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Abstract
Purpose  The aim of this study was to evaluate in a population of patients with erectile dysfunction (ED): (a) the prevalence 
of a previously unknown endocrine/glycemic disorders; (b) the correlation between ED severity and endocrine/glycemic 
disorders.
Methods  1332 patients referred for ED from 2013 to 2020 were included. The ED diagnosis was made using the Interna-
tional-Erectile-Function-Index-5 questionnaire. ED severity was considered according to presence/absence of spontaneous 
erections, maintenance/achievement deficiency. All patients were subjected to search for sociodemographic and clinical 
characteristics: age, ethnicity, marital status, previous use of PDE5i, previous prostatectomy, diabetes mellitus (DM), pre-
diabetes, endocrine dysfunctions.
Results  The mean ± SD age was 54.3 ± 13.7 years. The 19.1% (255/1332) of patients were already in treatment for predia-
betes/diabetes or endocrine dysfunctions. Among the remaining 1077, the prevalence of previously unknown endocrine 
and glycemic disorders was 30% (323/1077). Among them, 190/323 subjects (58.8%) were affected by hypogonadism, with 
high estradiol level observed in 8/190 (4.2%). The prevalence of new glycemic alterations was 17.3% (56/323) [specifically, 
32/56 (57.1%) DM, and 24/56 (42.9%) prediabetes]. A thyroid dysfunction was observed in 40/323 subjects (12.3%) and 
hyperprolactinemia in 37/323 (11.5%). Patients with new diagnosis of DM showed more severe form of ED compared to the 
total group {difficulty in the achievement of erection: 46/56 [82.2%, vs 265/1332 (19.9%), p < 0.05]; absence of spontaneous 
erection 23/56 [41.1%, vs 321/1332 (24.1%), p < 0.05]}.
Conclusion  ED is an early marker of endocrine/glycemic disorder, and a previously unknown dysfunction was found in more 
than a quarter of patients. A newly diagnosed DM is associated with ED severity, especially in elderly man and in presence 
of hypertension.
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Prolactin

Introduction

Erectile dysfunction (ED), defined as the inability to main-
tain or to get an erection firm enough to have sexual inter-
course, is a multidimensional male sexual dysfunction [1]. 
The prevalence of ED is ranging from 6 to 64%, depending 
on different group considered, age and comorbidities, with 
an average prevalence of 30% [2, 3].

ED involves organic, relational as well as stress and 
mental health concerns [4]. In fact, sexual health is strictly 
related with general health as well as psychosexological 
factors, even if psychological symptoms are seldom inves-
tigated [4]. Among endocrine disorders, hypogonadism, 
hyperprolactinemia, thyroid dysfunction, as well as diabetes 
mellitus (DM) and impaired glucose tolerance are involved 
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in ED development [5]. Although the International Commit-
tee for Sexual Medicine do not routinely suggest hormonal 
investigation in men with sexual dysfunction, apart from 
testosterone and prolactin, because of the current lack of 
convincing evidence [6], several studies highlighted that the 
management of endocrine disorders in patients with ED is 
useful, to establish an appropriate therapeutic strategy and 
ensure complete restoration of symptoms [5, 7]. The most 
frequent endocrine alteration affecting male sexual function 
is represented by hypogonadism. Testosterone is crucial in 
the regulation of the expression of nitric oxide synthase 
(NOS) and phosphodiesterase type 5 inhibitors (PDE5i) 
inside the penis [7]; testosterone modulates erectile function 
and regulates the timing of the erectile process and sexual 
desire. The prevalence of ED due to hypogonadism ranges 
from 2 to 21% [8]. Hyperprolactinemia could also lead to 
sexual dysfunction, due to the inhibition of gonadotropin-
releasing hormones, which, in turn, decreases the secretion 
of testosterone [5]. On the other hand, type 2 diabetes mel-
litus (T2DM) is the second most common risk factor for ED, 
which occurs three times more frequently in diabetics than 
non-diabetics, (about in 50–75% of males with DM) [9–11], 
by acting on macrovascular (cardiovascular events), micro-
vascular, as well as neural system. It is well established that 
ED is an early marker of endothelial damage and hypergly-
cemia and results to be the first sign of DM in about 12–15% 
of patients [12, 13]. To this regard, Corona et al. [14] showed 
a higher risk of severe ED and pathological penile Doppler 
ultrasound parameters in patients with DM, both established 
and newly diagnosed, as well as impaired fasting glucose. 
On the other hand, the wide and early use of PDE5i in the 
natural history of ED, rapidly improving the erectile func-
tion, has led to a significant number of missed diagnoses of 
underlying this symptom [15].

However, apart from DM, most of the studies take in 
account the prevalence of endocrine disorders already 
known at the time of ED diagnosis [2, 5, 10].

The aim of this study was to evaluate the prevalence of 
a previously unknown glycemic and endocrine disorder, in 
a population of patients with ED and to evaluate if a rela-
tionship exists between specific endocrine disorders and ED 
severity, evaluated as presence/absence of spontaneous erec-
tions as well as maintenance/achievement deficiency.

Materials and methods

This retrospective observational study included a total of 
1782 subjects, referred consecutively to the Andrology Unit 
(Sant’Andrea Hospital—“Sapienza” University of Rome) for 
a condition of ED from January 2013 to January 2020.

