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Abstract: Female sexual dysfunction (FSD) in hypertension has been less studied than male sexual
dysfunction, and antihypertensive agents’ impact on female sexual function is not defined. In this
review, randomized double-blind clinical trials and cross-sectional studies related to female sexual
function in hypertension were analyzed from 1991 to 2021. FSD appeared to be higher in hypertensive
women than in normotensive women. Beta-blockers are the only antihypertensive agents with
relatively strong evidence of damaging the female sexual function. Angiotensin receptor blockers
(ARB) are relatively beneficial to female sexual function. To treat FSD in the presence of hypertension,
controlling blood pressure is key, and the administration of angiotensin receptor blockers is preferred.
In addition to controlling blood pressure, for premenopausal women, flibanserin and bremelanotide
can be tried, while ospemifene and hormone supplements are preferred for postmenopausal women.
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1. Introduction

A healthy sexual function is an important determinant of the quality of life of both
men and women. Compared to the well-recognized issue of male sexual dysfunction, less
research has been performed on female sexual dysfunction (FSD). While phosphodiesterase
5 inhibitors are successfully used in the treatment of male erectile dysfunction, much less is
clear about FSD and its treatments, especially in premenopausal women. Sexual dysfunc-
tion has been linked to cardiovascular diseases, such as diabetes, hypertension, obesity,
and also with drugs prescribed for cardiovascular diseases [1-5]. As such, hypertension
and antihypertensive agents are also reported to increase FSD; however, the results from
available research are far from being consistent [1-3].

To improve sexual health and quality of life in hypertensive women, it is necessary
to understand the relationships between FSD, hypertension, and antihypertensive drugs.
In this review, the prevalence of sexual dysfunction in hypertensive women, the possible
role of anti-hypertensives in causing FSD as a side effect, and options of treatment for both
hypertension and FSD are explored.

2. Female Sexual Dysfunction (FSD)

There are similar sexual response cycles in men and women, which include: (1) libido;
(2) arousal: vascular dilation, which causes penile or clitoral erection and prostatic or
vaginal secretions; (3) orgasm: smooth muscle contraction of the vas deferens during
ejaculation or rhythmic vaginal contractions during orgasm in females, and contractions of
the somatic pelvic muscles that accompany orgasm in both sexes; (4) resolution [6,7].

Females may encounter decreased libido, difficulty in arousal or orgasm, and pain
during sex as symptoms of FSD. According to the most recent Diagnostic and Statistical
Manual of Mental Disorder (DSM-5) published in May 2013, there are three types of FSD:
1. female sexual interest/arousal disorder, which includes the previous two categories of
female hypoactive desire disorder and female arousal disorder; 2. female orgasmic disorder;
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3. genito-pelvic pain/penetration disorder, which derives from previous dyspareunia and
vaginismus [8].

FSD is usually investigated by surveying the affected population with several ques-
tionnaires. A commonly accepted questionnaire is the Female Sexual Function Index (FSFI),
which has 19 questions. These 19 questions are about desire, arousal, lubrication, orgasm,
satisfaction, and pain. The highest score is 36, and a score lower than 26.55 indicates
FSD [9]. In 2010, for a quick screen, the 19-question FSFI was simplified into a 6-question
questionnaire (FSFI-6), which diagnosis FSD with a score lower than 19 [10].

The prevalence of FSD is 41% to 43% in women older than 18 years [11,12]. Although
all ages are affected, the experiencing symptoms and contributing factors may differ by
age group. In a survey of 1550 women whose ages ranged from 57 to 85 years, 43% of
the respondents reported a low sexual desire, 39% had difficulty with vaginal lubrication,
34% had an inability to climax, 17% experienced pain, and 23% reported non-pleasurable
sex [13]. A trend of decreased female sexual activity with aging was also described. Sexual
activity amongst 57-64-year-old women was 61.6%, while it was 39.5% in women aged
between 65 and 74 years, and 16.7% in 75-85-year-old women [13].

The pathophysiology of FSD is correlated with multiple factors, including psycho-
logical, interpersonal, vascular, neurological, and hormonal aspects. Psychological factors
(including a history of sexual abuse, depression, anxiety) and sociocultural issues play
important roles in female sex life. Estrogen is needed to maintain libido and the functioning
of the female genital tissue. Low estrogen levels result in vaginal dryness, loss of epithelial
cell glycogen, shortening of the vagina, and thinning of the labia [14]. Postmenopausal or
hypoestrogenic women are more likely to have dryness of the vagina and reduced sensitiv-
ity to touch [7]. In this review, hypertension and hypertensive pharmacologic agents are
studied in regard to FSD.

3. Hypertension and FSD

To better understand the influence of hypertension and antihypertensive agents on
female sexual function, clinical trials and studies were searched in PUBMED from 1990
to 2021 using the keywords “female sexual dysfunction”, “hypertension”, “human”, “an-
tihypertensive”, and “clinical trials”. Four cross-sectional studies (in which drug treat-
ments were enlisted) and six prospective clinical trials were found and are summarized in
Tables 1 and 2, respectively.

