2018 EAU Male Sexual Dysfunction GuidelinesScope Search

Database: Embase <1974 to 2017 May 23>, OVID Medline Epub Ahead of Print, In-Process &
Other Non-Indexed Citations, Ovid MEDLINE(R) Daily and Ovid MEDLINE(R) 1946 to Present,
EBM Reviews - Cochrane Central Register of Controlled Trials <April 2017>, EBM Reviews -
Cochrane Database of Systematic Reviews <2005 to May 19, 2017>

Search Strategy:

1 exp sexual dysfunction/ (72363)

2 exp Sexual Dysfunctions, Psychological/ or exp Sexual Dysfunction, Physiological/ (113627)
3 (sexual* adj3 (dysfunction* or abnormal* or insufficien* or problem* or disabil* or disturban*
or disorder* or asthenia or impoten* or impair* or defect* or deficit or hypoactive or dissatisfact* or
illness or low desire or loss)).tw,kw. (48441)

4  ((erection or erectile or ejaculat* or orgasm*) adj3 (dysfunction* or abnormal* or insufficien*
or problem* or disabil* or disturban* or disorder* or asthenia or impoten* or impair* or defect* or
deficit or hypoactive or dissatisfact* or illness or low desire or loss)).tw,kw. (42319)

5 (ejaculat* adj2 (premature or praecox* or delayed or decreased volume or pain*)).tw,kw.
(4690)

6 (Dyspareunia or (impotence adj Vasculogenic) or orgasm disorder* or anorgasmia).tw,kw.
(10703)

7  ((orgasm* adj2 pain*) or anejaculation).tw,kw. (1083)

8 exp hypogonadism/ (26897)

9 (hypogonadism or hypogonadal or gonadal).tw,kw. (82647)

10 exp Peyronie disease/ or exp Penile Induration/ (4755)

11 ((Peyronie* or peyronis) adj2 disease).tw,kw. (4188)

12  ((penile or penis) adj2 (induratio* or deformit* or fibromatosis or plasticus or plastic)).tw,kw.
(1425)

13 ((penile or penis) adj2 (strabismus or fibrous plaque or curvature)).tw,kw. (1872)

14  (fibrous adj cavern*).tw,kw. (280)

15 exp priapism/ (6539)

16  (priapism* or (erection adj3 (persistent or low flow or high flow or recurrent or
intermittent))).tw,kw. (5821)

17 or/1-16 (245661)

18 male/ or (men or man or male*).tw. (16092068)

19 17 and 18 (152201)

20 female to male transgender/ (228)



21

((exp animals/ or exp animal/ or exp nonhuman/ or exp animal experiment/ or animal model/

or animal tissue/ or non human/) not (humans/ or human/)) or ((rats or mice or mouse or cats or

dogs or animal* or cell lines) not (human* or men or women)).ti. (10995354)

22  case report/ or case reports/ or (case report or case series).ti. (4155698)

23 note/ or editorial/ or letter/ or Comment/ or news/ (3877437)

24 Conference Abstract.pt. or Congresses as Topic/ (2663063)

25 0r/20-24 (20637448)

26 19 not 25 (96245)

27  limit 26 to yr="2015 -Current" (9876)

28 (Systematic review or meta-analysis).tw,kw. (371625)

29 Meta analysis/ or "systematic review"/ (291792)

30 (Medline or Pubmed or Embase or Cochrane or literature search or literature review).ab.
(439192)

31 random:.mp. or randomized controlled trial.pt. (3226367)

32 clinical trial:.mp. or controlled clinical trial.pt. (2705726)

33 double-blind:.mp. or placebo:.tw. or blind:.tw. (1182534)

34  prospective*.tw. (1529038)

35 exp cohort analysis/ or exp Cohort Studies/ (2105769)

36 (cohort adj3 (study or studies or analy*)).tw. (418003)

37 (followed or follow up).tw. or exp follow up/ or exp Follow-Up Studies/ (4453419)

38 exp longitudinal study/ or exp Longitudinal Studies/ or longitudinal.tw. (633023)

39 comparative study/ or controlled study/ or major clinical study/ (9401033)

40 ((comparative or comparison or compared or evaluat* or multicenter) adj3 (studies or
study)).tw. (1531456)

41  ((population or hospital) adj based).tw. (289569)

42  (groups or trial or controlled).tw. (6349807)

43  0r/28-42 (20142387)

44 27 and 43 (6821)

45  limit 44 to dd=20160707-20170524 use oemezd [Limit not valid in Ovid MEDLINE(R),Ovid

MEDLINE(R) Daily Update,Ovid MEDLINE(R) In-Process,Ovid MEDLINE(R)
Publisher,CCTR,CDSR; records were retained] (1521)

46

limit 44 to ed=20160707-20170524 use ppez [Limit not valid in Embase,CCTR,CDSR;

records were retained] (897)

47
48
49
50

2017*.dc. or 2017*.ep. (1223417)

44 and 47 (1058)

limit 44 to yr="2016 -current” use cctr (233)
limit 44 to yr="2016 -current" use coch (47)
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51 45 or 46 or 48 or 49 or 50 (2923)
52 remove duplicates from 51 (2301)
53 limit 52 to english language [Limit not valid in CDSR; records were retained] (2220)

1.

Dopa-testotoxicosis: a novel drug toxicity of dopamine agonists in male prolactinoma patients
De Sousa SMC, Chapman IM, Falhammar H, Torpy DJ

EBM Reviews - Cochrane Central Register of Controlled Trials

Clinical endocrinology. Conference: endocrine society of australia annual scientific meeting.
2016. Australia. Conference start: 20160821. Conference end: 20160824 Vol.86, pp.18, 2017.
[Journal: Conference Abstract]

AN: CN-01334018 NEW

Background: Impulse control disorders (ICD) including gambling, hypersexuality, compulsive
shopping and binge eating have recently been recognised as side effects of dopamine agonists
(DAs). The vast majority has been described in the treatment of Parkinson's disease and restless
legs syndrome where pathological gambling is the predominant DA-associated ICD (1). Little is
known about the nature of ICDs in the prolactinoma setting where endocrine factors, specifically
testosterone fluctuations, may influence behaviour (2). Methods: We performed a multicenter
retrospective cohort study of eight men who developed hypersexuality following initiation of DA
therapy for prolactinomas. Results: The men had no prior history of psychiatric disease, but each
developed disruptive hypersexuality with manifold consequences, including relationship discord,
financial loss, reduced work performance, and illicit activity. Two men also developed pathological
gambling. Cabergoline, bromocriptine and quinagolide were all implicated. The onset of
hypersexuality ranged from days to years after DA commencement. Some men notably had
normal pre-treatment testosterone levels, however these values were in the lower half of the
reference range and rose into the upper half with DA initiation suggesting they had relative
hypogonadism at baseline. Six men received no androgen replacement and increases in
testosterone were solely attributable to DA therapy. Prolactin and testosterone consistently
improved to be close or within the reference range by the time of symptom onset. Symptoms

were reversible with DA cessation. Conclusions: We hypothesise that this phenomenon is due to
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synergy between mesolimbic reward pathway stimulation by DAs, together with rapid restoration
of the eugonadal state after prolonged hypogonadism. We refer to this unique drug toxicity as
‘dopa-testotoxicosis'. The condition is likely under-reported due to the highly personal nature of
the symptoms and we suggest a simple written questionnaire to screen for it. Treatment will
generally include cessation of DAs in affected men, and often pituitary surgery for prolactinoma
resection.

Institution

S.M.C. De Sousa, Hormones and Cancer Group, Cancer Division, Garvan Institute of Medical
Research, Sydney, NSW, Australia

Publisher

Blackwell Publishing Ltd

2.

Dieting but not testosterone treatment improves androgen deficiency-like symptoms in obese
men with lowered testosterone

Fui MNT, Prendergast LA, Dupuis P, Zajac JD, Grossmann M

EBM Reviews - Cochrane Central Register of Controlled Trials

Clinical endocrinology. Conference: endocrine society of australia annual scientific meeting.
2016. Australia. Conference start: 20160821. Conference end: 20160824 Vol.86, pp.15, 2017.
[Journal: Conference Abstract]

AN: CN-01334020 NEW

Importance: Obese men with modest reductions in circulating testosterone commonly report non-
specific symptoms consistent with androgen- deficiency. Whether testosterone treatment leads to
improvements in androgen deficiency-like symptoms over and above the effects of dieting is
unknown. Objective: To determine whether testosterone treatment improves androgen deficiency-
like symptoms among dieting men. Design: Secondary analysis of a randomised double-blind,
placebo-controlled trial. Participants: Obese men with a total testosterone level <12 nmol/L.
Intervention: One hundred participants receiving 10 weeks of a very low energy diet (VLED)
followed by weight maintenance were randomised at baseline to 56 weeks of intramuscular
testosterone undecanoate (n = 49, cases) or placebo (n = 51, controls). Main Outcomes: The pre-
specified outcomes were the between-group differences in Aging male symptoms score (AMS)
and international index of erectile function (IIEF). Results: Cases and controls lost the same

weight after VLED (testosterone -12.0 kg; placebo -13.5 kg, P = 0.40) and maintained this at
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study end (testosterone -11.4 kg; placebo -10.9 kg, P = 0.80). There was no difference in AMS
between groups after VLED (mean adjusted difference (MAD) -0.44, 95% CI -4.6; 3.8, P = 0.84)
or at study end (MAD -1.7, 95% CI -6.2; 2.7, P = 0.44). Both cases and controls had
improvements in AMS by approximately 20% after VLED (cases from 35.6 to 27.3 and controls
from 34.6 to 27.9, both P < 0.05) which was maintained in cases (improved by 4.6 points, P =
0.006 relative to baseline) but not controls (improved by 2.3 points, P = 0.131) compared to
baseline. Men had mild erectile dysfunction at baseline (IIEF cases 20.0, controls 19.3), with no
between or within group differences during the study. Conclusions: In relatively healthy obese
men, androgen deficiency-like symptoms are primarily a consequence of excess weight rather
than due to their reduced testosterone levels. For symptomatic benefit, weight loss rather than
testosterone treatment should be the first line approach.

Institution

M.N.T. Fui, Medicine, University of Melbourne, Heidelberg, VIC, Australia

Publisher

Blackwell Publishing Ltd

3.

An open-label clinical trial to investigate the efficacy and safety of corifollitropin alfa combined
with hCG in adult men with hypogonadotropic hypogonadism

Nieschlag E, Bouloux P-MG, Stegmann BJ, Shankar RR, Guan Y, Tzontcheva A, McCrary Sisk
C, Behre HM

EBM Reviews - Cochrane Central Register of Controlled Trials

Reproductive biology and endocrinology. 15(1) (no pagination):2017.

[Journal: Article]

AN: CN-01335385 NEW

Background: Hypogonadotropic hypogonadism (HH) in men results in insufficient testicular
function and deficiencies in testosterone and spermatogenesis. Combinations of human chorionic
gonadotropin (hCG) and recombinant follicle-stimulating hormone (recFSH) have been successful
in the treatment of HH. Corifollitropin alfa is a long-acting FSH-analog with demonstrated action in
women seeking infertility care. The aim of this study was to investigate the efficacy and safety of
corifollitropin alfa combined with hCG to increase testicular volume and induce spermatogenesis
in men with HH. Methods: This was a Phase lll, multi-center, open-label, single-arm trial of

corifollitropin alfa in azoospermic men aged 18 to 50 years with HH. After 16 weeks of
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pretreatment of 23 subjects with hCG alone, 18 subjects with normalized testosterone (T) levels
who remained azoospermic entered the 52-week combined treatment phase with hCG twice-
weekly and 150 mug corifollitropin alfa every other week. The increase in testicular volume
(primary efficacy endpoint) and induction of spermatogenesis resulting in a sperm count >1 x
10<sup>6</sup>/mL (key secondary efficacy endpoint) during 52 weeks of combined treatment
were assessed. Safety was evaluated by the presence of anti-corifollitropin alfa antibodies and
the occurrence of adverse events (AEs). Results: Mean (+/-SD) testicular volume increased from
8.6 (+/-6.09) mL to 17.8 (+/-8.93) mL (geometric mean fold increase, 2.30 [95% CI: 2.03, 2.62]);
14 (77.8%) subjects reached a sperm count >1 x 10<sup>6</sup>/mL. No subject developed
confirmed anti-corifollitropin alfa antibodies during the trial. Treatment was generally well
tolerated. Conclusions: Corifollitropin alfa 150 mug administrated every other week combined with
twice-weekly hCG for 52 weeks increased testicular volume significantly, and induced
spermatogenesis in >75% of men with HH who had remained azoospermic after hCG treatment
alone. Trial registration: ClinicalTrials.gov: NCT01709331. Copyright (C) 2017 The Author(s).
Institution

E. Nieschlag, University Hospital of Muenster, Center of Reproductive Medicine and Andrology,
Domagkstrase 11, Muenster D-48149, Germany. E-mail: eberhard.nieschlag@ukmuenster.de
Publisher

BioMed Central Ltd. (E-mail: info@biomedcentral.com)

4.

Male urinary and sexual function after robotic pelvic autonomic nerve-preserving surgery for
rectal cancer

Wang G, Wang Z, Jiang Z, Liu J, Zhao J, Li J

EBM Reviews - Cochrane Central Register of Controlled Trials

International journal of medical robotics and computer assisted surgery. 13(1) (no
pagination):2017.

[Journal: Article]

AN: CN-01336550 NEW

Background: Urinary and sexual dysfunction is the potential complication of rectal cancer surgery.
The aim of this study was to evaluate the urinary and sexual function in male patients with robotic
surgery for rectal cancer. Methods: This prospective study included 137 of the 336 male patients

who underwent surgery for rectal cancer. Urinary and male sexual function was studied by means
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of a questionnaire based on the International Prostatic Symptom Score and International Index of
Erectile Function. All data were collected before surgery and 12 months after surgery. Results:
Patients who underwent robotic surgery had significantly decreased incidence of partial or
complete erectile dysfunction and sexual dysfunction than patients with laparoscopic surgery. The
pre- and post-operative total IPSS scores in patients with robotic surgery were significantly less
than that with laparoscopic surgeries. Conclusions: Robotic surgery shows distinct advantages in
protecting the pelvic autonomic nerves and relieving post-operative sexual dysfunction. Copyright
(C) 2016 John Wiley & Sons, Ltd.

Institution

Z. Jiang, Department of General Surgery, Jinling Hospital, School of Medicine, Nanjing
University, Jiangsu, China. E-mail: surgery34@163.com

Publisher

John Wiley and Sons Ltd (Southern Gate, Chichester, West Sussex PO19 8SQ, United Kingdom)

5.

Efficacy and Safety of Sildenafil in Men With Sexual Dysfunction and Spinal Cord Injury

Ohl DA, Carlsson M, Stecher VJ, Rippon GA

EBM Reviews - Cochrane Central Register of Controlled Trials

Sexual medicine reviews. (no pagination),. 2017 Vol.Date of Publication: August 11, 2017.
[Journal: Article In Press]

AN: CN-01337094 NEW

Introduction: Spinal cord injury (SCI) is estimated to affect approximately 276,000 individuals in
the United States. Since 2010, the mean age of individuals at the time of the SCI has been 42
years, with nearly 80% of cases involving men. This means that individuals with SCI generally are
young men who typically place a great deal of importance on normal sexual and reproductive
function. Aim: To assess the effect of sildenafil treatment on erectile function and the frequency of
ejaculation in men with SCI. Methods: This study was a post hoc analysis of pooled data from two
randomized, double-blinded, placebo-controlled, flexible-dose, crossover sildenafil trials
conducted in Europe, Australia, and Turkey. Two hundred forty-eight men at least 18 years old
with traumatic SCI of at least 6 months' duration, with erectile dysfunction solely attributed to SCI,
and in a stable heterosexual relationship were treated sequentially with sildenafil and placebo.
Exclusion criteria included taking nitrate therapy, severe cardiac failure, and recent stroke or

myocardial infarction. The starting sildenafil dose was 50 mg, taken approximately 1 hour before
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sexual activity, with subsequent dose adjustment to 100 or 25 mg based on efficacy and safety
during treatment. There was a 2-week washout between 6-week treatments. Main Outcome
Measures: Change from baseline in International Index of Erectile Function question 3 (frequency
of penetration), question 4 (maintaining erection after penetration), question 9 (frequency of
ejaculation), and erectile function domain scores; intercourse success; and treatment preference.
Results: All International Index of Erectile Function outcomes, including achieving and
maintaining erections and ejaculation frequency, were statistically significantly greater with
sildenafil vs placebo, including the subgroup with complete SCI (P < .01 for all comparisons). The
percentage of successful intercourse attempts with sildenafil (53% vs 12%) and preference for
sildenafil (96% vs 4%) vs placebo were significant (P < .001), including the subgroup with
complete SCI. The most common all-cause adverse events with sildenafil were headache
(16.1%) and urinary tract infection (11.6%). Conclusion: Sildenafil significantly improves
erections, intercourse success, and ejaculation frequency vs placebo, including in men with
complete SCI. Sildenafil is an effective and well-tolerated treatment for sexual dysfunction in men
with SCI. The increase in frequency of ejaculation could allow the possibility of having children
without medical intervention in this patient population. Ohl DA, Carlsson M, Stecher VJ, Rippon
GA. Efficacy and Safety of Sildenafil in Men With Sexual Dysfunction and Spinal Cord Injury. Sex
Med Rev 2017;X:XX-XX. Copyright (C) 2017.

Institution

D.A. Ohl, University of Michigan Health System, 1500 E Medical Center Drive, #3875, Ann Arbor,
MI 48109, USA

Publisher

Elsevier B.V. (E-mail: customerservices@oxonblackwellpublishing.com)

6.

Efficacy and safety of testosterone replacement gel for treating hypogonadism in men: phase Il|
open-label studies

Belkoff L, Brock G, Carrara D, Neijber A, Ando M, Mitchel J

EBM Reviews - Cochrane Central Register of Controlled Trials

Andrologia. Vol.(no pagination), 2017.

[Journal: Article In Press]

AN: CN-01339263 NEW
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Efficacy and safety of testosterone gel 2% (TG) were evaluated in two phase 3, open-labelled,
single-arm, multicentre studies (000023 and extension study 000077). Hypogonadal men having
serum testosterone levels <300 ng/dl at two consecutive measurements were included. Study
duration was 9 months (000023: 3 months; 000077: 6 months). Starting dose of TG (46 mg) was
applied on upper arm/shoulder. The primary endpoint (000023) was responder rate (subjects with
average 24-hour serum testosterone concentration 300-1050 ng/dl on Day 90). Study 000077
evaluated the safety of TG in patients rolling over from study 000023 over a period of 6 months.
Of 180 subjects in 000023, 172 completed and 145 rolled over to 000077, with 127 completers.
The responder rate was 85.5%. Fewer subjects in 000077 (12.7%) versus 000023 (31.8%) had
maximum testosterone concentration (C<inf>max</inf>) >1500 ng/dl, with no significant safety
concerns. Significant improvements in sexual function and quality of life were noted in both
studies. Subjects experienced few skin reactions without notable increases in prostate-specific
antigen and haematocrit levels. TG was efficacious with an acceptable safety profile.
C<inf>max</inf> >1500 ng/dl did not exhibit distinct impact on safety parameters. However,
further optimisation of titration schema to reduce C<inf>max</inf> is warranted while maintaining
the average steady state total testosterone concentration. Copyright (C) 2017 Blackwell Verlag
GmbH.

Institution

A. Neijber, International Pharma Science Center, Ferring Pharmaceuticals A/S, Copenhagen S,
Denmark

Publisher

Blackwell Publishing Ltd (E-mail: customerservices@oxonblackwellpublishing.com)

7.

Reduced sexual dysfunction with aripiprazole once-monthly versus paliperidone palmitate: results
from QUALIFY

Potkin SG, Loze J-Y, Forray C, Baker RA, Sapin C, Peters-Strickland T, Beillat M, Nylander A-G,
Hertel P, Steen Andersen H, Eramo A, Hansen K, Naber D

EBM Reviews - Cochrane Central Register of Controlled Trials

International clinical psychopharmacology. Vol.(no pagination), 2017.

[Journal: Article In Press]

AN: CN-01341731 NEW
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Sexual dysfunction, a common side effect of antipsychotic medications, may be partly caused by
dopamine antagonism and elevation of prolactin. In QUALIFY, a randomized study, aripiprazole
once-monthly 400 mg (AOM 400), a dopamine D2 receptor partial agonist, showed noninferiority
and subsequent superiority versus paliperidone palmitate (PP), a dopamine D2 receptor
antagonist, on the Heinrichs-Carpenter Quality-of-Life Scale (QLS) in patients with schizophrenia
aged 18-60 years. Sexual dysfunction (Arizona Sexual Experience Scale) and serum prolactin
levels were also assessed. Odds for sexual dysfunction were lower with AOM 400 versus PP
[week 28 adjusted odds ratio (95% confidence interval), 0.29 (0.14-0.61); P=0.0012] in men [0.33
(0.13-0.86); P=0.023], women [0.14 (0.03-0.62); P=0.0099], and patients aged 18-35 years [0.04
(<0.01-0.34); P=0.003]. Among patients shifting from sexual dysfunction at baseline to none at
week 28, there was a trend toward greater improvement in the QLS total score. The mean (SD)
prolactin concentrations decreased with AOM 400 [-150.6 (274.4) mlU/I] and increased with PP
[464.7 (867.5) mIU/I] in both men and women. Six PP-treated patients experienced prolactin-
related adverse events. In addition to greater improvement on QLS, patients had a lower risk for
sexual dysfunction and prolactin elevation with AOM 400 versus PP in QUALIFY.This is an open-
access article distributed under the terms of the Creative Commons Attribution-Non Commercial-
No Derivatives License 4.0 (CCBY-NC-ND), where it is permissible to download and share the
work provided it is properly cited. The work cannot be changed in any way or used commercially
without permission from the journal. http://creativecommons.org/licenses/by-nc-nd/4.0/ Copyright
(C) 2017 Wolters Kluwer Health, Inc. All rights reserved.

Institution

S.G. Potkin, aDepartment of Psychiatry and Human Behavior, University of California, Irvine,
California bLundbeck LLC, Paramus, New Jersey cOtsuka Pharmaceutical Development &
Commercialization, Inc., Princeton, New Jersey dLundbeck LLC, Deerfield, lllinois, USA eOtsuka
Pharmaceutical Europe Ltd., Wexham, UK fLundbeck SAS Issy-les-Moulineaux, Paris, France
gH. Lundbeck A/S, Valby, Denmark hDepartment for Psychiatry and Psychotherapy, University
Medical Center Hamburg-Eppendorf, Hamburg, Germany

Publisher

Lippincott Williams and Wilkins (E-mail: agents@Iww.com)

8.
Sexual health and quality of life are impaired in hidradenitis suppurativa: a multicentre cross-

sectional study
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Janse IC, Deckers IE, van der Maten AD, Evers AWM, Boer J, van der Zee HH, Prens EP,
Horvath B

EBM Reviews - Cochrane Central Register of Controlled Trials

British journal of dermatology. Vol.(no pagination), 2017.

