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ABSTRACT
Objective: Tescosterone (T) therapy has been shown o be breast protective in both pre- and post-menopausal parients. Additionally, estradiol (E) does
nor cause breast cancer (B in the majoricy of the world's lirerarures, This soudy aimed wo investigare the incidence of invasive BC (TBC) in pre- and post-
menopausal women treated with T thermpy and T in combination with E (T/E).
Materials and Methods: Since _r:"llillfl,r}' 2000, a voral of 2377 pre- and En:lgr-r'rl,t.:lmj1a|.|$a| women were treated with T or TFE implants. 1BC rates were
reported based on newly diagnosed 1BC cases in the voral study. Toral cases divided by the ol sample size and yeaes in study was expressed as an incidence
per 100,000 person-years (P-Ysh. The BC incidence was compared with age-specific Surveillince Epideminlogy and End Resule (SEER) incidence rues.
Results: As of October 2020, 14 cases dingnesed with [BC have been found in 9,746 P-Y of follow up for an incidence of 144 cases per 100,000 P-Y,
substantially less than the age-specific SEER incidence mres (223 100,0000, placebo arm of Women's Health Initiacive Srudy (330/100,000), and never users
of hormone therpy from the Million Women Study (312/100,000),
Conclusion: T andfor TVE peller implants significantdy reduced the incidence of BC in pre- and pest-menopansal women. The additon of E did nae
increase the incidence over using T alone, This is the second mul-year long-term study demonstrating the benefits of T therapy in reducing the incidence
of IBC.
Keywords: Peller, restosterone pellet implantation, esoadiol, breast cancer risk, hormone replacement cherapy
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Key Points
*  In the Unived Scaves, 240,000 women will develop breast cancer (BC} annually and 40,000 will die from the dissse.
*  Testosterone hormone optimization has been shown o reduce the incidence of invasive breast cancer in women.
*  This soudy (The Testosterone Therapy and Breast Cancer Incidence Study) is the largest long term study to further demonstrate chis benefic and shows

a reduced incidence of 1BC in women tiking testosterone and estradiol sub-cuaneous hormone peller cherapy.
Introduction

Hormone replacement therapy (HRT) is a cype of weatment that involves taking hormones to prevent or treat certain medical conditions and/
ot symproms associated with female menopause and pre-menopause. These symptoms can include hot flashes, insomnia, vaginal atrophy,
accelerared skin aging, vaginal dryness, decreased muscle mass, sexual dysfunciion, night sweats, fatigue, joing pain, and others. These spmptoms
are in large part relaved o diminished levels of sex hormones, Improvement of symproms is achieved through hormone replacement and
optimization, Furthermare, long-term benefits of HRT include reduced risk for bones, heart, brain, and different cancers {1-3).

In the United States, 240,000 women developed breast cancer (BC) annually and 40,000 will die from the disease (4). The litetime risk of
developing BC is 1 in 8 {5). HRT for menopause women has been used mostly in western councries, with abour 600 million woman-years of

wse since 1970,
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Some articles have shown excess BC risks, with duration of use that
were greater for estrogen-progestogen (EPT) than estrogen (ET)
anly preparations {6, 7). In contrast, the Women's Health Initative
[WHI), the largest long-rerm randomized clinical erial of combined
equine ET alone (CEE alone) or EPT, found asignificantly higher risk
of developing invasive BC (IBC) among women using EPT, whereas
a lower risk was observed in CEE alone arm (8), Orhers have shown
a reduction in BC risk (%), Variations and differences in outcomes
may be due o heterogeneiry in studies including bur ne limited o
Body Mass Index (BMI), age ar onser of HRT, hystercctomy stagus,
bio-identical versus synthetic hormone formulations, and roure of
administration (oral vs non-oral), Adding o the conundrum, the risk
associated with EFT differed according to the progestin used, resulting
in higher risk with medroxyprogesterone acetate, levonargestrel, and
norethisterone [odds ratio (OR): 1,87, confidence interval (CI):
1.71-2.05; OR: 1.79, CL: 1.68-1.90; and OR: 1,88, CL 1.79-1.99,
respectively] and lower with dydrogesterone (OR: 1.24, CI: 1.03~
1.48) after 3 years of therapy (10,

