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Consider two methods for removing a tumor. Chemotherapy floods the body with cytotoxic agents

that kill all rapidly dividing cells — cancer and healthy tissue alike. The tumor shrinks, but so does

the immune system, the gut lining, and the bone marrow. The patient survives the treatment

weakened, often profoundly. Targeted immunotherapy, by contrast, harnesses the patient’s own

immune system to recognize and eliminate cancer cells specifically, leaving healthy tissue untouched.

The first approach treats the disease by damaging the organism. The second treats the disease by

restoring a recognition mechanism the organism already possessed but that the cancer had learned to

evade.

This distinction — between indiscriminate destruction and targeted restoration of intrinsic

elimination mechanisms — is the central argument of this essay, applied not to oncology but to

institutional reform. Joseph Schumpeter’s creative destruction is chemotherapy: it demolishes entire

industries and institutional architectures as a byproduct of innovation, destroying flying buttresses

alongside barriers. Revolution is organ transplant: replacing the whole system at catastrophic risk.

What follows proposes a third path — institutional senolysis — modeled on the precise molecular

mechanism by which the peptide FOXO4-DRI eliminates senescent cells while leaving healthy cells

untouched. The ISA framework provides the vocabulary; cell biology provides the engineering

template; and the governance literature provides the evidence that the institutional analogs of cellular

senescence are real, measurable, and addressable.

The institutional senescence diagnosis

Three scholars, working independently across four decades, converged on the same diagnosis of what

ails mature democracies, and each chose a biological metaphor to name it.

Mancur Olson, in The Rise and Decline of Nations (1982), argued that politically stable societies

accumulate “distributional coalitions” — interest groups organized to extract rents whose benefits are

concentrated among few well-organized actors while costs are diffused across the general public. The

density of these coalitions correlates positively with the duration of political stability and inversely

with economic growth. His evidence was compelling: post-war Germany and Japan, having lost their
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entrenched coalitions through military defeat, grew rapidly, while Britain and the United States

experienced slower growth. Olson called this condition institutional sclerosis — the hardening of

institutional arteries.

Jonathan Rauch coined “demosclerosis” in Government’s End (1999) to describe government’s

progressive loss of the ability to adapt. His key insight was that the most damaging manifestation is

not that government cannot get anything done but that government cannot get anything undone.

Every new program creates beneficiary interest groups and new bureaucracies that prevent

curtailment even when the program is proven ineffective. Demosclerosis is inherent, progressive, and

— in Rauch’s formulation — not someone else’s fault.

Francis Fukuyama, in Political Order and Political Decay (2014), identified “vetocracy” — the

American system of checks and balances transformed into a system where too many actors can stifle

adjustments in public policy. His concept of “repatrimonialization” describes the capture of

impersonal state institutions by powerful elites, creating what he termed a state of courts and parties.

Fukuyama’s diagnosis was blunt: there is no guarantee the situation will change much without a

major shock to the political order.

All three diagnoses describe the same phenomenon. But none had access to the molecular

precision that cell biology now provides. The ISA framework bridges the gap.

Regulatory capture as institutional SASP

The Senescence-Associated Secretory Phenotype is the mechanism by which a senescent cell

transforms from a passive failure into an active poison. A senescent cell does not merely stop

contributing to tissue function. It secretes a cocktail of interleukin-6, interleukin-8, TNF-alpha, matrix

metalloproteinases, and growth factors that degrade the extracellular matrix, recruit inflammatory

immune cells, and — most insidiously — induce senescence in neighboring healthy cells through

paracrine signaling. The SASP turns a local dysfunction into a systemic disease.

George Stigler’s theory of regulatory capture, published in 1971 and now refined by fifty years

of subsequent analysis, describes the institutional equivalent. A captured regulatory agency does not

merely fail to serve the public interest. It actively serves the regulated industry’s interest, using its

governmental authority to erect barriers to entry, suppress competition, and legitimize rent extraction

— all while consuming public resources and maintaining the outward appearance of regulatory

function. Sam Peltzman’s fiftieth-anniversary assessment confirmed that while outright acquisition is

rare, industry interests receive systematically disproportionate weight once the regulatory status quo

is established.

The SASP analogy extends further than Stigler’s original formulation suggests. Captured

agencies emit regulatory signals that damage adjacent institutional domains. The 2008 financial crisis

demonstrated the mechanism: captured financial regulators — the SEC, OCC, and OTS — created

systemic risks that propagated far beyond the financial sector, devastating housing markets, pension
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funds, and municipal budgets. The Fukushima disaster showed how captured Japanese nuclear

regulators destroyed public trust across the entire regulatory apparatus. DiMaggio and Powell’s

institutional isomorphism — the tendency of organizations in a field to become similar, including in

dysfunctional patterns — provides the formal mechanism for institutional SASP contagion. Once one

agency normalizes capture, adjacent agencies adopt the same norms, revolving-door practices, and

industry-accommodating postures. The dysfunction spreads by paracrine signaling.