Inclusion criteria were: (1) male sex; (2) presence of ED; 
(3) age between 18 and 75 years. Exclusion criteria were: (1) 

previous prostatectomy or other surgery in the pelvic region; 
(2) psychiatric disease in treatment with psychotropic drugs; 
(3) other sexual or ejaculatory dysfunction.

Sociodemographic and clinical characteristics were 
recorded: age, ethnicity, marital status, previous use of 
PDE5i, previous prostatectomy, diabetes mellitus, predia-
betes disorders, endocrine dysfunctions.

The andrological examination aimed at evaluating the 
testis (shape, size, and appearance), epididymis, penis, and 
body hair distribution, and the possible presence of gyne-
comastia. The diagnosis of ED was made using the Interna-
tional Index of Erectile Function-5 (IIEF-5) questionnaire. 
IIEF-5 is a validated and reliable short form questionnaire to 
identify erectile dysfunction (ED: total score ≤ 21) [16]. ED 
severity was considered according to presence of spontane-
ous erections (that means an increase in blood flow in the 
corpora cavernosa and a contraction of the ischiocavernosus 
and bulbospongiosus muscles [17]), or absence, as well as 
maintenance/achievement deficiency, evaluated by the ques-
tions n.2 and n.3 of the IIEF-5 [16].

Blood samples were obtained at 8:00am; the plasma 
levels of luteinizing hormone (LH), follicle stimulating 
hormone (FSH), thyroid stimulating hormone (TSH), tes-
tosterone, estradiol, prolactin, HbA1c were measured. 
Chemiluminescence microparticle immunoassay (CMIA) 
and immunoassay (CLIA) were used.

Diagnosis of glycemic and endocrine disorder was made 
through hormonal and biochemical evaluation, as follows: 
(1) hypogonadism: total testosterone < 2.64 mg/dl, or total 
testosterone between 3.5 and 2.64 mg/dl, with free testos-
terone < 6.5 ng/dl [18]; (2) hyperprolactinemia: prolactin 
levels > 25 ng/ml, measured after a rest of at least 20 min 
after insertion of a cannula; (3) overt thyroid hyperthyroid-
ism or hypothyroidism: TSH < 0.3 ulU/ml or TSH > 10 ulU/
ml or subclinical conditions: TSH between 0.3 and 0.5 or 
between 5 and 10 ulU/ml with normal serum free thyroxine 
(FT4) [19, 20]; (4) high estradiol level: estradiol > 40 pg/ml 
(5) prediabetes: HbA1c: 42–47 mmol/mol (6.0–6.4%); (6) 
DM: HbA1c: ≥ 48 mmol/mol (≥ 6.5%) [21].

The study adhered to the Hospital’s Ethics Commit-
tee guidelines and to the Ethical Principles for Medical 
Research Involving Human Subjects as adopted at the 18th 
WMA General Assembly, Helsinki, Finland, June 1964, 
and amended by the 55th WMA General Assembly, Tokyo, 
Japan, October 2004 and subsequent modifications when 
enforced (last, Fortaleza, Brazil, October 2013).

Statistical analysis

Continuous data were described as absolute values, 
mean ± standard deviation (SD), and range. Categorical 
data were described as absolute number and percent-
age frequency. We used Fisher’s exact test for analyzing 
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categorical data and paired t-test for continuous data; 
p < 0.05 was considered statistically significant. The 
software R version 2.14.2 (Free Software Foundation, 
Inc., USA) was used for statistics and logistic regression 
analyses.

Sample-size calculation indicated that recruitment of 
178 participants would be required to achieve 95% power. 
Based on previous studies [2, 3], these calculations assumed 
a prevalence of ED of 30% in the general population com-
pared with an estimated prevalence of 50% in a population 
affected with endocrine/glycemic disorders (α error, 0.01; 
β error, 0.2).

Results

A total of 1782 patients with ED were evaluated. Of them, 
201 patients were excluded due to a previous prostatectomy 
or other surgery in the pelvic region; 108 patients because 
they are taking psychotropic drugs; 63 patients because suf-
fered from premature ejaculation, 57 from hypoactive desire, 
8 from anorgasmia and 13 retrograde ejaculation, anejacu-
lation or delayed ejaculation. Thus, the final sample size 
included 1332 patients (Fig. 1).

The main characteristics of these patients are summarized 
in Table 1. Overall, the mean ± SD age was 54.3 ± 13.7 years. 
A rate of 88.3% of the patients had a stable relationship; 
the 80.1% of patients (1067/1332) referred difficulty in the 
maintenance of the erection, while the 19.9% (265/1332) 
in the achievement. The spontaneous erections were absent 
in 24.0% of patients, sporadic in 50.7% and present in the 
remaining 25.2%. A total of 386 patients had previously used 
at least one type of PDE5i, with efficacy in 51.6% of them.

A total of 255/1332 (19.1%) of patients had been already 
diagnosed with an endocrine or glycemic disorder, also 
receiving a specific therapy. Among these patients, 210 
(82.4%) were diabetic, 12 (4.7%) were hypogonadic, 4 
(1.6%) were affected by hyperprolactinemia and 29 (11.4%) 
suffered from hypo- or hyperthyroidism.

