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Summary

Purpose: To evaluate the ¢fficacy of sympathomimetic amine therapy for women with chronic disorders including, but not fimited
to, pelvic pait. Materials and Methods: Dextroamphetamire sulfate [5-mg extended release capsules were given to women with a va-
rety of weatment refractory conditions including, but not limited to, pelvic pain. The dosage could be increased to 60 mg depending on
rolerance to the medication and degree of improvement of the condition. Results: A very high percentage showed marked amelioration
of their symptems despite previeus failure with medical or surgical therapy. Conclisions: The human specics, especially women, seerm
10 be move prone to certain specific tissue permeability defects and diminished sympathctic tone, which compounds the problem, since
the sympathetic nervous system controls permeability. Thus, besides pelvic pain and interstitial cwstitis, dextreamphetamine sulfate,
which seems (o restore sympathetic tone possibly by increasing dopamine secrction to the nerve fiber, provides gratitying relief to a va-
riety of chrenic diserders. These other disorders include: severe headaches, inflammatory bowet discase, gastroiniestinal motility dis-
orders, fibromyalgiz, and other musculoskeletal pain, chronie fatiguc syndrome, and urticaria.
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Introduction

As suggested by the title, it is my intent to convince the
rcaders that the sympathomimetic amine, dextroampheta-
mine sulfate, is the most inpartant single agent of all med-
ications to help provide relief from suffering in women
from a vasiety of medical conditions. [t is my hope that it
you are convinced as to the efficacy of this type of therapy
by this “perspective”, that this manuscript will have a major
positive impact on your medical practice.

The reader should be forewarned that most of the evi-
dence that wilt be provided will be from anecdotal case
studies. There will be occasional data from a small serics
but only one randomized comparative study. However, 1
think vou will agree that based on the dramatic quick re-
sponse te treatment with dextroamphetamine sulfate in
many chronic female-related disorders that previously
failed to respond adequately to “conventional” therapy, that
there is a high likelihood that this concept is correct and the
therapy is quite beneficial.

One can hope thal this study will generate interest for
some group to initiate a large randomized controlled study.
If such a study corrohorates the benefits of dextroamphet-
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amine sulfate in treating these disorders, this may convince
a much larger body of physicians to try this therapy. How-
ever, with this drug available as a generic, and with the dif-
ficulty a pharmaceutical company would have in obtaining
a unique patent for its use, since there are already many
publications concerning its efficacy, it is unlikely a ran-
domized controlled study will be performed since most are
supported by pharmaceutical companics. Thus, realistically,
my main goal is to share my knowledge with the reader-
ship to enable you to provide the same relief to your pa-
tients that | have provided to my patients for the past 30
years. Maybe, you will publish some unique case reports
in various journals when you see how efficacious this ther-
apy is or publish some casc scries of your own. Possibly
you may write to the Editor of this journal if you have had
positive cxperiences with this therapy but do not hesitate
to publish any negative experiences. Credibility will be in-
creased if confirmation of efficacy comes from a varicty of
ditferent physicians.

At this point, you as the reader must be wondering what
kind of fomale disorders respond to amphetamines. The dis-
cussion will emphasize pelvic pain but will not be limited
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fo that subject [1-8]. The proposed mechanism is that cer-
tain tissucs are more susceptible to permeability defects and
absorption of chemicals and toxins into these tissue can
lead to inflammation and pain [1, 2, 9]. If these noxicus
factors infiltrate mitochondria, weakness and organ mal-
function may oceur,

The sympathetic nervous system controls cellutar per-
meability. The hypothesis leading to treating with dex-
troamphetamine sulfate 1¢ that hypofunction of the
sympathetic nervous system related to diminished secre-
tion of sympathomimetic amines, can be corrected by ei-
ther the amphetamine substituting for the defective
sympathomimetic amines or by the amphetamine stimulat-
g dopamine {1, 2].

Chronic pelvie pain syndromes

Dysmenorrhea, deep dysparveunia, middleschmertz, chronic
pelvic and chronic back pain

Endometriosis can be associated with pelvic pain syn-
dromes including chronic pelvic pain, dysmenorrhea, dys-
pareunia, middleschmertz, or premenstrual backaches [1G].
Yet, it is well known that some infertile women having no
pelvic pain can be found to have extensive endometriosis,
On the other hand, some women with excruciating pain are
found to have mild or minimal endometriosis or no en-
dometriosis at all [10].

Laparoscopic removal by laser has led to long-lasting re-
lief of pelvic pain from endometriosis in a minority of
cases. In most cases, the relief is short-lived or not at all
[117. Recurrence rates of endometriosis of 40-60% within
one to two years has been reported [12]. Even {aparoscop-
ically lasering endometriotic implants combined with nied-
ical therapy do not prevent the return of pain from
endometriosis [13]. Some argue that the reason why fre-
quently the pain returns foliowing laser vaporization is be-
cause there is the return of endometriosis as the laser does
not completely remove the entire endomeiriotic lesion.
Some claim that deeply infiltrating endometriosis is more
associated with pelvic pain and this requires surgical exci-
sion rather than laparoscopic laser ablation [14]. There are
studies claiming tower rates of recurrence of endometriosis
with surgical excision in the range of 19-34% [15, 6]

One study by Yeung ef ai. provided results that were ex-
tremely intercsting. They performed laparoscopies in
teenage girls with severe dysmenorrhea and re-laparoscoped
them two years later [17]. Not one showed a return of the en-
dometriosis two yeurs later when surgery was performed by
careful excigion rather than laser ablation [17]. However
50% had the return of pain [17]. 1 find this study extremely
mteresting. The study did claim that 50% showed relicf of
pain for two years, which may be higher than expected by
laser vaporization [17]. However, 50% had return of pain
without visual evidence of the return of endometriosis which
suggests that the endometriosis, per se, is not the actual

cause of the pain, A recent randomized controlled trial found
no significant difference in overall visual analogue score for
pain at 12 menths when comparing excision vs. laparoscopic
ablation of endometriosis [18].