The prevalence of FSD appeared to be higher in hypertensive women than in nor-
motensive women. As shown in Table 1, Thomas and his colleagues found that 52.5% of
183 hypertensive women older than 50 and sexually active had FSD [15], a higher percent-
age than in the general population, in which it was diagnosed in 41-43% of women [11-13].
Doumas and his colleagues studied 216 hypertensive women in Greece and found that
47 8% of 136 patients treated with antihypertensives and 32.5% of 80 patients not receiving
antihypertensive treatment had FSD as compared to 19.4% of normotensive women [16].
In another study, 90% of 71 hypertensive women had FSD compared to 41% of 85 healthy
women [17]. Surprisingly, FSD was observed only in 13.6% of untreated hypertensive
women whose ages were between 46 and 50 years, but this incidence rate was still higher
than the rate of 4.7% in normotensive women [18]. De Franciscis and his colleagues noticed
that FSD incidence was 38% (84/220) in untreated hypertensive postmenopausal women,
in contrast to a, incidence of 20% (48/240) in normotensive postmenopausal women [19].
Although one study showed that the prevalence of FSD in hypertensive women was similar
to those in the normotensive group [20], a recent systemic review demonstrated that hyper-
tensive women in general have a 1.81-fold relative risk of FSD with respect to normotensive
women [21].
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Table 1. Summary of cross-sectional studies showing the prevalence of FSD and the effect of various

antihypertensive agents on sexual function in hypertensive women.

. Female Patient Antihypertensive Women with FSD Drug Effect on
Study Design Number Age (y) Agents (%) Sexual Function
HT treated
Thomas, et al., 2016 690 HT (BB, ACEI, .
[15] FSFI . >50 . . 52.5% among 183
. . (183 sex-active) . CCB, diuretics, X . None
SPRINT questionnaire Median 67.6 . sex active patients
Study (19 HT untreated) or multiple)
HT untreated
HT treated
[SZPOTZ’ etal, 2013 Face fo face 858 HT treated (BB, AB, diuretics,  73.7%
NSHAP interview 234 HT untreated 57-85 ACEI/ARB) 65.3% None
298 Normotensive HT untreated 71.7%
Study N -
ormotensive
HT treated
136 HT treated (BB, diuretic, 47.8%
ﬁ:]lmasf etal, 2006 popr yestionnaire 80 HT untreated Eﬁg CCB, ACEI/ARB)  32.5% Bf;gilzlt‘;ak;g%
201 Normotensive HT untreated 19.4% p
Normotensive
Okeahialam, et al., Questionnaire of 29 thiazide-HT Mean Thiazide 17'20/0 Thiazides increased
o . 44 HT untreated HT untreated 13.6%
2006 [18] libido, pain, orgasm X 46-50 X o FSD
43 Normotensive Normotensive 4.7%

HT = hypertensive; FSFI = female sexual function index; BB = beta blocker; CCB = calcium channel
blocker; ACEI = angiotensin-converting enzyme inhibitor; ARB = angiotensin receptor blocker; FSD = female
sexual dysfunction.

Consistent with increased FSD in hypertension, two studies showed that women with
controlled hypertension had higher FSFI scores than women with uncontrolled hyperten-
sion [16,19]. In Doumas and colleagues’ research, an increase in systolic blood pressure
was related to a decreased FSFI score, and the duration of hypertension was negatively
correlated with FSFI scores [16]. De Franciscis et al. revealed the highest FSFI score in the
patient group with controlled hypertension undergoing therapy, and the lowest FSFI score
in hypertensive patients not receiving therapy [19].

FSD in hypertensive women affects all aspects of the sexual response. Nascimento
and his colleagues using the FSFI questionnaire found desire disorder (68.2%), excitement
disorder (68.2%), lubrication disorder (41.1%), orgasm disorder (55.4%), satisfaction disor-
der (66.4%), and pain during sex (56.1%) in 157 hypertensive women with an average age
of 56 years [22]. In 277 hypertensive Chinese women whose average age was 48, 62.1% of
them reported no orgasms [23]. Hypertensive women showed lower vaginal lubrication,
less frequent orgasms, and more frequent pain than normotensive women [24].

There are several reasons why hypertension is associated with a higher prevalence
of FSD, that may include the following: 1. hypertension causes arterial wall stiffness
which reduces vasodilation; 2. hypertension causes endothelial cell dysfunction that re-
duces nitric oxide (NO) levels, which in turn decrease vasodilation and impact lubrication;
3. hypertension affects the central modulation of sexual behavior; 4. hypertension disrupts
the autonomic nervous system [25]; 5. hypertension-related oxidation and inflammation
exacerbate female genital tissue fibrosis and damage endothelial cells [26]; 6. hyperten-
sion may cause anxiety and depression in some women [22]; 7. antihypertensive drugs
may cause sexual dysfunction as a side effect [1-3]. It is important to note that the ex-
act mechanism leading to a higher prevalence of FSD in hypertensive women has not
been defined.

4. Antihypertensive Agents and Female Sexual Dysfunction

Cross-sectional studies on drugs’ effects on female sexual function are summarized
in Table 1 [15,16,18,20]. Prospective, randomized, double-blind clinical trials considering
antihypertensive drugs and female sexual function are summarized in Table 2. Except for one
study that was active-controlled [27], all prospective trials were placebo-controlled [28-32].
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Table 2. Summary of prospective randomized double-blind clinical trials showing the effect of

various antihypertensive agents on sexual function in hypertensive women.

