evento in LA SALUTE DI GENERE

modalita

b INTOSCANA

in presenza e

S1ams

Societa Italiana di Andrologia
e Medicina della Sessualita

]
Societa ltaliana
Endocrinologia

M

da remoto Presentazione del nuovo Documento ARS

11 maggio 2023
ore 9.30-13.00

L]
ARS TOSCANA  Regione Tosc e
donne I -- : ge #

TEMATICHE
AL MASCHILE -

Linda Vignozzi European Academy of Andrology

Associate Professor
Head, Andrology, Women’s endocrinology and
gender incongruence
AOQU Careggi University of Florence,
Training Center of the European Academy of
Andrology




DISCLOSURES

Dichiaro di aver avuto NEGLI ULTIMI 2 ANNI i seguenti rapporti anche di
finanziamento con soggetti portatori di interessi commerciali in campo sanitario,
quali

Bayer, Lipocine, Teva, Galecto, Therascience



GENDER

MEDICINE R




. . IStat [stituto Naziona
di Statistica

Popolazione 14-34 anni per genere
350000

300000
250000
200000
150000
100000

50000

14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34
anni anni anni anni anni anni anni anni anni anni anni anni anni anni anni anni anni anni anni anni anni

o

B maschi B femmine



#1. ...Tumore piu

frequente nei maschi tra i

15 e i 40 anni...
f N Il tumore del testicolo

Seo=m=a-c

f@}

Associazione italiana
registri tumori

Testicular Cancer

e la neoplasia piu comune tra i giovani

casi x 100.000 ab./anno

20

15

10

Tassi di incidenza specifici per eta, 2003-2005

[N

ol i

0-4

[ I I I I I I
5-9 10-14 15-19 20-24 25-29 30-34 35-39 40-44 45-49 50-54 b55-59 60+

classi di eta (anni)




i medicina m\.@

#1. ...ulteriore picco di

A Population-Based Analysis of Incidence,

In Cld €enia d Oopo 1| 70 anni Mortality, and Survival in Testicular Cancer
Patients in Lithuania

Mingaile Drevinskaite **, Ausvydas Patasius **, Marius Kincius 4, Mindaugas Jievaltas >
and Giedre Smailyte 22

120
100
820
60

40

Cases (per 100 000)

20

0-4

5-9
10-14
15-19
20-24

Age groups

Seminoma i « » » Non-Seminoma Others

== s+ |Inknown Overall



#1. ... se diagnosi precoce:
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WHO laboratory manual for the
examination and processing of
human semen

Sixth Edition

Chapter 1:
Introduction

1.1 Scope of the manual
k2! IR s i e e
L The sl SOt o s S SR A
1.4 Methodology for the preparation of the sixth edition

of the WHO laboratory manual for the examination

and processing of human semen

“-semen analysis is never prognostic for couple
fertility

-alterations in semen parameters may be associated
with an individual’s general health”




How to assess male partner of an infertile couple?
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Not only a semen analysis assessment!!!!!!

Couple infertility
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STATO DI ATTUAZIONE DELLA LEGGE CONTENENTE NORME IN
SMATERIA DY FROCEEAZIONE MEIMOCALMENTE ASSISTITA
(LEGGE 19 FERBRAND 2004, N, 8, ARTICOLO 15)
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IL FATTORE MASCHILE PREDICE L'OUTCOME NELLA
RIPRODUZIONE NATURALE

Predittori seminali, clinici e biochimici

di gravidanza con figlio nato vivo

valutando un ampio numero di parametri

in maschi di coppie infertili e fertili con nato vivo

The European Academy of Andrology (EAA) ultrasound study
on healthy, fertile men: clinical, seminal and biochemical
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)\ oseasico0glie relative ai PARAMETRI CLINICI dell:

T visita Andrologica

e probabilita di gravidanza naturale con
«neonato in braccio»

PA media <93 mmHg ——
Volume testicolare medio > 20 ml ——p—
Caput epididimo non dilatato \ ¢

