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Hormone therapy in the treatment of breast
cancer and main outcomes in sexuality

Eduarda Trevisan Cerigatto'™ ®, Caroline Choptian Rodrigues Moreira' @,
Diancarlos Pereira de Andrade' ®, Priscila Nunes Silva Morosini?®, Alexandra Czepula'

ABSTRACT

Hormone-dependent breast cancer has growth factors that respond positively to the hormones estrogen and progesterone.
Thus, adjuvant endocrine therapy causes decreased or undetectable serum levels of these hormones. However, this treatment
can have side effects that compromise the sexual health of patients, such as dyspareunia, vaginal dryness and decreased libido.
In this scenario, the objective of this work was to document the main outcomes in sexuality in women after treatment for hormone-
positive breast cancer. Thus, this is an integrative literature review, in which the following databases were used: U.S. National Library
of Medicine (PubMed), Virtual Health Library (BVS), SCOPUS and Scientific Electronic Library Online (SCIELO), using the descriptors:
“sexuality”, "antineoplastic agents, hormonal” and “breast neoplasms”, joined by the Boolean operator “AND". Full articles published
in the last 5 years (2017-2022) were included; written in Portuguese or English. Articles dealing with non-hormone-dependent or
metastatic breast cancer, or with patientsyoungerthan 18 years, or articles that did not answer the research question were excluded.
In total, 26 articles were identified, of which 7 comprised the final sample of this review. A total of 3,850 women participated in
the included studies. The main sexual dysfunctions found were: dyspareunia, hot flashes, decreased libido, vaginal dryness, breast
tenderness, self-image concerns and hair loss. The symptom vaginal dryness was the most prevalent, mentioned in 71.4% of the
articles included. In view of the adverse effects listed in this review, there is a need to carry out more studies on this topic, since the
diagnosis of this comorbidity brings clinical, psychological, emotional, sociocultural and economic outcomes for the patient. Thus, a

multidisciplinary team must assertively address these complaints to improve the overall quality of life of these women.

KEYWORDS: sexuality; antineoplastic agents, hormonal; breast neoplasms.

INTRODUCTION

Breast cancer is the most prevalent cancer among women — with
the exception of non-melanoma skin tumors'. Treatment may
include surgery, radiotherapy, chemotherapy, immunotherapy
and/or hormone therapy. The use of the latter as a treatment
strategy is based on immunohistochemical findings of positiv-
ity for female hormone receptors®

In this context, pharmaceutical options for hormone therapy
include selective estrogen receptor modulators (SERM) and aro-
matase inhibitors (AI). Tamoxifen, belonging to the SERM class,
competitively inhibits estrogen binding to breast hormone recep-
tors. On the other hand, Al decrease estradiol concentration by
inhibiting aromatase, the enzyme that converts androstenedi-
one into estrone in peripheral tissues®.

Therefore, the result of these medications is a decrease in
the action of estrogen in breast cancers that respond positively
to this hormone. This fact can interfere with the homeostasis of
sex hormones, causing sexual dysfunctions that simulate meno-
pause, the most prevalent of which are: hot flashes, vaginal dry-
ness and dyspareunia®.

Thus, hot flashes appear as a sensation of intense heat, where
approximately 83.3% of patients undergoing hormone therapy
reported having this symptom, according to Daldoul et al.’.
The presence of vaginal dryness, in turn, was present in up to
50% of the patients evaluated in the same article.

Bui et al. observed several symptoms in premenopausal women
undergoing hormone-responsive breast cancer treatment, includ-
ing:vaginal dryness, decreased sexual interest, and day and night
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sweats, both for women with ovarian function suppression (OFS)
and those on hormone therapy only. That is, the current literature
shows that even in women only undergoing hormone therapy, there
is already a considerable impact on their sexuality®.

Symptoms of sexual dysfunction can occur with develop-
ment of the cancer itself, but are more often associated with its
treatment and follow-up. Thus, the study points out that sexual
dysfunction is a common and a lasting complication for cancer
survivors, affecting over 60% of women diagnosed with cancer”.

Hormone therapy protocols recommend that patients receive
5 to 10 years of therapy. Thus, a significant number of patients
discontinue treatment, which has a direct impact on mortality
and relapses®. Therefore, sexual side effects can be significant in
the quality of life and prognosis of these women’.

