
A Paradigm Shift in Treating 
Ch ro n ic  Illn e ss: Th e  Ho lt o rf 
Up d a t e d  P e p t id e  P ro t o co l fo r 
CIRS (HUP P RTOC)

Mo vin g  Be yo n d  
Sym p t o m  Ma n a g e m e n t  
t o  Fo u n d a t io n a l 
Im m u n e  Re st o ra t io n
A revolutionary approach to Chronic Inflammatory Response Syndrome that addresses 
root causes rather than managing symptoms. This presentation explores how peptide 
bioregulation can restore immune function and transform outcomes for patients trapped 
in cycles of chronic inflammation.



The Problem with the Pyramid
Crit iq u e  o f t h e  12-St e p  Tre a t m e n t  P ro t o co l
The CSCSPC employs a rigid, sequential 12-step treatment process where each step must be completed before progressing to the 
next. While systematic, this linear approach presents significant clinical challenges that can delay recovery and frustrate both 
patients and practitioners.

Th e  Do w n st re a m  P ro b le m

The fundamental critique centers on the protocol's 
downstream orientation—it reacts to biomarker abnormalities 
and symptoms rather than addressing the upstream cause. 
This reactive approach can take months or even years to show 
meaningful improvement.

Imagine trying to manage a flood by mopping up water in the 
basement rather than going upriver to fix the broken dam. 
That's the essential limitation of treating downstream 
manifestations while the source continues to flow.

Clin ica l In e ffic ie n cy

The sequential nature means patients must wait through 
potentially ineffective steps before reaching interventions that 
might provide meaningful benefit. If Step 3 doesn't work for a 
patient, they still must complete it before moving to Step 4.

This rigidity ignores individual variability and can leave 
patients trapped in extended treatment protocols that provide 
minimal benefit while consuming significant time and 
resources.



Step 2: The Binder Trap
Th e  Co re  Th e ra p y P ro b le m

Th e  Ch o le st yra m in e  Co n u n d ru m

Bile acid sequestrants like cholestyramine form the cornerstone of CSCSPC 
mycotoxin management. The theory is elegant: bind toxins in the gut to 
prevent reabsorption. The reality is often far less satisfying.

Clinical experience reveals cholestyramine is "marginally beneficial, 
fraught with numerous side effects, and poorly tolerated" by many 
patients. Common complaints include severe constipation, bloating, 
nausea, and the unpleasant gritty texture that makes compliance 
challenging.

Perhaps most concerning, patients are often prescribed these binders for 
years without significant clinical improvement. This represents a "mopping 
up" operation that fails to address why the body cannot detoxify effectively 
on its own—the fundamental energy and enzymatic deficiencies that 
prevent natural clearance mechanisms from functioning.



A High -Risk Tra d e -Off
Th e  Clin ica l Co n se q u e n ce  o f VIP  Th e ra p y
The clinical dilemma becomes stark: VIP therapy may offer some patients short-term symptomatic relief—reduced inflammation 
symptoms, improved energy—but at what cost? The accumulating evidence suggests this relief comes at the expense of 
deepening the underlying immune dysfunction that drives CIRS.

Th e  Im m e d ia t e  Ap p e a l

For patients who have suffered for years, any symptom 
improvement feels like a miracle. VIP can provide this relief, 
explaining its appeal to both patients and practitioners 
desperate for solutions. The testimonials of initial 
improvement are real and compelling.

Th e  Lo n g -Te rm  Co n ce rn

However, this improvement may be masking progressive 
immune deterioration. By inducing T-cell exhaustion and 
suppressing NK cell function, VIP potentially hinders the 
possibility of full, lasting recovery and raises serious questions 
about long-term safety, including increased cancer risk.

The HUPPRTOC model argues this trade-off is unacceptable, especially when safer, more effective upstream interventions exist 
that can restore immune function without risking further immune compromise. The goal should be to heal the immune system, 
not to paralyze it for symptomatic relief.



Section 2: The Engine of Illness

Un co ve rin g  t h e  
Co re  Ab n o rm a lit y

"Let's return to Sarah. Despite years on the Shoemaker protocol, she remains 
hypersensitive to mold and her fatigue persists. Her labs show stubbornly high TGF-β1. 
Why isn't she getting better? Because the protocol is chasing symptoms, not targeting 
the engine driving her illness: a profoundly dysfunctional immune system."

Sarah's persistent illness despite protocol compliance reveals a fundamental truth: 
downstream interventions cannot succeed when the upstream source remains unaddressed. 
Her elevated TGF-β1 isn't just a biomarker to be lowered—it's a signal that her immune 
system remains locked in a pathological state that perpetuates inflammation regardless of 
toxin exposure.



The Vicious Cycle
Ho w  Illn e ss  P e rp e t u a t e s  It se lf
CIRS is not simply about mold exposure. It begins with a pre-existing state of immune compromise—often from chronic stress, previous infections, poor nutrition, 
or genetic susceptibility. The mycotoxin exposure becomes the tipping point that pushes this already fragile system into a self-perpetuating cycle of disease.

P re -e xist in g  
Im m u n e  

Dysfu n c t ion

En viron m e n t a l 
Toxin  Exp osu re

W orse n in g  Im m u n e  
Dysfu n c t ion

Mit och on d ria , 
In fe c t ion s, HP A Axis

This cycle explains why simply removing patients from mold exposure often fails to restore health. The system has entered a new pathological equilibrium—a 
self-sustaining state where immune dysfunction, energy depletion, and chronic infection amplify each other. Breaking this cycle requires addressing the core 
immune pathology directly, not just managing its downstream effects.



T-Ce ll Exh a u st ion
W h e n  Yo u r So ld ie rs  Ca n  No  Lo n g e r Fig h t

Th e  Ce llu la r Bre a kd o w n

T-Cell Exhaustion (TCE) represents a state of profound T-cell dysfunction 
arising from chronic antigenic stimulation—in CIRS, this means ongoing 
exposure to mycotoxins combined with reactivated latent viruses that the 
weakened immune system can no longer control.

