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Perspectives on HRT

• This meeting has reviewed the evidence 

across menopause research

• A fair appraisal of the evidence should provide 

a common view on clinical management

• Why has this been so difficult to achieve in the 

HRT field?

• Dispute and tension has been a feature of 

many meetings

Perspectives on HRT

• Reflect on…

– the crisis of confidence

– factors complicating the field

– the solid evidence base & the uncertainties

– how thinking can be so diverse

• mechanisms of perception and decision making

• HRT in osteoporosis

• Define my view on sound HRT management
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Perspective on HRT
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Perspectives on HRT

• A series of events undermined the confidence 

of the providers and users

• There has been a resulting collapse of levels 

of uptake

• The correction that has occurred has affected 

appropriate and inappropriate activity

• After a period of consolidation can confidence 

in appropriate activity return?

Could there be an IVF parallel
• Scientific, clinical and sociological dimensions

• A sphere which some regard as no serious illness

• Practitioners can feel passionate about the field

• Enthusiasts may almost disregard risks/problems

• Benefits can be very positive for some patients

• Ongoing evolution of regimens and techniques

• Evidence – many gaps in the RCT evidence base

• Use of ineffective or unvalidated interventions

• Onward and upwards?    

Complex factors affecting the HRT field
• Widespread use for menopausal symptoms

• Epidemiology indicated possible health benefits

• Wide-ranging claims across general health

– Before prominence of EBM

– Reluctance to accept need for a more rigorous evidence base

– Issues cross specialty boundaries where sex hormones not 

favoured

• Criticism - medicalization of natural processes 

- marginalization of menopause problems   

compared to risk

• The specialist reaction to the controversy
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Perspective on HRT use

• All the different opinion groups are sure 

that their view is correct

• All approach the data in good faith

• Relationships can be uneasy

• Positions can be entrenched

• This need not be the case

A common ground on HRT?

• Most HRT use is for symptom relief 

• HRT is highly effective for relief of symptoms 

in women at the menopause

• Most HRT use is of short duration 

• HRT use starts in late 40s

• Peak HRT use has been in mid 50s and low 

beyond 60

• HRT has a bone-sparing effect on skeleton

HRT and relief of menopausal symptoms

• Predominant issue in menopausal 

symptom relief is anxiety around 

side-effects and risk

– Side effects  - good RCT data 

(minimized by lower dose regimens)

– Risk has been the focus of attention 

• Was mainly observational data

• RCT data from WHI
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• WHI provides the dominant RCT evidence

– Menopausal symptoms not the focus in WHI

– RCTs provide best evidence for 

• the specific drugs, in the specific situation, 

in the specific people

– Trials powered for the whole population

– Ten years subgroup data now published but 

must be used with care
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WHI potential risk events 
in 70-79 year group

excess absolute risk per 10,000 wy

• Breast Ca. +13 -2 41 or 34
• VTE +35 +12      27 or 28
• Stroke +13 +14 48 or 57
• CHD +23 +4 55 or 84

E+P/Pl     E only/Pl      Pl. risk

Excess risk in yellow

WHI potential risk events 
in 50-59 year group

excess absolute risk per 10,000 wy

• Breast Ca. +5 -8 26 or 29
• VTE +9 +2          8 or 13
• Stroke +4 0        10 or 16
• CHD +5 -10        17 or 24

E+P/Pl     E only/Pl      Pl. risk

Excess risk in yellow

Implications of WHI reports for 
HRT Regimens

• Risk events emphasise the importance of 

there being a clear indication for using HRT

• Risk events are more common >60 years 

and especially >70 years 

• Risk events are uncommon <60 years and 

minimal <60 years in women on E alone
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• Systemic HRT for symptom relief

– Predominantly <60 years thus risk low (WHI 50-59) 

– Good RCT data for efficacy, lowering doses

– Efficacy vs side effects soon clear to the woman

– Duration of use variable, mostly no more than a few 

years

– Positive benefit:risk balance

• Large numbers of symptomatic women & their 

clinicians anxious to use HRT even in this 

situation – 50% reduction in HRT use

• For the treatment of menopausal 
symptoms, HRT is beneficial for the 
majority of women in the short-term