Cauda epididimo non dilatata

Assenza di
agenesia bilaterale deferenti
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. . X OR per gravi to vi
Dati corretti per eta del per gravidanza con nato vivo

maschio e della partner
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= Alterazione dei parametri del liquido seminale e degli spermatozoi
predice la gravidanza con «neonato in braccio»
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Note del presentatore
Note di presentazione
Tuttavia, i dati che risultano essere senza dubbio più innovativi sono questi relativi all’identificazione di parametri predittivi per gravidanza con nato vivo. riportiamo qui le curve ROC relative ai parametri seminali e le soglie dei parametri con migliore sensibilità e specificità significativamente predittive per gravidanza con nato vivo 
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Dati corretti per eta del
maschio e della partner



Note del presentatore
Note di presentazione
Abbiamo poi valutato il rischio associato alle soglie individuate corretto per età del maschio e della partner per gravidanza con nato vivo e abbiamo osservato che 
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		cvd		12.63		7.67		20.81		4.96		8.18		13

														12

		t2dm		14.69		8.87		24.31		5.82		9.62		11

														10

		glicemia		7.73		4.81		12.42		2.92		4.69		9
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		estra 41		5.57		3.5		8.87		2.07		3.3		7
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» Suggest treating varicocele in infertile couple in which male partner
has abnormal semen parameters and the female partner has normal
fertility or a potentially treatable cause of infertility and time to
conception is not a concern

» Suggest only monitoring in cases with subclinical varicocele

» It’s still debatable whether treatment of varicocele might increase

Varicocele the preganncy rates in IVF




Comparison between males of fertile and infertile couples
for varicocele prevalence

Infertile men

n = 689 consecutive men with couple infertility
Andrology, Female Endocrinology

and Gender Incongurence Unit, University of Florence

Fertile men
n = 248 (EAA US study)

Received: 19 October 2020 ‘ Revised: 19 November 2020 | Accepted: 23 November 2020
DOI: 10.1111/andr.12951

WiLEY

ORIGINAL ARTICLE

The European Academy of Andrology (EAA) ultrasound study
on healthy, fertile men: Scrotal ultrasound reference ranges
and associations with clinical, seminal, and biochemical
characteristics

Lotti F1® | Frizza F! | Balercia G2 | Barbonetti A® | Behre HM* |

Calogero AE®® | Cremers JF® | Francavilla F3 | Isidori AM’7® | Kliesch S¢ |
LaVignera S°® | Lenzi A7 | Marcou M* | Pilatz A®® | Poolamets O’ |
Punab M? | Peraza Godoy MF° | Rajmil 0°® | Salvio G2 | Shaeer O |
Weidner W8 | Maseroli E* | Cipriani S* | Baldi E* | Degllnnocenti S* |
Danza G2 | Caldini AL*® | Terreni A | Boni L | Krausz C'® | Maggi M2

Any varicocele

Varicocele IV-V degree

at CDUS, %

at CDUS, %
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p=0.733

Males of Males of
infertile couples fertile couples
(n=689) (n=248)

p = 0.085
Males of Males of
infertile couples fertile couples

(n=689) (n=248)

Lotti et al., unpublished
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- Young male adults are not screened and diagnosed for high

I S S U E prevalent diseases that are associated to male infertility,
such as the metabolic ones

-



Metabolic diseases, obesity ...

Reproductive alterations

Sperm Alterations




Clinical data

Human Reproduction Update, Vol.19, No.3 pp. 221-231, 2013
Advanced Access publication on December 12, 2012 doi: 10.1093 /humupd/dms050
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BMI in relation to sperm count:
an updated systematic review
and collaborative meta-analysis

N. Sermondade -2, C. Faure'!?, L. Fezeu?, A.G. Shayeb?, ).P. Bonde?,
T.K. Jensen®, M. Van Wely$, ). Cao’, A.C. Martini®, M. Eskandar?,
J.E. Chavarro'%!! S, Koloszar'?, .M. Twigt!3, C.H. Ramlau-Hansen'4,
E. Borges Jr'>, F. Lotti'®, R.P.M. Steegers-Theunissen'3, B. Zorn'’,
A.). Polotsky'8 S. La Vignera'?, B. Eskenazi??, K. Tremellen?!,

E.V. Magnusdottir??, I. Fejes??, S. Hercberg®?4, R. Lévy"?21,

and S. Czernichow?*26°1

A total of 21 studies were included in the meta-analysis, resulting in a sample of
13 077 men from the general population and attending fertility clinics.