In TCE, T-cells progressively lose their fundamental capabilities:

• Proliferation: They cannot multiply to mount an adequate response

• Cytokine Production: They fail to secrete the signaling molecules that 
coordinate immune responses

• Cytotoxic Function: They lose their ability to kill infected cells and clear 
pathogens

This renders a critical arm of adaptive immunity effectively non-functional, 
leaving patients vulnerable to opportunistic infections and unable to clear 
the very toxins driving their illness.



Immunosenescence
P re m a t u re  Ag in g  o f t h e  Im m u n e  Syst e m
While T-cell exhaustion describes functional impairment of existing immune cells, immunosenescence addresses a more fundamental problem: the 
body can no longer produce adequate numbers of new, naïve T-cells to mount effective immune responses. This creates a state of acquired 
immunodeficiency resembling premature aging of the immune system.

Th ym ic  In vo lu t io n

The thymus gland—the T-cell "training academy"—naturally shrinks with age. However, mycotoxins are directly toxic to thymic tissue, 
dramatically accelerating this decline. CIRS patients may have thymic function comparable to someone decades older.

De p le t e d  T-Ce ll Re se rve s

As the thymus fails, the body's pool of naïve T-cells capable of recognizing new threats dwindles. The immune system becomes 
increasingly dependent on memory T-cells from past exposures, unable to mount effective responses to new challenges.

Co m p ro m ise d  Im m u n it y

The combined effect is devastating: not enough new soldiers being trained, and the existing veterans too exhausted to fight effectively. 
The immune system enters a state of profound functional deficiency despite laboratory tests showing "normal" white blood cell counts.



The Immune Seesaw
Th e  Th 1/Tre g  vs. Th 2/Th 17 Sh ift

Th 1 / Tre g Th 2 / Th 17

Autoimmune 
inflammation

Allergic inflammation

Tolerance & regulation

Cellular immunity

Th e  He a lt h y St a t e

In optimal immune function, the Th1 arm (cellular immunity against intracellular pathogens like 
viruses) and Treg arm (self-tolerance and inflammatory regulation) maintain dominance. This 
configuration allows the body to effectively combat infections while preventing autoimmunity.

The Th2 arm (antibody-mediated immunity) and Th17 arm (inflammatory responses) remain 
present but appropriately regulated, activating only when needed for specific threats like 
parasites or extracellular bacteria.

Th e  CIRS St a t e

In CIRS, this balance tilts pathologically. The Th1/Treg arm becomes profoundly suppressed, 
leaving patients unable to control latent viral infections or clear biotoxins effectively. 
Simultaneously, the Th2/Th17 arm becomes overactive, driving chronic systemic inflammation, 
allergic hypersensitivity, and autoimmune phenomena.

This single imbalance explains the majority of CIRS symptomatology—from recurrent infections to 
environmental sensitivities to inflammatory pain syndromes.



Natural Killer Cells
Th e  Firs t  Lin e  o f De fe n se  is  Do w n
Natural Killer (NK) cells serve as the immune system's rapid response force—innate immune cells that provide immediate 
surveillance against viral infections and malignant cells without requiring prior sensitization. They represent a critical component 
of the Th1 response and serve as an early warning system for immune dysfunction.

NK Ce ll Fu n c t io n  in  He a lt h

NK cells patrol the body continuously, 
identifying and destroying virus-
infected cells and cancer cells before 
they can establish themselves. They 
provide crucial immune surveillance, 
particularly during the window before 
adaptive immunity activates.

P ro fo u n d  Im p a irm e n t  in  CIRS

NK cell function is consistently and 
significantly impaired in CIRS patients. 
Mycotoxins are profoundly 
immunosuppressive to NK cells, 
inhibiting their cytotoxic activity even 
at minuscule concentrations as low as 
0.05 parts per billion—far below levels 
that affect most other cell types.

A Re lia b le  Bio m a rke r

Low NK cell activity serves as a reliable, 
objective marker for the severity of Th1 
suppression. Unlike some CIRS 
biomarkers with questionable 
reliability, NK cell functional testing 
provides consistent, reproducible 
results that correlate with disease 
severity and treatment response.





Section 3: The HUPPRTOC

A Ne w  
Th e ra p e u t ic  
P a ra d ig m

"Imagine we could reboot Sarah's immune system. Instead of mopping up the 
downstream effects, what if we could repair the engine itself? This is the philosophy of the 
Holtorf Updated Peptide Protocol (HUPPRTOC). It's a shift from reacting to the illness to 
restoring the host."

The HUPPRTOC represents a fundamental reconceptualization of CIRS treatment. Rather 
than viewing the patient as a passive victim of environmental toxins requiring external 
interventions to sequester those toxins, it recognizes that the patient's own immune 
system—when properly supported—represents the most powerful therapeutic tool available. 
The protocol's goal is restoration of host resilience, not just toxin management.



Target the Root Cause First
Th e  Co re  P rin c ip le  o f HUP P RTOC
The HUPPRTOC embodies a revolutionary shift from downstream to upstream intervention. Rather than waiting to address immune dysfunction 
after attempting to remove toxins and correct biomarkers, it makes direct correction of the core immune pathology—T-cell exhaustion and 
immunosenescence—the primary therapeutic intervention.

1 Re st o re  Th ym ic  Fu n c t io n

Provide the thymic peptides and 
signals necessary to regenerate T-cell 
production and reverse premature 
immunosenescence

2 Re ve rse  T-Ce ll Exh a u st io n

Use targeted peptides to rebalance the 
Th1/Treg vs. Th2/Th17 seesaw, restoring 
cellular immune competence

3 Re st o re  Ba rrie r In t e g rit y

Heal leaky gut and blood-brain barrier 
to prevent ongoing inflammatory 
stimulation

4 En a b le  Na t u ra l De t o xifica t io n

Support mitochondrial function to provide the cellular energy 
needed for the body's own detoxification pathways

5 Allo w  Do w n st re a m  Re so lu t io n

Watch as a restored, functional immune system clears toxins, 
controls infections, and quenches inflammation naturally

This logic is elegant in its simplicity: a truly functional immune system represents the most sophisticated biotoxin management system 
evolution has created. Rather than trying to micromanage individual biomarkers, restore the master regulator and allow it to orchestrate 
healing.