Among the remaining 1077 patients, the prevalence 
of subjects with unknown endocrine disorders was 30% 
(323/1077); none of these patients presents other spe-
cific signs or symptoms. The biochemical parameters are 
described in Table 2.

Overall, 190/323 subjects (58.8%) were diagnosed as 
affected by hypogonadism. Of them, 66 (34.7%) showed 
total testosterone levels < 2.64 ng/ml, while the remaining 
124 (65.3%) total testosterone between 3.5 and 2.64 ng/ml, 
with free testosterone < 6.5 ng/dl. In 72.7% of the cases, the 
gonadotropins were within the normal range, while in the 
remaining cases (27.3%) were high. In 8/190 (4.2%) hypo-
gonadal patients, high level of estradiol were also observed.

The prevalence of new glycemic alterations was 17.3% 
(56/323). Specifically, 32/56 (57.1%) were affected with 
DM, while 24/56 (42.9%) with prediabetes.

A thyroid dysfunction was assessed in 40/323 subjects 
(12.3%). In particular, in 4/40 patients (10.0%) there was 
overt hypothyroidism, in 10/40 (24.0%) subclinical hypo-
thyroidism, in 4/40 patients (10.0%) overt hyperthyroidism 
and in 22/40 (55.0%) subclinical hyperthyroidism. Finally, 
37/323 subjects (11.5%) were hyperprolactinemic.

A rate of 27.9% (90/323) of patients with newly diag-
nosis glycemic or endocrine dysfunction referred the use 
of PDE5i at least one time, with a positive response in 
52.2% of the cases (47/90; p = 0.73 vs total group). Of 
them, 59.2% (58/98) received the prescription from their 
General Practitioner, while the remaining 40.8% of the 
patients bought online or received from friends and/or 
relatives.

Among the subgroups, patients with hyperprolactinemia 
were younger as compared to the total group (44.5 ± 12.9 
vs 54.3 ± 13.7  years; p < 0.05). Furthermore, among 
patients with new diagnosed pathologies, BMI was signifi-
cantly higher in patients with DM (26.2 ± 3.3 kg/m2) com-
pared to thyroid dysfunction (24.5 ± 2.1 kg/m2; p = 0.002) 
and hyperprolactinemia (24.1 ± 1.8 kg/m2; p = 0.0001), 
and in patients with hypogonadism (25.6 ± 3.1 kg/m2) 
compared to thyroid dysfunction (p = 0.006). Similarly, 
the prevalence of hypertension was significantly higher 
in patients with new diagnosis of DM (31/56, 55.4%) 
compared to thyroid dysfunction (9/40, 22.5%; p = 0.002) 
and hyperprolactinemia (7/37, 18.9%; p = 0.0005), and in 
patients with hypogonadism (84/190, 44.2%) compared 
to thyroid dysfunction (p = 0.01) and hyperprolactinemia 
(p = 0.005).

By evaluating the relationship between severity of ED 
and previously unknown endocrine disorders, patients with 
newly diagnosed DM showed more severe form of ED as 
compared to the total group [difficulty in the achievement 
of erection: 46/56 (82.2%) vs 265/1332 (19.9%), p < 0.05; 
absence of spontaneous erection 23/56 (41.1%) vs 
321/1332 (24.1%), p < 0.05]. A logistic regression analy-
sis was performed to evaluate the effect of confounders on 
the severity of ED; the results showed that new diagnosis 
of diabetes (OR 3.3, 95% CI 1.3–8.2; p = 0.009), the pres-
ence hypertension (OR 3.3, 95% CI 1.3–8.2; p = 0.001) 
and age (OR 1.03, 95% CI 1.02–1.04; p = 0.001) affect 
the presence/absence of spontaneous erection, but not 
BMI (p = 0.8), while the difficulty in the achievement of 
erection was affected only by new diagnosis of diabetes 
(p < 0.001).

Finally, the mean ± SD of HbA1c was similar in the 
group with already known diabetes (7.3 ± 1.5%) compared 
to the group of new diagnosis 7.6 ± 1.5% (p = 0.3).
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Discussion

It is well known that ED can result from pre-existing hor-
mone and metabolic impairments. At the opposite, ED 
can be an early marker of latent endocrine disorders. If 
this correlation has been established for DM, no data are 
available for other endocrine disorders, potentially associ-
ated with ED. In order to increase the convincing evidence 
for performing hormonal investigation in men with sexual 

dysfunction, we studied the prevalence of a previously 
unknown glycemic and endocrine disorder, in a population 
of patients with ED.

In this study, in 30% of subjects affected by ED, a new 
diagnosis of a previously unknown endocrine disorder was 
carried out. Hypogonadism was the most frequent hormonal 
alteration in the group of subjects with new diagnosis of 
endocrine/metabolic disorders. This is not surprising, since 
androgens play a central role in enhancing sexual desire and 

Fig. 1   Flowchart of patient enrollment
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maintaining adequate sleep-related erections [5, 9]. Again, 
testosterone modulates nearly every component involved in 
erectile function, including pelvic ganglions, smooth muscle 
as well as endothelial cells of the corpora cavernosa [6, 22]. 
In this study, elevated estradiol levels were also observed in 
some patients affected by hypogonadism. It has been hypoth-
esized that high level of estradiol might reduce NO-mediated 
cavernosal smooth muscle relaxation and intracavernosal 
pressure, worsening the erectile function [23].

