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VOLUME 8 - PAPER 21 - GREAT CLEARANCE PARADOXES

The Albumin Highway

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Blood concentrations are often reported as totals even though the free, protein-unbound fraction of
a substance may drive receptor activity, diffusion or toxicity. This article asks whether altered
binding becomes a neglected source of variable response in patients with identical total
measurements.

The biological route

Albumin binds many hormones, drugs, fatty acids and endogenous metabolites. Hypoalbuminemia,
competition among ligands and altered binding affinity can change free exposure without identical
change in total concentration. Renal and hepatic clearance may then adjust over time, creating
nonlinear relationships between the initial free fraction and steady-state concentration. A systems
model must account for rapid binding equilibrium, distribution and elimination together.

An illustrative scenario

Imagine two patients with identical total concentration of a highly protein-bound drug, but
markedly different albumin and renal function. Free concentration may differ, yet total drug
clearance may also adapt. The experiment cannot stop at the first measurement. A meaningful
pharmacokinetic account follows free fraction, distribution and elimination across time; otherwise
albumin becomes another misleading single-number explanation.

Alternative explanations and limits

Protein binding is not equally important for every compound. Many drugs have relatively
predictable clinical responses, and an altered free fraction does not always cause a lasting increase
in free concentration because clearance also adapts. The simplistic statement that low albumin
always increases toxicity is pharmacokinetically unsound.

What would change the conclusion?

The useful test is whether free concentrations, target engagement and clinical outcomes diverge
from total levels in a predictable direction under defined disease conditions. If free exposure is
unchanged after clearance compensation, the hypothesized vulnerability vanishes for that drug.

The distinctive prediction

A protein-binding explanation predicts discordance between total concentration and unbound target
exposure, corrected for changing clearance. If clinical effects remain aligned with total
concentrations, adding binding complexity may not improve care.

Clinical interpretation
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Clinical implication: in selected medications, measuring or calculating free drug levels is more
informative than total levels; indiscriminate albumin supplementation or informal dose changes are
not supported by this conceptual argument.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

McEwen BS. Stress, adaptation, and disease: Allostasis and allostatic load. Ann N Y Acad Sci. 1998.
https://pubmed.ncbi.nlm.nih.gov/9629234/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 22 - GREAT CLEARANCE PARADOXES

The Intestine as a Recycling Machine
for Unwanted Compounds

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

The intestine is not merely an inlet. For compounds exported in bile or secreted into the gut, it can
become part of a recycling loop. The original question is whether variation in microbial processing,
transit time and intestinal binding significantly changes systemic residence time for selected
substances.

The biological route

Enterohepatic recirculation occurs when a compound reaches the lumen through bile, is
deconjugated or otherwise modified, and is reabsorbed. Bile acids demonstrate sophisticated
host-microbe interaction through transporters and microbial enzymes. Some drugs and hormone
conjugates also undergo recycling; their kinetics may respond to antibiotics, dysbiosis, altered
transit or hepatic dysfunction.

An illustrative scenario

Two drugs may both enter bile, yet only one undergoes substantial intestinal reabsorption after
microbial deconjugation. Treating both as equivalent “biliary toxins” would conceal their different
chemistry. The question is not whether the intestinal recycling loop exists; it does. The question is
whether a specified circulating burden changes enough through that loop to matter clinically for a
particular compound.

Alternative explanations and limits

Not every toxin is secreted in bile, and some compounds that enter bile are poorly reabsorbed.
Increased stool output does not prove accelerated elimination of a chemically unidentified agent.
The general notion of “binding toxins” often overlooks substance-specific chemistry and

ABSURD HEALTH INSTITUTE / FRONTIER MEDICAL CONCEPT PAPERS


https://pubmed.ncbi.nlm.nih.gov/9629234/

pharmacology.

What would change the conclusion?

A robust model requires mass balance with labeled or analytically identified compounds, fecal and
urinary elimination, and knowledge of intestinal transport. The hypothesis loses force if altered
recycling has no appreciable effect on total systemic exposure or clinically relevant outcomes.

The distinctive prediction

Enterohepatic recycling should be demonstrated for a named compound through detectable biliary
entry and intestinal reabsorption. A change in stool color, frequency or texture provides no
substitute for that chemical evidence.

Clinical interpretation

This framework can inform interpretation of drug interactions and known bile-acid conditions; it
does not establish an indication for routine binders or high-risk detox regimens.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Jansen A et al. Increased levels of persistent organic pollutants in serum one year after a great weight loss in humans. Sci Total
Environ. 2018.
https://pubmed.ncbi.nim.nih.gov/29890598/

Thaiss CA et al. Transkingdom control of microbiota diurnal oscillations promotes metabolic homeostasis. Cell. 2014.
https://pubmed.ncbi.nlm.nih.gov/25417104/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 23 - GREAT CLEARANCE PARADOXES

When Repair Produces Its Own Waste
Burden

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Tissue rebuilding and removal of damaged structures produce metabolic byproducts. Could periods
of intense turnover temporarily challenge clearance in individuals with little renal or hepatic
reserve? This is a question of measured turnover flux, not a general claim that healing releases
unnamed poisons.

The biological route

Apoptotic cell clearance, extracellular matrix degradation and muscle protein turnover deliver
constituents to normal metabolic pathways. Nitrogen disposal depends on hepatic urea synthesis
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and renal excretion; purine turnover contributes to uric acid; heme breakdown increases bilirubin
handling. In most healthy people these pathways have ample capacity. The unusual state arises
when substrate turnover and impaired excretion converge.

An illustrative scenario

A patient with severe kidney impairment undergoing major tissue repair provides a plausible setting
for a clearance constraint. Increased protein turnover could add nitrogenous load, but
interpretation still requires known kidney function, the actual metabolites and their measured
values. In a healthy adult with intact clearance, the same degree of turnover may be well tolerated.
The hypothesis makes a vulnerability claim, not a universal warning about healing.

Alternative explanations and limits

There is no reason to interpret headache, diarrhea or confusion during fasting as proof of reparative
waste production. Such symptoms demand attention to hydration, electrolytes, medication effects,
infection and other disorders. The phrase “clearance crisis” cannot substitute for actual
measurements.

What would change the conclusion?

