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What Triggers the Systemic Symptoms 
Initiating the Autoimmune Syndrome?

Inadequately digested  proteins in GI tract   
(associated with food sensitivities)

Increased intestinal permeability

Increased load on liver detoxification pathways (food antigens, endotoxin)

Genetic predisposition, environmental insult, hypochlorhydria,
pancreatic insufficiency, medications, surgery, etc.

Increased immune complexes in general circulation 

Development of autoimmune syndromes eventually diagnosed as an 
autoimmune disease

Irritation/inflammation/dysbiosis       
(activating immune inflammatory response)

AND

4

Molecular Mimicry and tissue specific symptoms determined by    
genetics and antecedents
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We demonstrated a correlation between the degree 
of systemic inflammation and an increase in 

intestinal permeability.

Shock. 2009 Oct;32(4):374-8
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6
Conjunctival Tumor diagnosed as                 

Kaposi’s Sarcoma
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Indian J Ophthalmol: 2010;58:433-434

A 3-year-old girl presented with a hemorrhagic 
conjunctival lesion in the right eye.
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Indian J Ophthalmol: 2010;58:433-434

The medical history revealed premature cessation of 
breast feeding, intolerance to the ingestion of baby

foods, anorexia, and abdominal distention.
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Indian J Ophthalmol: 2010;58:433-434

Her weight and height percentiles were subnormal compared 
to her age group. From 26 months of age, she had recurrent 

serous otitis media treated with systemic antibiotics.
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Indian J Ophthalmol: 2010;58:433-434

Our initial visit showed that the visual acuities were 20/20
in both eyes. Slit-lamp examination of the right eye revealed

a reddish, elevated, and highly vascular spider-like lesion
on the superior bulbar conjunctiva, measuring 12x4x2 mm

[Fig. 1A].
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Indian J Ophthalmol: 2010;58:433-434
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Indian J Ophthalmol: 2010;58:433-434

The differential diagnoses of such a conjunctival
lesion includes KS, subconjunctival hemorrhage, malignant
melanoma, squamous cell carcinoma, pyogenic granuloma,

cavernous hemangioma, lymphoma, caroticocavernous
fistula, foreign body granuloma, and lymphangioma
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Indian J Ophthalmol: 2010;58:433-434

Our presumed diagnosis was 
conjunctival Kaposi sarcoma 

(KS). 
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Indian J Ophthalmol: 2010;58:433-434

The blood test for HIV antibody was negative. 
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Indian J Ophthalmol: 2010;58:433-434

Serology showed high anti-gliadin (Gluten Sensitivity) 
and anti-endomysial IgA (Celiac Disease) antibody levels. 



© www.theDr.com 16

Indian J Ophthalmol: 2010;58:433-434

Prior to her referral to us, endoscopic small intestinal 
biopsy had been carried out under general anesthesia 

with a possible diagnosis of Celiac Disease (CD). 
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Indian J Ophthalmol: 2010;58:433-434

Endoscopic intestinal biopsy demonstrated partial villous atrophy, 
intraepithelial lymphocytosis, and crypt hyperplasia consistent 

with CD. 
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Indian J Ophthalmol: 2010;58:433-434

Her parents did not want their child to undergo general anesthesia 
for the second time (after endoscopy) for the excisional biopsy.

We decided to follow the patient without any intervention until all 
systemic investigations were concluded.
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Indian J Ophthalmol: 2010;58:433-434

After the diagnosis of CD, gluten-free diet was instituted.
The conjunctival lesion gradually regressed [Fig. 1B]
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Indian J Ophthalmol: 2010;58:433-434

1 week of GFD
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Indian J Ophthalmol: 2010;58:433-434

And disappeared completely after 2 months [Fig. 1C]
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Indian J Ophthalmol: 2010;58:433-434

1 week of GFD 2 months of GFD
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Indian J Ophthalmol: 2010;58:433-434

She was completely asymptomatic and the conjunctival lesion 
did not recur after 9 months of follow-up.
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Indian J Ophthalmol: 2010;58:433-434

In conclusion, we present a very unusual conjunctival
tumor in a patient with CD that showed complete regression
by a gluten-free diet. Prompt regression of the conjunctival 

lesion during gluten-free diet suggests a possible relationship 
to CD and an autoimmune process.
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Detective Adrian Monk
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Can Foods Trigger Pathogenic Intestinal Permeability



