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ABSTRACT

The Women’s Health Initiative (1) in the year 2002 shocked the world with its findings.
The study demonstrated a combination of conjugated estrogen and a synthetic progestin increased
the incidence of breast cancer after three years of usage. The study did not qualify this to this

regimen, but concluded that all estrogen and progesterone would do likewise.

A total of 976 women wege treated from 1992 to 2002 with suBcutaneous bio-identical
estradiol and testosterone pellets, and there were zero cases of breast, endometrial, or ovarian
cancer even in the individuals utilizing the therapy for over twenty years. The women in the study

with an intact uterus were given micronized progesterone, not a synthetic progestin.

CONCLUSION:
Subcutaneous bio-identical estradiol and testosterone, even with progesterone usage,
imparts a protective physiologic environment that markedty reduces the chances of developing

breast, endometrial, and ovarian cancer.



pellet therépy (SPT), with appropriate lab Wérlc, a complete gynecological examiﬁat'ion," anda
m‘azmnogrém'. No leunily history of breast cancer whether mﬁ&st or second degree relatives -
excluded any pﬁtient from the study, therefore, eliﬂﬁﬂaﬁn g a:riy chance of placing any bias in the
study. In fact, breast cancer survivors .ware:ra épart of the study as well. The patients were followed
with repéat lab worlk at one, sin and tweive months after insertion, and received annual
gynecologic examinations and mammograms _aud mual 1ab studies thereafier. Aﬂ‘pﬁﬁents were
instructed to notify me if any evidence Of an abnormality in the breasts, abdomen, or uterus weie
perceived by the patient or found by any other physician.
The patients received varying éosag;as-'of biologically identical 17-beta-estradiol pellets
' (J:oupled with biologically identicai testosterone pellets compounded in pharmacies in the United
States. Patients with an intact uterus were given natural micronized progesteroné,_ in compounded
oral cépsu}es, sublingual tablets, cream, or in the proprietary form (Prometrium). The dosage of
S.P.T. varied according to the patient’s symptoms, &.1"1{.{ levels of sa;.ﬁm follicle stimulating
hormone (FSH). The pell@fs were inserted every four to six months according to the emergence of
menopé.usal symptoms or evidencé G.f arising FSH level. |
| The hormone pellets were inserted primarily in the gluteal area in the upper outer quadrant
of the buttocks. A few paﬁeﬁts requested implantation in the abdominal wall, V_vhich was donein
an-area lateral to the superﬁcié.l epigastric vessels.
The procedure process is as follows: the area for insertion was anesthetized with either one
or two percent Xylocaine with epinephrine and sodim_n bicarbonate; a four to five millimeter stab
wound was made w-i‘m a number eleven (#11) blade; the hormone pellets wers then placed in the

subcutaneous fat using a pellet trochar; finally, the stab wound was simply bandaged.




The furor that arose after the restlts of the Women’s Health Initiative (WHI) WEre
published in July 0o£2002 Jed to the belief that all estrogen and progesterone combinations were
likeiy to fnc;‘ease the development of breast cancer. My current study, completed in January of
2002, prc*lfes that the {zonclﬁsion derived from the WHI was 'el;réﬂsous in the following |
assulﬁp;cions: 1) All estrogen and progesting are the same, therefore, carry the same risks for the
development gf breast cancer; 2) Oral estrogen and progesterone compounds are the same as
subcutaneous or transmucosal preparations of estrogen and testosterone; 3} Iﬁe oral form of
conjugated estrogen coupled with a synthetic progestin (medroxyprogesterone) is a good model
upon ‘which to bﬁsa their study and subsequent research. 4. Their outcomes could be considered
universal for every form of estrogen and pro gesterone‘ product given to post-menopausal women.

'i"he pufpose of ﬁ1y study was to demonstrate tha;t biologically identical 17—beta—elstsadiol,
‘when coupled with biologically identical testosterone, and given in the form of subcutaneous
pellets with micronized absorbable progesterone did not increase the incidence of breast,
endometrial, or ovarian cancer. In provid%x'zg my results, I will show that the WHI study results dé ,
not apply to subcutaneous pellet therapy with bio-identical 17-beta-estradiol and testosterone, and

micronized bio~identical progesterone.