[Journal: Article In Press]

AN: CN-01328796 NEW

Background: Hidradenitis suppurativa (HS) has a major impact on patients' quality of life (QoL).
Although it has commonly been assumed that HS impairs sexual health, only a single case-
control study has been performed on sexual functioning in a small group of patients with HS.
Objectives: To investigate the QoL with a particular focus on sexual health in a substantial
population of patients with HS. Methods: In total 916 patients with HS received an invitation to
participate in this multicentre cross-sectional survey. Results: Three hundred patients completed
the questionnaires. This study showed a diminished QoL and sexual health in patients with HS
(Female Sexual Function Index: 21.6 +/- 9.6, International Index of Erectile Function: 49.7 +/-
20.7, Arizona Sexual Experience Scale: 16.7 +/- 5.3, Dermatology Life Quality Index: 12.5 +/-
7.5). Sexual health was associated with QoL in women but not in men. Female sex and late onset
of HS were associated with poor sexual function. Impairment of QoL was associated with
anogenital involvement, early onset of HS, disease severity and disease activity. Conclusions: HS
is associated with impaired sexual health and QoL. Physicians should not hesitate to ask patients
with HS about their sexual function and, when needed, offer them psychological support.
Copyright (C) 2017 British Association of Dermatologists.

Institution

I.C. Janse, Department of Dermatology University of Groningen University Medical Centre
Groningen Groningen the Netherlands

Publisher

Blackwell Publishing Ltd (E-mail: customerservices@oxonblackwellpublishing.com)

9.

Vessel-sparing Radiotherapy for Localized Prostate Cancer to Preserve Erectile Function: a
Single-arm Phase 2 Trial

Spratt DE, Lee JY, Dess RT, Narayana V, Evans C, Liss A, Winfield R, Schipper MJ, Lawrence
TS, McLaughlin PW

EBM Reviews - Cochrane Central Register of Controlled Trials
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European urology. Vol.(no pagination), 2017.

[Journal: Article In Press]

AN: CN-01328976 NEW

Background: Erectile dysfunction remains the most common side effect from radical treatment of
localized prostate cancer. We hypothesized that the use of vessel-sparing radiotherapy,
analogous to the functional anatomy approach of nerve-sparing radical prostatectomy (RP),
would improve erectile function preservation while maintaining tumor control for men with
localized prostate cancer. Objective: To determine erectile function rates after vessel-sparing
radiotherapy. Design, setting, and participants: Men with localized prostate cancer were enrolled
in a phase 2 single-arm trial (NCT02958787) at a single academic center. Intervention: Patients
received vessel-sparing radiotherapy utilizing a planning MRI and MRI-angiogram to delineate
and avoid the erectile vasculature. Outcome measurements and statistical analysis: Both
physician- and patient-reported inventories were used to capture erectile function at baseline and
at 2 and 5 yr after treatment. Validated model-based comparisons were performed to compare
vessel-sparing results to nerve-sparing RP and conventional radiotherapy. Results and
limitations: From 2001 to 2009, 135 men underwent vessel-sparing radiotherapy. After a planned
interim analysis, the trial was stopped after meeting the primary endpoint. The median follow-up
was 8.7 yr, with a >94% response rate to all inventories at each time point. At 5 yr, 88% of
patients were sexually active with or without the use of sexual aids. The 2-yr erectile function
rates were significantly improved with vessel-sparing radiotherapy (78%, 95% confidence interval
[CI] 71-85%) compared to modeled rates for convention radiotherapy (42%, 95% CI 38-45%; p <.
0.001) or nerve-sparing prostatectomy (24%, 95% CIl 22-27%; p <. 0.001). At 2 yr after treatment,
87% of baseline-potent men retained erections suitable for intercourse. The 5- and 10-yr rates of
biochemical relapse-free survival were 99.3% and 89.9%, and at 5 yr the biochemical failures
were limited to the National Comprehensive Cancer Network high-risk group. The single-arm
design is a limitation. Conclusions: Vessel-sparing radiotherapy appears to more effectively
preserve erectile function when compared to historical series and model-predicted outcomes
following nerve-sparing RP or conventional radiotherapy, with maintenance of tumor control. This
approach warrants independent validation. Patient summary: In this interim analysis we looked at
using a novel approach to spare critical erectile structures to preserve erectile function after
prostate cancer radiotherapy. We found that almost 90% of patients at 5 yr after treatment
remained sexually active, significantly higher than previous studies with surgery or radiotherapy.
Vessel-sparing radiotherapy for men with localized prostate cancer using a novel magnetic
resonance imaging-based approach to spare erectile vasculature resulted in 88% maintenance of
sexual activity at 5 yr after treatment, 87% retention of erections suitable for intercourse at 2 yr
after treatment, and maintenance of tumor control. Copyright (C) 2017 European Association of

Urology.
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Institution

P.W. McLaughlin, Department of Radiation Oncology, University of Michigan Medical Center,
1500 E. Medical Center Drive, Ann Arbor, Ml 48109, USA

Publisher

Elsevier B.V.

10.

Phase | Randomized Placebo-Controlled, Double-Blind Study of the Safety and Tolerability of
Bremelanotide Coadministered With Ethanol in Healthy Male and Female Participants

Clayton AH, Lucas J, DeRogatis LR, Jordan R

EBM Reviews - Cochrane Central Register of Controlled Trials

Clinical therapeutics. Vol.(no pagination), 2017.

[Journal: Article In Press]

AN: CN-01330631 NEW

Purpose: This was a Phase | study to evaluate the safety, tolerability, and hemodynamic and
pharmacokinetic effects of bremelanotide (BMT) coadministered with ethanol to healthy male and
female participants. Methods: This was a randomized, placebo-controlled, double-blind, 3-period,
3-way crossover study. Individuals meeting the inclusion/exclusion criteria received BMT or
placebo with or without ethanol at the research facility for 7 consecutive days. Participants were
randomized to receive 1 of 6 treatment paths; each participant received single intranasal doses of
BMT (20 mg) or placebo on days 1, 4, and 7, with or without oral ethanol (0.6 g/kg) while in a
fasted state. The intranasal 20-mg dose of BMT has an exposure equivalent to ~1 to 2 times the
subcutaneous dose currently being evaluated in Phase Il studies. Vital signs, self-rated sedation
scores, nursing and medical observations, and spontaneous reporting by participants provided
the basis for evaluation of adverse events. A physical examination and a resting 12-lead
electrocardiogram were performed at baseline and on study day 7. Blood and urine samples were
obtained for clinical safety profile laboratory tests. Findings: A total of 24 participants were
enrolled (12 men; 12 women) and completed the study. Single doses of 20 mg intranasal BMT,
administered with or without 0.6 g/kg ethanol, were found to be safe and generally well tolerated
with mean maximum ethanol concentrations exceeding 80 mg/dL in women. No clinically
significant pharmacokinetic interactions were found between ethanol and BMT either overall or by
sex. No significant drug-related hypotensive or orthostatic hypotensive effects were noted.

Treatment with BMT did not result in an increased frequency of treatment-emergent adverse

Pagel3



events, and no participants discontinued the study because of adverse events. Physical
examination, electrocardiography, and laboratory tests disclosed no clinically significant changes.
Implications: Female sexual dysfunction is a multifactorial condition with anatomic, physiologic,
medical, psychological, and social components. BMT is a synthetic peptide analogue of the
naturally occurring hormone alpha-melanocyte-stimulating hormone and a melanocortin receptor
agonist that is being developed for the treatment of hypoactive sexual desire disorder. Its
mechanism of action involves activation of endogenous melanocortin hormone pathways involved
in the sexual desire and arousal response. The results of this Phase | study found that BMT and
ethanol can be safely coadministered and are generally well tolerated with no reports of drug-
related serious adverse events. Phase Ill trials of subcutaneous BMT for the treatment of
hypoactive sexual desire disorder in premenopausal women are in progress. ClinicalTrials.gov
identifiers NCT02338960 and NCT02333071. Copyright (C) 2017 The Authors.
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Testosterone Replacement Therapy and Components of the Metabolic Syndrome

Anaissie J, Roberts NH, Wang P, Yafi FA
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[Journal: Article In Press]
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Introduction: The prevalence of metabolic syndrome (MetS) is rapidly increasing in the United
States and, because of its strong association with male hypogonadism, has become a significant
topic of interest in the sexual medicine community. At the center of this conversation is the
efficacy and safety of testosterone replacement therapy (TRT) as a therapeutic option for HG and
MetS. Aim: To provide a review of the current literature pertaining to TRT and MetS. Methods: A
thorough literature review was performed to review the relation between TRT and MetS using the
PubMed online database from 1976 through 2016 with the keywords testosterone,

hypogonadism, metabolic syndrome, and testosterone therapy. Main Outcome Measures:
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Outcomes pertaining to MetS including weight, waist circumference, body mass index, blood
glucose control, cholesterol parameters, blood pressure, and quality of life. Results: From the
plethora of contrasting literature on the efficacy and safety of TRT, it is increasingly clear that
more well-designed studies are needed to clarify the efficacy and safety of TRT. Although most of
the current literature shows that TRT has the potential to significantly lower the studied outcome
variables associated with MetS, several studies provide more mixed results. Conclusion: TRT has
the potential to alleviate some of the morbidity associated with hypogonadism and MetS. Larger
multicenter well-designed studies are needed to better describe and quantify the relation between
MetS and TRT. Anaissie J, Roberts NH, Wang P, et al. Testosterone Replacement Therapy and
Components of the Metabolic Syndrome. Sex Med Rev 2017;X:XXX-XXX. Copyright (C) 2017
International Society for Sexual Medicine.
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Health-related quality of life and psychological well-being in adults with differences/disorders of
sex development

Bennecke E, Thyen U, Gruters A, Lux A, Kohler B
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[Journal: Article In Press]

AN: CN-01332220 NEW

Objective: Rare congenital conditions with incongruence of chromosomal, gonadal and
phenotypic sex have been classified as differences/disorders of sex development (DSD).

Included in DSD are conditions with diverse genetic aetiology, varying levels of prenatal androgen
effects, phenotypes and, subsequently, different medical treatments. Quality of life (QoL) and
psychological well-being are indicators of successful psychosocial adaptation to the conditions.
We sought to investigate the HRQoL and psychological well-being in this population. Design: This
multicentre clinical evaluation study was part of a German network related to DSD funded by the
German Ministry of Science and Education (BMBF 2003 to 2007). Methods: To assess health-
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related quality of life (HRQoL), we used the Short Form Health Survey (SF-36), and for
psychological well-being, the Brief Symptom Inventory (BSI). Participants were classified into five
groups: females with CAH, females with XY DSD conditions where there is a partial androgen
effect (partial androgen insensitivity, mixed/partial gonadal dysgenesis, disorders of androgen
biosynthesis), females with XY DSD without androgen effect (complete androgen insensitivity,
complete gonadal dysgenesis), males with XY DSD, and individuals with DSD conditions and
other gender. Results: Participants included 110 adults with DSD (age range 17-62). We found a
trend of lowered mental HRQoL and significant higher physical HRQoL for participants as
compared to the norm. The high physical HRQoL especially applied to females with androgen
effect and XY karyotype. Participants reported significant higher psychological distress compared
to the norm. Forty-seven participants (42.7%) reported distress in a clinically relevant range on
the BSI. Conclusions: Although we did not find significant impairments in overall HRQoL,
participants reported significant impaired psychological well-being. Specialized interdisciplinary
care should focus in particular on psychological issues to ensure good overall health and well-
being. Copyright (C) 2017 John Wiley & Sons Ltd.
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Erratum: the CopenHeartSF trial-comprehensive sexual rehabilitation programme for male
patients with implantable cardioverter defibrillator or ischaemic heart disease and impaired sexual
function: protocol of a randomised clinical trial (BMJ Open (2013) 3 (e003967) DOI:
10.1136/bmjopen-2013-003967)
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[Journal: Erratum]
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There has been an update to the Statistical Analyses Plan. The new Statistical Analysis section

should read: Statistical analysis The analysis will follow the intention-to-treat principle with two-
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sided significance test at the 5% level. Continuous outcomes will follow the same procedure as
described in the following for the primary outcome. The primary outcome is the International
Index of Erectile Function overall score. The five domains of the questionnaire are all exploratory
outcome, but particular attention is given the Erectile Function domain. The secondary outcome is
PAIS-SR sexual relationship domain. The explorative physical outcomes are pelvic floor strength
and endurance (one categorical and two continuous variables), peak VO2, heart rate (beats per
minute), blood pressure, Watt Max, Anaerobic Threshold, and VE/VCO2 slope. The
guestionnaire-based exploratory outcomes are SF-36 (the two component scores: physical
(SF36-PCS) and mental (SF36-MCS)), Hospital Anxiety and Depression Scale (HADS) anxiety
and depression (binary variable: score of 8+) and EQ-5D-5L converted to index score. Sex after
ICD-questionnaires (reported as categorical variables) are evaluated for ICD patients. The
primary model for assessing the effect of intervention is the univariate general linear model. This
model assesses (1) whether there is an effect of the intervention 16 weeks after randomization,
between the intervention group and the control group. If there is a statistically significant effect we
will perform subgroup analysis and test (2) whether there is a difference between the two patient
groups regarding the size of the effect. Model 2 includes the follow-up data (month six) using a
mixed model because of repeated outcome measures. In this model the baseline value of the
outcome, intervention indicator (1), patients indicator (G), the interaction between | and G and
stratification variable (aged above and below 60 years) are included. Subgroup analysis of the
primary outcome and all analyses of the secondary and exploratory outcomes are considered
hypothesis generating if the effects are statistically significant (P<0.05). If missing values of the
primary outcome is above 15% or the P-value of Little's test is below 0.05 multiple imputation
techniques will be used. If the intervention effect of the primary analysis in the univariate general
linear model is significant, the analysis is supplemented with a worst/best case analysis. The
results of the multiple imputed dataset are considered the primary analysis.
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Efficacy and safety of tadalafil 5 mg once daily in the treatment of lower urinary tract symptoms
associated with benign prostatic hyperplasia in men aged >75 years: integrated analyses of
pooled data from multinational, randomized, placebo-controlled clinical studies

Oelke M, Wagg A, Takita Y, Buttner H, Viktrup L
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Objective: To assess efficacy and safety of tadalafil in men aged >75 years with lower urinary
tract symptoms associated with benign prostatic hyperplasia (LUTS/BPH) and additional safety in
men aged >75 years with erectile dysfunction (ED). Patients and Methods: We conducted an
integrated analysis of 12 phase II-1ll randomized, double-blind and/or open-label extension
studies to evaluate short-term (12-26 weeks) efficacy and short- and longer-term (42-52 weeks)
safety in men aged <75 years vs men aged >75 years. All men received once-daily tadalafil 5 mg
or placebo. The efficacy outcome was International Prostate Symptom Score (IPSS). Safety
measurements included treatment-emergent adverse events (TEAES), adverse events (AES)
leading to discontinuation, serious AEs (SAESs), and cardiovascular AEs. All analyses were
intention-to-treat. Changes from baseline to efficacy endpoint and differences in changes
between treatment groups were estimated as least-squares means using analysis of covariance
models. Results: Change in the mean IPSS was significantly different in men aged <75 years vs
those aged >75 years across tadalafil and placebo groups (treatment-by-age interaction P =
0.034). Tadalafil was not statistically significantly better than placebo in men aged >75 years, but
effect size varied between studies. Maintenance of efficacy with tadalafil was observed across
age groups. Short-term tadalafil safety findings for men aged <75 vs >75 years included: TEAEs
(52 [33.8%] vs 503 [30.1%)]), AEs leading to discontinuation (3 [1.9%] vs 50 [3.0%]), SAEs (4
[2.6%] vs 15 [0.9%)]) and cardiovascular AEs (4 [2.6%] vs 30 [1.8%]). Long-term tadalafil safety
data did not reveal clinically relevant differences between age groups. Limitations include
exclusion of men with serious co-existing conditions and limited sample sizes of men aged >75
years. Conclusions: Efficacy with once-daily tadalafil 5 mg in the treatment of LUTS/BPH differed
between men aged <75 vs >75 years, with significant efficacy in the <75-year age group. The
older age group had more concomitant diseases and used more drugs, which may have reduced
efficacy. The small sample size precluded uni-/multivariate analyses to assess plausible
interference from confounding factors. Tadalafil had a reassuring safety profile and no evidence
of increased cardiovascular AEs in aging men. Copyright (C) 2017 BJU International.
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Symptomatic response to testosterone treatment in dieting obese men with low testosterone
levels in a randomized, placebo-controlled clinical trial

Ng Tang Fui M, Hoermann R, Prendergast LA, Zajac JD, Grossmann M
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International journal of obesity. Vol.(no pagination), 2017.

[Journal: Article In Press]

AN: CN-01299576 NEW

Background:Obese men commonly have reductions in circulating testosterone and report
symptoms consistent with androgen deficiency. We hypothesized that testosterone treatment
improves constitutional and sexual symptoms over and above the effects of weight loss
alone.Methods:We conducted a pre-specified analysis of a randomized double-blind, placebo-
controlled trial at a tertiary referral center. About 100 obese men (body mass index
(BMI)30kgm<sup>-</sup><sup>2</sup>) with a repeated total testosterone level 12nmoll<sup>-
1</sup> and a median age of 53 years (interquartile range 47-60) receiving 10 weeks of a very-
low-energy diet (VLED) followed by 46 weeks of weight maintenance were randomly assigned at
baseline to 56 weeks of intramuscular testosterone undecanoate (n=49, cases) or matching
placebo (n=51, controls). Pre-specified outcomes were the between-group differences in Aging
Male Symptoms scale (AMS) and international index of erectile function (IIEF-5)
guestionnaires.Results:Eighty-two men completed the study. At study end, cases showed
significant symptomatic improvement in AMS score, compared with controls, and improvement
was more marked in men with more severe baseline symptoms (mean adjusted difference (MAD)
per unit of change in AMS score -0.34 (95% confidence interval (Cl) -0.65, -0.02), P=0.04). This
corresponds to improvements of 11% and 20% from baseline scores of 40 and 60, respectively,
with higher scores denoting more severe symptoms. Men with erectile dysfunction (IIEF-520) had
improved erectile function with testosterone treatment. Cases and controls lost the same weight
after VLED (testosterone -12.0kg; placebo -13.5kg, P=0.40) and maintained this at study end
(testosterone -11.4kg; placebo -10.9kg, P=0.80). The improvement in AMS following VLED was
not different between the groups (-0.05 (95% CI -0.28, 0.17), P=0.65).Conclusions:In otherwise
healthy obese men with mild to moderate symptoms and modest reductions in testosterone
levels, testosterone treatment improved androgen deficiency symptoms over and above the
improvement associated with weight loss alone, and more severely symptomatic men achieved a

greater benefit.International Journal of Obesity advance online publication, 17 January 2017,
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doi:10.1038/ij0.2016.242. Copyright (C) 2017 Macmillan Publishers Limited, part of Springer
Nature.
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Measurement of electrochemical conductance of penile skin using Sudoscan: A new tool to
assess neurogenic impotence.
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[Journal Article]

Ul: 28528745

OBJECTIVES: To investigate the value of electrochemical skin conductance (ESC) measurement
at penile level using Sudoscan for the diagnosis of neurogenic impotence in diabetics.
METHODS: The following neurophysiological parameters were assessed in 25 male diabetics
who complained of impotence and 25 age-matched normal male subjects without erectile
dysfunction (age range: 29-70 years): ESC, sympathetic skin responses (SSR), warm detection
thresholds (WDT), and cold detection thresholds (CDT) for the penis and the feet, vibration
detection thresholds (VDT) for the penis, and sensory nerve conduction study of the dorsal nerve
of the penis (DNP) with sensory nerve action potential (SNAP) recording.

RESULTS: Diabetic patients with impotence differed from controls with regard to most
neurophysiological results at both penile and foot levels. Among penile innervation variables in
the group of impotent diabetics, penile ESC was found to be the most frequently abnormal (80%
of patients), followed by penile WDT, CDT, and DNP-SNAP amplitude (52% of patients), and then
penile SSR amplitude and VDT (44% of patients). Various combinations of abnormalities were
observed: penile ESC was the only abnormal test in 2 patients, while all tests were abnormal in 2

patients and remained normal in only one patient.
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CONCLUSION: Erectile dysfunction is common in diabetic men, but the diagnosis of a
neurogenic origin is challenging. This study showed that ESC measurement using Sudoscan is
feasible and more sensitive than SSR recordings to show penile sympathetic innervation
impairment. This new test should be further studied to better define its diagnostic accuracy and
clinical correlates.
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Erythrocytosis Following Testosterone Therapy. [Review]
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INTRODUCTION: A rapid increase in awareness of androgen deficiency has led to substantial
increases in prescribing of testosterone therapy (TTh), with benefits of improvements in mood,
libido, bone density, muscle mass, body composition, energy, and cognition. However, TTh can
be limited by its side effects, particularly erythrocytosis. This review examines the literature on

testosterone-induced erythrocytosis and polycythemia.
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AIM: To review the available literature on testosterone-induced erythrocytosis, discuss possible
mechanisms for pathophysiology, determine the significance of formulation, and elucidate
potential thromboembolic risk.

METHODS: A literature review was performed using PubMed for articles addressing TTh,
erythrocytosis, and polycythemia.

MAIN OUTCOME MEASURES: Mechanism, pharmacologic contribution, and risk of
testosterone-induced erythrocytosis.

RESULTS: For men undergoing TTh, the risk of developing erythrocytosis compared with
controls is well established, with short-acting injectable formulations having the highest
associated incidence. Potential mechanisms explaining the relation between TTh and
erythrocytosis include the role of hepcidin, iron sequestration and turnover, erythropoietin
production, bone marrow stimulation, and genetic factors. High blood viscosity increases the risk
for potential vascular complications involving the coronary, cerebrovascular, and peripheral
vascular circulations, although there is limited evidence supporting a relation between TTh and
vascular complications.

CONCLUSION: Short-acting injectable testosterone is associated with greater risk of
erythrocytosis compared with other formulations. The mechanism of the pathophysiology and its
role on thromboembolic events remain unclear, although some data support an increased risk of
cardiovascular events resulting from testosterone-induced erythrocytosis. Ohlander SJ, Varghese
B, Pastuszak AW. Erythrocytosis Following Testosterone Therapy. Sex Med Rev 2017;X:XXX-
XXX.
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What Is the Impact of Bariatric Surgery on Erectile Function? A Systematic Review and Meta-
Analysis. [Review]
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INTRODUCTION: Obesity is a worldwide public health issue that has severe psychological and
social implications. Erectile dysfunction also is a prevalent clinical situation, and obesity is one of
the primary risk factors for its development.

AIM: To determine whether bariatric surgery can lessen erectile dysfunction in obese men
because of evidence showing that weight loss in obese men contributes to decreasing erectile
dysfunction and bariatric surgery contributes to significant weight loss.

METHODS: A search was conducted using Medline, LILACS, Cochrane, Scopus, CINAHL,
Embase, Web of Science, Eric, and EBM up to April 13, 2016. The authors selected by title,
abstract, and full text. Scottish Intercollegiate Guidelines Network checklists were used for
comparative studies to show the limitations and biases of each article. RevMan 5.3 software from
the Cochrane Library was used for meta-analyses. Results were demonstrated with forest plots.
MAIN OUTCOME MEASURES: The outcome selected was resolution of erectile dysfunction,
which was analyzed by improvement in the International Index of Erectile Function (IIEF) score.
RESULTS: Of 185 articles analyzed, 7 were selected for systematic review. Meta-analysis of two
articles that evaluated erectile function showed a 5.66-point increase in the five-item IIEF score of
patients who underwent bariatric surgery (95% CI = 7.88-3.45, 12 = 35%, P <.00001),
demonstrating statistical significance. Meta-analysis of three articles showed a 4.10-point
increase in the IIEF erectile function score of patients who underwent bariatric surgery (95% CI =
6.10-2.10, 12 = 0%, P <.0001), demonstrating statistical significance.