Case reports have been described of relief of pelvic pain
that was refractory to medical and surgical therapies that
has responded to treatment with the sympathomimetic
amine dextroamphetamine suifate. We believe this works,
by replacing or stimulating an increase in the defcctive
neurotransmitier with subseguent restoration of normal
sympathetic tone and therefore diminishing cellular per-
meability |2, 3].

One method of controlling petvic pain, cspecially dys-
menorrhea, is to use a low estrogen oral contraceptive or a
low dosage progestin only, c.g., norethindrone 0.35mg, on
a daily basis. The low dose estrogen can be used without a
break to induce menses. i it works adequately, this ther-
apy will fulfill the criteria of a treatment with low risk and
relatively low cost. Unfortunately, the pain relief is not ad-
eguate in many women and further therapy is needed [4].

Suppressing estrogen levels by use of long acting go-
nadotropin releasing hormone agonists (GnRHa}, e.g.,
depo-leuprolide acetate or the nasal inhalant nafarelin, has
too many menopausal symptoms along with the possible
risk of precipitating subscquent esteoporosis. Impeded an-
drogens, e.g., danazol or ten-mg norethindrone acetate,
have too many androgen side effects, e.g., weight gain, hir-
sutisni, and acne and may cause atherosclerotic plague 4,
19]. Since estrogen hag been considered the main stimula-
tor for endometriosis development, theoretically, it could
be  target for therapy with aromatase inhibitors, e.g., letro-
zole. However, these agents were considered for treatment,
but again toe many menopausal side effects for a non-ma-
lignant non-life threatening disorders [191.

As mentioned in the aforementioned editorial, our pret-
erence for treating pelvic pain, by far, is the usc of sym-
pathomimetic amines specifically dextroamphetamine
sulfate [4]. Since writing that editorial, we have completed
a prospective series involving women with documented
endometriosis with at Jeast one year of severe pelvic pain
not relieved adequately with oral contraceptives, surgery,
or non-steroidal anti-inflammatory drugs (all three of these
were a pre-requisite for inclusion). They could have also
been treated with GnRHa’s, but this was not a prerequisite
for inclusion in the study. There were 15 women recruited.
The average age was 32.5 years. These data were pre-
sented at the 2013 meeting of the American Scciety for
Reproductive Medicine in Boston, MA [20]. The results
arc scen in Table 1. After three months, seven reported
marked improvement (46.6%), five moderate, and three
mild improvement. By six months, eight (53.3%) reported
marked improvement, six (40%) moderate improvement,
and one with mild improvement. Even the onc with mild
improvement said she did not want to consider a la-
paroscopy. Thus, 80% reported at [east moderate m-
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Table 1. - Pelvic pain relief following treatment of 13
women with dextroampheramine sulfate (dosage 15 to 30
mg extended release capsules) al three and six mowths.

Months of  Marked Moderate Mild No

therapy improvement  improvement  improvement  improvement
3 7 (46.6%0) 5 (33.3%) 3(200%) 0O

) 8 (53.3%) 6 (40%) | {6.6%) 0

provement by three months and 93.3% by six months. The
maximum dosage used in this study was only 30 mg ex-
tended release capsules.

The treatment with dextroamphetamine sulfate is so ef-
fective that one does not need to explore much further other
treatment options. Dextroamphetamine sulfate is extremely
well tolerated, is not addicting in the dosage used, and in
our experience, it can be stopped suddenly witheut wean-
ing and without any significant consequences, L.e., no with-
drawal symptoms and no addiction. It can be mildly
expensive if third party carriers will not pay for its off-label
use. However, because of the stigimata of using a class-1I
drug that can be abused when used in very high dosages,
there is a great likelihood that this drug will not demon-
strate wide-spread use.

A definite benefit of dextroamphetamine sulfate is that it
can be used to relicve pain while wying to conceive. No
other therapy, other than surgery, will not prevent concep-
tion. It is safe to take during early pregnancy [21, 22]. It
can even be used to help refractory infertility or to prevent
miscarriage {23]. In a later section, another case report,
though not reported as yet, will help support the contention
that sympathomimetic amine therapy may help to reduce
the risk of miscarriage and another case report will at least
evoke the consideration that sympathetic hypofunction with
mncreased cellular permeability may be the cause of unex-
plained fetal demise in the third trimester. Though surgery
would not preclude attempting to become pregnant, there
are data strongly suggesting that laparoscopic extirpation
of endometriotic implants may compromise ovarian oocyte
roserve [24-28].

With the positive pregnancy test the sympathomimetic
amine can be stopped with little fear that the short time con-
ceptus exposed to the drug could do harm, and as men-
tioned, most evidence suggests that this drug is safe to be
continued by those women who need it for other reasons
during the first trimester without the risk of congenital
anomalics.

Case reports show that a treatment can be efficacious but
docs not give the reader the sense of how many failures one
sees before finding a responder. A series, at least, provides a
better concept of efficacy but does not eliminate placebo ef-
fect. However, a case report with dramatic results can some-
times be a more powerful too] to convince & reader to try a
new treatment modality than even some contrelled studies.

A previously unrenorted case provides extra credibility
io support using amphetamines for pelvic pain while il-
lustrating another point. A 35-year-otd woman started out
with dysmenorrhea at age 28 with a two- to three-day pre-
menstrual component which gradually extended to con-
tinual pelvic pain, exacerbated by menses and scvere
dysparcunia so that intercourse was not possible. When
she presented at age 35 for consideration of treatment for
her pelvic pain, from her reading, she assumed we were
going to try laparoscopic surgery. Instead we recom-
mended dextroamphetamine sulfate. She had her doubts
because besides the pclvic pain, she suffered from a se-
vere anxiety problem. Unfortunately, despite a multitude
of trials with anti-anxicty medication, she had sxie effects
from them all, and thus was not on any anti-anxiety ther-
apy. She was started on 15 mg amphetamine sulfate ex-
tended release capsules. Not only did she tolerate the
medication, but it completely corrected the anxioty disor-
der. Even more important, except for mild dysmenorrhea,
all the pelvic pain disappeared. Thus, even the presence of
severe anxiety does not preclude amphetamine therapy. It
was discovered that, at least in some cases, the drug can
help treat anxiety.