’ METHODSM MATERTALS '
Nine hundred and SBVEJ;_IT.'Y"SiX (976) women were studied over a ten year period (1992 to
2002). The patients were followed in my office, and are still being seen as part of an ongoing . -
study of the effects of subcutaneous pellet hormones on osteaporosis, o&;:éiac diseass, and ths

davelopménf of Alzheimer’s disease. The patients were evaluated prior to initiating subcutaneous
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In the study group, there were Olﬂf;l four breast biopsies done in the ten years that were
studied.

Figure 2 demonstrates the ye&r-s of usage of S.P.T. and the number of cases of breast,
ovarian and endometrial céncer that developed during the study period. The incidence of breast
cancer was cgloulated at 0.01% (1 in 976). ‘The incidence of endometrial cancer was 0.04% (1 in
246). In fict, if brea:ét cancer development is estimated to be an average of six years, then the

corrected incidence of breast cancer for the study is 0.

DISCUSSION
The use of hormone replacement therapy (HRT) by the perimenopausal and posf;nempausai
woman is now mozre controversial than before the WHI study. ’Iﬂa confusion by physicians and
patients Ithat followed the publication of the Women’s Health Initiative, prompted many women to
abruptly stop their forms of HR.T. The study implied that all estrogen coupled wi.th any progestin
or progesterf.}na increased the incidence of breast cancer after only three years of use. The study
appears flawed and does not apply to all forms of HRT because:

1) Conjugated estrogeh and synthetic progestin do not represent all other forms of estrogen
and progesterone in chemical structure or biologic activity.

2) Oral H.R.T. does not and cén_not produce the normal, steady physioiogic level of estrogen
'and testostemhe that the human bo.dylpmduces normally, nor do Grai estrogen products
maintain the physiologic ratio of estradiol to éstror;e of 2:1. (2} [3)

3) Biblogicaily identic_al 17-beta-estradiol has never been shown to increase the incidence of

breast cancer, in any form.




In our study, excessive bleeding was unusual. When it was encountersd, it was easily
managed with one suture of 4-0 Ethilon and a pressure dressing. In patients with a history of '
bleeding or adhesive allergy, a single stitch of ethilon suture was routinely used for closure. The

suturs was removed by the patient in four to five days.

RESULTS

A total of 976 women were included in this study. Nearly nine’ty—séx percent (936) were
:perinlenepausal or postmenopausal (see Fig 1). Nearly seventy percent (6 83j had been on Vother
forms o‘f H.R.T. for an average of four years prior to initiating subcutaneous pellet therapy. The
majority had been on conjugafed estrogen, with or without pro gestin (Premarin, Prempro, ‘
Premphase, Premarin and Pro?eré). Over twenty-five percent (246) of the patients had an intact |
uterus and were given natural micronized progesterone, either in a combined continuous regimén,
or in a eyclic fashion. The type of micronized progesterone regimen was determined by the age of
the patient, presence or absenpe of a menstrual period, jcuadl the patient’s desire for ame'norr.hea. |
Endometrial biopsy and transvaginal ult::asound Weré done éf abnormal bleeding (<3%) occuured
during the study. |

In the study gr011§}, there was only ane case of breast cancer during the study period. le.e
patient developed a stage I noninvasive, node negative cancer jn the first year of therapy.
< Therefore, considering the time from the first cancer cell to d:iagnosis to be seven years, it can be
assumed she had the -dise;ase- prior to Starting on é.P.T. (Fig. 2). In this study group, there were no
cases of ovarian cancer, and only one case of endometrial cancer. The endometrieﬂ cancer was
found after the patient’s i%:rst six months in therapy. The patient had a Stage 3 Grade I, well

differentiated tumor who has remained disease free three years after ‘ﬂlerapy.



hormone steadily throughout a h;fenty-four hour pel‘ioa, and maintain.s tha physiologic ratio of
estrgdiol to Estrone at 2:1. When minute amounts of testosterone ﬁe released in con.juﬂ—c’ﬁion with
minute amounts of 1’?—beté-estradiol the endometrium realizes an additional benefit. This positive
effect of testosterone augments the effect of micronized progester.one in stabilizing the
endomefrinim (s). It certainly would be correct to assume that the use of combined S.P.T. does not
increase the incidence of endometrial cancer, and may in fact protect against the development of
abnormal eﬁdometri_al tissue. Within the studﬁz group the presence of dysfunctional uterine
bleeding was less than 3%. In nearly ninety-nine percent of those patients fibroids Wére found.
Only three hysterectomies were done solely because of fibroids. Hysteroscopy with thermogenic
balloon ablation eliminated the other casés of dysfunctional bleedjng.not corrected by hormonal v
suppression vﬁth progesterone or esﬁédio] dosage adjustment or both. All endometrial sp‘ecimens ’

were sent to pathology and found to be benign at the time of ablation.