Interestingly, we observed that the most frequent altera-
tion in the group of subjects with known pathology was DM, 

differently from the group of subjects with new diagnosis. 
This could be explained by the fact that more frequently 
an occasional finding of hyperglycemia can occur during 
routine examinations. In addition, diabetes can manifest 
itself through different signs and symptoms before the diag-
nosis of ED. On the other hand, the SUBITO-DE study 
highlighted a high prevalence of ED, hypogonadism and 
depressive symptoms among male patients with newly diag-
nosed T2DM [24]. On this matter, psychological factors are 
strictly related to ED and are seldom investigated also in 
DM patients [25]. Furthermore, some comorbidities closely 
associated with diabetes as well as DM complication, such 
as obesity, hypertension and its pharmacological treatments, 
atherosclerosis, neuropathy, nephropathy, as well as infec-
tions, disease of penile structure and depression could be 
considered as co-factors for ED [10, 26]. This evidence is 
confirmed by the fact that metabolic disorders are associ-
ated with reduced T levels, arteriogenic ED and higher risk 
of major adverse cardiovascular events [6, 23, 27]. To this 
regard, Corona et al. [14] showed a higher risk of severe ED 
and pathological penile Doppler ultrasound parameters in 
patients with DM, both established and newly diagnosed, 
as well as impaired fasting glucose.

However, also the prevalence of newly diagnosed gly-
cemic disorders in the present population is fairly high 
(17.3%). In this study, men with DM represents the group 
with the most severe form of ED, considering the difficulty 
in the achievement of erection and the absence of spontane-
ous erection. In fact, the severity of ED increases with the 
duration of diabetes, poor glycemic control and presence of 
microvascular complications [11], and diabetes treatment as 
well as educational therapy and lifestyle change should be 
suggested [28, 29]. However, the logistic regression analysis 
showed that, along with the new diagnosis of DM, hyperten-
sion and age worsen the severity of ED, but not BMI. In this 
regard, a recent study conducted by Yuan et al. highlighted 
that DM showed a direct causal effect on ED, independent 
of obesity and dyslipidemia [30].

A number of epidemiological data support the relation-
ship between sexual function and testosterone levels as well 
as glycemic disorders [31, 32]. To this regard, Maseroli et al. 
showed that DM, hypogonadism and hyperprolactinemia are 

Table 1   Clinical, hormonal and glycometabolic profile in the total 
group

ED erectile dysfunction, PRL Prolactin, TSH thyroid stimulating, PSA 
prostate specific antigen, FSH follicle stimulating hormone, LH lute-
inizing hormone

Characteristics Values

Age (years; mean ± SD) 54.3 ± 13.7
Status
 Single (n, %) 156 (11.7)
 Relationship (n, %) 269 (20.2)
 Married (n, %) 907 (68.1)

Spontaneous erection
 Absence (n, %) 321 (24.0)
 Sporadic (n, %) 676 (50.8)
 Normal (n, %) 335 (25.2)

Type of ED
 Maintenance (n, %) 1067 (80.1)
 Achievement (n, %) 265 (19.9)

Testosterone (ng/ml; mean ± SD) 4.4 ± 1.6
Estradiol (mean ± SD) 32.0 ± 13.5 (2.7–61.0)
FSH (U/l; mean ± SD) 7.3 ± 7.9 (0.3–78)
LH (U/l; mean ± SD) 5.2 ± 4.3 (0.1–45.1)
PRL (ng/ml; mean ± SD) 10.0 ± 6.0 (0.5–51)
TSH (U/ml; mean ± SD) 1.8 ± 1.8 (0.001–24.7)
PSA (ng/ml; mean ± SD) 1.4 ± 1.6 (0.1–13)
HbA1c (%; mean ± SD) 6.2 ± 1.3 (4.0–12.0)
Estradiol (mean ± SD) 32.0 ± 13.5 (2.7–61.0)
Triglycerides (mg/dl; mean ± SD) 177.2 ± 134.0 (45.1–222.0)
Total cholesterol (mg/dl; mean ± SD) 187.2 ± 141.3 (98.2–251.3)

Table 2   Hormonal and HbA1c values in patients with new diagnosis of endocrine alteration or diabetes

PRL  Prolactin, TSH thyroid stimulating, FSH follicle stimulating hormone, LH luteinizing hormone

Age (years) Testost. (ng/ml) Estradiol (mg/dl) FSH (U/l) LH (U/l) PRL (ng/ml) TSH (U/ml) HbA1c (%)

