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EFFECT OF HORMONES ON-BREAST

| Proliferation,differentietion,regression
Endegenous ovarian hermones blay |
central roles in breast development and
‘breast cancer. % e
Predlspose to mallgnant change |
Increase in prollf act|V|ty, thlckness f 3
of acmar & ductal eplthellum i



EFFECT o‘F HORMONES ON BREAST

,E2 Hyperplastlc eplth morph decreases .
apoptotic cells v
MPA Hypersecretory single Iayered
Eplthellum : i ‘
E2+MPA: Multllayered organlsed
Eplthellum | -

| leolone Inh|b|ts sulphatase act|V|ty, | |
Increases apopt05|s decreases cell prollferatron 2
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‘Oophorectomy at 35 years reduices risk of breast
Cancer by 75%. ‘ ‘ ‘

-Wémen havei,.100 times;.more risk.fpr breast .¢ancer '
_-.:Plasma estra-diol Ieyels

*Age at menopause,

.-A‘;Fi_rst live .bAirt_h

*Early menarche



Progesterone
Progesterone controls proliferation and morphogenesis

of thedluminal epithelium.

Progesterone also drives expansion of . ,
stem cells by paracrine sighals to generate progenltors
| requlred for aIveoIogenesus

Breast epitheli}un‘\ proIiferates most during the luteal |
phase of the:menstrual cycle. |

‘ Durlng mid-to- Iate pregnancy, progesterone has another role
to suppress secretory actlvatlon until partur|t|on '



Paracrine e 7 Autocrine
Mode of , Mode of
proliferation S . proliferation

Alteration in
Progesterone/PR
signalling pathways

Patient tumor samples and clinical studies indicates that _
Progesterone is a risk factor for breast cancer . It contributes '
To cellproliferation in breast.cancer. :

Molecular and Cellular Endocrinology 3571(2012) 4-17



" Increase of BC risk with oral
- synthetic’progestins, |

not W'ith

" Progesterone and

. Dydrogesterone.

 ‘Maturitas 65 (2010) 183-189



' .Genetic dlsposmon to polymorphlsm of
key metabolic enzymes with.a resultant
formatlon of toxm metabolltes :

In. otherwuse healthy metabollc | |
condltlons sex steronds are not known
.to damage DNA..

Mortallty |s reduced in breast cancer
: ’women W|th HRT exposure

Maturltas 43 Suppl 1 (2002) 535—552









Trial on the effect of O & P on
Menopause was stopped
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2004
: Oestrogen onIyArm-.

10,739 hysterectomized women randomized
Tabt
unopposed conjugated oestrogen or - placebo

Decreased risk of Breast cancer with
' Oestrogen



Data accumulated over the past ten years suggest that E can induce

apoptotic cell death in tumors deprived of estrogen long term

Average age of women in the WHI study were 61

RJ Santen, Mehopausal hormofie therapy Http J/dx.doi.org/10. 1016/
j.jsbmb.2013.06.010



In postmen’bpausal women aged.”50—59 yea.'rs
< taking comblned oestrogen and progestogen
HRT over 5 years | |

<3 a‘didi_tional c_‘a'Se_s per 1_000 women> ';

Riskis not significantly increased over 3 years of use




Million Women’s Study 2004
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HRT use at baseline Cases/population Relative risk (8% FCI)*
Neler Usars MANTET 100 (007-104

Cument sers WYWEWT 166 (L60-172) I
Last S8 <5 Jeas previously 570/81875 1.04 (095-142)

Last use 5-0 years previousy 207/20395 101 (088-1:16)

Last Use 310 Jears prviously 70/12568 000 (07110  —e

\* for hetarogenelty between ever usars=161.5, p<0.0001

FIiJre 1" Relative risk of Incident Invasive breast cancer In relation to reeenc‘ 0f Use of HRT



Current users of oestrogen-progestogen combinations

L jea 91711 L (119-1.78)
-4 years B4 174(160-L89)

o ears 0092 241 (20323
21 jears 0223603 231 (208-2:%)




OBJECTIONS TO MWS .

