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Abstract

Objective: The critical phase of perimenopausal period is marked by a reduction in
estrogen levels, leading to various clinical issues (vasomotor and neurodegenerative
symptoms, increased osteoporosis risk and cardiovascular risk). These complex clini-
cal scenarios pose challenges to clinicians in providing the right support for diagnosis
and treatment. A group of Italian cardiologists, endocrinologists, and gynecologists
conducted a survey among expert colleagues to assess consensus on controversial is-
sues and best practices for screening and treating peri- and postmenopausal women.
Methods: The Delphi methodology was used to analyze responses from a qualita-
tive expert panel comprising 25 cardiologists, 25 endocrinologists, and 25 gynecolo-
gists, selected nationwide. Two consecutive questionnaires were proposed between
February and May 2023. Agreement among experts was assessed following the
Delphi method as developed by the RAND Corporation.

Results: The results of this Delphi Consensus have been shared by the leading sci-
entific societies: Italian Society of Cardiology, Italian Society of Endocrinology,
Italian Society of Gynecology and Obstetrics, and ltalian Hospital Obstetricians
Gynecologists Association.

Conclusions: The experts highlighted comorbidities and hormone deprivation as cru-
cial clinical problems to be evaluated in perimenopausal women, requiring investi-
gation from cardiovascular and endocrinologic perspectives to assess cardiovascular
risk, involving the use of BMI, standard blood samples, endocrine-metabolic tests, and
lifestyle assessment, particularly in women with higher cardiovascular and metabolic

risks candidates for hormone replacement therapy (HRT). The experts also agreed
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botic risk.
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1 | INTRODUCTION

The menopausal transition and the postmenopause represent piv-
otal phases in a woman's life, marked by significant changes that
encompass physical alterations affecting various organs and sys-
tems, as well as emotional adjustments within the socio-emotional
sphere.!

Clinically, menopause is defined as the permanent cessation
of menstruation, typically diagnosed retrospectively after 12 con-
secutive months without a menstrual period in a previously men-
struating woman. It reflects the complete or nearly complete loss
of ovarian function and fertility.? These changes are accompanied
by various clinical manifestations due to estrogen deficiency, im-
pacting different organs and systems. Short-term effects include
vasomotor symptoms, vaginal dryness, and urogenital symptoms,
while long-term consequences encompass osteoporosis and in-
creased cardiovascular risk.® This risk for women is a complex
issue influenced not only by hormonal factors, such as estrogen,
but also by the woman's awareness of her own risk, the recognition
of risk factors by healthcare providers, and the aggressiveness of
the management strategies implemented.* Specifically, estrogen
is associated with a lower incidence of cardiovascular events and
exerts a positive influence on vascular function and tone. Thus,
cardiovascular diseases emerge as the primary cause of mortal-
ity and morbidity in postmenopausal women, placing them at a
similar risk level as men.> Accordingly, effective management of
menopause necessitates consideration of various factors, includ-
ing medical history, current health status, family history, age and
menopausal status, severity of symptoms, personal preferences,
bone health, psychological well-being and lifestyle factors. The
decision to start HRT is highly individualized, and the potential
benefits and risks should be thoroughly discussed with a health-
care provider. Regular follow-ups are typically recommended to
monitor the ongoing appropriateness of HRT based on individual
health status and any changes in risk factors.

Unfortunately, fragmented knowledge and variability in the
clinical practices of physicians can hinder the support available to
many peri- and postmenopausal patients in preventing, diagnos-
ing, and promptly treating cardiovascular and metabolic diseases.
Consequently, women consulting cardiologists or endocrinologists
may not be carefully counseled on gynecologic problems and sexual
experiences. Moreover, the Women's Health Initiative (WHI) data

on the benefits of HRT in improving lipid metabolism and reducing insulin resistance,
thereby mitigating the metabolic risks associated with menopause. However, this

therapy should be tailored considering individual women's comorbidities and throm-

comorbidities, Delphi consensus, intersociety consensus, menopause, perimenopause,

from the past has led to confusion among different specialists in this
field, causing perplexity about the indications and usefulness of hor-
mone therapy (HT) and its potential oncologic or cardiovascular risk,
resulting in a drastic decline in its use.®’

During the menopausal transition and postmenopause, women
commonly refer to the gynecologist, but due to the associated car-
diovascular risks and endocrinological changes, cardiologists and
endocrinologists are also frequently consulted. Reanalysis of WHI
data, innovative studies, and the availability of new molecules and
formulation for HT led gynecologic, cardiovascular and endocrino-
logic scientific societies to reassess the relevance of different risks
in peri- and postmenopause and the role of HT.2° They have col-
laborated on a shared document outlining diagnostic approaches
and management strategies for oncological risk and cardiovascu-
lar health during menopausal transition and hormone replacement
therapy (HRT) use.**

However, within clinical practice, different opinions and hetero-
geneous behaviors persist among professionals regarding the imple-
mentation, intensification, reduction, or cessation of screening for
these conditions. Additionally, debates arise regarding the selection
of one preventive treatment strategy over another, or the decision
to start HT. Often, the ultimate strategy is determined by a personal
decision.*?

In light of this, it is strategic for women's health to evaluate po-
tential variations in the management of peri- and postmenopausal
women regarding different risks and the use of HRT, depending on
the specialist involved (cardiologist, endocrinologist, gynecologist).
Identifying common actions among the different specialists can
serve as the foundation for a multidisciplinary approach to patient
management. In such a model, each physician participating in the
diagnostic and therapeutic process gains a comprehensive under-
standing of the issue and, subsequently, can delve deeper into it
based on their area of expertise. This integration of knowledge aims
not only to streamline the resolution of specific patient issues, but
also to benefit physicians and the scientific community as a whole.
In an era of ultra-specialization and disintegration of knowledge,
this approach enables the amalgamation of strategies and parallel
diagnostic methodologies in a single, simplified and easily accessible
model.