. . Antihypertensive Female Sexual
Study Design Female Patient Number  Age (y) Agents Function
Active-controlled Felodipine-irbesartan Improve
Ma, et al.,, 2012 [27] 160 HT 18-60 Felodipine-metoprolol p
FSFI Worsen
48 weeks
Wash out 2 w
Placebo 2 w No difference between
Egrll Bortel, etal., 2005 &Zi::f; sex 112 HT Mean 56 Nebivolol (55) nebivolol and losartan
Losartan (57) on libido
12w
Placebo 4w
. Crossover Valsartan Improve
Fogari, et al., 2004 [28] Questionnaire 120 postmenopausal HT ~ 51-55 Atenolol Worsen
16 weeks
Acebutolol,
Amlodipine, Amlodipine decreased
Grimm, et al., 1997 [31] Physicians asked about Chlorthalidone, 1 pt' it
TOMHS orgasm, frequency of 345 HT 45-69 Doxazosin, sexua’ ac dl‘t]l fh
study sexual activity Enalapril compared to the
placebo
Placebo
24 months, 48 months
Chlorthalidone
Wassertheil-Smoller A questionnaire, quality glten%k)l
asserine oHer of life, quality of the sex 21-65 acebo . No difference in FSD
etal., 1991 [30] . 440 female HT Low sodium diet
TAIM life, frequency of sex, Mean 49 - between groups
study libido, arousal Normal diet
, Weight loss diet
6 months
Crossover ‘1 Orgasm strength was
Self diary on sexual Clonidine increased by clonidine
Hodge, et al., 1991 [32] yon 18 female HT Prozocin y
arousal, desire, and Placebo compared to the

orgasmic function.

placebo

HT = hypertensive; FSFI = female sexual function index; FSD = female sexual dysfunction.

This section will examine individual antihypertensive agents and their relations
to FSD.

Beta-Blockers: One cross-sectional [16] and two prospective studies [27,28] showed
that beta-blockers significantly negatively affected female sexual function. As shown in
Table 1, in Doumas and his colleagues’ cross-sectional study [16], 69.2% of females receiving
beta-blockers had FSD, which was significantly higher than 42.7% of patients who did not
use beta-blockers. The FSFI scores were negatively correlated with systolic blood pressure,
age, and the use of beta-blockers [16]. As shown in Table 2, Fogari and his colleagues per-
formed a crossover trial with 120 postmenopausal hypertensive women. The patients used
a placebo for four weeks and then were assigned either atenolol or valsartan in a random-
ized and double-blinded design for 16 weeks. A survey with 10 questions related to libido,
orgasm, and coital activity was carried out. The libido score was decreased by atenolol,
whilst it was increased by valsartan compared to basal levels [28]. In another study in 2012
by Ma et al. [27], 160 hypertensive females were treated with either felodipine—irbesartan
or felodipine-metoprolol for 48 weeks. The FSFI scores were decreased in the felodipine—
metoprolol group compared to the scores before treatment, while felodipine—irbesartan
increased the FSFI scores from the basal levels [27], as shown in Table 2. There is evidence
that nebivolol, the only beta-blocker, does not reduce hypertensive men'’s erection because
it increases nitric oxide levels, inducing vasodilation [3]. For comparison, nebivolol’s effect
on libido in 55 hypertensive females and losartan’s effect on libido in 57 hypertensive
females were investigated in a 12-week treatment. Patients with decreased libido were 30%
after using nebivolol vs. a basal level of 34%, while it was 31% after losartan vs. a basal
level of 41% [29], as indicated in Table 2. Both nebivolol and losartan did not significantly
reduce female sexual desire.

The mechanism by which beta-blockers damage female sexual function is not yet
fully understood. Some hypotheses include: (1) beta-blockers can cause sedation and
reduce central sympathetic output, which may reduce libido; (2) beta-2 receptor blockage
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impedes vasodilation; (3) beta-blockers can cause hyperlipidemia and/or hyperglycemia,
which exacerbate atherosclerosis. The exact mechanism of beta-blockers” damage of female
sexual function is elusive. Interestingly, patients who were aware of the side effects of
beta-blockers tended to report male erectile dysfunction, which however, was reversed by
a placebo [33]. A similar phenomenon may be seen in hypertensive females. Women with
knowledge of the side effects of beta-blockers may show more symptoms of FSD because
of self-suggestion.

However, two prospective studies [30,31] and three cross-sectional studies [15,20,24]
did not find any correlation between beta-blockers and FSD. Therefore, prospective clinical
trials with a larger number of hypertensive women are needed to confirm the harmful
effects of beta-blockers on female sexual function.

Diuretics: Okeahialam and his colleagues found that FSD was diagnosed in 17.2%
(5/29) of thiazide-treated hypertensive women, 13.6% (6/44) of untreated hypertensive
women, and 4.7% (2/43) of normotensive females in a cross-sectional study [18], as shown
in Table 1. The main symptom was reduced libido. There was a higher ratio of FSD in
the thiazide group, but the difference was not significant, which may be due to the small
sample size. However, other studies did not find any relationship between diuretics and
FSD, including two prospective randomized double-blind placebo-controlled trials [30,31]
and three cross-sectional studies [15,16,20].