Excess risk associated with EPT duration was seen across all and
hormone recepror subtypes. In addidon, duraten of EPT use was
linked ro excess overall BC risk and eo duceal {DCIS) and lobular cancer
i sitn (LCIS). For ET users, no sacistically significant differences were
seen for either DCTS or LIS {7

Certain types of T showed o stimulate brease tissue and increase the
risk of TC. Prior to the current study, only one long-term study was
published on the benefits of testosterone (T} therapy in women (93, The
risk of develaping BC showed to be increased by elevared endopenous
ET levels (11). Androgens showed 1o counterace the proliferative effects
of ET in mamimary tissue {12} Breast tissue extirpated from pre- and
post-menapausal women also has demonstrated the inhibivory effeces
of T on brease gell proliferation (13, 14). The corollary has alse been
veported thar bio-wailable T is significantly lower in women with BC,
which supports the protective role that hormone aprimization with
T affords eo patients (15), Adherence 1w T hormone peller therapy
has furthermore shewn o reduce the incidence of BC feom 330 per
L0000 women years {placeho arm of the WHI) to 165 per 100,000
women years in the Dayron study in parients using T and/ar T with
anastrozale subcutancous harmone peller therapy (9.

T therapy has been increasing 12 warldwide since yvear 2000, Benefits
v the bones, heart, and brain have been reported (1-3). The current
study is 4 rerrospective observational study thar was specifically
designed to investigare the incidence of BC in women treated with
subcutancous T andfor TVE implants for clinical syndrome of T
deficiency and/or menopausal srare,

Materials and Methods

Study design, setting, and participants

Al data analyeed was drawn From paticnts ac che Instituce for
Hormonal Balance (IHB} as part of an Institutional Review Board
(IRB} exempt study thar retrospectively investigated the incidence
of BC in women treated with subeutaneous T or TVE implants from
January 20040 o 20240.

Drara for analysis was identified based on presentation to the clinic
with symproms of T and/or ET deficiency including hor flashes,
night sweats, insemnia, depressive mood, iritabilit, anxdety, Giigoe,

memaory loss, menstrual or migraine headaches, vaginal dryness,

reduced libideo, and urinary spmproms including incontinence, muscle
pain, andfor bone loss (3} Both pre- and post-menopansal paticnts
were considered for retrospective analysis. Estradiol (E) implants were
urilized if laborarory resting indicared necessiry for E2 administrarion
ifollicle-stimulating hormone (FSH) =23 and last menstrual period
(LMP) =6 months prior). T administeation was offered if clinical
gymptoms for T deficiency were present and  laboratory  cesting
confirmed a serum level of <70 ng/dl. All female patienes opting o
receive human identical hormone pellet therapy as their method for
replacement were considered for analysis in this study, IF patients were
post-menopausal, defined as FSH =23 and no longer menstruating,
requiring B subcutancous pellers with or withour oral micronized
progesterone based on hysterecromy status, their data was included
from the scudy. Women with a personal history of BC were excluded
from data analysis. No patient was excluded from analysis based
an age, prior hormone use, oral coneraceptive use, endometrial
pathology, breast densivy, BC family history, menopausal status, or
BMI Maminography and clinical breast exam were not protocol
determined. Sereening mammogiams were noet required for data from
a patient to be considered for analysis. Patients who had received T
implant prior o the IRB exemprion date were also not excluded from
analysis. Study size was therefore not prederermined. The incidence of
BC in our study population was o be compared 1o historical controls
{e.a., placebo control group of WHI combined arm} (&), as well as
ape-specific Surveillance Epidemiology and End Results (SEER} dara,
The SEER dara is from www.seer.cancergov and is an autharicative
source for cancer statistics in the United States. 1t 35 notable that SEER
data for 1BC in women age 40-64 years has changed very liete over
the past 17 years (16).

Subcutancous implants, the evolution of T therapy in clinical prac-
tice, and T with and without E implants

The T and E implants used at the Instirure for Hormone Balance and
irs satellite offices are compounded by a 503b outsourcing pharmacy
in Dentan, Texas, They are composed of USP T and steric acid or
USP E and steric acid (3.21%). A proprictary Tood and Drog
Adminiseration (FDA} approved process compresses substrares into 3.1
mm (diameter) cylinders, sealed in glass ampoules, and sterilized by I
beam sterilization. Swerile implints are inserved ineo the subcutaneous
tissue of the upper gluteal arca or lower abdomen through a small
anesthetived incision using a stainless-steel sterile trocar or a disposable

troscar kit.