Useful evidence would link a specific turnover marker to a specific downstream metabolite,
demonstrate a capacity limit in a susceptible subgroup, and observe improvement when the
identifiable problem is managed. The hypothesis fails if putative waste elevations are absent or far
below known toxic ranges.

The distinctive prediction

Increased endogenous byproducts should appear at doses and rates sufficient to overwhelm an
impaired clearance route. Without both a credible source and a constrained exit, “waste burden” is
only a figurative description of convalescence.

Clinical interpretation

An important consequence is recognizing that the physiology of repair may be demanding without
romanticizing sickness. Appropriate care is based on established organ function and clinically
indicated monitoring, not a universal cleansing schedule.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Joshi R, Chou S-Y. Beer Potomania: A View on the Dynamic Process of Developing Hyponatremia. Cureus. 2018.
https://pmc.ncbi.nim.nih.gov/articles/PMC6150768/

McEwen BS. Stress, adaptation, and disease: Allostasis and allostatic load. Ann N Y Acad Sci. 1998.
https://pubmed.ncbi.nlm.nih.gov/9629234/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.
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VOLUME 8 - PAPER 24 - GREAT CLEARANCE PARADOXES

The Kidney's Concentration Tax

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

The kidney must dispose of daily solute while managing free water and extracellular tonicity. When
solute intake is extremely low, the maximum volume of water that can be excreted may fall. The
essay asks how this constraint interacts with fasting, habitual excessive drinking, antidiuretic
hormone release and illness.

The biological route

Urine output is limited by excreted osmoles divided by achievable urine osmolality. Low protein and
salt intake reduces the daily osmotic load; vasopressin can further increase water reabsorption. The
result can be dilutional hyponatremia despite kidneys that are capable of producing dilute urine.
Severe cases are documented in beer potomania and other low-solute states.

An illustrative scenario

A person consuming large volumes of fluid with almost no protein or salt may exceed the reduced
ceiling of free-water excretion and become hyponatremic. But another person with comparable
water intake and adequate osmoles may remain normonatremic. The contrast shows why neither
“water is always good” nor “water is dangerous” is a sufficient explanation. The variables must be
considered together.

Alternative explanations and limits

The effect does not imply that every intermittent fast or plant-based diet causes hyponatremia.
Healthy kidneys have large adaptive capacity, and water balance depends on intake, losses,
hormones, renal function and drugs. Low serum sodium is not adequately explained by dietary
sodium alone.

What would change the conclusion?

An informative analysis includes actual fluid intake, solute intake, serum sodium and measured
osmolality, urine studies and time course. The hypothesized low-solute mechanism is less
persuasive when urinary concentrating patterns or alternative causes point to SIADH, adrenal
insufficiency or renal failure.

The distinctive prediction

Low-solute vulnerability predicts a calculable reduction in maximal water elimination under the
measured urine osmotic load. The model is strongest when quantitative fluid and solute balance
explains the fall in sodium better than competing endocrine or renal disorders.

Clinical interpretation
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The topic has immediate safety value: new confusion, seizures, severe headache or weakness in an
at-risk patient requires urgent assessment. Rapid self-correction of sodium can also be harmful;
there is no universal electrolyte prescription.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Joshi R, Chou S-Y. Beer Potomania: A View on the Dynamic Process of Developing Hyponatremia. Cureus. 2018.
https://pmc.ncbi.nlm.nih.gov/articles/PMC6150768/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 25 - IMMUNE MISTAKEN IDENTITIES

Molecular Impersonators: When
Microbial Metabolites Borrow the
Body’s Signals

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Microorganisms create compounds that can resemble, imitate or antagonize host signaling
molecules. The question is whether a microbiome metabolite can be understood as a distributed
endocrine input—and in which contexts its presence is sufficient to change disease trajectory.

The biological route

Microbial conversion of bile acids changes ligands for FXR and TGR5; tryptophan metabolites
interact with host receptors; short-chain fatty acids influence immune-cell metabolism and
intestinal epithelium. These mechanisms illustrate cross-kingdom pharmacology without implying
that every metabolite is pathogenic. Spatial concentration, receptor affinity and transport are
crucial: stool abundance does not establish meaningful concentrations at a distant receptor.

An illustrative scenario

Microbial production of a receptor ligand is not equivalent to a measurable effect in distant brain
tissue. One has to determine how much is produced, where it enters the circulation, how rapidly it
is cleared and whether its target receptor is occupied at physiological concentrations. A stool
sequencing report cannot answer those questions by itself. The pathway needs a molecular
accounting from organism to outcome.

Alternative explanations and limits

Metabolite signatures can reflect diet, transit, medication, inflammation or disease rather than
cause it. Taxonomic microbiome differences alone rarely identify active biochemical mechanisms,
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and simplistic good-bacteria/bad-bacteria narratives obscure strain-level biology.

What would change the conclusion?

The strongest test tracks a named molecule from a defined microbial pathway into host exposure
and receptor activity, then shows a relevant functional effect independent of confounding. If
receptor activation is too weak at physiological concentrations, the proposed causal route is
weakened.

The distinctive prediction

The strongest microbial impersonator hypothesis would connect strain-specific biosynthesis,
circulating metabolite concentration and receptor occupancy with a functional effect. A change in
microbial species abundance alone is several causal steps short of proof.

Clinical interpretation

Clinically this favors substance-specific, mechanistic investigation over indiscriminate probiotics,
antimicrobials or assertions that microbiome imbalance explains all chronic symptoms.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Thaiss CA et al. Transkingdom control of microbiota diurnal oscillations promotes metabolic homeostasis. Cell. 2014.
https://pubmed.ncbi.nlm.nih.gov/25417104/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 26 - IMMUNE MISTAKEN IDENTITIES

The Microbiome Has Its Own Clock

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Feeding time, sleep and host circadian signals shape microbial ecology and metabolism. The
unusual proposal is that the timing of microbial metabolite production could become misaligned
with the tissues that respond to it, creating a metabolic coordination problem even if average
abundance remains similar.

The biological route

Experimental studies have demonstrated diurnal microbiota oscillations and host-microbe links to
metabolic homeostasis. Meal timing alters substrate delivery, intestinal motility and bile acid
pulses; microbial fermentation produces metabolites with time-dependent concentrations. A host
tissue with circadian receptor or enzyme rhythms may respond differently to the same molecule at
different phases.
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An illustrative scenario

Imagine identical diets eaten by two people with opposite sleep schedules. Their microbial
fermentation and host enzyme phases may not align similarly, but differences in meal timing,
activity and sleep itself confound interpretation. To attribute a change to microbial clock mismatch,
one would need measures of both host and microbial phase and some evidence that their
misalignment independently affects a defined endpoint.