Thiazides have been significantly linked to male erectile dysfunction [3,31]. Research
has shown that even though the mechanism by which thiazides affect sexual function
is unknown, possible causes may be a decrease in blood volume and hyperlipidemia,
which aggravate atherosclerosis. It is not certain whether diuretics damage female sexual
function currently.

Calcium Channel Blockers: As shown in Table 2, in Crimm et al.’s study, 345 hy-
pertensive females were divided into five groups assigned different drugs, each group
comprising 50-60 patients; the administered drugs were acebutolol, amlodipine, chlorthali-
done, doxazosin, enalapril, in addition to a placebo. The participants were followed for
four years [31]. The ratio of decreased sexual activity in the amlodipine group was nearly
double compared to that of the placebo group after the two years (15.7% vs. 9%) and four
years (26.4% vs. 12.5%) [31]. Although amlodipine had a higher tendency to reduce female
sexual activity, this effect was not statistically significant. The lack of statistical significance
could be due to the small sample size of only 5060 subjects in each treatment group [31].
Sexual activity frequency is not included in female sexual dysfunction categories, but a
correlation exists between sexual activity frequency and willingness, libido, and satisfac-
tion. This survey only asked two questions, about sexual activity and orgasm, and did
not cover the whole sexual scope. In addition, three cross-sectional studies did not find
any relationship between calcium channel blockers and sexual function [15,16,20]. Since
the cross-sectional studies were retrospective, many patients were treated with multiple
antihypertensive drugs for unknown durations, and there was not a placebo-controlled
group. Considering this, cross-sectional studies may not convincingly explain the causal
effect of the individual drugs. The effect of calcium channel blockers on female sexual func-
tion should be investigated further with a prospective trial analyzing a large population of
hypertensive women.

Angiotensin-Converting Enzyme Inhibitors (ACEI)/Angiotensin Receptor Block-
ers (ARB): Two prospective, double-blind, randomized clinical trials, listed in Table 2,
support the hypothesis that ARBs improve female sexual function [27,28]. Taking valsartan
for 16 weeks increased sex desire and fantasy in 50 hypertensive females [28]. Women
treated with losartan for 12 weeks had fewer complaints of “less interest in sex” (30% vs. a
baseline of 41%) [29]. In addition, using felodipine—irbesartan for 48 weeks increased the
FSFI scores compared to the basal scores [27].

The benefit of ARB drugs on sexual function may be related to vasodilation, an
improvement in endothelial function, and a decrease in fibrosis in female genital tissue [1].
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However, three cross-sectional studies and one prospective study found no relation
between ACEI/ARB and FSD [15,16,20,31]. As stated previously, in cross-sectional studies,
most patients used different combinations of antihypertensive agents, so it was difficult to
define the side effects of each individual drug. Grimm and his colleagues only investigated
orgasm and sexual activity frequency; therefore, they did not consider the whole sexual
scope [31].

Alpha-Blockers: Prazosin did not change female sexual function [32], but this study
was performed only on 18 hypertensive females.

Clonidine: It was found that clonidine increased orgasm compared to placebo [32].
Although clonidine is a promising drug to enhance female sexual function, only 18 hyper-
tensive females were examined in this study [32].

From the above-mentioned studies, beta-blockers may be the number one antihy-
pertensive drugs possibly increasing the risk of FSD, followed by thiazide diuretics and
calcium channel blockers, while ACEI/ARBs may be beneficial to the female sexual func-
tion. Prospective studies are more convincing than cross-sectional studies, but their main
limitation is their low sample sizes, as less than 200 hypertensive women were examined
in each treated group. With such a small sample size, it is difficult to draw a conclusion
about the effects of each antihypertensive on female sexual function, as there may be other
confounding issues that could reduce the statistical power of that research. So far, no
prospective clinical trial with a large enough sample size has been conducted to investigate
the relationship between single antihypertensive drugs and FSD. It is clear that further
investigation is warranted examining individual antihypertensive agents and their effects
on female sexual function in a large population prospective clinical trial.

5. Management of Hypertension in Hypertensive Women with FSD

Women with controlled hypertension had a significantly lower incidence of sexual
dysfunction compared to women with uncontrolled hypertension [16,19]; therefore, the best
management of hypertension-related FSD should ensure that blood pressure is kept in a
normal range. According to the limited information available, ARBs improve female sexual
function and should be the preferred pharmaceutical antihypertensive agents. Alpha-
blockers and clonidine can be used as well. Nebivolol is another good option. Beta-blockers
other than nebivolol may need to be avoided in those women.

6. Management of Female Sexual Dysfunction in Hypertensive Women

When female sexual dysfunction develops in hypertensive women, education about
the anatomy of the vulvovaginal organ and pelvic floor, psychologic interventions, training
of sexual skills, pelvic floor physical therapy, cognitive-behavioral therapy, mindfulness-
based therapy, and couple therapy are recommended as non-pharmacological treatments [34].
These therapies should be tried before or combined with pharmacological therapy. This
section described some of the most recent pharmacological therapies for treating FSD. It is
important to keep patients informed of the side effects of individual therapeutic agents.