Diabetes 61.7 ± 10.3 3.8 ± 1.1 29.0 ± 2.8 8.0 ± .1 6.1 ± 6.5 8.5 ± 4.8 1.8 ± 0.9 7.6 ± 1.5
Hypogonadism 54.1 ± 12.8 1.9 ± 0.5 31.7 ± 16.1 9.1 ± 13.2 6.2 ± 8.2 10.5 ± 6.4 1.7 ± 0.8 5.9 ± 0.4
Hyperthyroidism 69.2 ± 5.7 4.2 ± 0.7 26.0 ± 5.7 9.5 ± 3.9 3.8 ± 2.8 10.7 ± 5.6  < 0.0 ± 0.02 5.5 ± 0.3
Hypothhyroidism 52.8 ± 12.5 3.9 ± 1.3 28.5 ± 3.5 5.3 ± 2.4 3.7 ± 1.5 9.0 ± 4.9 16.9 ± 5.6 5.5 ± 0.6
Hyperprolactinemia 44.5 ± 12.9 4.6 ± 1.9 30.5 ± 14.8 9.7 ± 11.5 7.5 ± 7.6 26.1 ± 7.3 2.1 ± 1.1 5.6 ± 0.7
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more frequent in subject consulting for ED compared to gen-
eral population of the same geographic area [31]. However, 
several other hormones are also involved in sexual function-
ing and should be investigated in a proper work-out of ED 
[32]. Considering thyroid function, in this study an alteration 
was assess in 12.3% of cases. These data are partially in 
agreement with Gabrielson et al. who reported a prevalence 
estimated in selected populations of sexual dysfunction of 
about 60% in patients with hypothyroidism and hyperthy-
roidism [33]. In the present study, a subclinical hyperthy-
roidism was mainly diagnosed. Similarly, Chen et al. [34] 
observed an increased prevalence of ED in patients with 
subclinical hypothyroidism compared to patients with 
euthyroidism, and they recommended screening for thyroid 
dysfunction in men with ED. Even if hyperthyroidism was 
mainly associated with acquired premature ejaculation [35], 
in this study most of the thyroid dysfunction was related to 
hyperthyroidism or subclinical hyperthyroidism (10% and 
55%, respectively), compared to overt hypothyroidism or 
subclinical hypothyroidism (10% and 24%, respectively). 
This suggests the need to better investigate this topic.

The prevalence of hyperprolactinemia in the present study 
was 11.5%. In men consulting for sexual dysfunction, hypo-
prolactinemia and hyperprolactinemia have been evaluated 
[36, 37]. However, while the association between hyper-
prolactinemia and hypoactive sexual desire is well defined, 
more studies are needed to completely understand the role 
of these hormones in regulating male sexual functioning. 
Furthermore, erectile dysfunction in association with high 
prolactin levels is frequent in patients suffering from psychi-
atric disorders and taking psychotropic drugs [38, 39]. To 
this regard, in this study psychiatric patients were excluded.

Finally, almost half of the patients with new diagnosis 
of endocrine or glycemic disorders previously used PDE5-
i. This can cause a significant number of delay or missed 
diagnoses of the disease which caused this symptom [15].

The main limitation in this study is its retrospective 
nature and the absence of psychological assessment and 
psychometric test. Furthermore, we only included hormo-
nal and glycemic alteration diagnosed by routine screening, 
therefore adrenal, parathyroid and other pituitary dysfunc-
tions were not considered. However, no definite evidence 
of these last hormones, as well as for dihydrotestosterone, 
dehydroepiandrosterone, dehydroepiandrosterone sulfate, 
are available in the management of ED [32].

In conclusion, to screen endocrine disorders is very useful 
in the diagnostic-therapeutic management of ED patients, 
because it allows to define the diagnosis and establish an 
etiopathogenetic treatment in a large number of patients. 
As most endocrine causes of ED are treatable, every effort 
should be made to exclude potential hormonal and metabolic 
etiologies underlying ED at an early stage. Finally, it is still 
more relevant to early detect DM as it is associated with 

ED severity, especially in elderly man and in presence of 
hypertension.

Author contributions  RM conceived the study and drafted the manu-
script. RM, VZ, SO, NM collected the data. RM, VZ, SO, DC inter-
preted the data. GD and AF provided a critical revision of the manu-
script. All authors have read and approved the manuscript.

Funding  Not applicable.

Declarations 

Conflict of interest  All authors declare no conflict of interest.

Ethical Standards  The study adhered to the Hospital’s Ethics 
Committee guidelines and to the Ethical Principles for Medical 
Research Involving Human Subjects as adopted at the 18th WMA 
General Assembly, Helsinki, Finland, June 1964, and amended by 
the 55th WMA General Assembly, Tokyo, Japan, October 2004 and 
subsequent modifications when enforced (last, Fortaleza, Brazil, 
October 2013).

Informed Consent  For this type of study, no informed consent is 
required.

Open Access  This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article's Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article's Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://​creat​iveco​mmons.​org/​licen​ses/​by/4.​0/.

References

	 1.	 NIH Consensus Development Panel on Impotence (1993) NIH 
Consensus Conference. Impotence. JAMA 270:83–90

	 2.	 Eardley I (2013) The incidence, prevalence, and natural history 
of erectile dysfunction. Sex Med Rev 1:3–16. https://​doi.​org/​10.​
1002/​smrj.2 (Epub 2015 Oct 21 PMID: 27784558)

	 3.	 Feldman HA, Goldstein I, Hatzichristou DG, Krane RJ, McKinlay 
JB (1994) Impotence and its medical and psychosocial correlates: 
results of the Massachusetts Male Aging Study. J Urol 151(1):54–
61. https://​doi.​org/​10.​1016/​s0022-​5347(17)​34871-1