The Science of Immunosenescence
Un d e rst a n d in g  Th ym ic  De c lin e

Thymic Function (%) CIRS Patients (%)

This chart illustrates the dramatic difference in thymic function decline between healthy aging and CIRS patients. While natural aging causes gradual thymic involution, mycotoxin exposure accelerates 
this process dramatically. A 30-year-old CIRS patient may have thymic function comparable to a healthy 60-year-old—a 30-year acceleration of immune aging. This explains the profound 
immunodeficiency state and susceptibility to opportunistic infections that characterize severe CIRS. Reversing this premature immunosenescence through thymic peptide therapy represents one of the 
most important interventions in the HUPPRTOC protocol.



Why Peptides?
Th e  P o w e r o f Bio re g u la t io n

Bio lo g ica l Sig n a lin g  Mo le cu le s

Peptides are short chains of amino acids—typically 2-50 amino acids in 
length—that function as highly specific signaling molecules throughout 
the body. They represent the body's own language of regulation, providing 
precise instructions to cells about how to function and respond to 
challenges.

Mechanism of Action: Peptides bind to specific receptors on cell surfaces, 
triggering intracellular signaling cascades that guide cells back toward 
homeostatic function. They don't force cellular behavior; they provide the 
proper signals that allow cells to self-correct.

Th e  CIRS Ra t io n a le

If CIRS fundamentally represents a deficiency in thymic peptide 
production due to mycotoxin-induced thymic damage, the most logical 
intervention is to provide these peptides exogenously—a form of 
"replacement therapy" for the immune system, analogous to thyroid 
hormone replacement in hypothyroidism.



The Cornerstone
Th ym ic  & Gu t -Bra in  Axis  P e p t id e s

BP C-157
Vilon  & Th ym og e n

These short thymic peptides provide precise signaling to restore thymic 
function and T-cell production. They work at the genetic level, influencing 
gene expression patterns that promote immune competence and tissue 
repair. Their ability to directly inhibit TGF-β1 makes them particularly 
valuable in CIRS.

KP V

TB4  Ac t ive  Fra g m e n t

The active fragment of TB4 concentrates the immune-modulating effects 
while minimizing potential side effects. It provides particularly potent 
inhibition of TGF-β1, making it invaluable for addressing this hallmark 
biomarker of CIRS immune dysfunction.

BPC-157, a natural peptide from gastric fluid, significantly impacts the gut-brain axis by modulating serotonin and dopamine systems while healin      

BPC-157, a natural peptide from gastric fluid, significantly impacts the gut-

brain axis by modulating serotonin and dopamine systems while healing 

the intestinal lining and blood-brain barrier. Systemically, it promotes the 

repair of muscle, tendon, and bone and has anti-inflammatory effects. It 

also protects against a wide range of toxins, including mycotoxins from 

mold, making it a versatile therapy for both gastrointestinal and systemic 

conditions.  

KPV, the active fragment of MSH, is a highly potent anti-inflammatory and mast 

cell inhibitor. Within the gut-brain axis, it calms brain inflammation by quieting 

microglia and helps heal the tight junctions of both the gut and blood-brain 

barrier. It also possesses broad antimicrobial and anti-biofilm properties against 

pathogens like mold, fungi, and bacteria, making it valuable for controlling the 

hypersensitivities and opportunistic infections common in chronic 

inflammatory conditions.  



Resetting the Command Center
P in e a l Gla n d  P e p t id e s
The pineal gland sits at the apex of the neuroendocrine hierarchy, serving as the master regulator of circadian rhythms and influencing the 
entire hormonal cascade below it. In CIRS, neuroinflammation damages pineal function, disrupting sleep, melatonin production, and 
downstream hormonal signaling. Restoring pineal function creates a top-down correction of the entire system.

Ep it a lo n /P in e a lP e p

This tetrapeptide (Ala-Glu-Asp-Gly) demonstrates remarkable 
effects on pineal function and systemic aging. It restores the pineal 
gland's circadian rhythm generation, normalizing melatonin 
production patterns essential for restorative sleep. Epitalon also 
influences the thymus and other endocrine organs, creating 
systemic rejuvenation effects.

Perhaps most remarkably, Epitalon has been shown to increase 
telomere length—the protective caps on chromosomes that serve 
as a marker of cellular aging. This suggests genuine anti-aging 
effects at the cellular level.

P in e a lo n  (Su b co rt ica l  Bra in )

A newer addition to the pineal peptide family, Pinealon works 
through similar mechanisms to restore pineal function and 
normalize the entire hypothalamic-pituitary-adrenal (HPA) axis. It 
demonstrates neuroprotective effects and helps reset disrupted 
circadian rhythms.

Together, Epitalon and Pinealon address the fundamental 
neuroendocrine dysregulation that characterizes CIRS, creating a 
cascade of improved hormonal function throughout the body as 
the command center regains proper function.



Restoring the Powerhouse
Mit o ch o n d ria l P e p t id e s
The profound fatigue that defines CIRS reflects a fundamental energy crisis at the cellular level. Mitochondria—the cellular powerhouses—become 
dysfunctional due to toxin exposure, oxidative stress, and chronic inflammation. Without adequate ATP production, cells cannot perform their 
functions, immune responses fail, and detoxification pathways stall. Restoring mitochondrial function is non-negotiable for recovery.

MOTS-c

Mitochondrial Open Reading Frame of the 12S 
rRNA-c (MOTS-c) is a mitochondrial-derived 
peptide that directly improves metabolic 
function and mitochondrial efficiency. It 
enhances glucose uptake, increases insulin 
sensitivity, and promotes mitochondrial 
biogenesis—the creation of new, healthy 
mitochondria. MOTS-c provides a fundamental 
boost to cellular energy production.

SS-31 (Ela m ip re t id e )

SS-31 represents a targeted approach to 
mitochondrial repair. This peptide selectively 
concentrates in mitochondria, where it binds to 
cardiolipin—a phospholipid crucial for 
mitochondrial membrane integrity and electron 
transport chain function. By stabilizing 
cardiolipin, SS-31 improves mitochondrial 
efficiency, reduces oxidative stress, and protects 
against further damage.