7. Pharmacological Treatment of Female Sexual Interest and Arousal Disorder

(1). Flibanserin: It is a 5HTj 5 partial or full agonist, originally an antidepressant, and
was approved by the FDA in August 2015 for the treatment of female hypoactive desire
disorder (HSDD) in the premenopausal population. Its mechanism involves serotonin,
which is an inhibitory neurotransmitter in female sex function, and norepinephrine and
dopamine, which are excitatory neurotransmitters. Flibanserin may serve to modulate the
balance of these neurotransmitters to improve sexual function. It should be administered
at bedtime and stopped after 8 weeks in the absence of any improvement because of side
effects, such as somnolence, dizziness, nausea, fatigue, and hypotension [35,36]. It is sug-
gested not to consume alcohol during its administration because of increased hypotension,
but a recent study showed that alcohol consumption does not increase the side effects of
flibanserin [36].
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(2). Bremelanotide: It is a melanocortin receptor agonist and was approved by the
FDA in June 2019 for the treatment of female hypoactive desire disorder (HSDD) in pre-
menopausal women. It is injected subcutaneously around 45 min before anticipated sexual
activity [37,38]. Compared to flibanserin, bremelanotide does not need to be administered
daily. Its side effects include nausea, vomiting, flushing, headache, and hyperpigmentation.

(3). Phosphodiesterase inhibitors and testosterone: These are used off-label to in-
crease female arousal and libido, respectively. Safety has not been established in older
women [14]. Phosphodiesterase inhibitors should not be used together with nitroglycerin,
to avoid severe hypotension.

(4). Under-investigated drug: Intranasal oxytocin was studied because oxytocin is
increased in the brain during arousal [39]. The FDA has not yet approved this drug.

8. Pharmacological Treatment of Genito-Pelvic Pain and Penetration Disorders

(1). Lubricants and moisturizers including oil, hyaluronic acid-based, and polycar-
bophil products may help alleviate dyspareunia that is due to vaginal dryness [34].

(2). Ospemifene: It was FDA-approved in 2013 for vulvovaginal atrophy due to
menopause. It is a selective estrogen receptor modulator (SERM) and exerts a strong, nearly
full estrogen agonist effect in the vaginal epithelium [40]. It is administered orally as one
tablet daily. It does not increase the risk of thrombosis as other SERM drugs do, such as
tamoxifen. Its side effects include hot flashes in 7.5% of patients and mild muscle spasms
in 3% of patients [41].

(3). Hormone supplements: For menopausal women, oral conjugated estrogen and
low-dose vaginal estrogen therapy can be used [34]. In November 2015, the FDA approved
intravaginal prasterone (dehydroepiandrosterone (DHEA)) to treat women experiencing
moderate dyspareunia due to menopause [42]. Oral conjugated estrogen increases the risk
of thrombosis, while thrombosis has not been associated with vaginal estrogen [41]. The
most common side effect of intravaginal prasterone is application site discharge [43].

9. Conclusions

This review has found that hypertension has a negative influence on female sexual
function, and beta-blockers may worsen FSD. It is better to select antihypertensive agents
that are relatively safer for female sexual function, such as ACEI/ARB, nebivolol, alpha-
blockers, and clonidine, to maintain a good blood pressure control. In premenopausal
hypertensive women, flibanserin and bremelanotide can be used to increase libido and
arousal. In postmenopausal hypertensive women, hormone supplements and ospemifene
might be good options to improve vulvovaginal atrophy. This study found that there is a
need for prospective, randomized, placebo-controlled trials in large groups of women to
explore antihypertensive agents’ sexual side effects.

Author Contributions: Q.Z., designed the project, searched the literature, and prepared and revised
the manuscript; Y.A., searched the literature, drafted the manuscript, and revised and edited the
manuscript. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.
Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.

Acknowledgments: The authors wish to thank Glenda Jack, the Manager of Trust Services, Canadian
Imperial Bank of Commerce (CIBC) Bank and Trust Company (Cayman) Limited, for editing and
proofreading the manuscript as a native English speaker.

Conflicts of Interest: The authors declare no conflict of interest.



Medicina 2022, 58, 637 80f9

References

1. Ferrario, C.M,; Levy, P. Sexual dysfunction in patients with hypertension: Implications for therapy. J. Clin. Hypertens. (Greenwich)
2002, 4, 424-432. [CrossRef]

2. LaTorre, A.; Giupponi, G.; Duffy, D.; Conca, A.; Catanzariti, D. Sexual dysfunction related to drugs: A critical review. Part IV:
Cardiovascular drugs. Pharmacopsychiatry 2014, 48, 1-6. [CrossRef] [PubMed]

3. Imprialos, K.P; Stavropoulos, K.; Doumas, M.; Tziomalos, K.; Karagiannis, A.; Athyros, V.G. Sexual Dysfunction, Cardiovascular
Risk and Effects of Pharmacotherapy. Curr. Vasc. Pharmacol. 2018, 16, 130-142. [CrossRef] [PubMed]

4. Mazzilli, F; Mazzilli, R.; Imbrogno, N.; Jlenia, E.; Delfino, M.; Bitterman, O.; Napoli, A. Sexual dysfunction in diabetic women:
Prevalence and differences in type 1 and type 2 diabetes mellitus. Diabetes Metab. Syndr. Obes. 2015, 8, 97-101. [CrossRef]

5. Shah, M.B. Obesity and sexuality in women. Obstet. Gynecol. Clin. N. Am. 2009, 36, 347-360. [CrossRef]

6. Purves, D.; Augustine, G.J.; Fitzpatrick, D.; Hall, W.C.; LaMantia, A.S.; McNamara, J.O.; Williams, S.M. (Eds.) Neuroscience,
2nd ed.; Sinauer Associates: Sunderland, MA, USA, 2001; pp. 496-498, 711-718.