Thus, taking into account the widening of the postmenopausal
population, considering the broad elderly population of European
countries that can be treated, and the increase in the number of
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LOGY,

individuals with concomitant diseases and treatments (and con-
sequently the possibility of encountering situations of peri- and
postmenopausal women in clinical practice that are not precisely
regulated by guidelines and recommendations), a team of Italian car-
diologists, endocrinologists, and gynecologists promoted a Delphi
survey among expert colleagues to assess the level of consensus re-
garding controversial issues and the best practice to apply on when
and how to screen and treat peri- and postmenopausal women. The
degree of agreement among participants and the conclusions were

drawn using the Delphi methodology.

2 | MATERIALS AND METHODS

This study, conducted between February and May 2023, was
spearheaded by authors renowned for their expertise in spe-
cialized fields. They designed a Delphi survey, comprising two
consecutive questionnaires (Data S1—Questionnaires). These
questionnaires were developed following a comprehensive lit-
erature review and were subsequently presented to a panel of
responding clinicians. Data on physicians' demographics, facility
types, geographic locations, and years of experience were col-
lected. Some of this information was utilized as covariates, includ-
ing respondents' age, years of involvement in managing pathology
within their therapeutic area of specialization, and scope of their
work. Furthermore, the participating centers were categorized
based on their distinctive characteristics.

The first questionnaire (Q1) comprised questions with various
structures, organized into four sections (C: cardiovascular, E: endo-
crinologic, G: gynecologic, T: transversal) covering different areas:
(1) approach to gynecologic risks, (2) approach to cardiovascular risk,
(3) approach to metabolic risk, (4) approach to symptomatic healthy
patient, and (5) approach to HRT including indications, timing, and
duration of HRT.

The majority of questions used a scale from 1 (indicating maxi-
mum disagreement) to 9 (indicating maximum agreement). However,
only a minority of questions employed multiple-choice answers or
ranked the proposed items.

The Advisory Board convened to discuss the results of the Q1
survey and subsequently formulated a second questionnaire (Q2) to
address unclear aspects from Q1, and to thoroughly evaluate the
appropriateness of certain diagnostic, therapeutic and management
procedures.

Both questionnaires underwent qualitative validation for con-
tent and face validity. Content validity was assessed internally by
the Advisory Board, while face validity was qualitatively evaluated
by colleagues of Advisory Board members. Their feedback regarding
the clarity and potential ambiguities of the questionnaires was con-
sidered before finalizing the questionnaire versions.

Q1 and Q2, created as computerized questionnaires, were
delivered via a software platform (Sawtooth Software Inc., CBC
ADM KIT SUB Lighthouse Studio). Initially, these questionnaires
were distributed to a qualitative expert panel (EP) consisting of

TRICS

25 cardiologists, 25 endocrinologists and 25 gynecologists, who
were selected by the Advisory Board and strategically located
throughout the country. Q1 was distributed to the EP in February
2023, and the statistical analysis was carried out on the responses
received from 62 participants. Subsequently, in May 2023, Q2 was
send out to further refine topics that had generated ambiguous
responses in Q1, with responses collected in the same month.
The data were analyzed using Microsoft Office Excel, incorpo-
rating specific and tailored functions designed for the objectives
of this study (as detailed in the next paragraph). Statistical anal-
yses were conducted on the respondents for both Q1 and Q2
(Data S2—Contributors).

Expert agreement was evaluated using the Delphi method,
developed by the RAND Corporation.'® This method, widely ac-
knowledged and validated, facilitates consensus-building and
group decision-making across diverse fields.!*'” Rooted in the
fundamental principles of anonymity, controlled feedback, and
statistical group response, the Delphi method is commonly em-
ployed in health research and clinical challenges.’® The method
involves employing a scale ranging from one (indicating maximal
disagreement) to nine (indicating maximal agreement), with five
denoting a neutral opinion on any given item. Expert scores were
subjected to statistical processing to calculate a consensus index.
Interpercentile range adjusted for symmetry (IPRAS) scores, a
metric of score dispersion adjusted for panel symmetry, were
utilized according to the guidelines outlined in the RAND/UCLA
Appropriateness Method User's Manual. This approach was used
to determine the level of agreement for each item. The rationale
behind this approach is that in cases where ratings exhibit sym-
metry, the interpercentile range (IPR) required to categorize a
situation as indicating disagreement is smaller compared to cases
with asymmetric ratings. Asymmetry, in this context, is defined as
“the distance between the central point of the IPR and the central
point of the 1-9 scale, that is, 5”. As the degree of asymmetry in
ratings increases, the required IPR for establishing disagreement
also grows. To address this, the following mathematical function
was devised: IPRAS =IPRr+ (Al x CFA), where IPRr represents the
IPR needed for disagreement under perfect symmetry; Al is the
asymmetry index; CFA is the correction factor for asymmetry. A
statement or indication is considered as indicating disagreement
when IPRi > IPRASI. Using the computation of IPR and IPRAS, each
statement can be classified on the appropriateness of a given di-
agnostic/therapeutic strategy into the following categories: ap-
propriate (panel median of 7-9 without disagreement); uncertain
(panel median of 4-6 or any median with disagreement); inappro-
priate (panel median of 1-3 without disagreement).

According to Italian Law, surveys carried out on healthcare work-
ers do not require approval by Ethical Committees. Participants who
filled out the questionnaire also explicitly expressed their consent to
collaborate in the study.

