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VIEWPOINT

The end of the debate

| first met Dr John Lee, o Californian family practitioner, when
he eame to London in the mid-1990s, He was definitely a man
with a mission

He helioved thar he'd diseovered the source of menopausal
svmptoms.  osteoporosis—indeed, virmally every female
problem on the planet. The culprit was ‘cestrogen
dominance’. The solution, he belioved, which he intended to
announce to the world, was ‘natural’ progesterone. THs was a
highly plausible line: taday's woemen are overwhelmed by
environmental OCSLrogens, and 50 need progesterone
hormonally balanee themselves,

Lee also maintained that since the tvpe of progesterone he
advocated was biochemically identical to what the body
produced, it was safe to use. In this way, his ‘narural’” hormone
differed fromm hormone replacement cherapy (HRT) or the Fill,
These were dangerous beeanse they comprised hormones that
were simchetieally produced. They were nothing like the real
thing.

As a resulr of Lee's proschyrizing, alternative practitioners
began 1o preseribe natoral progesterone with enthusiasm.
Cosmetieally produced progesterone creams exploded into a
multi-million dollar, largely unregulated industey overnight.

I remained uneomvineed. What bothered me abour the story
ar the time was my discovery that ‘natural’ progesteronc was
naot a natural anvefing,

It was a substance made in the laboratory by tiking the
sterol base of wild vam and chemically rweaking i, adding
molecules here and there until yon produced something with
the same molecular blueprint as ovarv-derived progesterone.
It was, in other words, o drug,

If this was something produced in the test tube, Twondered,
what was the difference between giving a woman progesterone
and giving her [IRT?

Whar also hothered me was that progesterone is primarily a
prednancy hormone. Women are finished with pregnancy at
the menopmse. Whar is the effect of taking a hormone that
vou're not supposed o need anvmore®

Finallv, 1 thoughe aboue the face that progesterone is an
immunesuppressant. High eireulating levels of progesterone

allw 2 woman w carry a foreign
protein (ie., a foetus) in her hody for
nine months without expelling it
Thanks to progesterome, [ was no
longer allergic to wheat when [ was
pregnant. So what, | wondered, was
the effeet of taking something over the
long term that turns your immune
svstem down to low?

lee found in progesterone an all-
purpose curc-all. Over the vears, he
recommended rub-an eream for more
arcane uses: o prevent premature birth, and as a treatment
for reflux. And, most dangerously, he began recommending ir
o prevent breast cancer,

Mehough most of the medical communite embraced Lee's
theory, one lone wolf besides me remained sceptical. As a
voung doctor, Ellen Grant had been an one af the main UK
researchers of the first birth contreol pills of the 19605, and she
witnessed first-hand whar they were able to do to women, She
denounced the Fill, amd for more than 40 vears she went on to
rescarch the effeces of exogenous hormones, She was one of
the few people willing to gquestdon many of Lee's basic
AEsumpPLons.

The fruits of her research, in this menth's cover story, offer
starl new cvidence that Lee's simple, well-intended message
wis not only wrong, but also dangerous. Progesterone of any
viriety is carcinogenic. Indecd, it is progesterone, rather than
nestrogen, that is the most carcinogenic hormone of the o,

There are two morals to this storv, The first is that, for all of
us in alrernative medicine, it's important to resist 2
suspension of all disbelief when it comes to products touted as
natural.

The sceond 1s a simple and sobering truth: taking extra
sexual hormones at any point in vour life is likely to give you
chneer,

Hormones are finely tuned substances. We tamper with
them at our peril.
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SPECIAL REPORT

Cancer 1in a cream??

