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19% to 75% from various 
studies conducted in India.

              UK Asians :  71%,

 Australian Indians : 33%.

Indian Menopause society study
Multicentric, urban based

Prevalance; 
75%



Vasomotor Symptoms
• Hot Flushes : 

• Feeling  of warmth (in 85% of women) often 
accompanied by palpitation, vertigo, 
weakness, feeling of  anxiety and 
sometimes followed by chills commonly on 
the face arms and the upper body .  

• Duration : few seconds to 5 minutes
• Frequency : Every 10-30 min.  
• Increase during night & cause of insomnia.  
• Most severe : With surgery (ovary removal)

✦ Visible Flush : 
• Increased blood flow to chest, neck & 

face followed by profuse sweating. 





Hormone 
Replacement Therapy



Conjugated Equine estrogen: 0.625-1.25mg /day

Micronised estradiol 1/2mg/day

Uterus is present

Progesterone
Drug                                        Cyclic                          
Continuous
Oral                       ( ≥12 days/month)                      (Daily)
MPA                                            5mg                          2.5 mg
Norethisterone                         1mg                          0.3 mg
Norethindrone                          2.5 mg                      0.5mg
Dydrogesterone                        10mg                        10mg
Micronized progesterone        300 mg                    200mg



Comparision of estrogen in OC pils with 20microgram ethinyl 
estradiol plus a progesterone vs/estrogens used in HRT

5 mg Ethinyl 
estradiol = 0.625mg Conjugated 

estrogen

1 COC pill = 4 tablets of conj.estrogen

Avoid  in women who smoke, are obese, have migraines, or
have hypertension.



Peripheral vascular 
resistance

Volume regulatory 
mechanism

HT is an 
Interplay
Between 
the two

HRT and hypertension



Hormone replacement therapy and blood pressure in normotensive and hypertensive women
Nephrology  Dialysis Transplantaion. Vol 16,Issue 5, PP 888-890

Estroge
n

Estrogen has a Vasodilatory 
effect due to incr. bradykinin 

and NO

Increased
Bradykinin

Increased
Nitric oxide

Women with HRT had reduced left ventricular cavity dimensions, 
diminished resting aortic blood flow velocity, and lower resting‐mean and 

post‐exercise blood pressures

HRT would be expected to leave blood pressure  unchanged 

or to  actually promote a blood‐pressure reduction

 in post‐menopausal normotensive and hypertensive women. 
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q Absolute
 Acute Endometrial / Breast Cancer.
 Acute Phase myocardial infarction.
 Undiagnosed breast Lump.
 Undiagnosed abnormal vaginal bleeding.

q Other Contraindications.
 Primary CVA
 Acute phase PE, DVT.
 Recurrent thromboembolism on contraceptives.
 Spontaneous thrombosis.

Inherent abnormalities of Coagulation. 
-   Anti-thrombin III
-   Fibrinogen & platelets.

Contraindications to Hormone 
Replacement Therapy

Not contraindicated in hypertension



Mild gastrointestinal disturbances, nausea, 
vomiting

 painful tingling and swelling of the breasts, 

Endometrial bleeding

Changes in liver function tests can occur and 
jaundice is sometimes seen

Headaches may increase.

There is a small but significant risk of acute 
pancreatitis at 2–78 weeks after the start of 
hormone replacement therapy; the pain 
usually abates within  10 days of withdrawal

Side effects of Hormone replacement therapy



Side effects

Increased factor VIII Increased deep vein 
thrombosis

Dry eyes Increased headache in 
migraine

Oral oestrogen     triglycerides Trans dermal oestrogen      
triglycerides 

Melasma, macular 
pigmentation

Incr. microalbuminuria

Drug dependence Sjogren’s syndrome



What is at fault?  Estrogen or 
Progesterone?

Breast tenderness,   Bleeding

Reduce estrogen dose

Irritability,    Depression,
Water retention, Headaches

Reduce Progestogen 
dose/

Change Progestogen



2.5mg dydrogesteron 0.5mg 17-estradiol 

Effective
Well tolerated with no bleeding
Protects the endometrium



Micronized progesterone
 
 Levonorgestrel IUDs
 

Other alternatives to medroxy progesterone acetate.



How long to give?

Less than 5 years will be enough in very severe flashes.



When to give?

Within the first 10 years of Menopause



Age 50-59 1st year E use improves blood lipids
Framingham study

Oestrogen

Atherosclerotic
 plaque

Prothrombotic action

Proinflammatory action

Timing hypothesis

Older age Increased incidence of MI

Prothrombotic effect of estrogen will add to the already formed plaques in 
vessels at an older age.  In early fifties, it is safe as plaques would not have 
formed. New prescriptions for estrogen should be avoided after 60 years of 

age. 