CONCLUSION: Bariatric surgery leads to an improvement of erectile function. Glina FPI, de
Freitas Barboza JW, Nunes VM, et al. What Is the Impact of Bariatric Surgery on Erectile
Function? A Systematic Review and Meta-Analysis. Sex Med Rev 2017;X:XXX-XXX.
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Thyroid disrupting pesticides impair the hypothalamic-pituitary-testicular axis of a wildlife bird,
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The effect of two thyroid disrupting pesticides (TDPs) mancozeb (MCZ) and imidacloprid (IMI) on

the hypothalamic-pituitary-gonadal/testicular (HPG) axis of a seasonally breeding bird, Amandava
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amandava has been evaluated. Male birds (n=8/group) were exposed to each of the pesticide
(0.25% LD50 of respective pesticide) as well as to their two equimixture doses (0.25% of LD50 of
each and 0.5% LD50 of each) through food for 30d during pre-breeding stage of the reproductive
cycle. Reduction in weight, volume and other histopathological features revealed testicular
regression. Suppression of gonadotropin releasing hormone, increased expression of
gonadotropin inhibitory hormone in the hypothalamus of exposed groups as well as impairment of
plasma levels of the reproduction related hormones indicated the disruption of the HPG axis. The
pesticides interference of the thyroid function during the critical phase of reproductive
development impaired the HPG axis; more significantly in co-exposed groups suggesting the
cumulative toxicity.
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Metabolic Syndrome Does Not Increase the Risk of Ejaculatory Dysfunction in Patients With
Lower Urinary Tract Symptoms and Benign Prostatic Enlargement: An Italian Single-center
Cohort Study.
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OBJECTIVE: To evaluate the relationship between metabolic syndrome (MetS) and ejaculatory
dysfunction (EjD) in patients with lower urinary tract symptoms and benign prostatic enlargement.
MATERIALS AND METHODS: From 2012 to 2016, a consecutive series of men with lower
urinary tract symptoms and benign prostatic enlargement who were attending our prostate clinic
were evaluated using the International Prostate Symptom Score (IPSS) and were subsequently
enrolled into a prospective database. All patients were assessed using the short form of the
International Index of Erectile Function (IIEF-SF) and the Male Sexual Health Questionnaire
ejaculatory dysfunction short form (MSHQ-EjD-SF) that evaluates the ability to ejaculate, the
ejaculation force, the ejaculation volume, and subjective bother associated with EjD. MetS was
defined according to the Adult Treatment Panel Ill criteria.

RESULTS: A total of 220 patients were enrolled; 48 of 220 patients (22%) presented a MetS.
Mean age was 70+/-8 years, mean IPSS was 8.3+/-6.2, mean IIEF score was 17.3+/-7.9, and
mean MSHQ-EjD-SF was 9.9+/-4.7. Overall, 109 of 220 patients (50%) were affected by a
moderate or severe EjD. On multivariate analysis, age (odds ratio [OR]: 1.058, 95% confidence
interval [CI]: 1.016-1.123; P=.007), IIEF score (OR: 0.899, 95% CI: 0.856-0.943; P=.000), and
IPSS (OR: 1.065, 95% CI: 1.011-1.123; P=.018) were found to be predictors of EjD. In our series
MetS was not found to be predictive of EjD.

CONCLUSION: In our single-center study, MetS has no influence on the EjD evaluated with the

MSHQ-EjD-SF.
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Mean velocity and peak systolic velocity can help determine ischaemic and non-ischaemic
priapism.
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AIM: To determine the threshold waveform characteristics at Doppler ultrasound (DUS) to
differentiate between ischaemic and non-ischaemic priapism.

MATERIALS AND METHODS: Fifty-two patients were categorised into "ischaemic" and "non-
ischaemic" types based on clinical and blood-gas findings: 10 patients with non-ischaemic
priapism; 20 with ischaemic priapism before surgical shunt placement and 22 with ischaemic
priapism after surgical shunt placement. DUS traces were analysed: peak systolic velocity (PSV)
and mean velocity (MV) were calculated. Histological samples were obtained at the time of
surgery. Three clinical outcome groups were defined: (1) normal, (2) regular use of
pharmacostimulation, and (3) refractory dysfunction/penile implant.

RESULTS: All non-ischaemic priapism cases had a PSV >50 cm/s and all but one had an MV of
>6.5 cm/s. In pre-surgery ischaemic cases, all men had a PSV <50 cm/s and MV <6.5 cm/s. Two
flow patterns were observed in this group: PSV <25 cm/s in all men scanned before needle

aspiration; and in 6/14 after needle aspiration, a high velocity/high resistance (low net inflow)
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pattern, with peak systolic flows >22 cm/s but diastolic reversal. In post-surgery ischaemic
priapism, flow parameters overlapped with the non-ischaemic group. PSV/MV did not predict
clinical outcome or histology.

CONCLUSION: In the present cohort, PSV <50 cm/s and MV <6.5 cm/s were predictive of
ischaemic priapism (pre-shunt; p<0.01). Patients with ischaemic priapism may show PSV >22
cm/s, but have diastolic reversal and therefore low net perfusion. Post-shunt, DUS findings were
extremely variable and did not predict histology or clinical outcome.
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Background: To date there has been little research into men's sexual and reproductive health in
Pacific Island countries. The aim of this study was to describe men's sexual difficulties and
barriers to their seeking reproductive health care in the Solomon Islands. Methods: The study
included qualitative inquiry (17 individual interviews and three focus group discussions with a total
of 21 men) and a quantitative quasi-randomised quota sample household survey (n=400). The
prevalence of sexual difficulties and potential risk factors, such as chronic diseases, health risk
behaviours, depression and psychological distress were measured using standardised questions
translated into pidgin. Results: The most commonly self-reported sexual difficulties were
premature ejaculation (39.5%), low sexual desire (29.0%), orgasm difficulty (27.3%) and erectile
difficulty (4.3%). More than half (56%) of the men experienced at least one sexual difficulty.
Relatively few men (7.3%) had ever sought professional health care for reproductive health
problems, and 15.4% of men preferred to use kastom (traditional) medicine for sexual problems.
Multivariate analysis revealed that comorbid non-communicable diseases (NCDs), low health-
related quality of life and dissatisfaction with sexual relationships were independently correlated
with sexual difficulties. Contrary to expectations, self-reported psychological distress was
inversely associated with these difficulties. In general, the insights gained from in-depth
interviews validated the survey findings. Conclusion: This study adds the first data on symptoms
of sexual dysfunction among men in the Solomon Islands and is one of few studies from the
Pacific region. The findings strongly suggest the need for comprehensive health services that are
gender-specific and sensitive to the sexual difficulties of Islander men.
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OBJECTIVE: To examine the safety of collagenase clostridium histolyticum (CCH) in adult males
with penile curvature deformity <30degree. Collagenase clostridium histolyticum is indicated for
treatment of Peyronie's disease (PD) in adult males with palpable plaque and a penile curvature
deformity >30degree at start of therapy; however, during treatment, patients may receive CCH
injections when penile curvature deformity is <30degree.

MATERIALS AND METHODS: Patients who received >2 CCH treatment cycles in 2 phase 3
studies (IMPRESS | and II) were included. All patients had penile curvature >30degree at the
beginning of treatment and could receive up to 4 treatment cycles. The rate and number of
treatment-related adverse events (TRAEs) with CCH treatment were compared between patients
with penile curvature deformity >30degree and penile curvature <30degree.

RESULTS: The number of CCH treatment cycles included in the current analysis totaled 1204
and 289 cycles in patients with penile curvature deformity >30degree and <30degree,
respectively. The incidence of most TRAEs was similar between groups. Rates of penile swelling
(21.1% vs 14.5%, P=0.007), penile hemorrhage (12.8% vs 8.9%; P=0.046), and skin
hyperpigmentation (1.0% vs 0.1%; P=0.025) were significantly higher in the <30degree group.
The occurrence of serious TRAEs was similar between groups.

CONCLUSIONS: No clinically meaningful differences were observed with TRAE rates when CCH
injections were administered at penile curvature deformity >30degree versus CCH injections at

penile curvature deformity <30degree. These findings highlight the safety of continued CCH
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injections for patients who have achieved penile curvature deformity <30degree after an initial
treatment cycle of CCH.
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BACKGROUND: Up to 40% of abdominal aortic aneurysms (AAAs) have coexistent iliac artery
aneurysms (IAAs). In the past, successful endovascular repair required internal iliac artery (11A)

embolization, which can lead to pelvic or buttock ischemia. This study describes a technique that

Page3l

El sevi

er



uses a readily available solution with a minimally altered off-the-shelf bifurcated graft in the IAA to
maintain Il1A perfusion.

METHODS: From August 2009 to May 2015, 14 patients with AAAs and coexisting IAAs
underwent repair with a bifurcated-bifurcated approach. A 22-mm or 24-mm bifurcated main body
device was used in the IAA with extension of the "contralateral” limb into the IIA. Intraoperative
details including operative time, fluoroscopy time, and contrast agent use were recorded.
Outcome measures assessed were operative technical success and a composite outcome
measure of IIA patency, freedom from reintervention, and clinically significant endoleak at 1 year.
RESULTS: Fourteen patients underwent bifurcated-bifurcated repair during the study period.
Technical success was achieved in 93% of patients, with successful treatment of the AAA and
IAA and preservation of flow to at least one IlA. The procedure was performed with a completely
percutaneous bilateral femoral approach in 92% of patients. Three patients had a type Il endoleak
on initial follow-up imaging, but none were clinically significant. There were no cases of bowel
ischemia or erectile dysfunction. One patient had buttock claudication ipsilateral to lIA coil
embolization (contralateral to bifurcated iliac repair and preserved IIA) that resolved by 6-month
follow-up. Two patients required reinterventions. One patient presented to his first follow-up visit
on postoperative day 25 with thrombosis of the right external iliac limb ipsilateral to the bifurcated
iliac repair, which was successfully treated with thrombectomy and stenting of the limb. This
same patient presented at 83 months with growth of the preserved IIA to 3.9 cm and underwent
coil embolization of the aneurysm. Another patient presented for surveillance 44 months after his
original repair with component separation of the mating stent and the iliac bifurcated stent grafts.
This was treated with a limb extension and endoanchors to fuse the endografts. Of the 13
patients who underwent bifurcated-bifurcated repair, 100% of the preserved IIAs remained patent
at last follow-up. The composite outcome measure of l1IA patency and freedom from
reintervention and clinically significant endoleak at 1 year was 92% (n = 12/13).

CONCLUSIONS: In this small retrospective review, bifurcated-bifurcated aneurysm repair of
aortoiliac aneurysms with preservation of perfusion to the IlA is technically feasible and safe with
good short-term and midterm results in male patients.
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The objective of this study was to evaluate the gain in final height of achondroplasia (ACH)
patients with long-term growth hormone (GH) treatment. We analyzed medical data of 22 adult
patients (8 males and 14 females) treated with GH at a dose of 0.05 mg/kg/day. Optionally, tibial
lengthening (TL) was performed with the llizalov method in 15 patients and TL as well as femoral
lengthening (FL) in 6 patients. Concomitant gonadal suppression therapy with buserelin acetate
was applied in 13 patients. The mean treatment periods with GH were 10.7 +/- 4.0 and 9.3 +/- 2.5
years for males and females, respectively. GH treatment augmented the final height +0.60 +/-
0.52 SD (+3.5 cm) and +0.51 +/- 1.29 SD (+2.8 cm) in males and females compared to non-
treated ACH patients, respectively. Final height of ACH patients that underwent GH and TL
increased +1.72 +/- 0.72 SD (+10.0 cm) and +1.95 +/- 1.34 SD (+9.8 cm) in males and females,
respectively. GH, TL, and FL increased their final height +2.97 SD (+17.2 cm) and +3.41 +/- 1.63
SD (+17.3 cm) in males and females, respectively. Gonadal suppression therapy had no impact
on final height.

CONCLUSIONS: Long-term GH treatment contributes to 2.6 and 2.1% of final adult height in
male and female ACH patients, respectively.
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We investigated the effects of testosterone replacement therapy (TRT) on metabolic factors
among hypogonadal men with a metabolic syndrome. From the study population of the EARTH
study, which was a randomised controlled study in Japan, 65 hypogonadal patients with a
metabolic syndrome, comprising the TRT group (n = 32) and controls (n = 33), were included in
this study analysis. The TRT group was administered 250mg of testosterone enanthate as an
intramuscular injection every 4 weeks for 12 months. Waist circumference, body mass index,
body fat volume and blood pressure were measured in all patients at baseline and at 12 months.
In addition, blood biochemical data, including total cholesterol, triglyceride (TG), HDL cholesterol,
fasting plasma glucose (FPG) and haemoglobin Alc (HbAlc) levels, were also evaluated.
Changes in these categories from baseline to 12 months were compared between the TRT and
control groups, with significant differences observed in waist circumference, body fat percentage,
FPG, TG and HbAlc levels. No significant differences were observed in other parameters. TRT
for 1 year was associated with improvements in some metabolic factors among Japanese men
with hypogonadism and metabolic syndrome.
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In men, testosterone (T) production declines as a function of ageing. Late-onset hypogonadism
(LOH) is the most commonly used term to indicate this age-related condition. In LOH, the relative
clinical significance and the potential benefit of testosterone treatment (TTh) are still the subject
of strong criticisms in the scientific community. The debate is further complicated by the recent
position statement of the US Food and Drug Administration (FDA) emphasizing that, in LOH, the
benefits and safety of TTh have not been fully established. Hence, the FDA required a labeling
change to inform patients about a possible increased cardiovascular (CV) risk of TTh. Similar
considerations were previously released by the FDA and by Health Canada concerning a TTh-
related venous thromboembolism (VTE) risk. In this review, we will summarize the available
evidence concerning a possible link among TTh and CV and VTE risks. For this purpose, data
derived from epidemiological studies analyzing relationships between the aforementioned risks
and endogenous T levels will be analyzed. In addition, evidence deriving from interventional
studies including pharmacoepidemiological and placebo-controlled randomized controlled trials
(RCTs) will be examined. Our analysis shows that available data do not support an increased CV
risk related to TTh. Similar considerations can be drawn for the relationship between TTh and
VTE. The previously reported cases of TTh-related VTE were frequently related to a previously
undiagnosed thrombophilia-hypofibrinolysis status. Hence, an anamnestic screening for
thrombophilia before starting TTh is recommended, just as it is for the use of oral contraceptives.
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Context: The effectiveness of pulsatile gonadotropin-releasing hormone (GnRH) therapy in
congenital combined pituitary hormone deficiency (CCPHD) patients has not been investigated
due to the limited number of patients as well as these patients' presumed pituitary hypoplasia,
poor gonadotrophic cell reserve, and impaired gonadotrophic response to GnRH.

Objective: To assess the pituitary response to pulsatile GnRH therapy in men with CCPHD.
Design: A prospective, self-controlled, 3 months clinical trial.

Settings: A University Endocrine Clinic.

Patients: Men with hypogonadotropic hypogonadism caused by CCPHD.

Intervention(s): Pulsatile GnRH was administered subcutaneously for three months.

Main outcome measures: Primary endpoints were total serum testosterone, testicular volume,
and LH and FSH levels. Secondary endpoints included occurrence of spermatogenesis.

Results: A total of 40 male CCPHD patients completed the study. Of these, 60% (24/40) showed
a good response to pulsatile GnRH treatment (response group), and their LH and FSH levels
increased into the normal range and testosterone levels also increased to 8.67+/- 4.83 nmol/L at
three months. Of the patients in the response group, 33.3% (8/24) of them achieved
spermatogenesis. The remaining 40% (16/40) of patients had a poor response to pulsatile GhnRH
treatment. MRI did not reveal any correlation between pituitary response and pituitary height

and/or integrity of the pituitary stalk.
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Conclusions: This study suggests that gonadotrophs in CCPHD patients can exist and be
functional- even with MRI evidence of pituitary hypoplasia or dysplasia. Pulsatile GnRH therapy
restored pituitary-testis axis function in 60% of patients with CCPHD. These results may directly
guide the clinical therapeutic choice.
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BACKGROUND: Sexual dimorphism manifests noticeably in obesity-associated gonadal
dysfunction. In women, obesity is associated with androgen excess disorders, mostly the
polycystic ovary syndrome (PCOS), whereas androgen deficiency is frequently present in obese
men in what has been termed as male obesity-associated secondary hypogonadism (MOSH).
Obesity-associated gonadal dysfunction, consisting of PCOS in women and MOSH in men, is a
frequent finding in patients with severe obesity and it may be ameliorated or even resolve with
marked weight loss, especially after bariatric surgery.

OBJECTIVE AND RATIONALE: We aimed to obtain an estimation of the prevalence of obesity-
associated gonadal dysfunction among women and men presenting with severe obesity and to
evaluate the response to bariatric surgery in terms of resolution and/or improvement of this
condition and changes in circulating sex hormone concentrations.

SEARCH METHODS: We searched PubMed and EMBASE for articles published up to June
2016. After deleting duplicates, the abstract of 757 articles were analyzed. We subsequently
excluded 712 articles leaving 45 studies for full-text assessment of eligibility. Of these, 16 articles
were excluded. Hence, 29 studies were included in the quantitative synthesis and in the different
meta-analyses. Quality of the studies was assessed using the Quality index for prevalence
studies and the Quality Assessment Tool for Before-After (Pre-Post) Studies With No Control
Group available from the National Heart, Lung and Blood Institute. For meta-analyses including

more than 10 studies, we used funnel and Doi plots to estimate publication bias.
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OUTCOMES: In severely obese patients submitted to bariatric surgery, obesity-associated
gonadal dysfunction was very prevalent: PCOS was present in 36% (95CI 22-50) of women and
MOSH was present in 64% (95CI 50-77) of men. After bariatric surgery, resolution of PCOS was
found in 96% (95CI 89-100) of affected women and resolution of MOSH occurred in 87% (95CI
76-95) of affected men. Sex hormone-binding globulin concentrations increased after bariatric
surgery in women (22 pmol/l, 95CI 2-47) and in men (22 pmol/l, 95CI 19-26) and serum estradiol
concentrations decreased in women (-104 pmol/l, 95CI -171 to -39) and to a lesser extent in men
(-22 pmol/l, 95CI -38 to -7). On the contrary, sex-specific changes were observed in serum
androgen concentrations: for example, total testosterone concentration increased in men (8.1
nmol/l, 95CI 6-11) but decreased in women (-0.7 nmol/l, 95CI -0.9 to -0.5). The latter was
accompanied by resolution of hirsutism in 53% (95CI 29-76), and of menstrual dysfunction in 96%
(95CI 88-100), of women showing these symptoms before surgery.

WIDER IMPLICATIONS: Obesity-associated gonadal dysfunction is among the most prevalent
comorbidities in patients with severe obesity and should be ruled out routinely during their initial
diagnostic workup. Considering the excellent response regarding both PCOS and MOSH,
bariatric surgery should be offered to severely obese patients presenting with obesity-associated
gonadal dysfunction.
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Background/Aims/Objectives: We have investigated the clinical and physiological effects of
Transfer Capacitive Resistive Energy (TCARE) therapy on men with Peyronie's disease (PD).
METHODS: Ninety-six men with PD have been randomized in a 2:1 ratio to receive 3 sessions of
TCARE therapy or sham therapy. Pain, penile curvature and erectile function have been
assessed before the first treatment and up to 9 months after the end of treatment, using the
Visual Analogue Scale for the pain, a goniometer to measure the degree of curvature using at-
home photography and an International Index of Erectile Function (IIEF-5) questionnaire.
RESULTS: A significant pain reduction at the end of the treatment in 51 (79.6%) patients (p <
0.01) of the treated group was observed. No significant improvements in the sham group (p =
0.23) have been observed. No statistical differences in the degree of curvature have been
observed in both groups. No statistical improvements have been observed in the IIEF-5
guestionnaire. Adverse events have not been reported.

CONCLUSION: This is, to our knowledge, the first randomized, single-blind, sham-controlled

study that shows that TCARE has a positive short-term clinical effect on pain in patients with PD.
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The feasibility and tolerability of this treatment produce an attractive new therapeutic option for
men with PD.

Copyright © 2017 S. Karger AG, Basel
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This study aims to compare the prevalence of hypogonadism between male patients with early-
onset type 2 diabetes mellitus (T2DM) and late-onset type 2 diabetes. A total of 122 male patients
with early-onset T2DM (diagnosis age <40 years) and 100 male patients with late-onset T2DM
(diagnosis age >40 years) were recruited from our in-patient department between 1 January 2013
and 28 December 2015. Serum FSH, LH, testosterone, lipid profile, uric acid, HbAlc, and beta-
cell function were determined in blood samples. The diagnosis of hypogonadism was based on
the levels of LH, FSH, and total testosterone. The mean onset age was 29.86 +/- 6.31 and 54.47

+/- 9.97 years old in the early-onset group and late-onset group, respectively. Compared with
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late-onset T2DM, those with early-onset T2DM had a higher proportion of new-onset diabetes,
were more likely to be obese, and had worse glycemic control, lipid control, and lower sex
hormone-binding globulin (SHBG). The prevalence of hypogonadism was much higher in the
early-onset group than in the late-onset group (48.0% vs. 26.7%, p < 0.05). The rate of secondary
hypogonadism in the early-onset group and late-onset group were 44.3% and 25.0%, respectively
(p < 0.05). Obesity, waist circumference, and SHBG were significantly associated with serum

total testosterone level in all, early-onset, and late-onset T2DM. Both all and early-onset T2DM
groups had positive correlations between total testosterone and fasting C-peptide, total
cholesterol, triglycerides, and uric acid. Our results indicate that in a population of admission to a
large urban hospital in China, the prevalence of hypogonadism was higher in the patients with
early-onset T2DM than that of late-onset T2DM. This prevalence might be attributable to greater
obesity, worse lipid control, and lower SHBG levels in those patients.

Copyright © 2017 American Society of Andrology and
Status

Publisher

Author Initials

Li, Y; ORCID: http://orcid.org/0000-0002-2429-6657

Authors Full Name

Li, Y; Zhang, M; Liu, X; Cui, W; Rampersad, S; Li, F; Lin, Z; Yang, P; Li, H; Sheng, C; Cheng, X;
Qu, S.

Institution

Li, Y. Department of Endocrinology & Metabolism, Shanghai Tenth People's Hospital, Tongji
University School of Medicine, Shanghai, China. Li, Y. Nanjing Medical University, Nanjing,
China.

Zhang, M. Department of Endocrinology & Metabolism, Shanghai Tenth People's Hospital, Tong;ji
University School of Medicine, Shanghai, China.

Liu, X. Department of Urology, Putuo District People's Hospital, Shanghai, China.

Cui, W. Department of Endocrinology & Metabolism, Shanghai Tenth People's Hospital, Tongji
University School of Medicine, Shanghai, China.

Rampersad, S. Department of Endocrinology & Metabolism, Shanghai Tenth People's Hospital,
Tongji University School of Medicine, Shanghai, China.

Li, F. Department of Endocrinology & Metabolism, Shanghai Tenth People's Hospital, Tongji
University School of Medicine, Shanghai, China.

Lin, Z. Department of Endocrinology & Metabolism, Shanghai Tenth People's Hospital, Tongji
University School of Medicine, Shanghai, China.

Yang, P. Department of Endocrinology & Metabolism, Shanghai Tenth People's Hospital, Tongji
University School of Medicine, Shanghai, China.

Paged44

E L


http://orcid.org/0000-0002-2429-6657

Li, H. Department of Endocrinology & Metabolism, Shanghai Tenth People's Hospital, Tongji
University School of Medicine, Shanghai, China.

Sheng, C. Department of Endocrinology & Metabolism, Shanghai Tenth People's Hospital, Tongji
University School of Medicine, Shanghai, China.

Cheng, X. Department of Endocrinology & Metabolism, Shanghai Tenth People's Hospital, Tongji
University School of Medicine, Shanghai, China.