Hu m a n in

Another mitochondrial-derived peptide, 
Humanin demonstrates remarkable 
cytoprotective effects. It reduces apoptosis 
(programmed cell death), decreases oxidative 
stress, and enhances cellular survival under 
stress conditions. Humanin helps cells survive 
the toxic assault of CIRS while mitochondrial 
function is being restored.

The Principle: Restoring cellular energy is a prerequisite for effective immune function and detoxification. No amount of immune modulation can 
succeed if cells lack the ATP to execute immune responses, repair damage, and eliminate toxins.



Clearing the Fog
Sle e p  & Bra in  P e p t id e s

DSIP : Th e  Sle e p  Re g u la t o r

Delta Sleep-Inducing Peptide (DSIP) serves as a key regulator of the sleep-wake cycle, promoting deep, 

restorative sleep patterns. For CIRS patients trapped in cycles of insomnia and non-restorative sleep, 

DSIP breaks this pattern, allowing the critical repair processes that occur during deep sleep to resume.

Quality sleep is not a luxury in CIRS recovery—it's a necessity. During deep sleep, the glymphatic system 

clears metabolic waste from the brain, immune function is restored, and tissue repair occurs. Without it, 

recovery stalls regardless of other interventions.

Ce re b ro lysin

A complex mixture of neurotrophic peptides derived from 

porcine brain tissue, Cerebrolysin demonstrates remarkable 

neuroprotective and cognitive-enhancing properties. It reduces 

microglial activation (brain inflammation), protects neurons from 

damage, promotes neuroplasticity, and supports cognitive 

recovery.

Se m a x/Se la n k

This synthetic peptide analog of ACTH demonstrates potent 

nootropic effects without the hormonal activity of ACTH. Semax 

enhances attention, memory, and cognitive processing while 

providing neuroprotection against oxidative stress and 

inflammation. It directly counteracts the "brain fog" that 

devastates CIRS patients' quality of life.

Cognipep/Cerebropep
CogniPep and CerebroPep are both porcine-derived peptide 

blends designed to support healthy cognitive function. 

CerebroPep is a peptide blend focused on this cognitive 

support. They improve cognitive health by promoting mental 

clarity, focus, and memory through enhanced neurovascular 

activity. The inclusion of vascular peptides is intended to help 

the brain peptides function more effectively, making it a 

comprehensive blend for cognitive support.  



The HUPPRTOC Peptide Toolkit
Su m m a ry o f P rim a ry P e p t id e s

Peptide Name Class Primary Mechanism Specific Application in CIRS

BPC-157 Gut-Brain Axis Heals mucosal barriers; Modulates 
dopamine/serotonin; Protects against toxins

Reverses leaky gut/brain; Protects tissues 
from mycotoxin damage

TB4 Active Fragment Thymic Upregulates Th1; Downregulates Th2/Th17; 
Inhibits TGF-β1

Reverses core immune shift; Lowers key 
inflammatory biomarker

Vilon/Thymogen Thymic Potent Th1/Treg stimulator; Inhibits TGF-β1 Corrects foundational immune suppression; 
Restores immune competence

KPV MSH Fragment Potent mast cell inhibitor; Antimicrobial Controls MCAS symptoms; Reduces 
neuroinflammation; Eradicates MARCoNS

Epitalon/Pinealon Pineal Restores pineal function; Modulates HPA 
axis

Resets neuroendocrine system; Normalizes 
hormones; Restores sleep

MOTS-c/SS-31 Mitochondrial Enhances mitochondrial efficiency; 
Increases ATP production

Restores cellular energy; Enables 
detoxification and immune function

Thymogen Alpha 1 Thymic Potent Th1 stimulator; Enhances T-cell 
maturation

Reverses immune suppression; Restores 
cellular immunity





The "Sludge" Factor
Im m u n e  Ac t iva t io n  o f Co a g u la t io n
One of the most underappreciated complications of CIRS is immune activation of coagulation—a state where chronic inflammation 
triggers the clotting cascade not in response to injury, but as a pathological response to ongoing immune activation. This creates a 
thick, fibrin-rich "sludge" that coats the inner walls of capillaries throughout the body's 60,000 miles of microcirculation.

Th e  Me ch a n ism

Chronic inflammation activates the coagulation cascade through 
multiple pathways. Inflammatory cytokines stimulate tissue 
factor expression, activate platelets, and suppress natural 
anticoagulant mechanisms. The result is inappropriate fibrin 
deposition throughout the microcirculation.

This fibrin layer creates a physical diffusion barrier that 
dramatically increases the distance oxygen must travel from red 
blood cells to reach tissues. What should take milliseconds can 
take minutes—or doesn't occur at all.

Th e  Co n se q u e n ce s

Cellular Hypoxia: Despite adequate oxygen in the blood, cells 
become chronically oxygen-deprived, unable to generate 
adequate ATP for normal function.

Mitochondrial Dysfunction: Without adequate oxygen, 
mitochondria cannot perform oxidative phosphorylation 
efficiently, perpetuating the energy crisis.

Treatment Resistance: Nutrients, medications, and even peptides 
cannot reach tissues effectively, explaining why some patients 
fail to respond to seemingly appropriate therapies.



Seeing the Sludge
A Mo re  Se n sit ive  Dia g n o st ic  P a n e l

Th e  CSCSP C Ap p ro a ch : In a d e q u a t e

The standard Shoemaker protocol relies on only three 

coagulation markers: PAI-1 (Plasminogen Activator Inhibitor-1), 

ACA (Anti-Cardiolipin Antibodies), and VWF (von Willebrand 

Factor). While these can detect severe cases, they miss 60-90% 

of patients with clinically significant hypercoagulation.

These markers primarily detect advanced thrombotic states 

rather than the subtle, chronic activation of coagulation that 

characterizes CIRS. By the time these markers become 

abnormal, significant damage has already occurred.