Statistical analysis was performed by means of SPSS 27.0 (IBM,
Armonk, NY, USA). When appropriate, the significance threshold
was set at 0.05.
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3 | RESULTS

A total of 75 experts were invited to participate in the project.
Thirteen did not respond within the given timeframe. Consequently,
statistical analysis was conducted based on data provided by 62 par-
ticipants (82% of the initial panel) for Q1 and by 47 participants (76%
of Q1 respondents) for Q2. The characteristics of the respondents
are detailed in Table 1.

Experts were asked to define the criteria and to share ways of de-
fining the best diagnostic and clinical approach that each physician,
regardless of their specialty (whether cardiology, endocrinology,
or gynecology), should provide for the peri- and postmenopausal
patient.

The results of the two rounds of Delphi questionnaires, Q1 and
Q2, are summarized in Figure 1. Figure 2 shows items for which
consensus was reached among all specialists involved (cardiologists,
endocrinologists, and gynecologists), highlighting any necessary and
appropriate measures or actions for visits with peri- or postmeno-

pausal women.

3.1 | Approach to the patients in relation to the
gynecologic risk

All experts concur that the primary objective of managing and treat-
ing a postmenopausal woman is to address her physical, emotional,
and sexual well-being, along with implementing preventive pro-
grams targeting urogynecologic, osteoporotic and oncologic risks,
as well as metabolic and cardiovascular diseases (T5). Gynecologists
and endocrinologists, but not cardiologists, agree that factors such
as urogenital syndrome and endometrial thickness should be evalu-
ated in the initial approach (G3-G7).

TABLE 1 Characteristics of the study population.

n=62
Age, years (median, min-max) F 59,31-70
M 57,28-80
Overall working experience, years (median, F 27,0-41
min-max) M 28, 0-51
Field of prevalent activity
Cardiology (n) 18
Endocrinology (n) 22
Gynecology (n) 22
Geographical area
North (n) 19
Center (n) 20
South/Islands (n) 23

3.2 | Approach to the patients in relation to the
cardiovascular risk

Cardiologists, endocrinologists, and gynecologists concur (C1-C5,
C8) that perimenopausal transition signifies a cardiovascular risk
condition. They align on key factors to evaluate in such patients,
including lifestyle, prior cardiovascular diseases, thrombophilia ge-
netic factors, obstetric and gynecologic history, familial predisposi-
tion to cardiovascular events at a young age, lifestyle habits, and
presence of cardiovascular diseases. Additionally, they agree on es-
sential assessment tools such as cardiovascular risk charts, meas-
urement of waist-to-hip ratio and body mass index (BMI, calculated
as weight in kilograms divided by the square of height in meters),
standard hematochemical and endocrine-metabolic tests, as well as
lifestyle evaluation.

Specialists differ in their approaches to good practices for as-
ymptomatic peri- and postmenopausal patients without cardio-
vascular risk. Cardiologists and endocrinologists concur on the
importance of evaluating blood glucose and lipidemia, conducting
electrocardiograms, and screening for thrombophilia, particularly
in cases of familial thrombotic predisposition. Conversely, gyne-
cologists consider these measures as not initially necessary for
all patients but recommend them for individuals deemed “at-risk”,
who are identified and referred for cardiological consultation (C9).

There is consensus to prioritize HRT as the initial intervention for
symptomatic women, offering short-term effectiveness on symp-
tomatology and middle-long term action for prevention of cardio-
vascular disease, such as nutrition and exercise (C12).

Furthermore, experts concur that hot flashes should be regarded
as a cardiovascular risk factor (C7), necessitating hormonal and car-

diometabolic investigations and possible therapy (G2).

3.3 | Approach to the patients in relation to the
metabolic risk

There is consensus among several specialists (E1, E2, E4, E6, E7) on
different points: the menopause is an independent metabolic risk
factor that accelerates the development of metabolic diseases; the
age of menopause and the type of menopause do not influence the
metabolic risk in a diabetic patient; the healthy peri- and postmeno-
pausal patient with a history of polycystic ovary syndrome should
undergo thorough diagnostic investigations of glycid and lipid me-
tabolism; anthropometric parameters (body mass index, waist cir-
cumference) are integral part of assessment to be performed in all
peri- and postmenopausal women by all the specialists who see the
patient; healthy peri- and postmenopausal patient with a history
of obstetrical pathology should undergo evaluation of the throm-
bophilic panel and/or glucose metabolism. Furthermore, consensus
among specialists is observed regarding questions E9-E12 concern-

ing thyroid function, although specific data is not provided.
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[Question n. 1 cardiologists | ] Gynecologists | cardiologists ] Gynecologists |
cos_a [T Hrensien phase o ore o Pe woroprine | approprate | approsrite |
EX [What factors do you consider t@ be 3 priorty T deTg & per and postmencpausal patent’ Tk

C03s | Utestyie factors Sppropriate | sppropriste | sppropriate

o3 b sease 5 te

o3 c uncertain uncertain

Cos.d necologicalfactors uncertain uncertain

cos - 5

2op

€031 | Thrombophile genetic factors

T clnica practice, for the purpose of GeTINg cardiovaseular Tk Ih perr-

, s necessary
<01 appropriate | appropriste | appropriate
= |abstetical history (feta endouterine death, polyatortion, presciampsia, | 7717 e e

In clincal practice, or the purpose of defining cardiovaseular risk In pert

cos 1 : appropriate | approprste | appropriate
% [avnecotogicl history (polyeystc ovary syndrome, endometriois, e s o
ypogonadotropic hypogonadism, primary ovarian falure).
T Tmeal racics, Tor he purpose of deFming cardovaseular ik I perr
, s nacassary-

