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Consensus Conference

I nfor ming women about hor mone replacement therapy (HRT)

Final report

1. Introduction

1. The final version of this report was produced &t ¢éimd of the second workshop as a result

of the collaborative effort of the different membeof the scientific committee of the
Consensus Conference.

Like the preliminary version of the report (aval@lnline atwww.partecipasalute)it the
final version has been written based on the assangthat all the information, references
and data provided by the working groups and by eaember of the committee, before and
during the conference, are accurate, precise atependent. The committee has not carried
out any control on the reliability of the data aheérefore cannot be considered liable for
any misuse of the data or references used for téygapation of this report. The report is
completely independent and impartial. However, ¢benmittee has emphasised that this
report is not intended to provide clinical guideknfor the prescription of HRT in the
general population. The content and reliabilityeaich comment and statement should be
professionally and independently assessed becasselarified in the protocol of the
conference (seevww.partecipasalute)it the approach used during the conference and
during the preparation of the report may have sorathodological flaws.

Hence, we advice medical doctors and health prioiesls to take into account the
committee’s guidelines published on the webgitew.partecipasalute,itand to make an
independent analysis of the information before gisie report in the clinical practice.

2. The questions

The committee made every reasonable effort to angwiese primary questions according to the
targets identified in the original protocol:

1.
2.

Which characteristics of the menopause can belatemlias health problems?
Why should we prescribe hormonal replacement ther@tRT), which are the main
objectives of the therapy, which women are eligitdereceive it and what would be the
duration of the treatment?
Which alternatives to HRT, especially non-pharmagual, need more information about:
* Menopausal Symptoms
Cardiovascular Diseases (CVDs) prevention
Bone Fractures prevention
Cancer prevention
Which research areas should be targeted in theefitu
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5. What do women know about menopause and what wheldlike to know?

6. How to critically interpret the data available omst topic? Which are the main risks
associated with the dissemination of deceitful amdeliable information which may
influence the general public and professionals? tGarscientific quality of the information
be improved?

3. Conclusions

An observation from the committee

This report has been specifically produced fordleeral public, medical and non-medical experts
interested in or working in the area of menopause BIRT. Therefore, we have used two different
approaches in order to communicate the main messdgea concise writing style to improve the
clarity and dissemination of the information; 2)specialist and scientific style (in squares) more
accessible to medical professionals. The commiteé the opinion that either the full or the short
version of the report may be used (acknowledgirg atailability in the full document of the
“motivations” of the recommendations written in thghort version). The committee also
encourages a clear identification and separatioringf recommendations briefly reported from the
motivations, more difficult to understand for noedital readers, in order to make the full
document readable using a two-step approach.

The committee also considers the term “hormonalaggment therapy” (HRT) as misleading since

it may imply a situation of hormonal deficiency amtbnsequently, a diseased state. Since this
concept is not in line with the one being usedia teport, the committee recommends instead the
term post-menopausal hormonal therapy (PHT) as napgropriate. However, the term HRT has
been chosen in the report and the terminology lrdeen amended since the document answers to
guestions formulated by the promoting committeéhefConsensus Conference and defined with
specific terms, that are consequently not modiéabl

1.  Which characteristics of the menopause can be linked to health problems?

Menopause is one of physiological phases in womgf@s which could sometimes affect their
quality of life.
The medical problems with a proved association widmopause are:

- Vasomotor symptoms (sweating, flushing)

- Vaginal dryness

- Disturbed sleep
Vasomotor symptoms and disturbed sleep are gepetadlrt-lasting and variable in their intensity.
However, they may significantly affect women’s dualof life. Other medical conditions,
frequently associated with MS (irritability, depsem, osteoarticular pain, weight gain), do not
have a causal link with menopause but they woundlaily require medical attention.

The only clinical signs and symptoms caused by ipause, proposed by a panel of experts, are vasomoto
disturbances, vaginal dryness and related dyspi@rdpainful intercourse) and probably disturbedepldéespeciall
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when associated with night sweating) (1). The prafod cause-effect relationship between psychoddgic somatic
health problems, such as muskulo-skeletal paint jmioblems, back pain, anxiety, depression andalekysfunction
not related to vaginal dryness, with the hormommanges occurring during menopause is missing ansbime of them
psychological justifications are plausible. Howewbese health problems can require medical atenthndependently
of their causal relationship with menopause. Basedhis evidence, a direct and beneficial effecH&®T on these
symptoms and on the overall quality of life of wameeyond the expected effects of HRT on vasomatdrvaginal
problems should not be anticipated.

