BE—

XXIX

JORNADA DE OBSTETRICIA E
GINECOLOGIA DA SANTA CASA
DE MISERICORDIA DE SAO PAULO

DAS EVIDENCIAS A PRATICA:
O DIFERENCIAL NO ATENDIMENTO
A MULHER CONTEMPORANEA.

Infertilidade Masculina: o que o
ginecologista deve saber

Edson Borges Jr.
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MEDICAL GROUP Faga sua pesquisa... E

http://fertility.com.br/producao-cientifica-2015/
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Clijeielo Inliciar o eeljecdo?

2 Casais com vida sexual normal, apés 1 ano
de tentativas, sem anticoncepcao e sem gestacao

® Antes de 1 ano

= Caso (? tenha um fator de risco conhecido para infertilidade

(criptorquidia, patologia endécrina, varicocele, etc..)

= Caso 9 tenha um fator de risco conhecido para infertilidade

(idade > 35 anos, SOP, etc..)
= Caso 8/ S? guestionem seu potencial fertil
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combinados: 35%
fator psicossomatico ?

@ fator masculino: 35%

¢ fator ovulatorio: 15%

@ fator tubo peritoneal

@ fator uterino }35%
¢ fator cervical

@ fator imunologico } oY%
@ ISCA: 10 %
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@ fator masculino: 35%

© Envolver o marido na
investigagao e tratamentol/
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o Espermograma com morfologia estrita (OMS 2010)
o Processamento Seminal Progndstico

o Fragmentagdo do DNA do espermatozdide

¢ Quando alteragdo seminal importante

(conc < 2,0 milhdes/ml): avaliagdo genética (caridtipo,
microdelecdo Y)

¢ Quando agenesia de deferentes: pesquisa de CFTR
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Human Reproduction Update, Vol.16, No.3 pp. 231-245, 2010
Advanced Access publication on November 24, 2009  doi:10.1093/humupd/dmp048

human
reproduction
update

World Health Organization reference
values for human semen
characteristics+

Trevor G. Cooper"!?, Elizabeth Noonan?, Sigrid von Eckardstein?,
Jacques Auger?, H.W. Gordon Baker®, Hermann M. Behre®,
Trine B. Haugen’, Thinus Kruger®, Christina Wang?,

Michael T. Mbizvo®1, and Kirsten M. Vogelsong*

e 4 500 amostras seminais
* 14 paises
e 4 continentes
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of human semen

Examination and processing

e Volume: > 1,5 ml
e PH:>7,2

e (Cor: branco opaco ou branco
acinzentado -

e Liquefacao: < 30 minutos

e Concentracao: > 15x 106/ ml
> 39 milhdes / ejaculado

- Motilidade: > 40% (32% A+B)

A — progressao rapida
B — progresséao lenta
C — sem progresséao

D — imoveis

=
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Morfologia: = 4 % Kruger
Vitalidade: >58%

Células redondas:
Leucdcitos < 106 / ml

Analise imunologica —
espermatozdoides moveis aglutinados
com as particulas

MAR test / Imonobeads: positivo > 50%
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Fig. 2.1 Variation in total number of spermatozoa and sperm concentration over a one-and-a-half-year

-t

—t N % ]
g B B Ho

Concantration {107 perml)

{1
-
e

5

o 8o 8

|

B0 120 180 240 300 360 420 480 540

0 60 120 180 240 300 360 420 480 540
Day




6.5 1930/57/92/99/2010

Table 1. Cut-off values for semen variables as published in consecutive WHO manuals [6-9] and as proposed in the fifth World Health

Organization (WHO) manual [1].