5" cardiovascular events at a young age, festyie (smoking, diet,exercise), | APPISPINE. || apRIGRISie | appropriaie
ot fas ) 60-80% of women I mamomauEal

cor.r1 Jusansiior are a disturbing factor,they cannot be uncertain uncertain uncertain

factor
Scular 12k a5sesament of perr and postmenopausal Women. 1 §

[coe clinical practice for Atove
i opriate

o8 b i Sppropriate appropriate
Cosc inde
Cos d
o5 panel hormone as5a
cos s ™ ing haS; caff J appropriste
" |aiconol consumption) o
o5 o5y mpromatic perrand postmencpausal women: I the sbsence of cardlovaseular Tok Tactors & good pracice T
€053 | 0o not request any examination inappropriate | inappropriste | uncertan | insppropriate | inaporopriate | uncerain
nd piderniz appropriate ate uncertain

approprite uncertain n
uncertain uncertan | 5op inapproprite

appropriate inappropriate | appropriate [ appropriate [ uncertain

neceszary to request

g o do replac

e 3
e ap:
appropriate uncertain uncertain
Cioe | Echocardiogram Sppropriate uncertain Tnappropriate
€107 | CACCT (Coronary Artery Calcium score] inappropriate nappropriate
[z [T st evel of ntervention for prevention of cardlovaseular dsease I h
Ci23 | Nutrition and exercise
C1a_b | Prescription of appropriate
Ci2c | Hormons replacement therap, for postmeno] spproaate
c15.a uncertain
" |orevention of cardiovascut i

cardiovascular

Hormone replacement therapy should be p appropriste | appropriste
K

appropriate | _sppropriate
disesse uncertain 5 o o
cisc Sppropriate ap:
Ci5d uncertain te = P e
Cise | e uncertain uncertain uncertain uncertain uncertain uncertain
[Ci6.a |77 ik of cardiovascular events incresses by miiation of hormone frm——— | — R ——

roplacament therapy after age 65

s 5
€02_a Aasat type of appropriate appr
T 3
(032 [suterrom hm shout e conered sk of dedopng P e ||
iovaui e
T T
o0 e || e ||
g
el st s oo T =
T
= o e ||| e ||| e
e e TR o7
s |ebrict ol it andotadesn, starin, e
| e
i " ;
: e
S évimderss 2

reduction

:
A st et ot b

B8 [T = obese patient, hormone replacement therapy may herese
5. ncertain
5 b e global cardio! uncer
Ei5c e isk of breast uncertain
5.0 | Tn uncertan | e
5 e | T uncertain__|_inappropriate | inappropriate
cis.s  [Fortheimmalscrseing ofa perpcstmenpausl patr sl [

pine + femur CBM be

T Fostmen oAUzl PaTEnT WiTh TNtenss NEUroVEZETatve Sympatoms and n the sbeence of relevant comorbidies, It i REcessary 1o requre:

W orner investgaton Tnappropriste | mapproprste naporopriove | mappropiate
Go1b | Hormone asavs Sppropriate uncertan nsppropriste
Spproprine uncertain
Spproprate s Sporopriae
nagpropriate
o nsppropriste
T e
Go7a | _Folowuponiy
o ] P T
a2 | Hormonal n
Gors Toapproprsts | insppropiate | nappropriats
Gos_a st o parsmater uncertain appropriate
oo |Urner compiints re s parameter o aways svaoste m the T —
oprosch o
thae] uncertain appropriate
inappropriate | _uncertain__| inappropriate | inappropriate | _uncertain | inappropriate
sppropriste | Sopropriate | appropriate |~ appropriste | sporoprists | spproprate
uncertain__| certain__| _uncertain | _uncertain | _ur | _uncertain
sncertain | uncerain | uncerain | R roprae | oy epre [ S e
Mormone replacement herspy n sorgel memoFatze Tro bw prescrbe
PP e T T T T T
ot Tashes pron
6106 | sweating, plptations,tachycardi, blood pressur changes, lop | unceriain | uncertain | uncertan ucontain | uncertan
ai )
30 < | For  peiod not excasdng Syaws ncorian | uncorin | nappropiate e
G105 | Even boyond th ags o7 60 yeurs oncartain | —uncertain | uncertain Sopropriate
ormone eplacement herspy i e37y marnogavse o be preserbed
T T o | sprepiite | paraniate | anceran | sperpre | sprepi
oo oo
115 | sweating, plptation,tachycardi, biood pressure changes, lop | apprepate | uncertain | uncertan uncensin | uncertan
I e | For a peiod not excesding Syers sncertan | appropiats | appreprite Traporopriats | appropiate
G115 | Even beyond the agsof 50 veurs Tnspproprsts | _uncertan | sporoprate uncenain | sporoprste
G5~ [iermenopauie, the vee o on steprogestn s e Tor
[ e oo
125 | protection of bone mass Spproprite Spproprite
12" | Reduction ofcardiovaseuor uncertan uncertan
Gia he cyce Zopropriste
Gi"e | Therapy of neurovegetative ympromatology Sporoprate approprste
G152 | presence of ot fashes nspproprste
Gi3-b | Smokinghabr sncariain
a1 pren 5
o
(X ol
o [ e peamtonoth Fecemant erapy T porimencpwcas e
G| Sopropriate
1 | Thyroid
Giaze [ ammogr
Giad
Giae
G1a 0
g
140 | o examinaton Tappropiate
Vasina estogens
[T T naporopriste | unceran | srproniae ncertain | nappropriate | uncertain
T uncertain | uncertain | inappropriste | Sinappropriate™] _uncertain | inappropriate
They previous breast cancer | appropriate I BEPiOpHte| _uncertain uncertain } uncertain I uncertain

They have the same contraindications as HRT uncertain uncertain__| _inappropriate’ Uncertain uncertain inappropriate

[T prioky targetof the management of 3 woran wih menapavse shouid mlude
appropriate.
oncological pathology of sppropriate | sppropriste | sppropriate

bollc and cardiovascular disoders | seoropnste | sppropriate | —appropriste

T uncerian | sopropraie | uncertan

FIGURE 1 Appropriateness of responses to Questionnaires 1
and 2 evaluated according to the RAND/UCLA method, by clinical
specialty of respondents.

