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1. Introduction

In recent years, significant advancements have been made in understanding male
reproductive health and sexual function. This Editorial summarizes the findings of this
Special Issue and other recent studies, highlighting interesting discoveries and identifying
persistent gaps in the literature.

2. Erectile Dysfunction

Erectile dysfunction (ED) is defined as “recurrent and persistent inability, partial or
complete, to achieve or maintain an erection firm enough for satisfactory sexual intercourse
in the presence of proper erotic stimuli” [1,2]. The causes of ED can be distinguished as oc-
curring alongside male hypoactive sexual desire disorder or alongside normoactive sexual
desire, where the former can be related to psychogenic conditions or organic diseases [3,4].

In our first contribution, Wroblewski et al. demonstrate a strong interdependence
between mental and physical health in post-myocardial infarction (MI) patients, with ED
being a key factor affecting self-esteem.

Modern behaviors, including internet addiction, social media use, and online pornog-
raphy, have also been shown to have significant effects on male sexual health. Accord-
ing to Pawlikowska-Gorzelaniczyk et al. (Contribution 2), social media addiction had a
negative impact on International Index of Erectile Function (IIEF) scores, whereas gen-
eral pornography use had no impact on men’s sexual health. However, more exten-
sive use of pornography was correlated with lower IIEF scores. The Authors also ob-
served that social media addiction negatively affected men’s sexual functioning during the
COVID-19 pandemic.

For therapeutic aspect, many studies are being conducted with the aim of expand-
ing current therapeutic availability and seeking alternatives for the resolution of sexual
dysfunctions. Trifu et al., in Contribution 3, compared intra-meatal tadalafil cream to oral
administration, offering a novel approach with potential benefits for patient compliance
and reduced side effects.

3. Infertility and Genetics

Infertility, a disease of the male or female reproductive system, is defined by the failure
to achieve pregnancy after at least 12 months of regular unprotected sexual intercourse [5].
Despite a thorough diagnostic approach, the cause of infertility still remains unknown in a
large percentage of male partners in infertile couples.
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Among the various causes studied (congenital and acquired, pre-pubertal and post-
pubertal, etc.), numerous studies have been carried out on the effects of oxidative stress
on spermatozoa. Normally, the spermatozoa produce a small amount of reactive oxygen
species (ROS), which play an important role during the acrosomal reaction necessary for
oocyte penetration. However, ROS overproduction or a deficit of the “scavenger system”
(superoxide anion, Hy,O,, glutathione) can occur. Subsequent oxidative stress induces
peroxidation of the spermatic membrane, and therefore a defective sperm function [6].

Further, Chen et al. (Contribution 4) evaluated the impact of oxidative stress on
sperm quality, even in cases without overt infertility, emphasizing the need for further
molecular research.

Genetic factors have emerged as being increasingly important in the diagnosis of
male infertility [7,8]. Their importance lies in the ability of new Assisted Reproduction
Techniques (ARTs), such as Testicular Sperm Aspiration (TESA) and Testicular Sperm
Extraction (TESE), to allow for fertilization even in cases of cryptozoospermia or obstructive
azoospermia [9,10].

Advocating for genetic screening and personalized medicine, Mazzilli et al. (Contribu-
tion 5) explored the role of genetic causes in male factor infertility (including karyotype,
the CFTR gene mutation plus variant of the IVS8-5T polymorphic trait, Y chromosome
microdeletion, and the use of next-generation sequencing panels to analyze the genes
implicated in Congenital Hypogonadotropic Hypogonadism).

Finally, the study by Lahimer et al. (Contribution 6) highlighted the association
between paternal age and alterations in sperm parameters, DNA integrity, and methylation
profiles. This work emphasized how aging impacts male fertility and emphasizes the
importance of early intervention and counseling in family planning.

4. Lifestyle

Lifestyle factors (i.e., diet, physical activity, smoking, alcohol consumption, drug use,
and stress) certainly play a critical role in both sexual and reproductive function [11].

Viken et al. (Contribution 7) revealed that physical fitness, and muscle strength in
particular, is closely correlated with sexual function, reinforcing the importance of exercise
and physical activity for overall well-being.

On the other hand, Skrzypiec-Spring et al. (Contribution 8) documented the adverse
effects of anabolic-androgenic steroid misuse among amateur athletes, highlighting the
need for public health interventions to vary this behavior.

With regard to the reproductive function front, the delicate balance between intense
physical activity and reproductive health is highlighted by Greco et al. (Contribution 9),
who synthesized evidence on the effects of training regimens on semen parameters in
athletes. Intensive training could worsen seminal parameters and, consequently, male
fertility. Therefore, their findings suggested the use of tailored training programs that
mediate both performance and fertility.

