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Abstract: Dietary supplements (DS) represent a possible approach to improve sperm parameters and
male fertility. A wide range of DS containing different nutrients is now available. Although many
authors demonstrated benefits from some nutrients in the improvement of sperm parameters, their
real effectiveness is still under debate. The aim of this study was to critically review the composition
of DS using the Italian market as a sample. Active ingredients and their minimal effective daily dose
(mED) on sperm parameters were identified through a literature search. Thereafter, we created a
formula to classify the expected efficacy of each DS. Considering active ingredients, their concentration
and the recommended daily dose, DS were scored into three classes of expected efficacy: higher, lower
and none. Twenty-one DS were identified. Most of them had a large number of ingredients, frequently
at doses below mED or with undemonstrated efficacy. Zinc was the most common ingredient of
DS (70% of products), followed by selenium, arginine, coenzyme Q and folic acid. By applying our
scoring system, 9.5% of DS fell in a higher class, 71.4% in a lower class and 19.1% in the class with no
expected efficacy. DS marketed in Italy for male infertility frequently includes effective ingredients
but also a large number of substances at insufficient doses or with no reported efficacy. Manufacturers
and physicians should better consider the scientific evidence on effective ingredients and their doses
before formulating and prescribing these products.
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1. Introduction

Infertility is a pathological condition defined as the inability of a sexually active, non-contracepting
couple to achieve pregnancy in one year [1]. Both male and female factors can lead to infertility. In
particular, according to the causes, it has been reported that 29.3% is due to a male factor, 37.1% to a
female factor, 17.6% to both male and female factors, with the remaining percentage considered as
idiopathic [2].

It is estimated that around 10%–15% of all couples are affected by infertility, thus representing a
global concern in most developed countries [3].

Among male infertility causes, many recent studies have emphasized the role of genital tract
inflammation, incorrect lifestyles and malnutrition [4]. On this regard, weight excess and other
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conditions such as metabolic syndrome, alcohol abuse, cigarette smoking, exposure to environmental
pollutants etc. have been strongly related to a decrease in sperm quality and fertility. A major
driving hypothesis is that these conditions, by inducing an elevation of reactive oxygen species
(ROS) and nitrogen species (RONS), are able to alter the balance of the redox status of both the
steroidogenic cell population and the germ line cell populations, leading to the impairment of the
hypothalamic–pituitary–testicular axis and the reduction of sperm quality [5].

A large number of recent studies have focused on the ability of many substances, generally termed
as nutraceuticals, to improve the hormonal status and sperm parameters by different mechanisms [6].
Nutraceuticals are used as ingredients of dietary supplements (DS), widely marketed for the prevention
or treatment of the most disparate pathological conditions. From a legislative point of view, the
European Food Safety Agency (EFSA) defines that DS are not intended for the treatment or prevention
of disease in humans, but only to support specific physiological function [7]. Currently, DS are widely
prescribed to improve physiological aspects related to male fertility.

Many DS are available on the market with various formulations, containing both nutrients and
botanicals at different doses. Despite many authors demonstrating positive effects of some ingredients
on semen parameters and fertility outcomes [8], many others have also shown a lack of efficacy and
even potentially harmful side effects [9]. In a recent position statement, the Italian Society of Andrology
and Sexual Medicine (SIAMS) summarized the state of the art on each single ingredient currently used
in the andrological field. In this paper, authors concluded that there was still limited scientific evidence
on the possible role of any nutraceutical in andrology and the use of antioxidants could be suggested
in patients with idiopathic infertility in the presence of documented abnormal sperm parameters only
after a specific diagnostic workup. However, to date, no regulation or guidelines are available for the
use of these products, generating confusion for both prescribers and patients [10]. Moreover, several
factors make it difficult to empirically address the right ingredient for the right patient. In particular, it
is difficult to identify the correct DS since each product contains different ingredients at different doses.

The purpose of this study was to critically evaluate the composition of DS employed in male
infertility, using the Italian market as a sample.

