Because our professional duties
are centered In

WOMENOS HEALTH
- preserving and improving Health
- Increasing quality of life
- preventing and treating diseases



NThe management
menopausal Women Is now at
crucial point, aturning pointo

Neves-e-Castro M. Menopause in crisis post-Wo meno6s Heal t
Initiative? A view based on personal clinical experience. Human
Reproduction 2003;18:1-7






Is the menopause In crisis after
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A CrisIS IS:
hNa cruci al POl Nt
a turning poilnto

-]



This crisis Is an to a
normal addition to our knowkledge,

An addition that permits adaptation to
the best treatmenet strategies

Non-drug and drug-related
With or without hormones

Neves-e-Castro M. Menopause in crisispost-Wo meno6s Heal t h | |

view based on personal clinical experience.Human Reproduction
2003;18:2512-18



Is Menopause In a Ccrisis?



Are Women In a Crisis?

Why?



Because we, the medical
professionals, are also In a crisis!

In a crisis of values?
In a crisis of knowledge?

In a crisis of atitudes?



Because

We presume that the WHI Women
reflect those that come to us for help

We are confused about the meaning
and magnitude of the relative risks
ver sus the absolute

We have no idea of the dimension of
the NNH and NNT in our practice



Because

We have a tendency to accept as valid
the headlines that circulate in the
media without having critically read the
full papers to which they refer

We are not able to explain to our
patients the meaning of those risks and
how small they are compared to other
risks to which they are expose




Risk factor Relative

risk
Body weight-normal weight : obesity 1:25
Age at menopause - 42yrs : 52 yrs 1:2.0
Age at menarche T 14 yrs: 11 yrs 1:1.3
Parity i multiparous : nulliparous 1:1.3
Age at first birth T 20 yrs : 35 yrs 1:14
Oral contraceptives T never user.ever user 1:1.1

Hormone replacement-never:5 or 1:1.3
more yrs

Alcohol consumption-none:02 0 g dai |1y 1.3
Serum lipids T normal : raised 1:16
Physical activity T activate : inactive 1:1.2

Increase
Incidence

+ 150%
+ 100%
+ 30%
+ 30%
+ 40%
+ 10%
+ 30%

+ 30%
+ 60%

+ 20%
R. Santen, 2004



Because

We are not willing to expose ourselves
In a fight against the misinformation of
the media or

against the wrong recommendations of
the official regulatory agencies



Invasive Breast Cancer

0.051 HR,0.77 — CEE
(95% Cl, 0.59-1.01) — Placebo

0.04

0.034

0.021

Cumulative Hazard

0.014

Events Time, y
CEE g 11 13 18 10 16 & & 5
Placebo 7 20 15 22 24 18 12 & 0

Effects of conjugated Equine Estrogen in Postmenopausal Women
with Hysterectomy.JAMA, 2004;291:1701-1712



for thousands

@ Benefits outweigh risks for
most women, says professor

By Mark Honderson
in Sealt's,

Lewis Smith

and Ollver Wright

risk of hip fracture, or five few-
& cases. Dr Iohnson szaid; "One
of the groups that has aban- |

doned it are the women
- whao have hat fluchec  Fae
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Now women on HRT
are warned they face!
higher risk of stroke _

surgically removed can take oestrogen-
BE"' ‘.I“""! Hope anly HRT Around 60,000 hysterectomies
Medical Corraspondant are performed in Britain each vear.

HUNDREDS of thousands of Like many women who have taken

women using HRT were dealt ﬂﬁlﬁﬂgggﬂﬁlfﬁﬁfﬁ' "':_ﬂ_.r;lﬂm Eiliza-

another blow vesterday when  alarmed by the health risks.




ith BREAST CANCER, HEART DISEASE, STROKE, BLOOD CLOTS, SCLERODERMA. LUPUS.

