgG] testing is being
increasingly used to identify food
"sensitivities," they state. "This testing
has not been validated nor supported
by research."

IgG Antibody Testing — The Clinical Utility

"There is no validity": Unproven blood tests for food
sensitivity widely offered in Canada

f v = ¢ in

More than 2 dozen health groups have warned about misuse, misinterpretation of
1gG tests for food Intolerance

Charlsie Agro, Tyana Grundig - CBC News - Posted: Nov 02, 2018 4:00 AM ET | Last Updated: November 2, 2018

Two of Canada's biggest labs, Dynacare and Lifelabs, promote and offer samething known as IgG food tests at

thelr las, marketed as a way o test for food sensitvities. (John Lesavages/CBC)

Abrams EM, Sicherer SH. Diagnosis and
management of food allergy. CMAJ.
2016;188(15):1087-1093.
doi:10.1503/cmaj. 160124
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Balanced Medical Reviews?

In this review, we focus on
immunoglobulin E (IgE)-mediated food
allergy and address key issues in its
diagnosis and management.

The Canadian Society of Allergy and
Clinical Immunology had previously
released a position statement
discouraging the use of IgG testing to
identify an adverse food reaction,
echoing a similar sentiment
expressed by the American Academy
of Allergy, Asthma and Immunology

IgG Antibody Testing — The Clinical Utility

omAl REVIEW

Diagnosis and management of food allergy

Elissa M. Abrams MO, Scott M. Sicherer MD

fect What is food allergy and how
| does it present?

© 08 b . o b et CMAL Octcber 10, 2006, 168(15) Y087

& Health & Nutrition

Abrams EM, Sicherer SH. Diagnosis and
management of food allergy. CMAJ.

2016;188(15):1087-1093.
doi:10.1503/cmaj.160124
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Balanced Medical Reviews?

4.2.2.9. Nonstandardized and unproven procedures.
Guideline 12: The EP recommends not using any of the

following nonstandardized tests for the routine evaluation of

IgE-mediated FA:

Basophil histamine release/activation'**:'%

Lymphocyte stimulation'#*-'#!
Facial thermography 142

[
°
®
B B 1)
e Gastric juice analysis
®
°
@

Endoscopic allergen provocation'*+'4¢

Hair analysis
Applied kinesiology

Allergen-specific 1gGy

LleLU/\;\.::J ..u-)au.yb
Electrodermal test (Vega)
Mediator release assay (LEAP diet)

26 | IgG Antibody Testing — The Clinical Utility
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Allergy in the United States: Report of t‘;mo NIAID-Sponsored

Expert Panel

Youd wlergy Iy o duportact prtiic bowth peoblem thut sffects
Mo ard adolis ard may by ncresedng 0 poes sence.
Dhespite (e rick of sasere alerie renesinm ol evom desth,

i, The dlagneia aed mansagement of fad allorgy ahe
way vary Irom one clinical practice etting o waother. Firaly,
ecnne pacients frvquestly confise soallergsc fod romtion,
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lacks sufficient validation or
backed by research and is

therefore not evidence-based
medicine’?
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General IgG-mediated reactions
Irritable Bowel Syndrome (IBS)
Migraine

Inflammation, obesity & arthritis
Asthma / respiratory diseases

IBD: Crohn’s disease, Ulcerative Colitis

Neurological
* Schizophrenia
* Depression

e Autism
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Dietary advice based on
food-specific IgG results

Geoffrey Hardman
Cantre for Health Econonsics, Umversity of York, Hedington, York, UK, and
Gillian Hart
YorkTest Laboratones Ltd, York Saence Park, York, UK
Abstract
Purpose - To provide evidence St clmination didt based - foodspeciSic 156 tet resats is
ective, ehatle and valid el 1 the saigent of d medical condacns.

s - A padtal survey, by Alkrgy UK, was carried ou
with 3,285 subjects nparting 3 wide rnge of chromic medical conditions, who had tokes 2 food
specifc gl enrymolnked immuncocknt 2ssay blood test. Questnnuines, fsual three mont
after the reslts, were imalysed fo vestigate the efiect of efimimting the foods nknﬂul by the test.
T cherk for rense bins, o seperate o of ptients who had not responded were intarviewed by

telephene. The analysis and reporting of the data was camed oot at the University 1 York.