2. Materials and Methods

In order to evaluate the potential efficacy of DS, a systematic literature review on substances used
to improve sperm parameters was preliminarily performed. The literature search was conducted in
MEDLINE, Scopus, EMBASE, and Cochrane Library registers until 31 March 2020. Only randomized
clinical trials (RCTs) and systematic reviews or meta-analysis of RCTs were considered eligible. With
the aim to rule out possible interactions between ingredients, only studies that used active substances
alone or in combination with at most the other three ingredients were considered. The key terms
used for the search were: fertility or male reproduction or semen parameters and supplements or
ingredients. Figure 1 displays the flow diagram of the selection of eligible papers.

To establish the efficacy of each ingredient we considered only those having at least one RCT or
systematic review or meta-analysis of RCTs, demonstrating a significant effect on any sperm parameters
involved in male fertility. Significance was set at p-value < 0.05. When evaluating the findings
of meta-analyses, we verified whether statistical methods incorporated substantial heterogeneity
(Higgins I2 > 30%) into a random-effects model, as appropriate. Regarding the daily dose of each
active ingredient with nutrient characteristics, we referred to the tolerable Upper intake Levels (UL) as
reported in Dietary Reference Intake (DRI) [11].
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Based on the results of available articles, we were able to identify, for each active ingredient, the
minimal effective daily dose (mED) able to improve sperm parameters. To define mED we used the
lowest effective dose reported in RCTs, systematic review or meta-analysis of RCTs. Therefore, we
classified the ingredients contained in each supplement and suggested daily dose into three categories:
reported efficacy with a dose achieving the mED (A), reported efficacy but with a dose below mED (B)
and unreported data of efficacy (C). To classify DS, we created a formula taking into consideration the
three classes of ingredients and their number:

Score =
(2A + B−C)

2N
× (A + B/2)

In particular, the above formula was conceived based on the following sequential steps:

(1) Each class of ingredients was given an arbitrary value: A = +2, B = +1 and C = −1;
(2) These values were multiplied for the respective number of ingredients within each supplement

(A, B and C respectively), obtaining a total score given by the sum of each category (2A + B − C);
(3) As the number of ingredients highly differed between supplements, we standardized the above

total score by dividing it for the maximum possible score for that supplement, by assuming
that each ingredient was of class A (=2N, where N is the total number of ingredients in each
supplement);

(4) In order to correct this value for the number of ingredients of only categories A and B, the relative
score was multiplied for the sum of high efficacy ingredients plus half (as a proxy of their lower



Nutrients 2020, 12, 1472 4 of 15

efficacy) the number of moderate efficacy ingredients (A + B/2), finally obtaining a corrected score
for each supplement.

(5) Given the distribution of the scores resulted in three main clusters, we classified DS into three
categories, resembling the efficacy of the ingredients: higher expected efficacy (corrected score
≥ 4), lower expected efficacy (4 < corrected score > 1) and no expected efficacy (corrected score
≤ 1).

We collected the names and formulations of the DS registered in Italy by referring to the register
of the Italian Ministry of Health [12].

3. Results

The literature search on active ingredients allowed us to identify 41 studies (RCTs or meta-analyses)
reporting their efficacy on sperm parameters (Figure 1). By this analysis we found that 18 of these
ingredients had a reported efficacy. The complete list of ingredients with clinical evidence of efficacy,
the respective references, evaluated sperm parameters and employed daily doses, are summarized in
Table 1. In the right column, the mED of each ingredient is reported. In some studies, marked with an
asterisk, the employed dose exceeded the reported UL. In particular, all the studies involving zinc
evaluated the effect of this ingredient at a dose exceeding UL. For each active ingredient, the evidence
of efficacy was supported by at least two RCTs or meta-analysis, excluding astaxanthin, D-aspartic
acid and L-citrulline, which had only one reference.

Table 1. Active ingredients with evidence of efficacy, references, evaluated sperm parameters, employed
daily doses and minimal effective dose (mED).