Th e  HUP P RTOC P a n e l: Co m p re h e n sive

A more sensitive approach includes markers that detect earlier, 

more subtle evidence of activated coagulation:

• D-dimer: Elevated in active clot formation and breakdown

• Soluble Fibrin Monomer (SFM): Early marker of thrombin 

activity

• Fibrinogen: The substrate for fibrin formation

• Prothrombin Fragment 1+2: Marker of thrombin generation

• TAT Complex: Thrombin-antithrombin complex, indicating 

active coagulation

• Platelet activation markers

This comprehensive panel catches hypercoagulation in its earlier 

stages, when intervention is most effective.



Clearing the Sludge
A Mu lt i-Fa ce t e d  Tre a t m e n t  Ap p ro a ch
Successfully addressing hypercoagulation requires a multi-pronged strategy that simultaneously reduces new fibrin formation, dissolves existing fibrin 
deposits, and addresses the underlying inflammatory drivers. No single intervention is sufficient—the approach must be comprehensive.

Lo w -Do se  He p a rin

Provides anticoagulation at doses that prevent pathological clotting 
without increasing bleeding risk. Beyond anticoagulation, heparin 
demonstrates anti-inflammatory and antimicrobial effects relevant to 
CIRS. Low-dose subcutaneous heparin (typically 5,000-10,000 units 
daily) can be used long-term with appropriate monitoring.

Fib rin o lyt ic  En zym e s

Lumbrokinase: A powerful fibrinolytic enzyme derived from earthworms 
that specifically degrades fibrin without affecting other proteins. It can 
dissolve existing fibrin deposits in the microcirculation.

Nattokinase: Derived from fermented soybeans, provides similar 
fibrinolytic activity with excellent oral bioavailability. Often used in 
combination with lumbrokinase for synergistic effects.

BP C-157

Demonstrates remarkable ability to normalize coagulation. It breaks 
down pathological clots while simultaneously protecting against 
excessive anticoagulation—a bidirectional regulatory effect that 
promotes hemostatic balance rather than simply pushing the system in 
one direction.

GHK-Cu  (Co p p e r P e p t id e )

Suppresses fibrinogen production at the source, reducing the substrate 
available for pathological fibrin formation. GHK-Cu also promotes 
wound healing and tissue remodeling, helping repair damage caused 
by chronic hypoxia. Its anti-inflammatory effects address the underlying 
drivers of coagulation activation.



The TSH Fallacy
P in e a l-Hyp o t h a la m ic -P it u it a ry (P HP ) Axis  Dysfu n c t io n
Perhaps no single laboratory misconception causes more harm to CIRS patients than reliance on TSH (Thyroid Stimulating Hormone) to 
assess thyroid function. In healthy individuals with intact hypothalamic-pituitary function, TSH serves as a reliable marker. In CIRS patients 
with profound neuroinflammation affecting the PHP axis, TSH becomes worse than useless—it actively misleads clinicians into withholding 
necessary treatment.

Th e  He a lt h y Fe e d b a ck Lo o p

In health, low thyroid hormone levels trigger the hypothalamus to 
release TRH (Thyrotropin-Releasing Hormone), which stimulates 
the pituitary to release TSH, which then stimulates the thyroid to 
produce more hormone. TSH levels inversely correlate with thyroid 
function—high TSH indicates hypothyroidism.

This elegant feedback system depends on an intact, functional 
hypothalamus and pituitary capable of sensing thyroid hormone 
levels and responding appropriately.

Th e  CIRS Re a lit y

In CIRS, neuroinflammation directly damages the hypothalamus 
and pituitary. These glands become functionally suppressed, 
unable to produce adequate TRH and TSH even when the body 
desperately needs more thyroid hormone. The result: patients with 
severe cellular hypothyroidism show "normal" or even low TSH 
levels.

Relying on TSH in this context is described in the literature as 
"intellectually wrong and immoral" because it leads to misdiagnosis 
in greater than 95% of cases, leaving patients to suffer with 
untreated hypothyroidism while their lab tests appear "normal."





Comparison: Binders vs. Protection
St e p  2: Myco t o xin  Ma n a g e m e n t  St ra t e g ie s

CSCSP C: Bin d in g  St ra t e g y

Cholestyramine or other bile acid sequestrants form the core, long-term therapy. The approach is reactive—waiting 
for toxins to be excreted into bile, then binding them in the gut to prevent reabsorption.

Limitations:

• Only works in the GI tract, providing no systemic protection

• Poorly tolerated with significant side effects

• Passive "mopping up" that doesn't address why the body can't detoxify

• Often prescribed for years with minimal benefit

• Does nothing to protect cells from ongoing toxin damage

HUP P RTOC: P ro t e c t ion  & En h a n ce m e n t

Peptides provide systemic cellular protection while mitochondrial support enables natural detoxification from the 
outset. The approach is proactive—protecting cells from damage while restoring the body's innate clearing capacity.

Advantages:

• BPC-157 & KPV shield cell membranes and barriers throughout the body

• Mitochondrial peptides restore the ATP needed for Phase I/II detoxification

• T3 therapy enhances cellular detoxification enzyme activity

• Well-tolerated with minimal side effects

• Addresses root cause: inadequate cellular energy for detoxification



Comparison: Lowering TGF -β1
St e p  11: Ad d re ssin g  t h e  Ha llm a rk In fla m m a t o ry Ma rke r

CSCSP C: Losa rt a n  (La t e  St a g e )

The protocol uses losartan—an angiotensin II receptor blocker primarily used for blood pressure—for a 

30-day period late in the treatment sequence (Step 11) to reduce TGF-β1.

Critique: This is a repurposed drug being used off-label, introduced only after 10 other steps have been 

completed. It's a non-specific intervention that happens to lower TGF-β1 as a side effect of its primary 

mechanism. The timing means patients suffer with elevated TGF-β1 and its consequences for months 

before this intervention occurs.

HUP P RTOC: P e p t id e s  (In it ia l St a g e )

TB4 active fragment, Vilon, Thymogen, and KPV are potent, direct inhibitors of TGF-β1 that are 

introduced as part of the initial immune-modulating strategy.