2.  Why should we prescribe hormonal replacement therapy (HRT), which
are the main objectives of the therapy, which women are eligible to receive it
and what would be the duration of the treatment?

Hormonal replacement therapy should be prescrimedvemen with an early onset of the
menopause, considered as a pathological state,tamiomen with vasomotor problems and
disturbed sleep perceived as important and pensistééaginal dryness and difficult sexual
intercourse (dyspareunia) are not considered @&ifer the recommendation of systemic HRT and
they can be treated with topical treatments, whighgenerally effective.

However, women with milder symptoms may have a tieggerception of the menopause and
therefore they may explicitly request HRT. Theeard for the prescription of HRT in these cases
cannot be defined and generalised and the theiag#an for each patient should be individually
discussed with a medical doctor.

Women should be informed that menopausal symptoaysha short-lasting (with the exception of
vaginal dryness) and benign and they should be eawathe risks and benefits associated with
HRT, of the frequent recurrence of the symptomsrats interruption and of the availability of
non-pharmacological treatments able to alleviatmptgms in order to make an informed and
conscious decision.

Every woman should receive updated and clear irdtion on the available non-pharmacological
treatments and lifestyle modifications programnses (Point 3).

Clear evidence about the optimal duration of tleattnent to effectively control the symptoms is
currently not available. The approved clinical glies should be followed, which specifically
suggest a short duration of the treatment and tegcpption of the lowest hormonal dose able to
control symptoms.

Hormonal replacement treatment in premature mersgpétl 45years) has not been investigated in rarshhlinical
trials (RCTs) to explore the long-term effects dmel risk-benefit ratio. The current evidence prasothe prescriptiof
of HRT in these cases but no precise indicatiotherduration of the treatment is provided.

In general, the frequency and the intensity ofwtasomotor symptoms can be influenced by clinicééiga, ethnicity
and socioeconomic status (2). The effects of HRTn@nopausal symptoms (flushing with sweating anginz
dryness, that can be controlled with topical treaits) are well known (3,4). The effects of HRT be guality of sleep
are less documented but it may be possible a lmledffect in women with intense nocturnal vasoonatymptoms.
The current recommendations therefore suggestithatysence of clinical contraindications (increhsardiovascula
and thrombotic risk, high risk or suspect of brezsticer, vaginal bleeding, liver diseases), HRTukhbe started ir}
women with severe or intolerable vasomotor problatiew doses and for short periods.

The duration of the treatment should be individuddilored based on the periodical reassessmertheofclinical
problems and on the compliance of the patientgesthere are no controlled studies providing spegifidelines on
the duration of HRT. However, the following factansyy have to be considered:

. Symptoms may have a variable intensity and mayrdiesient (with the exception of vaginal symptorims
most women; they may disappear after few montt3#0% of cases and after 4-5 years in 85-90% ofiero(5).
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. A high placebo effect, probably related to the terapy nature of the symptoms. Placebo may red
symptoms by about 50% compared to treatments wsitlogens (85-90%), using different doses and pegioss (oral,
topical) (6).

. A high incidence of relapse (up to 50%) (7) afteg tnterruption of the treatment or even the o@nee of
new symptoms not present at the beginning (8) tlagictfore the necessity to treat the symptomsténgtist delayed.
. The side effects associated with conjugated HRTn{mary tension and vaginal discharges) and

consequent, important increase in diagnostic praesdand performance of hysterectomies (9).

Several women (about 50%) during their perimenoglatiansition require medical attention for hegltioblems not
related to vasomotor symptoms such as vaginal dgyrissomnia and urinary symptoms. The last onesat really
resolved by the prescription of HRT (10).

The urinary problems associated with abnormal aadntrol during menopause have been reviewedrandesults
published in the Cochrane database. The reviewdecd 28 RCTs (including less than 3000 women) andas
published before the publication of the Women Hedtitiative Study (WHI) (11). The review concludétat HRT
might be more useful for the treatment of incomice (more for the urge incontinence than for thiereincontinence)
(12). The WHI study suggested instead that estrogéme or in combination with progesterone didprevent urinary|
incontinence (either forms or mixed forms) and HRaAy increase the severity of the symptoms withyjear (13). The
risk was increased in women with effort incontinerar treated with estrogens alone. The data daalhmi for an
analysis stratified by age and there are no plésé@asons to hypothesize an interaction of thetrment with age.

uce

the

Hormone replacement therapy, based on the curreiderece, is not recommended for the

prevention of menopausal symptoms as it carriaglarisk/benefit ratio related to:

* Increased risk of breast cancer which is direcdgoaiated with the duration of the

treatment and possibly with the type of estro-pstigec agent being used.