• The minimum effective dose used for 
the shortest duration
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• When used in the long-term the 
balance of risks and benefits of HRT is 
such that it should be restricted to 
second-line therapy for the prevention 
of osteoporosis

HRT for management of osteoporosis
• Opinion here is polarized and fragmented

• The EMEA/MHRA regulatory position

• Many in HRT field actively criticise the 

regulatory position

• Difference of approach within the field

– Views on the overall management approach 

– Preventing osteoporosis vs. preventing fracture

– Complexity of efficacy vs. cost-effectiveness

– ? hangover effect of treatment on bone

Perceptions and decision-making

• The differing perspectives may be influenced 

by how people from different standpoints …..

– perceive the data under consideration

– make their management decisions

• The literature on perception and decision-

making provides important insights into how 

different people can differ in their perceptions 

and decisions using the same data 
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Risk and uncertainty: a fallacy of large numbers
Samuelson. Scientia 1963.  98; 108-113

A colleague rejects a single gamble with an even 
chance of winning $200 or losing $100, but would 
accept a series of 100 such gambles.

Risk and uncertainty: a fallacy of large numbers
Samuelson. Scientia 1963.  98; 108-113

A colleague rejects a single gamble with an even 
chance of winning $200 or losing $100, but would 
accept a series of 100 such gambles.

People are more likely to accept mixed gambles 
with positive expected values when the gambles 
will be played more than once.

Berartzi & Thaler 1999;      DeKay & Kim 1991
Keren 1991 Kloo et al 2005
Langer & Weber 2001 Li 2003
Redelmeier & Tversky 1992 Wedell & Bockenholt 1994

We can look at the same evidence but draw 
quite different conclusions 

• Redelmeier & Tversky 1990
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• Redelmeier & Tversky 1990

• Our results indicate that physicians make 
different decisions when evaluating an individual 
patient than when considering a group of 
comparable patients

• From the individual as compared to the 
aggregate perspective, physicians are more 
likely to ……
recommend a therapy with a high probability of 
success but a chance of an adverse outcome

• Understanding the results important because 
medical practice guidelines frequently reflect the 
group perspective adopted in RCTs and Cost-
effectiveness analyses.

• If people think differently about medical 
treatments for individuals and groups, these 
differences may help to explain why physicians 
often deviate from practice guidelines when 
treating individual patients.
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We all look at the same evidence but draw 
quite different conclusions

Slovic P.  Science 1987 236; 280 
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We all look at the same evidence but draw 
quite different conclusions

Slovic P.  Science 1987 236; 280 

Slovik’s work also found that in the United 
States, women saw all risks as higher than 
men did, and minorities saw risks as higher 
than whites. 
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Slovik’s work also found that in the United 
States, women saw all risks as higher than 
men did, and minorities saw risks as higher 
than whites. 

Later studies showed that minority men and 
women, white women, and even most white 
men saw risks similarly, but there is a small 
group of conservative, highly-educated, 
authoritarian white men who see all risks as 
very low.

We all look at the same evidence but can 
draw different conclusions

• Perception and decisions are affected 
by ……

• starting point opinion 
• single patient or group perspective
• preparedness to consider aggregated 
harms – monetary loss vs medical 
harm
• perceptions of uncertainty in the data
• use of absolute numbers rather than 
probabilities

We all look at the same evidence but can 
draw different conclusions

• Perception and decisions are affected 
by ……

• starting point opinion 
• single patient or group perspective
• preparedness to consider aggregated 
harms – monetary loss vs medical 
harm
• perceptions of uncertainty in the data
• use of absolute numbers rather than 
probabilities – Miniature Earth
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Differing perceptions and decisions are a 
significant issue in approaches to osteoporosis

• Present the outcomes in absolute 

numbers where feasible 

• Consider the differences in perceptions 

and implications for management 

strategy

The range of positions on HRT and 
osteoporosis?

• When to apply treatment?

– Anyone who wants it 

– Maintaining bone density should be the goal

– Anyone with osteopenia

– Only those at increased fracture risk 

(threshold)

The range of positions on HRT and 
osteoporosis?