Hormone Replacement Therapy: Dangerous Side Effects

Home

- HRT Explained

HRT Health Risks & Study Findings - Free Legal Consultation

Have you or a loved one have suffered due to
Hormone Replacement Therapy (HRT) drugs?
Our lawyers will help you get the compensation

you deserve.

Related Diseazes

The Women's Health Initiative
study showed that combined
hormone replacement therapy
{estrogen plus progestin) such
as Prempro and Premarin with
a progestin increases the risk
of the following diseases and
disorders:

« Lobular breast cancer
< Ductal breast cancer
= Coronary heart disease
« Stroke

« Blood clots/deep vein
thrombosis/ pulmonary
embalism

» Qvarian cancer

» Dementia

» Scleroderma

» Lupus

read more

Warning: Hormone Replacement Therapy (HRT) Linked with Elevated Risk of Dangerous
Diseases

Between 20 percent and 50 percent of women in the Western world who are between the ages of 45 and 70 have
taken or are now taking Hormane Replacement Therapy drugs. In the past they were prescribed to every woman who
experienced unpleasant symptoms of menopause. They were even expected to decrease certain health risks.
Chances are if you took HRT medications, you assumed that drug companies like Wyeth had tested the safety of the
medications. You are not alone — thousands of women were led to believe that these drugs were not only safe, but that
they provided health benefits.

On July 9, 2002, the National Institutes of Health {NIH) revealed that it was abruptly haiting the use of Wyeth's
Prempro in the Women’s Health Initiative (WHI) study because of unacceptable risks associated with taking the drug.
Letters were sent to study participants urging them to stop taking the drugs because they led to increased risk of breast
cancer, heart disease and stroke.

The Women's Health Initiative was a $700 million. eight year publicly funded study of Hormone Replacement Therapy.
It was intended to study the BENEFITS of hormone replacement and hoped to find that drugs like Prempro and
Premarin helped in the prevention of heart disease, breast and colon cancer. and osteoporosis. Instead, the risks
associated with these drugs outweighed any benefits found and led to the immediate halting of the study. The findings
were so shocking that the study was stopped with almost three years left to go.

If you or a loved one took Hormone Replacement The HRT) dru n of these diseases,

contact our lawyers for a free and confidential evaluation of your case. Our la v_vy_gm will helg you get the
compensation you deserve.

Parlrer & Waichman  1-800-TAW-INFO (529-4636)
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If you or aloved one took Hormone
Replacement Therapy (HRT) drugs and
developed any of these diseases, contact our
lawyer for a free and confidential evaluation of
your case. Our lawyer will help you get the
compensation you deserve.




How?
Reacting against the lobbies

Critically reviewng the data in the light
of EBM without abdicating of the MBE

that Is the fruit of our clinical
experience



Causes of Death Among Women*

Other Cancers

Heart Disease
15%

4%
Diabetes — 2%

Breast Cancer

Chronic Lower —
Respiratory
Disease

10%

Other Cerebrovascular
Disease

*Percentage of total deaths in 1999 among women aged 65 years and older.
Anderson RN. Natl Vital Stat Rep. 2001;49:1-13.



Why HERS and WHI where done?

Because observational and

experimental studies, in humans and

anli mals suggested t he
for the primary and secondary

prevention of CVD.

But these studies might be biased and
had to be confirmed by clinical trials



Methodology

Selection of a drug

Doses of administration
Selection of the population



None of us starts treatment with
systemic hormones in a 70 year old
woman



The published studies

. Nur seos Heal't
.HERS 1 and 2

. WHI

. Oxford Breast Cancer

. Million Women






T o Know

What Is 1t?

It Is the selective and
critical acquisition of
Information and Its

MNC/02



then ...

How tO screen
what Is true and

what ?...



NEach time welearn something

new, the astonishment comes from
the recognition thatwe were

wrong before.

In truth, whenever we discover a hew
fact, it involves the

ones.