CLIN GASTRO AND HEP 2012;10:1096–1100

Among the several potential intestinal stimuli that 
can trigger zonulin release,  gluten and small 

intestinal exposure to bacteria (causing its 
byproduct LPS transmigration) are the 2 triggers 

that have been identified so far.
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Dig Liv Dis 38 (2006) 732–736

Impaired intestinal permeability is present in 
all subjects with adverse reactions to food. 

regardless of the type of immunogenic reaction                  
(IgE- or non-IgE-mediated).
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Dig Liv Dis 38 (2006) 732–736

When these analyses were carried out, 
all patients were on an allergen free diet 

a minimum of six months.
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Gastroenterology 2014;147:1012–1020 

The present study evaluated whether CLE combined with 
sequential food challenges in a subgroup of IBS patients 

with suspected food intolerance can visualize structural and 
immediate functional mucosal changesand identify those 

patients in whom exclusion of candidate foods might 
improve their symptoms. 



Gastroenterology 2014;147:1012–1020 

At baseline, the villi were closely attached to each 
other without much visible space between  (Figure 5) 



Gastroenterology 2014;147:1012–1020 



Gastroenterology 2014;147:1012–1020 

Four commonly encountered major antigen mixtures 
and suspensions were applied; 
•cow’s milk mixed with 30% sterile water;
•wheat, 2 g;
•yeast, 1 g;
•soy, 2 g 
18 mL sterile water/2 mL simethicone served as a 
control substance. 



Gastroenterology 2014;147:1012–1020 

Within 5 minutes of exposure to food antigens, 
IELs increased, epithelial leaks/gaps formed, 

and intervillous spaces widened. 



Gastroenterology 2014;147:1012–1020 

CLE images of (A) baseline and (B and C) after food challenge 
A)Confocal image at baseline shows closely attached villi and 
vascularity, representing the deepest level of mucosal imaging with 
CLE. 
B)Confocal image after mucosal reaction to food. Multiple eruptions 
represent breaks in the wall(white arrows), through which 
fluorescein is secreted into the lumen. The IVS widened and is 
turning grey instead of the initial black. 
(C) End stage of the reaction. With an influx of fluorescein the IVS 
turned white and widened further. 



Mucosal Immunology | VOLUME 3 NUMBER 3 | MAY 2010

Increased intestinal permeability isan early biological 
change that often precedesthe onset of autoimmune 

diseases. Such increased permeability could be due to 
environmental factors (such as infection, toxic 

molecules, allergenic foods) that possibly initiate the 
(autoimmune) disease.
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Detective Adrian Monk
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Is Gluten Sensitivity limited to Celiacs?



“Please…tell me more about this imaginary fence.”



Nutrients 2015, 7, 1565-1576

We aimed to study response to gliadin exposure, in terms of 
barrier function and cytokine secretion, using intestinal 
biopsies obtained from four groups: 
• celiac patients with active disease (ACD), 
• celiac patients in remission (RCD), 
• non-celiac patients with gluten sensitivity (GS) and 
• non-celiac controls (NC).



Nutrients 2015, 7, 1565-1576

Conclusions: Increased intestinal permeability after
gliadin exposure occurs in all individuals. 



Scand J of Gastro, 2006; 41: 408/419

Gliadin activates the zonulin signaling, resulting in 
immediate reduction of intestinal barrier function and 
passage of gliadin into the subepithelial compartment. 
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Detective Adrian Monk
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The Mechanism of LDN’s anti-inflammatory effects

43
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Clin Rheumatol (2014) 33:451–459

At the low dosage level, naltrexone exhibits paradoxical 
properties, including analgesia and anti-inflammatory 

actions, which have not been reported at larger dosages.
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Clin Rheumatol (2014) 33:451–459

Naltrexone exerts its effects on humans via at least two distinct 
receptor mechanisms:
-the antagonist effect on mu-opioid and other opioid receptors, 
-an antagonist effect on non-opioid receptors (Toll-like receptor 4 
or TLR4) that are found on macrophages such as microglia.
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Clin Rheumatol (2014) 33:451–459

It is via the non-opioid antagonist path (TLR4) that 
LDN is thought to exert its anti-inflammatory effects.



Detective Adrian Monk
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What is the irritant that TLR4 was designed to protect us from 
and that will inhibit the effectiveness of LDN?
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Mammalian TLR4 is the signal-transducing receptor activated by 
the bacterial lipopolysaccharide. The activation of TLR4 leads to 

activation of the inflammatory cascade via NF-kB. 