Semen variable 1980 1987 1992 1999 2010
Volume (mL) - =>2.0 >2.0 =2.0 1.5
Concentration (10° mL™) 20-200 >20 >20 >20 15

Total sperm number (l{]ﬁfejaculate) - =40 > 40 =40 39

Motility (% motile) > 60 >50 (a+b)’ >50 (a+b) >50(a+b) 40 (a+b+c)
Forward progression (for 1980 only) =7’ =25 (a) =25 (a) =25 (a) 32(ath)
Morphology (% normal) 80.5" >50 > 30’ (14)° 4
Viability/vitality (% live) - >50 >75 =75 58

White blood cells (10° mL ™) <47 <1.0 <10 <1.0 <10
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Abnormal sperm count and motility on

Sara S. Morelli, M.D."

morphology Fertity and Steritye Vol. 94, No. 7, December 2010

Abnormal morphology by Kruger’s strict criteria cannot be predicted reliably by the presence of other abnormal
parameters on semen analysis. Assessment of Kruger morphology therefore remains a necessary component of a
complete semen analysis in the workup of the infertile couple. (Fertil Steril®2010;94:2882-4. ©2010 by American

Society for Reproductive Medicine.)

semen analysis are not sufficiently e seongasmmong D
predictive of abnormal Kruger e,

Classification of semen analyses.

TABLE 1 |

Count (>2 x 107/mL) Motility (>50%) Kruger morphology (> 4%) No. Percentage of total
Low Low Low 158

Low Low Normal 58

Low Normal Low 48 3

Low Normal Normal 4 3

Normal Low Low 69 5

Normal Low Normal 92 7

Normal Normal Low 187

Normal Normal Normal 731 @

Total 1,384

Morelli. Correspondence. Fertil Steril 2010.
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Espermograma com morfologia estrita
(OMS 2010)

@

Minimo de duas coletas seminais com intervalo
igual a frequéncia ejaculatoria do homem
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1. Tratamento medicamentoso

2. Tratamento cirdrgico
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._ Volume 176(4), October 2006, p 1307-1312

Drug Therapy for Idiopathic Male Infertility: Ratmnale Versus Evidence

fl HE JOURNAL
JUROLOGY"

Rajeev Kumar,” Gagan Gautam and Narmada P. Gupta

Vatarial 2 Ydtodo: Pesquisa no MEDLINE/PubMed nos dltimos
20 anos com foco nas publicacOes sobre tratamento medicamentoso
para infertilidade masculina

Concluséo: Tratamento medicamentoso para infertilidade
masculina idiopatica € no minimo empirico. Ndo existe beneficio
claro no uso de qualquer medicacéo nestes pacientes.

Entretanto, androgenos n&o devem ser usados devido a seu efeito

supressorio sobre a espermatogénese.
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Human Reproduction, Vol.26, No.7 pp. 1628-1640, 2011

Advanced Access publication on May 5, 2001 doi: [0.1093/humrep/der| 32

human
reproduction REVIEW Andrology

The role of sperm oxidative stress
in male infertility and the significance
of oral antioxidant therapy

Parviz Gharagozloo* and R. John Aitken?

'CellOxess LLC, 16 Blue Spruce Drive, Pennington, M) 08534, USA Priority Research Centre in Reproductive Science, Discipline of
Biclogical Sciences, University of Newcastle, Callaghan, MSW 2308, Australia

@ Impacto dos antioxidantes orais no estresse oxidativo (EO) e
DNA espermatico

@ 19/ 20 estudos mostraram diminui¢céo do EO

@ Forte evidéncia no aumento da motilidade (principalmente nos
astenozoospermicos)

@ 6 /10 estudos: aumento das taxas de gestacao
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4 Independent high-quality evidence for health care decision making

Antioxidants for male subfertility

Showell MG, Brown J, Yazdani A, Stankiewicz MT, Hart RJ Published Online: March 14, 2012

Oxidative stress may cause sperm cell damage. This damage can be reduced by the body's own natural antioxidant defences.
Antioxidants can be part of our diet and taken as a supplement. It is believed that in many cases of unexplained subfertility, and also in
instances where there may be a sperm-related problem, taking an oral antioxidant supplement may increase a couple's chance of
conceiving when undergoing fertility freatment. This review identified 34 randomised controlled trials involving 2876 couples. Pooled
findings from three small trials suggest an increase in live birth rates for the partners of subfertile men taking an antioxidant supplement
as part of an assisted reproductive program. However, further well-designed large randomised placebo-controlled trials are needed to

confirm these findings.