7. Azadzoi, KM.; Siroky, M.B. Neurologic factors in female sexual function and dysfunction. Korean . Urol. 2010, 51, 443-449.
[CrossRef]

8.  IsHak, W.W.; Tobia, G. DSM-5 Changes in Diagnostic Criteria of Sexual Dysfunctions. Reprod. Syst. Sex. Disord. 2013, 2, 122.
[CrossRef]

9.  Rosen, R.; Brown, C.; Heiman, ].B.; Leiblum, S.; Meston, C.; Shabsigh, R.; Ferguson, D.; D’Agostino, R., Jr. The Female Sexual
Function Index (FSFI): A multidimensional self-report instrument for the assessment of female sexual function. |. Sex Marital Ther.
2000, 26, 191-208. [CrossRef]

10. Isidori, A.; Pozza, C.; Esposito, K.; Giugliano, D.; Morano, S.; Vignozzi, L.; Corona, G.; Lenzi, A.; Jannini, E.A. Development and
validation of a 6-item version of the female sexual function index (FSFI) as a diagnostic tool for female sexual dysfunction. J. Sex.
Med. 2010, 7, 1139-1146. [CrossRef]

11.  Dunn, KM.; Croft, PR.; Hackett, G.I. Association of sexual problems with social, psychological, and physical problems in men
and women: A cross-sectional population survey. . Epidemiol. Community Health 1999, 53, 144-148. [CrossRef]

12.  Shifren, ].L.; Monz, B.U.; Russo, P.A.; Segreti, A.; Johannes, C.B. Sexual problems and distress in United States women: Prevalence
and correlates. Obstet. Gynecol. 2008, 112, 970-978. [CrossRef] [PubMed]

13. Lindau, S.T.; Schumm, P; Laumann, E.O.; Levinson, W.; O'Muircheartaigh, C.A.; Waite, L.]. A study of sexuality and health
among older adults in the United States. N. Engl. J. Med. 2007, 357, 762-774. [CrossRef] [PubMed]

14. Lindau, S.T.; Fruin, K. Chapter 41: Sexuality, sexual function, and the aging woman. In Hazzard’s Geriatric Medicine and Gerontology,
7th ed.; Halter, ].B., Ouslander, J.G., Studenski, S., High, K.P., Asthana, S., Ritchie, C.S., Supiano, M.A., Eds.; e-Textbook;
McGraw-Hill Education/Medical: New York City, NY, USA, 2017.

15. Thomas, H.N.; Evans, G.W.; Berlowitz, D.; Chertow, G.M.; Conroy, M.B.; Foy, C.G,; Glasser, S.; Lewis, C.E.; Riley, W.T.; Russell, L.;
et al. Antihypertensive medications and sexual function in women: Baseline data from the SBP intervention trial (SPRINT). J.
Hypertens. 2016, 34, 1224-1231. [CrossRef] [PubMed]

16. Doumas, M.; Tsiodras, S.; Tsakiris, A.; Douma, S.; Chounta, A.; Papadopoulos, A.; Kanellakopoulou, K.; Giamarellou, H. Female
sexual dysfunction in essential hypertension: A common problem being uncovered. ]. Hypertens. 2006, 24, 2387-2392. [CrossRef]
[PubMed]

17.  Kiutmeg, C.; Yurtsever, S. Effects of sexual function of essential hypertension in women. Eur. ]. Cardiovasc. Nurs. 2011, 10, 56-63.
[CrossRef]

18. Okeahialam, B.N.; Obeka, N.C. Sexual dysfunction in female hypertensives. J. Natl. Med Assoc. 2006, 98, 638—640.

19. De Franciscis, P.; Mainini, G.; Messalli, E.M.; Trotta, C.; Luisi, A.; Laudando, E.; Marino, G.; Della Puca, G.; Cerreto, F.V.; Torella,
M. Arterial hypertension and female sexual dysfunction in postmenopausal women. Clin. Exp. Obstet. Gynecol. 2013, 40, 58-60.

20. Spatz, E.S.; Canavan, M.E.; Desai, M.; Krumholz, H.M.; Lindau, S.T. Sexual activity and function among middle-aged and older
men and women with hypertension. J. Hypertens. 2013, 31, 1096-1105. [CrossRef]

21. Santana, L.M.; Perin, L.; Lunelli, R.; Inacio, ].ES.; Rodrigues, C.G.; Eibel, B.; Goldmeier, S. Sexual Dysfunction in Women with
Hypertension: A Systematic Review and Meta-analysis. Curr. Hypertens. Rep. 2019, 21, 25. [CrossRef]

22. Nascimento, E.; Maia, A.; Nardi, A.; Silva, A. Sexual dysfunction in arterial hypertension women: The role of depression and
anxiety. J. Affect. Disord. 2015, 181, 96-100. [CrossRef]