Post menopausal bleeding PV

Fear of breast cancer

Concerns



TIBOLONE
Selective tissue estrogenic activity regulator (STEAR)

No bleeding 

No effect on breast  

Good effect on mood and libido

Synthetic steroid with estrogenic, androgenic, 
and progestational properties



• Tibolone, does not increase 
mammographic

Density.

•Effective and has been used for 
treatment of climacteric symptoms, 
sexual dysfunction, and osteoporosis 
prevention at a dose of 2.5

mg/day for almost 20 years.

• Could be a treatment option for
women persistently seeking help

TIBOLONE



Drug Type Action Dose Side effects

Paroxetine SNRI Reduces serotonin 
receptor.overload  in the 
hypothal.

7.5-25mg/dday Nausea, 
headache, 
insomnia

Fluoxetine SSRI “ 20mg/day  “

Escitalopra
m

SSRI “ 10-20mg /day “

Venlafaxine SSRI “ 37.5,75,150mg
/day

“

Clonidine a2-adr. 
antago
nist

Dec.per.vasc. reactivity
Inc.norepinephrine.
Red.sweating threshold

0.025-
0.075mg/BiD

Dry mouth, 
insomnia,
drowsiness

Gabapentin Incr.activity of 
neurotransmitters

100mg-
900mg/d

Dizziness,
unsteadiness,
drowsiness



It’s a technique using slow controlled, diaphragmatic 
breathing. 
In three randomized prospective trial, paced respiration 
decreased 
the frequency of hot flushes by 50%.

Ref: Freedman RR,Woodwar S. Brown B, et al Biochemical & thermoregulatory effects
 of behavioural treatment for menopausal hot flushes. Menopauase.1995:2:2118.

                               Paced Respiration Programme
 

Breath in slowly 6-7 secs. Breath out 
slowly: 6 times each exercise.

3 brisk breathing exercise: 2 minutes.

3 deep breathing exercise : 4 minutes



Botanicals recommended for menopause: supposed mechanism of action
Hormone mediators/modulators
 Alfalfa (Medicago sativa)
 Black cohosh (Actaea racemosa)
 Chaste berry (Vitex agnus-castus)
 Aniseed, dill, fennel, fenugreek (all members of the dill family)
 Dong quai (Angelica sinensis)
 Evening primrose oil (Oenothera biennis)
 Flaxseed (Linum usitatissimum)
 Gotu kola (Centella asiatica)
 Green tea (Camellia sinensis)
 Hops (Humulus lupulus)
 Kudzu (Pueraria lobata)
 Licorice (Glycyrrhiza glabra) (also mineralocorticoid activity)
 Maca (lepidium peruvianum)
 Milk thistle (Silybum marianum)
 Red clover (Trifolium pratense)
 Rhubarb (Rheum rhaponticum)
 Sarsaparilla (Smilax regelii)
 Sage (Salvia officinalis)
 Soy (Glycine max) and its derivatives daidzein, genistein, S-equol, and other isoflavones
 Wild yam (Dioscorea villosa)
Central/neurotransmitter mediators
 Ginkgo



Alternate medicines 

Estro G



Phytoestrogens

Isoflavones

Lignans

Comestans











Glycones
Diadzein and 

Genestein

Glycocides
Diadzin and 

Genestin

Biochanin A and 
formononetin

O-desmethylangolensin (O-
DMA) 

and   Equol

O-DMA     &    P-ethylphenol

Isoflavones, coumestans, and lignans

Diadzein

Genestiein



Difficult to assess estrogenic activity of phytoestrogens.
So it is difficult to quantify the estrogenic effect of a given 
commercial preparation

Bacterial flora  affects metabolism of  Phytoestrogens. 
Thus the same molecule will act differently in different 
Individuals, depending on the bacterial flora in the 
Intestine of the person using the preparation.  

Why Phytoestrogens seem to act in some 
people and not in others 



There is a lack of uniformity among the products tested and the majority 
(67%) of the products contained less than 90% of labeled amounts. There 
is significant variability in the compositions between the products and in 
the composition of the same product over time.    Consumers cannot trust 
isoflavonoid product labels to represent the product’s content accurately or 
that product pricing is a reflection of isoflavone content:  

THE JOURNAL OF ALTERNATIVE AND COMPLEMENTARY MEDICINE
Volume 10, Number 6, 2004, pp. 1053–1060

Product content of 
Phytoestrogens 

are not accurately labelled 
in the majority of  products



. (Fertil Steril 2011;95:366–8. 2011 by American Society for Reproductive Medicine.)

Esterified 
estrogen 0.30mg

Methyltestosteron
e 0.30mg

Combination of Esterified estrogen with methyltestosterone 
was found effective in the management of hot flashes.



Bazedoxafene (SERM)
Ostrogen alone in a woman with uterus

Endometrial cancer
Oestrogen plus Progesterone for long in 

a woman with uterus
Breast cancer

Thus, there arose a need for combining estrogen with a molecule that 
would keep the endometrium quiet, like progesterone, but not have bad 

effects on the breast.
Combination of Bazedoxafene with Oestrogen fulfilled that need.



