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Research Summary: Fibromyalgia
As featured in Dr. Kenny Mittelstadt’s video: What Your Fibromyalgia Diagnosis Isn't Telling You

Research Context

Fibromyalgia a�ects an estimated 2 to 4 percent of the population and remains one of the most misunderstood chronic pain

conditions. The diagnosis is real and the neurological pattern behind it is well-documented. What the standard clinical

conversation o�en leaves out is how multiple interconnected body systems contribute to a terrain where pain amplification

becomes chronic and self-sustaining. This research explores the neuroscience of fibromyalgia, the system-level drivers that

lower the regulatory threshold, and what current evidence shows about treatment outcomes, so that you can ask better

questions about your own history.

Key Findings from the Research

S T U D Y  1  ·  P M I D  2 4 7 3 7 3 6 7

Daniel Clauw's 2014 review in JAMA remains one of the most cited clinical summaries of fibromyalgia research. The central

finding: fibromyalgia is driven by central sensitization. The brain and spinal cord's pain-processing circuits become

dysregulated, amplifying signals that a well-regulated nervous system would filter or dampen. The pain is real and

neurological, originating from a system that has lost its ability to regulate its own signal volume. The fatigue, cognitive

di�iculties o�en called fibro fog, and disrupted sleep that most patients experience share the same dysregulated circuitry,

which is why treating each symptom in isolation so o�en produces results that feel partial or temporary.

S T U D Y  2  ·  P M I D  4 0 4 7 0 5 6 4

A 2025 review in Clinical and Experimental Rheumatology found that fibromyalgia is associated with dysregulation across

several interconnected systems: the HPA axis governing cortisol output, the autonomic nervous system balance between

alert and recovery states, markers of neuroinflammation, changes in the gut microbiome, and reduced mitochondrial

function. Each system influences the others. The threshold problem in fibromyalgia reflects a terrain where multiple

regulatory systems have been gradually depleted until the whole network lost its capacity to return to baseline. This

stacking pattern helps explain why the fibromyalgia picture so o�en includes gut symptoms, hormonal irregularities,

fatigue unresponsive to rest, and sensitivity to environmental stimuli.

S T U D Y  3  ·  P M I D  3 8 2 7 9 7 2 8

A 2024 review in Current Rheumatology Reviews examined diet and lifestyle modifications for fibromyalgia and found that

the three FDA-approved medications (duloxetine, milnacipran, and pregabalin) have outcomes researchers themselves

describe as frequently inadequate. Roughly 30 to 40 percent of patients experience meaningful symptom relief, leaving the

majority without adequate response from standard first-line options. The evidence base for dietary interventions, lifestyle

modifications, and mechanism-targeted approaches is promising and still developing. Anti-inflammatory dietary patterns,

sleep support, graded movement, and stress-response regulation all showed signals in the research, though study quality

and consistency vary.
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Functional Medicine Connections

Central sensitization, as identified in Study 1, names the end state: the nervous system's volume control is stuck in

the amplified position. Study 2 points to the terrain conditions that allowed that amplification to become chronic. A

stress-response system running above capacity, an autonomic nervous system unable to shi� fully into recovery

mode, a gut contributing to the body's overall inflammatory load, and mitochondria producing insu�icient energy for

repair are all part of that terrain.

A reservoir analogy helps here. The reservoir drops gradually through sustained demand across multiple systems

until the body's capacity to self-regulate can no longer keep the pain circuits calibrated. When you can trace the

trajectory that dropped the reservoir, you can begin asking what was being spent faster than it was being restored,

and over what period of time. That question is a di�erent starting point than asking which symptom to address first.

Study 3 adds an important layer: the clinical tools most commonly used for fibromyalgia are aimed at the amplified

signal rather than the terrain generating it. That reflects both a research gap and a systems gap. The body's

regulatory capacity cannot be fully addressed medication by medication or symptom by symptom. Identifying which

systems are most depleted, in which sequence, and what it would take to restore regulatory capacity is where the

investigative work begins.

Practical Re�ections & Takeaways

When you trace your own history backward, what were the conditions in the period before your symptoms became

impossible to manage? What was the sustained demand on your system, whether physical, infectious, emotional, or

environmental, and how fully did you recover between those periods?

If you have tried treatments or approaches that produced partial relief, what specifically shi�ed, and what happened

when you stopped or when life demands increased again? Those partial responses are o�en meaningful data about

which systems have capacity to respond and which ones are still under load.
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Want Dr. Kenny's eyes on your case?
Start with a free training that shows how root cause investigation works, and how to

prepare to apply for a Health Mystery Map Call.

Available if you're in one of the states I currently practice in.

Watch the Free Training ›
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