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ARTICLES

Assessment of efficacy of varicocele repair for male subfertility:
a systematic review

Johannes | H Evers, John A Collins

Lancet 2003; 361: 1849-52

Interpretation Varicocele repair does not seem to be an
effective treatment for male or unexplained subfertility.
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AoknBnke Eévtovn KPITIKA OI10TI TTEPIAAUBAVE:
- AVOlOIOYEVEIC UEAETEC
- AvOpEC JE PUOIOAOYIKO OTTEQHOOIAYPANMA

- AVOPEC UE UTTOKAIVIKN KIPDOOKNAN
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Treatment of Varicocele in Subfertile Men: The Cochrane
Review - A Contrary Opinion

Vincenzo Ficarra®, Maria Angela Cerruto, Giovanni Liguori, Guglielmo Mazzoni,
Sergio Minucci, Angelo Tracia, Vincenzo Gentile

Avdpec TTou uttoBARBNKav o€ eTéuRacn 36%

Avdpec TTou dev xelpoupyndnkav 20%.



[Mpoyvwon

The RCTs included in the last Cochrane review concerning the
efficacy of varicocele treatment in subfertile couples were
heterogeneous and methodologically poor.

The pooling of these studies cannot result in a good quality
meta-analysis.

The Cochrane meta-analysis conclusions should not support

guidelines recommendation against varicocele treatment in
subfertile patients.

Ficarra et al. E Urol 2006



®paypoi TTou gutTodifoUV
TNV CWOTN EPUNVEIA TWV
OTTOTEAECUATWYV MEAETWYV
TTOU OIEPEUVOUV TNV
WEEAIMOTNTA N MN TNG
o10p0WONG TNG
KIPOOKNANG



1°s PPAITMOZ
O1 TTEPIOOOTEPEG MEAETEC DEV E£XOUV OPAdA EAEYXOU Kal OeV ival
TUXQIOTTOINMUEVES

2°s QPAIMOZ

O1 TTEPIO0OTEPEC MEAETEC TTEPIAAUPAVOUV DIAPOPETIKEC TEXVIKEC
QVTIMETWTTIONG TNG KIPOOKAANG OTav TTAE0OV N oTavTap PHEBODOC €ival N
MIKQOXEIPOUPYIKI QVTIMETWTTION TNG.

3°s PPAICMOZ
O1 TrepIo0OTEPEC NEAETEC €0TIAlOVTAI OTNV BEATIWON TWV CTAVTAP
OTTEPMATIKWY TTAPAUETPWY OTAV YVWPICOUUE OTI OI OTTEPPATIKES TTAPAUETPOI
OEV AVTIOTOIXOUV ATTOAUTA OTNV YOVIUOTIOINTIKN IKAVOTNTA TOU UTTOYOVIUOU
avopa

Sofikitis et al., 1994; Toda et al., 1992

4°s PPAIMOZ

MeyAGAogC apIBuOC HEAETWV €0TIACETAI OTO TTOOOOTO EYKUUOOUVNG KAl OTO
TTOO0OTO ETMTUXOUC TOKETOU. OUWwG 0€ AUTEG TIC MEAETEC DEV UTTOPEI VA
OTAOMIOTEI JE AKPIBEIA N YOVIUOTTOINTIKA IKAVOTNTA TNG YUVAIKAG
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REVIEW

Varicocele repair for infertility: what is
the evidence?

Vincenzo Ficarra® Alessandro Crestan®, Giacomo Novara®, and
Vincenzo Mirone®

Varicocele repair for infertility Ficarra ef al.

Table 1. Summary of most important studies present in literature on impact of varicocelectomy on pregnancy

rate and semen parameters

Semen parameters

improvement Fregnancy rate
Authors Study design Treated Control Treated Conirol
Madgar et al. [21] RCT Yes No 15/25 2/20
Nieschlag et al. [22] RCT Yes No 18/62 16/63
Krause ef al. [23] RCT Mo No 5/33 6/34
Abdel-Meguid et al. [10%] RCT Yes No 24/73 10/72
Mansour Ghanaie ef al.® [18%] RCT Yes No 30/68 13/68
Giagulli and Carbone [19] Not randomized prospective No No 40/185 35/137

controlled shudy

“The author evaluates the effects of varicocelectomy on pregnancy rate and live birth in couples with firstterm recument miscamioge.




