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Introduction

The gynecologist is frequently presented with a woman

complaining of headaches. Physicians have a greater role

than being merely “triage officers” and merely referring the

woman to the “appropriate” specialist such as to a neurol-

ogist for headache complaints.

The gynecologist could consider that the headaches could

be related to the estrogen in a birth control pill and may

consider choosing an oral contraceptive with less estrogen,

or a progesterone only pill, or trying an alternative form of

contraception. Sometimes headaches may be part of the

pre-menstrual syndrome and may improve with proges-

terone supplementation in the luteal phase.

Another common cause of headaches in women is related

to hypofunction of the sympathetic nervous system [1-3].

This condition known as the sympathetic neural hyperal-

gesia edema syndrome is more familiar to gynecologists

than neurologists or specialists in internal medicine because

it is the most common remediable cause of pelvic pain [4].

Both the headache and pelvic pain usually improve con-

siderably if not completely following treatment with the

sympathomimetic amine dextroamphetamine sulfate [1-8].

By the gynecologist being familiar with this sympathetic

nervous system disorder, the physician could institute sym-

pathomimetic amines therapy without subjecting the woman

to non-essential painful, expensive, and sometimes risky

tests and still not come up with a solution. One may sug-

gest, what if some serious pathological condition is missed

by this approach, e.g. a brain tumor? The answer is that a se-

rious pathologic state e.g. a brain tumor should not respond

to dextroamphetamine sulfate.

The case below describes a woman whose headaches

were related to the condition known as pseudotumor cere-

bri (PTC) (benign idiopathic intracranial hypertension -

IIH). Though the testing allowed the diagnosis, unfortu-

nately standard therapy failed to provide relief. However,

sympathomimetic amine therapy completely corrected the

problem. It not only corrected the headaches but the increase

in cranial blood pressure and the papilledema also resolved.

Case Report

A 34-year-old woman with a history of a simple hysterectomy

began experiencing sudden headaches which would have a sudden

onset, were relatively severe in pain intensity, and would last sev-

eral days at a time. The pain free interval in the beginning was

about two weeks. After a year, the headaches were constant with

no pain free intervals and were associated with chronic fatigue

and inability to lose weight, despite dieting. The headaches were

so severe at times, trips to the emergency room were needed for

narcotics.

Though she was diagnosed with hypothyroidism, thyroid hor-

mone replacement which allowed restoration of normal thyroid

values did not help the headaches, backaches, chronic fatigue or

weight problems.

She was referred to a neurologist and a neuro-opthalmologist.

Significant papilledema was found. Spinal tap found an elevatedRevised manuscript accepted for publication June 24, 2013
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pressure but no other abnormalities. A magnetic resonance imag-

ing study of the brain failed to detect a tumor. She was thus diag-

nosed with PTC (benign IIH).

The woman at this point judged her headaches intensity on the

basis of 1 to 10 as 10. Following combined therapy of topiramate

and acetazolamide, she stated she had some relief and now judged

the intensity as a 7.

She initially consulted our practice merely to manage her hy-

pothyroidism having moved to a new state. She was advised that

the thyroid dosage was correct. However she was advised that there

was a good likelihood that treatment with dextroamphetamine sul-

fate may improve the chronic fatigue, backache, and inability to

lose weight [8-10]. Furthermore, she was advised that the treat-

ment may help the headaches in view of previous experience even

though it had never been tried on headaches from PTC [1-3].

When she returned after one month of taking dextroampheta-

mine sulfate extended release capsules, she had marked improve-

ment in the chronic fatigue and the headaches. The headaches had

improved and were rated as a 5 on severity. The dosage was in-

creased to 25 mg and when she returned the next month, the

headaches had completely disappeared. When she had another

fundoscopic evaluation by her neuro-opthalmologist, there was

no longer any papilledema. 

There have been no headaches now for over one year of treat-

ment. Furthermore, she has lost 47 pounds. The headaches disap-

peared long before any significant weight was lost.

Discussion

IIH is a disorder characterized by increased intracranial

pressure (ICP) of unknown cause, predominantly seen in

women of childbearing age and associated with a history

of recent weight gain [11]. The concept of raised ICP in the

absence of a space occupying lesion was first introduced

by Nonne [12] as “pseudotumor cerebri”.