OBJECTIVE

To review the current scientific literature to document key out-
comes in sexuality in women undergoing treatment for hormone-
positive breast cancer.

METHODS

This was an integrative literature review, allowing the critical
evaluation of different methodological approaches, gathering and
synthesizing knowledge, as well as drawing conclusions based on
scientific evidence, applying its discoveries in clinical practice®.
Inclusion criteria were: retrospective studies published up to
5years ago, in Portuguese or English, with no location restriction,
available online in full and with full or partial content approach.

Phase 1 began with the elaboration of the guiding question,
formulated through the definition of the participants (women
undergoing treatment for hormone-dependent breast cancer);
interventions to be evaluated (use of hormone therapy) and
results to be measured (impact on sexuality). Thus, the following
question was formulated: “What does the current literature say
about the main negative sexuality outcomes of hormone therapy
in women with hormone-positive breast cancer?”

In turn, Phase 2 involved an extensive literature search,
including searching through databases and manually searching
the references of selected studies. The databases used were: U.S.
National Library of Medicine (PubMed), Virtual Health Library,
SCOPUS and Scientific Electronic Library Online (SCIELO).
The keywords previously consulted in the medical subject head-
ings (MeSH) were included, with the descriptors “Sexuality”,
“Antineoplastic Agents, Hormonal” and “Breast Neoplasms”,
joined by the Boolean operator “AND”. Table 1, below, represents
the complete description of the search keywords and filters used
in the electronic databases.

Articles dealing with non-hormone-dependent breast cancer
and with patients under 18 years of age were excluded, as well as

Table 1. Search key and filers by electronic database.

Database | Search key

("SEXUALITY") AND ("“ANTINEOPLASTIC AGENTS,
HORMONAL")) AND (“BREAST NEOPLASMS")
(LIMIT-TO (PUBYEAR,

2022), (LIMIT-TO (PUBYEAR,

2021) OR LIMIT-TO (PUBYEAR 2020 ) OR LIMIT-TO (
PUBYEAR, 2019) OR LIMIT-TO (PUBYEAR, 2018) OR
LIMIT-TO (PUBYEAR, 2017)) AND (LIMIT-TO (
LANGUAGE, “English”))

((("SEXUALIDADE") AND (“ANTINEOPLASICOS
HORMONAIS")) AND (NEOPLASIAS DE MAMA”")
Filters: Full text, English, Portuguese, 5 year

((SEXUALITY) AND (ANTINEOPLASTIC AGENTS,
HORMONAL)) AND (BREAST NEOPLASMS)

((SEXUALITY) AND (ANTINEOPLASTIC AGENTS,
BVS HORMONAL)) AND (BREAST NEOPLASMS) (year
cluster: [2017 TO 2022])

SCOPUS

SCIELO

PUBMED

news, editorials, comments and letters of introduction — where
content is not based on the scientific method.

Therefore, the selection of articles was carried out in two
stages: initially, with the reading of the titles, followed by the
reading of the abstracts and, later, through the complete analy-
sis of the studies. Screening was carried out independently by
two researchers, inspired by predetermined criteria. A manual
search was carried out in all references of the selected articles,
having as eligibility criteria the articles most cited in the initial
studies and that corroborate the primary objective of this work.
Figure 1 shows the steps of the integrative review. In turn, Figure
2 illustrates the article selection flowchart.

InPhase 3, the following were removed from the articles: def-
inition of subjects, methodology, sample size, measurement of
variables, method of analysis and basic concepts employed. In step
4, acritical analysis of the included studies was therefore carried
out, contemplating the information contained. Publication data
were organized and synthesized to simplify the integration of
findings, according to the following variables: database, title,
journal, author, country/year and design/sample.

Finally, phases 5 and 6 were performed, corresponding to the
discussion of results and presentation of the integrative review,
respectively. As for ethical aspects, all information extracted from
the articles belongs to the public domain, and the ideas, concepts
and definitions of the authors included in the review were respected.