Alternative explanations and limits

Many associations are driven by food composition, shift work, sleep loss, travel and medication
timing. Human microbial oscillations are variable, and results from mouse circadian experiments
cannot establish disease causation in people. Clock mismatch can become an unfalsifiable story
unless timing is precisely defined.

What would change the conclusion?

A meaningful test compares repeatedly sampled microbial metabolites, host circadian phase and
physiological outcomes under matched diet and sleep conditions. If time-of-day has no reproducible
predictive effect beyond total exposure, the coordination hypothesis becomes unnecessary.

The distinctive prediction

Temporal mismatch should outperform simple average metabolite abundance as a predictor. If
phase relationships explain nothing after meal timing, sleep and body clocks are accounted for, the
new clock concept contributes little.

Clinical interpretation

This is a mechanistic argument for better timing studies, not evidence that rigid meal schedules

cure immune disease or that microbiome sampling at a single time diagnoses circadian dysfunction.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Thaiss CA et al. Transkingdom control of microbiota diurnal oscillations promotes metabolic homeostasis. Cell. 2014.
https://pubmed.ncbi.nim.nih.gov/25417104/

Chrono-tailored drug delivery systems: recent advances and future directions. Drug Deliv Transl Res. 2024.
https://link.springer.com/article/10.1007/s13346-024-01539-4

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 27 - IMMUNE MISTAKEN IDENTITIES

The Immune System That Mistakes
Repair for Infection

Absurd Health Institute - Hypothesis and mechanistic perspective
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Central hypothesis

The immune system does not respond only to pathogens. Damaged host tissue can release signals
that recruit inflammatory responses even in sterile conditions. A potentially self-sustaining disease
state can arise if the consequences of inflammation continually generate more of those signals.

The biological route

Extracellular ATP, mitochondrial DNA, uric acid crystals and damaged matrix fragments can
function as danger-associated signals under defined conditions. Mitochondrial DNA released into
the cytosol can activate cGAS-STING signaling; damaged cells recruit innate immune clearance.
The plausible feedback loop is damage, innate activation, secondary injury and further danger
signal release.

An illustrative scenario

Mitochondrial DNA found in the wrong cellular compartment can activate a DNA-sensing immune
pathway. That mechanism is much more specific than saying mitochondria are “toxic” or the body
has failed to detoxify. The cause may be oxidative injury, apoptosis-related membrane
permeabilization or other stress. A theory must show how the nucleic acid leaves its usual location,
which cell senses it, and whether this response is necessary for pathology.

Alternative explanations and limits

An activated inflammatory pathway does not mean immunity is “confused.” Many sterile responses
are appropriate and terminate normally. Ongoing disease may instead reflect infection, ischemia,
autoimmune antigen recognition or mechanical injury. Calling all inflammation mistaken ignores
necessary wound defense.

What would change the conclusion?

The discriminating evidence is a causally important endogenous ligand whose reduction alters
inflammation despite no change in microbial burden or primary damage. The model weakens if
inflammation requires an untreated infectious or structural trigger.

The distinctive prediction

A sterile immune feedback loop should persist without a replicating pathogen and weaken when its
identified self-derived danger signal is removed. Without that discriminating observation,
inflammation could simply be responding appropriately to continuing injury.

Clinical interpretation

This conceptual lens supports the distinction between initiating insults and amplifying feedback
circuits. It offers no basis for suppressing immunity indiscriminately or abandoning proven
antimicrobial therapy.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.
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Kim J et al. Molecular mechanisms of mitochondrial DNA release and activation of the cGAS-STING pathway. Exp Mol Med. 2023.
https://www.nature.com/articles/s12276-023-00965-7

de Laval B et al. C/EBPB-dependent epigenetic memory induces trained immunity in hematopoietic stem cells. Cell Stem Cell. 2020.
https://doi.org/10.1016/j.stem.2020.01.017

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 28 - IMMUNE MISTAKEN IDENTITIES

Maternal Cells That Never Left: The
Microchimerism Hypothesis

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Pregnancy can leave small populations of fetal-derived cells in maternal tissues for years or
decades. This remarkable biological fact raises a question: might lifelong microchimerism influence
local repair, tolerance or autoimmune vulnerability depending on the type, location and state of the
persisting cells?

The biological route

Cells crossing the placenta can engraft and later appear in blood, marrow and injured tissues.
Reports of different lineages suggest potential immune and stromal interactions, although technical
detection and functional attribution remain challenging. One speculative model sees
microchimerism as an additional resident-cell population within a maternal tissue ecosystem, not
necessarily harmful or beneficial by nature.

A deeper interrogation

Microchimerism makes the ordinary distinction between self and nonself more complicated. A
mother may carry genetically distinct cells acquired during pregnancy long after delivery,
sometimes distributed in marrow or tissue compartments. They can be detected without producing
obvious disease. That observation invites three competing accounts: the cells are incidental
passengers; they contribute to immune surveillance or tissue repair; or under certain conditions
they participate in harmful inflammation. A single cell-detection assay cannot discriminate these
possibilities. One needs cell phenotype, activity, tissue context, temporal sequence and appropriate
comparison groups. It is also important to distinguish fetal microchimerism from maternal
microchimerism in the offspring; the directions of transfer involve different exposures. For an
ambitious theoretical paper, the intriguing insight is that the mammalian organism may be a small
ecological community of genetically distinct cells without pathology. The serious caution is that
attributing postpartum depression, autoimmune disease or cancer to this community without
mechanistic evidence would be unwarranted. The biology creates a research question, not a hidden
diagnosis.
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Alternative explanations and limits

Microchimeric cells are also found in healthy people, and associations with autoimmunity have been
inconsistent. Cells detected in injured tissue may be recruited by disease rather than cause it; the
presence of a genetic marker alone does not establish any functional role. Pregnancy cannot be
reduced to a single microchimerism exposure.

What would change the conclusion?

