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Abstract

Tissue repair requires immune responses to change tasks—from defense and debris removal toward resolution and
regeneration. The immune-permission hypothesis proposes that failure of this transition can constrain recovery. This
paper treats permission as a conceptual sequence, not a new immune measurement, and outlines how timed cellular
and functional observations could test it.

Repair requires permission from the host

A regenerating cell does not operate in isolation. The local immune response determines which debris is removed,
what inflammatory mediators persist and whether new tissue can be accepted and organized. We propose immune
permission as a name for a sequence in which host defenses shift appropriately from protection to resolution to tissue
support. This is not a new immune-cell type or a laboratory test; it is a conceptual hypothesis about coordination.

The timing problem

An early inflammatory response can prevent infection and initiate healing. Later, unresolved neutrophil activity,
failed efferocytosis or inappropriate macrophage signaling can interfere with rebuilding. Conversely, suppressing
inflammation too early may leave contaminants and damaged tissue in place. The useful endpoint is not 'low
inflammation' at all times but an appropriately changing response. Aging may alter this sequence through immune
repertoire changes, clonal blood-cell populations, senescence and local niche dysfunction.

Why broad immune interventions can disappoint

A therapy that lowers one cytokine may improve symptoms without restoring matrix organization or cell survival. A
therapy that stimulates proliferation may fail if immune cells continue to destroy new tissue. Transplant biology and
chronic wounds offer different examples of this tension. Yet these systems are heterogeneous; successful repair after
a clean surgical incision cannot be modeled identically to infection, ischemic necrosis or autoimmune tissue damage.

The original test

A serious immune-permission model would characterize transitions among inflammatory phases using repeated
cellular and functional measures, then ask whether correction of a defined bottleneck improves healing. Evidence
against a universal model would be tissue contexts where repair proceeds independently of the proposed sequence. Its
practical value is a disciplined reminder: the best moment to stimulate, suppress or redirect immunity may be
determined by the task at hand, not by a simplistic label of 'good' or 'bad' inflammation.
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A clinical thought experiment

A healing wound requires cells that initially confront contamination, then clear debris, and eventually support
restoration. The timing can be more important than the intensity of any single mediator. Chronic ulcers and infected
wounds offer obvious contrasts with clean surgical incisions. A universal anti-inflammatory instruction would erase
precisely the sequence that must be understood.

What would discriminate among explanations

The model should not infer 'permission' from symptom relief alone. Changes in pathogen burden, cellular behavior,
matrix organization and closure must be measured. A tissue that heals despite failure of a proposed marker would
show that the marker is not necessary in that condition. This disciplined falsifiability prevents a promising systems
concept from becoming circular reasoning.
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