23. Chen, X.; Zhang, Q.; Tan, X. Prevalence of sexual activity and associated factors in hypertensive males and females in China: A
cross-sectional study. BMC Public Health 2012, 12, 364. [CrossRef] [PubMed]

24. Duncan, L.E; Lewis, C.; Jenkins, P; Pearson, T.A. Does hypertension and its pharmacotherapy affect the quality of sexual function
in women? Am. |. Hypertens. 2000, 13 Pt 1, 640-647. [CrossRef]

25. Mancia, G.; Grassi, G. The autonomic nervous system and hypertension. Circ. Res. 2014, 114, 1804-1814. [CrossRef] [PubMed]

26. Small, H.Y;; Migliarino, S.; Czesnikiewicz-Guzik, M.; Guzik, T.]. Hypertension: Focus on autoimmunity and oxidative stress. Free
Radic. Biol. Med. 2018, 125, 104-115. [CrossRef] [PubMed]

27. Ma,R;Yu,],; Xu, D,; Yang, L.; Lin, X.; Zhao, F.; Bai, F. Effect of felodipine with irbesartan or metoprolol on sexual function and
oxidative stress in women with essential hypertension. J. Hypertens. 2012, 30, 210-216. [CrossRef] [PubMed]

28. Fogari, R.; Preti, P; Zoppi, A.; Corradi, L.; Pasotti, C.; Rinaldi, A.; Mugellini, A. Effect of valsartan and atenolol on sexual behavior

in hypertensive postmenopausal women. Am. J. Hypertens. 2004, 17, 77-81. [CrossRef] [PubMed]


http://doi.org/10.1111/j.1524-6175.2002.00862.x
http://doi.org/10.1055/s-0034-1395515
http://www.ncbi.nlm.nih.gov/pubmed/25405774
http://doi.org/10.2174/1570161115666170609101502
http://www.ncbi.nlm.nih.gov/pubmed/28595561
http://doi.org/10.2147/DMSO.S71376
http://doi.org/10.1016/j.ogc.2009.04.004
http://doi.org/10.4111/kju.2010.51.7.443
http://doi.org/10.4172/2161-038X.1000122
http://doi.org/10.1080/009262300278597
http://doi.org/10.1111/j.1743-6109.2009.01635.x
http://doi.org/10.1136/jech.53.3.144
http://doi.org/10.1097/AOG.0b013e3181898cdb
http://www.ncbi.nlm.nih.gov/pubmed/18978095
http://doi.org/10.1056/NEJMoa067423
http://www.ncbi.nlm.nih.gov/pubmed/17715410
http://doi.org/10.1097/HJH.0000000000000911
http://www.ncbi.nlm.nih.gov/pubmed/27032074
http://doi.org/10.1097/01.hjh.0000251898.40002.5b
http://www.ncbi.nlm.nih.gov/pubmed/17082720
http://doi.org/10.1016/j.ejcnurse.2010.04.004
http://doi.org/10.1097/HJH.0b013e32835fdefa
http://doi.org/10.1007/s11906-019-0925-z
http://doi.org/10.1016/j.jad.2015.03.050
http://doi.org/10.1186/1471-2458-12-364
http://www.ncbi.nlm.nih.gov/pubmed/22607275
http://doi.org/10.1016/S0895-7061(99)00288-5
http://doi.org/10.1161/CIRCRESAHA.114.302524
http://www.ncbi.nlm.nih.gov/pubmed/24855203
http://doi.org/10.1016/j.freeradbiomed.2018.05.085
http://www.ncbi.nlm.nih.gov/pubmed/29857140
http://doi.org/10.1097/HJH.0b013e32834e1e2e
http://www.ncbi.nlm.nih.gov/pubmed/22134388
http://doi.org/10.1016/j.amjhyper.2003.08.016
http://www.ncbi.nlm.nih.gov/pubmed/14700518

Medicina 2022, 58, 637 90f9

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

Van Bortel, L.M.; Bulpitt, C.J.; Fici, F. Quality of life and antihypertensive effect with nebivolol and losartan. Am. J. Hypertens.
2005, 18, 1060-1066. [CrossRef]

Wassertheil-Smoller, S.; Blaufox, M.D.; Oberman, A.; Davis, B.R.; Swencionis, C.; Knerr, M.O.; Hawkins, C.M.; Langford, H.G.
Effect of antihypertensives on sexual function and quality of life: The TAIM Study. Ann. Intern. Med. 1991, 114, 613-620.
[CrossRef]

Grimm, R.H,, Jr.; Grandits, G.A.; Prineas, R.J.; McDonald, R.H.; Lewis, C.E.; Flack, J.M.; Yunis, C.; Svendsen, K.; Liebson, P.R.;
Elmer, PJ.; et al. Long-term effects on sexual function of five antihypertensive drugs and nutritional hygienic treatment in
hypertensive men and women. Treatment of Mild Hypertension Study (TOMHS). Hypertension 1997, 29 Pt 1, 8-14. [CrossRef]
Hodge, R.H.; Harward, M.P.; West, M.S.; Krongaard-DeMong, L.; Kowal-Neeley, M.B. Sexual function of women taking
antihypertensive agents: A comparative study. J. Gen. Intern. Med. 1991, 6, 290-294. [CrossRef]