Discriminating evidence requires cell identification, lineage, activity and temporal relationship to an
outcome, with appropriate parity and other confounder controls. A proposed autoimmune role is
weakened if cell presence does not differ by disease or does not precede pathology.

The distinctive prediction

The crucial question is what persistent foreign-lineage cells do, not merely whether they exist. A
causal effect requires their phenotype and activity to precede, predict or experimentally influence a
particular tissue outcome.

Clinical interpretation

The concept is an invitation to careful study of persistent cellular coexistence. It must not be used to
blame pregnancies or to speculate about individual postpartum psychiatric disorders without direct
evidence.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Fetal microchimerism and maternal health during and after pregnancy. Reprod Immunol. Review.
https://pmc.ncbi.nim.nih.gov/articles/PMC4989712/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 29 - IMMUNE MISTAKEN IDENTITIES

The Wrong Antigen at the Wrong Time

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Immune response depends on context as well as antigen. The essay asks whether the same
exposure can generate substantially different long-term outcomes depending on tissue injury,
inflammation, developmental stage and the activation state of antigen-presenting cells.

The biological route

Dendritic cells and other antigen-presenting cells integrate pattern-recognition signals,
costimulation and cytokines when presenting antigen. Tolerance versus effector differentiation
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depends partly on these contextual cues; repeat exposure and memory formation then change
future responses. The framework is plausible for allergens, infection-related immune changes and
selected autoimmunity hypotheses.

An illustrative scenario

After a skin barrier injury, a given antigen may be encountered in an inflammatory setting that
differs from exposure through an intact mucosa. This makes contextual immunology biologically
credible. It does not prove that timing alone determines tolerance or autoimmunity. Genetic
background, antigen amount, route and concurrent infection may outweigh the proposed timing
effect, and must be considered in any causal interpretation.

Alternative explanations and limits

The same antigen is not guaranteed to produce opposite outcomes just because exposure timing
changes, and human immune phenotypes are influenced by HLA genetics, dose, route and prior
history. Observational timing correlations are especially vulnerable to confounding by infection, age
and health-seeking behavior.

What would change the conclusion?

A rigorous comparison holds antigen, dose and route constant while varying a defined contextual
variable, then measures antigen-specific response and clinically meaningful outcomes. If timing is
not an independent predictor after these controls, the strong claim weakens.

The distinctive prediction

Timing should independently change an antigen-specific response after controlling dose, route,
genetics and prior immunity. If the apparently different outcomes track those other variables, the
proposed temporal window has not been established.

Clinical interpretation

This essay is not a blanket argument against childhood immunization or any other defined
intervention. Vaccine-specific benefit and risk require product-specific evidence, and hypothetical
immune timing effects must not replace it.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

de Laval B et al. C/EBPB-dependent epigenetic memory induces trained immunity in hematopoietic stem cells. Cell Stem Cell. 2020.
https://doi.org/10.1016/j.stem.2020.01.017

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.
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VOLUME 8 - PAPER 30 - IMMUNE MISTAKEN IDENTITIES

The Immune System as an Ecological
Gardener

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Host defense does not simply sterilize tissues; it coordinates tolerance, removal of damaged cells,
epithelial maintenance and responses to resident microorganisms. The gardener metaphor proposes
that health depends partly on regulating an ecosystem rather than eliminating all microbial or
inflammatory activity.

The biological route

Mucosal immunity, barrier-derived signals, antimicrobial peptides and regulatory lymphocytes help
sustain coexistence with commensals while restricting invasion. Macrophages clear apoptotic cells
and influence remodeling. Excessive or deficient activity may both impair tissue function. A local
ecosystem thus requires selective response rather than globally strong or weak immunity.

An illustrative scenario

A healthy gut normally contains many resident microbes that neither need to be eliminated nor
should be described as sterile invaders. At the same time, invasive pathogenic infection can require
decisive antimicrobial treatment. The ecological view becomes useful when it distinguishes
coexistence, containment and active disease using real microbiology. If it labels every antimicrobial
intervention as environmental damage, it becomes ideology rather than medicine.

Alternative explanations and limits

For many infections, microbial killing is decisive; for immune-mediated conditions, strong
anti-inflammatory treatment can be life-saving. Gardening language can become a misleading
argument against antibiotics, vaccines or immunosuppression if it ignores pathogen-specific
realities.

What would change the conclusion?

The scientific task is to define which cell populations, organisms and tissue functions are being
maintained and to demonstrate that targeted ecological changes improve outcomes. Diversity alone
is not necessarily beneficial; a pathogenic community can be diverse.

The distinctive prediction

An ecological interpretation is useful when it predicts selective tolerance toward commensals
alongside robust control of invasion. If it cannot tell beneficial coexistence from dangerous
infection, the metaphor is clinically empty.
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Clinical interpretation

This perspective can enrich understanding of mucosal health while preserving urgent treatment for
sepsis, invasive infection and genuine autoimmune or inflammatory injury.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Thaiss CA et al. Transkingdom control of microbiota diurnal oscillations promotes metabolic homeostasis. Cell. 2014.
https://pubmed.ncbi.nlm.nih.gov/25417104/

de Laval B et al. C/EBPB-dependent epigenetic memory induces trained immunity in hematopoietic stem cells. Cell Stem Cell. 2020.
https://doi.org/10.1016/j.stem.2020.01.017

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 31 - HYDRAULICS OF DISEASE

Good Blood Tests, Bad Capillary
Delivery

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Normal arterial oxygen saturation and satisfactory hemoglobin do not establish uniform oxygen
delivery to every capillary bed. The hypothesis is that local heterogeneity in red-cell traffic, capillary
transit and extraction may produce functionally important tissue deficits despite reassuring
systemic measurements.

The biological route

Oxygen delivery depends on arterial oxygen content, flow, microvascular architecture, diffusion
distance and mitochondrial utilization. Capillary transit-time heterogeneity models show how rapid
shunting through some channels and slow flow through others can reduce efficient extraction.
Endothelial and pericyte regulation, erythrocyte deformability and local inflammation provide
mechanisms to consider. The existence of these variables does not establish microvascular ischemia
in every fatigued patient.