Interstitial cypstitis

We reported a small serics on the use of dextroamphet-
amine sulfate for interstitial cystitis [6]. The small series
required for eniry that the subject was a woman with
painful bladder for over a year who had fatled to have ad-
equate improvement from “standard therapies”. The study
required the triad of bladder pain, urgency, and frequency
despite negative urine culture. Furthermore, cystoscopy
findings had to be consistent with the diagnosis of inter-
stitial cystitis [6]. Six cases were enlisted with four of the
six having such severe symptoms thaf they could not func-
tion in daily society. Five of six women had nocturia also.
Within one month of therapy on 15 mg dextroampheta-
mine exlended release capsules, all six showed significant
relief of dysuria, urgency, frequency, and nocturia. Five
of six women increased the dosage of the amphetamine
to 25 or 30 mg, whereas one had total reliefat 15 mg and
preferred no increase. Within two Lo six months the uri-
nary symptoms were either completely gone or so mild as
to be considered very tolerable [6]. The drug was contin-
uved for a year and at the end of the year the symptoms re-
mained gone or nearly gone [6].

One unreported case iltustrates the continuum between
pelvic pain possibly “‘associated” with endometriosis
and/or adenomyosis, and interstitial cystitis. A physician’s
daughter for several years had such severe dysmenorrhea
that about eight/nine times per year she would go to the
emergency room for parenteral narcotics to ease the pain.
We placed her on amphetamine salts, which includes dex-
troamphetamine sulfate, and on 20 mg extended release
capsules she had almost complete relief. This beneficial



4
=

effect persisted for several years from age 28-34. One
cycle she had an anovulatory cycle and when menses en-
sued, she was passing large clots. For the first time she
expericnced fairly severe dysmenorrhea again.

She was assured that probably the pain was related to the
clots, and with the control of her bleeding, her next men-
strual cycle would not be painful. However, she was con-
cerned that her insurance was about to be dropped, and it a
laparoscopy was necded, she would have ta pay out ot her
pocket. Her father strongly suggested a laparoscopy.
Though a laparoscopy was not considered by our tcam, we
were willing to perform it, if they desired. In our consulia-
tion, we discussed that we usually use laser vaporization
and did discuss the surgical extirpation procedure for deep
infiltrating lesions favored by some other gynecologists.
Her father, a dermatelogist, did a literature search and con-
cluded that it would be best performed by a surgeon using
the non-laser technique. His computer investigation con-
cluded that the best surgeon for his daughter was in a city
965 km away with a world renowned endometriosis sur-
geon skilled in removing deep infiltrating endometriotic
implants.

She only had stage I endometriosis with only a couple
small implants, which were removed. The surgeon ad-
vised her that now with the endemetriosis removed she
can stop the amphcetamine. She complied. She had no dys-
menorthea for three months, but on the fourth moenth it
was as severe as ever, requiring a trip to the emergency
room, She called the surgeon and he explained that she
most likely has adenomyosis and that the only treatment
would be hysterectomy. She did not ask our opinion, but
proceeded with simple hysterectomy. Within a few
menths she developed classic symptoms of interstitial
cystitis. She came back to our office and she was re-
treated with dextroamphetamine sulfate and her bradder
symptoms completely disappeared. If this single woman
marries and wants a child, she wilt need an extremety ex-
pensive gestational carrier. This case is an examople of why
sympathomimetic amine therapy should be chosen before
any surgical procedure [4, 11]. It is interesting that with-
out a uterus, the permeability defect shifted to the urinary
bladder. She never had symptoms of interstitial cystitis
before. The case supports the concept that endometriosis
may be associated with the sympathetic neural hyperal-
gesia syndrome causing severe pelvic pain, but not the ac-
tual cause of it, since the removal of her one cndometrial
tmplant by one of the world’s leading endometriosis sur-
geons failed to 1mprove her pain, whereas amphetamine
did relieve the pain. Furthermore, the surgeon’s presump-
tive reason for faiture was that the pain was probably from
adenomyosis (explained the lack of success of laparo-
scopic excision). However. the pathology report on the
uterus removed by hysterectomy showed ne evidence of
adenomyosis. Finally, it was extremely interesting that
without a uterus the syndronie shifted to her bladder, and
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thus illustrates a similar mechanism for dysmenorrhen and
peivic pain of bladder origin 3, 6].

Other pelvic pain syndromes — vulvovaginitis, backache

One interesting case report involved a six-year-cld girl
with premature pubarche who developed a scvere chronic
vulvovaginitis that responded completely and very
quickly to treatment with dextroamphetamine sulfate [8].
Most of the multiple pediatric endocrinologists and pe-
diatric gyvnecologists that she consulted focused on some
occult connection to her three hydroxysteroid dehydro-
penase type of congenital adrenal hyperplasiz playing an
ctiologic role when the problem was related to increased
permeability of the vulva related to sympathetic hypo-
function [8].

Ancther woman with severe backaches that were attrib-
uted to herniated disks wanted to aveid orthopedic surgery.
She showed dramatic improvement with dextroampheta-
mine therapy and the pain has been cradicated for years
while on therapy [7]. Her dysmenaorrhea that had been pres-
ent long before the backache actually started, also dissi-
pated [71.

Preventtion of miscarriage

There is still controversy as (o what treatments arc ben-
eficial for the prevention of recurrent miscarriage. [ am a
strong proponent of progesterone therapy [29-33]. What
therapies are available for women who continue to have
first trimester pregnancy losses despite progesterone ther-
apy"!

We considered that a miscarriage could possibly be re-
lated to inability to preclude chernicals and toxic factors
from invading the placenta related to sympathetic nervous
system hypofunction. Indeed, two cases were reported sug-
gesting that successful completion of the first trimester
could have been aided by sympathomimetic amine therapy
[23]. One case related to severe oligoasthenozoospermia in
her maie partner had in vitro fertilization-embryo transfer
{TVF-ET} at another reproductive center and conceived
three times, but despite progesterene supplementation, had
three first frimester miscarriages. She also conceived three
more fimes with donor sperm insemination and proges-
terone suppert. However, all three ended in first trimester
miscarriages. This 36.8-year-old woman successtully de-
livered a live baby fuli-term with her first IVE-ET cycle in
our praclice by also treating her with dextroamphetamine
sulfate 15 mg extended release capsules [23].