In the mid-19%0s, the late Dr John Lee championed the use of nanal
progesterome s an oll-purpase curarize for any and all female problems,
particularly those of the menopause, Dy Ellen Grant, author of The Bitter Pill
ancd Sexual Chemistry, didd not share has enthustiosm. In 1996, WDDTY asked
them bath to battle it oue in our pages, Some 10 vears lacer, Dr Grant has the
lasr word abour new evidence of cancer risks,

t was Dr John Lee’s con-
tention that many, if not
most, modern  women
suffer from ‘ocstrogen
dominanee’, largely caused
bv  xenoestrogens  from
petrochemical  sources,
such as perrol  fumes,
Consequently, he main-
tained, they are low in progesterone—
the ‘good’ female  hormone.
Progesterone s the female sex
hormone secreted by the corpus
lutcum during the seeond half of the
menstrual evele, the adrenal cortex or
the placenta during pregonuncy, Its
function is to prepare the uterus for
pregnamney and then o maineain the
pregnancy once it has occurred,

This imbalance, he contended,
aceounted for breast cancer, recurrent
misearriage and other complaints. It

was the platform on which his entire
case rested: chat women who are low in
progesterone or menopavsal should be
given ‘natural’ progesterone.

He recommended rub-on creams or
gels, because when
ordinary progesterone is destroved by
the liver (this is not the case with
symthetic progestagens, which get

taken  orally

metnbolized). Although progesterome
in progesterone  cream iz ealled
matural' because it is derived
yams, all such progesterone is made in
“the -Iﬂlmr:trnr}'. Chemists take the
diosgenin from and
manipulate it in g rest tube, adding
there to
approximate the compound the female
“tvary produces.

Lee's main argument was that as the
progesterone used in rub-on creams
was ‘chemieally identical’ to that

sterol VT

extra moleoules here and

produced in the bodv, it was safe,
unlike the
progestogoens
hormone replacement therapy (1TRT),

The

own natural endogenous progestenine

artificially  produced

usied in the Pill or
ealicy is that cven o woman's

is potentially dangerous, Progesterne
is a primithve steroid that is highh
immunosuppressive and  potentially
carcinogenic. Progesterone levels are
highest during pregnaney; although it
is rare to develop breast cancer at that
time, when it does, it can spread with
the speed of an abscess. Indeed, for
nearly 200 vears the main trearment
for_breast_cancer in a young woman
was the removal of her ovaries to take
away her main source of progesterone
production. ' 4

Unhealthy ratio of hormones
In healthy women, progesterone levels
are never high withour high ocstrogen
Cither in the luteal phase of the
menstrual evele or during pregnancy,
This  helps  to protect  against
progesterone-induced  immunosup-
pression. which maintains pregnancy
v preventing the rejection of the

levels

forcign paternal proteims in the fetus,

Weamen suffering from hot flushes can easily prove that hot
flushes are part of a vascular allergic reaction to common
foods or chemicals. In 1972 | published the results of a
study entitled “Food allergies and Migraine” (Lancet 1979:
i: 966-69). Sixty migraine patients stopped all medications,
including contraceptive and menopausal hormones, and
also stopped smoking and drinking alcohol. The patients
followed the low-allergenic “lamb and pears diet" of Dr
John Mansfield. The aim of the diet is to avoid all common
foods but lamb and pears for five days. Withdrawal
symploms from allergies can occur and hidden food
allergens can be unmasked.

In the study, many of the most allergenic foods
commonly caused many vascular reactions, including
fiushing, headaches, pulse or blood pressure rises. The
biggest culprits were wheat (78 per cent) oranges (65 per
cent), eggs (45 per cent), tea and coffee (40 per cent each),
plus corn, cane sugar and yeast (33 per cent each). The
commonest chemical allergens were cigarette smoke and
domestic gas.

In my experience these reactions to foods and
chemicals increase if zinc, copper and magnesium, and B
vitamins and essential fatty acids are deficient.

Deficiencies of zinc and copper in particular can severely
disturb  immune-system  homeostasis, Including
lymphocyte and antibody production, and make people
more prone to allergies. Supplemantation is usually needed
to replete these deficiencies.

In our study, once patients avoided their main food and
chemical allergens, their vascular reactions disappeared,
Of those suffering frequent headaches and migraine, 85 per
cent of patients became headache-free and none required
medication. In those with hypertension, their blood
prassure regularized.

Women who have been taking progesterones and/or
ceslrogens or antibiotics often have an overgrowth of
candida albicans in the gut, and so benelit from an anti-
candida regime, with anti-fungal medicine or substances,
low-sugar diet and probiotics. (For more Iinfromation, see
the WDDTY Guide to Candida and ME).