The mapping is precise. In biology, senescent cells: stop productive division, resist their own

death through anti-apoptotic programs, secrete inflammatory cytokines that damage the tissue

microenvironment, induce paracrine senescence in healthy neighboring cells, and consume resources

while producing nothing useful. Each maps to captured institutional behavior: regulatory agencies

cease serving their mandate, resist reform or dissolution through political entrenchment, emit harmful

regulatory signals that distort markets and erode public trust, spread dysfunctional norms to adjacent

agencies, and consume public resources without public benefit.

The FOXO4-DRI mechanism as reform template

The precision of the FOXO4-DRI mechanism is what transforms this from metaphor into engineering

template. The mechanism, step by step: When DNA damage triggers senescence, the transcription

factor FOXO4 — barely expressed in healthy cells — is massively upregulated. FOXO4 localizes to

PML nuclear bodies and directly binds activated p53, the tumor suppressor that would otherwise

trigger apoptosis. The cell enters a twilight zone: alive but dysfunctional, held there by the

FOXO4-p53 interaction that forces p53 to activate cell-cycle arrest rather than programmed death.

FOXO4-DRI disrupts this specific protein-protein interaction. It competitively binds p53 with

higher affinity than native FOXO4, releasing p53 from sequestration. The freed p53 translocates to

mitochondria and triggers intrinsic apoptosis through the cell’s own caspase pathways. The

intervention does not impose external destruction. It frees the cell’s own death program to execute.

The selectivity — 11.73-fold preference for senescent over healthy cells — arises because the target

(elevated FOXO4 sequestering p53) exists only in senescent cells.

The institutional translation: in every case of institutional senescence that Olson, Rauch, and

Fukuyama describe, accountability mechanisms exist but are sequestered. Congressional oversight

power exists but is neutralized by lobbying and campaign finance structures. Regulatory review

authority exists but is captured by revolving-door arrangements. Sunset provisions exist but are

routinely waived. The FOXO4 equivalent — the protective structure that sequesters accountability —

is the network of interest groups, legislative procedural barriers, and institutional inertia that prevents

accountability mechanisms from triggering reform or dissolution. Institutional senolysis would work

by disrupting this specific protective interaction, freeing intrinsic accountability mechanisms rather

than imposing external destruction.
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Institutional senolysis in practice

The BRAC Commission — Base Realignment and Closure — is the clearest institutional analog to

senolytic therapy, and its design exploits the same principles as FOXO4-DRI. An independent

nine-member commission develops recommendations based on military value criteria. The list must

be accepted or rejected in its entirety — no cherry-picking. Congressional inaction equals approval,

reversing the normal legislative burden. Implementation deadlines are mandated.

The results: 97 major base closings, 55 major realignments, net savings exceeding $16 billion

through 2001 with $6 to $7 billion annually thereafter. The mechanism succeeded because it was

designed, consciously or not, as institutional FOXO4-DRI. The all-or-nothing vote prevented

logrolling — the legislative equivalent of FOXO4’s sequestration of p53 into individual PML bodies.

The independent commission provided the competitive binding — an external agent with higher

affinity for the accountability mechanism than the protective coalition had. The default-approval

procedure freed the intrinsic death program — congressional responsibility for fiscal stewardship —

from the protective interaction of constituency pressure.

The Texas Sunset Advisory Commission provides a systematic autophagy mechanism: every

state agency has an automatic expiration date unless the legislature affirmatively renews it. Since

1977, 95 agencies have been abolished — 42 completely, 53 with functions transferred — yielding

$16 return for every $1 spent on Sunset operations. The mechanism functions more as autophagy

(recycling damaged components) than apoptosis (eliminating entire entities), but it demonstrates that

institutional self-renewal mechanisms can be engineered into governance architecture.

Japan’s Koizumi-era postal privatization exemplifies institutional apoptosis in a democracy.

Japan Post’s postal savings system channeled approximately $3 trillion in assets through the Fiscal

Investment and Loan Program to public corporations, sustained by “special postmasters” who formed

one of Japan’s most enduring iron triangles. Koizumi dissolved the lower house, turned the election

into a single-issue referendum, won a landslide, expelled rebel party members, and dismantled the

institution into four private companies. The mechanism: bypassing the protective coalition (FOXO4)

by taking the accountability question (p53) directly to the electorate — the ultimate source of

democratic legitimacy — where the protective interaction could not sequester it.

Creative destruction versus targeted senolysis

The distinction between Schumpeter’s creative destruction and institutional senolysis is the

distinction between chemotherapy and immunotherapy. Creative destruction is indiscriminate: it

demolishes entire industries and institutional frameworks as a byproduct of technological innovation,

replacing them with new structures regardless of whether the destroyed components were functional

or dysfunctional. As Schumpeter himself recognized, the process removes not only barriers that

impede progress but also flying buttresses that prevent collapse.
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Institutional senolysis is selective. It identifies the specific mechanism by which dysfunctional

institutions resist elimination — the protective coalition that sequesters accountability — and disrupts

that mechanism without damaging functional institutions. The BRAC Commission did not close all

military bases. It closed the ones whose military value no longer justified their cost, using criteria that

left high-value installations untouched. The Texas Sunset Commission does not abolish all agencies.