Association between BMI and abnormal TCS (oligozoospermia or
azoospermia) according to categories of BMI.
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o
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underweight overweight obese morbidly obese
<185 18.5-24.9 25.0-29.9 30.0-39.9 >40.0
Cases: Events / N 65/288 1285/4649 476/1480 148/244
Controls: Events /N 1363/5687 1623/6416 1623/6416 1345/4852
Number of studies 13 21 21 14

Body mass index (kg/m?)

Sermonade et al., Hum Reprod Update. 2013;19:221


Note del presentatore
Note di presentazione
Higher risk of male infertility as a function of BMI



Human Reproduction, Vol.29, No.2 pp. 193-200, 2014
Advanced Access publication on December 4, 2013 doi: 10.1093/ humrep/ det428

human |
reproduction

The relationship between male BMI and
waist circumference on semen quality:
data from the LIFE study

Michael L. Eisenberg!*, Sungduk Kim2, Zhen Chen?,
Rajeshwari Sundaram?, Enrique F. Schisterman?, and
Germaine M. Buck Louis?

! Departments of Urology, Obstetrics and Gynecology, Stanford University School of Medicine, 300 Pasteur Drive, Stanford, CA 94305-51 18,
USA “Division of Intramural Population Health Research, Eunice Kennedy Shriver National Institute of Child Health and Hurman Development,
6100 Executive Blvd., Room 7B03, Rockville, MD 20852, USA

The LIFE study is a population-based prospective cohort of 501 couples attempting to
conceive in two geographic areas (Texas and Michigan,USA) recruited in 2005-2009

Table 11l Association of abnormal semen quality end-points with anthropometric measurements and physical activity.

Characteristic Category Yolume Concentration Sperm count Vitality WHO normal Strict morphology DFI = 30%,
<L.S5ml, n (%} =15 M/ml, n (% <39M,n (%} =58%n (%} n'mrphology =<30%,n (%} < 4%, n (%} n (%}
BMI (kg/mi) <25.0 5 03} 5 66) 5.66} 25 I 5 7"2) 36 {45 U'D) 2 50} 7 32}
25.0-2999 33 (9 59) 27 (? 85) 24 (6.98) 67 (I9 48) 88 (49.44) 8 (4.49) 20(1047)
30.0-3499  19(892) 1 17 (7.98) l 17 (7.98) 40(18.78) 51 (43.59) 4(3.42) 7(5.88)
=35.0 19 (15.20) (16.80) 24 (19.20) 1&(13.11) 33(54.10) 4 (6.56) I (1.49)
P-trend* 0.033 1} 02E- 0.005 0.791 0.549 0252 0.035
<9399 19 (6.62) 17 {592) 16 (5.57) 53 (18.47) 65 (44.52) 5(3.42) 9(5.88)
94.0-10159 26(11.35) |7 (7.42) 1 |5 (6.55) 1 42(18.34) 62 (50.82) 5 (4.10) 16 (12.70)
=101.6 34 (10.73) 3B(11.99) 41 (12.93) 48 (15.29) 79 (47.88) 8 (4.85) 9(5.08)
§ P-trend* 0.099 0.025 0.008 0.459 0479 0377 0.882
Vigorous weeldy = | 56(11.64) 44 (9.15) 51 (10.60) 87 (18.18) |16 (46.03) 10 (3.97) 19(7.17)
activity =1 23 (6.39) 30(8.33) 23 (6.39) 61 (16.99) 92 (50.00) 8 (4.35) 15(7.73)
P-trend* 0.053 0.64 0422 08 0287 0972 0.532

Each semen end-point was dichotomized as normal /abnormal according to WHO standard.