 H amokataoTaon TNG KIPOOKNANG TTPETTEI VA
TTPOTEIVETAI O£ VEAPOUG AVOPES UE AANOIWUIEVO
OTTEPMUATIKO TTPOPIA Kal TTOU OEV eVOIA@EPOVTAI
aKOMA YiIa TTIBaVH EYKUMOOUVH TS OUVTPOPOU TOUC.

* H xe€1poupyIKr aTTOKATACTACN TNG KIPOOKNANG OUEAVEI
TO TTOCOO0TO aAUBOPUNTNG EYKUHoouvng o€ 30%.

* H KUpla eVOANQKTIKI TTOPAPEVOUV Ol TEXVIKEG
utrofonBoupuevng KUNoNg

Ficarra et al. Cur Op. Urol 2012



OpiopEVa DEQONEVA OXETIKA ME TNV KIPOOKNAN

11% TWV avOpPwWV PE PUOIOAOYIKO OTTEQUODIAYPAUMC
£XOUV KIPOOKNAN, (WHO 1992)

35% Twv utToYOVILWY avopwV Kal 81% Twv avopwv

LUE OEUTEPOYEVH UTTOYOVIUOTNTA £XOUV KIPOOKNAN
Clarke, 1966; Gorelick et al., 1993; Greenberg et al., 1978

O1 TTEPIOCOTEPOI AVOPEC UE KIPOOKNAN dev Ba £xouv
Kaveva TTPpoBANMa auBopunTng KUNonG.

H Bepartreia TNG KIpoOKNANG €TTnNEEeAdel EAGXIOTA TO
OPMOVIKO TTPO@IA TOU AvOpda

H ouvTpITITIKN TTASiopn®ia (Ewg kal 85%) Twv
avOpwyV TTou Ba xeipoupynBouv Ba £xel BEATIWUEVO
OTTEPMOOIAYPANMA



Evtaén... O apiotepog OpXIS EXEI KIPOOKNAN Kal
OTOMATNOE va OOUAegUEl. O Oe€I6G OMWG;

* AVOOTOUWOEIC TTOU UTTOPEI VA PJETAPEPOUV
KUTTOPOTOCIKOUC UETAPBOAITEC

« AlGTaon Tou QAERIKOU TTAEYUATOC TOU OECIOU OpPXI ME
augnon Bepuokpaaciag mlavov UTTO ToV EAEYXO TOU

oudTTOONTIKOU
(Ozturk et al., 2001; Sofikitis, Takahashi, et al., 1992)

* Ap@oTEPOTTAEUPN ETTIOIOUMIKN QUCAEITOUPYIO AOYW
LMEIWMPEVNC EKKPITIKNG AEITOUPYIOC TWV KUTTAPWYV
Leydig kai Sertoli augpoTtepdTTAEUpa 0€ A0BevEIC e
apPIOTEPN KIPOOKNAN,.

(Sofikitis et al., 2014)
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Varicocele and Male Factor Infertility Treatment: A New
Meta-analysis and Review of the Role of Varicocele Repair

Abdulaziz Baazeem ™", Eric Belzile®, Antonio Ciampi®, Gert Dohle®, Keith Jarvi®,
Andrea Salonia®, Wolfgang Weidner’, Armand Zini*

Study Treatment Control Odds ratio

n/N n/N (95% Cl) % Weight
Abdel-Meguid etal (2011)  24/73 1072 3.04 (1.33,6.95) 29.7
Krause et al (2002) 5132 6/33 . | 0.83 (0.23,3.06) 223
Nieschlag et al (1998) 18/62 16/63 1.20 (0.55,2.65) 30.3
Madgar et al (1995) 1525 2120 13.50 (2.55,71.40) 17.6
Overall (95% CI) | 2.23 (0.86,5.78)

014005 1 71.4029
Odds ratio

Varicocelectomy improves sperm parameters, reduces sperm DNA damage
and seminal oxidative stress, and improves sperm ultramorphology.
Microsurgical repair seems to be associated with better outcomes
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Reassessing the value of varicocelectomy
as a treatment for male subfertility
with a new meta-analysis

Joel L. Marmar, M.D.," Ashok Agarwal, Ph.D.." Sushil Prabakaran, M.D.," Rishi Ayurwul.h
Robert A. Short, Ph.D..° Susan Benoff, Ph.D.,"* and Anthony J. Thomas, Jr., M.D."

Fertil Steril® 2007;88:639-48. ©2007

TABLE 1

Confidence intervals and odds ratio for pregnancy after varicocelectomy among men with palpable
lesions and at least one abnormal semen parameter.