WE ARE ALWAYS , as It turns out,

N\

fundamentally IN ERROR. 0

Lewis Thomag=nglish Biologist (19131993)




NNot everything t
counted counts;

and not everything that counts
can be countedo

Albert Einstein



Have they ever t

It Is regretable that some epidemiologists,
, feel entitled
to set the rules for clinical practiceas if

they werehormone legislators !...

MNC/02



The Encycl 1 ca

NWhat |1 s especially wc
statements and presribing encyclicals Is

the apparent blinkered belief in the

i nfalli bili1ty of the

Sturdee D and MacLennan A 1 (Editorial) Should epidemiology,the media and
guangos determine clinical practice? Climacteric 2004;7:1-2



NnCommon sense IS not
SO cCOommono

Voltaire



The
Wigl



The recommendations of the WHI
writing group are mainly focused
on rather than individual
health

N T h od describe increased risk
of an entire population,

Rossouw J. Release of the Results of the Estrogen Plus

Progestin Tri al of the Womenos
Implication. Press Conference Remarks July 9, 2002


http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm

Wo me n O S

Heal t h

per 1000 pts over 5 years

CHRT

Event
Coronary Heart Disease 17
Stroke 13
Pulmonary Embolism 8
Invasive Breast Cancer 17
Colorectal Cancer 5
Hip Fracture 4

Global Index 82

No HRT Changes
Event

13
9
4

13
8
6

12




WHI results calculated as

1 year 1 year
CHD 1428
Stroke 1250
VTE 588
Breast Cancer 1250
Colon Cancer 1667
Osteoporotic fractures 227
(totals)
Neves-e-Castro M. Menopause in crisis post-Wo men6s Heal t h | ni

based on personal clinical experience. Human Reproduction 2003;18:1-7



HERS Il vs WHI



MATURITAS

THE EUROPEAN
MENOPAUSE
JOURNAL

wrv.elsevier comincate/ e iuridas

Results {rom WHI and HERS IT - Tmplications for women and
the prescriber of HRT

Manuel Neves-e-Castro*, Goran Samsioe, Marting Déren, Sven O Skouay

(O behalf of the Ewropean Menopause & Andropansa Society {EMAS)

e e m e o



Effect on the risk of CHD

RR 1.29 (CI 1.02-1.63); 29 % increased risk

AR 0.37% vs 0.30% (ie, 37 vs 30 events
annually per 10.000 women)

RR 0,99 (Cl 0.84-1.17); 1% decreased risk

AR 3.66% vs 3.68% (ie, 366 vs 368 events
annually per 10.000 women)



n Un | HERSwhich showed no benefit

or harm _after 6.8 yearsof hormone use,
WHI found more heart diseasén women

taking the combined therapy after 5.2
years O

NThissa key finding because \WH|

results apply to healthy women while
HERS Involve women with heart

disease

RossouwdJ. Releaseof the Resultsof the EstrogenPlus ProgestinTrial of the Wo me n ¢
Health Initiative: Findings and Implication Press ConferenceRemarksJuly 9, 2002
http://www.nhlbi.nih.gov/whi/hrtupd/roussouwhtm



http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm
http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm
http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm
http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm
http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm
http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm
http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm
http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm
http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm
http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm
http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm

Implications of WHI findings for
recently Menopausal Women

There are arguments for and against the concept
that there Is a window of opportunity in recently
menopausal womeduring which postmenopausal
hormones may be beneficial to the heart. A
particular problem with the concept is that many
(If not most) women do not have normal coronary
arteries at the average age of menopause.

Rossouw J, 5th International Sympo



CHD rates In the placebo group go
up markedly with age.

Rossouw J, 5th I nternational Sympoc



Cardiovascular
contradi ct |

. HERS ||

- smokers! (less risk?)

- living alone (more risk?)
- digitalis users (more risk?)



Inthe HERS St udy nit 1 s
explain why hormone therapy

would
events In

Furberg CD, et al. Subgroup Interactions in the Heart and
Estrogen/Progestin Replacement Study. Circulation

2002;105:917-922.