Bazedoxifene
Bazedoxifene  (an SERM)with oestrogen is considered a 
Tissue selective estrogen complex (TSEC)

Retains efficacy of 
estrogens in treating 

symptoms

Does not stimulate 
endometrium or breast

A combination conjugated estrogen 0.45 mg and 
20 mg
bazedoxifene tablet has recently been approved 
by FDA



DHEAS can get converted to many 
molecules

d
d

d
d

Testo       Dihydro    Andrstenedione    Estrone        Estradiol
 sterone  testosterone50 mg of 

dehydroepiandrosterone
(DHEA) once daily for 4 
weeks reduced hot flashes 
with minimum side 
effects



Androgen receptors have been localized
to the hypothalamus and to the limbic system, suggesting a
role in modifying vasomotor symptoms, mood, sexual desire,
and cognitive functions

Testosterone can be adm.as testosterone enanthate inj.,
subcutaneous pellets, gels, transdermal patches, oral
micronized testosterone, sublingual testosterone, and as oral
methyltestosterone in combination with esterified estrogen.

Testosterone and Methyle testosterone



H R T
WHI trial , 2002.

The smooth sailing ship of HRT met with the 
iceberg, WHI trial , in 2002



Randomised
Controlled

trial

1,61,809
Women of

50-79 years were
Enrolled.

40 centres 
USA

1993-1998

Low fat
Dietary 
pattern

Calcium &
Vitamin D HRT HRT

4 arms of the study 



Outcome

Breast, endometrial,ColorectalCancer. Osteoporotic fracture

Expected to go on for 8.5 years

Year 1999,2000,2001...
Participants were informed about increased incidence of MI,DVT,PE,Stroke.

Year 2002
Decreased osteoporotic 
Fracture, 

Colorectal cancer. 

Myocardial infarction



2004
Oestrogen only 

Arm
 10,739 hysterectomized women randomized 

To
 unopposed conjugated oestrogen          or                 
placebo

Decreased risk of Breast cancer 
with Oestrogen only treatment.

This points to Progesterone being the culprit 
in causing breast cancer even in a small 

population



Estrogen stimulates 
The duct system

Progesterone 
Stimulates the
Lobular 
system

Majority of breast cancers affect the lobes, not the ducts



Paracrine 
Mode of 

proliferation 
of breast

Autocrine 
Mode of 

proliferation

Converted 
to 

Alteration in 
Progesterone/PR 

signalling pathways

Molecular and Cellular Endocrinology 357 (2012) 4–17

Patient tumor samples and clinical studies 
indicates that 
Progesterone is a risk factor for breast cancer .  It 
contributes to cell proliferation in breast cancer.



In postmenopausal women aged 50–59 years
taking combined oestrogen and progestogen
 HRT over 5 years

Only 3 additional cases per 
1000 women

Risk is not significantly increased over 3 years of use



Million Women’s Study 
2004

Never HRT
Oestrogen 

only
Tibolone only

Oest+ 
Progesterone

1.8
(1.88-2.12)

1.2

(1-1.48)

 1.3

( 1.21–1.40)

 1.45
 
(1.25–1.68).



Risk increases only from 1 to 1.66 in current users

Even this risk reduces to 1.04 if use was < 5 years back and even lower, to 1.01 if 
use was between 5-9 years back

The risk is only 0.90, if use was more than 10 years back, even lower than never 
users.

Thus , the risk for breast cancer decreases over the years after the drug is stopped.





Breast Cancer

Perception
All types of HRT cause an increased risk 

of breast
cancer within a short duration of use.

• Evidence
• After 5 years’ use of combined 

estrogen and progestogen, the WHI 
cohort showed a small increase in risk 
of breast cancer of about eight extra 
cases per 10,000 women per year. Risk 
was not increased in first-time 
hormone users. [A] 

• Chlebowski RT. JAMA 2003;289:3243
• Stefanic ML. JAMA 2006;295:1647



INDIAN MENOPAUSE 
SOCIETY

Consensus 2008EPT (>4 years) assoc with
inc risk of detection of Ca breast
EPT does not appear to initiate
malignant transformation, but to
potentiate it
Ca breast detected during HRT use
usually less aggressive with more
favourable prognosis



Severe Menopausal 
symptoms

 A meta-analysis of       10             uncontrolled observational 
                           and        11            case-controlled studies 

                  involving       1558   breast cancer survivors

HRT users Non HRT users

No Difference in recurrence



HRT in a patient with fibroid

3 year study .
Women with and without fibroid were 
given HRT

In the first two years, fibroid volume 
increased more in the  HRT group

In the third year the increase was not 
marked 
at end of the third year study, one of 34 
and three of 34 women  increased 
fibroid volume over 25% compared with 
baseline in HRT non-users and users, 
respectively.

Maturitas  2002 Sep 30;43(1):35-9.



Thank you.........
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