Pediatr Res. 2001 Sep;50(3):315-21
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The TLRs that control the onset of an acute inflammatory 
response are critical antecedents for the development of adaptive 
acquired immunity. Genetic and developmental variation in the 
expression of microbial pattern recognition receptors may affect
the individual’s predisposition to infections in childhood and may 

contribute to susceptibility to severe neonatal inflammatory 
diseases, allergies, and autoimmune diseases. 

Pediatr Res. 2001 Sep;50(3):315-21



CNS & Neurological Disorders - Drug Targets, 2015, 14, 110-131

The molecular basis for the inflammatory activity of endotoxin 
involves Toll-like receptor 4 (TLR4) that induces innate and 

adaptive immune responses to LPS. However, when pathogenic 
influx is excessive (via intestinal permeability), this induces 

immunopathology. 



CNS & Neurological Disorders - Drug Targets, 2015, 14, 110-131

TLR4 acts as a co-receptor for LPS. 
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Best Practice & Research Clinical Gastroenterology 29 (2015) 469e476 

Wheat amylase-trypsin inhibitors have been identified as the most 
likely triggers of NCWS. They are highly protease resistant and 
activate the toll-like receptor 4 (TLR4) complex in monocytes, 

macrophages and dendritic cells of the intestinal mucosa. 



Detective Adrian Monk
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Thus the more LPS or wheat peptides that pass through a permeable 
intestine, the stronger the inflammatory response and the more 

difficult for LDN to exert its anti-inflammatory be nefits via TLR4

54



NAT CLIN PRAC GASTRO &  HEP SEPT 2005 VOL 2 NO 9NAT CLIN PRAC GASTRO &  HEP SEPT 2005 VOL 2 NO 9

The autoimmune process can be arrested if the interplay 
between genes and environmental triggers is prevented 

by re-establishing intestinal barrier function.
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A GIFT FOR YOU
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All 27 studies are available to you for free at www.theDr.com
15 of the 27 are the full articles
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Detective Adrian Monk
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How do we Arrest Pathogenic Intestinal Permeability

59
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we stand a greater chance of success by considering pleiotropic drugs
or gut cocktailsconsisting of natural pleiotropic agents. Pleiotropic 
(Greek pleio,meaning “many,” and trepein,meaning “to turn, to 
convert”) substances are those that invoke multiple mechanisms, 
and provide multiple effects. Some nutrients are pleiotrophic.

In Healing the Gut, Consider a Pleiotropic Approach

61



Int J Biochem Cell Biol. 2009 Jan;41(1):40-59
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Kidney International, Vol. 68 (2005), pp. 1973–1981

Vitamin D down-regulates nuclear factor-kB (NF-
kB) activity, increases IL-10 production and 

decreases IL-6, IL-12, IFN-c, and TNF-a 
production, leading to a cytokine profile which 

favors less inflammation
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J Rheumatol 2005;32 Suppl 76:11-20

The most dramatic effects of D-hormone on 
the immune system seem to be in the control of 

Th1-driven autoimmunity.
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Exp Biol Med 229:1136–1142, 2004

The diet is an unreliable source of vitamin D 
because most foods contain insignificant 

amounts of vitamin D. 
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Exp Biol Med 229:1136–1142, 2004

Vitamin D may play a role in the etiology of autoimmunity.
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Endocrinology. 1997 Jun;138(6):2241-8

We investigated whether 1,25-dihydroxyvitamin D3
[1,25-(OH)2D3] was able to stimulate the assembly of 

adherens junctions and/or desmosomes.
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Endocrinology. 1997 Jun;138(6):2241-8

1,25-(OH)2D3 caused assembly of 
adherens junctions
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Ann. N.Y. Acad. Sci. 1165: 195–205 (2009)
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Am J Physiol Gastrointest Liver Physiol. 2008 Jan;294(1):G208-16 

Vitamin D deficiency may compromise 
the mucosal barrier, leading to increased

susceptibility to mucosal damage and 
increased risk of IBD.
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Am J Physiol Gastrointest Liver Physiol. 2008 Jan;294(1):G208-16 

VDR plays a critical role in mucosal barrier 
homeostasis by preserving the integrity of 
tight junction complexes and the healing 

capacity of the colonic epithelium.
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Am J Physiol Gastrointest Liver Physiol. 2008 Jan;294(1):G208-16 

1,25(OH)2D3 markedly enhanced tight junctions 
by increasing junction protein expression (at the 

kissing joints)  and preserved the structural 
integrity of tight junctions (tight junction strand s)
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Ann. N.Y. Acad. Sci. 1165: 195–205 (2009)
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Ann. N.Y. Acad. Sci. 1165: 195–205 (2009)
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Vitamin D3 as Cholecalciferol 5000IU
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JAMA Pediatr. 2013;167(4):374-379

The intestine is the largest and most complex immune 
organ of the body. Between 70% and 80% of the 

body’s immune cells are in the gut-associated lymphoid 
tissue, and they can sense changes in the microbiota 
through specific gastrointestinal cells and receptors. 