RESULTS

In this study, 26 articles were identified. Of these, 1 article belongs
to BVS, 20 to PUBMED and 5 to SCOPUS. Ten articles were
excluded after reading the title. All articles selected by title were
selected for reading in full, after reading the abstract. Of the 16
articles selected for reading in full, 4 were duplicates, resulting
in 12 articles chosen for reading in full.
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Figure 1. Steps of the integrative review.
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Figure 2. Flowchart of the selection process for articles included.

After the critical analysis of the pre-selected studies, 7 articles
were listed as selected studies, since they presented aspects that
answered the guiding question of this review. Regarding the year of
publication of the articles included in this review, there were: 1 (14%)
from 2017, 1 (14%) from 2018, 4 (57%) from 2019 and 1 (14%) from 2020.

Ofthe seven articles included, 2 (28%) were prospective stud-
ies, 1 (14%) randomized study, 1 (14%) a letter to the reader, 1
(14%) a cross-sectional observational study, 1 (14%) a case-control
cohort study and 1 (14%) a multicenter prospective cohort study.

Still, regarding the countries of publication of the included
articles: 1 (14%) was from the United Kingdom; 2 (28%) from
England; 1 (14%) from Australia, 1 (14%) from New Zealand, 1
(14%) from the United States and 1 (14%) from Spain. Table 2
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characterizes them using: number, title, total number of partici-
pants, main statistical results, main results and main limitations.

DISCUSSION

According to Table 2, a total of 3,850 women participated in the
7 studies included in this review. The main sexual dysfunctions
found by these studies were: dyspareunia and hot flashes (dis-
cussed in 57% of the articles included); decreased libido (discussed
in 28% of the articles included); vaginal dryness (discussed in 71%
of the articles included); breast sensitivity (discussed in 28% of
the articles included); concern with self-image (discussed in 42%
of the articles included) and concern with hair loss (discussed in
14% of the articles included). Figure 3 shows in graphic form the
main sexual dysfunctions found by the authors.

Dyspareunia
Dyspareunia is the term used to define pain during sexual inter-
course whether due tolack of lubrication, vaginal irritation or vicinity
diseases. Accordingly, Ribi et al.?evaluated the sexual dysfunctions
and overall quality of life of 2287 women, divided into two distinct
groups: 1260 in the SOFT trial and 1027 in the TEXT trial, over 6, 12
and 24 months. In SOFT (Suppression of Ovarian Function Trial),
premenopausal women were randomly assigned to receive 5 years
of tamoxifen; tamoxifen plus ovarian suppression or exemestane
plus ovarian suppression. In turn, in the TEXT study (Tamoxifen
and Exemestane Trial), women were also randomized to receive
tamoxifen and exemestane, associated with ovarian suppression.
In that same study, participants were divided into five cohorts
— cohort 1: tamoxifen alone; cohort 2: cytotoxic chemotherapy
followed by tamoxifen alone; cohort 3: cytotoxic chemotherapy,
followed by exemestane or tamoxifen combined with OFS; cohort
4: endocrine therapy alone, with exemestane or tamoxifen com-
bined with OFS; and cohort 5: cytotoxic chemotherapy and OFS
before the use of endocrine therapy. Thus, it was observed that the
item “pain” or “discomfort during sexual intercourse” worsened
over the first 6 months and remained constant until 24 months'2.
A cohort study published by Li et al.® revealed that adjuvant
chemotherapy did not influence the severity of vasomotor and
sexual symptoms in women with cancer, except for the symptom
of pain with sexual intercourse. The authors reported that one
of the reasons why some studies identify high rates of dyspareu-
nia in patients undergoing chemotherapy is due to differences
in samples in terms of menopausal status and therapies used.
Daldoul et al.", gathered results of dyspareunia in about 60%
of patients on hormone therapy who were evaluated. Thus, accord-
ing to the sample size of 30 women, 12 had dyspareunia with sex-
ual dysfunction, versus 6 women who also had dyspareunia but
without sexual dysfunction. The study also demonstrated that
this symptom has already been reported in patients because of
fear of infertility and loss of sexual perception.
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n total

Table 2. Main sexual dysfunctions encountered.