6 May 2006



Mthough ocstrogens inerease antibody
production, progesterone decreases
antibody production, which may be one
reason why progesterone is more

carcinogenic for the breast than
Oestrogern.

New research using breast eancer
cells has diseovered that progesterone
encourages breast cancers W spread
rapidly and metastasize. Progesterone
also induces rapid growth of leaky
Blood vessels,

Professor Gary Owen in Chile and
Professor Jan Brosens at Hammer
smith Hospital, London, discovered
that these breast cancer cells displayed
an 18-fold increase in messenger
ribonueleic acid (mRNA) dssue factor
(TF) expression after only six hours of
prigesterone  treatment.  High TF
associated with an
invasive and metastaric

expression  is
incrensed
potentinl of many tvpes of malignancy
(J Clin Endocningl Metab. 2005; 90: 1181-8).
TF increases strongly relate to
increased af angiogenic
mediators, such as vascular endothelinl
growth fetor (VEGE), which are also
important in the growth of cancer. TF
bound to clotting factar VT provides
protection against cell deach, which
alds the development and survival of
waneer cells. Overexpression of TF has
been linked with the inereased clotting
tendencics seen in eancer patients,

SCOrErion

Other natural treatments to watch out for

Progesterone s not the only substance that may cause proliferation of breast
cells. The following substances should be taken with caution or avoided,

Soy: Women who eat soy 1o avoid breast cancer can develop the very disease
they are trying to prevent. Several studies show that soy can cause breast
cancer cells to proliferate (Endacrinalagy, 1878; 10a: 1860-7). Phytoestrogens in the
diet can have oestrogenic effects on breast fissue (J Cin Endocringl Metab, 1299; 84:
4017-24)—genistein and daidzein soy proteins particularly possess a stimulatory
effect on the breast (Cancer Epidamial Biomarkers Prev, 1996; 5: 785-84). In addition, soy
blocks the uptake of zinc and magnesium (J Am Diet Assoc, 1988; B8: 1582-8),

' Don quai and ginseng: These herbs are among some of the popular remedies

used to treat menopausal symptoms. In a study that investigated the
cestrogenic effect of a number of popular herbs used during menopause, Don
quai and ginseng were found to proliferate breast cancer cells (Menopause, 2002;
9. 145-50). In this study both these herbs were found to promote the proliferation
of MCF-7 cslls, a human breast cancer cell line. Don qual induced this cell
growth 16-fold, while the use of ginseng increased the call growth 27-fold.

Black cohosh: Although this natural supplement appears to be the best option
for the treatment of menopausal symptoms (ann Intem Med, 2002; 137: 805-13), It
should not be used for longer than six months. Neither should it be used if there
is a history of breast cancer in the family, as even this herb has shown a
tendency 1o spread breast cancer, albeit in one animal study (VL Davs, atal Amer
Asson Canc Res annual mesting, July 11-14, 2003, Wahington, DG, abstract R910),

Herbs: Evidence shows that women may be substiluting one type of hormone
replacament treatment for another. Plant oestrogens can have just as poweriul
an effect as synthetic ones. In one study, plants were tested for their ability to
compete for estradiol and progesterone receptors in human breast-cancer
cells.Those found to bind to oestrogen receptors—soy, liquorice, red clover,
thyme, turmeric, hops and verbena—acted as tumour promoters (Proc Soc Exp
Biol Mad, 1838; 217: 369-78).