* RCTs have not demonstrated the effectiveness of fdRthe prevention of cardiovascular
diseases, particularly for myocardial infarctionhekeas there is evidence for an age-

independent increase in the incidence of strokedaeg vein thrombosis (DVT).

* With reference to osteoporotic fractures, a treatne usually not recommended for their

prevention even if started several decades befierage they become more frequent. .
* The current evidence suggests that HRT may not hapeotective effect on cognitiv
decline and on the prevention of dementia.
Natural progesterone-like agents are associatddanibwer incidence of breast cancer.

e

Breast cancer

Epidemiological and clinical studies have foundreat association between HRT and breast cancer nTdin findings
of these studies are (14):

- An increased risk of breast cancer with the duratib the estroprogestinic treatment. The increaseask
could be observed during the first year, it wasigieally significant after 5 years and it retudn® baseline after }
years from the discontinuation of the treatment.

- Non-conjugated estrogens carried fewer risks tlumjugated estrogens.

- Preparations with micronized progesteron carriegefeisks than synthetic progesterone (15).
- A greater risk was observed in cross sectionalissudompared to RCTs (both with conjugated and 1
conjugated estrogens)
- Definite data on the effects of estrogen or pragestpreparations or on the combined or sequerf
administration of the drugs are not available.

RCTs have usually short follow-up periods and theg an intention to treat analysis (ITT), two fastahich tend tg
decrease the ability to detect the effects of thatinent. The data published from the WHI studkintainto account
the study duration, did not show a difference ia tiortality rate for breast cancer which would iegjlonger follow
up periods due to the long latency of onset of eanc

In addition,

. The WHI study showed that subjects randomiseddeive estro-progestinics had an increased inciden
breast cancer during the first 5 years of followflif), a result usually not detected in observatistudies.

. Consistent methodological doubts have been relatéde lack of correlation between conjugated HR@
risk of breast cancer in treatments with a shoration, linked to the evident exclusion from thedsés of women with

a recent diagnosis of breast cancer (17). Moreifsgealy, women taking HRT and receiving a diagreosf breast
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cancer shortly after the start of the treatmentewess likely to be included, which may have deteed a systemati
bias.

. The publication of the results from the WHI studgtefmined a reduction in the number of HRT

prescriptions in the USA, which was followed byamnsequent decrease by 6.7% (only in women aboye&®) in the
incidence of breast cancer (18). A similar trend baen observed in Canada (19), France (20), Ggrig2dr) and
Australia (22). These observations do not provausal link between the two phenomena; howeverate, dlternative
explanations are completely missing (23).
Under these circumstances, the absent risk forsbzacer related to HRT with estro-progestiniéemafor a period
less than 5 years cannot be confirmed. In additibe, limits of sensitivity and specificity of theain diagnostic
procedures (mammography) have to be taken intouatdo estimate cancer risk in women taking HRThvéstro-
progestinics. This aspect is particularly releviantthe diagnosis of breast cancer in young wongetha tissue of the
mammary glands is denser. These histopathologi@acteristics may delay the detection of earlyceasus lesions
which may be characterised by a more aggressige,stehich would have important consequences foiptiognosis
(16, 24). Hormone replacement therapy is associatddan increased performance of invasive diagagebcedures
and false positive mammographic reports.

Decrease in colon cancer

The WHI study (analysis based on subjects randairtzéhe conjugated therapy) observed a decredbe iimcidence
of colon cancer (prevention of 6 cases per 1000Mevdyear) (25), which is in line with the resultstained from
observational studies. However, the mortality tezomen taking HRT did not decrease and their posgs was evern
more severe due to the more aggressive histo-afical features of colon cancer, reflecting, mastly, a delayed
diagnosis. This may suggest that rectal bleeding,af the most important sign for the early detettf colon cancer
may be confused with vaginal bleeding, a commorcefdbf HRT, which may defer the identification dettumour
(25).