The IHT has been invelved in bio-identical HRT over the past 24 years,
Oreal ET therapy and ET andfor T creams were used in majoricy of
patients necding replacement chrough 2007, The practice augmenred
our armamentarium of HRT adding the use of subcutaneous hormone
peller therapy in 2008, From our experience, subcutancous hormone
peller therapy provides improved relicl of symproms with fewer
side effects than maore traditional HRT therapies. The success of T
implants in treating symproms of pre- and pest- menopausal patiencs
was additionally shown by Glaser et al (17). The IHB developed a
proprictary dosing compurcrized algorichm for peller dosing based on
patient demographics, symproms, laboratory values, and medical co-
morbidities,

Drata analytics and patient follow up

From [anuary 2000 chrough Ocoober of 2020, data from  che
Testosterone Therapy and Breast Cancer Incidence Study was entered
into a secure, custom tracking App, using Microsoft Azure App Services
and M5 SQL Database integrated with a proprietry dosing site and
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industry leading Pharmacy Dispensing soltware (BioTracker™). Patient
data was also entered into an electronic medical record program wirh all
history, laboratory data, and peller insertion dosage, including starcand
end dates. Most patients returned for subsequent insertion at 90-120
days based on symprom return, Follow-up calls and secum lab resting
were performed ar 46 weeks after ficse insertion and then annually,
Patients were evaluared ar each visic and T and ET dosing was adjusced
based on clinical symprom improvement and sccondary responses
reported. All patients no longer receiving therapy or those on therapy
agreed o contact the office for any subsequent diagnosis of BC. All
patients were contacted iF they did not return for peller therapy after
365 days. This served as an end dare, and person-year (Y} would no
longer accrue. They were screened for BC and any side effects arising
from pellet cherapy and reminded o repore any 1BC diagnosis in the
future. In year 9, all patients underwent chare reviews ro cvaluate
subsequent diagnoesis of IBC, All patients whe discontinued therapy at
some point during the soudy (78% of the toal enrolled) were contacted
I year from their last inserrion, The practice, in addition, performed
follow up after obraining suspicious mammogram results and surgical

pathalogy repores to confirm the diagnosis and gype of IBC.

Statistical analysis

BC rares are reported as number of newly diagnesed cases {unadjuseed
and un-weighed] divided by the ol P-Ys of "ar dsk™ population
under ohservarion. P-Ys of observarion for each participant was
caleulared from the dare of first T peller inseevion for the participant
up to the date of cancer detection or therapy end date (1 year for
those who discontinued therapy or latest conrace date for those still
under therapy), whichever came first and dividing thar by 365. The
program logic accurately and continually tracks the number of P-Ys

based on the above logic for cach participant and calculaces o running

sum [cumulative total) across the group,

To evaluare adherence rates, data submitted chrough Bio Tracker™ was
used to caleulate the adherence rate of pellet use among parvticipants
over the study duradion. The continuation rate is defined as the
incidence of patient undergoing an implant procedure 1o have
a subsequent implane procedure within 12 months of the inital
procedure, BioTracker® preserved the damabase for retrospecrive
analysis,

The incidence of BC was caleulated per 100,000 p-y so that our resules
could be compared o the incidence of BC in published historical
conrrols, as done in other studies as well as published BC incidence
rates (8, 9, 15, 16, 18) {Table 1).

Utilizing SEER incidence raves, the expecied BC incidence rare for
our intent-to-treat group was caleulated fram the age distriburion of
enrolled patients (Graph 1), IBC rates from the Testosterone Health
Initiative were compared to the age-adjusted SEER BC incidence rares

pulblished over nearly the same time frame,

Results
Patient demographics

As of December 2013, a wotal of 2,377 patients were identified as part
of our retrospective analysis. This data showed that 19% of patienes
discontinued peller therapy after the initial pellet insertion. Specific
reasons for discontinuation after the initial pellet insertion were not
captured as part of the daca acquisition.