Findings - Of paticras who rigurously ollewed the daet 758 per oot had 1 noticeabile impeovement
i the condation, OF gaticnts who benefand Suen follow g the recommadations 68.2 per cent (et
the besefit within thire weeks. Those who reporied. moee than ane madinn were mare likely to
report acticesble mprovement, 815 per cent of those that dided nigorousdy and reported thre or
mere comorbidites showed noticeable improversant in ther madtioe. For thase who dicted
rigarcusly sl repored bigh bancfit 923 per aent poticed 2 returm of syEplons @ reing adaten o
the ofmdng b,

Ovigimlityfvalue - These data provide evidence for the use of dinisation diet basad an oo
Pisc l!x llkudld results as an aid t management of the synptoms of & range of chronic
verdicad condit
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Paper type Resaurch paper

Introduction
A role for food-specific IgG antbodies in the undertying mechanism of food mitokerano:
(non-IgE mediated food allergy) has been as has the measurement of food-
specific antibodies as a strategy for identifying fonds to which a patient may be
wenstive (Marinkovich, 196, It is proposed that the presence of food specific IgG
mdicstes x potentinl sensitivity to that particular food and thut the patient may achieve
benefit by diminating the food(s) from ther diet. Recent study showed a amsistent
mcresse in IgGy antibody titres acuss the three Irntable Bowel Syndroae (IBS)
subgrups cxnpared (o controks for wheat, beef, park, kamb, and soya bean (Zar ef al,
2005), and a chniclly sigrificant inprovament in symptoms has been cbserved in 1BS
patients diminating foods identified by sach a method (Atkinson f al, 2004) However,
the exact role of IgG antibodies as mark f food intol in general is not dear,
IgG antibodies to food antigens are often present in healthy ndividuals and are
generally considersd to be part of the normal immune response o food allergens
(Barnes, 19465).

Food intolerince has been associvted with a myriad of chroee symptoms including
headaches Revs ef al, 2005, intestinal and skin symptoms (Sampsoa and McCaskill,
1965), behavioural changes and respiratory dnrﬁl\n- (Pelikan, 1088). Currently, the

;;:v:fmm--lw best axcepted method for diagresing and ¢ food intok i enpirical, by
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dlimination diet and subsequent challenge (Radeliffe, 2002 Using this method patints
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IBS: A Role For IgG

Irritable bowel syndrome (IBS) is one of
the most common Gl disorders, having a
prevalence of 12%-30%.

Most patients with IBS attribute their
symptoms to adverse food reactions.

Review of publications (1966 to 2015)
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Food allergy in irritable bowel syndrome: The case of non-celiac

wheat sensitivity
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Mansueto P, D'Alcamo A, Seidita A,
Carroccio A. Food allergy in irritable bowel
syndrome: The case of non-celiac wheat

sensitivity. World J Gastroenterol.
2015;21(23):7089-7109.
doi:10.3748/wjg.v21.i23.7089
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IBS: A Role For IgG

Reported that:

Serum IgG levels are higher in patients with
IBS related to an inflamed or “leaky” gut.

Selective gut permeability to food allergens.

The increase of food-specific IgG could be
a specific reaction, rather than a non-

specific response to increased gut mucosal
permeability.

Pending further scientific evidence the
concept of food sensitivity should be
included as a possible cause of IBS, and a
dietary approach may have a place in the
routine clinical management of IBS
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Irritable Bowel Syndrome -ACG Guidelines

We recommend a limited trial of a low

fermentable oligosaccharides,

disaccharides, monosaccharides, polyols
(FODMAP) diet in patients with IBS to

improve global symptoms.

Multiple tests are marketed to diagnose
food sensitivities; however, none have
been validated, and most have not been
subjected to rigorous, blinded trials.

Serum IgG panels have not been validated
and cannot be recommended at present.

IgG Antibody Testing — The Clinical Utility

CUNICALGUIDELINES o

ACG Clinical Guideline: Management of Irritable
Bowel Syndrome
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Lacy BE, Pimentel M, Brenner DM, et al. ACG
Clinical Guideline: Management of Irritable

Bowel Syndrome. Am J Gastroenterol.
2021;116(1):17-44.
doi:10.14309/ajg.0000000000001036
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Food Specific IgG Vs FODMAP

* The aim of the study was to compare the
effectiveness of three different diet plans
in treating patients with mixed IBS:

* G1-FM-low-FODMAP diet
* G2-IP-lgG-based elimination-rotation-diet

+ G3-K - Control group, classic diet
recommended by an attending
gastroenterologist

« Significant differences in reduction of IBS
symptoms were found between groups

33 | 1gG Antibody Testing — The Clinical Utility

Seirsad of ’
Clinicel Medicime MDPI

Igg Food Antibody Guided Elimination-Rotation Diet Was
More Effective than FODMAP Diet and Control Diet in the
Treatment of Women with Mixed IBS—Results from an Open
Label Study
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Ostrowska L, Wasiluk D, Lieners CFJ,
Gatecka M, Bartnicka A, Tveiten D. Igg Food
Antibody Guided Elimination-Rotation Diet
Was More Effective than FODMAP Diet and

Control Diet in the Treatment of Women with

Mixed IBS-Results from an Open Label
Study. J Clin Med. 2021;10(19):4317.
Published 2021 Sep 23.
doi:10.3390/jcm10194317
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Food Specific IgG Vs FODMAP

« All IBS symptoms as well as

comorbid symptoms like headache,
skin conditions, constant
tiredness/weakness significantly
improved or disappeared completely
in the G2-IP group (p<0.008).

