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AS sobre o
climatério sao devidas a:

Uma falta de cultura que impede uma critica
correcta dos resultados publicados

Uma ma pratica da Medicina que ighora a
mulher na sua totalidade

“Lobbies” politicos do NIH ...

Uma falta de honestidade cientifica
manifestada por muitos dos relatores do WHlI

“Lobbies” de varias industrias farmacéuticas
através da actividade de muitos médicos bem
conhecidos que se oferecem... para transmitir

dsS Suas mensagens...
MNC



Convictions are more
dangerous enemies of thruth
than lies

Friedrich Wilhelm Nietzsche



Then, why all this noise?...

Mainly because the conclusions of

recent trials were severely

misinterpreted by the medical
professionals, the media and by the

women, themselves
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Are we today In a



What Is a

YA 1S:

a cruci al POl Nt
a turning point



This IS an over-reaction to a
normal addition to our knowledge,

an addition that permits adaptation to
the best treatment strategies

non-drug and drug-related
with or without hormones

Neves-e-Castro M. Menopause in crisis post-Wo me n0s Heal t
Initiative? A view based on personal clinical experience.Human
Reproduction 2003;18:2512-18



Is Menopause In a

NON



Are Women In a

Why?



Are we, physicians and women,

also In a



In a

In a

In a

of values?

of knowledge?
YES

of atitudes?
YES



Because

We

nave a tend

ency to accept as valid

the

neadlines t

nat circulate in the

media without

full

naving critically read the

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
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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
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Then, how can one today
practice

MEDICINE?



There are two types of medical
practice:

—the Medicine for one individual, at a
time (Clinical Medicine)

—the Medicine for many individuals,
the population, at the same time,
(Social Medicine,Public Health
Medicine)
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Who are the actors ?

The practitioner

The public health doctor

Is a clinician

Sees patients in the office
Treats individuals

Works in Hospitals

Is not a clinician

Does not see patients in an
office

Does not treat individuals

Works in a Public Health
department



Concerns of the

Doctor of an individual
(practitioner)

The Public Health Doctor

Absolute risk reduction
Absolute risk Increase

‘Benefit/risk analisys

*Relative risk reduction

Relative risk Increase

Cost/benefit analysis



But ... today ...

many * Act in their offices as if they
were public health doctors...

practitioners

and many

public health doctors © Act In their departments as if
they were clinicians ..

This Is wrong!



WHI results calculated as:

NNT/1 year 1
CHD 1428
Stroke 1250
VTE 588
Colon Cancer 1667
Osteoporotic fractures 227

Neves-e-Castro M. Menopause in crisis post-Women'’s health Initiative? A view
based on personal clinical experience. Human Reproduction 2003;18:2512-8



Public Health doctors are guided by
what epidemiologists suggest ...

but ...
most epidemiologists only establish

associlations of events and seldom
determine cause/effect relationships
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Practioners are guided:

* by the best available information that
can be extrapolated with validity to
their patients, and

* by their acumulated experience
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thus ...

both,the practitioners who act as If they
were public health doctors,

and the public health doctors who act as if
they were clinicians,

should not overemphasize the
epidemiological associations of events that
are not necessarily cause/effect findings
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and



Neither women taking hormones nor their
physicians

could escape the media message:

postmenopausal hormone therapy
IS dangerous!...

Petitti DB. JAMA. 2005;294:245-246.



Many women taking hormones

were urged by their physicians to
stop taking these medications

iImmediately

or decided to stop taking them on their own.

Petitti DB. JAMA. 2005;294:245-246.



Lessons from t h

“...most articles and broadcast segments
tended to focus exclusively on either the
or the
, heglecting the more even-handed
picture that presented both.

Since the sharply increased
got the most play, news coverage about the
tri al’s findings had an

Denzer S. Editorial. Ann Intern Med.2003:138:352-353



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




0303 2004
THE hMAIL

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.




Stroke

“1 n wo m&iyeaks Dot taking HT,
Ischemic stroke is expected to occur In
3 out of 1000 women during 5 years.

Five vears use of HT would vield 1
additional case of stroke/1 000 wom

EMAS Statement; 2004.