Qu, S. Department of Endocrinology & Metabolism, Shanghai Tenth People's Hospital, Tongji
University School of Medicine, Shanghai, China.

Qu, S. Nanjing Medical University, Nanjing, China.

Date Created

20170504

Year of Publication

2017

32.

Erectile dysfunction and the risk of prostate cancer.

Lin WY; Chang YH; Lin CL; Kao CH; Wu HC.

OVID Medline Epub Ahead of Print, In-Process & Other Non-Indexed Citations, Ovid
MEDLINE(R) Daily and Ovid MEDLINE(R) 1946 to Present

Oncotarget. , 2017 Apr 13.

[Journal Article]

Ul: 28467960

BACKGROUND: Prostate cancer (PCa) is the most commonly diagnosed malignancy and the
third leading cause of cancer death among men in developed countries. Because some risk
factors are common between erectile dysfunction (ED) and PCa, we investigated the association
between ED and subsequent PCa.

METHODS: This nationwide population-based cohort study used data from the Taiwan National
Health Insurance Research Database for the period 2000-2010. We identified patients newly
diagnosed with ED by using codes from the International Classification of Diseases, Ninth
Revision, Clinical Modification.

RESULTS: In total, 5858 and 23432 patients were enrolled in the ED and non-ED cohorts,
respectively. After adjustment for age, sex, and comorbidities, the overall incidence densities of

PCa were significantly higher in the ED cohort than in the non-ED cohort, with an adjusted hazard
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ratio (aHR) of 1.19. The age-specific relative risk of PCa was significantly higher for all age
groups in the ED cohort than in the non-ED cohort. Compared with patients without ED, those
with organic ED had a 1.27-fold higher risk of PCa.

CONCLUSION: ED is a harbinger of PCa in some men. Physicians should consider the possibility
of occult PCa in patients with ED regardless of age and comorbidities.
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INTRODUCTION: To improve care for patients after radical cystoprostatectomy (RCP), focus on
survivorship issues such as sexual function needs to increase. Previous studies have
demonstrated the burden of erectile dysfunction (ED) after RCP to be as high as 89%.

AIM: To determine the rates of ED treatment use (phosphodiesterase type 5 inhibitors, injectable
therapies, urethral suppositories, vacuum erection devices, and penile prosthetics) in patients
with bladder cancer before and after RCP to better understand current patterns of care.
METHODS: Men with bladder cancer undergoing RCP were identified in the MarketScan
database (2010-2014). ED treatment use was assessed at baseline (during the 1 year before
RCP) and at 6-month intervals (0-6, 7-12, 13-18, 19-24 months) after RCP. Multivariable logistic
regression models were used to identify predictors of ED treatment use at 6-month intervals after
RCP.

OUTCOMES: ED treatment rates and predictors of ED treatment at 0-6, 7-12, 13-18, 19-24
month follow-up after RCP.

RESULTS: At baseline, 6.5% of patients (77 of 1,176) used ED treatments. The rates of ED
treatment use at 0 to 6, 7 to 12, 13 to 18, and 19 to 24 months after RCP were 15.2%, 12.7%,
8.1%, and 10.1% respectively. Phosphodiesterase type 5 inhibitors were the most commonly
used treatment at all time points. In the multivariable model, predictors of ED treatment use at 0
to 6 months after RCP were age younger than 50 years (odds ratio [OR] = 3.17, 95% Cl = 1.68-
6.01), baseline ED treatment use (OR = 5.75, 95% CI = 3.08-10.72), neoadjuvant chemotherapy
(OR =1.72,95% CI = 1.13-2.61), and neobladder diversion (OR = 2.40, 95% CI| = 1.56-3.70).
Baseline ED treatment use continued to be associated with ED treatment use at 6 to 12 months
(OR =5.63, 95% CIl = 2.42-13.10) and 13 to 18 months (OR = 8.99, 95% CI = 3.05-26.51) after
RCP.

CLINICAL IMPLICATIONS: While the burden of ED following RCP is known to be high, overall
ED treatment rates are low. These findings suggest either ED treatment is low priority for RCP
patients or education about potential ED therapies may not be commonly discussed with patients
following RCP. Urologists should consider discussing sexual function more frequently with their
RCP patients.
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STRENGTHS & LIMITATIONS: Strengths include the use of a national claims database, which
allows for longitudinal follow-up and detailed information on prescription medications and devices.
Limitations include the lack of pathologic and oncologic outcomes data.

CONCLUSION: ED treatment use after RCP is quite low. The strongest predictor of ED treatment
use after RCP was baseline treatment use. These findings suggest ED treatment is a low priority
for patients with RCP or education about potential ED therapies might not be commonly
discussed with patients after RCP. Urologists should consider discussing sexual function more
frequently with their patients undergoing RCP. Chappadi MR, Kates M, Sopko NA, et al. Erectile
Dysfunction Treatment Following Radical Cystoprostatectomy: Analysis of a Nationwide
Insurance Claims Database. J Sex Med 2017; XX:XXX-XXX.
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OBJECTIVE: Systemic lupus erythematosus (SLE) and systemic sclerosis (SSc) are autoimmune
diseases that predominantly affect female patients, and therefore fewer investigations have been
conducted in men. The aim of this study was to analyze sex hormone levels in male patients with
SLE and those with SSc, compared to matched controls, in relation to the use of corticosteroids
and cyclophosphamide (CYC).

METHODS: Sex hormone levels were measured in fasting blood samples from male patients with
SLE (n=71) and those with SSc (h=29) and compared to those population-based, age-matched
male controls. Relevant hormone profiles were identified using cluster analysis.

RESULTS: Male SLE patients had higher levels of luteinizing hormone (LH) (P<0.0001) and more
frequent bioactive testosterone deficiency (P=0.02) than their matched controls. The current
dosage of prednisolone correlated inversely with the levels of bioactive testosterone (r=-0.36,
P=0.03). Cluster analysis identified a subset of SLE patients with increased levels of follicle-
stimulating hormone, LH, and prolactin as well as lower levels of bioactive testosterone
(P<0.0001) in relation to higher daily doses of prednisolone. In male SSc patients, levels of
testosterone (P=0.03) and bioactive testosterone (P=0.02) were significantly lower than those in
matched controls. Use of CYC during the previous year was associated with lower bioactive
testosterone levels in both SLE patients (P=0.02) and SSc patients (P=0.01), after adjustment for
age.

CONCLUSION: The results of this study highlight the negative impact of corticosteroids on
gonadal function in men with SLE. Furthermore, use of CYC during the year prior to study
inclusion impaired bioactive testosterone levels in male patients with either SLE or SSc.
Physicians should be more aware of the possibility of hypogonadism in male patients with
autoimmune diseases. The need for hormonal supplementation remains to be formally evaluated

in these patients.
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Despite their efficacy in the treatment of benign prostatic hyperplasia, the popularity of inhibitors

of 5alpha-reductase (5ARIs) is limited by their association with adverse sexual side effects. The
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aim of this study was to review and meta-analyze currently available randomized clinical trials
evaluating the rate of sexual side effects in men treated with 5ARIs. An extensive Medline
Embase and Cochrane search was performed including the following words: ‘finasteride’,
‘dutasteride’, 'benign prostatic hyperplasia’. Only placebo-controlled randomized clinical trials
evaluating the effect of 5ARI in subjects with benign prostatic hyperplasia were considered. Of
383 retrieved articles, 17 were included in this study. Randomized clinical trials enrolled 24,463 in
the active and 22,270 patients in the placebo arms, respectively, with a mean follow-up of 99
weeks and mean age of 64.0 years. No difference was observed between trials using finasteride
or dutasteride as the active arm considering age, trial duration, prostate volume or International
Prostatic Symptoms Score at enroliment. Overall, 5ARIs determined an increased risk of
hypoactive sexual desire [OR = 1.54 (1.29; 1.82); p < 0.0001] and erectile dysfunction [OR = 1.47
(1.29; 1.68); p < 0.0001]. No difference between finasteride and dutasteride regarding the risk of
hypoactive sexual desire and erectile dysfunction was observed. Meta-regression analysis
showed that the risk of hypoactive sexual desire and erectile dysfunction was higher in subjects
with lower Qmax at enrollment and decreased as a function of trial follow-up. Conversely, no
effect of age, low urinary tract symptom or prostate volume at enroliment as well as Qmax at end-
point was observed. In conclusion, present data show that the use of 5ARI significantly increases
the risk of erectile dysfunction and hypoactive sexual desire in subjects with benign prostatic
hyperplasia. Patients should be adequately informed before 5ARIs are prescribed.
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OBJECTIVE: The objective of this study was to estimate gonadotropin concentrations in small for
gestational age (SGA) male infants with the reactivation of the hypothalamic-pituitary-gonadal
axis during the first few months of life that is important for genital development.

STUDY DESIGN: We prospectively examined 15 SGA and 15 appropriate for gestational age
(AGA) preterm male infants between 2013 and 2014 at Kyoto University Hospital. Gonadotropin
concentrations (luteinizing hormone (LH) and follicle-stimulating hormone (FSH)) were measured
in serial urine samples from the postnatal days 7 to 168 and compared between SGA and AGA
infants using the Mann-Whitney test.

RESULTS: A longitudinal analysis showed that SGA infants had higher LH and lower FSH
concentrations (P=0.004 and P=0.006, respectively) than AGA infants.
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CONCLUSION: Male infants who are SGA at birth because of fetal growth restriction have
gonadotropin secretion abnormalities in the first few months of life.Journal of Perinatology
advance online publication, 27 April 2017; doi:10.1038/jp.2017.55.
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Premature ejaculation (PE) is the most common male sexual dysfunction. This study aimed to
investigate the role of serum testosterone, gonadotropins and prolactin in patients with PE. In a

prospective a case-controlled study, it was conducted on 90 male patients with PE and 90 male
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healthy participants as controls. Patients were evaluated by Premature Ejaculation Diagnostic
Tool (PEDT) and intravaginal ejaculatory latency time (IELT). Patients with mean IELT values
<60 s and PEDT total scores >11 were considered to have PE. Serum levels of total testosterone
(TT), free testosterone (FT), follicle-stimulating hormone (FSH), luteinising hormone (LH) and
prolactin (PL) were investigated in patients with PE and controls. There was no statistically
significant difference between patients with PE and controls regarding the serum levels of TT, FT,
FSH, LH and PL (p value >.05). There was no significant correlation between the sex hormones
levels (TT, FT, FSH, LH and PL) and (age, body mass index (BMI), IELTS and total PEDT scores
of the patients; p value >.05). This study concluded that there was no disturbance in serum levels
of testosterone, gonadotropins and prolactin in patients with PE and controls. These hormones
could not relate to pathogenesis of PE.

Copyright © 2017 Bl ackwell Verl ag GmbH.
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OBJECTIVE: To evaluate the impact of multiple transrectal ultrasound-guided prostate biopsies
(TRUS-BX) before radical prostatectomy (RP) on surgical outcomes.

METHODS: Administrative databases were used to identify all patients who had a RP performed
in the province of Ontario from April 1, 2002 to March 31, 2013. TRUS-Bx prior to RP were
identified and patients were categorized as having one or more than one prior TRUS-Bx. The
primary end point was a composite index of serious surgical complications. Secondary outcomes
included oncological interventions, functional-related events, and general health service-related
outcomes.

RESULTS: Among 27,637 patients, 4780 (17.3%) had >2 biopsies performed before RP. The
proportion of patients who experienced the composite end point was similar between those with
one TRUS-Bx compared to those with >2 TRUS-Bx (1.05% vs 1.19%, OR 1.14, 95% CI 0.85-
1.52). Patients with > 2 biopsies were more likely to have a perioperative blood transfusion
compared to patients with only one biopsy (15.5% vs 12.8%, OR 1.25, 95% CI 1.15-1.37), while
readmission rate and 30-day mortality were similar. The need for radiotherapy and androgen
deprivation therapy within the first year after RP was higher in patients with a single biopsy.
Patients with multiple TRUS-Bx were more likely to require post-RP urodynamic evaluation and
bladder neck contracture-related interventions but were not at increased odds of surgery for
incontinence or erectile dysfunction.

CONCLUSIONS: Perioperative outcomes after RP are similar between men with single or
multiple TRUS-BXx, although multiple TRUS-Bx was associated with an increased odds of
perioperative blood transfusion.
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CONTEXT: The interpretation of available clinical evidence related to the effect of testosterone
(T) treatment (TTh) on sexual function has been inconsistent, in part due to the use of different
and self-reported measures to assess outcomes. The International Index of Erectile Function
(IIEF) is the most frequently used validated tool to assess male sexual function.

OBJECTIVE: To perform a meta-analysis of available data evaluating the effect of TTh on male
sexual function using IIEF as the primary outcome.

EVIDENCE ACQUISITION: An extensive Medline, Embase, and Cochrane search was performed
including all placebo-controlled randomized clinical trials enrolling men comparing the effect of
TTh on sexual function.

EVIDENCE SYNTHESIS: Out of 137 retrieved articles, 14 were included in the study enrolling
2298 participants, with a mean follow-up of 40.1 wk and mean age of 60.2+/-6.5 yr. Using IIEF-
erectile function domain (IIEF-EFD) as the outcome, we found that TTh significantly improved

erectile function compared with placebo (mean difference=2.31 [1.41;3.22] IIEF-EFD score,
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p<0.0001). Patients with more severe hypogonadism (total T<8 nmol/l) reported greater changes
in final IEF-EFD score when compared with those with a milder T deficiency (total T<12 nmol/l;
1.47 [0.90;2.03] and 2.95 [1.86;4.03] for total T<12 nmol/l and <8 nmol/l, respectively, Q=5.61,
p=0.02). The magnitude of the effect was lower in the presence of metabolic derangements, such
as diabetes and obesity. Other aspects of sexual function, as evaluated by IIEF subdomains,
were also improved with TTh including libido, intercourse satisfaction, orgasm, and overall sexual
satisfaction.

CONCLUSIONS: TTh significantly improves erectile function and other sexual parameters as
measured by IIEF in hypogonadal men. These results argue that sexual dysfunction should be
considered a hallmark manifestation of T deficiency, since those symptoms can be significantly
improved with normalization of serum T. In addition, these results suggest that TTh alone may be
considered a reasonable treatment for hypogonadal men with milder degrees of erectile
dysfunction, whereas the addition of other treatments, such as phosphodiesterase type 5
inhibitors, may be more appropriate for men with more severe erectile dysfunction.

PATIENT SUMMARY: We investigated the effect of testosterone treatment on sexual function by
performing a meta-analysis of all available studies that used the most frequently used
assessment tool, the International Index of Erectile Function. We found that testosterone
treatment significantly improves erectile dysfunction, as well as other aspects of sexual function,
in men with testosterone deficiency. This treatment may be all that is required for hypogonadal
men with milder erectile dysfunction; however, additional treatments may be necessary in more
severe cases.
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CONTEXT: Problems with sexual function can have a detrimental effect on quality of life.
Symptomatic heart failure has been associated with problems with sexual function, although the
majority of reports are focused on men and erectile dysfunction. Understanding women's
perception of and gender differences in problems with sexual function in heart failure could yield
new insights.

OBJECTIVES: To determine the gender differences in reporting and bothersomeness of
problems with sexual function, defined as sexual interest or activity.

METHODS: Observational, cross-sectional study of adults with symptomatic heart failure from
three health systems participating in a clinical trial. Eligible participants completed baseline
surveys of symptom prevalence and bothersomeness. Logistic regression modeling was used to
identify patient-level factors associated with problems with sexual interest or activity.

RESULTS: Among 314 patients with heart failure, we found large differences in reporting a
problem with sexual function or interest in men (62.4%, n=154/247) compared with women

(37.9%, n=25/66, p=0.0004). When the symptom was reported, both men and women found it
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equally bothersome; 73.4% of men and 64.0% of women responded that this problem bothered
them quite a bit or very much (p=0.33). After adjusting for age, marital status, and income, men
relative to women were still more likely to report problems with sexual function (OR 3.5, 95% CI
1.8-6.8).

CONCLUSION: While men more commonly reported problems with sexual function, both genders
were similarly highly bothered by this problem. These findings support the need for further
research to assess and manage this symptom in both men and women with heart failure.
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PURPOSE: Advances in prostate imaging, biopsy and ablative technologies have been
accompanied by growing enthusiasm for partial gland ablation, particularly using high-intensity
focused ultrasound (HIFU) for treating prostate cancer. The preservation of non-cancerous
prostate tissue and minimizing damage to the neurovascular bundles and external urethral
sphincter may improve functional outcomes.

MATERIALS AND METHODS: A systematic review was performed following the PRISMA
guidelines using a combination of MeSH terms, free-text search, and review of relevant
bibliographies using Medline and Embase from the inception of each database through October
10, 2016. We excluded studies performing exclusively whole-gland ablation, case reports, and
series where treatment was followed by immediate resection.

RESULTS: Thirteen papers that enrolled a total of 543 patients were included. Eleven were
performed in the primary setting and two in the salvage setting. The median follow-up ranged
from 6 months to 10.6 years. Post-treatment erectile dysfunction and urinary incontinence
occurrence varied from 0-48% and 0-50%, respectively, with definitions varying by study. In total
there were 254 reported complications. Marked heterogeneity between studies limited the ability
to pool results with regards to functional and oncologic outcomes. Seventy-six patients (14%)
went on to receive further oncologic treatment.

CONCLUSIONS: Early evidence suggests that partial gland ablation is a safe treatment option for
men with localized disease. Longer-term data are needed to evaluate oncologic efficacy and
functional outcomes, and will aid in identifying the optimal candidates for therapy. Standardization
of outcome definitions will allow for better comparison between studies and among treatment
modalities.
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Two testicular mixed germ cell tumors, from men of 21 and 41 years, in which polyembryoma
predominated are described. A literature review uncovered an additional five testicular and nine
ovarian cases. One tumor occurred in a 60-year-old man, but all others occurred within the typical
age range of gonadal germ cell tumors. One male presented with gynecomastia and one female
with sexual precocity, but all otherwise had standard clinical manifestations. These tumors are
typically large with non-specific gross features, but a few have a prominent hemorrhagic
appearance. No tumor is known to have been entirely composed of embryoid bodies, the unit
upon which the diagnosis of polyembryoma is based. The most common additional germ cell
tumor component is teratoma, present in the great majority of cases, with an approximately equal
smaller number of tumors being associated with embryonal carcinoma and yolk-sac tumor,
manifest as overgrowths of these elements, derived from the parent epithelium within the
embryoid body. Rarely there is choriocarcinoma, and syncytiotrophoblast and hepatoid cells are

occasionally present. The microscopic features of the tumors vary according to the arrangement
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of embryoid bodies with other elements, the prominence of associated typically myxoid to
edematous stroma, and the degree to which embryoid bodies are perfectly or imperfectly formed.
Although its presence in a gonadal mixed germ cell tumor is probably not associated with any
special behavior, its unique features should result in polyembryoma being recorded, particularly
when present in significant amount. Furthermore, awareness of its features may facilitate
recognition, particularly when seen at metastatic sites or extra-gonadal sites of primary germ cell
neoplasia. Whether polyembroma should be considered a distinctive pattern of mixed germ cell
neoplasia or a particular variant of high-grade immature teratoma is considered, herein, and
arguments can be made in favor of each viewpoint.Modern Pathology advance online publication,
21 April 2017; doi:10.1038/modpathol.2017.25.
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This study aimed to measure the serum endocan level of patients with erectile dysfunction (ED)
and to investigate the possible association between the Endothelial-specific molecule-1
(Endocan) level and ED. Twenty healthy and sixty-four male patients included in the study were
divided into four groups: severe ED (19 patients), moderate ED (24 patients), mild ED (21
patients) and control group (20 healthy men). The erectile function of all the patients was
evaluated using the International Index of Erectile Function-5 (IIEF-5) questionnaire. The body
mass index (BMI) of each participant was determined, together with levels of fasting blood
glucose, total testosterone, low- and high-density lipoprotein cholesterol, triglyceride and endocan
in serum samples. No significant difference was found between the three ED groups and the
control group in terms of the mean age, BMI and the levels of cholesterol and fasting blood
glucose (P>0.05). The mean serum endocan level was found to 1.076+/-0.5, 0.674+/-0.40 and
0.671+/-0.3ngml-1 in the severe, moderate and mild ED groups, respectively. This indicated that
the highest value was obtained from the severe ED group, and the difference between the severe
ED group and the other groups was statistically significant. In the control group, the serum
endocan level was 0.73+/-0.46ngml-1, which was significantly higher compared to the moderate
and mild ED groups (P<0.05). The significant difference between the control and ED groups in
terms of the serum endocan level can assist in the evaluation of endothelial pathologies in the
etiology ED.International Journal of Impotence Research advance online publication, 20 April
2017; doi:10.1038/ijir.2017.19.
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The aim of this study was to evaluate changes in men's sexual function after percutaneous
transluminal coronary angioplasty (PTCA) treatment for acute myocardial infarction (Ml). Sixty
men aged 18-70 years old were included in the study. All patients had acute MI and underwent
PTCA. They underwent two post PCTA visits: 3 days and between 4 and 6 months after PTCA.
During the first and second visit a standard medical interview was carried out and sexual function
data collected using Changes in Sexual Functioning Questionnaire and International Index of
Erectile Function (IIEF-15). The results showed no statistical differences in IIEF and CSQF
scores before and after PTCA. However, when cutoff points were used, a significant decrease in
severe erectile dysfunction (ED) prevalence according to IIEF (25.0% vs 16.7%; P=0.02) was
observed. Based on the results, we concluded that sexual function significantly improved in the
subset of men with severe ED who underwent PTCA as a treatment for acute Ml, 4-6 months
after the procedure.International Journal of Impotence Research advance online publication, 20
April 2017; doi:10.1038/ijir.2017.11.
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OBJECTIVES: In the absence of large, prospective, placebo-controlled studies of longer duration,
substantial evidence regarding the safety and risk of testosterone (T) therapy (TTh) with regard to
cardiovascular (CV) outcomes can only be gleaned from observational studies. To date, there are
limited studies comparing the effects of long-term TTh in men with hypogonadism who were
treated or remained untreated with T, for obvious reasons. We have established a registry to
assess the long-term effectiveness and safety of T in men in a urological setting. Here, we sought
to compare the effects of T on a host of parameters considered to contribute to CV risk in treated

and untreated men with hypogonadism (control group).
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PATIENTS AND METHODS: Observational, prospective, cumulative registry study in 656 men
(age: 60.7 +/- 7.2 years) with total T levels <12.1 nmol/L and symptoms of hypogonadism. In the
treatment group, men (n = 360) received parenteral T undecanoate (TU) 1000 mg/12 weeks
following an initial 6-week interval for up to 10 years. Men (n = 296) who had opted against TTh
served as controls. Median follow-up in both groups was 7 years. Measurements were taken at
least twice a year, and 8-year data were analyzed. Mean changes over time between the 2
groups were compared by means of a mixed-effects model for repeated measures, with a random
effect for intercept and fixed effects for time, group, and their interaction. To account for baseline
differences between the 2 groups, changes were adjusted for age, weight, waist circumference,
fasting glucose, blood pressure, and lipids.

RESULTS: There were 2 deaths in the T-treated group, none was related to CV events. There
were 21 deaths in the untreated (control) group, 19 of which were related to CV events. The
incidence of death in 10 patient-years was 0.1145 in the control group (95% confidence interval
[CI]: 0.0746-0.1756; P < .000) and 0.0092 in the T-treated group (95% CI: 0.0023-0.0368; P <
.000); the estimated difference between groups was 0.0804 (95% CI: 0.0189-0.3431; P < .001).
The estimated reduction in mortality for the T-group was between 66% and 92%. There were also
30 nonfatal strokes and 26 nonfatal myocardial infarctions in the control group and none in the T-
treated group.