A deeper interrogation

The physiology of oxygenation contains a useful mathematical correction to the simple statement
that a normal oxygen saturation means tissues are adequately oxygenated. Arterial oxygen content
depends heavily on hemoglobin concentration, and oxygen delivery depends additionally on flow.
Even this macroscopic accounting is not enough: extraction at the capillary interface depends on
residence time and diffusion gradients. A heterogeneous capillary network can carry plenty of
oxygenated blood while distributing it inefficiently. Capillary transit-time models have examined
whether some flow patterns paradoxically reduce extraction efficiency. Yet these mathematical
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predictions are not licenses to diagnose microvascular failure from fatigue alone. A mechanistic
paper must specify an organ, tissue oxygen tension, capillary transit distribution and disease state.
One must also distinguish flow limitation from cellular inability to use delivered oxygen. This is
relevant to stroke, sepsis and metabolic illness in different ways. The most useful conclusion is not
that systemic tests are useless, but that they are measurements at a particular scale. The next scale
may reveal processes those tests were never designed to see.

Alternative explanations and limits

Anemia, heart failure, lung disease, deconditioning and systemic inflammation are often more
straightforward causes of reduced exercise tolerance. Microvascular estimates can be
model-dependent and differ markedly between brain, muscle and other tissues.

What would change the conclusion?

A strong study must demonstrate local extraction abnormalities or perfusion heterogeneity with a
validated method, correlate them with region-specific function, and show that altering the
abnormality improves outcome. A normal capillary metric in adequately studied symptomatic tissue
weakens the hypothesis.

The distinctive prediction

Local oxygen extraction and capillary transit should add predictive information beyond arterial
saturation, cardiac output and hemoglobin. Without an organ-specific measurement, microvascular
starvation remains a possibility rather than a patient diagnosis.

Clinical interpretation

Clinically, a normal pulse-oximeter reading should not end the evaluation of serious ischemia or
tissue injury; equally, it is no warrant for speculative oxygen therapies without a demonstrated
indication.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Angleys H et al. The effects of capillary transit time heterogeneity on brain oxygenation. ] Cereb Blood Flow Metab. 2015.
https://pmc.ncbi.nim.nih.gov/articles/PMC4420854/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 32 - HYDRAULICS OF DISEASE

The Pulse That Cannot Reach the
Tissue

Absurd Health Institute - Hypothesis and mechanistic perspective
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Central hypothesis

Large-vessel pulsatility and microvascular exchange operate on different physical scales. The
proposed question is whether altered arterial stiffness changes the temporal pattern of pressure
and flow reaching fragile capillary networks, increasing local injury even before conventional
organ-specific endpoints occur.

The biological route

Elastic arteries normally cushion the heart’s ejection; stiffening can alter pulse-wave reflection and
distal pulsatile energy. Small vessels have limited tolerance for excessive pressure fluctuation,
particularly in the brain and kidney. Endothelial injury and impaired autoregulation can amplify
local effects. The precise impact depends on anatomy, pulse shape and vascular adaptation, not
solely systolic blood pressure.

An illustrative scenario

A patient with normal average blood pressure can nevertheless show marked variability in pulsatile
flow, whereas another with elevated mean pressure has a different hemodynamic profile. Neither
simple comparison establishes microvascular disease. What matters is whether pulse-wave
characteristics reach a particular organ and independently change tissue injury or function. The
theory should be judged against well-validated cardiovascular risk measures.

Alternative explanations and limits

Age, hypertension, diabetes and atherosclerosis correlate with both vascular stiffness and organ
disease, so causation is difficult to isolate. Arterial stiffness may be a marker of accumulated injury,
a driver of further injury, or both. Not every vascular bed responds identically.

What would change the conclusion?

The hypothesis predicts that pulsatility measures add prospective information beyond mean blood
pressure and established risk factors, and that interventions reducing harmful pulsatility improve
microvascular endpoints. If the association vanishes after adjustment, the independent-driver claim
weakens.

The distinctive prediction

Distal pulsatile energy should predict regional damage independently of mean pressure and age. A
failure to demonstrate an organ-specific relationship would make arterial stiffness a marker rather
than an established driver in that case.

Clinical interpretation

The proposal complements conventional hypertension and vascular care. It is not evidence for
unvalidated devices, supplements or changing proven blood-pressure treatment targets.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.
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Angleys H et al. The effects of capillary transit time heterogeneity on brain oxygenation. )] Cereb Blood Flow Metab. 2015.
https://pmc.ncbi.nim.nih.gov/articles/PMC4420854/

McEwen BS. Stress, adaptation, and disease: Allostasis and allostatic load. Ann N Y Acad Sci. 1998.
https://pubmed.ncbi.nim.nih.gov/9629234/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 33 - HYDRAULICS OF DISEASE

The Lymphatic Pump Hypothesis

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Lymphatic vessels do not simply drain passively; collecting lymphatics have contractile and valved
segments, while tissue movement and pressure gradients also assist transport. Could persistent
impairment in local lymph movement help maintain inflammation, fibrosis or discomfort in
particular conditions?

The biological route

Lymphatic transport returns interstitial fluid and proteins to the circulation and carries immune
cells and antigens through lymph nodes. Local inflammation, vessel injury and fibrosis can change
lymphatic pumping and exchange; interstitial swelling in turn increases mechanical stress and
inflammatory exposure. Lymphedema provides an important real-world example of an established
drainage disorder, not proof that low lymph flow causes every nonspecific symptom.

An illustrative scenario

Post-surgical lymphedema provides a direct example where impaired lymph drainage has physical
consequences. Fatigue without swelling, without an anatomical lesion and without measured flow
impairment is a much weaker basis for the same claim. A selective, disease-specific investigation
should not be replaced by a whole-body story about toxins caught in stagnant lymph.

Alternative explanations and limits

Edema has many causes: heart failure, venous insufficiency, hypoalbuminemia, renal disease and
drugs. Symptoms such as fatigue or “brain fog” are not specific evidence of lymphatic failure. The
existence of lymphatic biology should not validate blanket claims about obstructed detoxification.

What would change the conclusion?

Mechanistically meaningful evidence requires direct lymphatic assessment, edema quantification
and time course of inflammation before and after treatment of a defined drainage defect. If
lymphatic function is normal in a proposed syndrome, this route becomes implausible for that
subgroup.
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The distinctive prediction

A demonstrated lymphatic mechanism should track actual regional fluid transport and
inflammation. Improving subjective well-being after massage alone cannot prove that pathological
lymph stagnation was corrected.