Active Ingredients References Evaluated Sperm
Parameters

Employed Daily
Dose

Minimal Effective
Dose (mED)

Zinc
[13] * (Rev) concentration 50 mg

50 mg[14] * (RCT) concentration 66 mg
[15] * (RCT) morphology 66 mg

Selenium
[13] (Rev) linear progression 50 µg

50 µg[16] (Met) concentration 100 µg
[17] (RCT) concentration/motility 200 µg

Vitamin B12
[18] (Rev) count 25 µg

25 µg[19] (RCT) count 1500 µg
[20] (RCT) count 6000 µg

Folic Acid
[21] (RCT) count/motility 400 µg

400 µg[22] (RCT) volume/motility 500 µg
[23] (Met) DNA damage 500 µg

L-Arginine [24] (RCT) progressive motility 1.4 g 1.4 g
[25] (RCT) concentration/motility 1.4 g

L-Citrulline [26] (RCT) volume/concentration
motility/vitality 1.2 g 1.2 g

α-Lipoic Acid [27] (RCT) concentration/motility 600 mg 600 mg
[28] (Rev) motility/morphology 600 mg

L-Carnitine
(LC/LAC)

[29] (RCT) motility 1 g

1 g[30] (RCT) count/motility 2 g
[31] (RCT) concentration/motility 2 g
[32] (Rev) motility 3 g

N-Acetyl Cysteine
(NAC)

[33] (Rev) motility/DNA damage 600 mg
600 mg[34] (RCT) motility/DNA damage 600 mg

[17] (RCT) motility/morphology 600 mg

Coenzyme Q10
[35] (RCT) motility 200 mg

200 mg[36] (RCT) count/motility 200 mg
[37] (RCT) concentration/morphology 300 mg
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Table 1. Cont.

Active Ingredients References Evaluated Sperm
Parameters

Employed Daily
Dose

Minimal Effective
Dose (mED)

Astaxanthin [38] (RCT) motility 16 mg 16 mg

D-Aspartic Acid
(DAA) [39] (RCT) count/motility 2.7 g 2.7 g

Tribulus Terrestris
DE

[40] (RCT) count/motility 250 mg
250 mg[41] (RCT) morphology/motility 500 mg

[42] (Rev) count/morphology 6000 mg

Myoinositol [43] (Rev) motility 2 g 2 g
[44] (Rev) concentration 4 g

α-Tocopherol

[45] (RCT) motility/DNA damage 20 mg

20 mg[32] (Rev) motility/morphology 268.46 mg
[46] (RCT) motility/lipid oxidation 300 mg

[47] * (RCT) DNA damage 1000 mg

Vitamin C
[48] (RCT) concentration/motility

DNA damage

0.5 g
0.5 g[49] (Rev) 1 g

[47] (RCT) 1 g

EPA + DHA
EPA + DHA

[50] (RCT) concentration/motility 0.72 g + 0.48 g DHA 0.48 g
[51] (RCT) DNA damage 0.14 g + 1 g

Lycopene [52] (RCT) concentration/motility 4 mg 4 mg
[53] (Rev) count/morphology 8 mg

* The employed dose exceeded/reach UL. LC: L-Carnitine; LAC: Acetyl L-Carnitine; EPA: Eicosapentaenoic acid;
DE: Dry Extract; DHA: docosahexaenoic acid. Rev: Review; Met: Meta-analysis.

Ingredients without clinical evidence in the improvement of sperm parameters (no RCT or
meta-analyses) are listed in Table 2.

Table 2. Ingredients without clinical evidence of efficacy.

Astragalus DE
Damiana DE

Nettle DE
Catuba DE

Ecklonia bicyclis DE
L-Taurine

Glutathione
Glucosamine

SOD
Vitamin D3
Vitamin B1
Riboflavin

Niacin
Vitamin B5
Vitamin B6

Biotin
Manganese

DE: Dry Extract; SOD: super oxide dismutase.

We found 21 DS marketed in Italy for male infertility. Their composition and the daily doses
of their active ingredients are summarized in Table 3. Moreover, for each supplement, the scores of
expected efficacy and the symbols summarizing the efficacy of their ingredients are reported.
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Table 3. List of dietary supplements (DS) and relative composition.