The authors of the study discovered Dr  Schastian Mirkin _ and  his
that both progestin and progesterone  colleagues from Eastern Virginia

cause an increase of epidermal growth
faetor (FGF) signalling, which in tarn
provides a survival advantage to new
cameer cells, It is this increase in EGF
signalling that may contribute to the
breast-caneer risk  associated with
either endogenous progesterone or
with  progestin-containing HRT.
According to the authors, their resules
show that natural progesterone and
synthetic progestogens both have n
similar acrion in rhe bodv,

This evidence kicks away the main
platform on which Lee built his case—
that natural progesterone is somehow
safier than synthetic progesterone, This
is hardh surprising, as progestogens
were  manufactured specifically o
imitate the effect of progesterone in
the bodv. The evidence is now clear
natural progesterone is just another
form of TTRT,

Medical Schonol menssured rhe effect of
various concentrations of estradiol (a
form of oestrogen), progesterone and
swmrhetie progestogens on two forms of
VEGFE They used two breast-caneer cell
lines, one of which was composed of
eclls rich with oestrogen receptors and
the other of which was rich with
progesterone receptors. A positive
effect om VEGF would indicare a
substance that promotes cancer,

Both progesterone and  proges
togens  increased VEGE with the
highest doses having the greatest
effect. However, the natural oestrogen
I 7-heta-eseradial had no effeet in any
dose (Fertil Steril, 2005; B4: 485-91).

Interestingly, the progestogen
medroxyprogesterone acetate (MPA)
had a greater effect on VEGF than the
ather progestagens tested, MPA causes
the most rapid proliferation of breast

WDDTY vol 1T no 2 7
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|L cancer cells experimentally. MPA, along

with megestrol acetate, is a ‘pure’
progestogen  with no  other sex
hormone actions, and so closest in
form to ‘natural’ progesterone,

So the effeet of regular rub-on
progesterone (o, indeed, taking HRT
or the Till) is continuous exposure 1o
progesterone or progestogens that
stimulates angingenesis over I::ngur
periods than oceurs in the secretory
phase of a normal menstrual evele. And
increased angiogenesis leads to cancer,

Link with arthritis

Professor Maurizio Cutolo, a distin-
guished international expert in
rheumatoid archritis (RA) and systemic
lupus  ervthemarosus  (SLE)  from
Gienoa, ltaly, has studied the way in
which sex hormones modify  the
immune svstem. Progesterone inhibits
immune eell growth and increases cell
death, while oestrogens protect against
cell death and increase antibody
formation,

He is concerned that, in both men
and women with avtoimmune diseases,
sex hormones in peripheral tssues
comvert into very high levels of
carcinogenic oestrogen metabolites
(Rheum Dis Clin North Am, 2005; 31: 18-27).
Thiz results in lowered levels of the
hormones androgen DHEA, testos-
terone nnd progesterone. However,
giving these patients progesterons
simply matters  worse,
increasing the risk of autoimmune
disease, such as systemic lupus
ervthematosis (SLE). SLE now affects
nine voung women for every man.

The dose of levomorgestrel (LN)
used as the morning-afrer pill for
emergency contraception in one day is
equivalent 1o 60 times the daily dose of
norgestrel, which induces endomerrial
progestogenic and angiogenic
changes. The UK GP database shows
evidence that two or more exposures (o
the LN emergency contraception may
increase the risk of multiple selerosis
(MS) by three times (Arch Newro), 2005; 62:
1362-5),

Lee's other argument was that
rubbing on  progesterone  cream
maintained a ‘safe’ level in the body,
compared with the large amounts

makes

& May 2006

Natural ways to beat the menopause

Iﬁaﬁrmnbarrmradmm!ghnd A healthy adrenal gland will continue to
supply your pastmenopausal body with a form of oestrogen. The herb
Hmmtgﬂdanmaﬂhmumdmmm mood- and
memory-enhancing actions. Other herbs like Panax ginseng and
Wmnﬂrmhﬂp

@ Uncover your allergies, with a food-elimination diet. Also consider chemical
allergles as potential culprits. Minimize your exposure to toxic loiletries,
perfumes and cleaning products.

@ Eat a variety of foods and increase your intake of plant foods. This increases
mmdummmmmmddmm
likelihood that any ane type will be ingested in unbalanced and overly large
amournits. The most recent evidence suggests that women who follow such a
diet are at lower-risk of premature death from all causes (JAMA, 2000; 283 2109-
15). Make sure to have adequate amounts of good-quality protein. Also, avoid
sugar, caffeine, alcohol, and fried and highly processed foods.

