
ARTICLE
THE  VANISHING 
MIDDLE 

Copyright © 2026 RegenMed, Inc.

www.rgnmed.com   |   circles@rgnmed.com

What killed small, disciplined studies — and
why their absence slows clinical progress. 



THE MISSING STRATUM OF SCIENCE  

Between the single-site pilot and the multinational phase III trial once lived a vibrant middle

tier: modestly funded, hypothesis-driven studies that asked concrete clinical questions and

answered them quickly.  These projects did not chase novelty; they pursued clarity. 

Their budgets rarely exceeded a few hundred thousand dollars, and their timelines were

measured in months, not grant cycles.  They trained generations of physician-scientists 

in the discipline of question formulation, data hygiene, and transparent reporting. 

That stratum is now largely gone.  The contemporary research landscape has bifurcated: 

at one end, high-throughput basic science and industrial-scale consortia; at the other,

anecdotal quality projects without statistical power or publication support.  The middle

ground — where disciplined curiosity once matured into validated knowledge — has collapsed

under administrative weight and financial neglect. 

 

HOW THE MIDDLE DIED           

The causes are structural rather than moral. 

Funding architecture.  Most national grant mechanisms now default to multi-year,

multimillion-dollar formats designed for large institutions.  The overhead recovery model

incentivizes volume, not thrift.  Small, fast-cycle awards are bureaucratically inefficient

for sponsors even if they are scientifically productive. 

Regulatory inflation.  Compliance frameworks derived from drug trials are imposed

on low-risk observational or behavioral studies.  Review boards, contracts offices, and

data-use agreements consume months.  By the time approvals arrive, momentum is lost. 

Cultural drift.  Academic prestige now correlates with scale and spectacle.  A randomized

pilot of 60 patients is considered quaint unless it feeds a global platform.  The result is

an environment that trains young investigators to think in budgets, not in questions. 

When the threshold for legitimate research becomes unreachable without institutional

scaffolding, only the well-funded survive—and survival, as in any ecology, shapes evolution. 
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WHAT A REBUILT MIDDLE WOULD LOOK LIKE   

Reconstruction does not require new philosophy—only new plumbing. 

Fast-Cycle Micro-Grants.  90-day reviews, ≤ $100 K budgets, and mandatory open

publication within a year. 

Risk-Proportional Governance.  IRB and data-use oversight scaled to patient

exposure, not legacy templates. 

Shared Methods Libraries.  Reusable statistical and reporting templates hosted

in public registries. 

Embedded Analysts.  Small methodological support teams serving multiple clinics,

reducing overhead per study. 

Outcome-Linked Prestige.  Credit for verified, replicable insight—not for grant size or

citation velocity. 

Such scaffolding would allow every major hospital and many private practices to function as

learning laboratories again. 

CONSEQUENCES FOR CLINICAL PROGRESS   

The absence of the middle tier produces a paradox: we have more data than ever and slower

learning curves than before.  Large trials are too costly to explore subtle practice variations,

and small QI projects are too heterogeneous to aggregate.  Between these extremes lies 

an empirical void where many of medicine’s practical uncertainties—dosing nuances,

workflow design, patient adherence—could be resolved quickly if anyone were allowed 

to study them. 

The cost is measured in stagnation.  Without a mechanism for iterative, mid-scale

experimentation, clinical knowledge ossifies.  Protocols persist not because they are optimal

but because disproving them requires budgets no one can justify.  Innovation migrates 

to the commercial sector, where motives differ and transparency is optional. 
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WHY IT MATTERS NOW 

The return of the middle tier is not nostalgia; it is necessity.  AI models trained 

on observational data will inherit whatever biases our current evidence hierarchy encodes. 

If we continue to starve the pragmatic middle, we will automate ignorance at scale.

Rebuilding it restores the feedback loop between real patients, working clinicians, and 

the evolving corpus of medical knowledge. 

Medicine advanced fastest when inquiry was continuous, modest, and human-scaled.

Restoring that rhythm — thousands of small, disciplined experiments instead of a few

theatrical ones — is the surest way to make science self-correcting again. 
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