Sexual

Statistical results

Main results

Main limitations

dysfunctions

Dyspareunia n=12 Sexual dysfunction Sexual function was
. Hot flashes g was present in over not asvsessed before
Female Sexuality . endocrine therapy was
. 63.3% of patients.
in Premenopausal ) - started (the observed
. . Vaginaldryness n=14 Endocrine therapy :
Patients with 30 and most of its side dysfunction may have
Breast Cancer on . o effects were not been caused by the
Endocrine Therapy FoF 63;E’h/° of part:F|C|pantls sssociated with sexual | Dreastcanceritself
with score of sexua
dysfunction dysfunction. or even _preceded the
disease).
6 months: n=409 Sexual problems
Dyspareunia 12 months: n=416 increased at six The study did not
Treatment-induced 24 months: n=402 months and persisted _nestudy
discriminate between
symptoms, he: N at that level. In the sexual side effects
depression and Flash 6 mont hs..n-_e general. Patients of tamoxifen and
age as predictors | 2287 (1260 Hot Flashes 12 months: n:3 with the most severe exemestane
of sexual problems SOFT, 24 months: n=2 worsening of vaginal | ool
in premenopausal 1027 6 months: n=13 dryness, sleep mav not Eave
women with early TEXT) Vaginal dryness 12 months.' n=12 disturbances and contin{Jed with the
breast cancer o bone orjoint pain at
= ! 24 months: n=9 long-term treatment,
receiving adjuvant 6 months reported =
; 8 . and this influences the
endocrine therapy 6 months: n=647 a greaterincrease in results
Delgtr)g;sed 12 months: n=737 sexual problems at all :
ibido 24 months: n=700 checkpoints.
Five distinct
steriiacltf(ijr;iiig; Possible pre-diagnosis
were identified: sexual dysfunctions
one asymptomatic were not determined.
one minimally S ;hets;\/aetriilﬁ'lne
Identifying distinct symptomatic, ysup osts that
trajectories of two moderately symptg?ns were prior
change in . B symptomatic and one . )
young breast 896 ngge';;:vlih RSFI;R__OZSS; severely symptomatic. tg:':g?g;:
cancer yimag e 12% of women were ) X
survivors’ sexual asymptomatic during qg(e:SAtll_oEr)\Z?ériZ(tchAasgs
functioning the entire follow-up. . S
Most patients had the “sexual desire
stable mild symptoms item, in addition to not
(420/})/ P obtaining information
0).
11% had stable severe abqut re_cently sexually
symptoms that did not inactive women.
improve over time.
Partner status Decreased n=64
moderates the libido -
rei)at/onsh/ps Women who reported
etween The sample was
greater sexual - )
sexual problems roblems and lower mostly Caucasian, with
and selfefficacy for p . advanced education
: sexual self-efficacy B
managing . and with older
had worse quality of N
sexual problems . women, limiting the
life and lower sexual o
and 125 satisfaction. Women generalizability of
psychosocial Vaginal dryness n=63 without partners had these data.
quality-of-life . Patients’ sexual
worse psychosocial
for . R partners were not
quality of life when .
postmenopausal compared to women accessed during the
breast >mp studies.
. with steady partners.
cancer survivors
taking adjuvant
endocrine therapy
Continue...
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Table 2. Continuation.

n total

Sexual

Statistical results

Main results

Main limitations

Quality of life
in elderly breast
cancer patients

with localized

disease receiving
endocrine
treatment: a
prospective study

148

dysfunctions

Sexual function

Tamoxifen:
Mean: 6.1
SD:13.5

Anastrozole:
Mean: 10.1
SD: 16.4

EORTC QLQ-BR-23
SCORE:
First visit: 5.4 Second visit:
5.2 Third visit: 9.3

Sexual pleasure

Tamoxifen:
Mean: 33.3
SD:38.4

Anastrozole:
Mean: 30.8
SD: 291

EORTC QLQ-BR-23
SCORE:
First visit: 29.6; Second
visit: 21.5; Third visit: 31.1

Active sexual
life

Tamoxifen:
Mean: 6.1
SD:13.2

Anastrozole:
Mean: 11.6
SD:19.7

EORTC QLQ-BR-23
SCORE:
First visit: 5.3 Second visit:
4.8 Third visit: 10.6

Hot flashes

Tamoxifen:
Mean: 5.9
SD: 131

Anastrozole:
Mean: 17.5
SD: 241

EORTC QLQ-BR-23
SCORE:
First visit: 13.9 Second
visit: 21.2
Third visit: 16.4

Sexual interest

Tamoxifen:
Mean: 6.1
SD:13.5

Anastrozole:
Mean: 8.5
SD: 15.7

EORTC QLQ-BR-23
SCORE:
First visit: 5.5 Second visit:
5.6 Third visit: 8

Mastology 2023;33:€20220034

Better quality of life
scores were found in
women after using
endocrine therapy
for three years,
which shows good
adaptation of patients
to the treatment.
Differences in quality
of life impact between
aromatase inhibitors
and tamoxifen were
irrelevant.

