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Phases of Menopause
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Figure 12.1. Average life expectancy at birth, marriage a;
years of education for women and men in the 20|
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expectancy is 3.6
years greater
than for males in
2016

male life
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closing the gap
between the
sexes
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2002 - WHI Study Publication
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HOW THE DEBATE HAS RAGED

2002: US Women'’s Health Initia-
tive study claims long term use of
HRT is linked to higher risk of heart
disease, strokes and cancer

2003: Cancer Research UK Mil-
lion Women Study claims HRT
users are at double the risk of
breast cancer

2004: Second MWS report says
the breast cancer risk for women
in their 50s using HRT for five years
is 50 per cent higher. Doctors are
advised by the government’s
Medicines and Healthcare Prod-
ucts Regulatory Agency (MHRA)
to prescribe the ‘lowest effective
dose for shortest possible time’

2007: WHI researchers publish
analysis showing women on HRT
are not more at risk of heart
problems - and could be less at
risk than non-users. MHRA says
HRT should only be used to pre-
vent osteoporosis in women who
cannot take other medicines

2011: MWS report says the
increased risk of breast cancer
from HRT reverts to level of non-
users two years after stopping it

2012: Danish study finds HRT can
protect against heart disease

2013: The British Menopause
Society says potential benefits of
HRT outweigh harm
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needless suffering'

By JENNY HOPE
PUBLISHED: 00:00. 22 May 2012 | UPDATED: 08 21, 22 May 2012
2 Comments (11 IE share Q411

Thousands of women have had a ‘wasted
decade’ of suffering since the HRT scare
according to an international panel of experts

A major reassessment of the research into
hormone replacement therapy has concluded
that menopausal women were the victims of

‘mass fear’ generated by findings from ten years
ago

Many of the conclusions reached by the 2002
study. Including the raised risk of breast cancer,
have now been overturned.

British doctors are calling for the rules on
prescribing HRT to be rewritten, allowing a new
generation to benefit from bone protection and
improved quality of life

Al present, women in their 50s are toid to use
hormone replacement therapy drugs for the
shortest period of time that is possible and not
for longer than five years

Some younger doctors have never prescribed
HRT because they wrongly believe the risks of
the treatment outweigh the benefits, it is claimed

The new analysis of the evidence by leading
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WOMENS PERCEPTION OF RISK

CORONARY ARTERY DISEASE 4%

BREAST CANCER 46%

ALL CANCERS 16%
' % ' UTERINE /OVARIAN CANCER 3%
@_ AIDS 4%

Pilote and Hlatky, Am Heart J 1995
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Difference in breast cancer incidence per 1,000 women aged 50-59. MICE G e
Approximate number of women developing breast cancer over the next five years. N et 3015

23 cases of breast cancer diagnosed in the UK general population
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An additional four cases in women on combined hormone replacement therapy (HRT)
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Four fewer cases in women on oestrogen only Hormone Replacement Therapy (HRT)
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An additional four cases in women on combined hormonal contraceptives (the pill)

RPN RRRRRRRRRRIRIRIRIRIRIRIOONTY

An additional five cases in women who drink 2 or more units of alcohol per day

RPN PRRRRRRRRIRIRRIRIRONONYS

Three additional cases in women who are current smokers

RPN RRRRRR R PR PRRRIRRRNYS

An additional 24 cases in women who are overweight or obese (BMI equal or greater than 30)
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Seven fewer cases in women who take at least2"%: hours moderate exercise per week
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SYNTHETIC PROGESTINS vs BODY-IDENTICAL MICRONISED PROGESTERONE:
RISK OF BREAST CANCER

Relative risk of breast cancer by type of progestogen used vs non-exposed women

LIO.H-16)
Estrogen only } 4 - |
(50O/9698 Cases DarsonN-yoars)
EStrogen « Oral progestogens L3 (LS
(3235/99 148 cases/person-years) = a@ |
09O LD
Estrogen « micronised progesterone } sz | |
(55/21. 994 Cases/parson -years)
L4 (L L2-17)
EStrogen + symthalic proQestogaens I’ - i
(268/66 925 cases/person-years)
T+ + + +
Decreased risk Incraased risk

