
~1 in 500 people affected Avg. 10+ years to diagnosis 3:1 to 4:1 diagnosed are female No cure: management-focused

Hypermobile Ehlers-Danlos Syndrome (hEDS)
A Patient Guide for Pain Management Specialists

WHAT IS hEDS? hEDS is a heritable disorder of connective tissue, the structural 'glue' of the body, causing joint instability, skin

HOW HEDS AFFECTS THE BODY — SYSTEMIC INVOLVEMENT: Patient has checked applicable symptoms

fragility, and systemic effects. Severity varies widely, from mild laxity and intermittent bracing to wheelchair use and complex
multisystem involvement.
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Neurological
□ Migraines & headaches
□ Brain fog/cognitive fatigue
□ Small fiber neuropathy
□ Proprioception deficits
□ Anxiety/depression (often
     neurological in origin)

Gastrointestinal
□ IBS
□ Gastroparesis/
     delayed emptying
□ GERD & acid reflux
□ Food intolerances

Musculoskeletal
□ Chronic widespread pain
□ Subluxations & dislocations
□ Muscle fatigue & weakness
□ Joint hypermobility & instability
□ Cervical instability (may contribute to headache,
     cranial nerve symptoms, or myelopathy)

Genitourinary
□ Pelvic floor dysfunction
□ Bladder urgency/frequency
□ Chronic pelvic pain
□ Menstrual irregularities

Cardiovascular
□ POTS — heart rate spikes on standing
□ Blood pooling & dizziness
□ Palpitations

Fatigue & Sleep
□ Profound fatigue
□ Non-restorative sleep
□ Post-exertional malaise
□ Chronic widespread pain at rest

Dermatological
□ Soft, velvety, hyperextensible skin
□ Stretch marks without weight change
□ Easy bruising
□ Poor wound healing

Immune / MCAS
□ MCAS — mast cell overactivation
□ Flushing, hives, itching
□ GI distress & food reactions
□ Chemical/environmental sensitivity

Central Sensitization, Opioids, and hEDS: Pain in hEDS is not purely mechanical. Central sensitization, in which the nervous
system becomes progressively more reactive to pain signals, is common and changes the treatment calculus significantly.
Long-term opioid use can worsen central sensitization through opioid-induced hyperalgesia, making pain harder to manage
over time. Low-dose naltrexone works through a different mechanism, modulating glial cell activity and neuroinflammation,
and is increasingly used in hEDS and fibromyalgia with a favorable side effect profile. hEDS patients are frequently
undertreated after years of being dismissed; the goal is effective, evidence-informed multimodal pain management, not
gatekeeping. Wind-up phenomenon and allodynia, pain triggered by normally non-painful stimuli such as light touch or clothing
contact, are clinical markers of central sensitization and common in hEDS.

The hEDS Trifecta: Frequently Co-Occurring Conditions
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