78© www.theDr.com



ALT THERAPIES, SEPT/OCT 2006, VOL. 12, NO. 5

The critical functions of the commensal flora are:
• Metabolic processes:
- fermentation,
- vitamin synthesis,
- energy production;
• Trophic stimulation:
- epithelial cell differentiation,
- immunomodulation;
• Pathogen protection:
- competing for nutrients, space, adherence;
- producing bacteriocidins.
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There are three main mechanisms, how probiotics 
contribute to human health, and any single

probiotic bacterium could possess more
than one of them:

Probiotics shape the ecosystem, 
•by competition for limited resources and adhesion sites, 
•by decreasing the local pH via the production of organic

acids, and 
•by production of specific antibacterial substances

APMIS. 2013 May;121(5):403-2
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Probiotics
(treatment time – indefinitely)

•Lactobacillus(various species): 10–100 billion live organisms 
daily or higher
•Saccharomyces boulardii: 500 mg–3 g daily

•Bifidobacterium(various species): 10–100 billion live 
organisms daily 
•Probiotic mixtures: 10 billion-3.6 trillion live organisms daily

Prebiotics
(treatment time – indefinitely)

•FOS: 500–5,000 mg QD-TID
•Inulin: 500–5,000 mg QD-TID
•Fiber (high soluble)
•Larch (arabinogalactans): 500–5,000 mg QD-TID 81© www.theDr.com



Nutritional Perspectives, Vol. 28, no. 1, 1-16

EPA appears to exert much of its anti-inflammatory 
benefit by suppressing NF-kappaB activation and thus 
reducing elaboration of proinflammatory mediators. 

82© www.theDr.com



Nutritional Perspectives, Vol. 28, no. 1, 1-16

The safety of fatty acid supplementation is high 
and has been well established in numerous 

clinical studies. Drug interactions are extremely 
rare with fatty acids.
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Nutrition in Clinical Practice 23:49–62, Feb 2008

A dose of up to 3 g per day of EPA plus DHA has 
been determined to be safe for general consumption.
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Treatment Protocols                   
(personal recommendations-EPA/DHA)

Therapeutic dosages: 
30-75 lbs = at least 1 g/d (Total Omega 3’s)
76-125 lbs = at least 2g/d (Total Omega 3’s)
> 125 lbs = 3+ g/d (Total Omega 3’s)

Note: Numerous studies regarding the impact of Omega 3’s 
on CardioVascular and Cognitive function show beneficial 

results with dosages of 3 g/d up to 20 g/d. Caution is 
recommended regarding hypocoagubility
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Alternative Medicine Review  Volume 6, Number 4  2001

The gastrointestinal tract is by far the greatest 
user of glutamine in the body, as enterocytes in
the intestinal epithelium use glutamine as their 

principal metabolic fuel.

86© www.theDr.com



Alternative Medicine Review  Volume 6, Number 4  2001

A clinical study of ulcerative colitis patients 
• 30 g daily of glutamine four weeks 
• significant clinical and endoscopic 
improvement, 
independent of disease state. 

• Disease exacerbation returned when treatment
was discontinued. 
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L-glutamine is a very useful clinical tool, but it is also a 
substrate for lymphocytes and macrophages, in addition to 

being a precursor of nitric oxide. Thus, it is necessary to 
ensure that inflammation is resolved before treating with this 
powerful trophic factor. Glutamine has also been noted to be 
a substrate for Candida synthesis, so this should be evaluated 

before initiating therapy.