Fournier A of ol int J Cancer 2005 1148 S48 -454

st inclusion

Compared to non-exposed
women, the risk increased
significantly for users of
estrogens combined with
progestogens...but this
increase was limited to
synthetic progestins...there
was no evidence of increased
risk associated with the use of
estrogens combined with

miicronized progesterone

n Fournier A of of 200% Study
o breast concer associated with MMNT us
susal women who had neve ¢ taken
vear before entering the EAN-EMC cohart study
52 8 yuars), 948 primary invasiv
ere diagrosed dunng follow up (Mme

s [standard deviation 2 4. range O 1-10 6 years))
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MHT and breast cancer irvperspective

» No increased risk with
»Estrogen alone

»Estrogen + wmicronized progesterone

> Lifestyle factors play a MUCH
LARGER role
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B OG An International journal of Royal College of
Obstetrics and Gynaecology ‘e

Systematic Review 3 Full Access

Duration of estrogen exposure during reproductive years, age at

’ ’ ’ menarche and age at menopause, and risk of cardiovascular
P Cardiovascular disease Lead LV\:@ cause Of disease events, all-cause and cardiovascular mortality: a
’, ’ systematic review and meta-analysis
death tn women but uncommon L e e
Premcwopa u'saL Wo mcw. 23 September 2020 | https//dol.org/10.1111/1471-0528.16524

Effect of estrogen preparations on the main intermediate
risk markers of CHD in comparative randomised trials Endothelial cells Smooth-muscle cells 4

Oral CEE/ Transdermal
estradiol estradiol

Iriglycerides

LDL particle size

Fragment 1 + 2 prothrombin /

Von Willlebrand Factor

e/n I\ /

Rapid effects Longer-term effects
(nongenomic) (genomic)
C-Reactive Protein — % Dilatation + Atherosclorosis
4 Nitric oxide + Vascular injury
Adapted from Modena ef of . 200%

¢t Endothelial-cell growth
4 Smooth-muscie-cell growth
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Cawvdioprotection

> Clinically epidemiological studies show reduced

cardiovascular disease bgj 40-50% LA healthy
womwen whewnw o MHT

B OG An International Journal of Royal Colegeof
J Obstetrics and Gynaecology v e b
P (n established cvp, S———

Duration of estrogen exposure during reproductive years, age @
menarche and age at menopause, and risk of cardiovascular

> 50- 80% Yed u'ctiow Lw Lwcid enCe o-f eVve Wts disease events, all-cause and cardiovascular mortality: a

systematic review and meta-analysis

heshra @, H-F Chung, M Waller, GD Mshra

23 September 2020 Mtpa//dolorg/10.1111/1471.0528 16524
¥ f %

» increased survival over 10 years

P The greatest benefit in survival in women with the
most severe coronary atheromas
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Cochwane - Risk by Yeawrs since Menopause

> <10 Ysm
b MortaLLtH
> Coronary heart disease
» Thromboembolism

P> Stroke

» >10 Yysm
P MortaLLt5
> Coronary heart disease
> Thromboembolism

> Stroke
© QAP
h> 4 219
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RR 0.70 (0.52 t0 0.95)

RR 0.52 (0.29 tv 0.96)
RR 1.74 (1.11 to 2.73)

RR 1.37 (0.80 to 2.34)

RR 1.06 (0.95t0 1.18)
RR 1.07 (0.96 to 1.20)
RR 1.96 (1.37 to 2.80)

RR 1.21 (1.06 tp0 1.28)

Boardman HMP Hormone therapy for
preventing cardiovascular disease in post-
menopausal women. Cochrane Database of
Systematic Reviews 2015, Issue 3.



> For every 1000 women, whew given at the
right time, HRT could save & Lives and
prevent 8 women from suffering heart
disease at the cost of 5 extra women
expertencing blood clots.

Boardman HMP Lancet Blog
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Does type of progestogesn matter?