• Treatment in low fracture risk cases?

– Justified because it maintains low risk of 

fracture and will last long after treatment

– Will be unnecessary in most people, 

hangover effect not sufficient to be 

justification

– Focus resources and treatment risks on 

those at increased fracture risk
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The range of positions on HRT and 
osteoporosis?

• Intervention thresholds?

– These are not necessary/not appropriate in 

clinical judgement

– Use 10 year fracture risk threshold (UK 

NOGG = 15%)

– Use a cost-effectiveness threshold (UK 

NICE = £20,000/QALY)

The range of positions on HRT and 
osteoporosis?

• HRT in osteoporosis?

– MHRA wrong – HRT should be 1st line across the field

(HRT effective; Bisphosphonates over-rated)

– MHRA position should be revised for <60 group

(Risks low and HRT has best efficacy data for <60)

– MHRA position OK – simplifies role of HRT

(HRT not necessary for osteoporosis management)

(HRT not well validated for osteoporosis indication)

A look at the numbers

• Use the data from WHI

• The E+P study groups

• Annualized numbers per 1,000 women per year

– Fracture events

– Serious risk events 

• Use of the UK FRAX absolute fracture risk estimates

• Use the new UK NOGG intervention threshold

– 15% 10 year fracture risk

• Aim is to provide a better feel for what really results 

from intervention in different situations
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111 vs 141

153 vs 210

226 vs 285

E+P      Pl.
/10,000wy
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WHI potential risk events 
in 70-79 year group

excess absolute risk per 10,000 wy

• Breast Ca. +13 -2 41 or 34
• VTE +35 +12      27 or 28
• Stroke +13 +14 48 or 57
• CHD +23 +4 55 or 84

E+P/Pl     E only/Pl      Pl. risk

Excess risk in yellow
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WHI potential risk events 
in 70-79 year group

excess absolute risk per 10,000 wy

• Breast Ca. +13 -2 41 or 34
• VTE +35 +12      27 or 28
• Stroke +13 +14 48 or 57
• CHD +23 +4 55 or 84

E+P/Pl     E only/Pl      Pl. risk

84 events/10,000wy

WHI potential risk events 
in 70-79 year group

excess absolute risk per 10,000 wy

• Breast Ca. +13 -2 41 or 34
• VTE +35 +12      27 or 28
• Stroke +13 +14 48 or 57
• CHD +23 +4 55 or 84

E+P/Pl     E only/Pl      Pl. risk

8-9 events/1,000wy

The HRT conundrum

• For 1,000 70-79 year old women given HRT 
there will be …. 

• approx. 6 fewer fractures per year
• approx. 8-9 significant risk events per year

(breast cancer, stroke, MI or VTE)

• Is this balance of benefit:risk acceptable if…
• fracture prevention is the only reason for using
the HRT?
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The HRT conundrum

• For 1,000 70-79 year old women given HRT 
each year there will be …. 

• 972 who would not have a fracture anyway
• 6 who would avoid a fracture due to HRT
• 22 who would still have a fracture

• approx. 8-9 significant risk events per year
(breast cancer, stroke, MI or VTE)

• Is this balance of benefit:risk acceptable?

11 vs 14

15 vs 21

23 vs 29

E+P      Pl.
/1,000wy

-3

-6

-6

WHI potential risk events 
in 50-59 year group

excess absolute risk per 10,000 wy

• Breast Ca. +5 -8 26 or 29
• VTE +9 +2          8 or 13
• Stroke +4 0        10 or 16
• CHD +5 -10        17 or 24

E+P/Pl     E only/Pl      Pl. risk

Excess risk in yellow



22

WHI potential risk events 
in 50-59 year group

excess absolute risk per 10,000 wy

• Breast Ca. +5 -8 26 or 29
• VTE +9 +2          8 or 13
• Stroke +4 0        10 or 16
• CHD +5 -10        17 or 24

E+P/Pl     E only/Pl      Pl. risk

23 events/10,000wy

WHI potential risk events 
in 50-59 year group

excess absolute risk per 10,000 wy

• Breast Ca. +5 -8 26 or 29
• VTE +9 +2          8 or 13
• Stroke +4 0        10 or 16
• CHD +5 -10        17 or 24

E+P/Pl     E only/Pl      Pl. risk

2-3 events/1,000wy

The HRT conundrum

• For 1,000 50-59 year old women given HRT 
there will be …. 