WELL THIS NEW 5TUDY SAYS YES
BUTOVER 120 PREVIOUS STUDIES




WELL THIS NEWSTUDY SAYS YES,
ATOVER 120 REVIOVS STDIES p%e  DIP YOV E

N A SAY No... 6 @ THMfoL




Biased opinions

be they pro or con,

dishonor the profession

and

harm our patients

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



NThNur s e’ s adtonesy
like it could be right and the
Women’ s Heal tcouldl
be wrong,orvice-ver s ao

Rossouw J, 2003

|



~S

i1 f each is ri.c
because the women In the
two types of studies are
different in a way that
researchers have not yet

N\

f 1 gured out o.

(A
|
Vg4

Rossouw J, 2003



oMay Dbe each stud

May be estrogen, In pills, Is not
t he chemical to

P
=3
2% = S) Rossouw J, 2003

1



Menopausal women and their
doctors

are scared about the side effects
O f HRT ...
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Many Doctors fail to persuade
them to go on with HRT,

despite telling that
the benefits are far greater
than any potential risks

MNC/05
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A menopausal woman expects
from her attending physician

to be receptive to all of her complains,

to understand her psychic and physical
concerns,

to support her insecurity and
to help overcome her

MNC/05



For this,

the most important and indispensable
Instrument at the disposable of a physician
iscalledndi al ogueo,

a mix of listening and talking, which means
Intercommunication,

through a lanquage that Is understandable
by that particular woman.

MNC/05



One may easily conclude that

without an adequate technique of
communication, using the proper
language,

Thus,

physiclans must acquire expertise in
the techniqgue of communication

MNC/05



A communication from the
physician to that woman

presupposes awell acquired

and critically digested
Information to be transmitted.

MNC/05



This information derives from a
multitude of sources,

ranging from personal observations

and experience to reports of small or
large studies, done in many different
Individuals and populations,

that often lack external validity, that

IS,

MNC/05



Therefore,
| shall first concentrate on

- HRT and Breast Cancer
and then on

-t he doctor’™s fail |
a conseqguence of poor
communication skills

MNC/05



Finally,
| shall tell you what | have learned

from menopausal women in the last
40 years

MNC/05



Breast Cancer



Hormone replacement therapy and
breast cancer:

Extended use of estrogen for

10 years increases risks by and by
15 years increases risks by

but...upon cessation of HRT,
the relative risk quickly returns to 1.0 |

Coombs N J, Taylor R, Wilcken N. Boyages J. BMJ 2005;331:347-349



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)



Breast cancer survival and the use
of HRT

My real concern is not the junk
science, but the serious scientific
publications by reputable
epidemiologists who describe their
results in terms of relative risk.

Baum M. The Breast (2005);14-178-80



WHI

(JAMA 2002;288:321-331)

“the difference reaches® al most no
statistical significance” (i.e. not
statistically different!)

“the substantial risks for CVD and breast
cancer’ (?!...)




Thusé

“The Dbreast cancer
reported as

but are regarded as
! 17

Utian W. Menopause Management 2003;12:9-10



Wo men'’ 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

72




If Absolute Risks are plotted as
percentages,

Instead of the additionalé

strokes
heart attacks
breast cancers per 10.000 woman/year

one would have, respectively
0.08
0.07
0.08 cases per woman/year

a figure that is easier to interpret !



WHI results calculated as

1 year 1 year
CHD 1428
Stroke 1250
VTE 588
Colon Cancer 1667
Osteoporotic fractures 227

(totals)

Neves-e-Castro M. Menopause in crisis post-Women’s Health Initiative? A
view based on personal clinical experience. Human Reproduction
2003;18:1-7



Breast cancer survival and the use
of HRT

It must be emphasized that we are
talking about an increased incidence of
the disease, which does not
automatically translate into an increase
In deaths from the disease.

Baum M. The Breast 2005;14:178-80



Whi te womand sbetween
the ages of 50 and 94 are:

31.0% from heartdisease
2.8% from breastcancer
2.8% from hip fracture

Brinton LA, Schairer C. N Engl J Med.1997;336:176B75



Cardiovascular vs. Breast Cancer

Mortality / 100.000
(Portugal, 2005)

CV
Women (0.4%)
Men 363.9
Breast Cancer (0.2%)

Boletim N°.114/Agosto 2005;Sociedade Portuguesa de Cardiologia,
WWW.SpPC.pt



Cardiovascular mortality
IS the double of
Breast Cancer mortality



Almost 2/3 of women now diaghosed with
breast cancer are likely to survive at least 20

yeals

e Cancer Research UK researchers estimate that 64%
of women newly diagnosed with breast cancer In
England and Wales will live for at least 20 years -
compared with 44% in the early 1990s.