Study Varicocelectomy Control OR (random) OR (random)
n/N /N 95% Cl 95% Cl
Grasso et al 2000 1/34 2/34 _ 0.48 [0.04, 5.61]
Madgar et al 1995 16/25 2720 ——a—— 13.50[2.55, 71.40]
Marmar et al 1994 66/186 3/19 —— 2.93[0.82, 10.44)
Okuyama et al 1988 43/141 15/83 —— 1.99 [1.02, 3.86]
Onozawa et al 2002 6/10 5/18 — 3.90 [0.76, 19.95]
Total (95% CI) 396 174 <5 2.87[1.33, 6.20]
Total events: 131 (Varicocelectomy), 27 (Control)
Test for heterogeneity: Chi® = 8.47, df = 4 (P=0.17), r= 38.1%
Test for overall effect Z = 2.68 (P < 0.00001) | | | |

0.01 041 1 10 100
Favors control ~ Favors surgery

Note: OR = oddsratio; n = number of couples achieving pregnancy with male partners diagnoesed with clinical varicoceles;
N = total number of cases.

Marmar: Varicocelectomy—a new meta-analysis. Fertil Steril 2007.

Exclusion criteria: men with normal sperm counts, subclinical varicocele
and embolization as treatment.
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Improves the odds of spontaneous pregnancy in their female partners.
Avdpec TTou uttoBANBnkav o€ eTéupacn 33%
Avdpec TToU dev Xelpoupynonkav 16%



I International Journal of d
E-AA

Andrology

international journal of andrology ISSN 0105-6263

ORIGINAL ARTICLE

Varicocele correction for infertility: which patients to treat?
V. A. Giagulli*t and M. D. Carbonei§

International Journal of Andrology @ 2010 European Academy of Andrology, 34, 236-241

Giagulli et al. Int J Androl 2011; 34:236-241.
TuxaiotroiNueEvn MEAETN

137 Avdpeg Xelpoupynbnkav

185 Avdpec dev xelpoupyndnkav.

2.UVOAIKO QTTOTEAECUA: 2TATIOTIKA M onuavTikn diagpopd.

OoMQx

2.€ Ceuydplia TTou TTpooTTaBoucay yia TTEPICOOTEPO ATTO 2 Xpovia TO
XEIPOUPYEIO TNG KIPOOKNANG augnoe onUAvTIKA TO TTOOOOTO auBopunTNG
Kunong (26 vs. 13.4%,).

Correction of varicocele: more appropriate for men of couples
with infertility longer than 2 years.



Does varicocele repair result in more spontaneous
pregnancies? A prospective randomized trial
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AubopunTn eyKupoouvn péoa og 1 Xpovo
Treated 31% Control 10%
AubopunTn eyKupoouvn péoa o€ 2 Xpovia
Treated 37% Control 14%

Dohle et al. J Urol 2003;169(suppl):408-409



[MOAAEG KAl ONUAVTIKEG MEAETEC ETTIBERAIWVOUV TNV WEPEAEIQ TNG
QATTOKATAOTAONG TNG KIPOOKAANG OTNV AUZNON TOU TTOCOOTOU

auBopunTNG KUNONG.

* Madgar et al. Fertil Steril 1995

« Matthews et al. Fertil Steril 1998
« Kadioglu et al. Urology 2001

» Gat et al. Hum Reprod 2005

 Poulakis et al. Asian J Androl 2006



Sexual Dysfunction and Infertility

Effects of Varicocele Repair on Spontane-

ous First Trimester Miscarriage
A Randomized Clinical Trial

Mandana Mansour Ghanaie,’ Seyyed Alaeddin EnSQan',; Massrin Dadrass,’ Aliakbar Allahkhah,’
Elham Iran-Pour,” Mohammad Reza Safaringjad”

L D]V Vol.9 | No.2 | Spring 2012

H d16p6waon TNS KIPOOKAANG BEATILOVEI TRV TTOIOTNTA TOU OTTEPUATOG,
augdvel To TTOo00 TS EyKUPOOUVNG Kal HEIWVEI ONUAVTIKA TO
TTOOOOTO TTAAIVOPONWYV KUNOEWYV 0TO 1° TPiNnVvo

KUnong.
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ORIGINAL ARTICLE

Effects of primary testicular damage on sperm DNA
oxidative status and embryonic and foetal development

F. Dimitriadis', D. Giannakis®, N. Pardalidis®, K. Tsoukanelis®, N. Kanakas®, M. Saito', T. Watanabe',
I. Miyagawa', P. Tsounapi' & N. Sofikitis"?

