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Abstract

Disease onset and disease persistence are different causal questions. An insult may establish damage, but
a tissue subsequently develops local conditions—perfusion patterns, barrier permeability, inflammatory
memory, altered extracellular matrix, cellular stress responses and lost regenerative reserve—that can help
maintain dysfunction after the insult has diminished. We propose a six-domain framework for evaluating
this persistence without presuming that all diseases share a single mechanism.

Disease onset and disease persistence are different causal questions. An insult may establish damage, but
a tissue subsequently develops local conditions—perfusion patterns, barrier permeability, inflammatory
memory, altered extracellular matrix, cellular stress responses and lost regenerative reserve—that can help
maintain dysfunction after the insult has diminished. We propose a six-domain framework for evaluating
this persistence without presuming that all diseases share a single mechanism.

The question behind the diagnosis

The diagnosis normally names what is wrong now: fibrosis, nephropathy, an inflammatory syndrome,
persistent neuropathic pain. Its temporal grammar may be much weaker. A tissue once possessed a range
of tolerable states; it experienced a perturbation; an adaptive response was recruited; months or years later
the patient remains symptomatic. It is tempting to keep searching for the initiating perturbation as though
identifying it would exhaust the explanation. But the tissue that carries the disease is no longer the tissue
that encountered the trigger. It may have changed its matrix, vascular recruitment, resident immune-cell
behavior and neural inputs. A causal history cannot substitute for a description of the present mechanism.

Six linked but separable domains

The proposed framework asks six questions. Perfusion: do oxygen and substrates reach metabolically
active cells at adequate rates and distributions? Barriers: are movement and segregation of cells, proteins
and solutes appropriately regulated? Immune resolution: has the response to injury successfully
terminated, or is the tissue still recruiting and activating effectors? Architecture: has matrix deposition,
scar formation or vascular rarefaction changed the mechanical and transport landscape? Cellular
regulation: have metabolic, redox and stress-response networks been durably shifted? Regeneration:
can remaining cells restore architecture and function, or has the repair apparatus itself become limiting?
These domains are not a clinical score and do not imply equal importance in every organ.
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Why locally successful treatment may fail globally

A therapy may normalize the variable it targets while leaving other domains relatively unchanged. Glucose
control can improve while established neuropathy remains. Eradication of an infection may leave structural
lung injury or altered immune regulation. Suppression of an inflammatory signal may alleviate symptoms
without restoring lost capillary surface area. Conversely, a highly effective specific treatment can transform
the whole course of disease: insulin replacement in type 1 diabetes, antimicrobial treatment of a
susceptible infection, or removal of an obstructing lesion. The framework does not oppose precision
medicine. It asks whether precision has been directed at the cause of *persistence* rather than only the
cause of *initiation*.

How the domains may reinforce one another

Microvascular dysfunction can produce focal hypoxia; hypoxia can promote inflammatory and profibrotic
signaling; fibrosis can increase diffusion distances and compress small vessels; poor clearance of apoptotic
cells can prolong inflammation; persistent inflammation can reduce barrier integrity and alter fibroblast
behavior. These are plausible feedback loops, and particular elements are demonstrated in particular
diseases. It would be unwarranted to infer that this entire network is present in every patient. The scientific
task is to identify which edges of the network exist in a specified disease, which are causal, and which are
merely correlated features of injury.

What would discriminate the model

A substantive test is not whether every ill tissue shows inflammation or abnormal biomarkers. It is whether
measurements of the local environment improve prediction of functional recovery beyond conventional
pathology and whether interventions that alter a proposed maintaining loop improve outcomes. Predictions
should be disease-specific: perfused capillary density in shock, matrix stiffness in fibrotic lung, efferocytosis
competence in plague biology, or sensory amplification in neuropathic pain. Some domains may predict no
additional variance; others may dominate. Negative results would narrow the model rather than invalidate
the existence of biological systems.

Interpretation and limits

This is a conceptual synthesis, not a newly discovered universal mechanism. Its value lies in changing the
clinical question from 'What caused the first injury?' to 'What is keeping the tissue in its current state, and
which of those factors is modifiable?' It may help organize complex cases and avoid false equivalence
between improvement in a surrogate marker and actual repair. The danger is that an attractive systems
account could become too vague to falsify. It must never displace urgent disease-specific diagnosis,
effective treatments, or recognition of irrecoverable structural loss.
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A clinical thought experiment: identical laboratory results, different tissues

Imagine two patients whose inflammatory markers and circulating glucose levels have become similar after
treatment. One regains exercise tolerance and wound healing; the other continues with neuropathy,
reduced organ reserve and persistent pain. A descriptive diagnosis may identify the original disease in both.
The persistence framework asks whether they now differ in microvascular recruitment, tissue remodeling,
nerve integrity or repair capacity. This is not a claim that the second patient's symptoms originate in all six
domains. It is a prompt to test the domains that might discriminate between their outcomes. The thought
experiment illustrates why mechanistic success at one level can coexist with disability at another.

A second example concerns ischemic injury. Restoring macroscopic blood flow may save threatened tissue,
yet the extent of final recovery depends on duration of ischemia, capillary integrity, cell survival and later
scar formation. Restored circulation and restored organ function are not synonyms. The comparison
demonstrates a general temporal principle: interventions act upon an organism changed by the disease
process, not the untouched organism that existed before it.