The decrease in colon cancer incidence cannot &@ as an indication for the prescription of HRT Hutould be
theoretically included in the overall assessmerthefrisk/benefit ratio associated to the treatmentvomen younge
than 60 years, the benefits are basically nonexisimce the incidence of colon cancer in this pagn is low and
women with an increased risk (familiar polyposis)develop colon cancer have frequent and speeiis {(endoscopy
to detect lesions as early as possible.

Cardiovascular risk and stroke

The timing hypothesis proposes an interaction betwdRT and the biological age of women (26). Thipdihesis
stems from the contradictory results of observatigiudies (positive association) and RCTs (negatissociation)
The hypothesis proposes that estrogens may prekienformation of atherosclerotic plaques but thegynhave
damaging effects on the existing plaques. Howewlaservational studies are characterised by a gignif selection
bias and a recent meta-analysis (WHI study wasnobided) failed to demonstrate any beneficial effef HRT on
CVD risk (27).

The negative results on CVD risk from the WHI stugyblished in 2002, did not show any interactiathwage. The
study observed an increase in ischaemic heartstiseapecially during the first year of treatmant the results wer
more convincing (caution should be used in therpmetation) when the analysis included subjectspdetimg the trial
(i.e., results were not based on an ITT analy3ikg risk for ischaemic heart disease remained urggwin women
with hysterectomy under treatment with non-conjadagstrogens and an excess number of ictus renfdiagpositive
trend observed in women between 50-59 years wastatistically significant (28). The results frofmetWHI study
looking at the frequency of events, stratified log awere published the following year (29). Thelysia showed the
same negative results when age or number of y@are the onset of menopause were used, confirnfiadack of
interaction with age. The analysis by age grou®s5®, 60-69, 70-79 years), carried out in the Widbdg, supported
neither a protective effect nor a reduced risk @ssed with HRT in younger women.

Subsequently the results were reanalysed usingréiff and more complex statistical methods aimirimproving the
power of the study to verify the consistency of tineing hypothesis (30). The authors clarified ttias analysis was
not originally planned and that the nature of thalgsis was entirely speculative to test the coestsy of the timing
hypothesis. First, the data were pooled togethéctwprobably influenced negatively the generaliighbof the results
to the clinical practice, since HRT is mandatoryimmen without hysterectomy. The analysis showetkrotearly that
the positive trends of ischaemic heart diseasernamdality rate were stronger but still not signéfit. Similarly, the
ictus trend (which had a tendency to increase ateut 1.5 years from the start of the estro-priigesherapy) was
not in agreement with the timing hypothesis, evdrenvage (below 60 years) or menopausal age wees tiako
account (31). Finally, the pooled data showed tifratrisk of stroke in women younger than 60 yeardusing the first
10 years of menopause was not reduced.

More recently, the WHI-CACS (32) study observed ecrdase in coronary calcifications (an indicator
atherosclerosis) in a subgroup of women enrolledhin WHI study (women with hysterectomy and treatdth
estrogens alone). The results, limited to womemwben 50-59 years, showed a substantial reductiocomdnary
calcifications in women treated with estrogens carag to placebo. The outcome variable is a proxgsme and the
duration of the effects on the reduction of corgraicifications was unknown. In addition, it wast glear whether a

A1%
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reduction in coronary calcifications was associatéti a decrease in cardiovascular events in woatdrgher risk for
CVD because of their age (during 7 years of treatnn® changes were observed). The predictive vafusoronary
calcifications in women carrying a low risk, lik®®0 years old women eligible for HRT, was poor dhd same
authors did not recommend HRT for the preventio@9¥Ds (33, 34).

The timing hypothesis is an interesting concept,supported by clinical outcomes of RCTs, whichvs&d neither g
significant reduction in CVD events in women trehteith HRT before 60 years nor an interaction af #strogenig
effects with age (35). Several other analyses,asethe WHI data, have tested the validity of indng hypothesis
and they have unanimously concluded that HRT (ettvithout progestinics) is clinically beneficiadrfthe short-term
treatment of severe and not tolerated menopausabteyns. The same studies concluded that new arledesigned
studies are necessary to test the hypothesisniaropausal women without a history of cardiovasaug factors and
without clinical evidence of atherosclerotic disedmve a low absolute cardiovascular risk (and amacological
treatment would not be required in these cases) 38R None of the main clinical guidelines for theescription of
HRT or for the management of cardiovascular riskdes recommends HRT for the prevention of CVDs37, 38,
39).