1 Department of Urology, Tottori University School of Medicine, Yonago, Japan;
2 Laboratory of Molecular Urology and Genetics of Human Reproduction, Department of Urology, loannina University School of Medicine,

loannina, Greece

& 2009 Blackeell WVerlag GmbH - Androloges 41, 2822596

H apioTtepr KIDOOKNAAN £XEI METAYOVIUOTTOINTIKES BAATITIKEC CUVETTEIEC OTNV
IKOVOTNTA TO WAPIOU va avaTrTuXBei in vitro péExpl To oTadio TNS BAAOTOKUOTNG
KAl va EJPUTEUBET HETA TNV EUPpUOPETAPOPA

Kuplog Aoyoc: sperm ROS DNA damage



Decreased Sperm DNA Fragmentation After Surgical
Varicocelectomy is Associated With Increased Pregnancy Rate

Marij Smit,* Johannes C. Romijn, Mark F. Wildhagen, Joke L. M. Veldhoven,
Robertus F. A. Webert and Gert R. Dohle
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Human Reproduction Update, Vol.19, No.4 pp. 317, 2013
Advanced Access publication on March 20, 2013 doi:10.1093 /humupd/dmi004
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Varicocele surgery, new evidence

Background analysis consisted of 5 studies including 505 men with a clinically mani-
fest varicocele and abnormal semen analysis (excluding azoospermia).

ATTOKAgioTNKAV JEAETEC TTOU TTEPIAAMBAvVAV QOOEVEIC JE UTTOKAIVIKE
Klpoom)\n (PUOCIOAOYIKO OTTEPUA KAl O(Cwoorrsppla
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d istension of the plexus pampiniformis and impairment of fertility. The nurnber needed to treat (NNT) to beneﬁt is I7 In me sub;’rcx.lp

This is a summary of a meta-analysis published by the Cochrane - analysis including only men with a clinically manifest varicocele and ab-
Library (Kroese et al, 2012) investigating surgery or embolization normal semen analysis, the RR comparing treatment with no treat-
for varicocele in subfertile men. ment for the pregnancy rate was |81 (95% ClI 1.27-258,

505 men, 2| pregnancies, I* 58%). The NNT was 7 (see Figure).
Methods

Conclusion

In this updated Cochrane review the authors conclude that surgical or
radiological treatment of varicocele in subfertile men with a clinically
manifest varicocele and poor _semen_guality may be of benefit. For

every / men treated one additional pregnancy will be obtained. The
caveat is, however, that the evidence is not conclusive because
the methodological quality of the individual studies is very low
More research is needed with live birth or pregnancy rate as a
primary outcome.

PImEE GualE 3X SLUURD LUNP@EU SUIERAG TEpan VEISuS 1o (ul AL NOSE IO OF Lage |, A VOIS @i L. Cvers
delayed) treatment. 'Obsetrics and Gynaecalogy, Maxima Mediarl Centre, Veldhoven, Netherhinds
2 0bstetric q & dic, ’ e "

Five studies included men with subdinical varicoceles or men with OL“J""‘ and Gnaeclogy, Orbis Medicd Centre, Skiard-Geleen, Netherbinds

) X Obstetrics and Gynoecalogy, McMaster University, Mahone Bay, Canada

nomospermia, these were exduded from the subgroup analysis. An 4 - i , i - . . .

. Department of Gynaecalogy and Obstetdes, Cente for Reproduaive Medicine and

analysis of all studies and a subgroup analysis were performed which Bialogy, Maasticht, Netherhinds
will be orecentad here becauce of ite dinical cionficance The cuboroun



[MapayovTeg TTOU
KaBopidouv TNV au¢non
TOU TTOCOOTOU
auBopunTng KUNONG
MeTd atro d1opbwon
KIPOOKNANG



NMapayovteg TTOU KABOpPiIfouv TRV AUENON TOU TTOCOOTOU
auBopunTNG KUNONG

Journal of Andrology, Yol. 30, No. 1, Jamary/February 2009
Copynght © Amencan Society of Andrology

Treatment of Palpable Varicocele Review
in Infertile Men: A Meta-analysis
to Define the Best Technique

SELAHITTIN CAYAN.* SHAVKAT SHAVAKHABOV,t AND ATES KADIOGLUfY

38% auBopuNnNTNG eyKupoouvng o€ meta-analysis JE TNV TEXVIKN
Palomo ka1 42% PeE TNV MIKPOXEIPOUPYIKI TEXVIKI).