Advantage: These peptides specifically target TGF-β1 as a primary mechanism of action, not as a side 

effect. They are introduced upfront, addressing this hallmark biomarker from day one. This is both more 

specific and more foundational—correcting the immune imbalance that drives TGF-β1 elevation rather 

than just pharmacologically suppressing the marker while leaving the cause intact.



Comparison: The VIP Question
St e p  12: Th e  Fin a l Th e ra p y Co n t ro ve rsy

CSCSP C: VIP  a s  P in n a c le

Vasoactive Intestinal Peptide nasal spray represents the final, ultimate step—the therapeutic endpoint after all 11 
previous steps are completed. It is positioned as the key to restoring immune regulation and represents the goal 

patients work toward for months or years.

The Problem: As discussed extensively, VIP in the high-TGF-β1 inflammatory state of CIRS becomes pro-inflammatory 
rather than anti-inflammatory. It worsens the core immune dysfunction by:

• Inducing T-cell exhaustion

• Driving Th17 autoimmunity

• Suppressing NK cell function

• Potentially increasing cancer risk

HUP P RTOC: VIP  Un n e ce ssa ry

VIP use is rendered unnecessary and is actively discouraged. The upstream restoration of immune function through 
thymic peptides, barrier healing, and immune rebalancing eliminates the need for VIP.

The Philosophy: The goal is to heal the immune system, not to paralyze it for short-term symptomatic relief. By truly 
restoring immune function rather than pharmacologically suppressing inflammatory signals, the HUPPRTOC avoids 

the pro-inflammatory, immune-suppressive, and potentially carcinogenic risks of VIP while achieving superior long-

term outcomes.

This fundamental difference epitomizes the philosophical divide between the protocols—symptom suppression 
versus true restoration of function.



At a Glance
CSCSP C vs. HUP P RTOC Su m m a ry

Feature CSCSPC (Downstream) HUPPRTOC (Upstream)

Core Philosophy Toxin removal and biomarker correction Direct immune system restoration

Primary Strategy Sequential, reactive, symptom-focused Targeted, proactive, root-cause focused

Expected Timeline Months to years for improvement Weeks to months for significant progress

Key Therapeutic Tool Binders (Cholestyramine) Peptides (BPC-157, TB4, TA1, KPV, etc.)

Mycotoxin Management Binding in gut (passive removal) Cellular protection + enhanced detox (active defense)

TGF-β1 Approach Losartan at Step 11 (late, repurposed drug) Specific peptides at initiation (early, targeted)

VIP Utilization Final "pinnacle" step, ultimate goal Unnecessary and actively discouraged

Treatment Flexibility Rigid, must complete each step sequentially Flexible, addresses individual patient needs

Tolerability Poor (especially binders), high dropout Excellent, minimal side effects

Long-term Safety Concerns about VIP effects on immunity Exceptional safety profile of peptides



A Cohesive, "Inside -Ou t " Mo d e l
HUP P RTOC a s a  Mu lt i-Syst e m  Fra m e w o rk
The HUPPRTOC represents more than a treatment protocol—it embodies a fundamentally different way of conceptualizing chronic inflammatory disease. 
It reframes CIRS not as a toxin-driven disease requiring toxin removal, but as a state of profound acquired immune dysfunction that requires immune 
restoration.

Im m u n e  Syst e m

The central pillar—restore this and everything else 
becomes possible

Ne u ro lo g ica l Fu n c t io n

Heals as neuroinflammation resolves and barriers are 
restored

En d o crin e  Ba la n ce

Normalizes as PHP axis function is restored from 
the top down

Ce llu la r En e rg y

Returns as mitochondrial function is restored and 
hypoxia resolved

Gu t  He a lt h

Improves as mucosal barriers heal and inflammation 
subsides

De t o xifica t io n

Becomes effective as cellular energy and enzyme 
function normalize

This is an "inside-out" model that acknowledges a profound truth: the most sophisticated therapeutic system ever created already exists within the human 
body. Our job as clinicians is not to micromanage every aspect of physiology, but to remove the barriers preventing the body's innate healing capacity from 
functioning and to provide the signals that guide it back to health.



Beyond CIRS
A Fin a l Co m m o n  P a t h w a y

Sh a re d  
P a t h op h ysi

o log y

Lon g  COVID
Post-viral multi-system 

effects

Fib rom ya lg ia
Widespread pain and 

dysregulation

ME/CFS
Exertional intolerance 

and fatigue

Ch ron ic  Lym e  
Dise a se

Persistent post-
infectious symptoms

CIRS
Chronic inflammatory 

response syndrome

The implications of the HUPPRTOC model extend far beyond CIRS. The core pathophysiological triad—immune dysfunction with T-cell exhaustion, mitochondrial failure, and neuroendocrine disruption creating a self-perpetuating vicious cycle—is not unique to mold illness. 

This same pattern appears across a spectrum of chronic inflammatory conditions.

Ch ro n ic  Lym e  Dise a se

Similar pattern of immune exhaustion, mitochondrial dysfunction, and multi-system symptoms. The initial trigger is bacterial rather 

than fungal, but the downstream pathology is remarkably similar—suggesting a shared final common pathway.

ME/CFS (Ch ro n ic  Fa t ig u e  Syn d ro m e )

Characterized by the same triad of immune dysfunction, energy depletion, and neuroendocrine abnormalities. Many ME/CFS 

patients show evidence of persistent viral reactivation and T-cell exhaustion indistinguishable from CIRS.

Fib ro m ya lg ia

Shares the inflammatory drivers, pain mechanisms, and autonomic dysfunction seen in CIRS. The symptom overlap is extensive, 

suggesting related underlying pathophysiology.

Lo n g  COVID

The post-viral syndrome following COVID-19 infection demonstrates this same pattern—immune exhaustion, mitochondrial 

dysfunction, autonomic irregularities, and multi-system inflammation. The parallel to CIRS is striking.



A Message of Therapeutic Optimism

Ho p e  fo r Re st o ra t io n
"By understanding and correcting the foundational immune dysregulation that drives these conditions, it may be possible to 
achieve a level of recovery and restoration of health that was previously thought to be unattainable."