Angther woman conceived two ttmes with IVF-ET and
one frozen ET and miscarried alt three, including a docu-
mented normal male fetas. She was successful in cycle 4
with the addition of dextroamphetamine suifate [23].

Another unreported woman m her mid-thirties had pri-
mary recurrent miscarriages three times in natural cveles.
I was very optimistic that as long as her follicle was ma-
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ture (which our testing concluded was mature) that tak-
ing progesterone supplementation in the luteal phase and
throughout the first trimester would be all that was needed
for a successful outcome. She conceived quickly, but de-
spite aggressive progesterone supplementation, she had
miscarriage number four. A gestational sac was cvident
but no fetal pole, so chromoseme analysis on the products
of conception was not performed. A fifth pregnancy also
resulted in miscarriage and chromosome analysis showed
a normal female. A sixth and seventh miscarriage found
normal male fetuses. We discussed the possibility of treat-
ment with dextroamphetamine sulfate. We had her falk
with one of cur employees who had failure to conceive at
another reproductive center at age 35 despite several cy-
cles of IVF-ET and many cycles of intrauterine insemi-
nation. Though we were successtul with TVE-ET in
achieving pregnancies in all three YWWFE-ET cycles (40
years old for cycle 13, she miscarried all 3, She was how-
ever, successful with her fourth cyele with the addition of
amphetamine and completed her second trimester. Unfor-
tunately our employee developed pre-eclampsia and had
neo-natal death of a premature baby. Meanwhile, the pri-
mary aborier with seven first-trimester miscarriages on
our advice, and after talking to our employee when she
was late in the second trimester, decided to take the dex-
troamphetamine sulfate 15 mg extended release capsule.
She delivered a full-term healthy baby. Subsequent to this,
our employee now 42 vears of age decided to try IVF
again. Two weeks before her expected start date for her
stimulation drugs, she visited her hair dresser. She re-
membered that her head had been yanked back fairly hard
when she was having her hair washed. Four days later, she
had a stroke. It was found to be secondary to emboli from
a dissected right carotid artery which may have occurred
during the hair-washing, We were now faced with a
dilemma. Though she had 99% recovery, we believed that
she could be at more risk from emboli during the hyper-
coaguable pregnancy state. The safest solution would be
the use of a gestational carrier. However, my employee
could not afford one. The primary aborter who had seven
losses in a row before using dextroamphetamine sulfate
offcred to be a free gestational carrier. Only two embryos
were transferred but both implanted. The gestational car-
rier stayed on the dextroamphetamine sulfate unti! the
full-term delivery of twins (this is the first report of these
tWwo cases).

The possibility exists that absorption of unwanted chem-
icals or toxic material into the placenta can cause uncx-
plained fetal demise, even in the last trimester [34]. A
woman in her early 30’s had a stillbirth at 31 weeks, yet
pathological evaluation found no fetal or placental abnor-
malities. The final dizgnosis was chorionic vitlitis. In an-
other pregnancy, at 31 weeks, she did not detect movement,
and this was confirmed by ultrasound, though cardiac ac-
tivity was present. An emergency cesarean section was per-

formed. Though there was marked fetal acidosis, the baby
girl responded quickly once outside the womb and every-
thing eventually turned out fine [34].

The woman had scvere debilitating arthritis in the hands,
elbows, and knees which failed to respond to non-steroidal
anti-inflammatory drugs, methotrexate, prednisone, and
adalimumab. She was offered dextroamiphetamine sulfate
and this was the only agent that provided relief [34].

She wanted to have another baby (this part is unreported),
We considered that the same condition causing the joint
pain, which we assumed was related to absorption of toxic
material into the tissues related to sympathetic hypofunc-
tion and therefore increased cellular permeability, could be
the etiologic factor causing the last trimester issues, The
only other option was to consider IVF with transfer to a
gestational carrier. The latter option was cost prohibitive, so
they were going to fry another natural attempt, only this
time just ¢ontinue the sympathomimetic amines which
were markedly helping her arthritis. However, her husband,
a lawyer, made Tull partner. They thus believed they could
afford the $80,000 gestational carrier fee. She conceived
and at 32 weeks the gestational carrier had premature rup-
ture of membranes. The insurance for the gestational carrier
did not fully cover the hospital visit. The baby cost about
5250,000.00 out of pocked for this couple.

Another woman failed to conceive despite several [VEF
cycles but was able to conceive the only two times she
took dextroamphetamine sulfate [35]. Though one can
argue that the conception may have merely been fortu-
itous, one cannot deny that the drug markedly refieved
chronic complex regional pain syndrome (reflex sympa-
thetic dystrophy), making the argument more credible
that it helped implantation also [35]. All other therapies
had failed to help her severe wrist pain.

Other disorders specific to women

Vasomotor symptoms

The first case report of improvement of vasemotor flush-
ing by dextroamphetamine sulfate was in a 29-year-old nor-
mal estrogenic woman with no cvidence of diminished
oocyte reserve [36]. She described typical flushing and
night sweats, Her day 3 serum FSH was only four mIU/mL.
She was 99% improved within two weeks of taking dex-
troamphetarnine sulfate 20 mg daily. She had failed to im-
prove with oral contraceptives [36].

The benefits of sympathomimetic amine therapy for va-
somotor symptoms extend to women with estrogen defi-
ciency and perimenopausal women also [37, 38]. The
sympathetic nervous system centrols the temperature regu-
lation system of the hypothalamus. [t is not clear if this prob-
lem is related to simply low sympathetic tone as a direct
eifect on the ternperature regulation system, or do chemi-
cals infiltrate this area of the brain related to increased cel-
ludar permeability and cause the vasomotor instability?
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Post-partum depression

One suspected cause of post-partum depression is estro-
gen deficiency related to a delay in restoring the hypothal-
amic pituitary ovarian axis related to suppression of LH and
FSH from prolonged sex steroid exposure during preg-
nancy, compoeunded by persistent high prolactin levels {391
Indeed, estrogen therapy had helped rehieve post-partum
depression in some women [40, 41]. Some believe that es-
trogen followed by progesterone supplementation is more
cifective than estrogen atone [42].