CONCLUSION: Long-term TU was well tolerated with excellent adherence suggesting a high
level of patient satisfaction. Mortality related to CV disease was significantly reduced in the T-
group.
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OBJECTIVE: To evaluate the outcomes in men undergoing collagenase Clostridium histolyticum
(CCH) with concurrent penile traction therapy (PTT) for the treatment of Peyronie disease (PD).
MATERIALS AND METHODS: We identified patients treated with CCH between March 2014 and
July 2016. Patients were recommended to perform modeling and PTT between injection series. A
final curve assessment was performed after patients completed CCH. A prospective database
was maintained, including patient-reported frequency and duration of PTT. Statistical analysis
was performed to evaluate outcomes based on use and duration of PTT.

RESULTS: A total of 51 patients completed CCH and had complete objective data available for
analysis. Mean (standard deviation [SD]) baseline curvature was 66.7 (25.0) degrees, and mean
(SD) improvement post CCH was 20.9 (17.3) degrees (P<.0001). Thirty-five (69%) men reported
daily PTT for a mean (SD) of 9.8 (6.3) hours per week. No significant difference was identified in
the degree of curve improvement based on frequency or duration of PTT (P=.40). Similarly, no
associations between PTT and functional outcomes including intercourse restoration and surgery
prevention were identified. Stretched penile length increased nonsignificantly by a mean (SD) of
+0.4 (1.5) cm in the PTT group, compared with -0.35 (1.5) in the non-PTT group (P=.21).
CONCLUSION: The current series represents a "true-to-life" experience, wherein utilization
patterns, attrition, and compliance issues are relevant factors impacting efficacy. PTT use with
the Andropenis declined in both frequency and duration with subsequent injection series, and
there was no significant difference in curve improvement or stretched penile length with a mean
10 hours of weekly concurrent PTT.
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PURPOSE: We examined the 4-year longitudinal association between histological prostate
inflammation and chronic prostatitis/chronic pelvic pain syndrome. We also studied the
development of new and progressing existing chronic prostatitis/chronic pelvic pain syndrome in
men randomized to placebo in the REDUCE (REduction by DUtasteride of prostate Cancer
Events) population.

MATERIALS AND METHODS: At multiple time points during 4 years univariable and

multivariable analyses were performed between acute and chronic inflammation detected on
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baseline biopsies and the incidence of chronic pelvic pain syndrome-like symptoms, defined as a
positive response to CPSI (Chronic Prostatitis Symptom Index) question la-perineal pain and/or
guestion 2b-ejaculatory pain and a total pain subscore of at least 4, and progression of chronic
prostatitis/chronic pelvic pain syndrome, defined as a 4-point or greater increase from baseline in
total CPSI score, in patients with a baseline categorization of chronic prostatitis/chronic pelvic
pain syndrome.

RESULTS: Of the 4,109 men in the study acute and chronic inflammation was detected in 641
(15.6%) and 3,216 (78.3%), respectively. Chronic prostatitis/chronic pelvic pain syndrome
symptom status was available for 2816 at baseline. Chronic prostatitis/chronic pelvic pain
syndrome-like symptoms developed in 317 of 2,150 men without the condition at baseline who
had followup data. Acute and chronic inflammation was not associated with the incidence of the
symptoms (p >0.1). At a median followup of 12.0 months 109 of 145 men with baseline chronic
prostatitis/chronic pelvic pain syndrome and followup data showed symptomatic progression.
Chronic but not acute inflammation was significantly associated with shorter time to progression
on univariable and multivariable analyses (p = 0.029 and 0.018, respectively).

CONCLUSIONS: Inflammation is not associated with an increased risk of chronic
prostatitis/chronic pelvic pain syndrome. However, chronic inflammation predicts the risk of
symptomatic progression in men in whom chronic prostatitis/chronic pelvic pain syndrome
symptoms have been identified.

Copyright © 2017 Amer i ckEdacatioraod Resparah,dnic. Pdbkskedloyi at i on
Elsevier Inc. All rights reserved.
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Context: Testosterone is commonly administered intramuscularly (IM) to treat hypogonadal males
and female-to-male transgender (FTM) patients. However, these injections can involve significant
discomfort and may require arrangements for administration by others.

Objective: We assessed whether T could be administered effectively and safely by the
subcutaneously (SC) as an alternative to IM injections.

Design: Retrospective cohort study.

Setting: Outpatient Reproductive Endocrinology Clinic at an academic medical center.

Patients: Sixty-three FTM transgender patients aged >18 years electing to receive SC T therapy
for gender transition were included. Fifty-three patients were premenopausal.

Intervention: Patients were administered T cypionate or enanthate weekly at an initial dose of

50mg. Dose was adjusted if needed to achieve serum total T levels within the normal male range.
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Main outcome measurements: Serum concentrations of free and total T and total estradiol (E2),
masculinization and surveillance for reactions at injection sites.

Results: Serum T levels within the normal male range were achieved in all 63 patients with doses
of 50-150mg (median 75/80 mg). Therapy was effective across a wide range of body mass index
(BMI) (19.0-49.9 kg/m2). Minor and transient local reactions were reported in 9/63 patients.
Among 53 premenopausal patients, 51 achieved amenorrhea and 35 achieved serum E2
concentrations <50 pg/mL. Twenty-two patients were originally receiving IM and switched to SC
therapy. All 22 had a mild (n=2) or marked (n=20) preference for SC injections; none preferred IM
injections.

Conclusions: Our observations indicate that SC T injections are an effective, safe and well-
accepted alternative to IM T injections.
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To reassess the efficacy of varicocelectomy in the treatment of hypogonadism in subfertile males,
we carried out a meta-analysis of clinical trials and retrospective studies that compared the pre-
operative and postoperative serum testosterone. We searched Embase and PubMed (1980 to
May 2016) for studies. Eight studies and 712 patients were included. The combined analysis of
seven studies discovered that the mean serum testosterone of patients post-operation improved
by 34.3 ng/dl (95% CI: 22.57-46.04, p < .00001, 12 = 0.0%) compared with their pre-operative
levels. In subgroup analysis, testosterone improvements in the hypogonadal treated subgroup
were more significant (improved by 123 ng/dl, 95% CI: 114.61-131.35, p <.00001, 12 = 37%)
than in the eugonadals, or the untreated controls. In an analysis of surgery versus untreated
control (three studies included), results showed that mean testosterone among hypogonadals
increased by 105.65 ng/dl (95% CI: 77.99-133.32), favouring varicocelectomy, as the differences
were significant (p <.00001), However, there were insignificant differences in eugonadals (p =
.36). In conclusion, varicocelectomy significantly improved testosterone in hypogonadal men with
subfertility. Active surgical treatment of varicocele might have a benefit of maintaining healthy
androgen levels in subfertile men.
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INTRODUCTION: Selective estrogen receptor modulators (SERMs) have been used off-label in
men for more than 50 years. SERMs exert their action on the estrogen receptor agonistically or
antagonistically. A fundamental knowledge of the complex molecular action and physiology of
SERMs is important in understanding their use and future directions of study in men.

AIM: To review the basic science and mechanism of the action of estrogens, the estrogen
receptor, and SERMs, and the existing clinical publications on the use of SERMs in men for
infertility and hypogonadism with their strengths and weaknesses and to identify the need for

future studies.
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METHODS: After a review of publications on the basic science of estrogen receptors, a
chronologic review of published evidence-based studies on the use of SERMs in men for infertility
and hypogonadism was undertaken.

MAIN OUTCOME MEASURES: Clinical publications were assessed for type of study, inclusion
criteria, outcome measurements, and results. Strengths and weaknesses of the publications were
assessed and discussed.

RESULTS: Few prospective rigorously controlled trials have been undertaken on the use of
SERMSs in men. Most existing trials are largely retrospective anecdotal studies with inconsistent
inclusion and end-point measurements. The SERMs are complex and at times can produce
paradoxical results. Their action likely depends on the genetics of the individual, his tissue-
specific composition of estrogen receptors, the molecular structure and pharmacodynamics of the
SERMSs, and their metabolism.

CONCLUSION: Rigorously controlled trials of the use of SERMs in men are needed to better
identify their clinical benefit and long-term safety in infertile and hypogonadal men. Recent
placebo-controlled pharmaceutical industry SERM trials have demonstrated short-term safety and
efficacy in men with secondary hypogonadism and eventually might provide an alternative to
exogenous testosterone replacement therapy in men with secondary hypogonadism. Helo S,
Wynia B, McCullough A. "Cherchez La Femme": Modulation of Estrogen Receptor Function With
Selective Modulators: Clinical Implications in the Field of Urology. Sex Med Rev 2017;X:XXX-
XXX.
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AIM: Percutaneous tibial nerve stimulation (PTNS) is a minimally invasive procedure, which has
been demonstrated to be effective in faecal/urinary incontinence, but has never been tested in
Low Anterior Resection Syndrome (LARS). The severity of LARS may be evaluated by the LARS-
score, but rectal cancer treatments may also affect urinary and sexual function, which are not
explored by the LARS-score. The TAPE-score is a new validated index addressing the overall
pelvic-floor functions. This study aims to assess the efficacy of PTNS in LARS patients and to
evaluate the results by the LARS and TAPE scores.

METHODS: 21 patients operated on for rectal cancer between 2009 and 2014 complaining of
LARS underwent PTNS (12 sessions of 30" each). Six patients reported urinary incontinence and
all except two (males) were sexually inactive. The LARS-score and the TAPE-score
guestionnaires were administered at baseline, and after six months follow up.

RESULTS: At 6 months follow-up, 9 patients reported a significant improvement of faecal
incontinence, and 3/6 an improvement of urinary incontinence after PTNS. Median LARS-score
significantly decreased from 32 to 27 (p=0.009), while the median TAPE-score improved
significantly from 55 to 58, (p=0.004).

CONCLUSIONS: PTNS may be a further option in the treatment of selected patients with LARS
and in addition may improve associated urinary incontinence. The severity of LARS can be
detected by the LARS scores, however, the adoption of the TAPE-score should be preferred in
case of concomitant urinary and/or sexual problems not explored by the LARS score. This article
is protected by copyright. All rights reserved.
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OBJECTIVE: The purpose of this study was to evaluate the sexual function of young men with
spina bifida and the impact of the disorder on the quality of life (QOL).

MATERIALS AND METHODS: To assess sexual function and QOL by using self-administered
guestionnaires (International Index of Erectile Function [IIEF] and 36-ltem Short Form Health
Survey [SF-36]) for young men with spina bifida. We collected data from 47 young men with spina
bifida between June 2013 and October 2013 at the spina bifida clinic of Severance Children's
Hospital, Seoul, South Korea RESULTS: Of the 47 men, 13 (27.7%) were born with

meningomyelocele and 34 (72.3%) with lipomeningomyelocele. Their neurological surgical levels
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of defect were lumbar (46.8%), sacral (23.4%), and unknown (29.8%). Of the 47 men who
completed the IIEF, 24 (51.1%) had sexual intercourse at least once during the previous month.
And the patients' sexual activity status had a significant association with their sexual function,
however, the status of their sexual activity did not show any differentiation with their QOL scores.
Concerning overall satisfaction in sexual activity, about 87% reported more than mild dysfunction;
however, 67% and 50% had normal erectile function and orgasmic function, respectively. In 10
patients (41.7%) among them, the frequency of ejaculation problems ranged from "sometimes" to
"most of the time" during sexual activity. The correlation between sexual function and QOL had a
statistically significant association with the weak correlation (r = 0.496, p = 0.014).
CONCLUSIONS: Sexual function should be evaluated routinely in patients with spina bifida
because such patients experience sexual dysfunction, although sexual function did not directly
show a significant correlation with the QOL in this study.
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BACKGROUND: Previous research revealed a relationship between higher body mass index
(BMI) and lower sexual functioning. However, the role of psychosocial variables, such as body
image, in this relationship has been understudied.

OBJECTIVE: To assess sexual life before and after weight loss surgery (WLS) and examine the
role of body image and BMI in these changes.

SETTING: WLS center at a major urban community hospital.

METHODS: 327 participants (275 women and 52 men) who underwent either laparoscopic Roux-
en-Y gastric bypass surgery (n = 225) or laparoscopic adjustable gastric band (n = 102) were
assessed on measures of sexual life preoperatively and at 1, 3, 6, 12, and 24 months after
surgery. The number of completers were n = 126 at 1-month follow-up, n = 84 at 3 months, n =
86 at 6 months, n = 84 at 12 months, and n = 55 at 24 months.

RESULTS: There was a significant increase in quality of sexual life over time, F(5,479.5) = 24.3,
P<.001. Greater body image dissatisfaction predicted lower quality of sexual life when controlling
for BMI, F(1,580.3) = 36.9, P<.001, but BMI did not predict quality of sexual life when controlling
for body dissatisfaction, F(1,566.6)<.01, P = .94. A mediation analysis revealed that the
relationship BMI had with sexual life was through its influence on body dissatisfaction.
CONCLUSION: Participants experienced improvements in quality of sexual life over time after
WLS, and decrease in body image dissatisfaction was the strongest predictor of these
improvements. These results underscore the importance of body image, independent of weight
loss, in postsurgical sexual life.

Co py r i 2901y Amegican Society for Bariatric Surgery. Published by Elsevier Inc. All rights
reserved.
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INTRODUCTION: Graham Jackson introduced the concept that erectile dysfunction (ED) is a
marker for undiagnosed cardiovascular (CV) disease and future events. In the Princeton 3
guidelines, he recognized the important impact of testosterone deficiency (TD) on all-cause and
CV mortality. Recent evidence suggests that testosterone therapy to target levels and for
sufficient duration decreases CV events. Unfortunately, this had a modest impact on CV disease
management because ED is not incorporated into current risk calculators. This report is based on
the Graham Jackson Memorial Lecture presented at the International Society for Sexual Medicine
(ISSM) in Beijing in 2016.

AIM: To examine recent evidence as to whether ED should be upgraded to a risk factor,
especially with the high predictive value in younger men, and to develop a case for TD to be
considered an independent risk factor based on a large number of long-term studies during the
past 5 years.

METHODS: A Medline search was undertaken to include articles on ED and TD and related

terms from 1998 to 2016 during the preparation of ISSM guidelines on ED and TD.
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MAIN OUTCOME MEASURES: A rational justification for ED and low testosterone to be
considered risk factors for CV disease and be included in risk calculators.

RESULTS: The evidence for inclusion of ED and TD might be stronger than for accepted risk
factors and have the advantages of being easily assessed, quantitative, symptomatic, and
clinically relevant, especially in younger men. Because important studies are often published in
endocrine, sexual medicine, urology, and cardiology journals, a multidisciplinary approach is
needed.

CONCLUSION: There is strong evidence that ED and low testosterone might be of more practical
relevance to programs that decrease CV risk than some current recognized risk factors. Hackett
G. The Graham Jackson Memorial Lecture ISSM 2016-"The Man Who Knew Too Much™: Time to
Recognize Erectile Dysfunction and Low Testosterone as Independent Risk Factors for
Cardiovascular Disease. Sex Med Rev 2017;X:XX-XX.
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PURPOSE: Few investigations of robot-assisted intersphincteric resection (ISR) are presently
available to support this procedure as a safe and efficient procedure. We aimed to evaluate the
utility of robot-assisted ISR by comparison between ISR and abdominoperineal resection (APR)
using both robot-assisted and open approaches.

METHODS: The 558 patients with lower rectal cancer (LRC) who underwent curative operation
was enrolled between July 2010 and June 2015 to perform either by robot-assisted (ISR vs. APR
=310 vs. 34) or open approaches (144 vs. 70). Perioperative and functional outcomes including
urogenital and anorectal dysfunctions were measured. Recurrence and survival were examined in
216 patients in which >3 years had elapsed after the operation.

RESULTS: The robot-assisted approach was the most significant parameter to determine ISR
achievement among potent parameters (OR = 3.467, 95% CI = 2.095-5.738, p < 0.001). Early
surgical complications occurred more frequently in the open ISR group (16 vs. 7.7%, p = 0.01).
The voiding and male sexual dysfunctions were significantly more frequent in the open ISR (p <
0.05). The fecal incontinence and lifestyle alteration score was greater in the open ISR than in the
robot-assisted ISR at 12 and 24 months, respectively (p < 0.05). However, the 3-year cumulative
rates of local recurrence and survival did not differ between the two groups.

CONCLUSIONS: The current procedure of robot-assisted ISR replaced a significant portion of
APR to achieve successful SSO via mostly transabdominal approach and double-stapled
anastomosis. The robot-assisted ISR with minimal invasiveness might be a help to reduce
anorectal and urogenital dysfunctions.
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INTRODUCTION: Spinal cord injury (SCI) is estimated to affect approximately 276,000
individuals in the United States. Since 2010, the mean age of individuals at the time of the SCI
has been 42 years, with nearly 80% of cases involving men. This means that individuals with SCI
generally are young men who typically place a great deal of importance on normal sexual and
reproductive function.

AIM: To assess the effect of sildenafil treatment on erectile function and the frequency of
ejaculation in men with SCI.

METHODS: This study was a post hoc analysis of pooled data from two randomized, double-
blinded, placebo-controlled, flexible-dose, crossover sildenafil trials conducted in Europe,
Australia, and Turkey. Two hundred forty-eight men at least 18 years old with traumatic SCI of at

least 6 months' duration, with erectile dysfunction solely attributed to SCI, and in a stable
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heterosexual relationship were treated sequentially with sildenafil and placebo. Exclusion criteria
included taking nitrate therapy, severe cardiac failure, and recent stroke or myocardial infarction.
The starting sildenafil dose was 50 mg, taken approximately 1 hour before sexual activity, with
subsequent dose adjustment to 100 or 25 mg based on efficacy and safety during treatment.
There was a 2-week washout between 6-week treatments.

MAIN OUTCOME MEASURES: Change from baseline in International Index of Erectile Function
guestion 3 (frequency of penetration), question 4 (maintaining erection after penetration),
guestion 9 (frequency of ejaculation), and erectile function domain scores; intercourse success;
and treatment preference.

RESULTS: All International Index of Erectile Function outcomes, including achieving and
maintaining erections and ejaculation frequency, were statistically significantly greater with
sildenafil vs placebo, including the subgroup with complete SCI (P < .01 for all comparisons). The
percentage of successful intercourse attempts with sildenafil (53% vs 12%) and preference for
sildenafil (96% vs 4%) vs placebo were significant (P < .001), including the subgroup with
complete SCI. The most common all-cause adverse events with sildenafil were headache
(16.1%) and urinary tract infection (11.6%).

CONCLUSION: Sildenafil significantly improves erections, intercourse success, and ejaculation
frequency vs placebo, including in men with complete SCI. Sildenafil is an effective and well-
tolerated treatment for sexual dysfunction in men with SCI. The increase in frequency of
ejaculation could allow the possibility of having children without medical intervention in this patient
population. Ohl DA, Carlsson M, Stecher VJ, Rippon GA. Efficacy and Safety of Sildenafil in Men
With Sexual Dysfunction and Spinal Cord Injury. Sex Med Rev 2017;X:XX-XX.
Copyright © 2017. Published by EIlsevier 1|nc.
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PURPOSE: Liquid-chromatography tandem mass-spectrometry (LC-MS/MS) was developed in
parallel to Immunoassays (IAs) and today is proposed as the "gold standard" for steroid assays.
Leydig cells of men with Klinefelter syndrome (KS) are able to respond to human chorionic
gonadotropin (hCG) stimulation, even if testosterone (T) production was impaired. The aim was to
evaluate how results obtained by IAs and LC-MS/MS can differently impact on the outcome of a
clinical research on gonadal steroidogenesis after hCG stimulation.

METHODS: A longitudinal, prospective, case-control clinical trial. (clinicaltrial.gov NCT02788136)
was carried out, enrolling KS men and healthy age-matched controls, stimulated by hCG
administration. Serum steroids were evaluated at baseline and for 5 days after intramuscular
injection of 5000 IU hCG using both IAs and LC-MS/MS.

RESULTS: 13 KS patients (36+/-9 years) not receiving T replacement therapy and 14 controls
(32+/-8 years) were enrolled. T, progesterone, cortisol, 17-hydroxy-progesterone (170HP) and
androstenedione, were significantly higher using IAs than LC-MS/MS. |As and LC-MS/MS
showed direct correlation for all five steroids, although the constant overestimation detected by
IAs. Either methodology found the same 170OHP and T increasing profile after hCG stimulation,
with equal areas under the curves (AUCs).

CONCLUSIONS: Although a linearity between IA and LC-MS/MS is demonstrated, LC-MS/MS is
more sensitive and accurate, whereas IA shows a constant overestimation of sex steroid levels.
This result suggests the need of reference intervals built on the specific assay. This fundamental
difference between these two methodologies opens a deep reconsideration of what is needed to
improve the accuracy of steroid hormone assays.
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OBJECTIVE: Erectile dysfunction (ED) is associated with an increased risk of cardiovascular
disease in healthy men. However, the association between treatment for ED and death or
cardiovascular outcomes after a first myocardial infarction (Ml) is unknown.

METHODS: In a Swedish nationwide cohort study all men <80 years of age without prior Ml, or

cardiac revascularisation, hospitalised for Ml during 2007-2013 were included. Treatment for ED,
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defined as dispensed phosphodiesterase-5 inhibitors or alprostadil, was related to risk of death,
MI, cardiac revascularisation or heart failure.

RESULTS: Forty-three thousand one hundred and forty-five men with mean age 64 (+/-10) years
were included, of whom 7.1% had ED medication dispensed during a mean 3.3 years (141 739
person-years) of follow--up. Men with, compared with those without treatment for ED, had a 33%
lower mortality (adjusted HR 0.67 (95%CI 0.55 to -0.81)), and 40% lower risk of hospitalisation for
heart failure (HR 0.60 (95% CI 0.44 to 0.82)). There was no association between treatment with
alprostadil and mortality. The adjusted risk of death in men with 1, 2-5 and >5 dispensed
prescriptions of phosphodiesterase-5 inhibitors was reduced by 34% (HR 0.66 (95% CI 0.38 to
1.15), 53% (HR 0.47 (95% CI 0.26 to 0.87) and 81% (HR 0.19 (95% CI 0.08 to 0.45),
respectively, when compared with alprostadil treatment.

CONCLUSIONS: Treatment for ED after a first Ml was associated with a reduced mortality and
heart failure hospitalisation. Only men treated with phosphodiesterase-5 inhibitors had a reduced
risk, which appeared to be dose-dependent.