Venous thrombo-embolism

The WHI study showed an increased risk for deepowsrthrombosis (DVT) and pulmonary embolism witkald
conjugated estrogens and progestinics (12 excesss aavery 10000 years/woman) independent of ageluding
women between 50-59 years old - whereas the treditwith estrogen only induced a tendency towardsdni risk for
DVT and pulmonary embolism (2 excess cases eveb@d§ears/woman) not statistically significant (40he risk is
higher after the start of the therapy and retutiodshseline after stopping the treatment. Theinskeased with age an
overweight but there was not an identifiable asgtmn with other cardiovascular risk factors, whaduld be used a
screening for women at increased risk and conselyysmevent them from having the treatment. Evearifincrease in
incidence was observed in women carrying the V é&eidactor, most of the cases occurred in women owtth
thrombophilic disorders. The screening for thronttitip disorders is therefore not useful in subjeetthout a history
of DVT, which would be a contraindication to HRTany case. The risk in young women, very low inohlte terms,
was nearly doubled by the estroprogestinic themgoording to an ITT analysis and it was directlgoasated with
compliance to HRT.

A recent meta-analysis has observed that the sisignificantly reduced by the use of transdernsitoprogestinic
compared to oral preparations (41). The data ortrtesdermic preparations are observational but thay have 3
biological plausibility as the prothrombotic actiohthe estrogens is mainly determined by hepatitabolism, which
is not activated by the transdermic administrattbthe drugs. The meta-analysis did not observierdifices betwee
estrogens and estroprogestinics, a result whichdsntrast with the WHI study.

A multicenter case-control study has showed thi&trdint classes of progestinics may have a differisik for DVT. A

greater risk (RR 3,9; CI95% 1,5-10) was associatild nor-pregnan derived agents whereas micronmedesterone
and pregnan derived molecules did not increaseigkdor DVT (42).
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Bone fractures

HRT with estrogens alone or in combination detegsian increase in spine and hip bone mineral ge(&D) and a
significant reduction in bone fractures. The WHIidst showed a 24% decrease in the total numberofures (-34%
hip fractures which is nearly equal to 1 fracturevented per year/per 2000 women; reduction ofafioneand vertebra
fractures by 29% and 35%, respectively) (43). Mafsthe participants in the WHI study were not optwotic. The
decrease in the absolute risk was about 2.5% (N&J'at 5.6 years) for the occurrence of any fraciure population
with an average age of 63 years. However, the asittencluded that HRT was not beneficial not evemwomen at
high risk of fractures and the conclusion was &lse for women with hysterectomy (44).

The increase in BMD with estrogen therapy is weltwmented but there is no additional gain in BMa2-3 years
of therapy, even if not necessarily there is adag@crease in BMD after the suspension of HRT (#Bg data on the
duration of the protective effects on bone heaftbrahe suspension of HRT are inconsistent. A bistaidy (347
women) indicated a prolonged effect of HRT (46)evdas another study (Million Women Study) suggetted the
beneficial effects of estrogens rapidly disappeaaéiédr discontinuing the treatment and after onhe g/ear the
incidence of fractures of women taking HRT was Emio women not taking HRT (controls) (47).

The risk of hip and vertebral fractures is dire@Bsociated with age and it becomes very impog#eat 65-70 years
hence the effects of HRT on the risk for severeténes (femur, spine) between 50 and 60 yearsnaadsolute terms
negligible. Osteoporotic fractures are an imporgaoblem in older women and the hypothesis to pretleem with
pharmacological therapies like HRT started 15-28ryeén advance and interrupted 10-15 years bef@esignificant
increase in fracture risk, does not seem applicablomen carrying a normal risk for fractures. Faises with 3
particularly high risk, like for example in a sititm of secondary prevention, there is a large lakdity of other
effective drugs. Therefore, HRT should only be priged to the selected group of women carryinggh laibsolute risk
of fractures (secondary prevention, secondary pst@sis) when other pharmacological agents camnmoisbd.
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Dementia and mild cognitive impair ment