TheNur seos Heal t |
Investigation of primary
prevention indicates that
Nhor mone t her ap
assoclated with coronary

N\

benefil t so.

Grodstein F, Manson JE, Colditz GA, et al. Ann Intern Med
2000;133:933-41



Effect on the risk of breast
cancer

Nonsignificant increased risk
RR 1.26 (Cl 1.00-1.59); 26% increased risk

AR 0.38% vs 0.30% (ie, 38 vs 30 events
annually per 10.000 women)

Nonsignificant increased risk
RR 1.27 (Cl 0.84-1.94); 27% increased risk

AR 0.59% vs 0.47% (ie, 59 vs 47 events
annually per 10.000 women)



Nt hnereased risk of breast cancer
for each woman Iin the WHI study
who was taking the estrogen plus

progestin therapy was actually very
small:

Rossouw J. Release of the Results of the Estrogen

Pl usProgestin Trial of the
Initiative: Findings and Implication. Press

Conference Remarks July 9, 2002


http://www.nhlbi.nih.gov/whi/hrtupd/roussouw.htm

Invasive Breast Cancer

0.051 HR,0.77 — CEE
(95% Cl, 0.59-1.01) — Placebo

0.04

0.034

0.021

Cumulative Hazard

0.014

Events Time, y
CEE g 11 13 18 10 16 & & 5
Placebo 7 20 15 22 24 18 12 & 0

Effects of conjugated Equine Estrogen in Postmenopausal Women
with Hysterectomy.JAMA, 2004;291:1701-1712



NWomen considering t e
should be counseled about an
Increased risk of stroke but can be

reassured about no excess risk of
heart disease or breast cancer for
at | east 6.8 years

Effects of conjugated Equine Estrogen in Postmenopausal Women
with Hysterectomy.JAMA, 2004;291:1701-1712



Breast Cancer and HRT
CGHFBC-Lancet 1997:350:1047/-59

Cumulative incidence/1000 women
(starting at age 50)

5 years 2 new cases
10 years 6 new cases

15 years 12 new cases



HRT and breast cancer risk

+ Women with + Women with
BMI < 25.0 | BMI > 25.0

Use > 5 years 102

|

!

Conclusion: risk restricted to l:ean women
*

Beral, Lancet 1997
|



MWS



Milllon Women Study
Breast Cancer

The authors ( MWS ) also suggest that
HRT may increase, rather than
decrease, the risk of death from breast
cancer, a finding that is at variance with
some previous studies.

Press Release from the British Menopause Society, 2003



Breast Cancer
Million Women Study

An women taking combined HRT for 10
or more years, the group at highest risk
for developing breast cancer, In
absolute terms the excess risk is still
confined to around three-quarters of a
percent of these women. 0

Press Release from the British Menopause Society, 2003



Milllon Women Study

The follow-up for breast cancer
diagnosis was just over 2% years,
meaning that these breast cancers
were almost certainly pre-existent at
the start of the observational period.

Press Release from the British Menopause Society, 2003



Relative Risk

er
Risk of bregst canc
by time In MWS

0 12 18 24 36

months

48
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Figure 17-2. The long preclinical existence of breast cancer based on tumor doubling time. (From Gullino PM: Cancer
1977:39:2697.)



Results for Breast Cancer Mortality With
ET/HT Use Show Consistency

Hunt et al, 1990
Henderson et al, 1991
Willis et al, 1996

Grodstein et al, 1997
Current Use
Past Use

Sellers et al, 1997

Rodriguez et al, 2001
Current Use
Past Use

——
—m—

HE4

——
—

-I-.I.

o |
0

0.1

| O..5. ; ll.O 2l.0 |
Relative Risk of Mortality (95% CI)

10.0



HRT and RR of DEATH from

BREAST CANCER
(MW Study,2003)

never users 238/2894 = 0.0822
current users 191/3202 = 0.0597

ARR = 0.0597/0.0822 =0./3

for mortality = 1.22
for morbidity =1.66

A RR for dying from BC = 1.22/1.66 = 0.73




Postmenopausal Hormone
Therapy and Mortality

N among women who
use postmenopausal hormones i5  than
among nonusers; however, the survival
benefit diminishes with longer duration of
use and iIs lower for women at low risk for
coronary di seaseo0.