Semen parameters dichotomized per WHO Sth editon. Eisenber ugget al., Hum Reg!)rod 2014;29:193

*P-values of trend test based on linear models. In particular, linear mixed effects models were used for end-points measured in two semen samples, incl volume, mncentmmn muotility, total sherm count and vitality, wh|le linear regression
models were used for % WHO normal and the DF. All models adjusted for age (=24, 25-29, 30-34, =35 years), college education (yes/no) and serum cotinine (non-smoker/active smoker).


Note del presentatore
Note di presentazione
Similar results in population based-studies



ORIGINAL ARTICLE: ENVIRONMENT AND EPIDEMIOLOGY A RT o u tco m es

Men's body mass index in relation to
embryo quality and clinical outcomes
in couples undergoing

In vitro fertilization

iela 5. Colaci MDEMS @ Myriam Afeic h , Ph.D., M.P.H.;2 AdeyJG askins, B.SE.®
Dlane L Wright, Ph. D., ThomasLTDth M.D., Clgdem Tanrlkut M.D. RussHauser M. D M.P.H, Sc.D.b9=

and Jorge E. Chavarro, M.D., Sc.D.*

Possible deleterious effect of
male obesity among couples
undergoing ICSI

ool; ep: rtrnan
arvard Schuol of Pubhc Health‘ and Cha
ard Medical School, Harvard Universi

® Department of Nutritio HrvaEISh ol of Public Health, Harvard U cen
M sachu etts Gen a\HosplT.aIandH ard Medical Scho \ “ Departme .

dmal s t of Epidemiology, P

etwe

ity,

114 couples who underwent 172 assisted reproduction cycles

Odds ratios (95% CI) for clinical cutcomes in couples undergoing assisted reproduction according to fertilization methed (conventional in vitro
fertilization and intracytoplasmic sperm injection).

Male EMI
Clinical outcome No. of cycles 18.5-24 .99 kg/m? 25-29.99 kg/m? = 30 kg/m® P trend
IVF cycles
Clinical pregnancy per initiated cycle®™” 74 Ref 0.83 (0.34-2.06) 1.69(0.52-5.46) 38
Live birth per initiated cycle®® 74 Ref 1.80 {0.58-5.65) 1.84 {0.48-7.06) 35
Clinical pregnancy per em L1rg,-J transter© 72 Ref 0.92 (038-222) 1.54 {0.47-5.06) 51
_I.n.&h.l.r;h.uﬂ.lr bryo transfer™ 72 Ref 1.81 (0.59-1.71) 1.63(0.43-6.16) A4
ICSI cycles
Clinical pregniancy per initiat Ed cyclebd 91 Ref 0.57 (0.20-1.63) 0.62(0.14-2.67) 35
@ Live hirth per initiated ._1,._IE 91 Ref 0.40 (0.14-117) 0.20(0.04-1.00) 03
Clinical pregnancy per embryo transfer™® 86 Ref 0.53 (0.16-1.68) 0.53(0.11-2.55) 29
@ Live birth per embryo transfer™© 86 Ref 0.40 (0.12-1.37) 0.16 (0.03-0.90) 04

Note: Bl = body mas index; K51 = intracytoplasmic spenm injection; [F = in vitro fertilization; Ref = reference value.

* 53 Couples initiste an AW opde and undenwent 74 WF opdes.

® Odds ratio @5% C) adjusted for men's age, women's age, day-3 F5H level, infertility disgnosis, stimulation protocol, and women's B

© 52 couplss undenavent T2 emibngo transfers amaong WV opdes.

= &5 couplss inftiated an K51 opde and underaent 91 K09 opdes.

# 82 couples undenwent B6 embnyo transfers among K51 opdes.

' P 05 compared with the reference group (men's BAI 19-24.99 kgim).