More comprehensive
results were found
regarding aromatase
inhibitors, since
more patients used
aromatase inhibitors
when compared to
tamoxifen.
There may have
been a follow-up
bias, as only 79% of
participants answered
the questionnaire on
the second visit, which
could have led to
erroneously optimistic
results.

Continue...
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Table 2. Continuation.

n total dyssfﬁ)r:t:l?ilons Statistical results Main results Main limitations
Tamoxifen:
Mean: 11.7
SD:9.3
Anastrozole:
Mean: 9.3
Breast SD: 12.2
sensitivity
More comprehensive
EORTC QLQ-BR-2
© SC%F?E'B 3 results were found
First visit: 13 6.Second Better quality of life regarding aromatase
visit' 1'2 s scores were found in inhibitors, since
. . o women after using more patients used
inoéﬂgg %lelﬁt Third visit: 9.6 endocrine therapy aromatase inhibitors
cancer yatients Tamoxifen: for three years, when compared to
with Itfca[ized Mean: 971' which shows good tamoxifen.
5 disease receivin 148 SD: '5 ] ’ adaptation of patients There may have
endocrine g T to the treatment. been a follow-up
treatment-a A le: Differences in quality bias, as only 79% of
rospective s'tud nastr.ozo & of life impact between | participants answered
prosp Yy Concern with Mea.n. 95.1 aromatase inhibitors the questionnaire on
body image SD:13.7 and tamoxifen were the second visit, which
irrelevant. could have led to
EORTg(%-Q'BR'B erroneously optimistic
RE: results.
First visit: 13.6 Second
visit: 12.5
Third visit: 9.6
EORTC QLQ-BR-23
Concern about SCORE:
hair loss First visit: 24.2 Second
visit: 20.2 Third visit: 18.7
Mean: 0.731-11.1
(anastOnly - 228 women)
0.859 - 10.4 (chemoanast -
Dyspareunia 111 women)
ysp TOTAL: 10.8
DP: 23.4 (anastOnly); 21.4
(chemoanast) TOTAL: 22.7 Other factors that
may influence the
Anastrozole mean symptomatology
20.9 (anastOnly) process of women
che/;?;;g:f on 23.2 (chemoanast) S thE}oTwzsgcsceL}/rer;ed in undergoing treatment
4 TOTAL: 21.7 ymp were not accounted
symptoms and women on aromatase
o for, such as broader
symptom clusters General mean: 0.851 inhibitors. demoaraphic
6 | inpostmenopausal 339 T There were no graph
women with breast Hot flashes (anastOnly - 228 women) differencesin characteristics,
. 0.833 (chemoanast- 111 . personality, general
cancer prior to symptom severity
g women) health status,
aromatase inhibitor between the two o
therapy groups comorbidities,
Anastrozole SD: 27.0 ’ menopausal
anastOonly status and genetic
( tOnly) tat d ti
27.3 (chemoanast) differences, among
TOTAL: 27.1 others.
Mean: 0.583-16.9
(anastOnly); 0.769 - 20.9
. (chemoanast) TOTAL 18.2
Vaginal dryness
SD: 23.5 (anastOnly); 28.5
(chemoanast) TOTAL 25.3
Continue...
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Table 2. Continuation.