	 4.	 Mollaioli D, Ciocca G, Limoncin E, Di Sante S, Gravina GL, 
Carosa E, Lenzi A, Jannini EAF (2020) Lifestyles and sexuality 
in men and women: the gender perspective in sexual medicine. 
Reprod Biol Endocrinol 18(1):10. https://​doi.​org/​10.​1186/​s12958-​
019-​0557-9 (PMID: 32066450; PMCID: PMC7025405)

	 5.	 Shamloul R, Ghanem H (2013) Erectile dysfunction. Lancet 
381(9861):153–165. https://​doi.​org/​10.​1016/​S0140-​6736(12)​
60520-0

	 6.	 Corona G, Isidori AM, Aversa A, Burnett AL, Maggi M (2016) 
Endocrinologic control of men’s sexual desire and arousal/

http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1002/smrj.2
https://doi.org/10.1002/smrj.2
https://doi.org/10.1016/s0022-5347(17)34871-1
https://doi.org/10.1186/s12958-019-0557-9
https://doi.org/10.1186/s12958-019-0557-9
https://doi.org/10.1016/S0140-6736(12)60520-0
https://doi.org/10.1016/S0140-6736(12)60520-0


Journal of Endocrinological Investigation	

1 3

erection. J Sex Med 13(3):317–337. https://​doi.​org/​10.​1016/j.​
jsxm.​2016.​01.​007 (PMID: 26944463)

	 7.	 Corona G, Rastrelli G, Monami M, Guay A, Buvat J, Sforza A, 
Forti G, Mannucci E, Maggi M (2011) Hypogonadism as a risk 
factor for cardiovascular mortality in men: a meta-analytic study. 
Eur J Endocrinol 165:687–701. https://​doi.​org/​10.​1530/​EJE-​11-​
0447 (Epub 2011 Aug 18)

	 8.	 Corona G, Lee DM, Forti G, O’Connor DB, Maggi M, O’Neill 
TW, Pendleton N, Bartfai G, Boonen S, Casanueva FF, Finn JD, 
Giwercman A, Han TS, Huhtaniemi IT, Kula K, Lean ME, Punab 
M, Silman AJ, Vanderschueren D, Wu FC, EMAS Study Group 
(2010) Age-related changes in general and sexual health in mid-
dle-aged and older men: results from the European Male Ageing 
Study (EMAS). J Sex Med 7(4 Pt 1):1362–1380. https://​doi.​org/​
10.​1111/j.​1743-​6109.​2009.​01601.x (Epub 2009 Nov 19)

	 9.	 Lewis RW, Fugl-Meyer KS, Corona G, Hayes RD, Laumann EO, 
Moreira ED Jr, Rellini AH, Segraves T (2010) Definitions/epide-
miology/risk factors for sexual dysfunction. J Sex Med 7:1598–
1607. https://​doi.​org/​10.​1111/j.​1743-​6109.​2010.​01778.x (PMID: 
20388160)

	10.	 Defeudis G, Gianfrilli D, Di Emidio C, Pofi R, Tuccinardi D, 
Palermo A, Lenzi A, Pozzilli P (2015) Erectile dysfunction and 
its management in patients with diabetes mellitus. Rev Endocr 
Metab Disord. https://​doi.​org/​10.​1007/​s11154-​015-​9321-4

	11.	 Kalter-Leibovici O, Wainstein J, Ziv A, Harman-Bohem I, Murad 
H, Raz I (2005) Clinical, socioeconomic, and lifestyle parameters 
asso- ciated with erectile dysfunction among diabetic men. Diabe-
tes Care 28:1739–1744. https://​doi.​org/​10.​2337/​diaca​re.​28.7.​1739

	12.	 Gatti A, Mandosi E, Fallarino M, Radicioni A, Morini E, Maiani 
F, Trischitta V, Lenzi A, Morano S (2009) Metabolic syndrome 
and erectile dysfunction among obese non-diabetic subjects. J 
Endocrinol Invest 32:542–545. https://​doi.​org/​10.​1007/​BF033​
46504

	13.	 Mazzilli R, Elia J, Delfino M, Benedetti F, Scordovillo G, Mazzilli 
F (2015) Prevalence of diabetes mellitus in a population of men 
affected by erectile dysfunction. Clin Ter 166(5):e317–e320. 
https://​doi.​org/​10.​7417/T.​2015.​1885

	14.	 Corona G, Rastrelli G, Balercia G, Lotti F, Sforza A, Monami 
M, Forti G, Mannucci E, Maggi M (2012) Hormonal association 
and sexual dysfunction in patients with impaired fasting glucose: 
a cross-sectional and longitudinal study. J Sex Med 9(6):1669–
1680. https://​doi.​org/​10.​1111/j.​1743-​6109.​2012.​02717.x

	15.	 Jannini EA, Isidori AM, Aversa A, Lenzi A, Althof SE (2013) 
Which is first? The controversial issue of precedence in the treat-
ment of male sexual dysfunctions. J Sex Med 10:2359–2369. 
https://​doi.​org/​10.​1111/​jsm.​12315

	16.	 Ponholzer A, Temml C, Mock K, Marszalek M, Obermayr R, 
Madersbacher S (2005) Prevalence and risk factors for erectile 
dysfunction in 2869 men using a validated questionnaire. Eur Urol 
47:80–85. https://​doi.​org/​10.​1016/j.​eururo.​2004.​08.​017 (PMID: 
15582253)