@ 34 estudos randomizados - 2.876 casais

@ Aumento da taxa gestagdo (OR=4,18)

<> FERTILITY @ Aumento na taxa de nascidos vivos (OR=4,85)




Human Reproeduction, Vol.27, No.| 0 pp. 2908-2917, 2012

human
reproduction

Advanced Access publication on July 12, 2012 doi: (01093 humrep /des26 |

META-ANALYSIS Andrology

The effect of sperm DNA
fragmentation on miscarriage rates: a
systematic review and meta-analysis

Lynne Robinson'¥, loannis D. Gallos'2, Sarah ). Conner'?,

Madhurima Rajkhowa!, David Miller?, Sheena Lewis?,
Jackson Kirkman-Brown'?2, and Arri Coomarasamy?

@ 16 estudos — 2969 casais

@ Aumento significativo de abortamento em homens com aumento da

fragDNA espermética: RR =2,16 (1,54 — 3,03)

@ TUNEL: RR = 3,94 (2,45 - 6,32)
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Tratamento hormonal: sem eficacia
(algumas vezes prejudiacial)

@ Uso de antioxidantes: efeito parcial em
alguns casos

FragDNA espermdtico: > abortamento
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Trerem 2o Cirtlr'eicd

o Cirurgia de Varicocele
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> INCIDENCIA DE VARICOCELE EM HOMENS INFERTELS
5.228 homens / 1.803 com varicocele (35%)

> MELHORA SEMINAL E % DE GESTACOES APOS
VARICOCELECTOMIA

v' 3.507 pacientes operados
v' Melhora seminal: 51 - 92%
v Gestagdo: 25 - 55% (média = 30%)

e racron S

Reassessing the value of varicocelectomy Aumento 2.8x chances
as a treatment for male subfertility delg estagé,o espontanea
with a new meta-analysis

Joel L. Marmar, M.D.* Ashok Agarwal, Ph.D.® Sushil Prabakaran, M.D.® Rishi Agarwal®
Robert A. Short, Ph.DV.° Susan Benoff, Ph.D.% and Anthony J. Thomas, Jr, MD?
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» Principal causa conhecida de lesdo testicular
» Melhora seminal apds 2-3 ciclos da espermatogénese
(6-9 meses)

» Melhores resultados em alteragoes seminais moderadas

@ Casal tem de ter TEMPO!!
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@ 1% dos homens

@ 10 -15% dos homens inférteis
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@ Obstrutiva: espermatogénese normal

@ Ndo-Obstrutiva: alteracao da
espermatogénese
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) CLINICS

CLINICS 2013;68(51%:35-38 |
The importance of semen analysis in the context of
azoospermia

Nakil Aziz
Liverpool Wemen's Hospital & The University of Liverpeol, Liverpool, United Kingdem

Referance Recommended centrifugation
Mortimer {1994} (23) 1000 x g for 15 minutes
the Nordic Association At feast 1000 x g for 15 minutes

for Andrology (24)

WHO manual {(1999) (25) 600 x ¢ for 15 minutes to concentrate
samples with low sperm counts {less than
2 sperm per 400x field)
{ess than 3000 x g for 15 minutes for all
samples in which spermatozea are not detected

Corea et al. (2005} 20} A minimum of 1000 x g for 15 minutes was
adequate for the detection of azoospermia

WHO manual 2010) (2} 3000 x g for 15 minutes for all samples in
which no spermatozoa are detected

® > FERTILITY
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Taxa de gestacao (%)

0" Taxa de implantag&o (%)

#

50
45 -
40 -
35 -
30 -
25 -
20 -
15 -
10 -

'Resultados clinicos e laboratoriais - Fertility (2010-2014)
“Origem do espermatozoide”

45 -
40 -
35 -
30 -
25 -
20 -
15 -
10 -

FERTILITY

MICRO-TESE ~ EJACULADO

MICRO-TESE EJACULADO

COMPARACAO VALOR DE P

PESA VS TESA >0.05
PESA VS MICRO-TESE >0.05
PESA VS EJACULADO >0.05
TESA VS MICRO-TESE >0.05
TESA VS EJACUALDO >0.05
MICRO-TESE VS EJACULADO >0.05