Active Ingredients
DS 1 DS 2 DS 3 DS 4 DS 5 DS 6 DS 7

S = 3.12 S = 2.08 S = 3.66 S = 0.16 S = 2.1 S = 2.25 S = 3.37

Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV

Zinc 7.5 mg B 10 mg B 12.5 mg B 1.5 mg B 13 mg B

Selenium 60 µg A 83 µg A 30 µg B 55 µg A

Vitamin B12 33 mg A

Folic Acid 200 µg B 400 µg A 400 µg A 200 µg B

L-Arginine 100 mg B 1000 mg B 2500 mg A 125 mg B 30 mg B

L-Citrulline

α-Lipoic Acid 50 mg B

L-Carnitine 1000 mg A 200 mg B 30 mg B

N-Acetyl Cysteine (NAC)

Coenzyme Q10 10 mg B 200 mg A 10 mg B 200 mg A 7.5 mg B

Astaxanthin 15 mg B

D-Aspartic Acid (DAA) 2660 mg A

Tribulus terrestris DE 800 mg A

Myoinositol 1000 mg A

α-Tocopherol 30 mg A 12 mg B 30 mg A 36 mg A 30 mg A

Vitamin C 60 mg B 180 mg B

DHA

Lycopene 15 mg A

Astragalus DE 300 mg C

Damiana DE

Nettle DE

Catuba DE

Ecklonia bicyclis DE

L-Taurine 500 mg C

Glutathione 30 mg C 40 mg C

Glucosamine

SOD 154 UI C

Vitamin D3

Vitamin B1
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Table 3. Cont.

Active Ingredients
DS 1 DS 2 DS 3 DS 4 DS 5 DS 6 DS 7

S = 3.12 S = 2.08 S = 3.66 S = 0.16 S = 2.1 S = 2.25 S = 3.37

Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV

Vitamin B2 25 mg C

Vitamin B3 36 mg C

Vitamin B5

Vitamin B6 9.5 mg C

Biotin

Manganese

Active Ingredients
DS 8 DS 9 DS 10 DS 11 DS 12 DS 13 DS 14

S = 1 S = 2.81 S = 2.66 S = 0.5 S = 1.14 S = 4.32 S = 2.5

Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV

Zinc 40 mg B 12.5 mg B 10 mg B 15 mg B

Selenium 60 µg A 55 µg A 55 µg A 83 µg A

Vitamin B12 2.5 µg B 5 µg B

Folic Acid 800 µg A 400 µg A 200 µg B

L-Arginine 200 mg B 250 mg B 100 mg B 30 mg B

L-Citrulline 800 mg B

α-Lipoic Acid 300 mg B 800 mg A

L-Carnitine 200 mg B 400 mg B 500 mg B 30 mg B

N-Acetyl Cysteine (NAC) 300 mg B 600 mg A

Coenzyme Q10 15 mg B 15 mg B 100 mg B 20 mg B 200 mg A

Astaxanthin

D-Aspartic Acid (DAA) 80 mg B

Tribulus terrestris DE 300 mg A

Myoinositol 1000 mg A 100 mg B 1000 mg A 1000 mg A

α-Tocopherol 30 mg A 120 mg A 30 mg A 30 mg A

Vitamin C

DHA

Lycopene 4 mg A

Astragalus DE

Damiana DE
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Table 3. Cont.

Active Ingredients
DS 8 DS 9 DS 10 DS 11 DS 12 DS 13 DS 14

S = 1 S = 2.81 S = 2.66 S = 0.5 S = 1.14 S = 4.32 S = 2.5

Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV

Nettle DE

Catuba DE 50 mg C

Ecklonia bicyclis DE 200 mg C

L-Taurine

Glutathione 80 mg C

Glucosamine 150 mg C

SOD

Vitamin D3

Vitamin B1 1.1 mg C

Vitamin B2 1.4 mg C 2.8 mg C

Vitamin B3 16 mg C

Vitamin B5 6 mg C

Vitamin B6 1.4 mg C 2.8 mg C

Biotin 100 µg C

Manganese 2 mg C

Active Ingredients
DS 15 DS 16 DS 17 DS 18 DS 19 DS 20 DS 21

S = 4.33 S = 2.45 S = 2.06 S = 2.06 S = 1 S = 1.05 S = 2

Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV

Zinc 15 mg B 22.5 mg B 10 mg B 10 mg B 6.5 mg B 10 mg B

Selenium 50 µg A 80 µg A 50 µg A 55 µg A

Vitamin B12 2.5 µg B 1.5 µg B

Folic Acid 400 µg A 300 µg B 200 µg B 200 µg B 400 µg A

L-Arginine 2500 mg A 200 mg B 30 mg B

L-Citrulline 3000 mg A 200 mg B

α-Lipoic Acid

L-Carnitine 1000 mg A 200 mg B 400 mg B 44,7 mg B

N-Acetyl Cysteine (NAC)

Coenzyme Q10 200 mg A 100 mg B 90 mg B

Astaxanthin 16 mg A 10 mg B

D-Aspartic Acid (DAA) 1000 mg B
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Table 3. Cont.