Finally, Barbagallo et al. (Contribution 10) highlighted the detrimental impact of
smoking on male infertility, demonstrating how nicotinic acetylcholine receptors influence
testicular function and emphasizing the importance of stopping smoking.

Therefore, there is a pressing need to develop targeted interventions that address the
behavioral and lifestyle factors influencing male reproductive and sexual health.

5. Prostate

Recent research has also focused on prostate health. Studies have revealed a significant
correlation between lower urinary tract symptoms (LUTSs) and ED, particularly in men
over 50 years of age [12]. Porav-Hodade et al. (Contribution 11) found that prostate length,
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rather than overall size, may play a significant role in lower urinary tract symptoms, as
well as in ED, providing further insight into prostate-related pathologies.

On the pharmacological front, Yanagida et al. (Contribution 12) introduced vibegron,
a [33-adrenoceptor agonist for treating persistent overactive bladder (OAB) symptoms,
as an add-on therapy for promising treatment of benign prostatic hyperplasia, showing
improvements in both urinary symptoms and intercourse satisfaction.

6. Conclusions

While these studies provide valuable insights, there are still significant knowledge
gaps in the literature. The molecular mechanisms underlying many of these findings
require further elucidation. Longitudinal studies are needed to establish causality, and a
multidisciplinary approach integrating genetics, endocrinology, psychology, and public
health is essential for gaining a comprehensive understanding.

Therefore, scientific research is required to address unresolved questions and translate
these insights into effective clinical strategies.
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List of Contributions:

1.  Wréblewski, O.; Skwirczyniska, E.; Michalczyk, K.; Zaeir, S.; Zair, L.; Kraszewska, K.;
Kiryk, J.; Bobik, A.; Mikotajczyk-Kociecka, A.; Chudecka-Glaz, A. The Relationship between
Erectile Dysfunction, Self-Esteem, and Depression in Post-Myocardial Infarction Patients.
J. Clin. Med. 2024, 13, 6134. https:/ /doi.org/10.3390/jcm13206134.

2. Pawlikowska-Gorzelaniczyk, A.; Fichte, D.; Rozmus, J.; Roder, P; Flakus, R.; Szuster, E,;
Brawanska, K.; Biernikiewicz, M.; Sobieszczariska, M.; Rusiecka, A.; et al. Impact of Inter-
net Addiction, Social Media Use and Online Pornography on the Male Sexual Function in Times
of the COVID-19 Pandemic. J. Clin. Med. 2023, 12, 6407. https://doi.org/10.3390/jcm12196407.

3. Trifu, D.; Leucuta, D.; Pintea-Trifu, M.; Elec, E; Crisan, N.; Eniu, D.; Coman, I. The Intra-Meatal
Application of Tadalafil Cream Versus Oral Administration Efficacy and Safety: Results from a
Randomized, Two-Administration Route, Cross-Over Clinical Trial. J. Clin. Med. 2024, 13, 6557.
https:/ /doi.org/10.3390/jcm13216557.

4. Chen, L.; Mori, Y.; Nishii, S.; Sakamoto, M.; Ohara, M.; Yamagishi, S.; Sekizawa, A. Impact of
Oxidative Stress on Sperm Quality in Oligozoospermia and Normozoospermia Males Without
Obvious Causes of Infertility. J. Clin. Med. 2024, 13, 7158. https:/ /doi.org/10.3390/jem13237158.

5. Mazzilli, R.; Petrucci, S.; Zamponi, V.; Golisano, B.; Pecora, G.; Mancini, C.; Salerno, G.; Alesi,
L.; De Santis, L.; Libi, F; et al. Seminological, Hormonal and Ultrasonographic Features of Male
Factor Infertility Due to Genetic Causes: Results from a Large Monocentric Retrospective Study.
J. Clin. Med. 2024, 13, 4399. https:/ /doi.org/10.3390/jcm13154399.

6. Lahimer, M.; Montjean, D.; Cabry, R.; Capelle, S.; Lefranc, E.; Bach, V.; Ajina, M.; Ben Ali, H,;
Khorsi-Cauet, H.; Benkhalifa, M. Paternal Age Matters: Association with Sperm Criteria’s-
Spermatozoa DNA Integrity and Methylation Profile. ]. Clin. Med. 2023, 12, 4928. https:
//doi.org/10.3390/jcm12154928.

7. Viken, A, Siiak, S.; Schliinssen, V.; Thorarinsdottir, E.; Skulstad, S.; Gyawali, S.; Bertelsen,
R.; Real, F. Muscle Strength and Male Sexual Function. J. Clin. Med. 2024, 13, 426. https:
//doi.org/10.3390/jcm13020426.