3.4 | Approach to symptomatic health patients

In cases involving highly symptomatic patients, unanimous agree-
ment among all specialists exists regarding the necessity for con-
ducting additional investigations and implementing pressure diaries.
However, gynecologists do not find it necessary to prescribe hor-

mone assays and electrocardiogram (G1).

3.5 | Approachto HRT

While there is consensus among experts regarding the early pre-
scription of HRT for symptomatic patients, extending beyond the
age of 60years old (G9) in spontaneous menopause, differences
emerge for women experiencing surgical or early menopause (G10,
G11). In fact, only gynecologists deem it appropriate to prescribe
HRT early and beyond the age of 60 in asymptomatic patients, both
in surgical and, together with endocrinologists, in early menopause.
On the other hand, cardiologists agree solely on prescribing HRT in
symptomatic patients.

Regarding cardiovascular implications, specialists align on the
fundamental examinations (C10a, C10b) preceding HRT in women
with high cardiovascular risk. Notably, only gynecologists consider
thrombophilic screening (C10c) unnecessary, and similarly, endo-
crinologists, unlike cardiologists, do not advocate for electrocar-
diograms (C10d). Additionally, there is general consensus regarding
HRT as a risk reduction strategy in asymptomatic early menopausal
patients (C14) and those undergoing surgical menopause (C15).

As regards metabolic implications, there is a substantial agree-
ment on metabolic advantage of HRT (E14), but not in obese women
(E15).

There is general consensus on indications and contraindications

of estroprogestins in perimenopause (G12, G13).

4 | DISCUSSION

The current Delphi project was designed with the specific purpose to
develop a multidisciplinary model endorsed by three different spe-
cialized figures. The study highlights a different approach to man-
aging menopausal women, depending on the specialist overseeing
their care. Cardiologists and endocrinologists often tend to under-
estimate all the changes related to sexual and relational experiences
and the gynecologic oncologic risk. Conversely, while acknowledg-
ing an increased cardiovascular risk in such women, gynecologists
may not consistently initiate discussions on preventive measures.
The data clearly demonstrate a unanimous agreement (Table 2)
among the different specialists regarding the primary goal of manag-
ing and treating peri- and postmenopausal women: the prevention of
metabolic and cardiovascular diseases. This transitional phase rep-
resents a cardiometabolic risk condition. There is a general consen-
sus on the relevance of the anamnestic risk factors to be evaluated
(generic, cardiovascular, obstetric, gynecologic, hot flashes), on the
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QUESTIONNAIRE 1