@ Supplement with more than calcium and vitamin D. Make sure you are
getting enough potassium (2-3 g daily) and pantothenic acid (vitamin B, 25-
100 mg daily), either in your diet or through supplements. Low levels of
vitamin BS can result in fatigue, headache, sleep disturbances, nausea and
abdominal discomfort. Your body needs adequate amounts of vitamins C
and B6 as well as zinc, copper and magnesium for the adrenal gland to
manufaciure its hormones.

@ fake boron. This is helpful In preventing postmenopausal osteoporosis as
it stimulates the body to produce more of its own oestrogen (J Trace Elem Exp
Med, 1882, 5: 237-46). Low levels of boron have been associated with an
increased risk of atherosclerosis and a decline in cognitive function (Biol Trace
Elam Res, 1997, 56: 273-86; Environ Health Perspect, 1994; 102 [Suppl 7] 85-72).

@ Omega-3 falty acids can help with menopausal problems, and may also
help to prevent postmenopausal osteoporosis, breast cancer and
cardiovascular disease (Obstet Gynecol Surv, 2004: 59: 722.30). Omega-3s lower
triglycerides, high levels of which are associated with heart disease,
particularly in women. Good dietary sources include oily fish, such as salmon
and mackerel, and linseed ail, one of the most concentrated plant sources of
Drrlog&&

‘@ Stay active. Research suggests that women who exercise at least 30
minutes a day cut their risk of breast cancer by 10 per cent; one hour a day
cuts the risk by 20 per cent (Arch Intern Med, 1999; 159: 2290-8).

given as part of the Pill or HRL

g14-9). Furthermore,

in the British

Research carried out recently shows
that rub-on eream ean produce levels
in the blood that are just as high as
those that result  from oral
consumption.

In 2004 a Canadian doctor called
Anne Hermann diseovered  that over
the-counter progesrerone cream pro-
duced cgually high whole-blood levels
as i daily oral micronized progesterone
pill. In her study, Dr Hermann warned
that using topical progesterone conld

possibly increase the risks of coronary

artery disease, stroke, thrombosis and
hreast cancer () Clin Pharmacol, 2006; 45

Million Women Sowdy (MWS) of HRT,
the delivery system did not matter
usc of ecither oral or rransdermal
hormones caused similar inereased
risks of breast cancer.

The first patient | saw who had wsed
progesterone cream was an American,
After she had o mastectomy for breast
caneer, the patient rithhed
progesterone on her remaining breast,
but soon developed a second breasi
cancer.

There are few long-term studics of
the effect of rub-on progesterone.
However, now that progestogens have



been found to act on the body
similarly to narural progesterone, the
many studies of the Pill and HRT give
some idea of the cancer risks.

Until  recently, progestogen
combinations of the Fill or HRT werc
sold to women on the hasis that using
progestogen helps to keep the cancer
risks of vestrogen in check. These
days it is acknowledged that using
vestrogen-only HRT or the PFill in a
woman with a womb increases her
risk of endometrial cancer by 20
times. This is largely  because
oestrogen  causes  the  rapid
proliferation of endometrial cells,
Doctors believed thar they could
‘oppose’ this build-up by giving
women progestogen for 10-12 days a
which would imitate the
second half of the menstrual ovele
and keep cancer from growing.

However, in the largest scale
studies of HRT, synthetic proges-
togens were found to be more
carcinogenic than oestrogen. Since
2002 several large internarional erials
of HRT, including the Women's
Health Initiative (WHI) and the MWS
have been stopped carly because of
‘unaceeptable’ increases in breast
cancers, heart attacks, strokes and
thrombosis (Jama, 2002 288 321-33;
Lancet, 2003; 362: 418-27),

Martina Doeren, a professor at
Free University of Berlin, an Honorary
Visiting Professor ar King's College,
Department of  Obstetries &
Cmaccology, an epidemiologist and
an  internarional  expert on  the
menopause, conducted a  meta-
analysis of HRT studies published
from 1989 to 2004. She discovered
that the risk of breast cancer for
those using oestrogen HRT increased
up to 3 per cent a vear, However,
patients used
progesrogen-based HRT faced a risk
three times as high—9 per cent a vear
(Human Raprod Update, 2008; 11: 581-73),

