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Abstract

Modern clinical practice must name diseases accurately, yet a diagnosis often captures the endpoint
of a lengthy biological sequence rather than the first cause. This paper proposes an organizing model
for chronic illness built on initiating perturbations, adaptive compensation, altered transport or
clearance, accumulated vulnerability, threshold crossing and clinically recognizable disease. It argues
that an effective causal explanation should account for why symptoms appear when they do, why
people with similar exposures develop different outcomes, and when a protective adaptation becomes
maladaptive. The model does not claim a universal hidden toxin, a universal bile blockage or a single
cause underlying every diagnosis.

The clinical diagnosis arrives last

Diagnosis often records the loss of compensation, not the first pathogenic event. This claim is useful
only when the upstream chain is specified rather than presumed.

A cardiovascular event provides one illustration. Years of apoB-particle retention, wvascular
inflammation and hypertension may proceed without an overt infarct until plaque thrombosis,
embolism or another acute trigger occludes sufficient flow. A neuropsychiatric presentation offers
another: a rare sterol transport disorder can silently accumulate neurological injury before mood or
behavioral symptoms become prominent. The earliest biologically relevant event differs, yet the
causal architecture is similar: compensated systems may continue functioning while reserve declines.
Defining a disease solely by its last visible manifestation can obscure preventable antecedents,
although acute treatment of the final event remains essential.

The model distinguishes six classes of phenomena. An initiating exposure or defect might be an
infection, variant transporter, metabolic burden or external injury. Compensatory response might
include endocrine feedback, increased transport capacity, collateral circulation or immune
remodeling. A bottleneck arises when flow, substrate delivery, repair or waste clearance cannot
match demand. Reserve determines how much perturbation a person tolerates before symptoms
appear. A trigger—such as an arrhythmia, infection or drug exposure—may precipitate threshold
crossing. Finally, a downstream phenotype becomes measurable as infarction, organ failure, severe
psychiatric disturbance or clinical deterioration. The terms are not a universal biological law; they are
a disciplined checklist intended to prevent incomplete causal stories.

ABSURD HEALTH INSTITUTE / VOLUME TWO / THIRD EDITORIAL PASS



Anatomy of the compensatory interval

The language of compensation is useful only if it remains mechanistic. The body compensates for a
narrowing vessel through altered pressure and collateral circulation; it compensates for reduced
circulating fuel through changes in substrate mobilization and hepatic metabolism; it can alter
inflammatory and endocrine feedback in response to chronic stressors. These adaptations are not
necessarily benevolent, and some become damaging when sustained. Likewise, the term “clearance”
encompasses very different routes: renal filtration, biliary secretion, hepatic metabolism, cellular
proteolysis and lymphatic or perivascular exchange. A systems model loses its value if all are called
detoxification without naming the substance and pathway. Different diseases will require different
components of the framework rather than every component at once.

The crucial distinction is between a condition that produces a visible diagnosis and a condition that
determines whether a person can tolerate an additional insult. A patient with long-standing
hypertension may compensate through vascular remodeling while silently losing microvascular
flexibility; another person with a congenital lipid transport disorder may experience neurological
harm before the disorder is recognized. In neither case does the late-stage event prove that
compensation was the only earlier mechanism. There may instead have been direct tissue injury
throughout the apparent quiet interval. A better model therefore assigns separate variables to
ongoing injury, adaptation and remaining reserve.

To interrogate such a model, researchers could compare people who have similar current biomarker
values but different histories and recovery trajectories. A single blood pressure reading cannot
characterize a decade of exposure; a current creatinine concentration may conceal an earlier loss of
reserve. The hypothesis makes a measurable prediction: a history-sensitive model should outperform
a cross-sectional model for later disability, without simply rediscovering chronological age.

A proposed history should distinguish the initiating injury, compensatory response, residual capacity,
and proximal trigger. For an infarction the upstream exposure may be retained apoB particles, the
intermediate lesion a plaque, and the last step thrombosis; an arrhythmia instead supplies a different
final step. For depression the chronology may involve a known endocrine or neurologic disorder, but
the same labels cannot be imported without measurement. The organizing insight is that symptoms
may emerge when previously sufficient mechanisms become inadequate, even without a dramatic
new laboratory abnormality.

The framework should be operationalized as a time-indexed causal graph rather than a retrospective
story. At time one there is an exposure, inherited vulnerability or lesion. At time two an adaptive
response modifies the effect of that insult. At time three a measurable transport, perfusion, metabolic
or repair variable approaches a limiting range. At time four a trigger converts constrained
compensation into recognisable clinical illness. Each step can fail to occur: not every exposure
produces a bottleneck, some compensation lasts indefinitely, and a trigger can produce illness
without any long preclinical decline. Those exceptions belong inside the model, not outside it.

One experimental program would combine repeated longitudinal measurements with naturally
occurring transitions, such as infection, medication introduction or surgery. The first question would
be whether a hypothesized reserve marker deteriorates before symptoms instead of only after them.
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The second would be whether restoration of that marker predicts subsequent functional recovery
beyond ordinary diagnostic severity. The third would test whether simpler predictors—age, blood
pressure, diagnosis, baseline frailty—explain the same variance. If the framework adds no prospective
predictive value, it remains a useful language for organizing known physiology, not an independent
discovery.

Systems medicine becomes clinically valuable when it clarifies the level at which action is possible.
An ischemic stroke calls for rapid imaging and emergency treatment even if its atherosclerotic
antecedents took decades to mature. Similarly, an agitated, confused patient requires immediate
evaluation for dangerous reversible causes before a theorist settles on a single dietary, microbial or
toxic origin. Sequencing is not the same as substituting speculation for established care.