Copyright © Article author(s) (or their employer (s)
article) 2017. All rights reserved. No commercial use is permitted unless otherwise expressly
granted.
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A 63-year-old male was diagnosed with autoimmune autonomic ganglionopathy based on the
finding of plasma antibodies to the nicotinic acetylcholine receptor (hnAChR) of autonomic ganglia.
He complained of mouth and eye dryness, dysphagia, severe constipation, erectile dysfunction,
urgency, frequent urination, habitual orthostatic syncope and presyncope. A remarkable
symptomatic orthostatic hypotension without changes in heart rate was present. We here
describe the 3-year time course of the changes in spectral indices of cardiovascular autonomic
control LF/HF and LFSAP, dysautonomia symptoms intensity and anti-nAChR antibodies
following repetitive selective immunoadsorptions. During the follow-up, the reduction of anti-
NAChR antibodies produced by immunoadsorption was associated with a diminished orthostatic
hypotension, a restored capability to increase LF/HF, LFSAP and norepinephrine in upright
position, a decline in the intensity of autonomic symptoms and an improvement of life quality.
Spectral parameters LF/HF and LFSAP may represent noninvasive, low-cost biomarkers suitable
for autoimmune autonomic ganglionopathy patients' clinical follow-up.
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Testosterone therapy has positive effects on anthropometric measures, metabolic syndrome
components (obesity, lipid profile, Diabetes Mellitus control), blood indices, liver enzymes, and
prostate health indicators in elderly hypogonadal men.
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To alleviate late-onset hypogonadism, testosterone treatment is offered to suitable patients.
Although testosterone treatment is commonly given to late-onset hypogonadism patients, there
remains uncertainty about the metabolic effects during follow-ups. We assessed the associations
between testosterone treatment and wide range of characteristics that included hormonal,
anthropometric, biochemical features. Patients received intramuscular 1,000 mg testosterone
undecanoate for 1 year. Patient anthropometric measurements were undertaken at baseline and
at each visit, and blood samples were drawn at each visit, prior to the next testosterone
undecanoate. Eighty-eight patients (51.1 +/- 13.0 years) completed the follow-up period.
Testosterone treatment was associated with significant increase in serum testosterone levels and
significant stepladder decrease in body mass index, total cholesterol, triglycerides and glycated
haemoglobin from baseline values among all patients. There was no significant increase in liver

enzymes. There was an increase in haemoglobin and haematocrit, as well as in prostate-specific
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antigen and prostate volume, but no prostate biopsy intervention was needed for study patients
during 1-year testosterone treatment follow-up. Testosterone treatment with long-acting
testosterone undecanoate improved the constituents of metabolic syndrome and improved
glycated haemoglobin in a stepladder fashion, with no adverse effects.
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Efficacy and safety of testosterone gel 2% (TG) were evaluated in two phase 3, open-labelled,

single-arm, multicentre studies (000023 and extension study 000077). Hypogonadal men having
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serum testosterone levels <300 ng/dl at two consecutive measurements were included. Study
duration was 9 months (000023: 3 months; 000077: 6 months). Starting dose of TG (46 mg) was
applied on upper arm/shoulder. The primary endpoint (000023) was responder rate (subjects with
average 24-hour serum testosterone concentration 300-1050 ng/dl on Day 90). Study 000077
evaluated the safety of TG in patients rolling over from study 000023 over a period of 6 months.
Of 180 subjects in 000023, 172 completed and 145 rolled over to 000077, with 127 completers.
The responder rate was 85.5%. Fewer subjects in 000077 (12.7%) versus 000023 (31.8%) had
maximum testosterone concentration (Cmax ) >1500 ng/dl, with no significant safety concerns.
Significant improvements in sexual function and quality of life were noted in both studies.
Subjects experienced few skin reactions without notable increases in prostate-specific antigen
and haematocrit levels. TG was efficacious with an acceptable safety profile. Cmax >1500 ng/dI
did not exhibit distinct impact on safety parameters. However, further optimisation of titration
schema to reduce Cmax is warranted while maintaining the average steady state total
testosterone concentration.
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Although millions of people receive antithrombotic agents (ATAS) or anticoagulating agents
(ACAs) for vascular prophylaxis daily, the negative impact of these agents on sexual function has
not been systematically studied. Therefore, a literature search was conducted to determine the
effects of the marketed ATAs and ACAs on sexual function. In regard to men, the results show
that thienopyridine derivatives increase the risk of erectile dysfunction (ED) and decrease libido
and sexual function. The relationship between aspirin use and ED is inconsistent, ranging from a
moderate risk to beneficial effects. Nonetheless, aspirin appears to result in a lower risk for ED
than does clopidogrel, and seems to benefit patients with lithium-induced ED. Coumarin can
cause vasculogenic priapism. In regard to women, only a single report of genital haemorrhage
was found. Available data exclusively focus on male subjects. Taken together, ATAs and ACAs
can disturb sexual function in different aspects in men. Newer thienopyridine derivatives, such as
prasugrel or ticagrelor, may be used as a substitute for clopidogrel when sexual dysfunction
occurs. Priapism and genital haemorrhage were found to be uncommon but serious
complications of ACA treatment. Additional studies examining the effects of ATAs and ACAs on
sexual function are needed, especially in woman and elderly.
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BACKGROUND: Anabolic androgenic steroids (AAS) are testosterone derivatives used by
athletes and recreational users to improve athletic performance and/or enhance appearance.
Anabolic androgenic steroids use may have serious and potentially irreversible adverse effects on
different organs and systems, including the reproductive system.

OBJECTIVE: This systematic review and meta-analysis aimed to critically assess the impact of
AAS use on the reproductive system of athletes and recreational users.

METHODS: An electronic literature search was conducted using the databases MEDLINE,
CENTRAL, and Google Scholar. Studies were included when the following criteria were fulfilled:
participants were athletes or recreational users of any age, sex, level or type of sport; AAS use of
any type, dose, form or duration; AAS effects on the reproductive system were assessed as
stated by medical history, clinical examination, hormone and/or semen analysis. Random-effects
meta-analysis was performed to assess the weighted mean difference (WMD) of serum
gonadotropin (luteinizing hormone, follicle-stimulating hormone) and testosterone levels
compared with baseline, during the period of AAS use, as well as following AAS discontinuation.
RESULTS: Thirty-three studies (three randomized clinical trials, 11 cohort, 18 cross-sectional,
and one non-randomized parallel clinical trial) were included in the systematic review (3879
participants; 1766 AAS users and 2113 non-AAS users). The majority of the participants were
men; only six studies provided data for female athletes. A meta-analysis (11 studies) was
conducted of studies evaluating serum gonadotropin and testosterone levels in male subjects: (1)
prior to, and during AAS use (six studies, n = 65 AAS users; seven studies, n = 59, evaluating

gonadotropin and testosterone levels respectively); (2) during AAS use and following AAS
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discontinuation (four studies, n = 35; six studies, n = 39, respectively); as well as (3) prior to AAS
use and following AAS discontinuation (three studies, n = 17; five studies, n = 27, respectively).
During AAS intake, significant reductions in luteinizing hormone [weighted mean difference
(WMD) -3.37 IU/L, 95% confidence interval (Cl) -5.05 to -1.70, p < 0.001], follicle-stimulating
hormone (WMD -1.73 IU/L, 95% CI -2.67 to -0.79, p < 0.001), and endogenous testosterone
levels (WMD -10.75 nmol/L, 95% CI -15.01 to -6.49, p < 0.001) were reported. Following AAS
discontinuation, serum gonadotropin levels gradually returned to baseline values within 13-24
weeks, whereas serum testosterone levels remained lower as compared with baseline (WMD -
9.40 nmol/L, 95% CI -14.38 to -4.42, p < 0.001). Serum testosterone levels remained reduced at
16 weeks following discontinuation of AAS. In addition, AAS abuse resulted in structural and
functional sperm changes, a reduction in testicular volume, gynecomastia, as well as
clitoromegaly, menstrual irregularities, and subfertility.

CONCLUSION: The majority of AAS users demonstrated hypogonadism with persistently low
gonadotropin and testosterone levels, lasting for several weeks to months after AAS withdrawal.
Anabolic androgenic steroid use results in profound and prolonged effects on the reproductive
system of athletes and recreational users and potentially on fertility.
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INTRODUCTION AND OBJECTIVE: Chronic pain is associated with comorbidities that have an
impact on the quality of life of patients and, among others, affect their sexual functioning. One of
the most relevant side effects of opioid analgesics is erectile dysfunction (ED), due in part to the
inhibition of the gonadal-pituitary-hypothalamic axis and the decline in testosterone levels. To
evaluate ED and effectiveness of treatment in men with chronic pain treated with long-term
opioids.

MATERIAL AND METHODS: Prospective observational study lasting 3 years, where the intensity
of pain (visual analogue scale, 0-10cm), erectile function (IIEF-EF, range 1-30 points), quality of
life (EQ-VAS, 0-100mm), quality of sexual life (MSLQ-QOL, 0-100 points), anxiety/depression
(HAD, 0-21 points) and testosterone levels, was assessed in patients who reported sexual
dysfunction (ED or libido modification). A 6-month follow-up was applied to each patient after
administering the usual treatment in the Andrology Unit. The study was approved by the Clinical
Research Ethics Committee and data were statistically analyzed with the GraphPad Prism 5
software.

RESULTS: ED was observed in 27.6% of patients (n=105, 57+/-12.2 years, mean dose of
morphine equivalent=107.1+/-107.9mg/day, 84.3% adjuvant analgesics). After 6 months, 42% of
patients showed a significant improvement after being treated with iPDE5 (48.5%) and/or

testosterone gel (81.8%), with a resolution rate of 31% (p=0.000). A positive correlation was
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observed between the improvement of IIEF and quality of sexual life (55.5+/-25.7 points,
p=0.000), as well as anxiety (7.4+/-4.3 points, p=0.048). No significant changes were observed in
the levels of testosterone, in the levels of pain nor in the quality of life, which remained moderate.
CONCLUSIONS: Erectile function and quality of sexual life, as well as anxiety, improved in
patients treated chronically with opioids after administering andrological treatment. The
management of patients with pain should include a review of their sexual health history given the
significant emotional impact posed to the patient, the impact on their overall quality of life and its
good clinical response to an interdisciplinary treatment.
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BACKGROUND: Erectile dysfunction remains the most common side effect from radical
treatment of localized prostate cancer. We hypothesized that the use of vessel-sparing
radiotherapy, analogous to the functional anatomy approach of nerve-sparing radical
prostatectomy (RP), would improve erectile function preservation while maintaining tumor control
for men with localized prostate cancer.

OBJECTIVE: To determine erectile function rates after vessel-sparing radiotherapy.

DESIGN, SETTING, AND PARTICIPANTS: Men with localized prostate cancer were enrolled in a
phase 2 single-arm trial (NCT02958787) at a single academic center.
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INTERVENTION: Patients received vessel-sparing radiotherapy utilizing a planning MRI and
MRI-angiogram to delineate and avoid the erectile vasculature.

OUTCOME MEASUREMENTS AND STATISTICAL ANALYSIS: Both physician- and patient-
reported inventories were used to capture erectile function at baseline and at 2 and 5 yr after
treatment. Validated model-based comparisons were performed to compare vessel-sparing
results to nerve-sparing RP and conventional radiotherapy.

RESULTS AND LIMITATIONS: From 2001 to 2009, 135 men underwent vessel-sparing
radiotherapy. After a planned interim analysis, the trial was stopped after meeting the primary
endpoint. The median follow-up was 8.7 yr, with a >94% response rate to all inventories at each
time point. At 5 yr, 88% of patients were sexually active with or without the use of sexual aids.
The 2-yr erectile function rates were significantly improved with vessel-sparing radiotherapy
(78%, 95% confidence interval [CI] 71-85%) compared to modeled rates for convention
radiotherapy (42%, 95% CI 38-45%; p<0.001) or nerve-sparing prostatectomy (24%, 95% CI 22-
27%; p<0.001). At 2 yr after treatment, 87% of baseline-potent men retained erections suitable for
intercourse. The 5- and 10-yr rates of biochemical relapse-free survival were 99.3% and 89.9%,
and at 5 yr the biochemical failures were limited to the National Comprehensive Cancer Network
high-risk group. The single-arm design is a limitation.

CONCLUSIONS: Vessel-sparing radiotherapy appears to more effectively preserve erectile
function when compared to historical series and model-predicted outcomes following nerve-
sparing RP or conventional radiotherapy, with maintenance of tumor control. This approach
warrants independent validation.

PATIENT SUMMARY: In this interim analysis we looked at using a novel approach to spare
critical erectile structures to preserve erectile function after prostate cancer radiotherapy. We
found that almost 90% of patients at 5 yr after treatment remained sexually active, significantly
higher than previous studies with surgery or radiotherapy.

Copyright © 2017 European Association of Urology. Put
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BACKGROUND: Pediatric cancer survivors are at increased risk of developing low bone mineral
density (BMD) due to cancer treatment. This study assessed the yield of screening for low BMD
in pediatric-aged cancer survivors as per the Children's Oncology Group Long-Term Follow-Up
(COG-LTFU) Guidelines, which recommend screening survivors who received steroids,
methotrexate, or hematopoietic cell transplant (HCT).

METHODS: This is a retrospective cohort study of 475 pediatric blood cancer and noncentral

nervous system solid tumor survivors screened for low BMD with dual-energy X-ray
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absorptiometry (DXA) as per the COG-LTFU Guidelines from 2003 to 2010. Risk factors for low
BMD (DXA Z-score <-2) were evaluated by univariate and multivariate analysis.

RESULTS: The mean DXA Z-score was -0.1 for both whole body and lumbar spine
measurements. Among at-risk survivors, 8.2% (39/475) had low BMD. Multivariate analysis of
survivors with low BMD showed significant association with male gender (odds ratio [OR] 3.4,
95% confidence interval [CI], 1.3-9.0), exposure to total body irradiation (TBI), cranial, or
craniospinal radiation (OR 5.2, 95% ClI, 1.8-14.9), and gonadal dysfunction (OR 4.3, 95% ClI, 1.4-
13.0). Methotrexate exposure was not significantly associated with low BMD. Survivors receiving
HCT had a reduced risk of low BMD (OR 0.2, 95% CI, 0.1-0.9).

CONCLUSION: The highest risk factors for low BMD were male gender, exposure to TBI, cranial,
or craniospinal radiation, and gonadal dysfunction. Survivors receiving methotrexate or HCT
therapy have the lowest risk for low BMD among those screened. Future studies should
investigate risk of low BMD for survivors receiving HCT without radiation exposure.
Copyright © 2017 Wiley Periodicals, | nc.
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Diabetes mellitus (DM) affects the male ejaculatory function. This study was designed to evaluate
the role of oxidative stress in the development of diabetes-induced dysfunction of vas deferens
(VD) in the rat. DM was induced by streptozotocin in 40 male Wistar rats. Subsequently, the
diabetic animals were divided into three groups: DM group, DM + Eda group and DM + Tau
group. These groups were administered saline, edaravone and taurine, respectively, daily for 4
weeks. Another group of ten rats served as a control group. DM was diagnosed in the 40
streptozotocin-injected rats. DM significantly reduced the VD weight. Additionally, DM induced in
vitro VD hypercontractility, VD histological abnormalities and increased the serum and VD tissue
concentration of malondialdehyde. VD immunohistochemistry revealed overexpression of three
markers of oxidative stress. DM significantly reduced serum testosterone levels. No live birth was
documented in all DM rats in mating experiments. Antioxidants significantly improved all the
aforementioned parameters, except the testosterone levels. This study indicates a deleterious
impact of DM-induced oxidative stress on VD histological and functional features. Antioxidant
treatment may provide an adjunct tool to alleviate ejaculatory disorders for male patients with type

1 diabetes.
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STUDY DESIGN: Prospective.

OBJECTIVES: To test whether provocative stimulation of the testes identifies men with chronic
spinal cord injury (SCI), a population in which serum testosterone concentrations are often
depressed, possibly due to gonadal dysfunction. To accomplish this objective, conventional and
lower than the conventional doses of human chorionic gonadotropin (hCG) were administered.
METHODS: Thirty men with chronic SCI (duration of injury >1 year; 18 and 65 years old; 16
eugonadal (>12.1nmoll-1) and 14 hypogonadal (12.1nmoll-1)) or able-bodied (AB) men (11
eugonadal and 27 hypogonadal) were recruited for the study. Stimulation tests were performed to
guantify testicular responses to the intramuscular administration of hCG at three dose
concentrations (ithat is, 400, 2000 and 4000IU). The hCG was administered on two consecutive
days, and blood was collected for serum testosterone in the early morning prior to each of the two
injections; subjects returned on day 3 for a final blood sample collection.

RESULTS: The average gonadal response in the SCI and AB groups to each dose of hCG was
not significantly different in the hypogonadal or eugonadal subjects, with the mean serum
testosterone concentrations in all groups demonstrating an adequate response.

CONCLUSIONS: This work confirmed the absence of primary testicular dysfunction without
additional benefit demonstrated of provocative stimulation of the testes with lower than
conventional doses of hCG. Our findings support prior work that suggested a secondary testicular
dysfunction that occurs in a majority of those with SCI and depressed serum testosterone
concentrations.Spinal Cord advance online publication, 21 February 2017; doi:10.1038/sc.2017.8.
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Purpose: Few studies have addressed gonadal and sexual dysfunctions in childhood cancer
survivors. We evaluated the prevalence rates and risk factors for gonadal failure among
adolescent/young adult childhood cancer survivors and their sexual function.

Materials and Methods: Subjects were childhood cancer survivors aged 15-29 years who had
completed therapy more than two years ago. Demographic and medical characteristics were
obtained from the patients' medical records. In addition, hormonal evaluation and semen analysis
were performed and sexual function was evaluated via questionnaire.

Results: The study included 105 survivors (57 males, 48 females), of which 61 were adults
(age>19 years) and 44 were adolescents. In both males and females, the proportion of survivors
with low sex hormone levels did not differ among age groups or follow-up period. Thirteen female
subjects (27.1%) needed sex hormone replacement, while five males subjects (8.8%) were
suspected of having hypogonadism, but none were receiving sex hormone replacement. Of 27
semen samples, 14 showed azo- or oligospermia. The proportion of normospermia was lower in
the high cyclophosphamide equivalent dose (CED) group (CED > 8,000 mg/m2) than the low
CED group (27.3% vs 62.5%, P = 0.047). Among adults, none were married and only 10 men
(35.7%) and eight women (34.3%) were in a romantic relationship. Though a significant
proportion (12.0% of males and 5.3% of females) of adolescent survivors had experienced sexual
activity, 13.6% had not experienced sex education.

Conclusion: The childhood cancer survivors in this study showed a high prevalence of
gonadal/sexual dysfunction; accordingly, proper strategies are needed to manage these
complications.
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BACKGROUND: Erectile dysfunction (ED) is a predictor or marker of coronary artery disease in
patients at high risk of cardiovascular diseases. The aim of this study was to investigate the
prevalence of ED in patients with acute myocardial infarction (AMI) and after 2 years of follow-up,
and to determine the association between ED and the concentrations of the markers of
inflammation, endothelial dysfunction and oxidative stress which were measured on the third day
after hospital admission.

METHODS: The study included 80 patients aged 62.25 +/- 10.47 years. The primary endpoints of
interest were re-hospitalization due to cardiovascular causes and death during the 2 year period
after hospitalization. The Sexual Health Inventory for Men (SHIM) was assessed at the point of
hospital discharge and 24 months thereafter.

RESULTS: 40.1% of patients had some degree of ED. The percentage of patients without ED
increased (13.2%), while the percentage of patients with severe ED significantly decreased
(14.7%) after 2 years. Patients with ED had significantly higher B-type natriuretic peptide (BNP)
levels and decreased levels of nitric-oxide. During the 2 years of follow-up, 9 patients died (6.5%
without ED, 68.6% with ED) (chi2 = 7.19, p = 0.015). During the same time period, 22 (27.5%)
patients were re-hospitalized due to cardiovascular causes, of whom 59.1% had ED at hospital

admission (p < 0.05).
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CONCLUSIONS: Low levels of nitric-oxide were the best predictors of ED during AMI and after 2
years. ED predicted the worst outcomes of AMI: death and re-hospitalization. Lifestyle changes
and nitric-oxide donors could assist in the treatment of ED and in the improvement of long-term
prognosis for AMI.
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PURPOSE: To better understand potential modifiable risk factors guiding preventive interventions
against lower urinary tract symptoms (LUTS).

METHODS: A prospective cross-sectional study, including healthy men aged 40-70 years under
routine urological evaluation, measured the strength of association between the International
Prostate Symptom Score (IPSS) and socio-demographic, lifestyle, and health-related factors
using logistic and linear regression adjusted for confounding factors. Men with urethral or prostate

surgery were excluded.
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RESULTS: Among 743 men, mean age 59.64+/-9.66, 22.6% reported moderate, and 5.0%
severe LUTS. The adjusted odds of severe LUTS increased with: increasing age (OR=1.07, 95%
CI=1.05-1.09, p<.0001), increasing prostate volume (OR=1.02, 95% CI=1.01-1.04, p=.004),
decreasing education (tertiary qualification, no versus yes, OR=2.34; 95% CI=1.16-4.70;
p=.0133), delayed ejaculation (yes versus no, OR=2.63, 95% CI=1.43-4.83, p<.0001), and
increasing blood pressure (systolic>130 mmHg, OR=2.03, 95% CI=1.44-2.86, p<.0001 or
diastolic>85 mmHg, OR=1.47, 95% CI=1.03-2.10, p=.0345); severe LUTS decreased with:
increasing the weekly sexual frequency (OR=0.80, 95% CI=0.69-0.91, p=.0012) and increasing
HDL cholesterol (OR=0.98, 95% CI=0.97-0.99, p=.037). Odds were not significant for age of
sexual initiation, precocious ejaculation, masturbatory pattern, physical activity, smoking, alcohol
consumption, penile length (objective and subjective), abdominal circumference, obesity,
comorbid conditions, metabolic syndrome, serum glycaemia, testosterone, SHBG, PSA, and
estradiol.

CONCLUSIONS: One in every four men under routine urological evaluation who considered
themselves healthy present moderate and severe LUTS. Modifiable behavioral (education, sexual
frequency, and ejaculation) and health-related (blood pressure and HDL cholesterol) targets were
identified for future interventional studies and potential preventive actions and patient counseling.
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BACKGROUND: The sympathetic nervous system is one component of the nervous regulatory
system of the physiological function of the lower genitourinary tract. Our knowledge on the role of
this sympathetic system has advanced during the last decade due to the characterization of b3-
adrenoceptors (b3-ARS) in the urogenital system.

OBJECTIVE: This review focuses on the pharmacological and molecular evidence supporting the
functional roles of beta3-AR in male genitourinary tissues of various species.

METHODS: An electronic search in two different databases was performed including MEDLINE
(PubMed) and EMBASE from 2010 to 2016. b3-agonists may be a promising alternative to
antimuscarinics in the treatment of overactive bladder (OAB) based on available evidence.
RESULTS: Although more recent studies have evaluated the involvement of b3-ARs in the
physiological control and regulation of various tissues of the lower genitourinary tract mainly
urinary bladder, penis, urethra, ureter, there are few innovations in the pipe-line. Among the
beta3-agonists, mirabegron is a unique drug licensed for the treatment of OAB who are unable to
tolerate antimuscarinic agents. Many drugs classified as beta3-agonists are still under
investigations for the treatment of OAB, lower urinary tract symptoms, ureteral stones, benign
prostate hyperplasia, prostate cancer and erectile dysfunction.

CONCLUSION: This review discusses the potential roles of beta3-AR as new therapeutic targets
by evaluating the results of preclinical and clinical studies related to male lower genitourinary tract
function. Looking to the future, the potential benefits of beta3-AR agonists from experimental and
clinical investigations may provide an attractive therapeutic option.
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BACKGROUND: Sexuality is an essential part of life; however, erectile dysfunction (ED) has
been one of the most common complaints among men with sexual health issues all over the
world. ED includes dysfunction in erection and penile erectile pain. In Vietham, ED is a subject a
not readily discussed. Thus, relatively little is known about ED among Viethamese men.

AIMS: To identify the prevalence of ED and its associated variables and the need for treatment of
ED among married men in Vietnam.

METHODS: This was a cross-sectional study. A total sample size included 746 married men,

aged 20-60years, living in four representative wards of the Hue City and randomly selected by
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systematic sampling methods. Respondents completed a self-reported questionnaire. The
International Index of Erectile Function (IIEF-5) scale was used to determine ED severity, and the
Depression Anxiety Stress Scales (DASS-21) was used to measure depression, anxiety, and
stress. Quality of life was assessed using the WHO Quiality of Life score (WHOQoL). A
multivariate logistic regression model was used to determine the relationships between
independent variables and ED.