OVARTAN CANCER

Ovarian cancer has long been a frustrating disease to diagnos‘e 111 enough time to successfully treat
the patient. Yet, in the National Nurses () study, women on oral conﬁ‘aceptiveé were found to
show a marked reduction in the incidence of ovarian cancer after five years of usage. The
explanation offered is that oral contraceptives rendered the ovary dormant. This is effected by a
_marked suppression of the serum FSH, thereby halting follicular development. In fact, because of
the Na’zionél Nurses Study, oral contraceptives have been usec:l in high risk individuals to protect
against dva:ign cyst formation, and reduce the possibility of the development of évariaﬁ'cancer.
What then ex;‘ﬁains the absence of ovarian cancer in the present study? The answer lies in the

marked suppression of the FSH levels induced ifi SPT patients. Pellet therapy, like oral




Qur findings suggest that Estrogen in subcutaneous peﬂet form is not just another form of
HRT, but a superior therapy, in that the incidences of -all three estrogen dependent, female cancers
are decreased through this treatment. Why has this therapy been over-looked in the United States?
Pellet therapy has been utilized in the United States since 1939 ), bu;: only a limited number of
physicians know of or utilize his form of thérapy. The primary reason is lack of education about
ﬁﬁs form of therapy in the United States, although S.P.T. is utilized routinely throughout the rest of
the world. Most of our education about phmaceﬁticals is transferred through drug companies to
physicians. Druér companies have not embraced this therapy because bio-identical coﬁ;np ounded
substances cannot be patented and ﬁerafore are not a good monetary investment. In addition,
physiciqns are not familiar Wﬁh compounding and unsure of this method of drug dispensing. The
interested physician must make an effort to develop a relationship with a ccm‘pouﬁdizg phanﬁacy,
and most do not feel comfortable with this process. Lastly, subcutaneous pellets can only be
compouﬁded in F.D.A. approved compouﬁdjng pharmécies, and therefors doctors have an access
problem in obtaining the pellets. |

Discussion of our study must also include the unusual lack of female estrogen dependent
cancers in the study subjects. Whgt explaing th.e significant absence of three of the more common

forms of cancer in women in the study?

ENDOMETRIAT CANCER

The incidence of endometrial cancer is well known to be diminished if a patient receives
progesterone to alter the effects of unopposed estrogen. The study adequately demonstrates that
_ the incidence of endometrial cancer can be even further reduced if an absorbable form of 17-beta-

. estradiol is utilized. More impoitantly, subcutaneous pellet therapy releases minute amounts of



represented all forms of estrogen and progesterone. The proper conclusion in this study, and all
prior studies using conjugated estrogen, is the usage of conjugat-ed estrogen (Premarin, etc.)
increases the incidence of breast cancer development. The implication of all other estrogens in
eithe; oral or absorptive forms should not have occurred. There have been no large studies of other
forms of estrogen speciﬁca.’tl_s-f looking at the incidence of breést cancer ﬁevelopment over é,
prolonged period of tim.s until now.

| This present study was over a ten year period (1992 - 2002). Nine hundred and seventy six
patients were fc;llowad for varying lengths of time (see Fig.2). Only one case of breast cancer
developed. This individual developed the diéeasa in her first year of u:sage of §ubcutaneous
estradiol pellets which certainly began prior to starting pellet therapy. With this case excluded,
the incidence of breast cancer in the users of S.P.T. was zero (0). What accounts for tﬁis marled
reduction, since the expected iﬁcidenée of breast cancer is 1:9 for all females? The risk is thoughf :
to only increase with HRT use, while our study showed a decreased incidence well below
m;anopausal non-users of HRT. One of the reasons is that subcutaneous 17?betake.stradiol pellets
are composed only of biologically identical estradiol, not synthetic or equine.estr'o gen.
Furthermore in the study, the gaz‘ticipaﬁts with an intact uterus were givéﬁ micronized
progesterone, not a synthetic proge?rin. The majority of the patients employed a continuous
combined therapy regimen. More importantly, S.P.'];._releases hormone in a slow-steady manner -
with little chance of variation for four to six months.s) This more closely resembles the
phﬁfsiolcgic release of e_ndogenoué hormones. S.P.T. also releases only minute amounts of
hormone into the blood stream in a continuous manner unlike oral agents or patches. (2) This