n total Sexua_l Statistical results Main results Main limitations
dysfunctions
Anastrozole mean:
37.1 (anastOnly); 23 Other factors that
(chemoanast) may influence the
Breast TOTAL:32.5 symptomatology
sensitivit process of women
chemodherany on Y| nastroolesnisoz | HERSENEE | undergoing treatment
symptoms ailvd (a(nzstOnly) ) v?//on?en on aromatase were not accounted
27.6 (chemoanast,
symptom clusters TOTAL: 301 inhibitors. For,ds:;l‘;als’abrlhc])iacder
6 | inpostmenopausal 339 There were no grapn
women with breast Anastrozole mean differencesin charagtenstlcs,
cancer prior to 29.7 (anastOnly) symptom severity persggle;lr:té/éftir;eral
aromatase inhibitor 33.3 (chemoanast) between the two N
therapy Concern with TOTAL: 30.9 groups comorbidities,
bodvy i ’ menopausal
odyimage Anastrozole SD status and genetic
28.7 (anastOnly) differences, among
31.1 (chemoanast) others.
TOTAL: 29.5
FSFI - Excitation
The effects IMPROVEMENT 0.52
of fractional There was a Small sample size
microablative CO FSFI - Sexual L 959 p '
. statistically significant Absence of control
2 laser therapy on desire 0.37 improvement in all group
sexual function in IMPROVEMENT domains of FSFI, WBFS Because of the size
postmenopausal ;
women and women FSFI - and of the groups, it
7 with a histor 25 Lubrification 0.33 FSDS-R when was not possible to
Y IMPROVEMENT comparing baseline directly compare
of breast cancer )
. scores with the three postmenopausal
treated with FSFI- Orgasms 0.66 ost-treatment women with women
endocrine therapy IMPROVEMENT ) P .
symptom scores forall | treated with hormone
*FSF| SCORE DysES;Fr:gLnia 051 patients. therapy.
improvement data IMPROVEMENT
3850

TEXT: Tamoxifen and Exemestane Trial; n: sample number; RRR: relative risk; SD: standard deviation; M: mean; FSFI SCORE: score for questionnaire female
sexual function index; EORTC QLQ-BR-23 SCORE: score for quality of life specific for breast cancer; chemoanast: women previously treated with chemothe-
rapy in addition to anastrozole; anastOnly: women treated only with anastrozole.

Dyspareunia: pain and/or discomfort during penetrative sexual intercourse; hot flashes: feeling of intense warmth over the chest, neck and face, which can
be accompanied by chills; SOFT: Suppression of Ovarian Function Trial,

Hot flashes

Hot flashes are defined as a feeling of intense heat in the chest,
neck and face, and may be accompanied by chills, palpitations
and anxiety attacks. Thus, women undergoing treatments that
cause early menopause, such as endocrine therapy, may experi-
ence more severe and even longer hot flashes'.

Among the articles read in full, Franzoi et al.' and Dos
Santos et al.”, 2021 are integrative reviews that discuss phar-
macological and non-pharmacological interventions currently
available to mitigate the negative side effects of adjuvant endo-
crine therapy.

Thus, they were not selected to be included in this review, as
they did not directly answer the research question. Despite this,
these studies are addressed in the present discussion to sum-

Figure 3. Main adverse effects found on sexuality. marize these management options, since the authors consider

Mastology 2023;33:€20220034
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it essential to improve the sexual function of cancer patients to
increase the quality of life of these women's"".

In the context of pharmacological interventions for this symp-
tom, antidepressants such as SSRIs (selective serotonin reuptake
inhibitors) and SNRIs (serotonin-noradrenaline reuptake inhibitors)
can be used, especially venlafaxine combined with tamoxifen'**.

Randomized clinical trials have shown the effectiveness of the
anticonvulsants gabapentin and pregabalinin controllinghot flashes®.
The alpha-adrenergic antihypertensive drug clonidine has also been
shown to be effective, but it is rarely prescribed because of its side
effects, which include dry mouth, constipation and drowsiness'*".

Vaginal dryness

Dorfman et al’, in their cross-sectional study, state that up to
93% of breast cancer patients using hormone therapy experience
sexual side effects, including vaginal dryness. According to the
study, particularly among postmenopausal women, endocrine
therapy can exacerbate menopausal symptoms, and vaginal dry-
ness is highlighted as one of the main symptoms.

Daldoul et al.". conducted a cross-sectional observational
study that gathered a sample of 30 patients on hormone therapy.
With this, the fear of these patients in relation to vaginal dry-
ness was observed. In this scenario, the authors indicated that,
among this same sample, 14 women reported vaginal dryness
with sexual dysfunction, versus 5 without dysfunction.