The neurological effects of estrogens on psychobligitatus, depression, cognitive functions aridfos degenerative
diseases like Parkinson and Alzheimer diseasesngyertant research topics. A neurological timingobthesis has
been proposed to suggest the possible benefidattefof an early start of HRT on neurological dirs (48).
However, a clear therapeutic window has not yenhbdentified and screening criteria for the idantfion of women
at increased risk are not yet available. The WHI-Bt&dy in women above 65 years old observed that MRh

estroprogestinics increased the risk of dementBan®dre cases/10000 women/year), did not preverd nobnitive
decline and did not improve cognitive function 8®@). There are no RCTs exploring the influence BfTtbn the long
term course of these diseases in young women. daB-gohort study in USA (UTAH), in women with aresage age
of 73 years, analysed retrospective data on HRY. (Bie study found a decrease in dementia in woptemiously
treated with HRT. A case control study (includimentraceptive use after 35 years) supported thiotmgsis for the
prevention of early dementia (52). Conversely, Fnamingham study did not report protective effemtscognitive
function (53). Confounding factors have to be tak@#n account for the interpretation of the resittobservationa
studies, such as the healthy user bias and th# bérs by women with a recent diagnosis of dengenfio summarize
there are no data establishing a protective effEEXRT on the risk of dementia or cognitive decl{B4).

3. Which alternatives to HRT, especially non-pharmacological, need more
infor mation

It is important that every woman is informed abthe transient and benign nature of menopausal
symptoms as well as about the availability of phesotogical (HRT) and non-pharmacological
treatments.

Menopause could also provide the chance to heaibfiegsionals to recommend changes in
lifestyle, which would certainly have beneficialfedts beyond menopausal symptoms. Two
important lifestyle changes to recommend are theease in physical activity and the adoption of a
healthy and balanced diet in order to reduce tek of osteoporosis, CVDs, obesity, urinary
incontinence and vasomotor symptoms.

The choice of the different non-pharmacologicahtimeents should be supported by educational and
counselling sessions on the subject of menopause.

Diet during the menopause

It is important to remember that:
. During the menopausal phase the energy and nurienfuirements, due to the characteristic hormgnal
fluctuations, may change considerably to an exteat often energy intake, particularly food withhagh energy
density, has to be adjusted in order to prevenghtejain.

. Some data suggest that natural estrogens fromsayyextracts and several other natural sourcesddoul
alleviate menopausal symptoms. Asian women sedraue less vasomotor symptoms (55).
. Adequate changes in dietary habits could be baakf@prevent other diseases associated with agich as

coronary heart disease (56, 57, 58), cancer (brealsin) (59) and osteoporosis (60, 61, 62).

Several other herbal products advertised for thiefref menopausal symptoms have been studied (@fuga, red
trifoglio, Dong quai o Chinese herb, Enotera oitidahe results have been often negative (63). Qoaifracemosa
seems to reduce flushing but clinical studies hasetested its effectiveness after 6 months andahg-term safety
(64).

Physical activity and menopause

The effect more frequently investigated is assediatith the reduction of cardiovascular morbidibdamortality (65,
66). However, the positive effects of physical @tfi (even with surrogate outcomes) have been dsirated in post;
menopausal women especially for the preventiontegatment of hypertension (67, 68), dyslipidaengi@)( muskulo-
skeletal problems (70), mood and overall qualitylifef (71, 72) (including sleep quality). Physicadtivity reduces
estrogens levels, increases levels of Sex Hormdndirgy Globulin (SHBG) (73, 74), and consequengyable to
reduce vasomotor symptoms and it has a strongiymsitteraction with dietary habits (75). A revidwy the World
Cancer Research Fund (76) suggests a positive effpbiysical activity on the risk of breast (7T)dacolon cancer (78|
79). Protective and beneficial effects can be asuewith minor increases in physical activity lev¢B0) and the
current recommendations encourage at least 30 esmitmoderate physical activity (walking) 5 dayseek.
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4. Whereto concentratethe research initiatives?

The committee has identified several areas of waiceies related to menopause which could be
investigated in RCTs. However, the feasibility (pdes size, resources, ethics) and the clinical
relevance of the results should be evaluated befesggning any new study. The most significant
topic, related to the information and therapeugmdnds of women, is the assessment of potential
treatments able to control menopausal symptoms iangeneral, to improve the quality of life.
These studies may require smaller human and finhresources (smaller samples size) and could
potentially provide useful clinical information tonprove women’s quality of life during the
menopause.