For the millions of patients like Sarah who have been told that they will never fully recover, that they must simply "manage" their 
illness indefinitely, that their best hope is symptom suppression—this paradigm shift offers something more powerful than 
another medication or supplement. It offers genuine hope for restoration.

The HUPPRTOC demonstrates that when we address the root cause rather than chasing symptoms, when we restore rather than 
simply suppress, when we work with the body's innate healing capacity rather than trying to micromanage every physiological 
parameter, remarkable recovery becomes possible.

This is not about false hope or promising miracles. It's about recognizing that the human body possesses extraordinary capacity 
for self-healing when given the proper support—and that our role as healthcare providers is to facilitate that healing by removing 
barriers and providing the signals that guide the system back to health.



Top 10 Concepts to Remember
Ke y Ta ke a w a ys

1 P ro t e c t io n  No t  Bin d in g

HUPPRTOC replaces binders with cellular protection and enhanced detoxification capacity

2 VIP  Risk

VIP use is risky and unnecessary in the HUPPRTOC model due to immune-suppressive effects

3 Crit ica l Co m p lica t io n s

Complications like hypercoagulation and EMF sensitivity must be directly addressed for optimal recovery

4 TSH Un re lia b le

Standard hormone tests like TSH are unreliable in CIRS due to hypothalamic-pituitary suppression

5 Bro a d e r Im p lica t io n s

This model has implications for many chronic inflammatory diseases beyond CIRS—representing a possible unified approach to chronic 
immune dysfunction



6 P ro t e c t io n  No t  Bin d in g

HUPPRTOC replaces binders with cellular protection and enhanced detoxification capacity

7 VIP  Risk

VIP use is risky and unnecessary in the HUPPRTOC model due to immune-suppressive effects

8 Crit ica l Co m p lica t io n s

Complications like hypercoagulation and EMF sensitivity must be directly addressed for optimal recovery

9 TSH Un re lia b le

Standard hormone tests like TSH are unreliable in CIRS due to hypothalamic-pituitary suppression

10 Bro a d e r Im p lica t io n s

This model has implications for many chronic inflammatory diseases beyond CIRS—representing a possible unified 
approach to chronic immune dysfunction





Part II: Age Less, Live 
More

Unlocking Oral Bioregulator Peptides 
and Longevity 



Bioregulators and Aging (TAP Study)

Telomere Length and Aging

Numerous studies have shown 

that telomere length is closely 

linked to the aging process. 

People with shorter telomeres 

have a much higher chance of 

dying from any cause 

compared to people with 

longer telomeres.

Clinical Evidence

Studies in Russia and the 

United States have proven that 

peptide bioregulators can 

restore stem cell function, 

increase telomere length, and 

reverse biological aging in a 

broad spectrum of ways. These 

effects are linked to significant 

decreases in markers of 

mortality and illness.

Ongoing Russian Study

The Telomerase Activation 

Protocol (TAP) study gives 

subjects a combination of 5-7 

peptide bioregulators for ten 

days each month, rotating 

through a total of 21 peptides 

over time. 

Telomere length and biological 

age are measured at the start 

and annually. 



Telomerase Activation Protocol (TAP) Study

Study Goals

The study goals are to reduce 
biological age by 7 years, 

which is associated with a 
50% reduction in all-cause 

mortality, improve quality of 
life (QoL), and achieve an 

extended healthy lifespan.

Clinical Results

On average, participants 
reversed their telomere age 
by 22 years over three years, 

achieving an average of 7 
years of telomere 

lengthening per year.

Current Status

Over 100 participants are 
actively involved or have 

achieved their telomere goals 
and are now on a minimal 

maintenance program.



The Epigenetic Methylation Analysis and Intervention Study

Study Goals

• For this 3-4 year study, the goals are to determine if peptides can 

reverse biological aging, in addition to telomere length, at the 

molecular (DNA/m) level via EpiAge® testing with a personalized 

peptide bioregulator protocol.

Study Participants

The average study participant had a baseline epigenic 
age 3.5 years older than their chronological age, equating 

to about a 40% increase risk of of mortality.

Clinical Results

On average, participants reversed their telomere age by 14 
years and over 5 years in EpiAge after two years. Over 

90% of the telomere participants reached their telomere 
goal in 2 to 3 years.

Current Status

Over 100 participants are actively involved or have achieved 
their telomere goals and are now on a minimal 

maintenance program.



Anisimo VNN, et al. Effect of synthetic thymic and pineal peptide on biomarkers of ageing, survival 
and spontaneous tumor Ageing Dev 2001;122(1):41-68.
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For the Practitioner
Ta kin g  Co n t ro l o f Yo u r P a t ie n t 's  He a lt h
For healthcare providers treating complex, multi-system patients, the HUPPRTOC paradigm offers not just a new treatment protocol, but a fundamentally different approach 

to chronic disease management. This requires courage—courage to look beyond conventional algorithms, to question established dogma, and to embrace a more 

sophisticated understanding of human physiology.

Re cog n ize  Syst e m  Lim it a t ion s

Acknowledge that the conventional medical system, with its siloed specialties and symptom-focused approach, often fails complex chronic illness patients. These 

patients need physicians willing to see the forest, not just individual trees.

Em b ra ce  Syst e m s Bio log y

Adopt a systems-biology perspective that recognizes the interconnectedness of immune, endocrine, neurological, and metabolic systems. Disease in one area 

inevitably affects the others—treat the whole system, not isolated symptoms.

Se e k Roo t  Ca u se s

Commit to identifying and addressing root causes rather than just managing symptoms with pharmaceuticals. Ask "why" repeatedly—why is the patient inflamed? 

Why is their immune system dysfunctional? Why can't they detoxify effectively?

Com m it  t o  Le a rn in g

Recognize that effectively treating complex chronic illness requires continuous learning and willingness to explore therapeutic approaches not taught in 

conventional medical training. The science is evolving rapidly—stay current.