QUESTIONNAIRE 2

Question n. Cardiologists | Endocrinologists | Gyr logi: Cardiologi I Endocrinolog
The transition phase from pre- to peri- to post-menopause represents a : 5
C01_a : 5 B appropriate appropriate appropriate
cardiovascular risk condition.
C03 What factors do you consider to be a priority in defining a peri- and post-menopausal patient's cardiovascular risk?
C03 a Lifestyle factors appropriate appropriate appropriate
C03_b Previous cardiovascular disease appropriate appropriate appropriate
C03_f Thrombophilic genetic factors appropriate appropriate appropriate
In clinical practice, for the purpose of defining cardiovascular risk in peri-
coa r1 and pos.tmer?opause, itis necessary to investigate the Yvoman‘s . e i SR
- obstetrical history (fetal endouterine death, polyabortion, preeclampsia,
gestational diabetes).
In clinical practice, for the purpose of defining cardiovascular risk in peri-
and postmenopause, it is necessary to investigate the woman's . :
C05_r1 . g, 5 bl appropriate appropriate appropriate
gynecological history (polycystic ovary syndrome, endometriosis,
hypogonadotropic hypogonadism, primary ovarian failure).
In clinical practice, for the purpose of defining cardiovascular risk in peri-
06 11 and !)ost-menopause, it is necessary to. investigate fé|11iliarity for ‘ S T SR
- cardiovascular events at a young age, lifestyle (smoking, diet, exercise),
presence of cardiovascular disease.
C08 In clinical practice for cardiovascular risk assessment of peri- and postmenopausal women, it is essential to use:
C08_a |The cardiovascular risk chart appropriate appropriate appropriate
C08 b |The measurement of the waist-to-hip ratio and Body Mass Index appropriate appropriate appropriate
C08_d |The standard hematochemical and endocrine-metabolic tests appropriate appropriate appropriate
o8 f The lifestyle assefsment (sedentary lifestyle, smoking habit, caffeine and e AT e
~ alcohol consumption)
C09 In asymptomatic peri- and postmenopausal women, in the absence of cardiovascular risk factors, it is good practice to:
C09_b Assess blood glucose and lipidemia appropriate | appropriate | appropriate | appropriate | appropriate [ uncertain
C10 In women with a higher cardiovascular risk profile in whom the decision is made to do replacement therapy, it is necessary to request:
€10 a Cardiology consultation I appropriate | appropriate appropriate appropriate | appropriate | _appropriate
C10_b Routine blood chemistry tests | appropriate | appropriate appropriate appropriate | appropriate | appropriate
12 The first level of intervention for prevention of cardiovascular disease in healthy postmenopausal women includes:
C12 a Nutrition and exercise appropriate appropriate appropriate
G198¢ Hormone replacement therapy in symptomatic women for postmenopg _appropriate appropriate appropriate
Hormone replacement therapy should be prescribed for cardiovascular s . . 5 :
C14_a = S - t uncertain appropriate appropriate appropriate appropriate appropriate
= risk reduction in asymptomatic early menopausal patients.
C15 In women <60 years old with recent hystero-annexectomy and no cardiovascular risk, initiation of hormone replacement therapy with estrogen alone:
E15:b reduces mortality from cardiovascular disease uncertain appropriate appropriate appropriate appropriate appropriate
C15°¢C reduces the risk of osteoporotic fractures appropriate appropriate appropriate appropriate appropriate appropriate
Cc15 d reduces the risk of cognitive decline uncertain appropriate appropriate appropriate appropriate appropriate
The risk of cardiovascular events increases by initiation of hormone : .
C16_a appropriate appropriate appropriate
= replacement therapy after age 65.
Menopause is an independent metabolic risk factor that accelerates the W L
EO1_a e appropriate appropriate appropriate
development of r_netabollc d&ase.
02 a Age ét menopause §n<i fype of menopause do not affect metabolic risk in S ST s
= a patient already with diabetes.
The healthy peri- and postmenopausal patient with a history of polycystic
E04_a ovary syndrome should undergo in-depth diagnostic investigation of appropriate appropriate appropriate
glycid and lipid metaboli_sm.
Assessment of anthropometric parameters (body mass index, waist
E06_a circumference) is an integral part of cardio-metabolic risk assessment of appropriate appropriate appropriate
peri- and postmenogausal women.
The healthy peri- and postmenopausal patient with a history of
07 a obstetrical Patholog\f (fetal .endoutenne death, po!yabortlor?, R T smaee
= preeclampsia, gestational diabetes) should undergo evaluation of the
thrombophilic panel and/or glucose metabolism.
E14 The use of hormone replacement therapy brings from a metabolic point of view:
E14 ¢ An improvement in lipid metabolism appropriate appropriate appropriate
E14 d A reduction in insulin resistance appropriate appropriate appropriate
For the initial screening of a peri-/postmenopausal patient, it is critical : 5
E16_a s " s appropriate appropriate appropriate
that lumbar spine + femur CBM be performed at an appropriate timing.
GO1 For a peri- and postmenopausal patient with intense neurovegetative symptoms and in the absence of relevant comorbidities, it is necessary to require: |
GO1 e Pressure diary I appropriate I appropriate | appropriate appropriate | appropriate | appropriate I
G02 A woman presenting with hot flashes requires:
G02 b Hormonal and cardiometabolic investi_@tions and possible therapy I appropriate I appropriate | appropriate
G09 Hormone replacement therapy in natural menopause should be prescribed:
G09_b Precociously only in symptomatic patients | appropriate I appropriate | appropriate I appropriate | appropriate | appropriate
G09_d Even beyond the age of 60 years | uncertain | uncertain | uncertain | appropriate | appropriate | appropriate
G10 Hormone replacement therapy in surgical menopause should be prescribed:
G10 d Even beyond the age of 60 years I uncertﬂn | uncertﬂn | uncertﬂn appropriate | appropriate | appropriate
G12 In perimenopause, the use of an estroprogestin is indicated for:
G12 b Protection of bone mass appropriate appropriate appropriate
G12 d Regularization of the cycle appropriate appropriate appropriate
G12 e Therapy of neurovegetative symptomatology appropriate appropriate appropriate
For the prescription of hormone replacement therapy in postmenopausal women in a healthy woman, it is necessary to
oLt preliminarily prescribe:
G14 a Routine blood chemistry tests appropriate appropriate appropriate
G14 ¢ Mammography appropriate appropriate appropriate
G14 f Transvaginal ultrasound appropriate appropriate appropriate
TOS The priority target of the management of a woman with menopause should include:
T05_a The prevention of breast cancer pathology appropriate appropriate appropriate
TO5 b The prevention of oncological pathology of the genital sphere appropriate appropriate appropriate
T05 ¢ The prevention of metabolic and cardiovascular disorders appropriate appropriate appropriate
FIGURE 2 Response items that were unanimously agreed upon by the participating specialists.

85U8017 SUOWWIOD BAII8.D 3(edl|dde auy Aq peuIenob afe sapie YO 8sn Jo sa|ni Joj Akeid T 8UIIUO AB]IM UO (SUORIPUOD-PUR-SLLIBI WD A8 1M ARe.d 1 jBulUO//SdNL) SUOIPUOD Pue SIS | 8L 88S *[7202/20/92] Uo Aeiqiauliuo Ao|im ‘ezueides eTewoy 1a AisAIUN Ag 8itST 0B(1/200T 0T/I0pAW00 A8 M Aselq 1 pul|uo'uABgoy/:sdny wouy pepeojumod ‘0 ‘6/vE6.8T



COLACURCI ET AL.

TABLE 2 Shared diagnostic and screening criteria to assess the
peri-/postmenopausal woman.
Cardiovascular risk
Factors to assess cardiovascular risk:
Lifestyle factors;
Previous cardiovascular diseases;
Thrombophilia genetic factor;

Obstetric history (fetal endouterine death, polyabortion, pre-
eclampsia, gestational diabetes);

Gynecologic history (polycystic ovary syndrome,
endometriosis, hypogonadotropic hypogonadism, primary
ovarian failure);

Familiarity for cardiovascular events at a young age, lifestyle
(smoking, diet, exercise), presence of cardiovascular
diseases.

