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Introduction

There is a common defect of the sympathetic nervous

system found more commonly in women that is associated

with chronic pelvic pain, dyspareunia, dysmenorrhea, vul-

vovaginitis, backache, and interstitial cystitis [1-4].  One

of the main functions of the sympathetic nervous system

is to diminish cellular permeability.  It has been hypothe-

sized that various pain syndromes even outside of the

pelvis may be attributed to the absorption of chemicals

and toxic factors into the tissues (which leads to pain) [5-

14]. In fact the elicitation of pain by installation of potas-

sium in the urinary bladder is one of the ways to diagnose

interstitial cystitis [15].

The purpose of the present study was to present another

unique presentation for this disorder of sympathetic

nervous system hypo-function – severe fibromyalgia

responding extremely well to treatment with the sympath-

omimetic amine dextroamphetamine sulfate.

Case Report

A 36-year-old woman sought the authors’ medical opinion on

why she has not been able to lose weight despite dieting.  She

was wondering if there could be an endocrinological disorder

causing the problem.

She stated that following a traumatic brain injury following a

fall 20 years ago, she began gaining considerable weight and

over 20 years had gained 100 pounds. Not only was weight gain

an issue but she had amnesia for much of her life before the

injury and developed severe fibromyalgia which persisted for 20

years. All parts of her body developed hyperalgesia so that even

the water from a shower hurt (allodynia).

She was surprised to hear that the authors’ opinion was that

there was probably a connection between her unexplained

weight gain and her fibromyalgia. They explained about the

defect in the sympathetic nervous system that leads to increased

cellular permeability and that it can lead to weight gain from the

inability to compensate to the increase in hydrostatic pressure

which would lead to translocation of fluid from intravascular to

extravascular space were it not for a signal from the sympa-

thetic nervous system causing a decrease in capillary perme-

ability [16, 17]. She was advised that a controlled study proved

the efficacy of treating this orthostatic edema with dextroam-

phetamine sulfate rather than conventional diuretics [18]. The

reason why conventional diuretics fail to improve the edema is

that they work predominantly on the ascending limb of Henle

and to some degree the distal tubule, whereas the increased cap-

illary permeability causes the fluid to extravasate from the

proximal tubule. Dextroamphetamine sulfate, a sympath-

omimetic amine, replaces the defective neurotransmitter for the

sympathetic nervous system and restores sympathetic activity,

which allows these afflicted people to maintain body home-

ostasis by inhibiting capillary permeability when exposed to the

increase in hydrostatic pressure [18].

Though the condition was originally termed idiopathic ortho-

static cyclic edema [16-18], association with various pain syn-

dromes has resulted in a change of name to the sympathetic neural

hyperalgesia edema syndrome [1, 8]. The woman presently was

taking five oxycodone-acetaminophen tablets per day. She had

failed to respond to a multitude of treatments which in the early

days included guaifenesin, non-steroidal anti-inflammatory drugs,

and glucocorticoids none of which provided effective relief.

Subsequently she was treated with the tricyclic antidepressant

amitriptyline and the dopamine receptor agonist ropinirole

which also did not relieve the pain.Revised manuscript accepted for publication January 24, 2013
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Finally she was treated with the newer balanced dual sero-

tonin and norepinephrine receptive inhibitor duloxetine

without relief of pain.

The final therapy that failed and in fact caused her more

edema and weight gain was the anticonvulsant pregabalin

which is in the family of alpha-2 delta-ligands known to have

analgesic, anxiolytic, and anticonvulsant activity.

Within one month of treatment with 15 mg extended release

capsules once daily of dextroamphetamine sulfate, she had

improvement in her generalized pain which was reduced by

70%.  Raising the dosage to 25 mg decreased the pain as she

said tremendously to a degree that she could completely dis-

continue her opioid treatment.  She also had lost 27 pounds in

six months from 241 pounds to 214 pounds.

Discussion

Fibromyalgia syndrome is theorized to function as an

abnormal central processing pain disorder which

involves afferent augmentation of peripheral stimuli,

especially of the nociceptive types and a variety of neu-

ropathic qualities with symptoms which include pain,

fatigue disturbances, and alteration of cognitive/mood

[19]. The pain is frequently described as a generalized

tenderness without synovitis accompanied by allodynia,

hyperpathia, and hyperalgesia [19]. Fibromyalgia has a

prevalence of two to four percent of the general popula-

tion and appears to be a genetic dysregulation with

potential alteration in normal neuroendocrine, neuro-

modulation, neurotransmitter, biochemical, and neurore-

ceptor function and physiology [19].

The pathophysiology of fibromyalgia involves abnor-

mal levels of serotonin and neuroepinephrine (a sympa-

thomimetic amine) which are key neurotransmitters in

endogenous pain inhibiting pathways [20, 21].

The treatment of fibromyalgia employs a multidiscipli-

nary team effort using combined treatment approaches,

including patient education, aerobic exercise, cognitive

behavior therapy and pharmacologic therapies (serotonin

norephinephrine receptive inhibitors) (e.g., duloxetine,

milnacripram) and alpha 2-delta receptor ligands (e.g.,

pregabalin) may improve symptoms as well as function

of patients with fibromyalgia [19-22].

Though not her main complaint, the patient described

having chronic fatigue.  She said it was hard to separate

pain and fatigue.  As mentioned, fatigue is frequently

part of the fibromyalgia syndrome.  However, fatigue

with or without pain may be part of the sympathetic

neural hyperalgesia edema syndrome [23].

Dextroamphetamine sulfate is very well tolerated in

general and in dosages up to 30 mg per day, is not

addicting and can be stopped suddenly without depend-

ence.  Especially in women, e.g., the case described, it

should be prescribed in women with a history of edema

or weight gain over alpha-2 delta ligands, e.g., prega-

balin which is notorious for causing edema and weight

gain [22].
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