Cayan et al. J Androl 2009



NMapayovteg TTOU KABOpPiIfouv TRV AUENON TOU TTOCOOTOU
auBopunTNG KUNONG

FERTILITY AND STERILITY™

VOL. 75, NO. 5, MAY 200{

Copyright ©2001 American Society for Reproductive Medicine
Published by Elsevier Science Inc.

Printed on acid-free paper in USA

Microsurgical varicocelectomy in the era
of assisted reproductive technology:
influence of initial semen quality on
pregnancy rates

Khaled M. Kamal, M.D., Keith Jarvi, M.D., and Armand Zini, M.D.

Avopeg ue ouykEvTpwon >5.000.000 £xouv peyaAuTEPO TTOCOCTO
auBopuNnTNG EyKUPOOUVNG

AvOpEeC UE KIPOOKNAN Kal PUOIOAOYIKO OTTEPUOOIAYypaupa dev Ba
EXOUV KATTOI0 OPEAOC ATTO TNV £TTEUPRACN O€ OTI aPopPA TO TTOOOOTO

EYKUpOOoUVNG
Nilsson et al. Br J Urol 1979,
Breznik et al. Arch Androl 1993



NMapayovteg TTOU KABOpPiIfouv TRV AUENON TOU TTOCOOTOU
auBopunTNG KUNONG

Avdpec pe UTTOKAIVIKR KIPOOKNAAN dev 6a éxouv kaTolo
OPENOG ATTO TNV ETTEUPACN O€ OTI APOPA TO TTOOOOTO EYKUPNOOUVNG

Grasso et al. BJU Int 2000,
Yamamoto et al. J Urol 1996,
Unal et al. Int J Urol 2001



NMapayovteg TTOU KABOpPiIfouv TRV AUENON TOU TTOCOOTOU
auBopunTNG KUNONG

Zeuyapla Pe SIAPKEI UTTOYOVINOTNTOC >2éTr] Ba £xouv
MEYAAUTEPO OPEAOC ATTO TNV ETTENRACN O€ OTI APYOPA TO TTOCOOTO
gEyKupoouvng

Giagulli et al. Int J Androl 2011



NMapayovteg TTOU KABOpPiIfouv TRV AUENON TOU TTOCOOTOU
auBopunTNG KUNONG

H ap@oTepOTTALUpn 016pOWOoN KIPOOKAANG cixe peyaAUTepn
au¢non OoTo TTOCOOTO AUBOPPNTNG EYKUPOOUVNG aTtTd OTI N
MOVOTTAEUpPN d16POwWaON KIPOOKAANG 1 N TTAPAKOAOUONGON XWPIC
Bepatreia (48% vs 31% vs 15%).

Baazeem et al. BJUI 2009
Libman et al. J. Urol 2006,
Pasqualotto et al. J Ass Repr Gen 2005



NMapdyovTeg TTOU KOBOPifouv TRV AUENON TOU TTOCOOTOU
auBoppnTNG KUNONG

* Hupn Twv 6pxEwvV

* HAIKia cuvTpogou <36 eTwv



NMapdayovTeg TTOoU KABopifouv TO TTOCOOTO AUBSPUNTNG KUNONG

1.

H texVIKA (MIKPOXEIPOUPYIKN)
H ouykévipwan Twv otreppatolwapiwv (>5.000.000)

YT1royovipa (euyapla Kal avopa e KIPOOKAAN Kal QUOIOAOYIKO
OTTEPUO

O Babuodcg TNS KIPoOKAANG (OXI UTTOKAIVIKN )
H didpkeia uttoyoviudtnTag Tou {euyapiou (>2€1n)
H upn Twv opxewv

H nAikia TnG ouvtpoPou (<36 £TwV)



XpelalovTal TTEPIOCOTEPES KAl HEYAAUTEPES TUXAIOTTOINUEVESG MEAETEC
0€ AVOPEC PE KAIVIKA ONUAVTIKA KIDOOKNAN Kai diatapaxr) oTo
OTTEPMOBIAYPANMA KAl XWEIC AANO eupavh) AOyo UTTOYoVINOTNTAG
oTo (euyapl
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