Thus, in the context oflack of vaginal lubrication, some mea-
sures can be taken to improve this side effect. Cancer patients
canreceive local estrogen hormone therapies, such as intravagi-
nal pills, rings, inserts and creams".

As non-hormonal options, there are aqueous compresses 0f 4%
lidocaine in the vulvar vestibule (between the glans of the clitoris
and the beginning of the perineum). Vaginal CO, or erbium laser
therapy has been shown to be effective in improving the symp-
toms of vaginal dryness, dyspareunia and itching and/or vaginal
redness in these patients'. However, as it is a recent therapy on
the market, the lack of well-designed safety studies, in addition
to its high cost, limits its recommendation'®.

Decreased libido
In the study by Dorfman et al’, almost 70% of postmenopausal
patients diagnosed with hormone-positive breast cancer who received
endocrine therapy reported at least one sexual problem. Of these,
more than half declared a decreased libido and/or vaginal dryness,
and 40.2% of women said they avoided intimacy with their partners.
Ribi et al.”* comment in their discussion that many studies
have reported an association between depressive symptoms and
sexual problems related to sexual inactivity or hypoactive sexual
desire disorder in breast cancer survivors. However, in contrast
to the hypothesis of this study, depression was associated with
sexual problems in the first six months, but no longer influenced
sexual dysfunction in the following two years, indicating that the

analyzed decreased libido may be involved in factors that are
no longer psychological, but to physical factors such as fatigue,
joint and musculoskeletal pain and genitourinary symptoms.
When comparing the two main drugs of endocrine therapy,
Arraras et al.’® commented that patients using Al had a greater
reduction in libido compared to patients on tamoxifen, during
3years of treatment. Accordingly, it is stated that the discontin-
uation of endocrine therapy is associated with a worse doctor-
patient relationship, in addition to the side effects of the treatment.

Breast sensitivity
With regard to breast sensitivity, von Hippel et al."%, studied the
trajectory of groups undergoing therapy with aromatase inhibi-
tors alone and in combination with chemotherapy. In this sense,
the authors state that the impact of breast pain was greater in
younger women and in the group with endocrine therapy alone.
In addition, this study affirmed the controversy in the current
literature about the influence of chemotherapy on sexual symp-
toms, as well as the difficulty in differentiating the symptoms of
physiological menopause from those caused by hormone therapy.
Also, Lietal.”®, when comparinga group of women usingonly anas-
trozole and a group that received chemotherapy combined with an
Al greater breast sensitivity was observed in the group being treated
onlywith AL The authors provide in their discussion a meta-analysis
inwhich breast pain is related to younger women, in agreement with
Li and collaborators, in which women using only anastrozole were
younger than women undergoing chemotherapy combined with AL
When analyzing patients using quality oflife questionnaires,
Arraras et al.’’, comment in their results that symptoms of breast
sensitivity and having an active sex life improved on the third
visit, 3 years after starting treatment, compared to the first two
visits. Depending on the study, the authors reported that other
studies, involving radiotherapy, show improvement in breast
tenderness after 2 years of treatment.

Limitations

In addition to the limitations already mentioned in Table 2, the
importance of continued research in this area of oncology is
highlighted, especially in underdeveloped and developing coun-
tries. In addition, it is difficult to detail the impact of hormone
therapy on sexuality alone, since most of the analyzed studies
have a set of oncological therapies involving cancer surgery and/
or cytotoxic therapy, in addition to the psychological and emo-
tional impact of cancer diagnosis and treatment. The clinical
relevance of a varied population sample is also highlighted, for
a better generalization of the adverse reactions found.

CONCLUSIONS

Vaginal dryness was found to be the most prevalent symptom,
and other symptoms were also found, such as dyspareunia,
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decreased libido, hot flashes, concern with body image, breast
pain or tenderness and concern with hair loss.

There is a need to carry out more studies on this topic, since
the diagnosis of this comorbidity affects clinical, psychological,
emotional, sociocultural and economic outcomes for the patient.
Thus, a multidisciplinary team must assertively address these
complaints to improve the overall quality of life of these women.
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