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Abstract
Multi-factorial secondary dysautonomia represents a clinically significant but under-recognised category within autonomic 
medicine. Despite extensive evidence that autonomic dysfunction may arise from cumulative and interacting insults—including 
immune, infectious, metabolic, and iatrogenic factors—this diagnosis is frequently considered only after neurodegenerative and 
primary autonomic disorders have been excluded. This paper examines why multi-factorial secondary dysautonomia is often the 
last diagnosis entertained, identifying key barriers including diagnostic frameworks based on single-cause models, limitations in 
testing modalities, cognitive bias, and structural fragmentation in healthcare systems. Using a longitudinal case characterised 
by severe autonomic collapse followed by recovery, this paper highlights the clinical and conceptual advantages of recognising 
multi-factorial causation. The findings support a shift toward integrative, systems-based diagnostic reasoning and emphasise the 
importance of recognising reversibility within autonomic dysfunction.

The following link takes you to a piece of music I crafted to explore two possible outcomes: neurodegenerative disease or 
autonomic nervous system injury as a secondary dysautonomia with the possibility of at least partial recovery.

https://heyzine.com/flip-book/852d7f21d6.html

1. Introduction
Autonomic dysfunction is increasingly recognised as a 
heterogeneous and multi-system condition. However, clinical 
reasoning often prioritises single aetiology diagnoses, such as:
• Pure autonomic failure (PAF)
• Multiple system atrophy (MSA)
• Autoimmune autonomic ganglionopathy
In contrast, multi-factorial secondary dysautonomia—where 
multiple contributing insults collectively impair autonomic 
function—is rarely considered early in the diagnostic process.
This paper addresses the question:
Why is multi-factorial secondary dysautonomia typically the 
last diagnosis to be considered?

2. Clinical Context
2.1. The Spectrum of Dysautonomia
Dysautonomia encompasses a wide range of disorders affecting:
• Cardiovascular regulation
• Gastrointestinal motility

• Thermoregulation
• Genitourinary function
The literature confirms that autonomic dysfunction may arise from:
• Neurodegenerative processes
• Autoimmune mechanisms
• Metabolic disorders
• Toxic or medication-related effects
• Infectious triggers
Importantly, more than one cause may coexist within a single 
patient [1].

3. Why Multi-Factorial Dysautonomia Is Overlooked
3.1. Dominance of Single-Cause Diagnostic Models
Modern medical training is largely structured around identifying:
One disease → One cause → One diagnosis
This reductionist model is effective for many conditions but poorly 
suited to autonomic disorders, which are:
• Distributed across multiple systems
• Influenced by interacting physiological pathways
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As a result, clinicians tend to prioritise discrete diagnostic 
categories over composite explanations.

4. Absence of a Formal Diagnostic Label
Unlike PAF or MSA, multi-factorial dysautonomia:
• Has no universally accepted diagnostic criteria
• Is not consistently coded or classified
• Lacks formal consensus definitions
This creates a structural barrier:
If a condition is not clearly defined, it is less likely to be 
diagnosed

5. Limitations of Diagnostic Testing
Autonomic testing assesses:
• Cardiovagal function
• Adrenergic responses
• Sudomotor activity
However, these tests:
• Measure function, not cause
• Cannot distinguish between:
o Neurodegeneration
o Immune-mediated injury
o Multi-factorial insult
Consensus statements emphasise that no single autonomic test 
determines aetiology [2].

6. Cognitive Bias Toward Simplicity
Clinical reasoning often favours:
• Simpler explanations
• Established diagnostic categories
This reflects principles such as:
• Occam’s razor (prefer the simplest explanation)
However, in autonomic medicine, the correct explanation may be:
Multiple interacting causes rather than a single unifying 
diagnosis
Cognitive biases such as premature closure and anchoring 
further reinforce early, simplified conclusions [3].

7. Fragmentation Across Medical Specialties
Autonomic dysfunction spans multiple domains:
• Cardiology
• Neurology
• Gastroenterology
• Endocrinology
Each specialty may evaluate only a subset of symptoms.
This fragmentation leads to:
• Partial assessments
• Missed interconnections
• Failure to recognise cumulative effects
The National Academies of Sciences, Engineering, and Medicine 
highlights that diagnostic processes involving multiple systems are 
particularly vulnerable to error and delay [4].

8. Temporal Disconnect Between Causative Events
In multi-factorial dysautonomia:
• Contributing events may occur months or years apart
• Individual “hits” may appear clinically insignificant in isolation
Examples include:
• Viral infection
• Surgical or procedural intervention
• Chronic physiological stress
Because these events are not temporally linked, their cumulative 
effect is often not recognised.