Table 1. Breast cancer cases in women using testosterone (T) or T with estradiol (T/E) compared with major studies using
estrogen (ET), progestin (P} therapy, E/P/T/, E/T, past users, never users, and SEER incidence rates

Study Mumber of the Cases Years observed
Patients per 100,000 p-y

The Testosterone Therapy and Breast Cancer Incidence Study {current study)

T.T+E 2377 144 9

Dayton Study (5)

T,T+Al 1,267 165 10

WHI, RCT (8)

Placebo 8,102 330 10.7

E alone 10,000 260 10.7

E+P 8,506 380 5.2

MWS (16)

Mever users 513,272 312 14

Ealone, E+P 394,697 501 14

Adelaide (13)

T+E 161 115 59

T+E+P 347 293 5.9

SEER (14) 223 -

Al: Anastrozole; WHI: Woemen's Health initlative; RCT: Randomized controlled trial; Mws: Million Women Study; SEER: Surveillance Epidemiclogy and End

Results
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[n the T arm, 640 women received more than one round of T pelle
therapy and were therefore eligible for analysis. In addition, 1,737
patients received T and E peller therapy for more than one round and
were eligible for analysis (Chare 1),

The majority of patientswhich is >90% were accrued into che study
by year 4. The mean number of years since first T implant was 8.8
years (range: 4.1-12.7). The youngest patient was 29 years old and the
oldest was 87 years old (range: 29-87 years).

In Table 2, patient demographics are listed at the time of entry to
the Testosterone Therapy and Breast Cancer Incidence Study. Our
population was drawn fram a group of long-term older gynecologic

SCER AGE-ADJUSTED BREAST CANCER INCIDENCE RATE
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Graph 1. Breast cancer recent trends in SEER age-adjusted incidence
rates, 2000-2017
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Chart 1. Accrued Patients For analysis and dosing comparison

T: Testostevone; E: Estrodiol

Table 2. Patient demographics

Patient demographics

Participants accrued (n) 2,834
Eligible For analysis, ITT 2377
Completed only 1 round of pellets 457
Age at First implant, year

mr 58.718.0
Completed anly 1 round of pellets 56.7+8.3
Menopausal (%) 7o.8
surgical (%) a6
Matural (%) 4
Pre/perimenapausal (%) 23.2
Family history of breast cancer (%) 28
BMI (kgfm?) 272453

ITT: Intent-to-treat; BMI: Body mass index; n: Mumber

patients from the local populaton of the four ITHB sites from which
data were drawn from analysis as summarized in Table 2. The group was
neither at an increase or decrease risk of [BC based on demographics.
The mean age at Arst T peller insertion was 58.7+8.0 years. 76%
of patients were menopausal, with 2/3 of them having their urerus
extipated; 23% were prelperimencpausal; and 28% had a posicive
family history of BC.

BC incidence

As of Octaber 2020, 14 IBC cases were disgnosed our of the 2,377
women in the use Testosterone Therapy and Breast Cancer Incidence
Study {Table 3). These women all received more than two rounds of T
implant therapy. This calculation based on P-Y of therapy adjusted o
L0000 P-Y of therapy resulted in an incidence of 144/ 100,000 P-Y.

Testosterone Therapy and Breast Cancer Incidence Study vs SEER
and historical controls

A marked reduction in IBC cases was Found in our accrued study
rroup compared o the age marched SEER expecred number of BC
cases (14 vs 48 cases). The incidence rate for Testosterane Therapy
and Breast Cancer Incidence Soudy was 144/ 100,000 vs 223/ 100,000
for the SEER data, Alternatively, one could compare our data to the
placebo arm of WHI Daing so, a marked reducrion is abserved in
[BC cases in our accrued study group, We again accrued 14 cases of
[BC vs 71 expecred from the placebo arm of WHI. The incidence
rate for Testosterone Therapy and Breast Cancer Incidence Study was
14440 100,000 vs 330/100,000 for the WHI placebo patient arm (Table

1).

Characteristics of IBC study group (Table 3)

A toral of 14 patients with reported and diagnosed IBC are presented
in Table 5. All tumors were identified with mammegraphy. The mean
age at fivse T Therapy was 54.3£7.4 years. The mean age ar diagnosis
was 5062 years. The mean length of cherapy prior we diagnosis was
4.6 years (range: 1.2-10.5 years). Three of 14 patients with [BC had
history of smoking: 12 of 14 [BC were DCIS and owo were LCLS; and
13 of 14 BCs were ER+/PR+.