Colacl. Men's BAMI and IWF outoomes. Fartll Stenl 2012

Colaci et al., Fertil Steril. 2012;98:1193
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CLINICAL NUTRITION

Male waist circumference in relation to semen quality and partner
infertility treatment outcomes among couples undergoing infertility
treatment with assisted reproductive technologies

Haiyang Bian,? Lidia M:’nguez-Alarcén,3 Albert Salas-Huetos,! David Bauer,* Paige L Williams,>® Irene Souter,”

Jill Attaman,” and Jorge E Chavarro,"j'Sfor the EARTH Study Team
After Adjustment for:

male age, BMI, height, race,
education, smoking status, and

Male waist circumference and ART outcome

2.0

W Male WC: €90 cm history of varicocele, and their
partner’s age and BMI, height,
education and primary infertility
Male WC: >100.5 cm diagnosis (male factor, female
factor, unexplained).

834 Bian et al.
W Male WC: 90.1-100.5 cm

‘ ART Database: 180 couples, 326 cycles

‘ SA Database: 276 males, 682 samples

15 P trend = 0.03

6 males with azoospermia 3 cycles using donor sperm
-
1 male with implausible WC 6 cycles using donor oocyte
y

4

P trend = 0.02 P trend = 0.01

‘ 269 males, 671 samples ‘ ‘ 176 couples, 317 cycles ‘

13 couples, 20 cycles:
2 ESA

—>» 6 Frozen sperm

10 Fresh sperm

2 Sperm type unknown
v 0.5

Adjusted Odds Ratios
=

]
163 males, 297 ART treatment cycles

FIGURE 1 Flowchart of the study participants. ART, assisted reproductive technology; ESA, epididymal sperm aspiration; SA, semen quality analysis;
WC, waist circumference.

0.0
Implantation Clinical Pregnancy Live Birth

FIGURE 2 Associations between male WC and infertility treatment outcomes in 176 couples (317 initiated cycles) from the Environment and Reproductive
Health Study (2009-2019). The analyses were conducted using cluster-weighted generalized estimating equations with a binomial distribution and log link
funetion with adjustment for male age (continuous) and BMI (continuous), height (continuous), race (White, non-White), education (high school or some
college, college, graduate). smoking status (ever, never), and history of varicocele (yes. no), and their partner’s age (continuous) and BMI (continuous), height
(continuous), education (high school or some college, college, graduate), and primary infertility diagnosis (male factor, female factor, unexplained). WC, waist

circumference.

Am J Clin Nutr 2022;115:833-842. Printed in USA. © The Author(s) 2021. Published by Oxford University Press on behalf of the American Society for
Nutrition. All rights reserved. For permissions, please e-mail: journals.permissions @oup.com 833
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Molecular and Cellular Endocrinology 401 (2015) 12-24
Contents lists available at ScienceDirect

Molecular and Cellular Endocrinology

journal homepage: www.elsevier.com/locatefmce

Reproductive alterations

_Inflammation
Hyperestrogenism c

X

Sperm Alterations

Metabolic syndrome-associated sperm alterations in an experimenta
rabbit model: Relation with metabolic profile, testis and epididymis
gene expression and effect of tamoxifen treatment

Sara Marchiani ?, Linda Vignozzi *, Sandra Filippi ®, Bruna Gurrieri ?, Paolo Comeglio ?,

Annamaria Morelli ¢, Giovanna Danza ¢, Gianluca Bartolucci ¢, Mario Maggi *,
Elisabetta Baldi **
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LOWER URINARY TRACT SYMPTOMS SEVERITY

Healthy
prostate

Pathogenesis of BPH/LUTS
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Lotti et al., J Endocrinol Invest. 2011;34:e336

Vignozzi et al., J Endocrinol Invest. 2014 Apr;37(4):313-22.

doi: 10.1007/s40618-014-0051-3. Epub 2014 Jan 24. PubMed PN
24458832.

Vignozzi L et al Prostate. 2013 Sep;73(13):1391-402. doi:
10.1002/pros.22686.

Epub 2013 Jun 13. PubMed PMID: 23765639.