 More than 7 out of 10 women (72%) are now
predicted to survive for at least 10 years, compared
with 54% diagnosed in the early 1990s.

« Survival in women aged 50 to 69 - the age group In
which breast cancer is most commonly diagnosed -
was even better, with 80% predicted to live for at
least 10 years while 72% survived to at least 20
years.




ENGLAND
SCOTLAND
WALES
Austria
Czech Rep.
Denmark
Finland
France
Germany
Iceland

Italy

Malta
Netherlands
Norway
Poland
Portugal
Slovenia
Spain
Sweden

Switzerland

EUROPE

Prostate

53.8
53.6
48.8
83.6
50.1
41.5
66.5
75.2
75.9
76.2
63.9
39.4
68.4
62.1
38.6
44.0
48.8
65.5
67.4
67.0
65.4

Source: Eurocare study

European Cancer Survival
of patients

Breast

73.6
72.3
69.5
75.4
64.0
74.9
81.4
81.3
75.4
79.6
80.6
74.8
78.2
77.2
63.1
71.9
67.4
78.0
82.6
80.0

/6.1

Skin*

85.6
90.1
79.1
88.2
78.1
88.0
84.0
85.3
89.9
90.9
82.5
65.0
87.7
88.4
57.9
68.9
70.0
89.8
90.6
91.0
84.3

Colon (F)

46.2
47.2
36.5
58.4
36.4
47.6
52.7
58.7
54.5
55.2
52.1
53.3
54.0
53.6
28.7
435
38.8
55.8
54.4
56.3
51.0

after diagnosis

All (M)

Colon (M)

45.7
45.3
40.1
N/A

38.1
43.2
54.0
55.9
50.5
45.9
51.2
35.9
51.9
51.4
26.3
49.0
34.8
55.0
52.2
55.0
49.2

37.1
35.6
34.7
47.5
32.3
335
41.4
44.5
44.1
N/A

41.2
N/A

42.7
40.0
25.2
N/A

31.2
43.9
425
435
40.5

All (F)

50.8
49.5
47.3
57.9
46.0
51.2
55.8
57.9
55.6
N/A

55.6
N/A

55.7
54.9
40.5
N/A

47.0
57.1
57.6
56.7
53.6



Breast Cancer

 The doubling time of an initial cancer
cell, up to the diagnosis of a resultant
lcm tumor, Is most likely greater than
10 years.

* This is why many dormant cancer cells

may e X1l St Il n a“nor mal
MNC/05




Time Course of Breast C

1SS
Genetics Growth Factors Tis
10" X ’, I
10cm =2
10° 0.5cm =2
Breast .
Cancer 10
Cell

Number 10°

Years 0 2 4 6 8 10 12
€Precancer?|€ Pre-mammographic 21 € Clinical=»

s from Mittra et al 2000. BMJ: 321:1071-3 AR




Thusé

« Mammographies
than false positive results !

that may “explode” a few months later...

MNC/05



Occult Breast Cancer

In Situ
BC’ s Gr & 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



Breast Cancer
Estrogens and Progestagens

* The association between HRT use and breast
cancer risk most likely varies according to the
types of progestagens used.

* Breast cancer risk increases with increasing
duration of HRT use by oral but not of

Fournier A et al. Int J Cancer 2005:114:448-454



Breast Cancer
Estrogens and Progestagens

* No significant increases in risk was observed In
users of estrogens used alone (RR 1.1; 95%
Cl1=0.8-1.6) compared with non exposed women
but it was greater in combination with oral
progestagens (RR 1.3; Cl 1.1-1.5)

* The risk was significantly greater (p
<0.001)with HRT containing synthetic
progestagens (RR 1.4; Cl 1.2-1.7) than with
HRT containing micronized progesterone
(RR 0.9; Cl10.7-1.2)

Fournier A et al. Int J Cancer 2005:114:448-454



Progesterone and Breast Cancer

Combinations containing micronized
progesterone appeared to be
associlated with a significantly lower
breast cancer risk than those
containing

Fournier A et al. Int J Cancer 2005;114:448-54



Progesterone and Breast Cancer

Combinations containing micronized
progesterone appeared to be
assoclated with a

than those
containing synthetic progestagens.