RESULTS: Mean age of married men was 44.3+/-8.7. Two-thirds (66.9%) of respondents
experienced ED symptoms. In terms of severity, 40.8% reported mild ED; 20.3% mild-moderate
ED; 5.0% moderate ED; and 0.8% severe ED. Depression, anxiety, and stress problems were
5.0, 3.6, and 2.8%, respectively. One-third (33.1%) of the respondents reported having low quality
of life, and 32.6% reported having medium quality of life. The vast majority (86.9%) had
consensual sex with their wives/partners. Variables associated with increased IIEF-5 score were
increased WHOQoL score, increased body mass index (BMI), religion, and no consumption of
alcohol. Increasing age, disease history, increased anxiety, and no consensual sex with their
wife/partner were associated with a lower IIEF-5 score. If experiencing ED, 55.5% would seek
help from medical doctors, 55.1% discussed it with their wives/partners, and 23.1% turned to their
friends for help.

CONCLUSION: The prevalence of ED was high, although only 5.8% experienced moderate to
severe ED. The key factors associated with ED were age, religion, disease history, BMI, alcohol
consumption, anxiety, quality of life, and consensual sex with their wives/partners. Sexual health
education should be more specifically targeted for men, including the provision of local sexual
health-care services for men.
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The role that serum uric acid (UA) plays in the pathophysiological development of erectile
dysfunction (ED) is controversial. We aimed to screen the factors related with ED, and to examine
the association between serum UA and ED. Our data were derived from a cross-sectional Survey
on Prevalence in East China for Metabolic Diseases and Risk Factors study in 2014-2015.
Questionnaire of International Index of Erectile Dysfunction-5 was used for assessment of ED.
Data were collected in three general communities respectively. A total of 1365 men were enrolled
with an overall mean age 55.5+/-10.8 years (range: 20-83 years). The prevalence of ED was
62.4% (51.4% standardized) in the population. Males with ED were older, and more prone to
have a higher follicle-stimulating hormone, luteinizing hormone, sex hormone-binding globulin,
glycated hemoglobin, fasting plasma glucose levels and lower free androgen index (FAI), UA
levels, and more likely to have diabetes and elevated blood pressure compared with those
without ED. Age and UA were independent influencing factors for ED. Besides, UA was positively
correlated with FAI after adjustment for age. In conclusion, our study demonstrated the protective
role that UA might play in development of ED.
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BACKGROUND: Atrial fibrillation (AF) constitutes the most prevalent arrhythmia, affecting up-to
2% of the general population. Apart from well-established risk factors that increase the odds for
the development of AF, e.g. age or arterial hypertension, recent analyses indicate that obstructive
sleep apnoea (OSA) may independently, negatively modify the arrhythmia occur-rence profile.
Concurrently, erectile dysfunction (ED) is a commonly neglected, potent marker of cardiovascular
risk, which considerably worsens men's psychological state. Unrecognised or untreated ED
results in substantial deterioration of the patient's therapeutic programme adherence. Because
AF, OSA, and ED share multiple risk factors and clinical consequences, in 2013 the concept of
their frequent concurrence - OSAFED syndrome - was proposed.

AIM: The aim of the study was to evaluate the prevalence of OSAFED patients with AF in primary
care practice.

METHODS: Retrospective analysis was carried out of data from primary care physician charts
(NZOZ Esculap Gniewkowo, central Poland) including 1372 men aged 40-65 years. The primary
goal was to determine the diagnosis of paroxysmal and/or perma-nent AF, which was followed by
sleep apnoea screening (polygraphy) and erectile function evaluation (IIED-5 questionnaire).
RESULTS: Twenty-one (1.5%) patients with documented AF were identified. Based on the sleep-
polygraphic studies, 14 (67%) of them had confirmation of OSA with mean apnoea-hypopnea
index (AHI) equal to 27.5 +/- 17.1. Furthermore, 11 (52%) patients met the OSAFED syndrome
criteria. Patients with OSAFED syndrome had a mean score in IIEF-5 of 11.6 +/- 3.5. The
OSAFED-patients who were not diagnosed with all the of the syndrome components prior to the
study-enrolment were characterised by substantially lower fat excess compared to their
counterparts with already established OSAFED (body mass index: 30.1 +/- 4.9 vs. 37.7 +/- 3.9
kg/m2, respectively, p = 0.03).

CONCLUSIONS: Frequently coexisting OSAFED syndrome components in all AF patients from

the primary care setting should encourage a more active search for OSA and ED in patients with
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any documented form of AF. Most of the studied patients did not have the diagnosis of OSA nor
ED done prior to participation in the study.
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Truant youth are likely to engage in a number of problem behaviors, including sexual risky
behaviors. Previous research involving non-truant youth has found sexual risk behaviors to be
related to marijuana use and depression, with differential effects for male and female youth.
Using data collected in a NIDA funded, prospective intervention project, results are reported of a
male-female, multi-group, longitudinal analysis of the relationships among truant youth baseline
sexual risk behavior, marijuana use, and depression, and their sexual risk behavior over four
follow-up time points. Results indicated support for the longitudinal model, with female truants
having higher depression scores, and showing stronger relationships between baseline

depression and future engagement in sexual risk behavior, than male truants. Findings suggest
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that incorporating strategies to reduce depression and marijuana use may decrease youth sexual
risk behavior.
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INTRODUCTION: Erectile function is an important aspect in the quality of life of many men. For
men with erectile dysfunction (ED), a spectrum of treatment options exists. Novel therapies for
ED are currently being developed in order to delay surgical placement of a penile prosthesis - the
final step in the management of treatment-refractory ED. Areas covered: This review examines
innovative treatments such as alternative vasoactive agents, trophic factors and bio-compounds
as well as gene and stem cell therapy. All therapies are currently in some phase of development

for the management of ED. Using the MedLine and FDA Clinical Trials Registry, recent
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developments in treatment of ED were queried. Expert opinion: Recent studies have
demonstrated the potential for multiple, novel therapies in the treatment of ED. Much of the work
requires further experimentation in large-scale, blinded, placebo-controlled studies. This will
require a concerted effort to bring these products to market.
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INTRODUCTION: Collagenase Clostridium histolyticum (CCH) intralesional injection was
efficacious for the management of Peyronie's disease (PD) in the double-blinded, randomized,
placebo-controlled Investigation for Maximal Peyronie's Reduction Efficacy and Safety Studies |
and Il (IMPRESS | and Il). Little is known about the consequences of PD or treatment on the

sexual partners of affected men.
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AIM: To assess the safety and efficacy of CCH treatment in men who received placebo in the
IMPRESS | or Il study and to evaluate the men's PD symptoms and partner bother as reported by
female sexual partners.

METHODS: In this phase 3, open-label study (NCT01685437), men (n = 189) received up to
eight injections of CCH (0.58 mg/injection). Female sexual partners who provided informed
consent at screening (n = 30) participated in the study.

MAIN OUTCOME MEASURES: Co-primary end points were change or percentage of change in
penile curvature deformity and change in PD symptom bother domain score of the Peyronie's
Disease Questionnaire (PDQ) from baseline to week 36. Participating women completed the PDQ
for female sexual partners (PDQ-FSP) and the Female Sexual Function Index (FSFI).
RESULTS: Statistically significant mean improvements were observed in penile curvature
deformity (36.3% decrease; 95% CI = -41.6 to -30.9) and PDQ symptom bother score (2.4-point
decrease; 95% CI = -3.0 to -1.8) from baseline to week 36. Most treatment-emergent adverse
events were mild or moderate. After CCH treatment of their male partners, female sexual partners
reported improvement (using the PDQ-FSP) in their male partner's PD symptoms and female
bother regarding their partner's PD. The percentage of female sexual partners with sexual
dysfunction (FSFI total score < 26.55) also decreased after male partner treatment, from 75.0%
at baseline to 33.3%.

CONCLUSIONS: These results support the safety and efficacy of CCH in the management of
appropriate patients with PD and the potential benefits for patients' partners. Goldstein |, Knoll
LD, Lipshultz LI, et al. Changes in the Effects of Peyronie's Disease After Treatment With
Collagenase Clostridium histolyticum: Male Partners and Their Female Partners. Sex Med
2017;5:e124-e130.

Copyright © 2 8.Publisiet ey Elsevier ma All rights reserved.
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PURPOSE: Phosphodiesterase type-5 inhibitor administration in diabetic men with erectile
dysfunction (ED) is associated with reduced waist circumference. We evaluated potential effects
of daily tadalafil administration on body composition and investigated its possible mechanism(s)
of action in C2C12 skeletal muscle cells in vitro.

METHODS: Forty-three men on stable caloric intake (mean age 48.5+/-7; BMI 25.5+/-0.9kg/m2)
complaining mild ED and/or low urinary tract symptoms (LUTS) were randomly assigned to
receive tadalafil (TAD) 5mg/daily (once-a-day=OAD-TAD; n=23) or 20mg on-demand (on-
demand=0D-TAD; n=20) for 2 months. Primary outcomes were variations of body composition
measured by Dual-energy X-ray absorptiometry; secondary outcomes were ED/LUTS
guestionnaire scores along with hormone (testosterone, estradiol, insulin) and endothelial
function (Endopat2000) variations.

RESULTS: OAD-TAD increased abdominal lean mass (p<0.01) that returned to baseline after 2
months withdrawal. LUTS scores improved (p<0.01) in OD-TAD while ED scores improved
(p<0.01) in both groups. We found significant improvements in endothelial function (p<0.05) that
directly correlated with serum insulin (p<0.01; r=0.3641) and inversely correlated with estradiol
levels (p<0.01; r=0.3655) even when corrected for potential confounders. Exposure of C2C12

cells upon increasing tadalafil concentrations (10-7 to 10-6M) increased total androgen receptor
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MRNA and protein expression as well as myogenin protein expression after 24 and 72h (2.8+/-
0.4-fold and 1.4+/-0.02-fold vs. control, respectively, p<0.05).

CONCLUSIONS: Daily tadalafil improved lean mass content in non-obese men probably via
enhanced insulin secretion, estradiol reduction, and improvement of endothelial function in vivo.
The in vitro increased myogenin and androgen receptor protein expression in skeletal muscle
cells suggests a translational action of phosphodiesterase type-5 on this receptor.
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INTRODUCTION: Sildenafil has been evaluated in >16 000 men with erectile dysfunction (ED) in
double-blind, placebo-controlled trials.

AIM: To assess efficacy and safety of sildenafil in ED by ethnicity (white, black Asian) and age
(<45, 46-60, >61 years).

METHODS: Data were pooled from 38 double-blind, placebo-controlled, flexible-dose trials. Most
had starting sildenafil doses of 50 mg once daily, ~1 hour before sexual activity, with adjustment
to 100 or 25 mg as needed.

MAIN OUTCOME MEASURES: Change from baseline in International Index of Erectile Function
erectile function (IIEF-EF) domain score assessed with analysis of covariance and a Global
Assessment Question (GAQ; "Did the treatment improve your erections?") at endpoint assessed
with logistic regression analysis.

RESULTS: 4120 and 3714 men received sildenafil and placebo, respectively (2740 and 2671
White; 407 and 385 Black; 973 and 658 Asian). For sildenafil vs. placebo groups, overall
treatment differences for IIEF-EF domain and GAQ were significant for each ethnic and age
group (P<.0001); significant treatment-by-ethnicity and treatment-by-age interactions were also
observed for change in IIEF-EF domain scores (P<.05), with differences significantly greater for
White vs. Black (P<.0001), White vs. Asian (P=.0163), and Asian vs. Black (P=.0036) men. A
significant treatment-by-ethnicity interaction was observed for GAQ (P=.0004). The OR
comparison for GAQ was significantly greater (P=.0001) with sildenafil vs. placebo in White
(OR=11.2) or Asian (OR=12.4) men vs. Black men (OR=5.1). Adverse-event rates were generally
similar, with some age variations.

CONCLUSIONS: Sildenafil is effective and well-tolerated regardless of ethnicity or age; however,
treatment effects can vary.

Copyright © 2017 llxdhn Wiley & Sons

Status

In-Process

Authors Full Name

Ohl, Dana A, Stecher, Vera; Tseng, Li-Jung.

Pagel22



Institution

Ohl, Dana A. Department of Urology, University of Michigan, Ann Arbor, MI, USA. Stecher,
Vera. Medical, Pfizer Inc, New York, NY, USA.

Tseng, Li-Jung. Medical, Pfizer Inc, New York, NY, USA.

Date Created

20170425

Year of Publication

2017

81.
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Inflammatory myofibroblastic tumour (IMT) is a rare benign neoplastic tumour, originally
described as an inflammatory pseudotumor. Only a single case of IMT in the spermatic cord
associated with undescended testes has been reported. We present a rare case of abdominal
IMT in a male infant with undescended bilateral testes. The abdominopelvic mass was suspected
to be a gonadal malignancy due to empty scrotal sac but proved to be otherwise on
histopathology. Mass was completely resected and orchiopexy was performed for both
undescended normal-appearing testes. The patient developed a recurrent mass 2months later
involving the left spermatic cord and the left testicle. Radical surgery was performed with removal
of the left testicle and spermatic cord. The patient was disease-free at 1-year follow-up.
Copyright © in®®tdup Rdi(inless stierwise stated in the text of the article) 2017. All
rights reserved. No commercial use is permitted unless otherwise expressly granted.
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A 45,X/46,XY Male with Orchidopexy Diagnosed with Mixed Germ Cell Tumor After 21-year
Follow-up.
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A case of a 45,X/46,XY boy with gonadal dysgenesis is presented. The patient showed
hypospadias and right undescended testis. He underwent underwent repair surgery for
hypospadias, right orchidopexy, and bilateral testicular biopsy. Testicular biopsy revealed no
malignant finding. He was followed-up annually by scrotum palpation. When the patient grew up
to 24 years old, he was diagnosed to have right testicular tumor. High orchiectomy revealed pT1
seminoma. The management of undescended testis in men with gonadal dysgenesis and
disordered sexual development is discussed.
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A multi-center, randomized, double-blind, placebo-controlled study was conducted with 158
subjects who were randomized to placebo or avanafil 50, 100, and 200 mg on demand for 8
weeks to evaluate the safety, tolerability, and efficacy of avanafil in the treatment of erectile
dysfunction (ED) in Korean men. The primary outcome was the erectile function (EF) domain
score of the International Index of Erectile Function (IIEF) questionnaire. Secondary outcomes

included changes in the scores of IIEF questions 3 and 4 (IIEF Q3, Q4) from baseline, changes in
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all domain scores in the IIEF from baseline, Sexual Encounter Profile questions 2-5 (SEP2-5), the
Global Efficacy Assessment Question (GEAQ), and the number of subjects whose EF domain
score at the 8th week visit was > 26. After 8 weeks of treatment, the dose groups except avanafil
50 mg scored significantly higher on the IIEF-EF domain from baseline than the placebo group.
The changes from baseline in the avanafil group in IIEF Q3 (all doses) and Q4 (200 mg alone)
were higher than the placebo group. The differences between avanafil and placebo groups were
significant in SEP2 (100 and 200 mg) and SEP3-5 (200 mg). The differences in the GEAQ "Yes"
response were also significant in the avanafil 100 and 200 mg groups. Regarding the ratio of
normal EF at the end of the study, avanafil 200 mg differed significantly from the placebo. Most
treatment-associated adverse events were mild and resolved spontaneously. This is a clinical trial
study and was registered at www.ClinicalTrials.gov (Identifier: NCT02477436).
Copyright © 2017 The Korean Academy of Medical Sci enc
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New NR5A1 mutations and phenotypic variations of gonadal dysgenesis.
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Mutations in NR5A1 have been reported as a frequent cause of 46,XY disorders of sex
development (DSD) associated to a broad phenotypic spectrum ranging from infertility,
ambiguous genitalia, anorchia to gonadal dygenesis and female genitalia. Here we present the
clinical follow up of four 46,XY DSD patients with three novel heterozygous mutations in the
NR5A1 gene leading to a p.T40P missense mutation and a p.18DKVSG22del nonframeshift
deletion in the DNA-binding domain and a familiar p.Y211Tfs*83 frameshift mutation. Functional
analysis of the missense and nonframeshift mutation revealed a deleterious character with loss of
DNA-binding and transactivation capacity. Both, the mutations in the DNA-binding domain, as
well as the familiar frameshift mutation are associated with highly variable endocrine values and

phenotypic appearance. Phenotypes vary from males with spontaneous puberty, substantial
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testosterone production and possible fertility to females with and without Mullerian structures and
primary amenorrhea. Exome sequencing of the sibling's family revealed TBX2 as a possible
modifier of gonadal development in patients with NR5A1 mutations.
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5alpha-Reductase Inhibitors for Treatment of Benign Prostatic Hyperplasia: A Systematic Review
and Meta-Analysis. [Review]
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BACKGROUND: Finasteride and dutasteride are competitive inhibitors of 5alpha-reductase
enzymes and are commonly used to treat symptomatic benign prostatic hyperplasia (BPH).
OBJECTIVE: To compare the efficacy and safety of finasteride and dutasteride in terms of
clinically important outcomes.

DATA SOURCES: A literature search was performed using the search terms "prostatic
hyperplasia”, "prostatic hypertrophy”, "dutasteride”, "finasteride", "quality of life", "adverse drug
reaction”, and "mortality”. The Embase, PubMed, Cochrane Central Register of Controlled Trials,
International Pharmaceutical Abstracts, Cumulative Index to Nursing and Allied Health Literature,
and Latin American and Caribbean Health Sciences Literature databases were searched from
inception to December 2015.

STUDY SELECTION AND DATA EXTRACTION: Randomized controlled trials, quasi-randomized
trials, and systematic reviews comparing finasteride with dutasteride, either as monotherapy or in
combination with alpha-blockers, for treatment of men with BPH were included. The outcomes of
interest included need for prostate-related surgery, episodes of acute urinary retention,
withdrawals due to adverse events, humber of patients experiencing serious adverse events,
mortality, and sexual dysfunction.

DATA SYNTHESIS: Four studies involving a total of 1879 patients were included in the analysis.
There were no significant differences in any of the clinically important outcomes examined: for
prostate-related surgery, odds ratio (OR) 2.01 (95% confidence interval [CI] 0.18-22.24); for
episodes of acute urinary retention, OR 1.47 (95% CI 0.68-3.19); for number of withdrawals due
to adverse events, OR 1.10 (95% CI 0.68-1.75); for total number of patients experiencing adverse
events, OR 0.94 (95% CI 0.78-1.14); for number of patients experiencing serious adverse events,
OR 1.31 (95% CI 0.87-1.97); and for sexual dysfunction, OR 0.83 (95% CI 0.64-1.08).
CONCLUSION: There is insufficient evidence to suggest that either finasteride or dutasteride
offers an advantage in efficacy or safety over the other, in terms of clinically important outcomes.
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INTRODUCTION: The aim of this study was to evaluate the incidence of sexual dysfunctions in
males with epilepsy, the type of epilepsy, the frequency of seizures, the type of antiepileptic drugs

(AEDSs), the serum hormonal profile and the presence of psychiatric comorbidity.
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METHODS: Sixty-one patients focused on type of epilepsy, frequency of seizures, AEDS,
hormonal profile and presence of mood disorders. We excluded all patients with severe
neurologic and psychiatric impairment and patient who were not able to fill questionnaires. Mean
age was 31.2 years (range 18-50 years); 31 patients (50.8%) had an idiopathic generalised
epilepsy and 30 (49.2%) a focal epilepsy; among them, latter 18 (60%) had probably symptomatic
type and 12 (40%) symptomatic type. Sexual functions were evaluated by "International Inventory
of Erectile Function" questionnaire.

RESULTS: Out of 61 enrolled patients, 22 (36.7%) showed sexual dysfunctions: erectile
dysfunctions in 14 (23%), orgasmic dysfunctions in (11.5%) and sexual drive dysfunctions in 12
(19.7%). Out of 61 patients, 36 were subjected to blood measurement of sexual hormones and 21
(58.3%) showed hormonal modifications.

CONCLUSIONS: Sexual dysfunction are present in 36.7% of enrolled males with epilepsy; there
is any association between sexual dysfunctions and various AEDs in the treatment, except for
carbamazepine (CBZ); there is not any association between sexual dysfunctions and frequency
of seizures; hormonal changes are associated with sexual dysfunction in males with epilepsy
treated with AEDs but not with the orgasmic dysfunction; there is not any association between
hormonal changes and type of AEDs, except for CBZ; depression is associated with sexual
dysfunctions.
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Administration of Goji (Lycium chinense Mill.) Extracts Improves Erectile Function in Old Aged
Rat Model.
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PURPOSE: This study investigated the effect of goji (Lycium chinense Mill.) on erectile
dysfunction in old-aged rats.

MATERIALS AND METHODS: Twenty-four 18-month-old male Sprague-Dawley rats (defined as
old-aged rats) were used. Treatment groups contained eight rats each: a control group, goji
extract of 150 mg/kg/day group, and goji extract of 300 mg/kg/day group. Treatment was by
orogastric tube once daily for 6 weeks. After 6 weeks of treatment, testes weight, serum
testosterone, superoxide dismutase, nitric oxide (NO)-cyclic guanosine monophosphate (cGMP)-
related parameters, intracavernous pressure/mean arterial pressure, and histological changes
were examined.

RESULTS: Treatments with goji extracts increased serum testosterone level, increased the
expression of endothelial NO synthase, neuronal NO synthase, and cGMP, improved the
oxidative stress marker, and decreased corporal fibrosis.

CONCLUSIONS: Our results indicate that goji extract may have a positive effect on erectile
dysfunction via its antioxidant effects.

Status

In-Data-Review

Authors Full Name

Moon, Hyong Woo; Park, Jung Woo; Lee, Kyu Won; Jeong, Hyun Cheol; Choi, Jin Bong; Choi,
Sae Woong; Bae, Woong Jin; Cho, Hyuk Jin; Ha, U Syn; Hong, Sung Hoo; Geum, Jeong Ho;
Hong, Seong Bin; Kim, Sae Woong.

Institution

Pagel32



Moon, Hyong Woo. Department of Urology, College of Medicine, The Catholic University of
Korea, Seoul, Korea. Park, Jung Woo. Department of Urology, College of Medicine, The
Catholic University of Korea, Seoul, Korea.

Lee, Kyu Won. Department of Urology, College of Medicine, The Catholic University of Korea,
Seoul, Korea.

Jeong, Hyun Cheol. Department of Urology, College of Medicine, The Catholic University of
Korea, Seoul, Korea.

Choi, Jin Bong. Department of Urology, College of Medicine, The Catholic University of Korea,
Seoul, Korea.

Choi, Sae Woong. Department of Urology, College of Medicine, The Catholic University of Korea,
Seoul, Korea.

Bae, Woong Jin. Department of Urology, College of Medicine, The Catholic University of Korea,
Seoul, Korea.

Bae, Woong Jin. Catholic Integrative Medicine Research Institute, The Catholic University of
Korea, Seoul, Korea.

Cho, Hyuk Jin. Department of Urology, College of Medicine, The Catholic University of Korea,
Seoul, Korea.

Ha, U Syn. Department of Urology, College of Medicine, The Catholic University of Korea, Seoul,
Korea.

Hong, Sung Hoo. Department of Urology, College of Medicine, The Catholic University of Korea,
Seoul, Korea.

Geum, Jeong Ho. Biomix Inc., Goyang, Korea.

Hong, Seong Bin. Biomix Inc., Goyang, Korea.