Measuring reserve before collapse

A useful stress test is a patient whose symptoms appear abruptly despite relatively stable laboratory
results. The framework predicts a new trigger or exhausted reserve, but both possibilities require
independent evidence. If no measurable antecedent can be established, the correct conclusion is
uncertainty rather than a retroactively invented hidden burden. A clinical narrative must preserve the
distinction between a causal mechanism and a memorable metaphor. The strength of the Institute's
architecture depends on the willingness to find cases it does not explain.

The chronology problem. In any chronic disease the observed endpoint is more easily documented
than the preceding adaptation. A physiological model that starts with the endpoint and works
backward is vulnerable to identifying a plausible but unobserved chain as if it were fact. For example,
a stroke survivor's current inflammatory markers may reflect tissue injury from the stroke rather than
an inflammatory state that caused it. The causal direction is different, and a before-and-after
comparison cannot recover the missing baseline. Prospective biobanks and repeated pre-event
measurements are therefore especially valuable. A retrospective diagnosis should carry an explicit
grade of confidence for each alleged intermediate mechanism.

The reserve-versus-burden distinction. Two people may carry similar biological burdens yet have
different outcomes because one has greater reserve. Reserve can be operationalized as response
capacity under a defined perturbation, such as the ability to restore glucose or circulation after a
standardized challenge. It is not a synonym for wellness. A useful model would ask whether impaired
reserve predicts future functional loss independently of burden; if the two cannot be separated, the
proposed theory might be relabeling ordinary disease severity.

What would change practice. The framework should identify one additional measurement or
intervention that changes a decision without delaying essential treatment. If a patient with worsening
symptoms needs imaging or direct organ evaluation, a speculative systems map should not divert
attention. Its proper role is hypothesis generation and the sequencing of investigations, not an
overriding claim that all visible diseases are merely late manifestations of an invisible generalized
process.

The discriminating result would be longitudinal prediction beyond age, baseline diagnosis and
contemporaneous biomarkers: pre-event trajectories should forecast who crosses a threshold, and a
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corrected bottleneck should restore measurable function. A narrative that explains every possible
outcome retrospectively has no predictive force. A valuable negative case is someone with severe
exposure who never loses reserve, or someone whose illness arrives without a measurable
antecedent.

The most important criterion is whether the systems map improves a decision. Can it identify a
neglected but measurable upstream variable, clarify which diagnostic test is appropriate, explain why
an intervention worked in one patient but not another, or prevent a dangerous delay in acute
treatment? If not, the map remains philosophy rather than clinical science. Its purpose is to sharpen
ordinary causal reasoning, not to replace it with the vocabulary of an unfalsifiable master theory.

The diagnostic error of reversing time

Consider a hypothetical person whose blood pressure, glycemia and exercise tolerance change slowly
over several years while each isolated appointment produces no dramatic finding. An acute event
then arrives and the retrospective record is interpreted as though a single abnormal measurement
caused it. Yet the event may reflect cumulative structural injury, a recent trigger, or the interaction of
both. The model's advantage appears only if it would have led investigators to identify the sequence
before the event. That means differentiating causes with distinct intervention windows: lipoprotein
exposure can contribute to plaque progression over years, unstable rhythm can launch an embolus
over seconds, and penumbral tissue dies on an acute timescale. Each part of the sequence admits a
different therapeutic action. Calling them collectively “terrain” does no analytical work unless it
improves the assignment of mechanisms to timescales. It should be possible to specify the
observation that would disconfirm a supposedly decisive bottleneck: normal transporter activity, an
absent structural lesion, an unrelated embolic source or failure to alter outcomes when the bottleneck
is corrected. Chronic-disease research should be bold enough to propose causal hierarchies and
disciplined enough to identify those mistakes.

The limits of the threshold model

In writing the final causal diagram, the Institute should mark each proposed arrow by its evidence
type: established human mechanism, clinical association, animal mechanism, or untested hypothesis.
For example, progressive arterial damage under hypertension has a different evidentiary status from
the claim that an unmeasured bile-acid defect underlies a particular psychiatric episode. The arrows
can occupy the same conceptual diagram but cannot silently exchange their degrees of certainty.
Equally important is distinguishing a cause necessary for the disease from a factor that merely
increases the probability of crossing its clinical threshold. A patient may remain well despite several
risks, or develop illness through a separate pathway without the proposed hidden burden. A
framework that explicitly anticipates these exceptions is more scientific than one that can reinterpret
every outcome as support. The point of the architecture is therefore not to replace disease
classifications, but to supply a clearer account of why a specific patient moved from one physiological
state to another.

The main challenge is that the framework could become unfalsifiable if every observation is
retroactively labeled “terrain.” To avoid that failure, an explanation must specify measurable
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intermediates, temporal order, relevant compartments and plausible alternatives. A
cholesterol-handling hypothesis should predict atherosclerotic rather than every stroke subtype. A
bile-brain hypothesis should not infer brain injury from stool color. A nutrient-processing argument
must distinguish adequate serum supply from cellular uptake and clinical effect. It must also be
possible to say that a simple conventional explanation is sufficient; complexity is not intrinsically
superior to parsimony.

The clinical consequence is a two-level approach to medicine. At the point of danger, stabilize and
treat the identifiable syndrome using evidence-based emergency care. Outside the acute window,
investigate upstream risks that are demonstrable and modifiable, prioritizing interventions with
patient-important outcome evidence. This permits imaginative research into overlooked interactions
without mistaking speculation for treatment. A good systems explanation is not the one that absorbs
every fact into its own vocabulary; it is the one that makes sharper predictions, changes decisions for
the better, and remains willing to fail when reality disagrees.
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