Pregnant women may be more prone to fransient hyper-
thyroidism with lymphocytic thyroiditis [43, 44]. Because
the gland is injured, in the post-partum period, transient hry-
pothyroidism may occur untif the injured thyroid can heal
and start making thyroid hormone again [45, 46]. Thyroid
hormone replacement has been found to help depression in
some cases {43-451. Because the post-partum period may
be associated with lowering of certain biogenic amines,
e.g., momamine oxidases and serotonin, anti-depressants
are frequently prescribed, especially the newer serotonin
re-uptake inhibitors and bupropion [46].

Another unreported case will provide an example once
again of a woman failing to gain relief from standard ther-
apy, vet quickly responding to dextroamphetamine sulfate.
A woman at age 33 developed post-partum unipolar de-
pression shortly after the successful birth of twins. The de-
pression was so severe one month after detivery that she
was comumitted for hospitalization. The hospitalization did
not result in much improvement. She had recctved both
psychosocial treatment and psychotherapy and was started
on antidepressant medication.

Though she was discharged from the hospital on fluexe-
tine Hel and bupropion, she was still so depressed that she
could not return to work. She was also taking topiramate
for migraine headaches, but this drug provided her no relief.
She had resumed regular spontaneous menses, so there was
no evidence of estrogen deficiency. Her free thyroxin lev-
els and thyroid stimulating honnone levels were obtained
and they were normal. She was started on dextroampheta-
mine sulfate extended release capsule 20 mg once daily.
When she returned in one month, she stated that within one
week her depression completely lifted, her fatigue
markedly improved, and she had not had a migraine
headache all month. Her insomnia also dissipated.

Other medical conditions more prevalent but not re-
stricted to women

Inflammatory bowel disease

Women seein: to be more prone to autoimmune disorders
which include inflammatory bowel disease. A 39-year-old
wornan with Crohn’s disease Stage TV of 12 years duration
had failed to respond to mesalamine, prednisone, cy-
clophosphamide, inflixamab, and adalimumab. Colonoscopy
showed involvement of the entire colon [47]. She was ad-
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vised to have a partial colectomy and diverting ileostomy.
[nstead, she tried dextroamphetamine sulfate 20 mg per day
and was 90% tmproved in one week and 100% tmproved by
one month {eight to 12 very painful bowel movement per
day reduced to one painless bowe! movement). A repeat
cofonoscopy found no evidence of Crohn’s discase [47].

Subsequent to that publication, the womarn had remained
in clinical remission for three years. She sought heip to get
pregnant at age 42. She was found to have diminished
oocyte reserve as evidenced by efevated day 3 serum FSH
and a short tollicular phase. She was treated with ethinyl
estradiol to Jower FSH and lengthen the follicular phasc
and luteal phase support with supplemental progesteronc
similar to the techaique that we successtully used for a 45-
year-old woman with a similar probiem [48]. She con-
ceived on her second treatment cyele. She was discharged
after completing the first frimester, and she was advised to
continue with the amphetamine salts that she had taken dur-
ing the first trimester until delivery. She was also advised
to continue with progesterone until at least 36 weeks. Her
obstetrician referred her to a maternai-fetal medicine spe-
cialist at a major university hospital, She was told to stop
the amphetamine because they were not aware of its use
for Crohn’s disease (they made no effort to contact cur of-
fice for an expianation). They advised her that most of these
autoimmune disorders go into remission anyhow during
pregnancy. They also stopped the progesterone because this
was her first pregnancy and they usually enly prescribe it
beyond the first trimester for those with previous pre-term
delivery.

During her second trimester, her Crohn’s discase severely
flared up. The gastrointestinal team at this university hos-
nital was consulted and they strongly suggested partial
bowel resection and diverting tleostomy. This procedure
was perforined. She delivered at 32 weeks but the baby sur-
vived and is doing well. Following the delivery, her bowel
was re-connected. Shortly after surgery, her frequent bowel
meovements with severe dyschezia returned. The gastroin-
testinal specialist recommended total colectomy and per-
manent ilcostomy. Instead, she returned to our office and
she was re-started on the amphetamine salts. Her symptoms
quickly abated again and she has been well controlled now
for 1.5 years post-partum on dextroamphetamine sulfate.

Another unreported case of Crohn’s disease is very in-
teresting. A 41-year-cld nurse married to a specialist i in-
ternal medicing had a 23-year history of Crohn’s disease
and had failed to respond to any of the standard medica-
tions used for Crohn’s discase, simnilar to the other case just
previously mentioned, and also failed to muprove following
two partizl bowel resections. She finally had a total colec-
tomy and a permanent ileostomy. Unfortunately, her ab-
dominal pain was still so severe she nceded to take
hydromorphone hydrochioride every two to four hours.

She decided to try to have her first baby. She went to a re-
productive endocrinologist at a major university medical
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center who advised her that because of her age and dimin-
ished cocvie reserve, as evidenced by an elevation in day 3
senum FSH, that she would require donor oocytes with the
embryos transferred to a gestational carrier because of her
need (o fake such a high dosage of hydromorphone with the
highly likely addiction of the baby. She agreed to the ges-
tational carrier but wanted te try IVF with her own oocytes.
She failed to achieve a pregnancy twice despite transfer of
embryog to gestational carrier. The reproductive endocri-
nologist refused to try again with her own oocytes insisting
on doner oocytes.

The woman sought & second opinion still wanting to use
her own cocytes and consulted our clinic. We explained that
the higher FSH regimen used by the other IVF center would
likely create chromosomally abnormal embryos related to
meiosis {1 ervors [491. A better chance of success would be
achieved by mild FSH stimulation [50]. We also advised her
that it may be possible to improve the pain using a safe drug
in pregnancy, dextroamphetamine sulfate, and eliminate the
hydromorphone hydrochloride. Within ore month, her pain
was completely eradicated. She conceived on her first em-
bryo transfer to her own uterus with her own oocytes and
delivered a healthy baby. For three years she has remained
pain free just taking dextroamphetamine sulfate.