154

Advanced analytical methods should be used togrgethe results and produce more detailed outaoeesures. The
contradictory results observed so far (and theeetbeir weakness) are mostly related to the qtiaktanature of the
main outcomes (quality of life), which makes diffic any robust statistical analysis. The analydistte cost-
effectiveness of HRT's effects and observationademiological studies, including assessment of bieha, lifestyle,
drugs and alternative therapies, should be promoted

The most important RCTs have investigated conjubatdrogens, which are scarcely available in lgalyg Europe
Most of the results from these studies cannot emgdised because of the age and physical chasiitgnf women
enrolled in these trials (initial phase of menomgend supposed to take HRT. It would be appropt@tplan studieg
to investigate the risks associated with the treatsinormally used in our daily practice and in wwamoutinely taking
them to test their effectiveness and efficacy. Thisearch plan would require large financial anthéw investments
but it could potentially provide important inforn@t on the safety (DVT, breast cancer), which hat yet been
investigated in other RCTs.

5. What kind of information about menopause and HRT women would be
interested in?

The information provided to women and to healthrafmes should always be independent and
based on an evidence-based medicine approachen tord

« Explore the concept of menopause as part of theaddife cycle.

» Identify symptoms related to the menopause, thaiattbn and the available treatments.

* Understand the risk and benefits of the treatmdptsrmacological and alternative

therapies).

* Incorporate lifestyle changes in any treatment .plan
During the peri-menopausal period it is importdr@ttwomen realize the possibility of procreation
as well as that natural contraceptive methods noap@ totally effective.

The research carried out by the task force of tbes€nsus Conference has selected and reviewed ciindats
published online. Twenty-four were published by tla¢ional health system (NHS) and by scientificisties and 54 by
private sources (pharmaceutical companies, publishiouses and patients associations) (81). A separslysis
investigated 225 articles published in newspapreegazines and scientific magazines (82).

A closer examination noticed that some articlesitigaarly if published online, were produced usiag non
professional style, they were poorly written and laa inadequate graphical quality. Aspects likeftaguent update$
of the website information, easy access, fast doathlof the web site content, prominent positiortt@webpage o
the main search engines and high quality presentatid not authenticate the truthfulness of thermfation (83).
Nevertheless, some studies have observed thaircéatztors mentioned earlier may influence the peas opinion
about the validity of the information retrieved iol.

The health information was frequently linked (50%ihe articles) to commercial activities or sporssqrarticularly for
herbal products. The scientific sources were ofitenreported and 20% of the articles were writtgrab expert in the
field (the general tendency of the public is tailtite the articles published online to experts kirgy in health
organizations (84). This is not necessarily trug iamay give false credibility to the articles).
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Some studies conducted abroad have found that womeérnrusting the first opinion given by a medieabert, often
have used web based health services to seek adsepamion about a problem related to menopause &8p, This
behaviour has almost certainly been adopted biaitalomen too.

A careful examination by the task force of the infation available about menopause and/or HRT (wehsieaflets,
booklets, fliers) found that only about 20% of théblished material may be useful to make an infarehecision abou
treatments. In addition there is a scarcity of infation produced by the Italian NHS, by patientsoagtions and by
scientific societies (81). The task force concludkdt about 50% of the articles published in lifagazines ang
specialized periodicals might be helpful, but o2%% of the articles in women’s magazines and 30%e&alth
magazines reported reliable information. The reveamphasised the primary role of the NHS to pronzotapillary
and direct diffusion of independent information ealtb reach the general public and health operatomugh the
organization of training courses (continuous mddicaication, CME).

Every woman should be able to exercise her riglttte a conscious and informed decision after sisehlad access t
qualified sources of information able to providdiniee answers to questions related to menopatmsapies, risks
uncertainties still present in research and possibh-pharmacological treatments.

O

6. How to critically interpret the information available on this health issue?
Which are the main risks for the general public and professionals associated
with the dissemination of deceitful and unreliable information? How to improve
the scientific quality of the information?

The first articles published about HRT have inigidlighlighted benefits, subsequently revised by
studies published in the medical literature, whigve characterised the risks associated with the
treatment. The overall quality of the informatioloat menopause (professional and non-
professional sources) is poor and it has clear odetlogical flaws, contradictions and conflicts of
interests (economic and professional). Actuallye tisk related to this misinformation is that
women with non tolerated menopausal symptoms wdeadprevented from having HRT even
though they could benefit from the treatment walatively modest risks. Therefore, it is critical t
deliver scientific and correct information on tharent knowledge, advantages and disadvantages,
including areas of uncertainties, pharmacological aon-pharmacological alternative treatments
and their effectiveness.