Discussion and Conclusion

Testosterone Therapy and Breast Cancer Incidence Study, a %eypear
retrospective study, demonstrated a 35.5% reduction in [BC in both T
and TVE hormane pellet implant users compared o ape-specific SEER
incidence races (2231 00,0000, This study was done in nearly paraflc!
fashion with the Dayron study using T andfor T/ Anastrozale pellets
(9. The Dayron experience also resulted in a significant lowered
incidence of IBC in T implant users,

Subcutancous T implants have been used o teat T deficiency in
wamen since 1957 (19, 20}, Additonally, T implants have been used
o rreat [BC (210, T s increasingly recognized as a vital hormone in
women, In 2018, an International Consensus Group met regarding
the use of T in women and unanimously sgreed thae T was the most
important harmaone for women regardless of the decade of life (22}, By
age 40, women have reduced their production of T by 50% and masty
are T deficient (23),

T promotes downsream  physiological processes via  funcrional
androgen receprors {ARs) thar are located in almost all rissues,
including the breast, heart, blood vessels, pastroineestinal tract, brain,

bladder, uterus, vagina, ovaries, skin, bone, bone marrow, muscle,
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Table 3. Patient data diagnosed with invasive breast cancer For the duration of the study

Patient  Age at 1t B Smoker FHIBC  Detection

TTY
1 50.4 26.0 ¥ ¥ Mammao
2 459 26.2 M M Mamme
a 50.4 26.0 N Y Mammo
4 41.0 19.9 M M Mammao
5 31.4 45.4 M M Mammao
& 53.8 23.9 M M Mammao
¥ 59.8 29.9 M Y Mammo
8 49.7 26.9 Y ¥ Mammo
9 T0.8 229 M M Mammo
10 443 206 M M Mammo
11 523 27.0 M M Mammo
12 57.0 258 N ¥ Mamma
13 59.0 .o N Y Mammo
14 58.6 33.2 Y M Mammao

Hysterectomy IBC Date of Receptor
type diagnosis status
No Invasive ductal
carcinama 1/15/2020 ER+/PR+
No Invasive ductal
carcinama 6/3/2019 ER+/PR+
No Invasive ductal
carcinoma 1/3f2016 ER+/PR+
Ve Invasive lobular
carcinoma 10/18/2018  ER+/PR+
No Invasive lobular
carcinoma 8/1/2018 ER+/PR+
o Invasive ductal
carcinoma T/15/2019  ER+/PR+
Yos Invasive ductal
carcingma 2/3f2017 ER+/PR+
Vei Invasive duckal
carcinoma 7/6/2018  ER+/PR+
No Invasive ductal
carcinoma 8/14/2013  ER-/PR-
No Invasive duckal
carcinoma 9272018 ER+/PR+
No Invasive ductal
carcinoma 10/10/2018  ER+/PR+
No Invasive ductal
carcinoma 9/20/2014  ER+/PR+
Vei Invasive ductal
carcinoma 10/20/2012  ER+/PR+
No Invasive ductal

carcinoma 3/7/2014  ER+/PR+

FH: Family history; IBC: Invasive breast cancer; ¥: Yes; N: No; BMI; Body mass index; ER: Estrogen receptor; PR: Progestercne receptor; TTY. Testosterone

Therapy, year

joints, and adipose tissue. Use of the validated Menopause Rating
Scale questionnaire has yielded objective evidence that T rrearment
significantly reduces symproms in pre- and pose-menopausal women

{17

In order to reduce cardiovascular  disease, Alzheimer’s  disease,
osreoporesis, and cermin ypes of cancer (e.g., BC), a safe and effective
reuee of administation for T is needed {200, Clindeal swdies in
primates, in vitre evidence suggest that T androgen recepror complex
(T-AR} is anri-proliferative that counreraces the stimularory effecrs
af ET (123, In addition, studies have shown in humans thar T-AR
dewnregulates the ER o recepror, is antiproliferative, and increases
apoptosis of BO cell lines (3, 24). In 2014, necadjuvant hormone
therapy udilizing T implants demonstrated 2 significant clinical
response rapidly decreasing the volume of an 1BC followed by
ultrasound surveillance {21).

