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Stabilizing the
AXxis with GLP-1/GIP Peptide

A Clinical Guide to Microdosing GLP-1& GIP Peptides for people with
Refractory MCAS, IBS, and Leaky Gut
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MCAS

Mast Cell Activation
Syndrome

IBS

~ Irritable Bowel
Syndrome

MAST éELL
ACTIVATION

The Interconnected Triad

How Mast Cell Activation (MCAS), Irritable Bowel Syndrome (IBS), and
Intestinal Permeability operate as a single self-perpetuating loop of

neuroinflammation.

_Intestinal

L GUt, & Permeability
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| Systemic Clinical Presentation

© Immune & Allergic Flares 4} Neuro-Intestinal Dysfunction
Patients experience severe, multisystemic reactivity: Erratic gut motility (severe shifting constipation and
chemical and food hypersensitivity, sudden diarrhea), chronic visceral hyperalgesia (nerve
dermatological flushing, dermatographia, urticaria, sensitivity), painful bloating, heavy cognitive fatigue
bronchospasm, and high-frequency POTS ("brainfog"), and acute autonomic dysregulation.

tachycardic flares.
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| Pathophysiology: Leaky Gut

e Intestinal Permeability & Gut Antigens
“. ~'- R fiobida s~
G o S B e, M

Chronic dysbiosis orlocalized inflammation breaks down the epithelial tight
junctions (such as ZO-1and occludin). This allows luminal antigens, undigested

proteins, and lipopolysaccharides (LPS) to breach the protective mucosal

barrier.
Onceinside the lamina propria, these toxins directly trigger nearby immune

networks, transforming localized barrier leaks into chronic systemic

inflammation.
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The Neuroimmune
Cascade

Vicious Feedback Loop

Breached mucosal barriers activate mucosal mast cells directly.

When triggered, mast cells release chemical mediators
(histamine, tryptase, leukotrienes) that directly irritate enteric

neurons.
These hyper-excited neurons release pain neurotransmitters

and inflammatory neuropeptides, which travel back to mast

cells to trigger further degranulation.

1. Lumen Antigens &
Breached Barrier Activation &

4. Pain Neurotransmitters &
Inflammatory Neuropeptides

2. Mucosal Mast Cell

Triggers Degranulation

o antigen o

THEVICIOUS
FEEDBACK

Irritates

Re-Triggers & Excites

POSITIVE
FEEDBACK

Releases
3. Enteric Neuron
Irritation/Excitation
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| Breakthrough Clinical Data

Dr. Afrin's 2025 Case Series

Alandmark clinical case cohort published in The American Journal of the

o Medical Sciences evaluated 47 patients with highly refractory,
o treatment-resistant Mast Cell Activation Syndrome (MCAS).
When treated with GLP-1receptor agonist therapy, an extraordinary 89% of

CLINICAL BENEFIT RATE patients achieved substantial relief across a broad sweep of chronic

allergic, gastrointestinal, and neurological symptoms.
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| Peptide Mechanisms of Action

&

Mast Cell Stability

GLP-1and GIP receptors are expressed
directly onmast cells. Binding restores
cAMP-PKA cell signaling, preventing

physical degranulation.

& v

Barrier Restoration Enteric Protection
Peptide agonists directly upregulate Promotes release of anti-inflammatory
tight junction proteins, closing physical Vasoactive Intestinal Peptide (VIP),
tissue leaks to stop antigeninvasion. protecting local nervous systems from
toxic flares.
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| MAST CELL STABILITY
RESTORING cAMP-PKA SIGNALING

RESTORING
cAMP-PKA
SIGNALING

PREVENTING

DEGRANULATION
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| BARRIER RESTORATION
UPREGULATING TIGHT JUNCTIONS POTEIB

' GLP-1/GIP

UPREGULATING
TIGHT JUNCTIONS
(e.g., Z0-1)

CLOSING
PHYSICAL LEAKS
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| ENTERIC PROTECTION
VASOACTIVE INTESTINAL PEPTIDE (VIP)

PROMOTING
VIP RELEASE

PROTECTING LOCAL
NERVE SYSTEMS
FROM TOXIC FLARES
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| Standard vs. Low-Dose Therapy

Clinical Metric Standard Metabolic Dosing Immunological Microdosing

Primary Objective Weightloss, delayed gastric emptying, insulin control Mast cell stabilization, gut-barrier tight junction mending

TargetDosage 100% full scale escalation (e.g. 2.4mg semaglutide) 10% to 25% of starting metabolic dose (custom titration)

Significantly delays digestion (risk of severe

Motility Impact constipation)

Preserves natural bowel motility while reducing visceral pain

Autonomic POTS Risk Highrisk of nausea, dehydration, and autonomic flares Extremely well-tolerated with zero metabolic weight loss

Target Immunological Microdose
Calculation:

x 0.10
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| Dual vs. Single Agonist Claim

Tirzepatide (GLP-1+ GIP)
) 8% Barrier
Semaglutide (GLP-10nly)

64%
Liraglutide (Daily GLP-1)  [gsl[[i3% ‘
ontrol L

Clinical experience shows that dual-acting peptides (Tirzepatide) have a superior profile for highly dysautonomic patients. GIP receptor activation

synergizes with GLP-1to suppress central neuroinflammation, drastically reducing systemic POTS and brain fog flares.
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| Clinical Titration Protocol

®

®
W13+: Synergistic Care

2

W5-8: Accumulation Support with low-histamine nutrition,
Increase by subtle 10% steps strictly if @; intestinal binders, and autonomic
6 systemic tolerance is confirmed. @ therapies.

W1-4: Introduction A W9-12: The Sweet Spot (@
Beginat 10-20% of lowest standard Dﬂ[][l. Establish baseline maintenance when ®\®,®
starting dose (e.g. 0.25mg Tirzepatide mast cell flares cease without halting
weekly). motility.
E E E % >
Weeks 1-4 Weeks 5-8 Weeks 9-12 Weeks 13+
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| Clinical Safety & Precautions

o Preservative Hypersensitivity: Many commercial multi-dose pens contain phenol as an antimicrobial preservative. Highly

sensitive MCAS patients may react to this chemical rather than the peptide.

POTS & Dehydration Risk: Low-dose peptides can suppress subtle thirst signals. Patients must aggressively maintain

g

hydration and high-dose electrolyte intake to prevent orthostatic orthostatic flares.

Qy Gut Motility Monitoring: If significant early bloating, gastroparesis, or constipation manifests, hold escalationimmediately. The

therapeutic goalisimmune modulation, not digestive stasis.
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Empowered Healing

Stabilizing the nervous system and immune barrier at the core.

Consult with your clinical team to formulate your personalized immunological microdosing schedule.
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