Another woman (unreported case) had right lower quad-
rant pain {or 22 years. The pain was unexplained but hy-
pothetical causes that were entertained included chronic
appendicitis, chronic salpingitis (though laparoscopy
showed normal {aflopian tubes), and pelvie congestion syn-
drome. Her daughter was a patient taking dextroampheta-
mine sulfate for pelvic pain and edema. The mether
requested to try the drug to help her edema and weight in-
crease despite dieting. She never dreamed that the treat-
ment would eliminate the constant daily nght lower
quadrant pain of 22 years duration within one month of
treatment. In fact she had never even mentioned it during
her initial consult when we took her medical history, She
never thought that anything would relieve the discomfort.

I chosc two inflammatory bowel cases with pregnancy
implications. Space limitation does not allow any n depth
presentation of other cases with gastrointestinal issues
where there was chronic severe symptoms refractory to
standard therapy but who responded dramatically to am-
phetamine therapy. These included other types of mflam-
matory bowel disease, e.g., ulcerative colilis [531],
lymphocytic colitis (accepted for publication but not in
press yet), and gastrointestinal motility disorders including
achalasia [52], gastroparesis [33], pseudointestinal ob-
struction [54], and pathological constipation [55].

Severe headaches

Women seem to be more prone to headaches than men.
We have published unique case reports of women suffering
from long term headaches not relieved by conventional
treatment that responded very well to amphetamines [36,

%)
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57]. Dextroamphetamine sulfate completely abrogated se-
vere headaches related to intracranial hypertension that
failed to respond to acetazelamide [58]. The papilledema
completely disappeared [5%8]. Which reminds me of a woman
with 25 years of migraine headaches which a neurologist told
her 25 years before was probably the start of multiple sclero-
sis {unreported case). However, afier 25 years, there was no
evidence of multiple sclerosis. A friend of hers came to our of-
fice and her long-term history of migraines was corrected.
Thus, this woman came to our office to try this therapy. It com-
pletely corrected her problem. She subsequently kept her ap-
pointmeant with the neurologist to tell him of her good news.
He strongly advised her to stop the medication because “there
are controlled studies showing it does not work™ (I am not
aware of any such study) and “this drug could cause heart
problems” (this is not true). She stopped the amphetamine
on his advice and the headaches returned. Three months
later at the urging of her husband she resumed the amphet-
amine and again her headaches dissipated.

Another woman with more than 20 yvears of severe retro-
orbital stabbing pain attributed to keratoconus failed to re-
spond to bilateral corneal implants but did respond very well
to dextroamphetamine suffate [59]. A 42-year-old woman
sought infertility treatment. She stated that she would have
to postpone investigation for a couple months because in
two weeks she was going to have an experimental proce-
dure to break her jaw to try 1o ameliorate severe hcadaches
that were present for 22 years and not only occurred every
day but were present for 70% ot each day. The headaches
were aftributed to temporal mandibular joint syndrome. The
procedure was to cost her 510,000 out of pocket and she was
advised it would have about & 25% chance of providing
some amelioration. She was advised {o try dextroampheta-
mine sulfate first. She had more than 90% relicf in ten days
so surgery was cancelied. She remains headache free on 25
mg amphetarmine saits extended release capsules.

These cases show that dextroamphetamine sulfate can help
some womgen with chronic refractory headaches but one may
wonder what percentage of women faii with this therapy. We
presented a series at the 2014 Amencan Association tor Clin-
ical Endocrinologists meeting in which we evaluated this
therapy in 22 consccutive wornen with an average duration
of headaches for 13.8 years who failed to gain improvement
from beta blockers, topiramate, and ergotamine preparations.
Only one woman reported no improvement and stopped ther-
apy. There were 17 of 22 (77.3%) who reported almost com-
plete or complete relief of headaches at six months and onc
vear of therapy. Four women reported moderate relief (data
not submitted for publication yet).

Chronic fatigue svndrome

Chronic fatigue syndrome secems to be more prevalent in
females than males. This condition also seems to respond
very well to amphetamine therapy. Recognizing this entity
can prevent a multitude of needless expensive tests and po-
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tentially dangerous treatment, ¢.g., prolonged and several
courscs of antibiotics for suspected but not substantiated
Lyme disease [60]. Probably the most dramatic example of
correction of chronie fatigue syndrome was a woman with
muscular dystrophy related to 2 mitochondrial disorder who
was wheelchair-bound for 25 years. She walked inte the of-
fice for her next visit one month alter taking just 15 mg of
dextroamphetamine sulfate extended release capsules. She
remains corrected now for four years and walks and drives
her car without fatigue [61].

We are in the process of evaluating a large series of cases
with chronic fatigue syndrome, similar to our pelvic pain
and headache serics, and hope to present the data {which
to date is very positive) at the 2016 American Association
for Clinical Endocrinologists.

Fibromyalgia and inability o lose weight related to edema
Several conditions that are more prevalent i wornen that
are refractory to other therapies but respond to dextroam-
phetamine sulfate include fibromyalgia [62], and inability
to lose weight despite dieting (which is the only random-
ized controlled trial that we perfonmed using dextroam-
phetamine sulfate) [63].

Other medical conditions not necessarily more prevalent
i women

Other conditions refractory to standard therapy but re-
sponding extremely well to dextroamphetamine sulfate
which have been described in published case reports in-
clude urticaria [64-66], long-standing ¢czema and keratosis
pilaris [67], and pseudopheochromocytorma [68].

Other unique cascs where the only therapy that corrected
the condition wag dextroamphetamine sulfate included rest-
less log syndrome, red meat allergy, post herpetic neuralgia,
autoimmune hepatitis [69], hearing deficit, frozen shoulder
syndrome, diploptia following orgasm [70], and a strange
case of a woman who had multiple episodes per day of
macroglossia which would cause her markedly enfarged
tongue to protrude from her mouth and effect her speech
and breathing which responded very well to the highest
dosage of dextroamphetamine sulfate to date that I have
prescribed — 130 mg per day (all unreported as yet).