Clinical interpretation

Disease-specific lymphatic management has an evidence base; informal whole-body “lymph
cleansing” or forceful massage lacks justification without a defined indication and may be unsafe in
some conditions.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Liu F et al. Mechanosignaling through YAP and TAZ drives fibroblast activation and fibrosis. Am J Physiol Lung Cell Mol Physiol. 2015.
https://pmc.ncbi.nim.nih.gov/articles/PMC4329470/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 34 - HYDRAULICS OF DISEASE

The Wet Tissue That Cannot Exchange
Nutrients

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Fluid accumulation in the interstitium may create a paradox: a region contains plenty of water yet
exchanges oxygen and nutrients less effectively. The proposed mechanism is a change in diffusion
distances, tissue pressure, capillary compression and matrix organization.

The biological route

Starling forces, endothelial glycocalyx properties and lymphatic return govern the interstitial water
balance. Elevated tissue pressure can alter microvascular perfusion; expanded extracellular
distance may impair diffusion, especially where capillary reserve is marginal. In compartment
syndrome this logic becomes extreme and clinically urgent. In chronic edema the consequences
vary by tissue and cause.

An illustrative scenario

A visibly edematous limb with venous disease may have poor wound healing, but swelling is not
automatically the single causal determinant. Venous pressure, inflammation, reduced mobility and
underlying diabetes may all contribute. The hypothesis is strongest when reduction in interstitial
pressure measurably changes local perfusion or wound outcomes, rather than only limb
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circumference.

Alternative explanations and limits

Interstitial edema is not uniformly harmful, and the relationship between edema volume and
cellular hypoxia can be confounded by the underlying injury. Patients may have edema from
systemic disorders without local nutrient starvation. Simple hydration status does not establish
microscopic diffusion problems.

What would change the conclusion?

The hypothesis predicts measurable coupling between tissue water, local capillary flow, oxygen
extraction and function that remains after adjusting for the underlying disease. If reducing edema
changes appearance but not perfusion or function, the central exchange claim is weaker.

The distinctive prediction

The hypothesis predicts improved local exchange, not merely visible shrinkage of swelling, when
the physical burden of edema is reduced. Tissue oxygen and wound outcomes are more informative
than circumference alone.

Clinical interpretation

This model reinforces the need to identify the origin of edema and treat disease-specific causes. It
does not recommend dehydration or diuretics without indications, nor does it turn every swollen
area into evidence of toxicity.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Angleys H et al. The effects of capillary transit time heterogeneity on brain oxygenation. ] Cereb Blood Flow Metab. 2015.
https://pmc.ncbi.nim.nih.gov/articles/PMC4420854/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 35 - HYDRAULICS OF DISEASE

The Brain's Drainage Bottleneck

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Brain interstitial fluid transport and clearance of metabolites are active research questions. Could
sleep disruption, impaired vascular pulsatility or changes in perivascular pathways create a
measurable bottleneck for selected extracellular solutes? The question must be separated from the
popular claim that the brain simply washes itself clean every night.
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The biological route

Perivascular spaces, cerebrospinal fluid movement, astrocytic aquaporin-4 distribution and
blood-brain barrier transport may contribute differently to solute clearance. Animal tracer
experiments have motivated glymphatic hypotheses, but interpretation and translation to humans
remain contested. A clinically useful model must identify transport directions, barriers and
tissue-specific solutes rather than invoking “toxins” generically.

A deeper interrogation

One persistent difficulty in interpreting brain-clearance science is the meaning of the word
clearance. Tracer motion through a compartment, dilution of tracer signal and irreversible
elimination from brain tissue are not the same measured event. Experimental demonstrations of
movement along perivascular spaces are fascinating, but the route may differ by tracer size, brain
state, species and method. Further, a solute's concentration changes according to production,
enzymatic degradation, binding, vascular exchange and fluid transport. Attributing every
concentration difference to a damaged drainage pathway can therefore be a category error. Sleep
adds another layer. Sleep may influence synaptic activity, metabolism, autonomic state and brain
fluid dynamics simultaneously. Demonstrating that poor sleep and greater extracellular solute
burden are associated would not isolate one mechanism. The frontier hypothesis should be reserved
for cases in which a well-defined transport bottleneck is directly measured and shown to affect
meaningful tissue function. The resulting paper would be more persuasive for its skepticism than
for dramatic claims of brain detoxification.

Alternative explanations and limits

Changes in amyloid or other markers may reflect altered production, vascular exchange, enzymatic
degradation or tissue binding instead of poor bulk drainage. Sleep correlates with many
neurophysiological processes; its benefits cannot all be assigned to glymphatic flow.

What would change the conclusion?

The proposed bottleneck needs reproducible, quantitative human measures that predict solute
burden and outcomes independently of sleep quality, vascular disease and CSF dynamics. If tracer
movement does not correspond to clearance or neural function, the simple drainage hypothesis
fails.

The distinctive prediction

It is necessary to show irreversible exit of a named solute, not simply movement of a fluorescent
tracer. That single distinction would eliminate many overstated interpretations of brain drainage
research.

Clinical interpretation

The practical message is supporting sleep and vascular health for their established benefits while
avoiding unproven “brain drainage” procedures or claims of reversing dementia through posture or
supplements.

Selected scientific reading
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Contextual background, not direct validation of the proposed hypothesis.

Angleys H et al. The effects of capillary transit time heterogeneity on brain oxygenation. J Cereb Blood Flow Metab. 2015.
https://pmc.ncbi.nim.nih.gov/articles/PMC4420854/

Astrocyte regulation of synaptic signaling in psychiatric disorders. Front Mol Neurosci. 2022.
https://pmc.ncbi.nlm.nih.gov/articles/PMC9700696/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 36 - HYDRAULICS OF DISEASE

The Geometry of Chronic Pain

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Chronic pain may sometimes be sustained by the geometry of local tissue: stiffness, pressure,
fascial or scar organization, and altered nerve exposure. The provocative idea is that spatial
arrangements can maintain peripheral input and interact with central sensitization even after the
initiating injury ends.

The biological route

Peripheral nociceptors respond to mechanical and chemical environments. Fibrotic matrix changes
traction and stiffness; scar formation can alter nerve movement; persistent inflammation influences
channel expression; repeated nociceptive input can shape spinal and supraspinal gain. Geometry
should be treated as one candidate source of input, not a universal explanation of pain.