RISK OF VENOUS THROMBOEMBOLISM (VTE)

Relative risk of VTE by the type of progestogen

Hormone Therapy Cases RR [95% 1) ¥ (p value) ncreased VTE
risk (¢ pared
) NonNn-use )
Non-MHT users a49S 1 (Reference) S
Transdermal estrogen 30 1.03(0.74-1 4a) r 0% (D.76) No change
rmal -
Transdermal astrogan 80 0.93 (0.65-1.33) - 5% (0.35) No change
progesterone
Transdermal estrogen + as 2.4 84-3 o.4 -
norpregne ~ > A2 (2 ~3.18) - 0% ( 1) 142
Transdermal estrogen + !
7 .37 S7-1.9 7% ’ 37 NS
other progestins® X 3.37 (O 1.93) - & (0.0%) o
o 1 2 3

NS Not Significant
ANOrpregnanes regest W scetate Or & negest -
*"Pregnane and nortestosterone derivative and unspecified
Adapted from Scarabin P-¥, 2018 Relstive risk of VTE by type of hormone ther ompared to non-use Resuits from an updated mets-analysis of the risk of VTE in hormon
Seven pOg »tion Dased observational studies (four case < vtr and three coho studies) were fed The masr al outcome was » first episode of diopathic VTE [d
. et —— r D monary embolism ) except for tw tudies enther § sing * VTE rev rrence Or W Ading se ndary VT1

arak er L - « > . . “1
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MHT and cavdiovascudloar [Ehwombotic risk

> Oral oestrogen and sywnthetic progestogens increase the risk most

> Transdermal estrogen — NO increased risk and may even reduce
risk

> Micronised progesterone does not increase the risk

> ntravaginal or intrauterine delivery of progesterone can reduce
systemic effects and target delivery for endometrial protection

1
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OSTEOPOROSIS INTERNATIONAL

Sdscicone St 2020; IN(VI) 2I71-IIN0
Putitahed ontne 2020 A 8 30 10 100200108 020 OCART A

Is there a role for menopausal hormone therapy in the management
of postmenopausal osteoporosis?
s * NoALDast T M o haneuon.™ M

Reooioatern 22 B, Fucrolh ™ G. Hosams.”™ = Tisrofiems. ™ ana

> Last 20 Yyears osteoporosis change in view from inevitable
consequence to being understood as a major non communicable

disease ( NCD)

P One thing all the studies including WHt agree on
> Principal effect - direct effect osteoclastic and osteoblastic activity

| KEEP FINDING THESE MY DOCTOR SAYS
BONE LOSS IS
NORMAL AT MY AGE

> Evidence for fracture reduction with HRT was robust

> 23 fewer fragility fractures per 1000 women aged 50-59 over
#.5 Years

> Protection persisted after HRT discontinuation

> Age and duration of treatment did not influence conclusions

7
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EFFICACY — BONE HEALTH:

IMPROVEMENT IN BONE MINERAL DENSITY!?

Change in bone mineral density over time

%
10 Ny P<0.001 vs baseline P<0.01 vs baseline

+5.8
g +4.7
s 5 I T
19 +35 . +4.1
g P<0.001 vs baseline
% =¥
R
o & Estrogel 1.5mg/day (n=20)
= - Adapted from Palacios S et al. 1995.
‘E ——— Oral CEE 0.625 mg/day (n=17) R ras sed study to compare the
= 9 e s Placebo (n=16) effects on bone density of Estrogel,

9 -9.1 oral conjugated estrogens or no
5 treatment in women with
hysterectomy. BMD was measured
E N . by dual gammagraphic
-1 5 2 24 densitometry in the lumbar spine
1 36 months . .,

® Estrogen therapy (oral CEE and Estrogel) significantly improved BMD vs baseline

® BMD reduced over time in untreated women ‘ﬁ

1. Palacios S et al. Moturitas 1995; 20(2-3):209-13.
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Urogenitol atrobhy/GSM

» Offer vaginal estrogen Long term
> Bvewn if taking HRT already systemically
P Even if HRT ¢/L (Specialist advice)
> (ncreased dose Lf required (Specialist advice)
> Report unscheduled vaginal bleeding
P Motsturisers and Lubricants can be used as well

P No routine endometrial monitoring
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> Vasomotor Symptoms > Joint aches and pains

P Cowncentration > Brain ‘Fog’

» Mood > vaginal drywness

> Sleep > Femininity

> Energy Levels » cardiovascular disease
P Night sweats » Osteoporosis

P reduced Death

R R R R R RN EERDDRDRDRDRRR
© G/FAP
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We have learned some tricks

> What we give

P Estrogen alone

P> Estrogen + Progesterones

> Body vdentical, bio Ldentical or sy nthetie
> How we give it

» Oral

» Transdermal / implants

> vaginal

P Intrauterine

.

