Lab Interpretation LLC

LEAP MRT®

A Superior Approach to Identifying and
Treating Adverse Food Reactions

Adverse food reactions are a common and oft times undej@cieiém for a wide array of clinical conditions. Irritable
bowel syndrome, migraine, fiboromyalgia, and many other chrafliemnmatory or “autoimmune” type diseases often
have an immune mediated dietary component that must be appebpraddressed in order to achieve optimal

outcomes.

Many physicians believe they have adequate coverage wi

Common Conditions Where Adverse Foot
Reactions Have Been Shown To Play A Role:

comes to identifying trigger foods. ELISA based IgG or |
testing are the most popular blood tests used by practitic
when immune mediated adverse food reactions are susp
However, approximately 75% of the dietary reactions in |
migraine and fibromyalgia are cell-mediated type
hypersensitivity-*® So in such cases, IgG and IgE test
cannotidentify the reactive foods.

In addition, neither IgG nor IgE testing is technologice
capable of measuring clinically relevant reactions to fi
chemicals. If a physician’s chosen method of testing dog:
measure cell-mediated hypersensitivity (or reactionsotal
chemicals), patient outcomes will frequently be compromis

Physicians with experience treating adverse food reac
know that diet can either be the main symptom provol

Irritable Bowel Syndrome
Inflammatory Bowel Disease
Celiac Disease

Migraine

Fibromyalgia

Rheumatoid Arthritis
Dyspepsia

Chronic Fatigue Syndrome
Autism Spectrum Disorders
ADD/ADHD

Chronic Otitis Media
Eczema

Chronic Urticaria

aspect of a patient’s
contributing factor.

illness, or at the veagtla

Cyclic Vomiting Syndrome

Therefore, elimination of offending substances can eit&sult in complete or partial remission. But to whajrde

diet plays a role cannot be accurately assessed unledgthe truly oligoantigenic. Diets based on IgG and/& Ig
testing cannot be considered oligoantigenic, as cell mediaéetions have not been identified and duly omitted. The
time tested elimination diet (lamb-rice-pear), thougtidus, lengthy and poorly complied with, is actually a very
effective oligoantigenic method of establishing a cause dadtetlationship between the patient’'s pathology and their
diet (as long as the patient isn’'t reactive to lamb,arceear!).

Type | Hypersensitivity

Histamine, tryptase
Kininogenase, ECFA

Leokotriene-B4, -C4, -D4
Prostaglandin-D2, PAF

Immune Mediated Food Hypersensitivity

The model of hypersensitivity describes four differentmume
mediated pathways. In regards to adverse reaction®adds, a
thorough literature search reveals evidence for typkk &nd 1V, but
there is no clear evidence to suggest the involvement of type II
reactions.’

IgE mediated type | hypersensitivity is typically &aghtforward

clinical problem affecting approximately 2-4% of the popolatiAfter

sensitization, food specific IgE is produced and affixes uparst

cells. Upon re-exposure to allergen, mast cells degrnuéleasing
histamine, prostaglandins, and other proinflammatory madiat
Basophils also have receptor sites for IgE and a sirpitafile of

mediators as mast cells and can degranulate in the pees#n
allergens.



Type Il Hypersensitivity Type IV Hypersensitivity

Diagnosis of food allergic disease and specific trigger foendstto be fairly straightforward. In rare instantesn

be life-threatening (anaphylaxis). Type | hypersensjtitends to be stable. Reactions are usually acute, agevel
quickly and many times are identifiable through a carbistory, though in more complex cases allergy testing is
warranted.

Compared with type | hypersensitivity, types Il and IN¢ anuch more common (15-25% incidence) and much more
complex from both a clinical and diagnostic perspectiv€linically, reactions tend to be delayed and/or dose
dependent and there tends to be many reactive foods and dsenticaddition, reactions are highly patient specific.
Even family members with similar clinical presentaticas have significantly different trigger food profiles. "NgE
mediated hypersensitivity is closely tied to oraltaiee mechanisms, which means reactions tend to e labi

The diagnostic difficulty lies in the fact that there anultiple potential triggering mechanisms (1gG, IgM, O34a, T-
cells) and multiple potential immune cells (T-cellsK Nells, neutrophils, eosinophils, basophils, monocytes,
macrophages, etc.) that can combine in numerous wayeleéase a tremendous array of proinflammatory and
proalgesic mediators (histamine, cytokines, leukotrienestgglasdins, etc.). Which specific mechanisms, immune
cells and mediators are involved in the patient’s pathology tdengleaned from clinical presentation.

Comparison of Hypersensitivity Reactions

- type-1 type-I1 type-111 type-1V
characteristics (anaphylactic) (cytotoxic) (immune complex (delayed type)
Mechanism IgE IgG, IgM, Complement | IgG, IgM, Complement | T-cells
Response time 15-30 minutes Minutes-hours 3-8 hours 4-72 hours

Late phase - 12 hrs

Histology Mast cells K cells Neutrophils T-cells
Basophils NK cells Basophils NK cells
Eosinophils Neutrophils Monocytes Neutrophils
Macrophages Eosinophils Macrophages

Basophils
Monocytes
Eosinophils

LEAP-MRT ©: Combining Patented Testing with Clinical Innovation

Understanding that mediator release is the common endpaatfitiofmune mediated reactions and the most clinically
relevant parameter, a specialized blood test has beelopedeand patented which gives physicians an exceptional tool
to quickly identify trigger foods and food chemicals.