The term “benign intracranial hypertension” became

popular and was often used interchangeably with PTC. The

condition was considered “benign” in comparison with

cases of tumor [13], but it has been argued that loss of vi-

sual function in up to 25% of cases and progression to

blindness if untreated means that it should not be consid-

ered “benign” as far as visual function is concerned.

Recently publications have looked again at the question

of weight gain in IIH, some suggesting pathogenic mecha-

nisms which may explain how weight gain can lead to

raised ICP. Others suggested the reverse-that raised ICP is

the cause of weight gain. However there is no convincing

evidence that weight loss results in lowering of the ICP ac-

cording to Fraser and Plant [14].

Based on this case, since the headaches improved, before

there was significant weight loss the response in this case

suggests that sympathetic nervous system hypofunction can

be the etiology for benign IIH and weight gain is merely a

frequent associated issue with this syndrome called sym-

pathetic neural hyperalgesa-edema syndrome related to the

edema. It is not clear if the improvement in headaches is

related to inhibition of absorption of toxins into brain tis-

sues by correcting cellular permeability issues or by low-

ering ICP or both [15]. 

Acetazolamide (a carbonic anhydrase inhibitor) has been

considered by the neurologist as the mainstay of medical

therapy. Topiramate has also been used. Two drugs not tried

on this woman are frusemide and bendroflumerthiazide.

Some think the advantage of topirmate over acetzolamide

is that the former can cause weight loss and losing weight

my also help this condition [16]. However, the subject of

this case report did not lose weight until she was treated

with dextroamphetamine sulfate.

There are surgical treatments also including lumbo-peri-

toneal shunt, ventriculo-peritoneal shunt, and optic nerve

sheath fenestration [17]. Other surgical options considered

have been bariatric surgery [18]. Also in some cases where

venous sinus stenosis is diagnosed, endovascular stenting

has had some success [17].

Because of potential blindness the word benign should

probably be removed from the name of IIH. The potential

seriousness of this condition and the probabilities of miss-

ing a brain tumor could be used to justify the need to refer

to a neurologist. Even IIH seems at first glance too com-

plicated for the gynecologist. 

However again, to re-iterate it is unlikely that headaches

from a brain tumor would respond to dextroamphetamine

sulfate. It is not clear if rare causes of IIH e.g.: giant arach-

noid granulation in the left dominant transverse sinus or

other causes of IIH e.g.: dural venous sinus stenosis would

even respond to sympathomimetic amine therapy [11].

On the other hand, when the woman returned to her

neuro-opthalmologist, she did not seem interested in the

patient’s story of marked improvement with dextroam-

phetamine sulfate. Instead she spend only five minutes, did

a fundoscopic exam, told the patient her papilledema was

gone, and to return in six months for a repeat fundoscopic

examination. The physician just assumed that her pre-

scribed therapy finally worked.

Similarly an unreported case of a woman with 20 years

of serve migraine headaches that were refractory to stan-

dard therapy was told by her neurologist that he believed

that she will eventually develop multiple sclerosis and that

was the cause of her headaches. Twenty years later she

never developed multiple sclerosis. She heard that dex-

troamphetamine sulfate therapy could help headaches and

she was placed on it. Within two weeks, her headaches of

20 year duration, cleared completely. When she advised her

neurologist of these events, he advised her to stop the drug

immediately because there are no prospective evidenced

based randomized controlled studies proving its efficacy.

She actually listened to him, stopped the dextoampheta-

mine sulfate, and within a week her headaches returned.

After two months of severe headaches she returned to our

practice, was placed on the amphetamine, and was imme-

diately relieved again of her headaches.

Thus until this condition related to sympathetic nervous

system hypofunction becomes known by neurologists and

internal medicine specialists, it is important for the primary
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care physician of women, i.e., the gynecologists, to either

initiate therapy with sympathomimetic amines first with-

out consulting a neurologist or referring the women to a

neurologist, but advise the woman before proceeding with

any suggested tests or therapies, to return to the gynecolo-

gist to decide if the proposed therapy seems reasonable, or

should sympathomimetic amines be tried first?
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