ALT THERAPIES, SEPT/OCT 2006, VOL. 12, NO. 5

88
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Treatment Protocols              
(personal recommendations-Glutamine)

Therapeutic dosages: 
Dosages vary greatly depending on the clinical situation

• 2-4 g/d in divided dosages for wound healing and general 
intestinal support

• 10-40 g/d in divided dosages for critically ill and advanced 
disease
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J OF PAR AND ENT NUTRITION 
Vol. 30,no.1, 2006,45-51

Turmeric, an approved food additive, or its 
component curcumin, has shown surprisingly 

beneficial effects in experimental studies of acute 
and chronic diseases characterized by an 

exaggerated inflammatory reaction. There is 
ample evidence to support its clinical use, both as 

a prevention and a treatment.
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Nutrition in Clinical Practice 23:49–62, Feb 2008

The cell signaling effects of curcumin seem to 
be pleiotropic as administration of curcumin 
has been reported to modulate a host of other 
cytokines and signaling pathways, including 

inducible nitric oxide synthase (iNOS), matrix 
metalloproteinase-9 (MMP-9), TNF, c-Jun N-
terminal kinase (JNK), p38, Akt, Janus kinase 
(JAK), extracellular signal regulated protein 
kinase (ERK), and protein kinase C (PKC).

92© www.theDr.com



Int J Biochem Cell Biol. 2009 Jan;41(1):40-59

93© www.theDr.com



Int J Biochem Cell Biol. 2009 Jan;41(1):40Int J Biochem Cell Biol. 2009 Jan;41(1):40--5959
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Treatment Protocols                   
(personal recommendations-Curcumin)

Therapeutic dosages: 

Turmeric (Curcuma longa) standardized to 
curcuminoids 200-1000 mg TID
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High intestinal permeability is a normal feature of 
newborn gut ecology. Colostrum functions to 

reduce inflammation protect against irritation from 
toxins and check any potential infection, while 

promote epithelial growth and repair. 
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Colostrum also promotes re-colonization 
of the bowel by the friendly flora. 
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Colostrum is the best remedy known for all-around gut 
health. Colostrum restores leaky gut to normal 

permeability levels. It contains growth factors and 
hormones to help repair damage to the intestinal lining, 

and restore gut integrity. 
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Colostrum is unmatched as an immune system 
stimulant and modulator. There are numerous “one 

note” products lining the shelves of natural food 
stores that claim to stimulate the immune system. 

Only colostrum, however, plays the whole symphony. 
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Gut Microbiome and Brain-Gut Axis in Autism —
Aberrant Development of Gut-Brain Communication 
and Reward Circuitry, Published: March 6, 2013

The two key developmental time-points in the regulation of the 
GIT both occur postnatally, the first few days after birth when 

all gut digestive functions are launched by first colostrum 
ingestion and the second at weaning when the digestive system 

has to modify its function following a switch from mother’s milk 
to solid food. The first time-point is particularly relevant for all 

mammalian species since it is associated with a complex of 
dynamic changes in the GIT structure and function leading to a 

temporary drop in the gut permeability barrier. 



Gut on FIRE!
Body on Fire

•Elimination Diet

• Probiotics

•Vitamin D 

• Glutamine

• EPA/DHA

• Curcumin

• Colostrum

Note: There are many other beneficial anti-inflammatories that 
can be used. These are foundational recommendations
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All 27 studies are available to you for free at www.theDr.com
15 of the 27 are the full articles
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Where may the Systemic Symptoms come 
from with Autoimmune Syndromes?

Inadequately digested  proteins in GI tract 
(associated with food sensitivities)

Increased intestinal permeability

Increased load on liver detoxification pathways (food antigens, endotoxin)

Genetic predisposition, environmental insult, hypochlorhydria,
pancreatic insufficiency, medications, surgery, etc.

Increased immune complexes in general circulation 

Development of autoimmune syndromes

Irritation/inflammation         
(activated immune system)

AND

104

Tissue specific symptoms determined by genetics and antecedents
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You can enhance the effectiveness 
of LDN Therapy by reducing the 

noxious stimulation of TLR4 from 
LPS and Gluten peptides.

Address the Intestinal Permeability

106



By Becoming a 

Certified Gluten Practitioner

www.Certified GlutenPractitioner.com
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Take Care of Yourself
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Make Sure to Tell those Important to You 
How Much You Love them



“Throughout your life the most profound influences on 
your health, vitality and function are not the Doctors you 
have visited or the drugs, surgery, or other therapies you 
have undertaken. The most profound influences are the 

cumulative effects of the decisions you make about your diet 
and lifestyle on the expression of your genes.”

“Throughout your life the most profound influences on 
your health, vitality and function are not the Doctors you 
have visited or the drugs, surgery, or other therapies you 
have undertaken. The most profound influences are the 

cumulative effects of the decisions you make about your diet 
and lifestyle on the expression of your genes.”
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“Thank You for Your Kind Attention”
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Wishing you Sunrises of Beauty throughout your life
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