Vignozzi L et al.,Prostate. 2013 Jun;73(8):789-800. doi:
10.1002/pros.22623. Epub 2012 Nov 28. PubMed PMID: 236202
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Hypothalamic-Pituitary-Testicular Axis Disruptions in
Older Men Are Differentially Linked to Age and
Modifiable Risk Factors: The European Male

Aging Study

Frederick C. W. Wu, Abdelouahid Tajar, Stephen R. Pye, Alan 1. Silman, Joseph D. Finn,

Terence W. O'Neill, Gyorgy Bartfai, Felipe Casanueva, Gianni Forti, Aleksander Giwercman,

llpo T. Huhtaniemi, Krzysztof Kula, Margus Punab, Steven Boonen, Dirk Vanderschueren, and The
European Male Aging Study Group

1 Clin Endocrinol Metab, July 2008 93(7):2737-4745

dojournals.org). Thus, a change in BMI from nonobese to obese

may be equivalent to a 15 yr fall in T. Similar findings have

recently been reported in longitudinal U.S. population studies
(26). It is noteworthy that the effects of obesity on the HPT axis
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Hypothalamic-Pituitary-Testicular Axis Disruptions in
Older Men Are Differentially Linked to Age and
Modifiable Risk Factors: The European Male

Aging Study

Frederick C. W. Wu, Abdelouahid Tajar, Stephen R. Pye, Alan 1. Silman, Joseph D. Finn,

Terence W. O'Neill, Gyorgy Bartfai, Felipe Casanueva, Gianni Forti, Aleksander Giwercman,

llpo T. Huhtaniemi, Krzysztof Kula, Margus Punab, Steven Boonen, Dirk Vanderschueren, and The
European Male Aging Study Group

1 Clin Endocrinol Metab, July 2008 93(7):2737-4745

dojournals.org). Thus, a change in BMI from nonobese to obese

may be equivalent to a 15 yr fall in T. Similar findings have

recently been reported in longitudinal U.S. population studies
(26). It is noteworthy that the effects of obesity on the HPT axis
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CLINICAL RESEARCH ARTICLE

Tumor Necrosis Factor-a Impairs Kisspeptin Signaling
in Human Gonadotropin-Releasing Hormone
Primary Neurons

Erica Sarchielli,’ Paolo Comeglio,* Roberta Squecco,? Lara Ballerini,?
Tommaso Mello,® Giulia Guarnieri,' Eglantina Idrizaj,®> Benedetta Mazzanti,”
Linda \ﬁgnozzhA Pasquale Gallina,® Mario Maggl,A'7 Gabriella B. Vannelli,'
and Annamaria Morelli'

TSection of Human Anatomy and Histology, 2Section of Physiological Sciences, and *Cell Therapy and
Transfusion Medicine Unit, Department of Experimental and Clinical Medicine, University of Florence, 50134
Florence, ltaly; “Sexual Medicine and Andrology Unit and “Gastroenterology Unit, Department of
Experimental and Clinical Biomedical Scences “Mario Serio,” University of Florence, 50134 Florence, Italy;
®Neurosurgery School of Tuscany, Department of Surgery and Translational Medicine, University of Florence,
50139 Florence, Italy; and ‘Istituto Nazionale Biostrutture e Biosistemni, 00136 Rome, taly

Sperm Alterations
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Molecular and Cellular Endocrinology
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Metabolic syndrome induces inflammation and impairs @umm.‘
gonadotropin-releasing hormone neurons in the preoptic area

of the hypothalamus in rabbits

Annamaria Morelli*, Erica Sarchielli®, Paolo Comeglio®, Sandra Filippi©, Linda Vignozzi ®, Mirca Marini*,
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Goal: IMPROVEMENT OF SEMEN
QUALITY

) Gonadotropins

K - HCG
- HCG + FSH

- HCG & FSH
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Farmaco in nota: Urofollitropina, Menotropina, Lutropina alfa, Follitropina delta, Follitropina beta,
Follitropina alfa/Lutropina alfa, Follitropina alfa, Coriogonadotropina alfa, Corifollitropina alfa