, Data collected by questlonnalre ‘
No follow up’ :
50% ever users : High percentage

| Excess breast cancers in-first year 22
No.increase in past users ? |
?‘-Selectlon blas for Tl-b_olone users

Studd JW : Progress in Obstetrics& Gynaétology 16



| A Autopsy studies shdwed | |
_Undiagnosed breast cancers in 7% of healthy women

Mammographic detection range

1.44 cm in <40 years 0.88cm in >70yrs with fatty breast

Mean tumour doubling time is 100 days

Only 6% of new tumours will be detectable in 7 years

WHI and MWS show growth of existing tumours



Breast cancer in HRT users
Less virulent compared to

Breast cancer in Non users



Estrogen Receptor blockers

Tamoxifene . Letrozole

Improve only Estrogen receptor p05|tve
‘ <% tumours | '



Can Estrogen Receptor



.‘“{f

v
S $ \ﬁ t
(X ’

A meta-analysis of
" and

involving

DR Y

i HealthCentral ;

HRTusers 7, | | ,Non-HRT users

Severe Menopausal
symptoms

108 T uncontrolled observatlonal
11./% case-controlled studies

p 44 ShdaNe SR et breast cancersurvnvors
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TIBOLONE o

leboIone does not mcrease mammographlc S

densuty,
’ Effe'ctive

f Could be a treatment optlon for :
women persnstently seekmg help



% L‘i’FT *

| Long -Term Interventlon on Fracturesf
with Tibolone | "
Randomized placebo controlled trlal
’Breast -cancer mcndence was «
5|gn|f|cantly reduced after 3 years



LIBERATE

| L|V|al Interventlon FoIIowmg Breast
Cancer; Efficacy, Recurrence and
Tolerablllty Endpomts

Non |nfer|or|ty of tlbolone to pIacebo 2

re: risk of recurrence'in breast:
-cancer patlents with cI|macter|c
complamts 2



FRENCH COHORT STUDY 2008

Estrogene

alone RR=1,29

{ micronized progesterone  RR=1

+ dydrogesterone RR=1,16

+ other progesterone RR=1,69

No increased breast cancer risk with percutaneous estrogen + natural
progesterone association (RR=1)

Fournier,Breast Canc Res Treat,2008,;.



'Breast Cancer

| Perceptuon .
All types of HRT cause an mcreased r|sk of breast
cancer within a short duration of use.

* Evidence
e .After 5 years’ use of combined estrogen'and progestogen,
the WHI-cohort showed a small-increase inrisk of breast
cancer of about eight extra cases per 10,000 women per
« year. Risk was not mcreased in flrst time hormone users.
| [A]
. Chle~_bowski RT. JA/VIA 2003 ;2.'89:3243
¢ Stefanic ML.JAMA™2006;295:1647



Breast Cancer

Perceptlon

“The reported declinein breast cancer rates in 'the Us foIIowmg the :
publlcatlon of the WHI data proves that HRT causes cancer. )

3 Evidence

« Adecline in the incidence of breast cancer in the USA started before the
WHI publication‘and can be partially.related to fluctuation in'screening.
There has been no decline in breast cancer registration in the UK _

: following the:Million Women Study report,/nor in Norway, Canada, the = °
- Netherlands and countrles with stable screening programs. [B]

» "LiCl:Cancer Ep/dem/o/ Biomarkers Prev,2007:16:2773
e Kliewer EV. NEJM 2007:357:509; Zahl'PH. NEJM 2007;357:510



INDIAN MENOPAUSE SOCIETY’
Consensus 2008

| EPT (>4 years) assoC W|th .
inc risk of detection of Ca breast
EPT does not appear to initiate |

| mallgnant transformatlon but to
potentlate it | 2
Ca:breast detected durmg HRT use
| usually less aggresswe W|th more’
favourable progn05|s



APMF GUIDELINES 2008
HRT and Breast Cancer

| Oestrogen dpro,gestogen thera|f)y for up to 5 ears
does not add 5|gn|f|cantly to li etlme r|sk of reast
cancer.

Beyond that tlme the increase in r|sk is small, and
| com arable to other risks such as being obese or
“ drinking more than 2 standard drinks of alcohol per

day
Oestrogen-only theraB y for up to-7 years does not *
S|gn|f|cant y increase breast cancer risk.

Youn F postmenopausal women startlng on comblned f
~HRT for the first time:should be advised th at breast
~cancer risks do not appear to increase in the first 7
years of use.

Hysterectomized women on unopposed oestrogen are
not at increased risk of breast cancer and'some may
even have a small reductlon in r|sk



INTERNATIONAL MENOPAUSE
SOCIETY

Data on HRT in women ‘with a famlly o
hlstory of breast cancer is mconcluswe 2

‘Individual risk to be ass_essed



BREAST CANCER SURVIVORS

| Consuder in some women whose ¢
quality of life'impaired by estrogen def|C|ency
RlSk of recurrence must be

| explamed | ;

Fair trial with alternatlve theraples

glven prlor to startmg HRT |

‘Lowest effectlve dose for shortest

duratlon '



CONCLUSION

| Relatlonshlp bet use of HRT |
& breast cancer only after 4 yrs of use
Do not deny short term low dose
HRT to symptomatic women
EFin hysterectomlsed women does
not increase risk
Tibolone may be a better choice. |
Prudent to withhold HRT in breast
cancer survivors ' '