8. Skrzypiec-Spring, M.; Pokrywka, A.; Bombata, W.; Berezovska, D.; Rozmus, J.; Brawanska, K,;
Nowicki, K.; Abu Faraj, G.; Rynkowski, M.; Szelag, A. Illegal Use of Testosterone and Other
Anabolic-Androgenic Steroids in the Population of Amateur Athletes in Wroctaw, Poland—An
Unfavorable Lifestyle Trend in the Population of Men of Reproductive Age. . Clin. Med. 2024,
13, 3719. https://doi.org/10.3390/jem13133719.


https://doi.org/10.3390/jcm13206134
https://doi.org/10.3390/jcm12196407
https://doi.org/10.3390/jcm13216557
https://doi.org/10.3390/jcm13237158
https://doi.org/10.3390/jcm13154399
https://doi.org/10.3390/jcm12154928
https://doi.org/10.3390/jcm12154928
https://doi.org/10.3390/jcm13020426
https://doi.org/10.3390/jcm13020426
https://doi.org/10.3390/jcm13133719

J. Clin. Med. 2025, 14, 3342 4of4

9. Greco, F; Guarascio, G.; Giannetta, E.; Oranges, F.; Quinzi, F.; Emerenziani, G.; Tarsitano, M.
The Influence of an Intense Training Regime in Professional and Non-Professional Athletes on
Semen Parameters: A Systematic Review. . Clin. Med. 2025, 14, 201. https:/ /doi.org/10.3390/
jem14010201.

10. Barbagallo, F; Assenza, M.; Torrisi, F; Buonacquisto, A.; Pallotti, F. The Smoky Impact of
Nicotinic Acetylcholine Receptors on Testicular Function. J. Clin. Med. 2024, 13, 5097. https:
//doi.org/10.3390/jcm13175097.

11. Porav-Hodade, D.; Vartolomei, M.; Voidazan, T.; Gherasim, R.; Andras, I.; Todea-Moga, C.;
Feciche, B.; Big, S.; Orsolya Katalin Ilona, M.; Coman, I; et al. Prostate Dimensions and Their
Impact on LUTS and Erectile Function: Is Length the Missing Link?. J. Clin. Med. 2024, 13, 7123.
https://doi.org/10.3390/jcm13237123.

12.  Yanagida, K.; Watanabe, D.; Yoshida, T.; Mizushima, A.; Nakagawa, T. The Effects of Vibegron
Add-on Therapy on Alpha 1-Blocker Therapy for Sexual Function and Overactive Bladder
Symptoms in Benign Prostatic Hyperplasia: A Prospective, Open-Label Study. J. Clin. Med.
2024, 13, 3940. https:/ /doi.org/10.3390/jcm13133940.

References

1.

10.

11.

12.

Lewis, RW.,; Fugl-Meyer, K.S.; Corona, G.; Hayes, R.D.; Laumann, E.O.; Moreira, E.D.; Rellini, A.H.; Segraves, T. Defini-
tions/epidemiology/risk factors for sexual dysfunction. J. Sex. Med. 2010, 7 Pt 2, 1598-1607. [CrossRef] [PubMed]

Shamloul, R.; Ghanem, H. Erectile dysfunction. Lancet 2013, 381, 153-165. [CrossRef] [PubMed]

Corona, G.; Cucinotta, D.; Di Lorenzo, G.; Ferlin, A.; Giagulli, V.A.; Gnessi, L.; Isidori, A.M.; Maiorino, M.I.; Miserendino, P;
Murrone, A.; et al. The Italian Society of Andrology and Sexual Medicine (SIAMS), along with ten other Italian Scientific Societies,
guidelines on the diagnosis and management of erectile dysfunction. J. Endocrinol. Investig. 2023, 46, 1241-1274. [CrossRef]
[PubMed]

Defeudis, G.; Mazzilli, R.; Scandurra, C.; Di Tommaso, A.M.; Cimadomo, D.; Strollo, R.; Faggiano, A.; Migliaccio, S.;
Napoli, N. Diabetes and erectile dysfunction: The relationships with health literacy, treatment adherence, unrealistic opti-
mism, and glycaemic control. Diabetes Metab. Res. Rev. 2023, 39, €3629. [CrossRef] [PubMed]

Ferlin, A.; Calogero, A.E.; Krausz, C.; Lombardo, F; Paoli, D.; Rago, R.; Scarica, C.; Simoni, M.; Foresta, C.; Rochira, V.; et al.
Management of male factor infertility: Position statement from the Italian Society of Andrology and Sexual Medicine (SIAMS):
Endorsing Organization: Italian Society of Embryology, Reproduction, and Research (SIERR). J. Endocrinol. Investig. 2022,
45,1085-1113. [CrossRef] [PubMed]