Farmaci per l'infertilita La prescrizione a carico del SSN, su diagnosi e piano terapeutico di strutture
femminile e maschile: specialistiche, secondo modalita adottate dalle Regioni e dalle Province
Autonome di Trento e Bolzano, é limitata alle seguenti condizioni::

o trattamento dell'infertilita femminile: in donne di eta non

@]

Corifallitropina alfa _ _ _ . . .
superiore ai 45 anni con valori di FSH, al 3° giorno del ciclo, non

o Coriogonadotropina superiori a 30 mUl/m|

alfa )
o trattamento dell'infertilita maschile: in maschi con ipogonadismo-

o Follitropina alfa ipogonadotropo con livelli di gonadotropine bassi o normali e

comunque con FSH non superiore a 8 mUl/ml

© Follitropina alfa/ /

Lutropina alfa o preservazione della fertilita femminile: in donne di eta non

superiore ai 45 anni affette da patologie neoplastiche che debbano
© Follitropina beta sottoporsi a terapie oncologiche in grado di causare sterilita

) ) transitoria o permanente.
© Follitropina delta - )
Corifollitropina alfa

o Lutropina alfa Coriogonadotropina alfa

Follitropina alfa

© Menotropina Follitropina beta

_ _ Follitropina delta
© Urofollitropina _
Menotropina

o o o o o O o

Urofollitropina



D Santi and others FSH and male infertility:

a meta-analysis
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FSH treatment of male idiopathic
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considered as an inclusion criterion

Randomization not

All controlled clinical trials;

infertility improves pregnancy rate:
- B . )
FSH treatment Control Cdds ratio Qdds ratio
a me.ta a na IySIS Reference Events Total Events Total Weight (%) M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(12) 4 ag 0 ag 50  10.01 (0.52, 192.61)
(37) 1 23 0 10 7.3 1.40 (0.05, 37.33) =
(39) 6 62 2 50 227 2,57 (0.50, 13.34) —_—
(42) 4 57 0 30 6.8 5.13 (0.27, 98.56)
(13) 2 a1 0 30 5.3 547 (0.24, 112.28)
spontaneous pregnancy rate (43) 2 19 0 19 50 557025 12419)
(44) 10 68 2 80 17.8 6.72 (1.42, 21.86) —_—
1Nt 1 (16) 4 15 0 15 441 12.13 (0.59, 248.49)
after FSH administration el . B D E B nuomms N E—
Total (95% CI) 384 308 100.0 4,50 (2.17, 0.33) e
Total events 43 [
Heterogeneity: y°=2.29, df=8 (P=0.97); I*=0% ' } . !
Test for overall effect: 7=4.04 (P<0.0001) 0.01 0.1 1 10 100
Control group Treatment group
[+ FSH treatment  Control Odds ratio Odds ratio
Reference Events Total Events Total Weight (%) M-H, Fixed, 95% CI M-H, Fixed, 95% CI
(12) 14 30 o 30 0.8 44.92 (2.57, 786.62) _—*
(14) a 24 4 20 72 2.00 (0.50, 8.00) —
(36) 3 40 0o 20 15 3.83 (0.19, 77.76)
. (37) 6 23 o 10 1.2 7.80 (0.40, 153.02) *
pregna ncy rate dur”‘]g ART (39) 10 56 10 48 22.0 0.83 (0.31, 2.19) ]
(42) 14 53 6 30 14.0 1.44 (0.49, 4.24) N R
. . . (13) 6 29 10 30 19.4 0.52 (0.16, 1.69) B
after FSH administration P 5 8 29 78 w9 137069274 -
Total (95% CI) 322 275 100.0 1.60 (1.08, 2.37) <>
Total events a7 59
Heterogeneity: y°=12.22, df=7 (P=0.09); [°=43% ' } | f
0.01 0.1 1 10 100

Santi et al. Endocrine Connections 2015

Test for overall effect: £Z=2.36 (F=0.02)

Control group

Treatment group

The number needed to treat (NNT) is high:
from 10 to 18 men should be treated to achieve one
pregnancy




Final Remarks:

* Male partner of an infertile couple should be carefully
assessed (NOT ONLY A SEMEN ANALYSIS!!!)
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