QUI-QUADADRO

COMPARACAO VALOR DE P

PESAVS TESA >0.05
PESA VS MICRO-TESE >0.05
PESAVS EJACULADO >0.05
TESA VS MICRO-TESE >0.05
TESAVS EJACUALDO >0.05
MICRO-TESE VS EJACULADO >0.05
ANOVA




Técnica

PESA
TESA
microTESE

Auséncia de espermatozoides (%)

o wun
I I
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NO Ciclos

135

PESA

230
85
28

TESA

a recuperacao do espermatozoide Fertility (2010-2014)

Ciclos com
auséncia de

espermatozoide

31*
19
12

42.9

MICRO-TESE

% de falha

13.5
22.3
42.9

*100%
apos TESA



Obstrutiva

Recuperagdo
espermdtica na
maioria dos casos

Azoospermia

Nao
obstrutiva

TESA
microTESE

Recuperagdo
espermdtica em
50% dos casos
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Human Reproduction, VolL17Y, No.l pp. 36-43, 2011
Adwanced Access publication on Mewerber 19, 2000 doit 1901993 hureeepd derd74

human
reproduction ORIGINAL ARTICLE Andrology

The prevalence of chromosomal
abnormalities in subgroups
of infertile men?

E.C. Dul'* H. Groen?, C.M.A. van Ravenswaaij-Arts?, T. Dijkhuizen?,
J. van Echten-Arends!, and J.A. Land!

v 1.223 homens candidatos ICSTI: 79 azoospérmicos (6,5%)

v' 3,1% com anormalidades cromossomicas

v 15,2% dos azoo (OR=7,70 - p<0,001)

v FSH alto e anormalidade cromossomica (OR=2,96 - p=0,013)
v' Azoospérmicos com historia androldgica positiva < incidéncia

de anormalidade cromossomica (OR=0,28 - p=0,047)
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Edwarq’ E Wgﬂach, M.D.
Associate Editor Fertility and Sterility® Vol. 93, No. 1, January 2010

The genetic causes of male factor infertility: A review

Katherine L. O’Flynn O’Brien, B.A.," Alex C. Varghese, Ph.D.,b and Ashok Agarwal, Ph.D."

Prevalence and phenotypes of common chromosomal abnormalities associated with male infertility.
Genetic abnormality Phenotype Prevalence, %
Chromosomal abnormalities  Azoospermia to normozoospermia 5 (total infertile population); 15 (azoospermic)
Klinefelter syndrome Azoospermia to severe oligozoospermia 5 (severe oligozoospemia); 10 (azoospermic)
Robertsonian translocation Azoospermia to normozoospemmia 0.8 (total infertile population); 1.6 (oligozoospermic);
0.09 (azoospemic)
Y chromosome microdeletions Azoospermia to oligozoospermia 10-15 (azoospemmic); 5-10 (oligozoospermic)
AZFa deletion Azoospermia, Sertoli cell-only syndrome 0.5-1.0 (2)
AZFb deletion Azoospermia, spermatogenic arrest 0.5-1.0 (2)
AZFc deletion Severe oligozoospermia to nonobstructive 6-12
azoospermia

Partial AZF-c deletions From azoospermia to normozoospermia 3-5(2)

o Klinefelter: 7 - 13% azoospérmicos

@ MicroDelelegdo Y: 2 - 20% oligo grave / azoospérmicos

@ CBAVD: 1 - 2% homens inférteis

10% azoospermias obstrutivas
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@) SEMPREPENSAR EM DOENGA
GENETICA ASSOCIADA

gt
w® FERTILITY




H_— ,

)= o, , -
[e1/52 7194112 f11255692"

@ Envolvimento do homem

@ A.S.(OMS 2010) com morfologia estrita

@ fragDNA espermatico: > abortamento

@ Tratamento medicamentoso: AO

@ Varicocelectomia: casal com "tempo”

@ Azoospermia obstrutiva: recuperagdo maioria
dos casos

@ Azoospermia ndo-obstrutiva: ~ 50%

@ Alteragdo seminal grave: doenga genética
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Obrigado !

Edson Borges Jr.

<> FERTILIT - edson@fertility.com.br
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