Aitken, R.J.; Jones, K.T.; Robertson, S.A. Reactive oxygen species and sperm function—In sickness and in health. J. Androl. 2012,
33, 1096-1106. [CrossRef] [PubMed]

Barratt, C.L.R.; Bjorndahl, L.; De Jonge, C.J.; Lamb, D.].; Osorio Martini, E; McLachlan, R.; Oates, R.D.; van der Poel, S.; St John, B.;
Sigman, M.; et al. The diagnosis of male infertility: An analysis of the evidence to support the development of global WHO
guidance-challenges and future research opportunities. Hum. Reprod. Update. 2017, 23, 660—-680. [CrossRef] [PubMed]

Mazzilli, R.; Cimadomo, D.; Rienzi, L.; Capalbo, A.; Levi Setti, PE.; Livi, C.; Vizziello, D.; Foresta, C.; Ferlin, A.; Ubaldi, EM.
Prevalence of XXY karyotypes in human blastocysts: Multicentre data from 7549 trophectoderm biopsies obtained during
preimplantation genetic testing cycles in IVE. Hum. Reprod. 2018, 33, 1355-1363. [CrossRef] [PubMed]

Palermo, G.; Joris, H.; Devroey, P.; Van Steirteghem, A.C. Pregnancies after intracytoplasmic injection of single spermatozoon into
an oocyte. Lancet 1992, 340, 17-18. [CrossRef] [PubMed]

Schlegel, PN.; Palermo, G.D.; Goldstein, M.; Menendez, S.; Zaninovic, N.; Veeck, L.L.; Rosenwaks, Z. Testicular sperm extraction
with intracytoplasmic sperm injection for nonobstructive azoospermia. Urology 1997, 49, 435-440. [CrossRef] [PubMed]
Cargnelutti, F.; Di Nisio, A.; Pallotti, F.; Spaziani, M.; Tarsitano, M.G.; Paoli, D.; Foresta, C.; Talent Group. Risk factors on testicular
function in adolescents. J. Endocrinol. Investig. 2022, 45, 1625-1639. [CrossRef] [PubMed]

Seftel, A.D.; De La Rosette, ].; Birt, ].; Porter, V.; Zarotsky, V.; Viktrup, L. Coexisting lower urinary tract symptoms and erectile
dysfunction: A systematic review of epidemiological data: Coexisting lower urinary tract symptoms and erectile dysfunction. Int.
J. Clin. Pract. 2013, 67, 32-45. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual

author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to

people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.3390/jcm14010201
https://doi.org/10.3390/jcm14010201
https://doi.org/10.3390/jcm13175097
https://doi.org/10.3390/jcm13175097
https://doi.org/10.3390/jcm13237123
https://doi.org/10.3390/jcm13133940
https://doi.org/10.1111/j.1743-6109.2010.01778.x
https://www.ncbi.nlm.nih.gov/pubmed/20388160
https://doi.org/10.1016/S0140-6736(12)60520-0
https://www.ncbi.nlm.nih.gov/pubmed/23040455
https://doi.org/10.1007/s40618-023-02015-5
https://www.ncbi.nlm.nih.gov/pubmed/36698034
https://doi.org/10.1002/dmrr.3629
https://www.ncbi.nlm.nih.gov/pubmed/36823962
https://doi.org/10.1007/s40618-022-01741-6
https://www.ncbi.nlm.nih.gov/pubmed/35075609
https://doi.org/10.2164/jandrol.112.016535
https://www.ncbi.nlm.nih.gov/pubmed/22879525
https://doi.org/10.1093/humupd/dmx021
https://www.ncbi.nlm.nih.gov/pubmed/28981651
https://doi.org/10.1093/humrep/dey110
https://www.ncbi.nlm.nih.gov/pubmed/29788175
https://doi.org/10.1016/0140-6736(92)92425-F
https://www.ncbi.nlm.nih.gov/pubmed/1351601
https://doi.org/10.1016/S0090-4295(97)00032-0
https://www.ncbi.nlm.nih.gov/pubmed/9123710
https://doi.org/10.1007/s40618-022-01769-8
https://www.ncbi.nlm.nih.gov/pubmed/35286610
https://doi.org/10.1111/ijcp.12044
https://www.ncbi.nlm.nih.gov/pubmed/23082930

	Introduction 
	Erectile Dysfunction 
	Infertility and Genetics 
	Lifestyle 
	Prostate 
	Conclusions 
	References