The information should neither promote the use BfTHor raise concern about the use of HRT.
Every therapeutic decision should be based on gratmc patient-doctor relationship to take into
account the preferences and priorities of everiepat

The information about HRT before the publicatiortled WHI study was strongly biased by the suppgsesentative
effects, mainly on the cardiovascular system, withtaking into account the several comments on giabable
selection bias occurred in most of the non-randethidinical trials (87, 88). The Italian populatiaas characterisefl
by a smaller CVD risk, compared to cancer riskntbther industrialised countries. Consequentlyrislebenefit ratio
in Italy would have been unfavourable even takimg iaccount the positive effects of HRT on the masscular risk
observed in other observational studies (89, 90addition, unverified health effects like the impement of quality of
life (these outcomes could be only investigateddable-blind RCTs) were used to promote the treatme

After the publication of the WHI study, the suppdseeneficial effects of HRT were questioned and [the
recommendations, not without a lively debate, wieased on conclusive results rather than on spémugabn the
potential positive effects of HRT on various dissgswhich should be investigated more preciselgxperimental
studies and clinical research trials. As a consecgi¢lRT use decreased drastically everywhere. Henyévcould be
speculated that because of the contradictory opgnésound this issue, some women may have dedeack tise HRT]|
notwithstanding the presence of disturbing menoglaysnptoms which may have been resolved by HRT.

The analysis of the data published online suggt®is the quality of the data about health is vdeiaidnd the
information about menopause is often poor and mb¢pendent (91, 92). In Italy, issues related tflimbs of interest
in articles for the general public are generallggented in a limited number of cases, despite pi@an of experts,
who comment on and provide practical recommendstaout menopause, is the reference source magtefndy
chosen (2/3 of articles).The information publishedspecialised journals is based on a more reliablé scientific
approach.
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The task force examined the material published ebsites, leaflets, booklets from public and priveources and th
information on sponsorship is missing in most & tlases. In 30-50% of cases the original sourcegaimation were
not referenced, which was a sign of scarce traesiggrand does not allow the assessment of thebitgliaof the

content (81).

Menopause is described as a physiological phaskeolife cycle in less than 50% of articles andabout 33% the
health problems are presented as a disease, whaghpatentially raise doubts about the general heaitevery
woman.

Most of the articles published in different joumi@hcluded pictures of women much younger than womest likely
to read the article.

Hormone replacement therapy is mainly suggestethitreatment of symptoms but also to improvegiality of life

and mood, even if the effects of HRT are not yetficmed. If we consider websites material, leaflétsoklets written
explicitly for a female readership, HRT is descdlzes a preventative measure in about 75% of themgweutical and
specialised documents and in about 50% of the dentsrproduced by the NHS and scientific sociefld® main
indication to HRT is the prevention of bone fraewibut in about 50% of documents published by s@iesocieties
and publishing houses, often not datable ,HRT é¢emenended for the prevention of CVD events, whileurrently
not supported by the medical evidence.

The risks associated with HRT (the one mainly reggbris breast cancer) are discussed in about 60-80%e
documents published by scientific societies, NH$lighing houses, patients’ associations, and $8 than 50% o
pharmaceutical and specialised documents (82).

Since the most reliable sources of informationgegdly on the web, are in English, a better quaidit the distributed
information implies and goes hand in hand with aegal qualitative and quantitative growth of theentfic

journalism in Italy. The following aspects shoulkl targeted:

D

. A better training of scientific and medical jourisés.

. Journalists should have a better understandingaad&keper critical approach to the discussion @&ndific issues
and a more constructive interaction with experts.

. Declaration of conflicts of interests related te ihsue reported to increase the quality of therinétion as arn
indicator of transparency and to validate the sewfdnformation.

. More attention to avoid an unbalanced use of tfemmation as propaganda.
. Production of official reports with careful selextiand description of the references. The inforomashould be
easily accessible and reliable and it could be lsethe general public as reference to compareother sources o
information.

Similarly to what is already established in thefpessional area, the general public should use @piate criteria to
search for information on internet in order to fyethe quality and independence of the sources.

Milan, 25 June 2008
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