Both the WHI study and the MWS
found that progestogens cansed more
breast cancers than ocstrogens and
that the risks increased the longer
the drugs were used. There were
three times more extra cases at five
and 10 years of use with progestogen
HRT than with oestrogen HRT In

manth.

those who  had

2006 a study from Sweden found 5.6
times more lobular breast cancer
{grows in the cells thar line the lobules
of the breasts) and 6.5 times more
tubular breast cancer (the cells appear
tubular under the microscope) with
five years or more use of progestogen
HRT (Breast Cancer Res, 2006; 8: A11).

The Swedish HABITS (Hormonal
Replacement Therapy  after Breast
Cancer—Is It Safe¥)  trial  was
terminated after 2 vears becanse 28
patients, mosthe current HRT users,
had new breast-cancer events,
compared with five in non-users (Lancet,
2004; 363: 453-5).

Similar results have occurred in
studies of the birth control pill. The
variety most likelv to cause cancer is
the combination pill, which contains
both  synthetic  oestrogen  and
progestogens, A re-analvsis of 54
studies of oral contraceptives (OCs)
found that use of the Pill before 20
vears of age doubled the risk of breast
cancer (Lancet, 1996; 347: 1713-27), which
is the same increase as for HRT in the
MWE. In the US Cancer and Stervid
Hormone (CASH) study, all of the
women diagnosed with breast cancer
before 25 years of age, and 9% per cont
of those diagnosed before 44 vears of
age, had vsed combined OCs (Lancet,
1983; ii: 970-3).

The worst effect, however, was with
progestogen-only pills (POPs). In a UK
stucly, those given POPs  increased
their risk of breast cancer by 60 per
cent after less than a vear of use (Lancat,
1989; i §73-82).

Furthermore, studies of the use of
depot MPA, or Depo-Froverad®, the
morning-after pill, inereased breast
cancers by 4.6 times for users of rwo
years or more (BMJ, 1989; 299: 789-82),

Other research has found that the

risk aceumulates the more hormones
vou take. Dr Louise Brinton, senior
investigator of the Hormonal and
Reproductive Epidemiology Branch of
the US's National Cancer Institute,
reported that use of hormones has a
cumulative effect. Taking rthe Pill for 10
vears or more and then taking HRT for
three vears or more increases breast
cancer risk three times compared with
non-takers of either (Menopause,
1995, 5 145-51). Brinton also found
that women who started using OCs at
least 20 years before HRT were twice as
likely to have a certain tvpe of breast
cancer (Cancer Epidemiol Biomarkers Prev,
2002; 11: 1100-3).

If  women are  using  any

progesterone  product,  whether
transdermal, oral, implanted or
intrautering devices (1UDs),

mammaograms become more difficult
to interpret because of immediare
inereases in breast density (BMmJ, 1989,
2af 750-62). OF course, this results in
more mammography  with  further
exposure to radiation, posing a greater
risk of hreast cancer,

The final irony is that progesterone
can cause many of the symptoms
menapausal women are trying to
alleviate—vaginal  dryness  (and
thercfore painful sexual intercoursc),
vaginal thrush, and cervieal infections
with more risk of cervieal cancer.,

The menopause is nature’s way of
protecting women from the dangers of
raised levels of progesterone. There is
no single magic cure (or rub-on cream)
for the man-defined ‘disease’ of the
menopause. The best way to approach
it is ro observe those simple rules thar
will offer a lifetime of good health;
consume a low-allergy diet with plenty
of good-quality protein, ger checked for
your marritional status and follow a
monitored supplement programme,
treat any overt or hidden infections and
avoid tobaceo and aleohol.

D Ellen Grant
Dr Grant is author of The Bitter Pill
{HarperCallins, 1885) and Sexual
Chemistry (Cedar, 1994). The British
Society for Ecological Medicine is holding
an intarnational meeting on progesterona
and breast cancer al the Royal College of
General Practitionars, 10 November 2008,
(For details: www.ecomed.org.uk).
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