9. Misinterpretation of Progressive Patterns
Multi-factorial dysautonomia may present as:
• Gradual worsening
• Sequential involvement of systems
This can mimic neurodegenerative disease.
However, progression in this context reflects:
• Accumulation of injury
• Not intrinsic neuronal degeneration

10. Case-Based Insight
The longitudinal trajectory underlying this analysis demonstrates:

10.1. Initial Phase
• Severe, progressive autonomic failure
• Interpretation: neurodegenerative (PAF model)
Later Phase
• Stabilisation and recovery
• Functional improvement across systems

10.2. Final Interpretation
• Multi-factorial secondary dysautonomia
• Likely driven by cumulative insults (“three-hit framework”)
This sequence illustrates that:
What appears as progressive degeneration may, in fact, be 
cumulative injury followed by partial recovery

11. Advantages of Recognising Multi-Factorial Dysautonomia
11.1. Recognition of Reversibility
Unlike neurodegenerative conditions:
• Multi-factorial dysautonomia may improve
• Recovery, partial or substantial, is possible
This aligns with evidence from:
• Autoimmune autonomic ganglionopathy
• Acute autonomic neuropathies
• Post-infectious dysautonomia
where recovery trajectories are documented [5].

11.2. More Accurate Prognosis
A neurodegenerative diagnosis implies:
• Progressive decline
• Limited reversibility
Recognising a multi-factorial model allows for:
• More balanced prognostic discussion
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• Avoidance of premature conclusions

11.3. Expanded Therapeutic Possibilities
Understanding multiple contributing factors enables:
• Targeted interventions
• Removal of ongoing stressors
• Immune or metabolic modulation where appropriate

11.4. Integration of Patient Narrative
Multi-factorial models require:
• Detailed longitudinal history
• Consideration of patient experience
This aligns with the principle that:
The clinical history is often the most important diagnostic tool 
in autonomic medicine [6].

11.5. Alignment with Systems-Based Medicine
Modern medicine increasingly recognises:
• Network physiology
• Inter-system interactions
• Non-linear disease processes
Multi-factorial dysautonomia reflects this paradigm more 
accurately than single-cause models.

12. Discussion
The delayed recognition of multi-factorial secondary dysautonomia 
is not due to lack of evidence, but due to:
• Structural limitations in diagnostic frameworks
• Cognitive bias toward simplicity
• Fragmentation of clinical care
• Absence of formal classification
This results in a consistent pattern:
Multi-factorial explanations are considered only after single-
cause diagnoses fail
However, this approach may delay:
• Accurate diagnosis
• Appropriate management
• Recognition of recovery potential

13. Conclusion
Multi-factorial secondary dysautonomia is often the last diagnosis 
considered because:
• Medical models favour single-cause explanations
• Diagnostic criteria for multi-factorial conditions are lacking
• Testing cannot define aetiology
• Cognitive biases favour simpler diagnoses
• Healthcare systems fragment multi-system conditions
• Temporal separation obscures causal relationships
Recognising this form of dysautonomia offers significant 
advantages:
• Acknowledgement of reversibility
• Improved prognostic accuracy
• Broader therapeutic options
• Better integration of patient history

This paper supports a shift toward integrative, longitudinal, and 
systems-based diagnostic reasoning in autonomic medicine.
Still Getting” Back Up [These lyrics capture the story of the 
journey with fear and certainty and a lack of understanding as 
to what the future might be]
https://heyzine.com/flip-book/852d7f21d6.html

Verse 1
There was a time not long ago
When every step felt touch and go,
My heart ran fast, then faded slow,
And I wondered where my strength had gone.
The nights were long, the answers thin,
Every symptom felt like proof I’d give in,
I thought the road was sloping down,
Like I was losing ground
_________________________________
Chorus
But it wasn’t the end, it wasn’t decline,
It was damage that needed a little more time,
Not a door closing, not a final bell,
Just a body learning how to heal itself.
I wasn’t fading, I wasn’t done,
I was still standing in the rising sun,
Turns out I wasn’t breaking down,
I was gettin’ back up.
________________________________________
Verse 2
They say sometimes the worst appears
After the storm, not during the fear,
When the body’s quiet, the cost is clear,
And it feels like something slipped away.
First came illness, then my heart,
Then the long repair that pulled things apart,
It looked like I was losing the fight,
But that picture wasn’t right.
_________________________________
Chorus
No, it wasn’t the end, it wasn’t decline,
It was systems shaken, then realigned,
Not a slow goodbye, not a fading flame,
Just nerves and balance finding their way.
I wasn’t fading, I wasn’t done,
I was still standing in the rising sun,
Turns out I wasn’t breaking down,
I was gettin’ back up.___________________________________
_____
Verse 3
Now my mind is clear, my thoughts are strong,
I’m writing papers, proving wrong
That story saying I’d be gone,
Still learning, still asking why.
The brain stayed sharp, it stayed online,
Still curious, still ahead of time,