• approx. 3 fewer fractures per year
• approx. 2-3 significant risk events per year

(breast cancer, stroke, MI or VTE)

• Is this balance of benefit:risk acceptable if…
• there are also troublesome menopausal 
symptoms?
• fracture prevention is the only reason for using the 
HRT?
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The HRT conundrum

• For 1,000 50-59 year old women given HRT 
each year there will be …. 

• 986 who would not have a fracture anyway
• 3 who would avoid a fracture due to HRT
• 11 who would still have a fracture

• approx. 2-3 significant risk events per year
(breast cancer, stroke, MI or VTE)

• Is this balance of benefit:risk acceptable?

The HRT conundrum
• To provide a stronger benefit:risk ratio
• Intervene to prevent bone loss in women at 
much higher risk than the average

• How can I identify them?

The HRT conundrum
• To provide a stronger benefit:risk ratio
• Intervene to prevent bone loss in women at 
much higher risk than the average

• How can I identify them?

• FRAX
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Women - 50 years - Osteoporotic fracture vs hip fracture probability – BMD/CRFs

10 year osteoporotic fracture probability – age 50 years

10 year hip fracture probability – age 50 years

Women - 50 years - Osteoporotic fracture vs hip fracture probability – BMD/CRFs

10 year osteoporotic fracture probability – age 50 years

10 year hip fracture probability – age 50 years
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10 year osteoporotic fracture probability – age 50 years

T score        -4.0  -3.5  -3.0  -2.5  -2.0  -1.5  -1.0

15%    CRFs   0      1      2       3      3      4      4

10 year osteoporotic fracture probability – age 50 years

T score        -4.0  -3.5  -3.0  -2.5  -2.0  -1.5  -1.0

10%    CRFs   0      0      1       1      2      2      2
15%    CRFs   0      1      2       3      3      4      4

Osteoporosis management in younger 
postmenopausal women

• General use of HRT for fracture prevention –
fracture events saved and risks in balance
• Numbers low  
•The FRAX based estimation facilitates 
identification of women at increased fracture 
risk
• Where 15% threshold is used women need to 
have osteoporosis and RFs to justify treatment
• This contrasts with the concept that HRT use 
more generally in this group must be beneficial
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Essentials for progress to a common view

• We need to understand 
• that we bring our individual thinking 
processes, with inherent cognitive biases to 
our examination of data
• that in good faith there might be quite 
divergent views 

• We should strive to recognise the 
importance of seeking the highest quality 
evidence and to accept the result of a fair 
appraisal of that evidence  

My view on place of HRT in management

• Use of HRT in premature or surgical 
menopause is not challenged

• Place of HRT in older 
postmenopausal women should be 
limited

• ?indications
• ? ongoing use
• ? 2nd line in osteoporosis

My view on place of HRT in management

• Use of HRT below 60 years for 
fracture prevention in asymptomatic 
women

• risks low
• good efficacy data
• should be at increased fracture risk
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My view on place of HRT in management

• Use of HRT for menopausal symptom 
relief is solidly justified. 

• Risks low
• Good efficacy 
• No basis for a lack of confidence in this 
situation.
• Lower doses reduce side effects.

• Joint decision-making with woman is 
essential in all use of HRT

Who should use HRT? - 2008

• Reasons for considering using HRT

– Relief of vasomotor symptoms

– Relief of other menopausal symptoms

– Management of of postmenopausal bone loss??

– Prevention of cardiovascular disease?????

– Prevention of Dementia?????

Who should use HRT? - 2008

• Reasons for considering using HRT

– Relief of vasomotor symptoms

– Relief of other menopausal symptoms

– Management of of postmenopausal bone loss??

– Prevention of cardiovascular disease?????

– Prevention of Dementia?????

Yes Limited No
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EMAS 2009 - London

May 17-20

With the British Menopause Society
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