An illustrative scenario

An old scar near a peripheral nerve may plausibly alter mechanical glide and local nociceptive
input. A patient with generalized widespread pain, in contrast, may have no similar focal geometry.
The tissue model must remain local and specific where the evidence is local and specific. Physical
findings, neurological examination, and interpretation of central sensitization should coexist
without implying that every chronic pain symptom has a discoverable fascial lesion.

Alternative explanations and limits

Many chronic pain syndromes occur without measurable tissue architectural abnormalities, and
visible changes on imaging may be incidental. Psychiatric distress, sleep disruption and central pain
processing also matter. Claims that fascia stores emotional trauma literally are not demonstrated by
matrix biology.

What would change the conclusion?

A serious investigation would measure regional tissue mechanics and local nerve function, then
compare them with pain mapping, temporal fluctuation and response to validated treatments. If
structural variation fails to predict pain after controlling for sensitization, the proposed mechanical
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contribution should be downgraded.

The distinctive prediction

The model should identify a particular nerve-matrix interface where mechanical conditions predict
pain and respond in a mechanistically coherent way. Generalized pain without local tissue findings
would weigh against a purely geometric explanation.

Clinical interpretation

The framing avoids the false binary of tissue versus brain. Pain can be real, multidetermined and
amenable to different treatments without requiring speculation about hidden toxins or a single
universal tissue lesion.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Fibroblast Yap/Taz Signaling in Extracellular Matrix Homeostasis and Tissue Fibrosis. Int ] Mol Sci. 2024.
https://pubmed.ncbi.nim.nih.gov/38929890/

Seth AK, Critchley HD. Extending predictive processing to the body: emotion as interoceptive inference. Behav Brain Sci. 2013.
https://www.cambridge.org/core/journals/behavioral-and-brain-sciences/article/abs/extending-predictive-processing-to-the-body-emoti
on-as-interoceptive-inference/A53E081B5EEBD7CF7658F3D484714AFE

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 37 - CANCER, GROWTH AND REPAIR

The Tumor as a Wound That Refuses
to Close

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Tumors often recruit programs also seen in wound healing: angiogenesis, stromal activation,
extracellular matrix remodeling and immune-cell recruitment. The “wound that refuses to close”
analogy asks whether persistent repair-like signaling becomes part of the ecology sustaining

cancer, without claiming that injury alone causes malignancy.

The biological route

Malignant clones acquire mutations and epigenetic changes that alter proliferation and survival.
Transforming growth factor beta, growth factors, immune-cell cytokines and activated fibroblasts
can influence the local environment. Hypoxia and mechanical matrix signals may shape invasion
and therapy response. Cancer cells can exploit these ordinary tissue programs while remaining
fundamentally abnormal clonal populations.
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An illustrative scenario

A tumor with a dense desmoplastic stroma may exhibit changes in drug delivery and immune
access. But the first question remains the tumor's cellular pathology and molecular behavior. A
wound-healing analogy gains value only when it identifies a particular stroma-dependent
mechanism that explains a clinical observation. It should never be used to suggest that malignancy
is merely an unhealed wound that can be closed by lifestyle measures.

Alternative explanations and limits

The analogy must not displace genetic causation, tumor evolution or the fact that many wounds heal
without cancer. Persistent wound signaling can be an effect of malignancy, not its original cause.
Distinct cancers use different stromal dependencies.

What would change the conclusion?

One should specify a tumor subtype and ask whether a defined wound-repair pathway predicts
tumor progression or therapeutic resistance after controlling for tumor genotype and stage. If
manipulating the pathway has no independent effect, it is not a useful sustaining mechanism.

The distinctive prediction

A repair-program explanation matters only if a defined stromal or inflammatory pathway predicts
tumor behavior beyond malignancy-specific genotype and stage. Otherwise it remains an analogy
that offers no therapeutic leverage.

Clinical interpretation

The idea informs oncological research but is not evidence that fasting, anti-inflammatory
supplements or a healthier “terrain” can replace effective cancer treatment.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Liu F et al. Mechanosignaling through YAP and TAZ drives fibroblast activation and fibrosis. Am ] Physiol Lung Cell Mol Physiol. 2015.
https://pmc.ncbi.nim.nih.gov/articles/PMC4329470/

Colom B et al. Mutant clones in normal epithelium outcompete and eliminate emerging tumours. Nature. 2021.
https://www.nature.com/articles/s41586-021-03965-7

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 38 - CANCER, GROWTH AND REPAIR

The Tumor That Monopolizes Repair
Resources

Absurd Health Institute - Hypothesis and mechanistic perspective
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Central hypothesis

A tumor can alter host metabolism, immunity and vascular distribution far beyond the site of its
origin. The essay explores a competition model in which malignant growth and its signals redirect
nutrients or inflammatory processes, contributing to systemic dysfunction.

The biological route

Cachexia illustrates complex tumor-host communication through cytokines, appetite pathways,
muscle proteolysis and metabolic changes. Tumor angiogenesis alters local nutrient supply;
immunosuppressive stromal populations and metabolic competition can limit T-cell function. These
processes provide concrete mechanisms for host-wide costs, although tumor cells do not literally
drain every nutrient from the body.

An illustrative scenario

In a person with cancer-associated muscle loss, a cytokine-mediated catabolic program, reduced
appetite and treatment-related effects might all interact. A nutrient diversion model must quantify
what the tumor itself uses versus what the host loses through altered regulation. These are not the
same mechanism. Effective nutritional support has a role, but feeding or starving a tumor cannot be
inferred from simple calorie arithmetic.

Alternative explanations and limits

Treatment toxicity, anorexia, obstruction, infection and depression can also explain weight loss or
fatigue in cancer. The scale of metabolic disruption varies enormously by tumor type. A universal
“tumor resource theft” mechanism would obscure important disease differences.

What would change the conclusion?

An adequate model separates tumor uptake from host metabolic signaling and distinguishes
measurable nutrient competition from cytokine-mediated catabolism. If systemic impairment is
explained better by treatment or organ obstruction, the competition thesis should be constrained
accordingly.

The distinctive prediction

Quantifying host metabolic changes separately from tumor uptake would distinguish resource
competition from cytokine-driven cachexia. The latter can be severe even when direct tumor
nutrient consumption is not the dominant source of host loss.