A method for preventing a systems theory from becoming unfalsifiable

An attractive theory can absorb every failed prediction by claiming that some unmeasured system
compensated. That is not acceptable scientific practice. For each application, investigators should name no
more than a handful of candidate maintaining mechanisms, select objective measures appropriate to the
tissue, predefine the predicted direction of change and compare the model with a simpler explanation. The
model should also specify what evidence would count against it. A fibrosis hypothesis is weakened when
tissue stiffness provides no additional outcome prediction or when modifying a stiffness-dependent pathway
fails to alter function under relevant conditions. A microcirculation hypothesis is weakened when
tissue-specific exchange measures are normal and alternatives explain symptoms better.

A useful hierarchy runs from descriptive observation to mechanism, to demonstrated causality, and finally
to verified intervention benefit. A tissue signal correlated with illness occupies the first level; a selective
perturbation affecting function supports a stronger claim. Even compelling mechanistic evidence must be
interpreted against medication effects, sampling biases and competing causal processes. The Institute's
responsibility is to make those steps visible to readers, not to use systems language as a substitute for
them.

The distinction between a trigger and a maintaining cause

A mechanism that initiates pathology need not be sufficient to sustain it. In a burn, the thermal exposure is
brief, whereas cell death, vascular leak, infection risk and scar remodeling can occupy different timescales.
In an autoimmune disorder, an initiating infection may be gone while autoreactive lymphocyte populations
and damaged organ structures remain. In myocardial infarction, reopening an artery corrects obstruction
but does not recreate dead cardiomyocytes. The distinction is not philosophical wordplay: it changes what
would count as successful evidence for a proposed intervention. If a drug removes the original trigger,
investigators must still measure whether the particular tissue can return to its former operating range.

This framework avoids an equally important mistake: inferring that every persistent symptom has a local
self-maintaining loop. Some exposures continue, some diseases repeatedly relapse because of an active
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pathogen, and some disabilities arise from permanent loss of cells rather than ongoing pathological
signaling. A patient with motor impairment after completed infarction may have a stable lesion without
ongoing inflammation. A systems account should be capable of recognizing these exceptions. It should
identify what remains abnormal, how it was measured, and whether modifying that abnormality has a
plausible path to functional improvement.

A structured approach to a persistent illness

Consider chronic kidney disease after an episode of acute injury. A mechanistic assessment might examine
filtration and tubular performance, but also microvascular rarefaction, interstitial fibrosis, persistent
immune-cell recruitment and maladaptive tubular repair. The question is not whether every feature is
present. It is whether a defined sequence explains why some patients recover filtration while others
deteriorate. Serial assessment would be more informative than one late biopsy, because the time order of
vascular injury, fibrosis and loss of function matters. Measuring a factor after disease becomes severe does
not establish that it caused the deterioration.

A comparable approach to neuropathic pain would require a different measurement package: nerve injury,
sensory thresholds, central sensitization, sleep disruption and medication effects. The same six-domain
map might be used to organize thought, but its weights and endpoints would differ radically. This is how a
general architecture becomes genuinely useful: it produces distinct, testable predictions rather than
identical prescriptions for unrelated diagnoses. Models that recommend one universal correction regardless
of tissue, pathology or timescale are not enriched by systems language; they are made less discriminating.

What constitutes reversal

Restoration should be evaluated on several levels. An exposure marker may normalize, a circulating
inflammatory marker may fall, local structural pathology may regress, and the patient may regain daily
function. Each is a different result. If inflammatory markers normalize while pulmonary diffusion capacity
and exercise endurance remain impaired, it is inaccurate to describe the lung as restored. Equally, durable
symptomatic improvement can matter greatly even if imaging remains abnormal. The Institute's proposed
model therefore requires explicit endpoints: patient-relevant function, organ reserve, tissue structure and
safety over time.

No single composite score can make these distinctions disappear. A genuine research program would select
one disease, specify the maintaining process, define measurements before observing the results, and ask
whether targeting that process changes meaningful outcomes beyond established treatment. Successful
tests would lend support to particular causal links; unsuccessful tests would demand revision. The central
claim survives only as a disciplined investigation into why some injured tissues fail to regain function, not as
an assertion that all chronic disease has one hidden origin.

Selected scientific reading
1. Ince C. The microcirculation is the motor of sepsis. Crit Care. 2005;9(Suppl 4):513-S19.
2. Serhan CN. Pro-resolving lipid mediators are leads for resolution physiology. Nature. 2014;510:92-101.

3. Liu F et al. Mechanosignaling through YAP and TAZ drives fibroblast activation and fibrosis. Am ] Physiol Lung Cell Mol
Physiol. 2015.


https://doi.org/10.1186/cc3753
https://doi.org/10.1038/nature13479
https://pubmed.ncbi.nlm.nih.gov/25502501/
https://pubmed.ncbi.nlm.nih.gov/25502501/

ABSURD HEALTH INSTITUTE / THE HIDDEN ARCHITECTURE OF DISEASE

4. Netea MG et al. Defining trained immunity and its role in health and disease. Nat Rev Immunol. 2020;20:375-388.

5. Hanahan D. Hallmarks of cancer: new dimensions. Cancer Discov. 2022;12:31-46.

Editorial and evidentiary note

This is an expanded conceptual synthesis, not original clinical research or a clinical treatment protocol. It
preserves selected references from the original edition, whose bibliographic metadata have not all been
independently reverified. Claims about specific diagnoses and treatments require appropriate primary
evidence and professional assessment. Mechanistic plausibility does not establish therapeutic efficacy.
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