Active Ingredients
DS 15 DS 16 DS 17 DS 18 DS 19 DS 20 DS 21

S = 4.33 S = 2.45 S = 2.06 S = 2.06 S = 1 S = 1.05 S = 2

Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV Daily Dose EV

Tribulus terrestris DE

Myoinositol 50 mg B 500 mg B 4000 mg A

α-Tocopherol 40 mg A 30 mg A 12 mg B

Vitamin C 80 mg B 100 mg B 180 mg B

DHA 100 mg B

Lycopene 10 mg A

Astragalus DE

Damiana DE 400 mg C

Nettle DE 300 mg C

Catuba DE

Ecklonia bicyclis DE

L-Taurine 300 mg B

Glutathione 40 mg C 40 mg C

Glucosamine

SOD 150 mg C

Vitamin D3 3.75 µg C

Vitamin B1

Vitamin B2

Vitamin B3

Vitamin B5

Vitamin B6

Biotin

Manganese

S: score of supplement’s potential efficacy; EV: efficacy value of active ingredients; evidence of ingredients and dose efficacy: (A) reported efficacy and achievement of mED, (B) reported
efficacy but below mED and (C) unreported efficacy. DE: Dry Extract; SOD: super oxide dismutase; DHA: docosahexaenoic acid.
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A detailed analysis of this table raised the following considerations: (i) all supplements were
mixtures of active ingredients; (ii) in each supplement the number of ingredients ranged from 2 up to
17, with a mean number higher than 7; (iii) 13 of 21 supplements contained at least one ingredient
without reported efficacy; (iv) 19 supplements had ingredients below mED; (v) indeed, 1 supplement
contained seven ingredients dosed below mED; (vi) 1 supplement contained only active ingredients
satisfying mED; (vii) the product number 9 had a nutrient reaching UL (zinc 40 mg/day); (viii) zinc
was the most used ingredient, followed by selenium, arginine, coenzyme Q, folic acid and carnitine.
These substances were present in more than 50% of DS, whereas all the remaining ingredients were
represented in 10% or less of products.

The distribution of DS into the three classes of efficacy is reported in Figure 2. Two DS out of
21 (9.5%) were included in the higher expected efficacy group. The majority of remaining products
(71.4%) fell in the lower expected efficacy group, and four (19.1%) in the group with no efficacy.
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4. Discussion

This critical review aimed to evaluate the formulation of supplements for male infertility using
the Italian market as a sample. In general, there is still poor evidence in terms of large well-designed
randomized and placebo-controlled trials availability, supporting the efficacy of nutraceutical products
in the field of male reproductive health [54,55]. Nevertheless, these products are commonly administered
to infertile patients [8,56]. Since a medical prescription is not necessary to purchase dietary supplements,
subjects seeking fertility may have easy access to these products [10,57]. As a proof of concept, the
Italian market of supplements generated 3.3 billion euros in 2019, with an increase of 4.3% compared
to 2018 [58].

Whilst a rational use of supplements may be potentially beneficial for the improvement of sperm
parameters, we need to stress that their uncontrolled use is potentially harmful for patients’ health due
to direct toxic effects and interaction with drugs or nutrients [59]. In this respect, we were surprised to
point out that all RCTs and meta-analyses on zinc for male infertility relied on doses always exceeding
the UL. Over this background, in the near future it would be desirable to better define thoughtful
criteria for each supplement in use.