The Mediator Release Test (MRTmeasures the outcome of virtually all non-IgE mediatedumapathways. MRT
provides a simple, yet comprehensive solution to a highlypleamsituation by indirectly measuring mediator
release after whole blood has been exposed to and indulédtea food or chemical antigen. This enables M&RT
account for both humoral and cell-mediated mechanisitisout being “locked in” to one or the othér?

A peer reviewed blinded study has shown MRT to have the higepstted accuracy of any blood test for food
sensitivities (94.5% sensitivity, 91.7% specificit)A presentation at the 2004 American College of Gastrueaty
Educational and Scientific Symposium reporteat thot only did LEAP-MRT improve target organdaglobal



symptoms in IBS patients, but it showed an ability
correlate with in vivo cytokine elevation in IBS patiel
consuming MRT reactive footfs

An important clinical feature of MRT is that it qudres
the strength of each reaction. This allows for
innovative and strategic method of scientifica
building a healthy diet. This innovation is called 1
LEAP ImmunoCalrfi Dietary Program.

With LEAP, each patient’s eating plan is comprised ¢
phased reintroduction schedule based on their MRT
results. The least reactive foods are introduced in th
earliest stages. Additional foods are reintroduced in
sequential fashion based on each food's relative leve
reaction. This culminates in a 3-day rotation diet
approximately 30 days into the program, after the
patient has become accustomed to the dietary lifesty
change.

The LEAP approach has several advantages over othezldeaihethods:

LEAP uses the most accurate and comprehensive test avaiiabtm-IgE mediated immune reactions
Initial foods have the highest probability of being tolergteanunologically speaking).

The sequential reintroduction provides the surest method Gfroorg non-reactivity.

It positively focuses the patient on what they should bagand not just what to avoid.

The more difficult aspects of dietary lifestyle changea(ry diet) are introduced after the patient has become
accustomed to simple elimination.

6. It provides the patient all the necessary tools to assullme$ponsibility for this part of their treatment.

arwpdE

When combined and used appropriately, the LEAP approachugea@ method of managing food sensitive patients.
LEAP-MRT results in improved patient compliance which &tmoptimal outcomes and a practical understanding of
the degree to which diet plays a role in the patient’s dondit

Mark Schauss Case Study

In August of 2005, | was reviewing information sent to meSignet Diagnostics about their MR Food
Sensitivity Test and LEAP ImmunoCainDietary Management Program when | decided to try ityn
oldest daughter Tasya, who has a severe form of epilgpsyhad tried other food allergy (IgG and Ig |
testing with no noticeable improvements in her coadigo | was quite skeptical and did not expect m :h
from this test.

Tasya, whose seizure activity was quite debilitatingnas (up to 100 atonic “drop” seizures a day), ¢
suffered from uncontrollable temper tantrums wheneverbgtame even slightly frustrated. She wc
usually have five to seven of these tantrums a week whatde it difficult to leave her with a babysitter
any length of time as her behavior could be violentrag¢$i Being familiar with the role of inflammatic
and behavior, | decided with to try the MRFood Sensitivity Test.

QO

In my twenty plus years of work in the field of labtory test interpretations as well as having n
numerous tests on my daughter in hopes of making feebdtter, | can honestly say that no other test as
made as big of an impact on her life than the MRWithin five days of eliminating the foods that we
most and moderately reactive her behavior took a 360 degre®tuhe better. In the year that followe
instead of having five to seven tantrums a week, Tasyaséaen total “blowouts”, each coming aft
having one of the offending foods.

The interesting thing about the foods that seemed to dessihe most problems was that they were |
foods she craved and ate whenever she could. This isoguigstent with much of the work done on fc 1
sensitivities. We also noticed a marked reduction iruseiactivity which came as an added bonus, on' ve
were always on the lookout for.



Is the MRT® Food Sensitivity Test and LEAP ImmunoC&lietary Management Program the only te |
would recommend for children with epilepsy? Of course ®it a test that | would recommend 1
everyone with a seizure disorder? Absolutely. Anytime fave a disorder like epilepsy that can e
helped by lowering pro-inflammatory reactions, a tdet IMRT® should be part of standard care o 1
patient looking for a better quality of life.

LEAP-MRT ©: Frequently Asked Questions:

Does insurance pay for the testing?

Many insurance plans provide coverage for MRT. In orderterihne specific coverage for your patient, Signet
Diagnostic Corporation (the developers of LEAP-MRT) affelients complimentary insurance verifications.

How expensive is the testing?
In addition to being the most accurate and comprehensive l@sofibt food sensitivities, MRT is also one of the most
cost effective. Comprehensive food and chemical profileaaiable for under $375.

What substances do you test?
Several test panels are available: LEAP-150 (123 foods, 2 tfmdicals), LEAP-100 (100 foods), LEAP-80 (60

foods, 20 food chemicals), and the LEAP-30 (30 chemicals).

What type of technical/clinical support is provided?

Toll-free client support is available Monday-Friday frofd®am to 6:00 pm EST. For clinicians that wish for more
direct clinical patient support, dietary care from futlgimed registered dietitians is available. Essewtiallrained
LEAP RD will work with your patients over the phone and réepatcomes to you after each consultation.

For more information about LEAP-MRTor to order specimen mailers, contact Lab Interpretatidh at 775-851-
3337
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