	17.	 Panchatsharam PK, Durland J, Zito PM (2021) Physiology, erec-
tion. IStatPearls Publishing (PMID: 30020650)

	18.	 Bhasin S, Brito JP, Cunningham GR, Hayes FJ, Hodis HN, Mat-
sumoto AM, Snyder PJ, Swerdloff RS, Wu FC, Yialamas MA 
(2018) Testosterone therapy in men with hypogonadism: an endo-
crine society clinical practice guideline. J Clin Endocrinol Metab 
103(5):1715–1744. https://​doi.​org/​10.​1210/​jc.​2018-​00229

	19.	 Garber JR, Cobin RH, Gharib H, Hennessey JV, Klein I, Mechan-
ick JI, Pessah-Pollack R, Singer PA, Woeber KA (2012) American 
Association Of Clinical Endocrinologists And American Thyroid 
Association Taskforce On Hypothyroidism In Adults. Clinical 
practice guidelines for hypothyroidism in adults: cosponsored by 
the American Association of Clinical Endocrinologists and the 
American Thyroid Association. Thyroid 22:1200–1235. https://​
doi.​org/​10.​1089/​thy.​2012.​0205 (Epub 2012 Nov 6)

	20.	 Peeters RP (2017) Subclinical hypothyroidism. N Engl J Med 
376(26):2556–2565. https://​doi.​org/​10.​1056/​NEJMc​p1611​144

	21.	 Davies MJ, D’Alessio DA, Fradkin J, Kernan WN, Mathieu C, 
Mingrone G, Rossing P, Tsapas A, Wexler DJ, Buse JB (2018) 
Management of hyperglycemia in type 2 diabetes, 2018. A con-
sensus report by the American Diabetes Association (ADA) and 
the European Association for the Study of Diabetes (EASD). Dia-
betes Care 41(12):2669–2701. https://​doi.​org/​10.​2337/​dci18-​0033

	22.	 Isidori AM, Buvat J, Corona G, Goldstein I, Jannini EA, Lenzi A, 
Porst H, Salonia A, Traish AM, Maggi M (2014) A critical analy-
sis of the role of testosterone in erectile function: from pathophys-
iology to treatment-a systematic review. Eur Urol 65(1):99–112. 
https://​doi.​org/​10.​1016/j.​eururo.​2013.​08.​048

	23.	 El-Sakka AI (2013) Impact of the association between elevated 
oestradiol and low testosterone levels on erectile dysfunction 
severity. Asian J Androl 15:492–496. https://​doi.​org/​10.​1038/​aja.​
2013.​20

	24.	 Corona G, Giorda CB, Cucinotta D, Guida P, Nada E, SUBITO-
DE study group, (2013) The SUBITO-DE study: sexual dysfunc-
tion in newly diagnosed type 2 diabetes male patients. J Endo-
crinol Invest 36(10):864–868. https://​doi.​org/​10.​3275/​8969

	25.	 Sansone A, Mollaioli D, Ciocca G, Limoncin E, Colonnello E, 
Jannini EA (2021) Sexual dysfunction in men and women with 
diabetes: a mirror of their complications? Curr Diabetes Rev. 
https://​doi.​org/​10.​2174/​15733​99817​66621​03091​04740 (Epub 
ahead of print. PMID: 33687898)

	26.	 Defeudis G, Mazzilli R, Tenuta M, Rossini G, Zamponi V, Olana 
S, Faggiano A, Pozzilli P, Isidori AM, Gianfrilli D (2021) Erec-
tile dysfunction and diabetes: a melting pot of circumstances and 
treatments. Diabetes Metab Res Rev 13:e3494. https://​doi.​org/​10.​
1002/​dmrr.​3494

	27.	 Traish AM, Munarriz R, O’Connell L, Choi S, Kim SW, Kim 
NN, Huang YH, Goldstein I (2003) Effects of medical or surgi-
cal castration on erectile function in an animal model. J Androl 
24:381–387. https://​doi.​org/​10.​1002/j.​1939-​4640.​2003.​tb026​86.x

	28.	 Defeudis G, Khazrai YM, Di Rosa C, Secchi C, Montedoro A, 
Maurizi AR, Palermo A, Pozzilli P, Manfrini S (2018) Conver-
sation Maps™, an effective tool for the management of males 
and females with type 2 diabetes and mildly impaired glycemic 
control. Hormones (Athens) 17:113–117

	29.	 American Diabetes Association (2021) Pharmacologic approaches 
to glycemic treatment: standards of medical care in diabetes-2021. 
Diabetes Care 44:S111–S124

	30.	 Yuan C, Jian Z, Gao X, Jin X, Wang M, Xiang L, Li H, Wang K 
(2021) Type 2 diabetes mellitus increases risk of erectile dysfunc-
tion independent of obesity and dyslipidemia: a Mendelian rand-
omization study. Andrology. https://​doi.​org/​10.​1111/​andr.​13132

	31.	 Maseroli E, Corona G, Rastrelli G, Lotti F, Cipriani S, Forti G, 
Mannucci E, Maggi M (2015) Prevalence of endocrine and meta-
bolic disorders in subjects with erectile dysfunction: a compara-
tive study. J Sex Med 12(4):956–965. https://​doi.​org/​10.​1111/​jsm.​
12832 (Epub 2015 Feb 16 PMID: 25689116)