Measures appropriate for cardiovascular risk assessment:
Cardiovascular chart risk;
Measurement of the waist to hip ratio and body mass index;
Standard hematochemical and endocrine-metabolic;

Lifestyle assessment (sedentary lifestyle, smoking habit,
caffeine and alcohol consumption).

In asymptomatic patients without cardiovascular risk, it is
appropriate to assess blood glucose and lipidemia.

In patients with high cardiovascular risk, the prescription of
hormone replacement therapy must be preceded by:

A cardiology consultation;
Routine blood chemistry tests.

The first medical interventions in the prevention of cardiovascular
disease:

Intervening on diet and exercise;
Prescribing HRT in symptomatic women.

In asymptomatic, early menopausal patients, HRT should be
prescribed to reduce cardiovascular risks.

In women <60years old with recent hysteroadnexectomy and no
cardiovascular risk, initiation of HRT with estrogen alone:

Reduces mortality from cardiovascular disease;
Reduces the risk of osteoporotic fractures;
Reduces the risk of cognitive decline.

In women >65years old the initiation of hormone replacement
therapy increases the risk of cardiovascular events.

Metabolism

Menopause is an independent metabolic risk factor that
accelerates the development of metabolic diseases.

In a patient with diabetes, the age of menopause and the type of
menopause do not influence the metabolic risk.

The healthy peri- and postmenopausal patient with a history
of polycystic ovary syndrome should undergo thorough
diagnostic investigations of glycid and lipid metabolism.

The assessment of anthropometric parameters (body mass index,
waist circumference) is an integral part of cardiometabolic risk
assessment.

(Continues)

Wi LEYJ—7

TABLE 2 (Continued)

The healthy patient with a history of obstetrical pathology
(endouterine fetal death, polyabortion, pre-eclampsia,
gestational diabetes) should undergo evaluation of the
thrombophilic panel and/or glucose metabolism.

Hormone replacement therapy (HRT)

HRT always results in improved lipid metabolism and reduced
insulin resistance.

For the initial screening of a peri-/postmenopausal patient,
perform lumbar spine and femur CBM at an appropriate
timing.

In the peri- and postmenopausal patient with intense
neurovegetative symptoms and no other important
comorbidities, provide a constant assessment of pressure over
time.

In a woman with hot flashes, effect a thorough hormonal and
cardiometabolic evaluation, and possibly start a therapy.

Hormone replacement therapy in natural menopause should
be started early only in symptomatic patients and can be
prescribed to patients >60years old.

In patients who have undergone surgical treatment, hormone
replacement therapy can be prescribed to women >60years
old.

In perimenopause, use of estroprogestin to regularize the cycle
and to treat for neurovegetative symptoms.

In healthy postmenopausal women, the prescription of hormone
replacement therapy must be preceded preliminarily by a:

Routine blood chemistry test
Mammography

Transvaginal ultrasound

essential instruments to use (cardiovascular chart risk, measurement
of the waist to hip ratio and BMI), on the standard hematochemi-
cal and metabolic tests both for screening and preliminary to HRT.
Moreover, specialists agree to consider HRT as a first level inter-
vention for symptomatic women to relieve symptoms and prevent
cardiovascular disease. Moreover, HRT is recognized as a tool to im-
prove the metabolic profile, also in symptomatic women in high-risk
condition such as early and surgical menopause beyond the age of
60years. HRT for menopausal women encompasses testosterone
therapy, offering potential benefits for sexual well-being, energy lev-
els, and body composition. Non-pharmacological approaches, such
as regular physical activity and cognitive-behavioral therapy, are also
recommended for managing menopausal symptoms. Additionally,
energy-based devices, such as lasers and radiofrequency devices,
could be considered as potential treatments for management of
peri- and postmenopause symptoms.w'28 The wide chapter of the
most recent studies on alternative non-pharmacological therapies
would deserve a separate Delphi survey, and for this reason the
study design, which was not intended to evaluate every aspect of
currently available therapies, focused the topics submitted to the EP
to those on which clinicians could express their opinion with a view
to a multidisciplinary approach.

Some differences arise in the approach to the patient depending
on the referring specialist. Generally, gynecologists are inclined to
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prescribe less first level examinations and second level cardiovas-
cular/thrombophilic diagnostic tests in healthy asymptomatic and
symptomatic peri- and postmenopausal patients without cardiovas-
cular risk. They also refrain from requesting further cardiovascular
and thrombophilic diagnostic investigations when prescribing HRT
in cases where cardiovascular risk factors are present, a practice also
observed among endocrinologists.

Once more, differences emerge in the indications for HRT across
three conditions: natural, surgical, and premature menopause.
Cardiologists favor the symptomatology aspect when recommend-
ing HRT, while gynecologists prescribe ERT early even in the ab-
sence of symptoms for women in surgical menopause and (as well as
endocrinologists) for those with premature menopause, suggesting a
greater perspective of prevention and long-term general well-being.