Final thoughts

Over 20 vears ago, the leading gynecologic textbook was
Kistner’s Textbook of Gynecology. Robert Kistner was a
professor of Obstetrics and Gynecology at Harvard Uni-
versity and was considered for many years as one of the
{eading authorities in endometriosis. | remember attending
a plenary lecturc at the Amcrican Socicty for Reproductive
Medicine mecting some time over 20 years ago which was
given by Dr. Kistner. He stated “'If a tcenager has dysmen-
orrhea, it is malpractice if the gynecologist does not per-

form a laparoscopy in order to prevent the condition from
getting worse and causing pelvic adhesions”.

With the new information mentioned in this manuscrip,
I would like to make a new provocative statement: “The
performance of a faparoscopy for dysmencrrhea in a
teenager before trying dextroamphetamine sulfate first can
be considered malpractice, especially if later the young lady
is found to have diminished oocyte reserve, possibly as a
consequence of laparoscopic removal of endometriosis and
dircct damage to ovarian tissue or indirectly by damaging
ovarian blood supply”.

What role does genetics play in these various permeabil-
ity disorders? Indeed there may be a genctic predisposition
to have certain tissues develop diminished capacity to fil-
ter out harmfu! chemicals, toxins and bacteria, This would
explain why Crohn’s disease, endometriosts, and other au-
toimmune diseases scem more prevalent in family mem-
bers. The permeability defect can be so severe that
symptoms begin in childhood. However, the defect may not
manifest until fater in adulthood until some acquired con-
dition occurs, e.g., infection, frauma, or something that
comprontises sympathetic fone. Actually, there appears to
be a genetic basis for sympathetic nervous system hypo-
function. Hormonal changes can also influence permeabil-
ity. This could be why the pain associated with the pelvic
pain syndrome that has been previously, and in the author’s
opinion, crroneously, attributed to endometriosis, exacer-
bates at certain times of the menstrual cycle.

One can exemplify this inter-relationship between genet-
ics, acquired illnesses, sympathetic nervous system hypo-
function, and the interaction of hormones. A pre-ieen girl
developed abdominal pain and faiture to thrive. She was di-
agnosed with Crohn’s disease by colonoscopy and seemingly
responded to mesalamine. She remained on mesalaminc but
developed similar symptoms in her mid 20°s. However, the
colonoscopy was completely negative, as were alf of her an-
nual colonoscopies since childhood. She lost 14 kg down to
33 kg. Eventually she was diagnosed as having a pseudein-
testinai obstruction and she responded extremely weil to dex-
troamphetamine sulfate and fully corrected the pseudo-
intestinal obstruction [54]. This syndrome, which appeared
suddenty in her mid 20°s, seemed to occur following a viral
gastroenteritis that developed while on a cruise. This viral
syndrome may be the acquired defect that exacerbated the
genetic predisposition toward increased permeability of the
small bowel and thus precipitated this problem of pseudoin-
testinal obstruction.

Any evidence of genetic predisposition? Her mother has
been treated for edema, pains in her legs with running, and
unexplained loss of bladder contrel presumed to be related
to multiple sclerosis which has been fully corrected by tak-
ing dextroamphetamine sulfate for 25 years, She had been
fine from her symptoms of the sympathetic neural hyperal-
gesia edema svndrome but developed breast cancer and was
placed on letrozote tablets post-surgery. One year later, she
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developed severe shoulder pain and was misdiagnosed with
the frozen should syndrome by orthopedic specialists. She
failed to respond to anti-inflammatory medications, anal-
gesics, and physical therapy. We diagnosed her with the aro-
matase induced arthralgia syndrome, which completely
disappeared after raising her dosage of dextroamphetamine
stlfate from 30 to 45 mg extended release capsules {pre-
sented at the 2015 meeting of the American Association for
Clinical Endocrinology [71]. Thus, in this case, the inheri-
tance 1s for the defect in sympathetic tone as opposed to a
specific tissue which has an intrinsic permeability defect,

The young lady with pseudointestinal obstruction stayed
on the dextroamphctamine sulfate for five years and re-
mained in complete remission. [t was discovered during her
investigation of the pseudointestinal obstruction that she
had hypothalamic pituitary hypothyroidism. She had al-
ready responded to the amphetamine but she was placed on
thyroid hormone, After five years of remission, it was de-
cided to try to stop the amphetamines and see if any gas-
trommtestinal symptoms remained abated. They did for five
years while she remained on thyroid hormone. We believe
that the weight loss caused the low thyroid problem by re-
ducing thyroid stimulating hormene from the pituitary to try
to conserve fuel which exacerbated the defect in sympathetic
tong since thyroid hormone is a sympathomimetic amine
[72]. Bypothyroidism can present with many of the symp-
toms of the sympathetic newral hyperalgesia syndrome and
ihis syndrome can be mistakenly diagnosed with the thyroid
hormone resistance syndrome because of presentation with
simitar symptoms of hypothyrotdism despite normal thyroid
values [73].

Though her mother manifested with edema which re-
sponded to sympathomimetic amine therapy, the young lady
with pseudointestinal obstruction never manifested with
edema. She cenceived and did not seffer from any edema
unti! her seventh monéh when it gradually became extremely
severe so that she gained 29 kg (she started at 45 kg). It was
suggested to re-institute the dextroamphetamine sulfate but
her husband, a physician, was not in favor of this therapy
because of potential unknown toxic effects to the fetus cou-
pled with the fact that she remained normotensive and with-
out proteinuria. However, at 38 wecks her setum creatinine
rose precipitously and she wag heading into renal failure (L7
mg/dL). An emergency C-section was performed and her
renal function returned o normal. Thus she developed the
edema part of the sympathetic neural hyperalgesia syn-
drome which is related to increased capillary permeability
leading to increased leakage of fluid from intravascular to
extra-vascular space and the rennin-angiotensin aldosterone

back-up system was not able to compensate for the loss of

intravascular fluid leading to insufficient renal perfusion.
Alternatively, chemicals related to increased cellutar per-
meability may have caused decreascd kidney function sim-
ilar to her two previous bouts of decreased small bowel
function. This case exemnplifics that high levels of estrogen

and/or progesterone can increase capiilary permeabifity
supporting the association of hormones and the sympathetic
neural hyperalgesia edema syndrome.