	32.	 Sansone A, Romanelli F, Gianfrilli D, Lenzi A (2014) Endocrine 
evaluation of erectile dysfunction. Endocrine 46:423–430. https://​
doi.​org/​10.​1007/​s12020-​014-​0254-6

	33.	 Gabrielson AT, Sartor RA, Hellstrom WJG (2019) The impact 
of thyroid disease on sexual dysfunction in men and women. Sex 
Med Rev 7(1):57–70. https://​doi.​org/​10.​1016/j.​sxmr.​2018.​05.​002

	34.	 Chen D, Yan Y, Huang H, Dong Q, Tian H (2018) The associa-
tion between subclinical hypothyroidism and erectile dysfunction. 
Pak J Med Sci 34(3):621–625. https://​doi.​org/​10.​12669/​pjms.​343.​
14330

	35.	 Carani C, Isidori AM, Granata A, Carosa E, Maggi M, Lenzi A, 
Jannini EA (2005) Multicenter study on the prevalence of sexual 
symptoms in male hypo- and hyperthyroid patients. J Clin Endo-
crinol Metab 90:6472–6479. https://​doi.​org/​10.​1210/​jc.​2005-​1135

https://doi.org/10.1016/j.jsxm.2016.01.007
https://doi.org/10.1016/j.jsxm.2016.01.007
https://doi.org/10.1530/EJE-11-0447
https://doi.org/10.1530/EJE-11-0447
https://doi.org/10.1111/j.1743-6109.2009.01601.x
https://doi.org/10.1111/j.1743-6109.2009.01601.x
https://doi.org/10.1111/j.1743-6109.2010.01778.x
https://doi.org/10.1007/s11154-015-9321-4
https://doi.org/10.2337/diacare.28.7.1739
https://doi.org/10.1007/BF03346504
https://doi.org/10.1007/BF03346504
https://doi.org/10.7417/T.2015.1885
https://doi.org/10.1111/j.1743-6109.2012.02717.x
https://doi.org/10.1111/jsm.12315
https://doi.org/10.1016/j.eururo.2004.08.017
https://doi.org/10.1210/jc.2018-00229
https://doi.org/10.1089/thy.2012.0205
https://doi.org/10.1089/thy.2012.0205
https://doi.org/10.1056/NEJMcp1611144
https://doi.org/10.2337/dci18-0033
https://doi.org/10.1016/j.eururo.2013.08.048
https://doi.org/10.1038/aja.2013.20
https://doi.org/10.1038/aja.2013.20
https://doi.org/10.3275/8969
https://doi.org/10.2174/1573399817666210309104740
https://doi.org/10.1002/dmrr.3494
https://doi.org/10.1002/dmrr.3494
https://doi.org/10.1002/j.1939-4640.2003.tb02686.x
https://doi.org/10.1111/andr.13132
https://doi.org/10.1111/jsm.12832
https://doi.org/10.1111/jsm.12832
https://doi.org/10.1007/s12020-014-0254-6
https://doi.org/10.1007/s12020-014-0254-6
https://doi.org/10.1016/j.sxmr.2018.05.002
https://doi.org/10.12669/pjms.343.14330
https://doi.org/10.12669/pjms.343.14330
https://doi.org/10.1210/jc.2005-1135


	 Journal of Endocrinological Investigation

1 3

	36.	 Rastrelli G, Corona G, Maggi M (2015) The role of prolactin in 
andrology: what is new? Rev Endocr Metab Disord 16(3):233–
248. https://​doi.​org/​10.​1007/​s11154-​015-​9322-3

	37.	 Corona G, Mannucci E, Fisher AD, Lotti F, Ricca V, Balercia G, 
Petrone L, Forti G, Maggi M (2007) Effect of hyperprolactinemia 
in male patients consulting for sexual dysfunction. J Sex Med 
4:1485–1493. https://​doi.​org/​10.​1111/j.​1743-​6109.​2007.​00569.x

	38.	 Mazzilli R, Angeletti G, Olana S, Delfino M, Zamponi V, Rapinesi 
C, Del Casale A, Kotzalidis GD, Elia J, Callovini G, Girardi P, 
Mazzilli F (2018) Erectile dysfunction in patients taking psycho-
tropic drugs and treated with phosphodiesterase-5 inhibitors. Arch 

Ital Urol Androl 90(1):44–48. https://​doi.​org/​10.​4081/​aiua.​2018.1.​
44

	39.	 Montejo AL, de Alarcón R, Prieto N, Acosta JM, Buch B, Mon-
tejo L (2021) Management strategies for antipsychotic-related 
sexual dysfunction: a clinical approach. J Clin Med 10(2):308. 
https://​doi.​org/​10.​3390/​jcm10​020308

Publisher's Note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

https://doi.org/10.1007/s11154-015-9322-3
https://doi.org/10.1111/j.1743-6109.2007.00569.x
https://doi.org/10.4081/aiua.2018.1.44
https://doi.org/10.4081/aiua.2018.1.44
https://doi.org/10.3390/jcm10020308

	Erectile dysfunction as a marker of endocrine and glycemic disorders
	Abstract
	Purpose 
	Methods 
	Results 
	Conclusion 

	Introduction
	Materials and methods
	Statistical analysis

	Results
	Discussion
	References