It reviews each agency against performance criteria and abolishes only those that fail to justify their

continued existence. The selectivity is the point.

Philippe Aghion and colleagues, in The Power of Creative Destruction (2021), approach the

same distinction from the economics side, arguing that states should simultaneously protect

innovation and safeguard competition — a targeted rather than wholesale approach. The Nordic

flexicurity model operationalizes the principle at the labor market level: accepting destruction of

individual jobs while maintaining systemic resilience through generous unemployment benefits and

active retraining. Denmark’s golden triangle — flexible hiring and firing, up to two years of

unemployment benefits, mandatory retraining — demonstrates that institutional design can embrace

component fragility while providing system-level antifragility. The organism remains healthy

because its cells can die and be replaced; the economy remains dynamic because its firms can fail and

be replaced; the governance system remains adaptive because its institutions can be dissolved and

reconstituted.

Designing the institutional senolytic

If the FOXO4-DRI mechanism provides the template, what would a general-purpose institutional

senolytic look like? The biological mechanism suggests five design principles.

First: identify the sequestration mechanism. In every case of institutional sclerosis,

accountability exists but is neutralized. The reform designer must identify the specific interaction —

the lobbying structure, the revolving door, the procedural veto point, the campaign finance

dependency — that prevents accountability from triggering reform. This is the FOXO4 of the

institutional system.

Second: design a competitive binder. The BRAC Commission was an external body that bound

the accountability question (base closures) with higher affinity than the protective coalition

(individual legislators’ constituency pressures). Independent commissions, referenda, automatic

triggers, and algorithm-driven redistricting all function as competitive binders — mechanisms that

attach to the accountability question and extract it from the protective interaction.

Third: free the intrinsic death program rather than imposing external destruction. FOXO4-DRI

does not kill senescent cells. It frees p53 to kill them through the cell’s own mitochondrial apoptosis

pathway. The institutional analog: do not impose reform from outside but create conditions under

which the system’s own accountability mechanisms can function. The Texas Sunset Commission

does not decide which agencies to abolish; it creates the conditions under which the legislature must

affirmatively justify each agency’s existence. The burden of proof shifts from “show why we should
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eliminate this” to “show why we should keep it.”

Fourth: ensure selectivity through mechanism-specific targeting. FOXO4-DRI’s selectivity

comes from the fact that its target — elevated FOXO4 sequestering p53 in PML bodies — exists only

in senescent cells. The institutional analog: design reform mechanisms that activate only where

specific dysfunction markers are present. Performance-based sunset clauses, automatic spending

reduction triggers tied to measurable outcomes, and independent audit thresholds all provide

mechanism-specific activation. A well-designed institutional senolytic should be invisible to healthy

institutions.

Fifth: accept that the process must be repeated. Senescence is ongoing; new senescent cells

accumulate continuously as the organism ages. Senolytic therapy must be administered periodically,

not once. Similarly, institutional senolysis is not a one-time reform but a permanent architectural

feature — a continuous process of identifying and eliminating dysfunctional components as they

emerge. The Texas Sunset cycle, the periodic BRAC round, and regular regulatory review are all

structural features, not events.

The thermodynamic frame

The Immortal Systems Architecture framework unifies this analysis through the thermodynamic

principle established in “The Thermodynamics of Permanence.” An institution is a dissipative

structure: it maintains order far from equilibrium by processing energy and information flows from its

environment — tax revenue, citizen input, democratic legitimacy — and exporting entropy as

governance outputs. A captured institution has lost this coupling: it processes rent-seeking inputs

from the regulated industry and exports regulatory signals that serve private rather than public

interests. It is thermodynamically closing, sliding toward the equilibrium that Olson, Rauch, and

Fukuyama each diagnosed as the terminal condition of mature democracies.

Institutional senolysis restores thermodynamic openness by clearing the components that have

lost their coupling to the public interest — the institutional equivalent of the cellular energy gradient

— and creating conditions under which new, functional institutions can emerge. The process is not

creative destruction, which replaces everything regardless of function. It is not revolution, which risks

catastrophic system failure. It is targeted restoration of the intrinsic mechanisms that evolved — in

biology and in governance — to eliminate dysfunction while preserving function.

Fukuyama concluded that institutional decay may require a major shock to reverse. The

biological evidence suggests otherwise. A senescent organism does not need catastrophe to renew

itself. It needs a peptide — a small, precisely targeted intervention that disrupts one protein-protein

interaction, freeing the organism’s own elimination mechanisms to do what they evolved to do. The

institutional equivalent is within reach. It requires not revolution but architecture: the deliberate

design of governance systems that incorporate senolytic mechanisms as permanent features, ensuring

that the inevitable accumulation of institutional dysfunction is met, not with catastrophic creative

destruction or resigned stagnation, but with the same quiet, selective, continuous renewal that keeps a
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living body alive.