Our analysis found that beside the gap of literature, the market of food supplements is still
supported by poor scientific evidence. The majority of DS contained a huge number of ingredients, up
to 17. The mixture of such a high number of ingredients may generate different issues, including a low
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concentration of each substance (i.e., necessitating of two or more administrations to reach the daily
effective dose), a large volume of pills and a high risk of interactions. What is more, we found that
some ingredients included in many DS had no scientific evidence of efficacy (i.e., astragalus, vitamin
D3, taurine and riboflavin). The formulation of pills with a large number of ingredients, some of which
cause uncertain benefits, denotes a gap of knowledge of potential biologic targets by manufacturers.
Moreover, it has been reported that some plant extracts, present in many of these supplements, are
likely to interact with drug metabolism [60,61]. This aspect raises further concerns on the safety of
these products.

Very frequently, nutrients were present in DS at a dosage below mED. This situation was more
common among products with a high number of ingredients. The administration of any active
substance with a dose below mED appears as scientifically unjustified due to uncertainties in the
therapeutic results. Differently, when the number of ingredients was small, the dose often satisfied
mED. Another major aspect in the evaluation of supplements concerns safety. Some ingredients,
particularly when administrated in high doses, are not free from risks when used as dietary supplements.
For example, folates can mask the B12 deficiency favoring the progression of neurological damage [62].
The combination of these two vitamins could have a synergic effect in improving homocysteine
metabolism hence the sperm quality. It should be noted that vitamin B12, when present, was rarely
associated to folic acid [63,64]. Furthermore, zinc reduces the copper intestinal absorption interfering
with its carrier [65]. With respect to this, we want to stress that one supplement on the market contained
a dose of zinc reaching the UL.

On a positive note, our analysis revealed that some active ingredients with reported efficacy are
frequently present in analyzed supplements. Previous studies demonstrated that some ingredients
are particularly effective in specific patients’ conditions. Substances with antioxidant properties are
indicated in inflammation of the male accessory glands, both related to microbial and non-microbial
origin. Several studies performed in asthenozoospermic infertile patients, showed that the positive
effect of selenium supplementation is dependent on the correct structure of the mitochondrial
capsule [66,67]. Carnitine supplementation induced a significant increase in sperm motility in cases
of asthenozoospermia with preserved mitochondrial function [68,69]. Due to the key role of zinc in
the processes of DNA compaction, administration of this micronutrient was successful in improving
sperm morphology and DNA integrity in patients with prostate abnormalities [70,71].

Based on active ingredients reaching mED we created a grading scale of supplements distinguishing
three classes of expected efficacy. Three products were present in the higher class, some of which
contained ineffective or underdosed ingredients. Most of the supplements fell in the lower group of
expected efficacy. In this class, a large number of ineffective or underdosed products were also present.
For an adequate evaluation of these classes, we considered the number of the effective ingredients as
the most important criterion of efficacy. A relevant aspect was the use of ineffective or underdosed
ingredients that should be absent or less than possible. Another parameter to evaluate a product was
the presence of a lower number of ingredients.

We acknowledge the application of a non-validated statistical method to calculate scores for
each DS may represent a point of weakness in this study. Very recently, a validated formula to score
supplements was suggested by Kuchakulla et al. [72], based on the Budoff’s score, previously conceived
by cardiologists to evaluate their procedures [73]. However, this scoring system when applied to DS,
does not take into account the effective dose of ingredients, a crucial point in the evaluation of their
efficacy. For example, using this approach, a DS containing ingredients at ineffective or toxic doses
would be considered useful. As a point of strength, our scoring system relied on high quality evidence
coming from RCTs or a systematic review and meta-analyses of RCTs, which represents a reliable
approach to critically weighing the expected efficacy of dietary supplements. The same approach
could be applied to evaluate products used in other clinical conditions.

In conclusion, this study showed that most DS marketed in Italy for male infertility contain
ingredients with reported efficacy in the improvement of sperm parameters. Nevertheless, a
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non-negligible number of DS are mixtures of substances with uncertain or unreported benefits,
whose administration may be unhelpful or even harmful for infertile patients. On that basis, we believe
manufacturers should carefully scrutinize scientific evidence before delivering each supplements’
formulation. Accordingly, physicians should evaluate the composition of DS and the dose of each
single constituent before considering their clinical use. Finally, the choice for DS should be tailored to
the specific patient’s fertility problem.