Grodstein, F. et ak N Engl J Med 1997; 336: 176Eb



Contraédi ci



Are we being well
|l nf or medé

or ?...



NHor mone Repl ace]
After a Diagnosis of Breast Cancer
INn Relation to Recurrence and
Mortaliltyo

O0oMeara ES et
J Natl Cancer Inst.2001:93:75462



NRecurrent breast cancer was
found In 9% of HRT users
and

O6Meara ES et



" In Breast Cancer Survivors:
Results: Kaplan Meier Survival Analysis

Homonsa

B Cases !
(ERT/HRT)

|
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(no ERT/HRT) l

<

S
s

l \'._}

Hoemenes p=0.005

c
A
-
Q
£
o
=
>
~—
™
P4

s
N
|

50 100 150 200 250
Survival (months)

&
o

DiSaia et al. Am J Clin Cncol Dec 2000




HRT and Breast Cancer

Pregnancy Following Breast Cancer
Gelber 2001
Cases Controls
86 172
Syr survival 97% 86%

|0yr survival  93% 5%



Moderate exercise cuts breast
cancer biomarkers In
postmenopausal women

A Increased physical activity significantly
reduces serum estrogens in
postmenopausal women and thus may
reduce the risk of breast cancer

Cancer Res 2004: 64:2923-2928



Frequent, vigorous activity may up
the risk of ovarian cancer in older
women

A According to 15-year follow up data
from the | owa Womne o s

Cancer 2004:; 100:1515-1521



Occult Breast Cancer

In Situ
BCOs oGr ¢ 1In
young and middle-
aged women.

Nielsen M et al-Br J Cancer 1987:56:814-9



Occult Breast Cancer

Breast
22 women

Nielsen M et al-Br J Cancer 1987:56:814-9



Occult Breast Cancer

. aged more than 40 years

. With late age at first full-term pregnancy
. with alcohol abuse

. With steatosis or cirrhosis of the liver

Nielsen M et al-Br J Cancer 1987:56:814-9



Nur seso Healt h

colorectal
adenomas among regular aspirin
users, particularly those taking the
highest doses.

Chan AT, et al. Ann Intern Med 2004:140:157-166



National Reqistry of Myocardial Infarction

nNWomen with Ml who had used
postmenopausal HRT had aower

mortality rate:
%vsl6,D I N not

et al.Hormone Therapy and-hospital survival after myocardial
Infarction in postmenopausal women. Circulation 2001;104 2302



What Is next ?






The popular belief that only randomized,
controlled trials produce trustworthy
results and that all observational studies
are misleading does a

Concato J. et al. NEJM (2000);342:1887-1892



nNWhi ch cl i ni cal
t he best evid

The do not justify a major

revision of the hierarchy of evidence,

but they do support a flexible approach
in which

Barton S. BMJ 2000:;321:255-256



The Truth?

bjecti ve of Dbot |
to know the trutho .

epicem_iologic :

r how large, gives only o

f the truth(‘)
many VI ews |

the trutho

©Q x OO0
D
n

Bush TL. Int J Fertil.2001;46:56-59



The menopausal hormone therapy
The blind men see an elephanté

Menopausal hormone therapy aptly fits the
metaphor of the blind men describing the
elephant: each touches a part, ear, trunk,
tail, body, and draws a different
conclusion.