There are knowledgeable, caring physicians who share a passion for helping those with complex illnesses. Building networks with these practitioners, sharing knowledge, and 

supporting each other creates a community of healing that serves our most challenging patients far better than siloed conventional approaches.



Resources for Further Learning
Co n t in u in g  Yo u r Ed u ca t io n

Ho lt o rf Me d ica l Gro u p

www.holtorfmed.com

Comprehensive information on complex chronic illness treatment, 
including CIRS, chronic infections, and hormonal optimization. The 
clinical team has extensive experience implementing the 
HUPPRTOC protocol.

In t e g ra t ive  P e p t id e s

www.integrativepeptides.com

Educational resources on peptide bioregulation, specific peptide 
mechanisms, dosing protocols, and clinical applications. Includes 
practitioner training materials.

Na t io n a l Aca d e m y o f Hyp o t h yro id ism

www.nahypothyroidism.org

Evidence-based information on proper thyroid assessment and 
treatment, particularly relevant for understanding thyroid 
dysfunction in chronic inflammatory conditions.

Fu ll P ro t o co l Do cu m e n t

"Mold Illness and the Holtorf Updated Peptide Protocol for the 
Rapid Treatment of CIRS (HUPPRTOC)"

The complete scientific document with detailed mechanisms, 
references, and clinical protocols for implementing this approach.

These resources provide the foundation for deeper understanding of the HUPPRTOC paradigm and its practical implementation. For 
practitioners interested in treating complex chronic illness, these materials offer evidence-based, clinically-tested approaches that go beyond 
conventional algorithms.

https://www.holtorfmed.com/
https://www.integrativepeptides.com/
https://www.nahypothyroidism.org/


Thank You

Qu e st io n s & Discu ssio n
Thank you for your time and attention to this presentation on the Holtorf Updated Peptide Protocol for CIRS. We've covered a paradigm shift in how we conceptualize and treat chronic inflammatory 
disease—moving from downstream symptom management to upstream immune restoration.

The key message: by targeting the root cause of immune dysfunction rather than chasing downstream biomarkers and symptoms, we can achieve levels of recovery previously thought impossible for 
patients with CIRS and related conditions.

Ke y Co n t a c t  In fo rm a t io n

Holtorf Medical Group

For patient consultations and practitioner training

Website: www.holtorfmed.com

Email: info@holtorfmed.com

Continuing Education

Webinars, courses, and certification programs available for healthcare providers interested in 
implementing peptide-based protocols for complex chronic illness.

W e  W e lco m e  Yo u r Qu e st io n s

This paradigm represents a significant departure from conventional approaches, and questions 
are essential for deepening understanding and practical implementation.

Whether you're a clinician considering adopting these protocols, a researcher interested in the 
underlying science, or a patient advocate seeking better options for complex chronic illness—your 
questions and insights contribute to the evolution of this field.

Remember: The goal is not to reject all aspects of the Shoemaker protocol, but to integrate its valuable diagnostic insights with a more sophisticated, upstream treatment approach that 
restores the body's innate healing capacity. Both paradigms have contributed to our understanding—the HUPPRTOC simply represents the next evolution in treatment strategy.

https://www.holtorfmed.com/


The Cost of Delayed Treatment
Sym p t o m  Bu rd e n  Ove r Tim e

1 Year Untreated 3 Years Untreated 5+ Years Untreated

This data illustrates why early intervention is critical in CIRS. Symptom burden and disease severity progressively worsen with delayed treatment as the vicious cycle of immune dysfunction, 
mitochondrial failure, and neuroendocrine disruption becomes more deeply entrenched. Patients who remain untreated or undertreated for 5+ years develop profound multi-system damage that is 
significantly more difficult to reverse. Early recognition and aggressive upstream intervention with the HUPPRTOC approach can prevent this progressive deterioration and achieve faster, more 
complete recovery.



The Path Forward
In t e g ra t in g  HUP P RTOC in t o  Clin ica l P ra c t ice

St a rt in g  t h e  Con ve rsa t ion

For clinicians ready to implement this paradigm, begin by educating yourself 

thoroughly on peptide mechanisms and immune restoration principles. Start 

with a few core peptides in appropriate patients, document outcomes carefully, 

and expand your toolkit as you gain experience and confidence.

For patients seeking this approach, have informed discussions with your 

healthcare provider. Bring educational materials, share your research, and 

advocate for a treatment strategy that addresses root causes rather than just 

managing symptoms.

Bu ild in g  a  Su p p ort  Ne t w ork

Connect with other practitioners and patients using these approaches. Share 

experiences, troubleshoot challenges, and contribute to the growing body of 

clinical evidence supporting upstream interventions for chronic inflammatory 

disease.

Th e  Ult im a t e  Goa l

The HUPPRTOC represents more than a new treatment protocol—it embodies a 

fundamental shift in how we understand and approach chronic disease. By 

recognizing that the body possesses extraordinary healing capacity when 

properly supported, we move from a paradigm of disease management to one of 

health restoration.

This is precision medicine at its finest: targeting the specific pathophysiological 

mechanisms driving illness with safe, effective bioregulatory tools that work with 

the body's innate wisdom rather than against it.

The future of chronic disease treatment lies not in more powerful symptom 

suppressors, but in more sophisticated approaches to immune restoration. The 

HUPPRTOC lights the way forward.

Final Reflection: Every patient like Sarah deserves a healthcare system that looks for root causes, that employs the safest and most effective tools available, and that 

never settles for "managed illness" when restored health is possible. The paradigm shift from downstream to upstream, from suppression to restoration, from managing 

disease to rebuilding resilience—this is the promise of the HUPPRTOC and the future it represents for millions suffering with chronic inflammatory conditions.



Thank You
Questions?

Check the nonprofit company site, the National Academy of Hypothyroidism and 
Integrative Sciences, NAHypothyroidism.org, IntegrativePeptides.com, and 

HoltorfMed.com for More Information.

Please contact GinaC@HolotrfMed.com for a copy of this PPT with thirteen case 
studies and for a copy of The Peptide Protocol for the Rapid Treatment of CIRS

http://nahypothyroidism.org/
mailto:GinaC@HolotrfMed.com
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