* While in G1-FM group only some IBS

symptoms like bloating, gastric
fullness significantly improved.

* In group G3-K no significant

improvement was seen.

e Conclusion: The most effective diet

in the treatment of patients with
mixed IBS was the elimination-
rotation diet based on IgG-dependent
food hypersensitivity test.

IgG Antibody Testing — The Clinical Utility
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recommendations.

* Only the IgG elimination-rotation diet could
demonstrate significant improvements in
all of the monitored IBS-M symptoms as
well as extra-intestinal symptoms.

* One possible strategy could be to start
with the elimination-rotation diet, as it was
proven to be the more effective diet in this ; 5
open study, and in cases of persistent - e
symptoms, it could be combined with a ' o
low-FODMAP diet.
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Geiselman JF. The Clinical Use of IgG Food

. . ® Geiselman JF. The Clinical Use of 1gG Foo
Utilising IgG food sensitivity testing to The Clnka Use ol Food Senstviy Tesiog wih Migrane LS Patients: L iterature Review. Gt Pain
H H Headache Patients: a Literature Review Headache Rep. 2019;23(11):79. Published
create customisable dietary R 2015 A 27, 6101007/ 1016.010-0819-
recommendations for patients may o——— ¢
allow healthcare providers to treat . T —

migraine headaches without the use of
medications as cost-effective

alternative.

* While elimination diets without the use of
IgG serum testing may be utilised by
practitioners, the time-consuming nature

of this process may prove challenging for
both patients and practitioners.
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Food IgG & Ulcerative Colitis

* Most patients with ulcerative colitis (UC)
rely predominantly on medication for
disease control.

» Diet interventions can reduce
pharmaceutical expenditures and prolong
remission.

» Typical endoscopic findings.

* Food exclusion group before intervention.

* Food exclusion group after intervention.
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Jian L, Angi H, Gang L, et al. Food Exclusion
Based on IgG Antibodies Alleviates
Symptoms in Ulcerative Colitis: A

Food Exclusion Based on IgG Antibodies Alleviates Symptoms in
Ulcerative Colitis: A Prospective Study

Prospective Study. Inflamm Bowel Dis.
2018;24(9):1918-1925.
doi:10.1093/ibd/izy110
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Food IgG & Ulcerative Colitis

* In conclusion, sticking to an IgG-based
exclusion diet effectively improved
symptoms and health-related QoL in
patients with UC.

 In the future, dietary interventions will play
an increasingly important role in UC
management, acting as a viable option to
reduce symptoms, shorten the course of
disease, and speed up recovery.

* An IgG-based exclusion diet may
ultimately reduce the economic burden of
this disease
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Food Exclusion Based on IgG Antibodies Alleviates Symptoms in
Ulcerative Colitis: A Prospective Study
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Wang Mengdi, MM, and Liu Tong, FhD
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lgG Evaluation

* Literature review (2010) evaluating the
validity of tests used to assess food
reactions

* Food hypersensitivity, food allergy, food
sensitivity, food intolerance testing and
adverse food reactions

* lgG-based testing showed promise, with
clinically meaningful results

* Proven useful as a guide for elimination
diets

* Further investigation into the clinical
application is required
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Mullin GE, Swift KM, Lipski L, Turnbull LK,
Rampertab SD. Testing for food reactions:

the good, the bad, and the ugly. Nutr Clin
Pract. 2010;25(2):192-198.
doi:10.1177/0884533610362696
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» Much of the confusion surrounding the efficacy of food reaction testing, and non-IgE tests in
particular, has arisen from indiscriminate use of the terms food allergy, and food intolerance

and food sensitivity.
« Use of the term ‘food allergy’ to describe IgG food reactions has created the impression that
functional and integrative physicians are equating IgE food allergies with IgG food reactions.
« This has led critics to dismiss IgG testing as lacking clinical utility because its results do not
correlate with IgE tests.

« Unfortunately, this runs the very real risk of ignoring the relevance of IgG food reactions as a
separate clinical condition.

* It discounts the progress that can be achieved through properly designed elimination diets for
a variety of challenging health conditions.
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