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THE PREMISE

Science aspires to universality, but medicine operates in context. The conditions of care—
patients, settings, comorbidities, behaviors—shift endlessly, making translation from study
to practice perilous. Yet much of modern clinical research treats its own results as if they
were invariant laws rather than localized observations. A therapy proven in one population,
at one moment, under one protocol, becomes a global guideline. This overreach is the
external validity gap—the distance between the population we study and the population
we treat.

External validity is not an afterthought; it is the essence of clinical meaning. To heal the

patient before us, we must know not only that something works but for whom, under what
conditions, and why.

THE DISTORTION

Several forces have widened the external validity gap:

¢ Homogenized trials. Strictinclusion criteria create “ideal” cohorts—young, adherent,
mono-diagnosed—who bear little resemblance to real patients with multimorbidity,
polypharmacy, and social complexity.

e Geographic and demographic narrowness. Most biomedical evidence originates from
a few wealthy nations and predominantly male, European-ancestry populations. The

resulting blind spots propagate inequity under the banner of science.

¢ Protocol rigidity. Clinical trials often fix doses, durations, and comparators that differ
from real-world practice.

¢ Analytic abstraction. Meta-analyses and machine learning models generalize findings

across incompatible datasets, erasing the heterogeneity that gives data meaning.

When the local is ignored, the global becomes illusory. What passes as general knowledge

may be little more than an extrapolated artifact.
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THE CONSEQUENCE

The failure to respect external validity has clinical, ethical, and epistemic costs.

¢ Clinical failure. Interventions effective in trials falter in practice—where adherence,
comorbidity, and resource constraints differ. The illusion of universality produces real-
world harm.

¢ Policy misdirection. Regulators and payers craft rules on data drawn from populations
that exclude the disadvantaged, perpetuating inequality under the veneer of evidence-
based policy.

e Loss of trust. Practitioners who see trial results fail in their clinics begin to distrust “the
literature.” Patients who experience side effects unseen in trials lose faith in medicine

itself.

o Epistemic isolation. By mistaking control for truth, science severs itself from the
messy, generative complexity of care—the very reality it purports to understand.

The more precise our internal validity becomes, the more fragile our external relevance

grows.

THE WAY FORWARD

Closing the external validity gap requires reimagining where and how we generate evidence.

 Embrace representativeness as rigor. Trials should mirror the demographic and
clinical diversity of care. Complexity is not noise; it is the signal of reality.

¢ Integrate real-world data. Observational platforms, registries, and pragmatic trials
must complement traditional RCTs, bridging control and context.

¢ Design for transportability. Use causal inference frameworks to specify the conditions
under which results generalize—and test them.
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¢ Reframe replication. True replication occurs not across laboratories but across
contexts.

¢ Reward ecological validity. Funders and journals must treat external validity as a
scientific achievement, not a limitation section.

Medicine earns universality not by pretending contexts are the same, but by proving
understanding can survive their difference.

REFERENCES

RegenMed (2025). Genuine Medical Research Has Lost Its Way. White Paper.

e Rothwell, P. M. (2005). External Validity of Randomised Controlled Trials: “To Whom Do
the Results of This Trial Apply?” The Lancet, 365(9453), 82-93.

e Kennedy-Martin, T., et al. (2015). A Literature Review on the Representativeness of
Randomized Controlled Trial Samples and Implications for the External Validity of Trial

Results. Trials, 16, 495.

e Hernan, M. A, & Robins, J. M. (2016). Using Big Data to Emulate a Target Trial When a
Randomized Trial Is Not Available. Annals of Internal Medicine, 164(9), 671-677.

e Frieden, T. R. (2017). Evidence for Health Decision Making — Beyond Randomized,
Controlled Trials. New England Journal of Medicine, 377(5), 465-475.

e Deaton, A., & Cartwright, N. (2018). Understanding and Misunderstanding Randomized
Controlled Trials. Social Science & Medicine, 210, 2-21.

Copyright © 2026 RegenMed, Inc.


https://www.rgnmed.com/post/genuine-medical-research-has-lost-its-way?post_page=genuine-medical-research-has-lost-its-way

Page 5 of 5

GET INVOLVED OR LEARN MORE — CONTACT US TODAY!

If you are interested in contributing to this important initiative or learning more about how you
can be involved, please contact us*:

@ RegenMed | www.rgnmed.com

4 circles@rgnmed.com

*If the links do not work for you, please download the PDF.
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