Fournier A et al. Int J Cancer 2005;114:448-54



Mortality following development of
breast cancer while using

oestrogen or oestrogen plus progestin:

a computer record-linkage
study

W Chen, DB Petitti and AM Geiger.
British Journal of Cancer (2005) 93, 392 — 398



This study explored survival after
exposure to oestrogen or oestrogen

plus progestin at or in the year prior
to breast cancer diagnosis :

estrogen plus progestin users had

lower all-cause mortality and breast
cancer mortality

Chen W, Petitti DB and Geiger AM. British Journal of Cancer 2005
93, 392-398



Breast cancer survival after hormone
exposure

Breast cancer survival for stage | patients

1.0 =
- \.:: »-,* R — ) -
| I
ey ) —
=
0.9 -
1
|
0.8 -
E only
E+P
Never used
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Overall survival after hormone
exposure

Overall survival for stage | patients

0.8 -
]
J E only
E+P
Never used
0 py S IS — — R —— R ,

0 12 24 36 48 60 72 84 96



Estrogen replacement therapy In
patients with early breast cancer

The mortality rates from breast cancer for
the ERT users was 4.28% compared with

Natrajan PK and Gambrell RD. Am J Obstet Gynecol 2002;187:289-95



Hormone replacement therapy

after breast cancer
7

Several case-control and cohort studies
have noted either no increased risk or
actually less risk of recurrence in

women taking estrogen therapy after
breast cancer.

Creasman WT. Curr Opin Oncol. 2005 Sep;17(5):493-9.



and now...
talking about
RIsksS...



Ha riscos?

E indispensavel que seja dada
Informacao sobre as diferencas entre
e uma

vez que oS primeiros sao a principal causa
de desinformacao e alarmismo, sendo os

favoritos dos media...

MNC/05



Risk factor

Body weight-normal weight : obesity

Age at menopause - 42yrs : 52 yrs

Age at menarche — 14 yrs: 11 yrs

Parity — multiparous : nulliparous

Age at first birth — 20 yrs : 35 yrs

Oral contraceptives — never user.ever user
Hormone replacement-never:5 or
more yrs

Alcohol consumption-none:220 g daily
Serum lipids — normal : raised

Physical activity — activate : inactive

Relative
risk
1:25
1:2.0
1:1.3
1:1.3
1:1.4
1:1.1
1:1.3
1:1.3
1:1.6
1:1.2

Increase
Incidence

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

+ 30%
+ 60%

+ 20%
R. Santen, 2004



relative risk

Various risk factors influencing Breast Cancer Risk

= Hormonal Non-hormonal
74 8
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Risk factors for Breast Cancer Lung Cancer
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Explain the risks in a way that is
understandable....

Compare the risks of HRT with other
better known risks....

MNC/05



Assessment of the
understanding of the risks and
benefits of hormone
replacement therapy (HRT) In
primary care physicians

Williams RS, Christie D and Sistrom C.
Am J. Obstet Gynecol 2005;193:551-6



Respondents that overestimate the
Increase or decrease In risk were making
the error of confusing relative risk with
absolute risk difference.

There is a great need for physician
education about the attributable risks

and benefits of HRT

MNC/05



Strategies to help patients
understand risks

Paling J. BMJ 2003;327:745-8



Risks of breast cancer in non-medicated women
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Risks of a woman medicated with E+P (5.2 years)
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Risks of women medicated with E only (6.8 years)
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Risks of Breast Cancer
according to different factors
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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



“Not everything
counted counts:

and not everything that
countscan be count

Albert Einsteln



Predictia
dificult,

especilally about

t he future

Niels Bohr



“"We are drowl ng
Information,

but starved for knowledge”

John Naisbhilt



Clinical Practice ...



Let us not medicalize the

Menopause..
|l nstead...

Let us holistically
approach the Climacteric
and Aging Women.

MNC /05



Clinical Practice ...

looking holistically at that woman:

a PERSON who is seeking help, and
not as a biological model

In which pharmacological interventions
act with positive and negative effects...

MNC/05



Clinical Practice ...