Clinical interpretation

The question encourages coordinated oncological, nutritional and supportive care; it does not justify
starving the patient in an attempt to starve the tumor.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

McEwen BS. Stress, adaptation, and disease: Allostasis and allostatic load. Ann N Y Acad Sci. 1998.
https://pubmed.ncbi.nlm.nih.gov/9629234/
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Colom B et al. Mutant clones in normal epithelium outcompete and eliminate emerging tumours. Nature. 2021.
https://www.nature.com/articles/s41586-021-03965-7

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 39 - CANCER, GROWTH AND REPAIR

The Cancer Cell That Cannot Hear
Stop

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Normal tissues limit proliferation through contact signals, differentiation programs, checkpoints
and death pathways. Malignancy commonly involves escape from such constraints. The frontier
question is whether restoring appropriate *context* to cancer cells could, in defined instances,
constrain their behavior alongside direct antitumor treatment.

The biological route

Oncogenic signaling can bypass growth factor dependence, alter cell-cycle checkpoints, resist
apoptosis and modify interactions with neighboring cells. Epithelial architecture, polarity and cell
competition provide additional restraint. Different tumors exploit these checkpoints differently;
there is no single molecular “stop command” waiting to be switched back on.

An illustrative scenario

In normal epithelium, a transformed clone may be extruded or otherwise outcompeted by
neighbors, yet another clone may gain a fitness advantage and expand. The same competition
principle can therefore protect or endanger the host. Restoring a hypothetical “stop signal” would
require knowing which local signals are absent and whether reintroducing them selectively harms
malignant cells. One cannot assume that all growth restraint is recoverable.

Alternative explanations and limits

Some cancers remain highly autonomous and genetically unstable. The evidence that healthy tissue
sometimes eliminates transformed cells does not establish that changing diet or stress reverses an
established tumor. Strong cancer genetics and established targeted therapies cannot be dismissed
as superficial.

What would change the conclusion?

A defensible paper links a specified lost growth restraint to a defined tumor genotype and tissue
context, then evaluates whether restoration reduces malignancy in a reproducible model. Without
context-dependent reversal, the idea is an evocative metaphor, not a therapeutic claim.
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The distinctive prediction

Restored growth restraints should influence tumor cell fate under defined tissue context without
simply poisoning all proliferating cells. An intervention that damages normal epithelium more than
cancer fails the contextual premise.

Clinical interpretation

The emphasis is to expand—not replace—the toolkit of molecular oncology by attending to normal
tissue constraints and cell-state regulation.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Colom B et al. Mutant clones in normal epithelium outcompete and eliminate emerging tumours. Nature. 2021.
https://www.nature.com/articles/s41586-021-03965-7

van Neerven SM, Vermeulen L. Cell competition in development, homeostasis and cancer. Nat Rev Mol Cell Biol. 2023.
https://www.nature.com/articles/s41580-022-00538-y

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.

VOLUME 8 - PAPER 40 - CANCER, GROWTH AND REPAIR

Could Restoring the Tissue
Environment Change Tumor Behavior?

Absurd Health Institute - Hypothesis and mechanistic perspective

Central hypothesis

Cancer operates within an ecosystem of fibroblasts, immune cells, blood vessels, extracellular
matrix and normal epithelium. This paper proposes that strategically altering a proven
microenvironmental constraint might change therapeutic responsiveness or malignant behavior
without erasing the initiating mutations.

The biological route

Fibrotic stroma can impede drug delivery, immune exclusion alters T-cell access, hypoxia influences
metabolism, and tumor-associated macrophages can either support or oppose tumor growth
according to context. Cell competition in mouse epithelia shows that surrounding clones can
influence whether early neoplasms persist. These are important observations but not a general
demonstration of tumor normalization.

A deeper interrogation

Tumor microenvironment research offers a cautionary lesson for terrain medicine: an environment
is not intrinsically good or bad. Reducing one inflammatory pathway might aid antitumor immune
cells in one context while protecting tumor cells in another. Increasing vascular flow may enhance
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delivery of chemotherapy or, depending on the tumor and intervention, influence nutrient delivery
and dissemination. Matrix remodeling could allow drug penetration while also changing invasion
routes. The term “restore the environment” therefore has no operational meaning until it specifies
what is restored, for which tumor and to what endpoint. The cell-competition literature gives a
striking example: adjacent epithelial clones can influence whether a nascent neoplasm survives, and
some mutations in surrounding tissue may paradoxically help suppress another emerging tumor.
This makes tissue ecology scientifically real without suggesting that mutations cease to matter. A
strong original synthesis would place genotype, cell competition, stromal signals and treatment
response in one causal model, with deliberate attention to interventions that could backfire. Patient
survival and disease control, not a favorable inflammatory marker, must anchor evaluation.

Alternative explanations and limits

Changing an environmental variable could accidentally protect malignant cells or alter immune
defense adversely. Results in a specific tumor model do not transfer across metastatic, hematologic
and epithelial cancers. Claims about “fixing terrain” are too broad unless they identify the
particular intervention and endpoint.

What would change the conclusion?

The model requires a mechanistically defined microenvironment change that independently
improves treatment response or disease outcomes in controlled, disease-specific studies. A
reduction in inflammation or better well-being alone does not prove tumor control.

The distinctive prediction

The theory gains therapeutic relevance only if a specific microenvironment change improves cancer
control or response to standard treatment. A more pleasant biomarker profile is not an oncological
endpoint.

Clinical interpretation

This is a complement to surgery, radiation, systemic drugs and immunotherapy as clinically
appropriate, not a replacement. Patients should not interpret microenvironmental plausibility as
proof of curative lifestyle treatment.

Selected scientific reading

Contextual background, not direct validation of the proposed hypothesis.

Colom B et al. Mutant clones in normal epithelium outcompete and eliminate emerging tumours. Nature. 2021.
https://www.nature.com/articles/s41586-021-03965-7

Liu F et al. Mechanosignaling through YAP and TAZ drives fibroblast activation and fibrosis. Am ] Physiol Lung Cell Mol Physiol. 2015.
https://pmc.ncbi.nlm.nih.gov/articles/PMC4329470/

Editorial note: Original theoretical perspective, not an original clinical study, validated diagnosis, or treatment protocol.
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