Ar this time, no other route of delivery for T has demonstrated a

154 reduction in che incidence of IBC, Most of the studies utilizing

transdermal routes of administration were shorr in duration and failed
1o show the benefics seen with subcutaneous T hormane pellet therapy
{25}, The physiology of T implants allows more consistent steady seare
serum levels compared o other modalities, and as such the benefits
in reducing IBC may not extend to oral or vansdermal T delivery
methods. The controversy over serum levels of T in the Dayton study
and ours should be laid o rese ar this point. In 2002, the Princeron
Group published their findings that normal T levels for women are not
established (26). Glaser and Dimitrakakis (24) published dat with the
ratienale and efficacy of higher peak serum levels and safery of these
levels in women. Lt has been established that T deficiency in women isa
clinfeal syndrome and the inter-patient variability w resolve symproms
is basically inconsequential (20), Most recently, current authors have
submitted for publication a F-year study titled Low Complication
Rares of T and E Implants for androgen and ET Replacement Therapy
{ERTY in over one million procedures. Complications in women were
<1% even though the peak serum levels were often in the lower range
of normal for endogenous T in males (Under review),
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A major strenpth of this sudy is thac peller therapy has an excremely high
continuation rate, >81% (27}, As such, the ability ro evaluace pariens ar
each office visit allows for improved mainenance of reinserdon intervals
and improved screening for mammogram compliance, Iv also allowed
for wacking any changes in medical diagnoses andlor adverse evens,
Addivional strength of this study is the Jarge sample size, in fact the
largest reported on IBC prevention in the world lerre, The single
pracrice sample pool and limited number of practitoners allowed for

cansistency in therapy, record keeping, and rracking of adverse events,

A major limitatien of chis study is the selFreporting of patients
that could lead to a selection bias and underreporting, Theve are
several minor limitations of this study. The co-administration of E
could have led to an increase in IBC theoretically; however, this was
not the case in Adelaide’s study (151, nor this one. The conrroversy
surrounding E as a causative agent in BC persises nearly 20 years
afeer WHIL It is beyond the scope of this paper 1o elaborate abour
all seudies, but the argument on boch sides is well expanded upon
in Avrum Bluming MI? book entited Estrogen Mateers (28], We
know that no increase was found in BC in the ERT arm of WWHI
(4) as well as in BC with BT alone in the Million Women Study
(18}, and in BC in the Murses” Health study in women on ERT
(25). In addition, no increase was found in cancer mortality after
16 years of fellow up after WHI (29}, Studics showed the efficacy
of ET therapy in wreating BC (30). The use ol progesterone in
women receiving B who had mainwined their uterus could have
thearetically contributed co the lower incidence of TBC (3}, Benefits
of progesterone! progesting in ER+/PR+ tumors remain controversial

{31).

A final limirarion of chis study is the lack of 2 marched control group
in the study design. This study, similar to the Daytan study, was se
up as a “"real world” study of women who met the clinical criteria
for T deficiency. It was not set up as a controlled pharmaceurical
trial, Finally, some may consider a limitation of chis study the
lack of conrral For aromatization. The Individeal and potential
synergistic effects of anastrozole with ‘T remain controversial and
unknown, Cur data was generated and accrued prior to the Dayton
expericnoe,

Our 9-year dama suppores the clinical studies in the lirerature
supporting protective effects of T administration in pre- and post-
menopausal women reducing the incidence of BC. Orher benefis
related o symptom reliel of T deficiency have been reported over
rhe past 80 years. Hundreds of thousands of women have seen an
impravement in their general health and quality of life by optimizing
their hormones, Ar this peing, no FOA approved human identical T
is commercially available for women, Our safery data {under review)
and this large "real world” ohservational study hopefully will narrow
the gender gap regarding approval of T implant formulations for

WRITRCTE.

The Testosterone Therapy and Breast Cancer Incidence Stady, a 9-year
recrospective study, demonstrared a 35.5% reduction in IBC compared
to the age marched SEER expected incidence. The large sample size
and length of this trial make iv one of the most significant studies on
this subject reported o date, Age of patients and other demographic
dara represents a normal population for study in s general Ob-Gyn
practice with neither excess nor diminished risk for IBC. This is the
second long-term study in women evaluaring the protecrive cffect T
subcutancous hormone implanes for IBC,

We should remain cognizant thar hormene prepararions have changed
over the years. Route of delivery marters in assessing risk and side
effects. That association does not equal causation, Evidence-hased
medicine provides the best research evidence and clinical knowledge
o assess and treat clinical syndrome and symproms of the menvpause,
Finally, improving quality of life in menopausal patienes olten involves
shared decision-making with our patients {32),
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