Improve her Health
concomitantely

with the diagnosis and
treatment of any disease.

MNC/05



Clinical Practice ...

Discuss
Life style modifications
Nutritional changes
Exercise techniques
Treatment options
Overall benefits

Be her partner in the decision making
PDrocess

Make a deal for one year and reevaluate It,
thereafter, every year.




Evidence informed practice

It is clearly time to change “evidence based
medicine” to nevidence informed practiceo .

"I suggest the era of evidence
Informed rather than evidence
basedme di ciI ne has ar

Glasziou P. Centre for Evidence-Based Medicine. University of
Oxford OX3 7LF. BMJ 2005;330:92



Medicina Baseada na Evidéncia

e/ou

Manuel Neves-e-Castro



Medicina Baseada na Evidéncia

e/ou

Lucas Viana Machado



Without clinical expertise, practice
risks becoming tyrannized by

evidence .

Without current best evidence,
practice risks becoming rapidly out
= ‘Lof date, to the detriment of patients.

P N

;‘:; c‘ }) Sackett et al., 1996
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External clinical evidencecan "
Inform, but can never replace,
individual clinical expertise, and it

IS this expertise that decides
whether the external evidence

applies to the individual patient at
all and, If so, how It should be

< integrated into a clinical decision.
=—=¢ r) Sackett et al., 1996
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Aquel a@prandee

mas nao pensa
esta

O que pensa mas
nao aprende

V4

e

Confucius



Se aprendermos e
pensar mos

nem estaremos perdidos
nem seremos perigosos

para as nossas doentes pos-
menopausicas

Wenger NK. Am J Geriatr Cardiol 2000;9:204-9



“Each time we learn something new,
the astonishment comes from the
recognition that we were wrong before.

In truth, whenever we discover a new
fact, It involves the elimination of old
ones.

WE ARE ALWAYS, as It turns out,
fundamentally IN ERROR. ”

Lewis Thomas English Biologist (1913-1993



NThere are no
biologically active drugs.

There are onl
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In conclusion ...

and to make a long story
short e



Qual € o melhor tratamento ?

 As necessidades e preferéncias da mulher sao
decisivas baseadas no conselho do medico

 Nao deve esquecer-se que apesar de haver
muitos tratamentos disponiveis nao sao no
entanto indispensaveis

« Os meédicos tém o dever de dar a sua melhor
iInformacéao independente as suas doentes de
modo a que elas possam fazer as escolhas
acertadas e assim aderir aos tratamentos

Se o0

meédico nao vir contraindicacoes
 Portanto

MNC



IS this

what | have learned
about the menopause,
over the years?

MNC/05



In part, YES

a)

b) | have acquired more skills in the
technique of communication

C)

d) | never forgot that what makes a clinician
worth of this designation is a mixture of his
capacity to be an empathic human being, a
knowledgeable physician and a good
specialist.

MNC/05



The menopausal woman expects
from her attending physician

to be receptive to all of her complains,

to understand her psychic and physical
concerns,

to support her insecurity and
to help overcome her crisis.

MNC/05



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,
wh at wWe must

how to practice a

GOOD
MEDICINE |

MNC/05



Postmenopausal hormone therapy: critical
reappraisal and unified hypothesis

No or local
progestogen
T +
less risk T
Initiation | Initiation
long after +—u— Tbenefit at
menopause } menopause

more risk

Systemic

progestogen

Phillips. Postmenopausal hormone therapy. Fertil Steril 2005



Mensagens Finais

(1)

* Prescrevam tratamentos
hormonais na p0s menopausa
guando clinicamente indicados,
se nao houver contraindicacoes

MNC



Mensagens Finais

(2)

* A prescricao de tratamentos
hormonais de longa duracao
depende sempre de uma analise
beneficio/risco em comparagao com
medicacoes nao hormonais e
estratégias nao medicamentosas

MNC



Mensagens Finais

(3)

* Nao sao indispensaveis
guaisquer respostas dos
ensaios clinicos em curso para
gue se possa hoje praticar uma
boa Medicina

MNC



Evitar gue uma mulher
beneficie de

um bom tratamento
hormonal p0s menopausico

nao parece ser uma
Medi ci na satil sf

Manuel Neves-e-Castro



Primum non nocere :

neither by
nor by

M.Neves-e-Castro
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