Author Contributions: A.G. and G.C.P. contributed to the conception/design of the research and
acquisition/analysis of the literature data; A.G., G.C.P. and F.F.-P. equally contributed and drafted the manuscript;
A.D.N. concepted and performed data analyses; L.D.T., A.V. and C.F. critically revised the paper for important
intellectual content. All authors revised and approved the final manuscript, and agreed to be fully accountable for
ensuring the integrity and accuracy of the work. All authors had full access to all the data in the study and are
able to take responsibility for the integrity of them and the accuracy of the analysis.

Funding: This research received no external funding.

Acknowledgments: The authors thank Marco Ghezzi for helpful discussion.

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

References

1. World Health Organization. Task Force on Methods for the Regulation of Male Fertility. Contraceptive
efficacy of testosterone-induced azoospermia in normal men. Lancet 1990, 336, 955–959. [CrossRef]

2. Istituto Superiore di Sanità. Available online: http://old.iss.it/binary/rpma/cont/7_2017_Report.pdf (accessed
on 20 March 2020).

3. Winters, B.R.; Walsh, T.J. The Epidemiology of Male Infertility. Urol. Clin. N. Am. 2014, 41, 195–204.
[CrossRef]

4. Lotti, F.; Maggi, M. Ultrasound of the male genital tract in relation to male reproductive health. Hum. Reprod.
Updat. 2014, 21, 56–83. [CrossRef] [PubMed]

5. Ferlin, A.; Foresta, C. New genetic markers for male infertility. Curr. Opin. Obstet. Gynecol. 2014, 26, 193–198.
[CrossRef] [PubMed]

6. Falsig, A.L.; Gleerup, C.S.; Knudsen, U.B. The influence of omega-3 fatty acids on semen quality markers:
A systematic PRISMA review. Andrology 2019, 7, 794–803. [CrossRef] [PubMed]

7. EUR-Lex. Available online: http://data.europa.eu/eli/reg/2006/1924/2012-11-29 (accessed on 20 March 2020).
8. Cui, T.; Kovell, R.C.; Brooks, D.C.; Terlecki, R.P. A Urologist’s Guide to Ingredients Found in Top-Selling

Nutraceuticals for Men’s Sexual Health. J. Sex. Med. 2015, 12, 2105–2117. [CrossRef]
9. Henkel, R.; Sandhu, I.S.; Agarwal, A. The excessive use of antioxidant therapy: A possible cause of male

inferility? Andrologia 2019, 51, 303–4569. [CrossRef]
10. Calogero, A.E.; Aversa, A.; La Vignera, S.; Corona, G.; Ferlin, A. The use of nutraceuticals in male sexual and

reproductive disturbances: Position statement from the Italian Society of Andrology and Sexual Medicine
(SIAMS). J. Endocrinol. Investig. 2017, 40, 1389–1397. [CrossRef]

11. Otten, J.J.; Hellwig, J.P.; Meyers, D.L. Dietary Reference Intakes: The Essential Guide to Nutrient Requirements;
The National Academies Press: Washington, DC, USA, 2006; pp. 529–542.

12. Bardelli, P.; Bardelli, M. Commento alle linee guida emanate dal Ministero della Salute sulle disfunzioni
posturali. Med. Chir. Caviglia Piede 2019, 43. [CrossRef]

13. Agarwal, A.; Majzoub, A. Antioxidant therapy in idiopathic oligoasthenoteratozoospermia. Indian J. Urol.
2017, 33, 207–214. [CrossRef]

14. Ebisch, I.M.W.; Pierik, F.H.; De Jong, F.H.; Thomas, C.M.G.; Steegers-Theunissen, R.P.M. Does folic acid and
zinc sulphate intervention affect endocrine parameters and sperm characteristics in men? Int. J. Androl. 2006,
29, 339–345. [CrossRef] [PubMed]

15. Azizollahi, G.; Azizollahi, S.; Babaei, H.; Kianinejad, M.; Baneshi, M.M.; Nematollahi-Mahani, S.N. Effects of
supplement therapy on sperm parameters, protamine content and acrosomal integrity of varicocelectomized
subjects. J. Assist. Reprod. Genet. 2013, 30, 593–599. [CrossRef] [PubMed]