dosage of estradiol and how it is delivered closely resembles that of the pre-menopausal female.
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conﬁjacgptives, suppress FSH levells below 20, in the pre-menopausal range. In addition, the
continuous release of hormone from pellets produces a steadﬁr suppression of FSH over a foul.' 1o
six month period. This marked suppression of FSH induces a dormant state in the c;vazy as seen
with oral contraceptives. Oral therapy was not found to cause such é_uppression in the FSH levels,
except in h_igher than recornmended doges. Moét patients on oral therapy had FSH levels of 40 or
h:ighe;'. It logically follows that lower levels of FSH indicate less ovarian stimulation from the

-pitﬁitalyrto the ovary, and therefore a lower risk Gfﬁvarian cancer through the use of pellet
iherapy. This study demonstrates this protective effect aiega;;ﬂy. During the study period and even
up to the present there have been no cases of avarian cancer in our study subjects. The sustained
suppression of FSH by the steady continuous release of estradiol induces a state of nonstimulation
for the ovary thereby reducing the chance of ovarian cyst formation which predisposes the

postmenopausal ovary to malignant degeneration.

BREAST CANCER

The study called the Women’s Hgalth Initiativ.e was stopped prematurely after three years
because the-participants using the conj.ugated‘estmgerrand synthetic progestin hormone (Prempro)
'Wefe developing breast cancer .at an increased rate above what had been postulated. In good faith
the study was stopped. The results ofthe study Wére released and chaos and pandemonium
ensued. Patients and physicians Wefe led to believe that all types of estrogen when coupled- with a
progestin (medroxyprogesterone) did increase the rate of breast cancer development after only
three years of usage. The subsequent fallout pre;i’ﬁced widespreéd of stoppage of all forms aﬁd :
types of H.R.T. Most physicians recommended that their patients stop H.R.T. This study had one

yery obvious flaw; the assumption that conjugated estrogen and medroxyprogesterone adequately



through the usage of subcutaneous estradiol and t.estosterone pellets and imparts a protective effect
against the development of breast, éi1domat1*ial and ovarian cancer.

| Furthermore, the usage of subcutaneous estradiol and testosterone pellets should be
encouraged because of the 1:->ositive effects seen on bone density (s); the lack of adverse iméja,ct o1
serum lipids; the lack of adverse effect on cgrdiovascula:f health, and superior control of the

symptoms associated with the menopause. () (12) (14)
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Breast cancer incidence is also known to rise as a woman ages. What accounts for this

increase? It can certainly be assumed that a woman’s own estrogen is breast—pyofective until the
| levels‘ of estrogen hormone begin to Vé.éﬂ}ate {peﬁménopause) or disappear (post menopause).

Younger women (ie. 40 years old or younger) have a much lower incidence of breast cancer.
Does it not seem reasonable to then strive to recreate the physiologic environment seen in that
stage of a woman’s life; 1) F_SH levels kept in premenopausal range; 2) Biologically identical g
beta-estradiol and testosterone released into the blood stream through direct absorption in a steady
physiologic manner; 3) Estradiol to estrogen ratio kept at 2:1.

’fhe only form of therapy that recreates this model is subcutaneous pellets. This study .
deménstrates that if a woman is given biclogically identical 17-beta-estradiol in a low dose, at a
steady state, the incidence of.brez_lst éa:acer is marledly reduced. Furthermore, it demonstrates that

17-Beta-Estradiol with testosterone given in pellet form is probably breast protective.

CONCLUSION
" The Women’s Health Initiative wrongly implied that all estrogen in(;reases the

development of breast cancer after three years. This inaccurate assumption prompted women to
discontinue all forms of HR.T. and suffer the 1'avaées of meﬁopause, and possibly increase their
risk of Breast cancer, osta.opofosis, dementia and many ot@er diseases. Physicians throughout the
world reacted similarly In asking woinen to stop all forms of HR.T.

The present retrospective study was done to prove that the usage of bio-identical estradiol,
testosterone, and progesterone did not increase the incidence 5f breast, endometrial and ovarian

cancer. The study affirmed that the recreation of the normal physiologic hormonal environment
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