
MCAS-overlap features were most frequent in the high-autonomic group

High autonomic burden 4/4, 100.0%

ENI 9/13, 69.2%

CRH-heavy 7/14, 50.0%

Low-symptom 1/7, 14.3%

Mixed 0/1, 0.0%

Overall, 53.8% of patients met the predefined MCAS-overlap symptom criterion. This was coded as 
a symptom-based modifier, not as a formal MCAS diagnosis.
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BACKGROUND

-
• Benzodiazepine withdrawal is clinically heterogeneous and may include 
cardiovascular/orthostatic, gastrointestinal/visceral, respiratory, thermoregulatory, 
sensory, affective, cognitive, and motor symptoms.
• Autonomic-type symptoms are commonly reported, but their distribution and co-
occurrence within broader withdrawal presentations have not been well 
characterized.
• This exploratory analysis examined whether severe autonomic-type symptoms were 
diffusely distributed across the cohort or concentrated in a subset of patients with 
broader, overlapping multisystem symptom burden.

OBJECTIVE

To characterize the distribution and co-occurrence of severe autonomic-type 
symptoms in a cohort of patients experiencing benzodiazepine withdrawal, and 
to determine whether these symptoms were concentrated in a subset of patients 
with broader multisystem symptom burden.

KEY FINDING

• Four of 39 patients (10.3%) showed concentrated severe autonomic-type 
symptom burden under the prespecified domain-scoring approach. 

• Their symptoms spanned cardiovascular/orthostatic, 
gastrointestinal/visceral, and respiratory domains. 

• MCAS-overlap features were present in all four patients with high autonomic 
symptom burden. 

• The pattern was multisystem, with autonomic symptoms occurring across 
several related body-regulation domains.

INTERPRETATION/CONCLUSIONS

• Concentrated autonomic burden: Symptom mapping identified a small 
subgroup with concentrated autonomic symptom burden.

• Multisystem autonomic pattern: Severe symptoms spanned 
cardiovascular/orthostatic, gastrointestinal/visceral, and respiratory domains.

• Clinical application: Domain-based symptom mapping may help clinicians 
recognize when autonomic symptoms form a major component of a patient’s 
overall withdrawal presentation.

• Future directions: Compare symptom-derived autonomic burden with objective 
autonomic testing and longitudinal symptom trajectories.

CONTACT / DISCLOSURES/PREPRINT

• Participants:
 Baseline observational data from 39 patients enrolled in a specialty
 benzodiazepine withdrawal program. 37 were actively tapering, 2 were post-
 taper.

Measures:
 A 233-item patient-reported symptom questionnaire was administered, with 

each symptom rated from 0 to 10. Symptoms rated ≥7/10 were classified as 
severe.

 
• Domain Mapping:

Symptoms were mapped a priori to five broad candidate regulatory-system 
domains:
• Corticotropin-releasing hormone (CRH)/adrenergic 
• Excitatory–neuroinflammatory (ENI) 
• Autonomic 
• Basal ganglia–cerebellar (BG/Cer) 
• Mast-cell activation syndrome overlap (MCAS-overlap) 

• Autonomic analysis:
  Representative autonomic symptom constructs were examined to 

characterize the distribution and co-occurrence of severe autonomic-type 
symptoms across patients. MCAS-overlap was defined as ≥2 MCAS-related 
symptoms rated ≥5/10 and was treated as a co-occurring modifier.

• Study limitations:
 Symptoms were patient-reported. Formal dysautonomia diagnoses, objective 

autonomic testing, mechanistic attribution, and causal inference were 
beyond the scope of this observational study.
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.

• Four of 39 patients (10.3%) showed the highest severe autonomic-type symptom 
burden under the prespecified rule-based domain-scoring approach. 

• Severe symptoms in these patients spanned cardiovascular/orthostatic, 
gastrointestinal/visceral, and respiratory domains. 

• MCAS-overlap features were present in all four patients with high autonomic symptom 
burden. 

• The autonomic pattern was multisystem, with severe symptoms distributed across 
several related body-regulation domains.

RESULTS

FIGURE 4: MCAS-OVERLAP
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