Future perspectives

ftis very lilkely that anyone reading this perspective who
decides to treat the various mentioned disorders with dex-
troamphctamine sulfate will be very pleased with the out-
come. Nevertheless, it is highty unlikely that this therapy
will be widely used in the next five to ten years. The reason
for this statement is, in general, widespread use of a drug
generally requires a wide-spread advertisecment campaign
by pharmaceutical companics hoping to make a profit from
a new drug. There are no pharmacentical companies hoping
to make a profit from dextroamplietamine sulfate for ofi-
label use and there are no pharmaceutical companies prom-
ulgating this therapy.

It is unlikely that despite its efficacy and safety, any phar-
maccutical company, including the present day manufactur-
ers, will promote it because the drug is already available as
a generic. Thus, there does not appear to be a potential profit
in exchange for expenditurc. The previous publications over
30 years would make it difficult to acquire a patent.

More widespread use, and thus help for a greater pro-
portion of women (and men, too) who are needlessly suf-
fering and not responding to “conventional” therapy can
only increase in a limited manner by word of mouth, One
way is to present the data at research meetings which usu-
ally frown on case reports but sometimes accept a serics of
cases. Another method is threugh publications and that is
the motive behind writing this perspective: to provide one
concise summary of other publications and to providc new
anecdotes and a better perspective of this disorder.

Some physicians will only prescribe a new drug or use a
new {reatment that has been proven by a randomized con-
trolled trial (RCT). Ethically and socioecenomically, | can-
not perform ene, though, 1 would do so if a company was
willing to fund such a study not to gain more personal in-
come but with the thought that demonstration of efficacy in
an RCT will convince more physicians to adopt this treat-
ment. Possibly, this article will stimulate some of the read-
crship to conduct such a trial, and with their likely
publication of the superiority of sympathomimetic aming
therapy, more physicians will be convinced io try this ther-
apy on patients resistant to standard therapy for pelvic pain,
other pain symptoms, chronic fatigue, gastrointestinal
motility disorders, and various skin conditions espectally
urticaria. I believe that those of you willing to try this treat-
ment for the conditions described will be greatly rewarded.
tt may completely revolutionize your method of practice. [f
you share the same enthusiasm (after trying sympath-
omimetic amine therapy) (or if you do not), please publish
your findings. Credibility increases if all the publications do
not seem fo come from just one center.
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Potential new uses

It seems logical that this disorder of cellular permeabil-
ity by possibly allowing unwanted chemicals to infuse into
the cndometrium with subsequent inflammation may be as-
sociated with an inflanmmuatory endometrium leading to im-
plantation failure (infertility or miscarriage). Our practice is
geared toward evaluating a retrospective series, matched
controfled study or even a randomized controlled study
evaluating efficacy of sympathomimetic amine therapy for
infertility and recurrent miscarriage.

Anecdotally, we have seen marked improvement in preg-
nant women with edema following treatment with dex-
trocamphetamine sulfate. With all of the advancement in
modern medicine, there is still not a good therapy for the
prevention or treatment of pre-eclampsia. We only freat
women through the first trimester. [t is unlikely that we will
have the opportunity to initiate a study for the prevention ol
pre-eclampsia with dextroamphetamine sulfate. Hopefully,
this manuscript will interest some obstetrics and gvnecol-
ogy specialists to try this therapy for this condition and ci-
ther publish case reports or randomized controlled studies.

Along the same lines, it seems reasonable that the abrupt
rise in estrogen and/or progesterone with the ovarian hy-
perstimulation syndrome (OHSS) can cause marked edema
and even anasarca in certain women, who alrecady may have
slightly compromised sympathetic tone, but sutficient sym-
pathetic activity to preclude any clinical symptoms until
there is further compromise by the new change in hormonal
status. It serves to rcason, therefore, that dextroampheta-
mine sulfate could be used to prevent or ameliorate OHSS.
We have used this drug in circumstances of women fol-
lowing controlled ovarian hyperstimulation with more than
25 stimulated follicies and/or serum estradic! levels > 5,000
pe/mL but have never published any anccdotes because not
ail women who reach these criteria develop OHSS. Thus,
we cannot state with certainty that failure to develop OHSS
was because of ingesting the dextroamphetamine sulfate.
Similar to the woman with the aromatasc induced arthral-
gia syndrome, we have had many cases who scem fo run a
very benign course over the years of multiple sclerosis fol-
lowing sympathomimetic amine therapy, despite a more
rocky early course pre-treatment. However, because of the
nature of the disorder with long remissions, we can not state
for sure the benign course was related to treatment with am-
phetamine.

Recently, the drug onansetron has been questioned as to
its safety in treating nausea and hyper-emesis of pregnancy,
Related to this, we will be offering treatment with amphet-
amine for severe nausea and vomiting during the first
trimester (we generally follow the women for their first
rimester). On what basis rests our optimism that ampheta-
mine will relieve this type of suffering? One of the female
medical students on an office rotation kept excusing herseif
to go to the bathroom. I inquired if she was alright and she

said yos, she has emesis multiple times each day related to
untreatable gastroparesis. She had suffered for ten years and
was used to the symptoms. All her vomiting disappeared
within two days of taking the dextroamphetamine sulfate.

There is a possibility that the rise in various hormenes
during pregnancy increases cellular permeability of the
stomach in some people and if combined with some degree
of sympathetic nervous system hypofunction those women
may develop a type of gastroparesis or at least diminished
stomach mofility with resulting nauzea and vomiting. The
theory s that improving sympathetic tones will duminish the
increase penmeability of the mitochondria of gastrointestinal
smooth muscle which was respongsibie for diminished gas-
tric motility leading to nausea and vomiting.
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