https://heyzine.com/flip-book/852d7f21d6.html
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Turns out fear had told me lies,
And truth arrived with time.______________________________
_______
Chorus
It wasn’t the end, it wasn’t decline,
It was healing happening line by line,
Not losing ground, just standing still,
Till the body remembered its will.
I wasn’t fading, I wasn’t done,
I was still standing in the rising sun,
Turns out I wasn’t breaking down,
I was gettin’ back up.___________________________________
_____
Verse 4
I lift the kayak on the car,
Tie it down and drive out far,
Push off quiet, feel the oar
Pull me steady through the day.
I camp all day, I pitch that tent,
Sun goes down and I’m content,
Pack it up with morning light,
Put the gear away just rig
ht.________________________________________
Chorus
That’s not decline, that’s living proof,
That strength comes back when it’s given room,
Not a miracle, not overnight,
Just steady days turning out right.
I wasn’t fading, I wasn’t done,
I was still standing in the rising sun,
Turns out I wasn’t breaking down,
I was gettin’ back up.
________________________________________
Bridge
Time’s not the enemy I once believed,
Time’s been working quietly for me,
Slow repair, unseen relief,
Building strength I couldn’t see.
I stopped waiting for what I’d lose,
Started asking what I could do,
And that’s when life came back around,

With my feet on solid ground.
________________________________________
Final Chorus
It wasn’t the end, it wasn’t decline,
It was a long repair that needed time,
Heart and balance finding their song,
Right where they belonged all along.
I wasn’t fading, I wasn’t done,
I’m still standing in the rising sun,
This isn’t fear, this joy I’ve found,
I’m still gettin’ back up._________________________________
_______
Outro
So here’s to the days I live out loud,
To earned-back strength and steady ground,
To being here, and being sound—
I’m still here.
And that counts.

References 
1.	 Sánchez-Manso JC, Gujarathi R (2023). Autonomic 

dysfunction. StatPearls. 
2.	 Cheshire, W. P., Freeman, R., Gibbons, C. H., Cortelli, 

P., Wenning, G. K., Hilz, M. J., ... & Singer, W. (2021). 
Electrodiagnostic assessment of the autonomic nervous 
system: a consensus statement endorsed by the American 
Autonomic Society, American Academy of Neurology, and 
the International Federation of Clinical Neurophysiology. 
Clinical Neurophysiology, 132(2), 666-682.

3.	 Croskerry, P. (2005). Diagnostic failure: a cognitive and 
affective approach. Advances in patient safety: from research 
to implementation (volume 2: concepts and methodology).

4.	 National Academies of Sciences, Engineering, and Medicine 
(2015). Improving Diagnosis in Health Care. 

5.	 Iodice, V., Kimpinski, K., Vernino, S., Sandroni, P., & Low, 
P. A. (2009). Immunotherapy for autoimmune autonomic 
ganglionopathy. Autonomic Neuroscience, 146(1-2), 22-25.

6.	 Gilden, J. L. (2017). The most accurate autonomic function 
test: the medical history. Clinical Autonomic Research, 27(4), 
209-210.

https://www.ncbi.nlm.nih.gov/books/NBK430888/?report=printable
https://www.ncbi.nlm.nih.gov/books/NBK430888/?report=printable
https://www.sciencedirect.com/science/article/pii/S138824572030585X
https://www.sciencedirect.com/science/article/pii/S138824572030585X
https://www.sciencedirect.com/science/article/pii/S138824572030585X
https://www.sciencedirect.com/science/article/pii/S138824572030585X
https://www.sciencedirect.com/science/article/pii/S138824572030585X
https://www.sciencedirect.com/science/article/pii/S138824572030585X
https://www.sciencedirect.com/science/article/pii/S138824572030585X
https://www.ncbi.nlm.nih.gov/books/NBK20487/
https://www.ncbi.nlm.nih.gov/books/NBK20487/
https://www.ncbi.nlm.nih.gov/books/NBK20487/
https://www.ncbi.nlm.nih.gov/books/NBK338596/
https://www.ncbi.nlm.nih.gov/books/NBK338596/
https://www.academia.edu/download/113631810/j.autneu.2008.11.00120240422-1-2ipall.pdf
https://www.academia.edu/download/113631810/j.autneu.2008.11.00120240422-1-2ipall.pdf
https://www.academia.edu/download/113631810/j.autneu.2008.11.00120240422-1-2ipall.pdf
https://link.springer.com/content/pdf/10.1007/s10286-017-0449-z.pdf
https://link.springer.com/content/pdf/10.1007/s10286-017-0449-z.pdf
https://link.springer.com/content/pdf/10.1007/s10286-017-0449-z.pdf