We are the blind men. The elephant

IS the data published in a half-century

of medical literature that now includes

the report from the Wo
Initiative (WHI)

Sacket DL. The arrogance of preventive medicine. Can
Med Assoc J 2002;167:363-364




Biased opinions,

be they pro or con,
dishonor the profession

and

harm our patients.

Sacket DL. The arrogance of preventive medicine. Can Med
Assoc J 2002;167:363-364



n WHI : Now t hat t he

ATo publish data that may or may
not be entirely true or certainly
premature

AThe majority of the data that were
published is

level.
Creasman WT. et al. Am J Obst Gynecol 2003;189:621-626



Vd

rej ect e

Discussions about the
management of menopausal
women that are focused only
on hormonal therapy



Interventions
l nvestil gat

Nhormone
replacement therapyo !



Thus,

Studies based ONLY on the use of
hormones do not reflect good clinical

practice!...



V4

rej ect e

Discussions focused only on
hor monal therapy



Because e

Do o To o

v

| must learn how to deal with

Social problems
Psychologic problems

Recommendation about exercise,
nutrition, etc

Medical treatment of lipid disorders,
hyperthension, use of psychotropics



The World Health Organization

Definition of

Na state ophysccalmpl
mental, and social well being

and not merely the absence of
di sease or 1 nfirm

This definition not only expresses the
Interrelatedness of mind, body, and social
context but also stresses the positive
meanings of health.




from being

an empathic person and
a medical doctor

prior to being

a gynecologist



Let us not be obssesed by
what the epidemiologist tell
us



Let us not fool ourselvesé

and let others believe that

we gynecologists are only capable
to prescribe hormones and

V4

anti bl oti cse



NThere are no r
biological active drugs.

There are only

physi cl anso
Kaminetzy HA 1993

€ c

N



Strategies

To solve the crisis

To promote womens health

To prevent diseases of mid-aged women
To compress morbidity (Fries)



The support of good health and
longevity

Aerobic exercise

Rational nutrition

Reduced smoking

Reduced alcohol consumption
Mental ocupation
Pharmacologic interventions




The take-home message Is:

(1)
- Prescribe postmenopausal
hormonal treatments

when clinically indicated,
If not contraindicated!

MNC/02



The take-home message is:
(2)

- The prescription of long-term

hormonal treatments must

depend always on a benefit/risk

analysis in comparison with other
medications and

strategies.

MNC/02



The take-home message Is:

(3)

- No answers from ongoing clinical

trials are indispensable to practice
today a good Medicine !

MNC/02



our main target Is mature wo ma n

health and disease prevention by all
means,

drug and non-drug related.



Is there a Menopausal
Medicine?

There is only ONE Medicine (L.Speroff)
There are only TWO Medicines (MNC):

a Medicine and
a GOOD Medicine




Therefore,
what W e mu S

how to practice a

MEDICINE!

mnc



This Is, after all,
WHEIRVEEEURVYE R
f or t he Dber



\

r (lifes Ie,nutr;{ gngexer Ise, |
{n hormonal and/orRo@ hormonal &
y

edicines|psychological support,etc



and to make a long story

short e



| personally believe that in the healthy early

post menopausal womant he | ong ter
other than relieving vasomotor symptoms,

may play an important role in improving QoL

and in the prevention of CVD, osteoporosis

and Alzheimer, under surveillance.

Systemic estrogens, added when needed to
vaginal progesterone or progestagen loaded
| U D mnay,be very beneficial,largely
overpassing minimal risks.




Preventing a woman from the
benefits of a

sound postmenopausal
hormone therapy

does not seem to be
satisfactory Medicine...

M.Neves-e-Castro, 2000



NThe management
menopausal Women Is now at
crucial point, aturning pointo

Neves-e-Castro M. Menopause in crisis post-Wo meno6s Heal t
Initiative? A view based on personal clinical experience. Human
Reproduction 2003;18:1-7






This Is the new look of
Hormonal Therapy!

&




Now,Womgn can safely

cross the road.!...




INndian summer

Robert B Greenblat