16. Smits, R.M.; Mackenzie-Proctor, R.; Yazdani, A.; Stankiewicz, M.T.; Jordan, V.; Showell, M.G. Antioxidants
for male subfertility. Cochrane Database Syst. Rev. 2019, 3, CD007411. [CrossRef]

http://dx.doi.org/10.1016/0140-6736(90)92416-F
http://old.iss.it/binary/rpma/cont/7_2017_Report.pdf
http://dx.doi.org/10.1016/j.ucl.2013.08.006
http://dx.doi.org/10.1093/humupd/dmu042
http://www.ncbi.nlm.nih.gov/pubmed/25038770
http://dx.doi.org/10.1097/GCO.0000000000000061
http://www.ncbi.nlm.nih.gov/pubmed/24743183
http://dx.doi.org/10.1111/andr.12649
http://www.ncbi.nlm.nih.gov/pubmed/31116515
http://data.europa.eu/eli/reg/2006/1924/2012-11-29
http://dx.doi.org/10.1111/jsm.13013
http://dx.doi.org/10.1111/and.13162
http://dx.doi.org/10.1007/s40618-017-0699-6
http://dx.doi.org/10.23736/S2284-2993.18.01793-4
http://dx.doi.org/10.4103/iju.IJU_15_17
http://dx.doi.org/10.1111/j.1365-2605.2005.00598.x
http://www.ncbi.nlm.nih.gov/pubmed/16533356
http://dx.doi.org/10.1007/s10815-013-9961-9
http://www.ncbi.nlm.nih.gov/pubmed/23435530
http://dx.doi.org/10.1002/14651858.CD007411.pub4


Nutrients 2020, 12, 1472 13 of 15

17. Safarinejad, M.R.; Safarinejad, S. Efficacy of Selenium and/or N-Acetyl-Cysteine for Improving Semen
Parameters in Infertile Men: A Double-Blind, Placebo Controlled, Randomized Study. J. Urol. 2009, 181,
741–751. [CrossRef] [PubMed]

18. Banihani, S.A. Vitamin B12 and Semen Quality. Biomology 2017, 7, 42. [CrossRef] [PubMed]
19. Kumamoto, Y.; Maruta, H.; Ishigami, J.; Kamidono, S.; Orikasa, S.; Kimura, M.; Yamanaka, H.; Kurihara, H.;

Koiso, K.; Okada, K. Clinical efficacy of mecobalamin in the treatment of oligozoospermia—Results of
double-blind comparative clinical study. Hinyokika kiyo. Acta Urol. Jpn. 1988, 34, 1109–1132.

20. Moriyama, H.; Nakamura, K.; Sanda, N.; Fujiwara, E.; Seko, S.; Yamazaki, A.; Mizutani, M.; Sagami, K.;
Kitano, T. Studies on the usefulness of a long-term, high-dose treatment of methylcobalamin in patients with
oligozoospermia. Hinyokika kiyo. Acta Urol. Jpn. 1987, 33, 151–156.

21. Calogero, A.E.; Gullo, G.; La Vignera, S.; Condorelli, R.A.; Vaiarelli, A. Myoinositol improves sperm
parameters and serum reproductive hormones in patients with idiopathic infertility: A prospective
double-blind randomized placebo-controlled study. Andrology 2015, 3, 491–495. [CrossRef]

22. Wong, W.Y.; Merkus, H.M.W.M.; Thomas, C.M.G.; Menkveld, R.; Zielhuis, G.A.; Steegers-Theunissen, R.P.
Effects of folic acid and zinc sulfate on male factor subfertility: A double-blind, randomized,
placebo-controlled trial. Fertil. Steril. 2002, 77, 491–498. [CrossRef]

23. Showell, M.G.; Brown, J.; Yazdani, A.; Stankiewicz, M.T.; Hart, R.J. Antioxidants for male subfertility.
Cochrane Database Syst. Rev. 2011. [CrossRef]

24. Stanislavov, R.; Nikolova, V.; Rohdewald, P. Improvement of seminal parameters with Prelox®: A randomized,
double-blind, placebo-controlled, cross-over trial. Phytother. Res. 2009, 23, 297–302. [CrossRef]

25. Nikolova, V.; Stanislavov, R.; Vatev, I.; Nalbanski, B.; Pŭnevska, M. Sperm parameters in male idiopathic
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