© QP
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Estradiol

Estrogens
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Active Estrogen
Estrogen Metabolites




Estradiol > 0.5mg (combined only)/ Tmg / 2mg oral
> 25mcg / 37.5mcg / 40mcg / 50mcg / 75mcg / 80mag/ 100 meg patches
> 0.06% Oestrogel 0.75mg
> 500mcg / 1mg Sandrena gel
> 10mcg vaginal tablets
> 7.5mcg vaginal ring

Estriol > 0.1%/ 0.01% vaginal creams, vaginal pessary, 50mcg/g vaginal gel
Conjugated estrogens >0.3mg/0.625mg/ 1.25mg

Gonadomimetic > 2.5mg oral tablet (systemic treatment)

DHEA Prasterone > 6.5mg pessary (vaginal treatment)

SERM > 60mg oral tablet (vaginal treatment)

© P
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Progestevones _
ONLY for endometrial protection

STRsvEe

Dydrogesterone > Combined only
Levonorgestrel > Combined and IUS
Norgestrel > Combined only
Micronised progesterone

Medroxyprogesterone acetate

© GFAP
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» Oral Route

> cyclical 200 mg for 12-14 days per month

P Continuous 100 mg daiLg

» vaginal route

> Alternate day 100 mg

> Sequential 45-100 mg at Lleast 10 days a wmonth
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BRITISH MENOPAUSE SOCIETY Tool for dinicians Information for GPs and other health professionals

Systemic HRT Treatment

Oestrogen Hysterectomy or Oestrogen +
only Mirena in situ progestogen
“ Transdermal Perimenopausal Postmenopausal
(Estradiol)
Estradiol or

Sequential
therapy
Conjugated

Sestrogens =m o]

Indications for Transdermal Therapy

Individual preference Both are avallable with a range of types of progestogen —
Poor symptom control with oral changing progestogen component may be required
Gl disorder affecting oral absorption if progestogenic side effects occur.
Previous or family history of VTE
BMI =30

For symptom control, start with low dose preparation.
Variable blood pressure control Treatment of POl or premature induced menopause,

Migraine nerally medium or higher doses uired
Current use of hepatic Inducing enzymes medication anesider.:ddmon oftest'gsterone th:aq’:y after

Gall bladder disease bilateral oophorectomy. 4

Authors: Dr Julie Ayres and Dr Heather Currie in collaboration with the medical advisory council of the British Menopause Society.

PUBLICATION DATE: JULY 2020
REVIEW DATE: JULY 2022
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Contraindications of MHT

Box 1. Contraindications of MHT.

~ Breast carcinoma — current, in personal anamnesis, suspected

o Iinvasive breast carcinoma, premalignant changes of breast (atypical ductal hyperplasia,
lobular neoplasia) and a ductal carcinoma in situ (intraductal carcinoma)

~ Estrogen-dependent malignant carcinoma — known or suspected
o e.g.unfounded bleeding from genitals as a sign of endometrial carcinoma
~ Untreated estrogen-dependent carcinomas
o endometrial carcinoma, breast carcinoma, endometrial stromal sarcoma
» Active hepatopathy
» Anamnestic or current idiopathic thromboembolic disease
o pulmonary embolism, phlebothrombosis
» Active or recent arterial thromboembolism
o e.g.coronary thrombosis, angina pectoris
» Known intolerance to a certain constituent of the preparation.

MHT, menopause hormone therapy.

A/FAP
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Take Home Message

Menopausal Hormowne Therapy is important and should be prescribed for its
benefits unless there are contraindications

It remains the most effective treatment for vasomotor and hormone related
sywmptoms of the climacteric

There is a definite role for cardio and osteoprotection

There is a 10 year window for which therapy can be safely adwinistered for
maximum benefit

Estrogen alone is safer that estrogen + progesterone

Type of progesterone matters with micronized progesterone , intravaginal
and intrauterine delivery ameliorating risk
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BOTTOM LINE .....

Is Hormone Replacement
Therapy (HRT) Safe?
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