Silvestri, A.; Galetta, P.; Cerquetani, E.; Marazzi, G.; Patrizi, R.; Fini, M.; Rosano, G.M. Report of erectile dysfunction after therapy
with beta-blockers is related to patient knowledge of side effects and is reversed by placebo. Eur. Heart J. 2003, 24, 1928-1932.
[CrossRef] [PubMed]

American College of Obstetricians and Gynecologists” Committee on Practice Bulletins—Gynecology. Female Sexual Dysfunction:
ACOG Practice Bulletin Clinical Management Guidelines for Obstetrician-Gynecologists, Number 213. Obstet. Gynecol. 2019, 134,
el-el8. [CrossRef]

Robinson, K.; Cutler, ].B.R.; Carris, N.W. First Pharmacological Therapy for Hypoactive Sexual Desire Disorder in Premenopausal
Women: Flibanserin. Ann. Pharmacother. 2016, 50, 125-132. [CrossRef] [PubMed]

Simon, J.A.; Clayton, A.H.; Parish, S.J.; Apfel, S.C.; Millheiser, L. Effects of Alcohol Administered with Flibanserin in Healthy
Premenopausal Women: A Randomized, Double-Blind, Single-Dose Crossover Study. J. Sex. Med. 2020, 17, 83-93. [CrossRef]
[PubMed]

Clayton, A.H.; Althof, S.E.; Kingsberg, S.; DeRogatis, L.R.; Kroll, R.; Goldstein, I.; Kaminetsky, J.; Spana, C.; Lucas, J.; Jordan, R,;
et al. Bremelanotide for female sexual dysfunctions in premenopausal women: A randomized, placebo-controlled dose-finding
trial. Women’s Health 2016, 12, 325-337. [CrossRef]

Mayer, D.; Lynch, S.E. Bremelanotide: New Drug Approved for Treating Hypoactive Sexual Desire Disorder. Ann. Pharmacother.
2020, 54, 684—-690. [CrossRef] [PubMed]

Muin, D.A.; Wolzt, M.; Marculescu, R.; Rezaei, S.S.; Salama, M.; Fuchs, C.; Luger, A.; Bragagna, E.; Litschauer, B.; Bayerle-Eder, M.
Effect of long-term intranasal oxytocin on sexual dysfunction in premenopausal and postmenopausal women: A randomized
trial. Fertil. Steril. 2015, 104, 715-723. [CrossRef]

Wurz, G.; Kao, C.-J.; DeGregorio, M.W. Safety and efficacy of ospemifene for the treatment of dyspareunia associated with vulvar
and vaginal atrophy due to menopause. Clin. Interv. Aging 2014, 9, 1939-1950. [CrossRef]

Cagnacci, A.; Xholli, A.; Venier, M. Ospemifene in the Management of Vulvar and Vaginal Atrophy: Focus on the Assessment of
Patient Acceptability and Ease of Use. Patient Prefer. Adherence 2020, 14, 55-62. [CrossRef]

Labrie, F; Derogatis, L.; Archer, D.E; Koltun, W.; Vachon, A.; Young, D.; Frenette, L.; Portman, D.; Montesino, M.; C6té, I.; et al.
Effect of Intravaginal Prasterone on Sexual Dysfunction in Postmenopausal Women with Vulvovaginal Atrophy. J. Sex. Med. 2015,
12,2401-2412. [CrossRef]

Heo, Y.-A. Prasterone: A Review in Vulvovaginal Atrophy. Drugs Aging 2019, 36, 781-788. [CrossRef] [PubMed]


http://doi.org/10.1016/j.amjhyper.2005.03.733
http://doi.org/10.7326/0003-4819-114-8-613
http://doi.org/10.1161/01.HYP.29.1.8
http://doi.org/10.1007/BF02597423
http://doi.org/10.1016/j.ehj.2003.08.016
http://www.ncbi.nlm.nih.gov/pubmed/14585251
http://doi.org/10.1097/AOG.0000000000003324
http://doi.org/10.1177/1060028015622182
http://www.ncbi.nlm.nih.gov/pubmed/26692273
http://doi.org/10.1016/j.jsxm.2019.10.004
http://www.ncbi.nlm.nih.gov/pubmed/31735618
http://doi.org/10.2217/whe-2016-0018
http://doi.org/10.1177/1060028019899152
http://www.ncbi.nlm.nih.gov/pubmed/31893927
http://doi.org/10.1016/j.fertnstert.2015.06.010
http://doi.org/10.2147/CIA.S73753
http://doi.org/10.2147/PPA.S203614
http://doi.org/10.1111/jsm.13045
http://doi.org/10.1007/s40266-019-00693-6
http://www.ncbi.nlm.nih.gov/pubmed/31290076

	Introduction 
	Female Sexual Dysfunction (FSD) 
	Hypertension and FSD 
	Antihypertensive Agents and Female Sexual Dysfunction 
	Management of Hypertension in Hypertensive Women with FSD 
	Management of Female Sexual Dysfunction in Hypertensive Women 
	Pharmacological Treatment of Female Sexual Interest and Arousal Disorder 
	Pharmacological Treatment of Genito-Pelvic Pain and Penetration Disorders 
	Conclusions 
	References