The results of the present study challenge the conventional no-
tion of menopause as an abrupt, binary event and instead emphasize
the concept of the menopausal transition—a dynamic period charac-
terized by a range of changes in a woman's life. This period is clas-
sified according to the Stages of Reproductive Aging Workshop?’
staging system, which delineates three distinct phases (reproduc-
tive, transition, and postmenopause). Each stage is defined by its
typical duration, menstrual cycle characteristics, hormone levels,
antral follicle count, and associated symptoms. The paper also delves
into the clinical manifestations of menopause, which are categorized
as short-, medium-, and long-term symptoms. These include vaso-
motor symptoms, neurovegetative symptoms, psychological and
genitourinary alterations, osteoporosis, increased cardiovascular
risk, and cognitive decline. To address these multifaceted comorbidi-
ties, the paper advocates for a comprehensive therapeutic approach
that encompasses behavioral measures, lifestyle changes, and the
subsequent introduction of specific medical therapies.

HRT is recognized as the gold standard treatment for managing
menopausal symptoms.so'34 Tailored HRT therapies are designed
to align hormone levels more closely with natural physiological
patterns. The Italian Menopause Society® recommends HRT for
symptomatic women, preferably under the age of 60 or within
10years of menopause, excluding contraindications such as abnor-
mal uterine bleeding, breast cancer, and venous thromboembolism.
Additional considerations include using the lowest effective doses
for the shortest duration to mitigate breast cancer risk. The benefits
of HRT are substantial, reducing all-cause mortality, cardiovascu-
lar disease, and osteoporotic fractures. However, the procoagulant
effect of estrogen-progestogen therapy necessitates caution in pa-
tients at high-risk for thrombophilia and in those with risk factors
such as cancer or smoking.35 Moreover, the oncogenic potential of
HRT, which was originally misinterpreted from the Women's Health
Initiative Study, has undergone a revaluation. It is now categorized
based on its effects on tumor recurrence, which can be classified
as advantageous, neutral, relatively contraindicated, or disadvanta-
geous depending on the specific cancer type.3¢ This comprehensive
scientific understanding aims to dispel unfounded fears and guide
evidence-based decision-making for both healthcare providers and
menopausal women considering hormone replacement therapy.®”

TABLE 3 Main topics on which there was consensus among the
participating experts.
Treating menopausal patients with comorbidities and comedications
requires a particular multidisciplinary approach.

Early diagnosis of illness related to hormone deprivation in
menopausal women requires a careful consideration of the
available diagnostic tools.

In patients with surgical or early menopause, treatment with
hormone replacement therapy can be useful to reduce
symptoms and cardiovascular risk.

Careful risk/benefit balance between thrombotic and cardiovascular
risk should be performed before the starting of treatment with
hormone replacement therapy.

The Delphi method facilitated consensus among experts, under-
scoring the importance of not underestimating the symptoms and
consequences of hormonal deprivation in peri- and postmenopausal
women. This consensus challenges the conventional “on demand”
clinical scheme and advocates for a proactive screening approach,
which involves favoring aggressive screening of comorbidities and
an early treatment with hormonal replacement therapy. This stance
differs from experiences reported in real-world clinical prat:tice.38'39
In practice, therapeutic inertia, an “on demand” approach and lack of
a clear clinical identity of the peri- and postmenopausal women co-
hort, suggest a different perception regarding the potential severity
of menopause consequences.

In addition, many patients may not receive diagnostics tests or
receive them in the wrong time window. The clinical relevance of
menopausal mediated symptoms suggests that awareness of hor-
mone deprivation should be increased. Attention should be given to
the correct screening and prompt treatment of major comorbidities

in menopausal woman and their potential adverse outcomes.

5 | CONCLUSIONS

The Delphi project revealed variations in how experienced Italian
cardiologists, endocrinologists, and gynecologists approach the
assessment of menopausal women. These differences primarily in-
volve variations in the type and sequence of investigations to be
conducted. This evidence implies the need for an integrated training
between specialists of different backgrounds to reach a diagnostic-
therapeutic protocol shared by all healthcare workers involved in
the health of menopausal women. However, all specialists consider
cardiometabolic comorbidities and hormone deprivation as a critical
clinical problem to be addressed and evaluated in peri- and post-
menopausal women.

The Delphi study conducted among Italian expert cardiologists,
endocrinologists, and gynecologists revealed a high degree of con-
sensus on several controversial topics and the optimal approaches
for managing peri- and postmenopausal women (Tables 2 and 3).

Regarding cardiovascular risk, the panel agrees on defining the
perimenopause period as a “vulnerable phase”. Consequently, it is
imperative to investigate related cardiovascular, endocrinologic, and
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gynecologic factors. Gynecologic risks must be consistently consid-
ered and assessed.

Treating menopausal patients with cardiovascular and metabolic
risks requires a multidisciplinary approach that involves careful con-
sideration of available diagnostic tools.

The cardiovascular risk in peri- and postmenopausal women
should be assessed through the routine clinical use of cardiovascu-
lar risk chart, measurement of the waist-to-hip ratio and BMI, stan-
dard hematochemical and metabolic tests, and an in-depth lifestyle
assessment.

The panel agreed on the definition of menopause as a stage
of women's lives in which certain risk factors—both oncologic and
cardiometabolic—become predominant. It is recognized as an inde-
pendent metabolic risk factor that accelerates the development of
metabolic and subsequent cardiovascular diseases. Moreover, the
panel acknowledged that the use of HRT can potentially ameliorate
this risk due to its role in lipid metabolism and reduction of insulin
resistance.

In particular, the panel strongly suggests conducting gyneco-
logic, cardiovascular, and endocrinologic evaluations in all women
to assess various risks, including cardiovascular and metabolic risk
profiles, independently of the need for HRT.

Finally, HRT is regarded as a primary intervention in symptom-
atic menopausal women, serving as a risk reduction strategy in
asymptomatic early menopausal patients and those undergoing sur-
gical menopause. Additionally, it should be prescribed early for the
treatment of symptomatic patients experiencing spontaneous early

menopause.
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