Progesterones
and Breast Cancer

Endogenous and Exogenous
Synthetic or Natural Bio-identical

Progestins, Progestogens or
Progestagens

JJ/ - ‘l ~ ) A TY f) o /
AGCIWIHENIOYESIETONIE

Dr 2llen C G Grani
ellengrant@talktalk.net



> YW il € [riterriziiiornizll Agjericy for resigeircs]
If Cziricer




, MW,

r~

o VI 10 yr _Study

MWS
MWS







Figure 2. Percentage increases from 1962 in annual breast cancer registration
rates
in England and Wales for different age groups

160

—— 2534 -~ —3544
--o - 4554 —=—5564

PROGESTINS ONLY

BA 6566 67 €3 & 0TI 278 M %5 T8 71 179 %0 8 62 & B4

YEAR DENOTES CHANGE IN DATA
BASE METHODOLOGY

Fig 1.a. OC use in USA, 1964-84. [8]

— Non-contraceptive estogens

wweeee Non-contraceptive progesting

—e— Oral and transdermal menopausal estrogens
-4~ Oral medroxyprogesterone
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1968 1972 1976 1980 1984 1588 1892 Fig.1b. Dispensed prescriptions {in milions) of HRT
Yoar estrogens and progesting in the USA 1966-92.
Fig.1c. of HRT use in
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Progesterone carcinogenesis

* Why does Progesterone cause — 3-4 x more
breast cancers than Oestrogen?

* 4 X more genes up or down regulated

- All tissues Carcinogenic Metabolites
» + or - Progesterone Receptors

* Angiogenesis 11 Immune diseases T 1 (x9)



Actions of Progesterone

* 1 oestrogen priming
SRV GIEAIVAGCUOIES:
» ESP Alkaline phosphatase

- Acid pnospniaiase, SODase, COMT

« LSP Monoamine oxidase
* Immediate Angiogenesis 11
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DEPRESSION

Headaches

Migraine

0.1 0.25 0.5 1.0
Norgestrel mgs plus EO 50ug




Aggression, irritability

Vein changes

Headaches/migraines

Ethinyl oestradiol 50ug 75ug 90ug
Norethisterone acetate 1 mg




Types of Progestogens

° Androgenic Pregnanes
 [Estranes Gonanes

» OCs 10 13 MPA - depot
« HRT 13 5 MPA in USA

» MPA and MA (banned UK 1970s)
* Breast cancer sizll or Jarge doses



ANDROGENIC
Gonane

gvonorgestre
gestimate

ogestrel

gdene




* BIOCKS -SH and LH - prevents
ovulation




— changes In gene function




triking Regulation of Sz2craicorys Froiaiss

» Water ana ion Channels




P upregulated genes

» cholesterol trafficking and transport

* apolipoprotein E 100-fold

«  orostaglandin (PG) viosyninesis (PLAZ) and
action (PGEZ recepior)

« proteoglycan synthesis (glucuronyltransferase),
saeraiory droisins (glycodelin, mammaglobin,
Dickkopf-1 - a Wnt inhibitor), |GF binding protein
and TGF-beta superfamilies, signal

transduction, extracellular matrix components
(osteopontin, laminin)

* neurotransmitter synthesis -MAO, receptors



P down reqgulated genes

> Intestinal Treroll Factor (ITF) = S0-fold

* matrilysin, members of the G protein-coupled
receptor signaling pathway, frizzled-related
protein (FrpHE, a Wnt antagonist)

> Transcripiion ractors, TGr-oeta signaling
pealtnway mernoers

* Immune Modulators (major histocompatibility
complex class Il subunits) and other cellular

functions



* Numerous
SNYEIOXIITCAUBIINYETIES
Wlazilloirlon2ains

» Genes Involved in water and ion
transport -
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» Abortions 13.3% — 30.61%







Walnut Creek OC Study

» Cervical cancer x12
» Ovarian retention cysts

» Severe acute iron deficiency anaemia

* Fibroids (vascular)

 Adenomyosis (endometriosis)
» Hysterectomies <age40 6.3% x2.5
s All Sianificantly Increased — HRT “use” ++




riormones organise the brain

Endogenous - twins - risk taking —

Aromatase innibitors , pesticides, fungiciaes







Effects of P on development

* Most pregnancy Progesterone use now
+ 1 Cancers in children, DES breast, vaginal
 Testicular Leukaemia Neuroblastomas

» Brain Development |Stress coping
T Mental illness TAutism x4

» Sexual Orientation - Organ Abnormalities

> Imimung Dysiunciion T Allergies




still vigorously promoted







