RCCX Theory (2/16, modified 9/16) Sharon Meglathery MD

Co-inherited gene mutations lead to overlapping genetic diseases/syndromes in
families and individuals.

TNXB associated with varying degrees of hypermobility, from none to EDS-HT.
21-Hydroxylase overwhelm - chronic medical and psychiatric iliness.

4% CAPS ‘ CYP21A2 associated neuro-psychiatric spectrum.

Brain wired for danger/threat. Some "autistic features" if severely affected.
Wiring due to spiking cortisol and 4 androgens in the setting of low basal
cortisol in gestation and infancy.

* big amygdala (emotion/fear)

CYP21A2
mutation

* primed threat circuits
» dysautonomia (fight/flight)
* 4 orienting = hyperfocus, obsessive special interests

* 4 arousal/ P acute stress response - anxiety, "turbo", urgency

* 4 threat detection / 4 pattern recognition, superior info. processing, read
faces, feel emotions of others

* social pathways less primed

* high intensity emotions

* men with P progesterone > androgenized

* women with 4 testosterone/androgens 4

* High risk for PTSD, all other 4 disorders with bad experiences

4% ACUTE STRESS ‘ Worse with hypermobility.

e /4 cortisol & 4 arousal with small events
e sympathetic NS - { gut motility, P HR, dilated pupils, livedo reticularis
e anxiety/insomnia/arousal

CHRONIC STRESS‘ e.g. infection, trauma, PTSD from CAPS, hormonal

shift (via 21-Hydroxylase overwhelm). Women and people with TNXB
hypermobility possibly more affected due to orthostatic stress.

— V4 basal cortisol (but still 4 cortisol with stress response often)
I J aldosterone - { blood volume, J, Na+, 4 sympathetic NS
* M progesterone syndrome (17-Hydroxyprogesterone)
* M Mast Cell activation (due to 4 CRH, 4 progesterone, 4 estrogen,
/" opioids, stress)
e Chronic Pain Syndrome
e ME/CFS

CAPS + negative events - PTSD —

* Fibromyalgia
*  Chronic Lyme
e 4 brain inflammation (microglia) - psychosis, brain fog, mood disorder,

anxiety
e 4 raised intracranial pressure/aquired Chiari
« A POTS

* /1 androgens
— + 4 Gl: inflammation, dysbiosis, malabsorption, SIBO

Connecting RCCX therory to mitochondrial shutdown.

\ 21-Hydroxylase overwhelm }7

—[ > mitochondrial shutdown (dauer) (Naviaux MD PhD)