Kim, Sae Woong. Department of Urology, College of Medicine, The Catholic University of Korea,
Seoul, Korea.

Kim, Sae Woong. Catholic Integrative Medicine Research Institute, The Catholic University of
Korea, Seoul, Korea. ksw1227@catholic.ac.kr.

Date Created

20170108

Year of Publication

2017

88.

Pagel33



A phytotherapic approach to reduce sperm DNA fragmentation in patients with male infertility.
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INTRODUCTION: Infertility affects 50 to 80 million (between 8 and 12% of couples). Male factor
is a cause of infertility in almost half of the cases, mainly due to oligoasthenoteratozoospermia.
DNA fragmentation is now considered an important factor in the aetiology of male infertility. We
studied the effects on semen analysis and on DNA fragmentation of in vivo admnistration of Myo-
Inositol and Tribulus Terrestris plus Alga Ecklonia plus Biovis (Tradafertil; Tradapharma Sagl,
Swizerland) in men with previously diagnosed male infertility.

MATERIALS AND METHODS: Sixty patients were enrolled in the present study and were
randomized into two subgroups: the group A who received Myo-inositol 2000 mg, Tribulus
Terrestris 300 mg, Alga Ecklonia Bicyclis 200 mg and Biovis one tablet a day for 90 days, and the
group B (placebo group) who received one placebo tablet a day for 90 days. The primary efficacy
outcome was the improvement of semen characteristics after 3 months' therapy and the
secondary outcome was the reduction of the DNA fragmentation after treatment.

RESULTS: The groups were homogenous for age, hormonal levels, sperm concentration and all
parameters of sperm analysis. Sperm concentration and progressive motility improved after
treatment with Tradafertil (3.82 Mil/ml vs. 1.71 Mil/ml; p<0.05; 4.86% vs. 1.00%; p<0.05) as well
as the DNA fragmentation (-1.64% vs -0.39%, p<0.001). No side effects were revealed.
CONCLUSIONS: In conclusion, we can affirm that Tradafertil is safe and tolerable. It is a new
phytotherapic approach to Oligoasthenoteratospermia (OAT) syndrome that could lead to good
results without interacting with hypothalamic-pituitary-gonadal axis.

Status

In-Process

Authors Full Name

Capece, Marco; Romeo, Giuseppe; Ruffo, Antonio; Romis, Leo; Mordente, Salvatore; Di Lauro,
Giovanni.

Institution

Capece, Marco. Department of Urology, University Federico Il of Naples, Naples - Italy. Romeo,
Giuseppe. Department of Urology, University Federico Il of Naples, Naples - Italy.

Ruffo, Antonio. Department of Urology, University Federico Il of Naples, Naples - Italy.

Romis, Leo. Department of Urology, Hospital Santa Maria delle Grazie of Pozzuoli, Pozzuoli

(Naples) - Italy.

Pagel34



Mordente, Salvatore. Department of Urology, Hospital Santa Maria delle Grazie of Pozzuoli,
Pozzuoli (Naples) - Italy.

Di Lauro, Giovanni. Department of Urology, Hospital Santa Maria delle Grazie of Pozzuoli,
Pozzuoli (Naples) - Italy.

Date Created

20170106

Year of Publication

2017

89.

Chronic Administration of Tadalafil Improves the Symptoms of Patients with Amicrobic MAGI: An
Open Study.

La Vignera S; Condorelli RA; Mongioi LM; Calogero AE.

OVID Medline Epub Ahead of Print, In-Process & Other Non-Indexed Citations, Ovid
MEDLINE(R) Daily and Ovid MEDLINE(R) 1946 to Present

International Journal of Endocrinology Print. 2017:3848545, 2017.

[Journal Article]

Ul: 28465683

Aim of this study was to evaluate the effects of pharmacological treatment with Tadalafil 5mg
daily on symptoms and quality of sperm parameters in selected patients with amicrobic MAGI
(male accessory gland inflammation). 120 patients with amicrobic MAGI (mean age 27.0+/-6.0
years) with mild-moderate ED (erectile dysfunction) according to IIEF-5 (International Index of
Erectile Function 5 Items) scores underwent pharmacological treatment with Tadalafil 5mg daily
for six months. Before and after treatment these patients were evaluated through IIEF-5, semen
analysis (according to WHO Criteria, 2010), SI-MAGI (Structured Interview about Male Accessory
Gland Inflammation), and ultrasound evaluation. Patients with PVE (prostate-vesciculo-
epididymitis) showed a significant increase in the percentage of spermatozoa with total (16.0+/-
8.0 versus 30.0+/-6.0%) and progressive motility (8.00+/-10.0 versus 25.0+/-6.00%). It was a
significant reduction of the number of patients with complicated ultrasound forms (30.0 versus
52.0) and a significant increase of the number of patients with uncomplicated ultrasound form
(90.0 versus 68.0). Finally, there was a significant reduction in the percentage of patients with

alterations of sexual function different from DE, such as premature ejaculation (4.00 versus
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8.00%), painful ejaculation (4.00 versus 10.0%), delayed ejaculation (12.50 versus 8.00%), and
decreased libido (10.0 versus 25.0%).
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THERAPY FOR THE TREATMENT OF MALE HYPOGONADISM.
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OBJECTIVE: Testosterone replacement therapy is indicated for male hypogonadism. This study
aimed to evaluate the efficacy and safety of testosterone gel 2% (Tgel) over 90 days.
METHODS: This phase 3, open-label, noncomparator study was conducted in adult hypogonadal
men (2 consecutive fasting serum testosterone values <300 ng/dL and >86% subjects with
symptoms consistent with testosterone deficiency). Subjects applied Tgel 23 mg/day (single
pump-actuation using a hands-free cap applicator). The dose was uptitrated to 46 mg/day after 2
weeks if the 4-hour serum total testosterone level was <500 ng/dL. The dose could be further up-
or downtitrated to 23, 46, and 69 mg on Days 21, 42, and 63. The primary endpoint included the
percentage of subjects with average testosterone concentration (Cave (0-24)) between 300 and
1,050 ng/dL on Day 90. Safety endpoints were adverse events (AES), laboratory parameters, and
vital signs.

RESULTS: Of the 159 who enrolled, 139 men completed the study. Approximately three-quarters
(76.1%) of subjects met Cave criteria on Day 90. Most AEs were mild to moderate. There were 5
serious AEs, and 1 (myocardial infarction) was judged as possibly related to Tgel. Confirmed
excessive increases in prostate-specific antigen or hematocrit levels were rare. Tgel had a
favorable local skin tolerability profile.

CONCLUSION: Overall, 76% of subjects achieved Cave between 300 and 1,050 ng/dL with Tgel.
Symptoms of testosterone deficiency improved with few safety concerns.

ABBREVIATIONS: AE = adverse event Cave(0-24) = average testosterone concentration Cl =
confidence interval Cmax = maximum concentration IIEF = International Index of Erectile
Function MAF = Multidimensional Assessment of Fatigue PK = pharmacokinetic PSA = prostate-
specific antigen SAE = serious adverse event SF-12 = Short Form 12 Health Survey Tgel =
testosterone gel 2% Tmax = time to achieve maximum concentration TRT = testosterone
replacement therapy.
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CENTRAL DIABETES INSIPIDUS: CLINICAL CHARACTERISTICS AND LONG-TERM COURSE
IN A LARGE COHORT OF ADULTS.
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OBJECTIVE: Central diabetes insipidus (CDI) is a rare heterogeneous condition with various
underlying causes. This study sought to increase the still-limited data on the clinical
characteristics and long-term course in adults diagnosed with CDI.

METHODS: Data on demographics, presentation, imaging findings, affected pituitary axes,
treatment, and complications were collected retrospectively from the files of 70 adult patients with
CDl followed at a referral endocrine clinic.

RESULTS: Forty women and 30 men were included. Mean age was 46.8 +/- 15 years at the time
of this study and 29.3 +/- 20 years at CDI diagnosis. Twenty-eight patients were diagnosed in
childhood. Forty patients (57%) acquired CDI following surgery. Main sellar pathologies were:
craniopharyngioma, 17 patients (11 diagnosed in childhood); Langerhans histiocytosis, 10
patients (5 diagnosed in childhood); 7 patients (all diagnosed as adults) had a growth hormone-
secreting adenoma; 12 patients (17%; 6 diagnosed in childhood) had idiopathic CDI. At least one
anterior pituitary axis was affected in 73% of the cohort: 59% had growth hormone deficiency,
56% hypogonadism, 55% central hypothyroidism, 44% adrenocorticotropic hormone-cortisol
deficiency. Patients with postoperative/trauma CDI (n = 44) tended to have multiple anterior
pituitary axes deficits compared to the nonsurgical group of patients. All patients were treated
with vasopressin preparations, mostly nasal spray. Hyponatremia developed in 32 patients, more
in women, and was severe (<125 mEg/L) in 10 patients. Hypernatremia (>150 mEg/L) was
noticed in 5 patients. Overall, the calculated complication rate was 22 in 1,250 treatment-years.
CONCLUSION: Most adult patients with CDI have anterior pituitary dysfunction. Stability is
usually achieved with long-term treatment. Women were more susceptible to desmopressin
complications, albeit with an overall relatively low complication rate.

ABBREVIATIONS: ACTH = adrenocorticotropic hormone CDI = central diabetes insipidus GH =
growth hormone MRI = magnetic resonance imaging.
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INTRODUCTION: Epidemiological studies suggest a link between the symptoms of lower urinary
tract (LUTS) caused by benign prostatic hyperplasia (BPH) and erectile dysfunction (ED).
Increasing expected period of life, justify the interest of establishing correlations LUTS / BPH and
ED in order to find more efficient ways of treating these pathologies.

GOAL: The objective was to evaluate the correlation of symptoms in LUTS/BPH with the degree
of ED.

PATIENTS AND METHODS: The study was conducted as a prospective study which involved
males aged 40-60 yr with present symptoms of LUTS/BPH. All study subjects underwent
guantification of subjective symptoms through the International Prostate Symptom Score-IPSS
and International Index of Erectile Dysfunction- IIEF-5. The first group of respondents had IPSS
0-8, second group IPSS 9-19 and the third group IPSS 20 to 35.

RESULTS: The results of ANOVA (F =112.492, p = 0.000) showed that there was a statistically
significant difference (p <0.05) between groups in degree of erectile function (IIEF). Tahmane test
showed that there was a statistically significant difference between the first and second group (p
= 0.000 <0.05), the first and third group (p = 0.000 <0.05) and the second and third group (p =
0.000 <0.05). Mean degree of ED correlates with IPSS. The results of Fisher's exact test (p =
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0.000) confirmed that there was a statistically significant relationship (p <0.05) between the IPSS
score and degree of erectile dysfunction (IIEF).

CONCLUSION: Elderly patients have a significantly higher value of IPSS score compared to
younger patients. The degree of erectile dysfunction is correlated with symptoms of IPSS score.
Severity of symptoms of LUTS/BPH and higher IPSS score, worsens the ED. Results of IIEF-5
score are inversely proportional with symptoms of IPSS score, and increase in IPSS score comes
to a decline in lIIEF score.
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Ethanol-induced erectile dysfunction and increased expression of pro-inflammatory proteins in the
rat cavernosal smooth muscle are mediated by NADPH oxidase-derived reactive oxygen species.
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Ethanol consumption is associated with an increased risk of erectile dysfunction (ED), but the
molecular mechanisms through which ethanol causes ED remain elusive. Reactive oxygen
species are described as mediators of ethanol-induced cell toxicity/damage in distinctive tissues.

The enzyme NADPH oxidase is the main source of reactive oxygen species in the endothelium
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and vascular smooth muscle cells and ethanol is described to increase NADPH oxidase
activation and reactive oxygen species generation. This study evaluated the contribution of
NADPH oxidase-derived reactive oxygen species to ethanol-induced ED, endothelial dysfunction
and production of pro-inflammatory and redox-sensitive proteins in the rat cavernosal smooth
muscle (CSM). Male Wistar rats were treated with ethanol (20% v/v) or ethanol plus apocynin
(30mg/kg/day; p.o. gavage) for six weeks. Apocynin prevented both the decreased in
acetylcholine-induced relaxation and intracavernosal pressure induced by ethanol. Ethanol
increased superoxide anion (O2-) generation and catalase activity in CSM, and treatment with
apocynin prevented these responses. Similarly, apocynin prevented the ethanol-induced
decreased of nitrate/nitrite (NOXx), hydrogen peroxide (H202) and SOD activity. Treatment with
ethanol increased p47phox translocation to the membrane as well as the expression of Nox2,
COX-1, catalase, iINOS, ICAM-1 and p65. Apocynin prevented the effects of ethanol on protein
expression and p47phox translocation. Finally, treatment with ethanol increased both TNF-alpha
production and neutrophil migration in CSM. The major new finding of this study is that NADPH
oxidase-derived reactive oxygen species play a role on chronic ethanol consumption-induced ED
and endothelial dysfunction in the rat CSM.

Copyright © 2017 Elsevier B.V. AlIl rights reserved.
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Patterns of Mood and Personality Factors and Associations With STI/HIV-Related Drug and Sex
Risk Among African American Male Inmates.
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BACKGROUND: Research on the association between antisocial personality disorder (ASPD)
with comorbid mental disorders and sexually transmitted infection (STI)/HIV risk among inmates
is scant despite the high prevalence of psychopathology and of STI/HIV in this population.
METHODS: We used baseline data from Project DISRUPT, a cohort study conducted among
incarcerated African American men (n = 207), to measure associations between ASPD and
STI/HIV risk. We also conducted latent class analyses (LCAS) to identify subgroups defined by
ASPD with comorbid stress, depression, and borderline personality disorder symptoms and
measured associations between latent class membership and STI/HIV risk.

RESULTS: Approximately 15% had ASPD and 39% reported depression. Controlling for
sociodemographics, stress, and depression, ASPD was independently associated with illicit [AOR
= 3.23, 95% confidence interval (Cl): 1.18-8.87] and injection drug use (AOR: 5.49, 95% CI: 1.23-
24.42) but not with sexual risk. LCAs suggested that those at high risk of ASPD were likely to
experience co-morbid mental disorders. ASPD comorbid with these disorders was linked to drug

and sex risk.
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CONCLUSIONS: STI/HIV prevention for inmates should incorporate diagnosis and treatment of
ASPD and comorbid disorders, and interventions to address ASPD-related factors (e.qg.,
impulsivity) that drive STI/HIV risk.
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Using Statistics and Data Mining Approaches to Analyze Male Sexual Behaviors and Use of
Erectile Dysfunction Drugs Based on Large Questionnaire Data.
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The prevalence of erectile dysfunction (ED) has been extensively studied worldwide. Erectile
dysfunction drugs has shown great efficacy in preventing male erectile dysfunction. In order to
help doctors know drug taken preference of patients and better prescribe, it is crucial to analyze
who actually take erectile dysfunction drugs and the relation between sexual behaviors and drug
use. Existing clinical studies usually used descriptive statistics and regression analysis based on
small volume of data. In this paper, based on big volume of data (48,630 questionnaires), we use
data mining approaches besides statistics and regression analysis to comprehensively analyze
the relation between male sexual behaviors and use of erectile dysfunction drugs for unravelling
the characteristic of patients who take erectile dysfunction drugs. We firstly analyze the impact of
multiple sexual behavior factors on whether to use the erectile dysfunction drugs. Then, we
explore to mine the Decision Rules for Stratification to discover patients who are more likely to
take drugs. Based on the decision rules, the patients can be partitioned into four potential groups
for use of erectile dysfunction: high potential group, intermediate potential-1 group, intermediate
potential-2 group and low potential group. Experimental results show 1) the sexual behavior
factors, erectile hardness and time length to prepare (how long to prepares for sexual behaviors
ahead of time), have bigger impacts both in correlation analysis and potential drug taking patients
discovering; 2) odds ratio between patients identified as low potential and high potential was
6.098 (95% confidence interval, 5.159-7.209) with statistically significant differences in taking
drug potential detected between all potential groups.
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Normative penile anthropometry in term newborns in Kumasi, Ghana: a cross-sectional
prospective study.
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BACKGROUND: Genital measurements are a useful adjunct in the early detection of various
endocrine conditions including hypopituitarism and disorders of sexual differentiation. Standards
for genital sizes have been published but racial/ethnic differences exist. This study was done to
establish norms for genital sizes in term Ghanaian male newborns.

METHODS: This was a cross-sectional study of all apparently well full-term newborns of
postnatal age<48 h and birth weight between 2.5 and 4.0 kg delivered at Komfo Anokye Teaching
Hospital within the study period. Anthropometric and genital parameters were documented for
study subjects as well as parental socio-demographic indices.

RESULTS: A total of 644 male newborns were recruited between May and September 2014. The
mean penile length (MPL) was 3.3+/-0.5 cm and the mean penile width (MPW) was 1.05+/-0.1
cm. An inverse relationship was found between maternal age and MPL (correlation coefficient -
0.062, 95% CI -0.121 to -0.002; p=0.04). MPL was also significantly different (p=0.04) by mode of
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delivery, with babies delivered by caesarean section having the lowest MPL. MPL correlated
positively with both gestational age (p=0.04) and birth length (p<0.001), while MPW correlated
proportionally with birth weight and length (p<0.001 for both).

CONCLUSIONS: Using the conventional definition of micropenis as stretched penile length
(SPL)<2.5 standard deviation (SD) below the mean and macropenis as an SPL>2.5 SD, a
Ghanaian term newborn may warrant investigation if he has an MPL<2.1 cm or>4.4 cm.
Status

In-Data-Review

Author Initials

Asafo-Agyei, Serwah Bonsu; ISNI: 0000 0004 0466 0719 Asafo-Agyei, Serwah Bonsu; GRID:
0000 0004 0466 0719

Ameyaw, Emmanuel; ISNI: 0000 0004 0466 0719

Ameyaw, Emmanuel; GRID: 0000 0004 0466 0719

Chanoine, Jean-Pierre; ISNI: 0000 0001 2288 9830

Chanoine, Jean-Pierre; GRID: 0000 0001 2288 9830

Nguah, Samuel Blay; ISNI: 0000 0004 0466 0719

Nguah, Samuel Blay; GRID: 0000 0004 0466 0719

Authors Full Name

Asafo-Agyei, Serwah Bonsu; Ameyaw, Emmanuel; Chanoine, Jean-Pierre; Nguah, Samuel Blay.
Institution

Asafo-Agyei, Serwah Bonsu. Department of Child Health, Komfo Anokye Teaching Hospital,
Kumasi, Ghana. Ameyaw, Emmanuel. Department of Child Health, Komfo Anokye Teaching
Hospital, Kumasi, Ghana.

Chanoine, Jean-Pierre. Endocrinology and Diabetes Unit, British Columbia's Children's Hospital,
University of British Columbia, Vancouver, BC Canada.

Nguah, Samuel Blay. Department of Child Health, Komfo Anokye Teaching Hospital, Kumasi,
Ghana.

Date Created

20170202

Year of Publication

2017

97.

Pagel46
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It is well recognized that bone loss accelerates in hypogonadal states, with female menopause
being the classic example of sex hormones affecting the regulation of bone metabolism.
Underrepresented is our knowledge of the clinical and metabolic consequences of overt male
hypogonadism, as well as the more subtle age-related decline in testosterone on bone quality.
While menopause and estrogen deficiency are well-known risk factors for osteoporosis in women,
the effects of age-related testosterone decline in men on bone health are less well known. Much
of our knowledge comes from observational studies and retrospective analysis on small groups of
men with variable causes of primary or secondary hypogonadism and mild to overt testosterone
deficiencies. This review aims to present the current knowledge of the consequences of adult
male hypogonadism on bone metabolism. The direct and indirect effects of testosterone on bone
cells will be explored as well as the important differences in male osteoporosis and assessment
as compared to that in females. The clinical consequence of both primary and secondary
hypogonadism, as well as testosterone decline in older males, on bone density and fracture risk
in men will be summarized. Finally, the therapeutic options and their efficacy in male osteoporosis
and hypogonadism will be discussed.
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Lower Urinary Tract Symptoms, Erectile Dysfunction, and Quality of Life in Poststroke Men: A
Controlled Cross-Sectional Study.
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The aim of the current study was to compare lower urinary tract symptoms (LUTS), erectile
dysfunction (ED), and quality of life (QoL) in poststroke and healthy men. Thirty poststroke men
with stroke-related LUTS, and as controls, 96 healthy men participated in this controlled, cross-
sectional study. Participants filled in the Danish Prostate Symptom Score (DAN-PSS-1)
Questionnaire, the International Index of Erectile Function (IIEF-5), the 36-ltem Short Form (SF-
36), the Nocturia Quality-of-Life (N-QoL) Questionnaire. In the age group <55 years, comparing
poststroke men with healthy controls both with LUTS, the results indicated DAN-PSS-1, total
score median 13 (4-17) versus 3 (2-6), p = .05; IIEF-5 25 (14-25) versus 24 (23-25), p = .06; SF-
12, total score 499 (360-679) versus 695 (644-734), p = .02; and N-QoL 98 (70-100) versus 96
(90-100), p = .65. In the age group >55 years, comparing poststroke men with healthy controls
both with LUTS, the results indicated DAN-PSS-1, total score 13 (8-24) versus 5 (2-7), p < .01;
IIEF-5 13 (5-20) versus 25 (24-25), p < .01; SF-36, total score 585 (456-718) versus 742 (687-
772), p <.01; and N-QoL, total score 81 (66-95) versus 98 (80-100), p <.01. The results
demonstrated that in age group above, but not below 55 years, poststroke men with LUTS had
significantly higher frequency of severe and bothersome LUTS and ED than the healthy controls
with LUTS, while QoL and N-QoL were significantly lower in comparison. It is recommended to
identify and assess older poststroke men for LUTS, ED, and QoL.
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Gonadal hormones have been well-known to affect brain regions known to be involved in the
modulation of mood and affective-related behavior. Prenatal stress might alter hypothalamic-
pituitary-gonadal axis, it could be a target for development of affective-related disorders in male
offspring. The present study was designed to examine an anxiety-like behavior in the adult male
offspring with low levels of endogenous androgens delivered from preghant dams exposed to

prenatal stress from gestation day 15 to gestation day 19. The non-stressed and prenatally
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stressed intact, gonadectomized (GDX) and GDX male offspring treated with oil solvent or
testosterone propionate (TP, 0.5 mg/kg, s.c., 14 days, once daily) were used in all experiments.
Anxiety-like behavior was assessed in the elevated plus maze (EPM) and the open field test
(OFT), respectively. Also, testosterone levels in the blood serum were measured in all
experimental groups of offspring. Prenatally stressed GDX offspring demonstrated a significant
decrease for time spent into the open arms and increase for time spent into the closed arms as
compared to the non-stressed offspring. Administration of TP to the prenatally stressed GDX
offspring resulted in a more markedly decrease of the time spent into the open arms and
significantly raised the time spent into the closed arms as compared to the non-stressed GDX
offspring treated with TP, non-stressed/prenatally stressed GDX offspring. Prenatally stressed
GDX offspring showed a significant increase of crossing, rearing, grooming and defecation as
compared to the prenatally stressed control offspring. On the contrary, administration of TP to the
prenatally stressed GDX offspring significantly decreased crossing behavior, frequency of rearing
and grooming behavior as compared to the non-stressed GDX offspring treated with TP, non-
stressed/prenatally stressed GDX offspring. Prenatally stressed GDX offspring demonstrated a
significant decrease of testosterone levels as compared to the non-stressed/prenatally stressed
intact offspring, as well as non-stressed GDX offspring. Administration of TP significantly
increased testosterone levels when prenatally stressed GDX offspring were compared with the
prenatally stressed intact offspring, non-stressed/prenatally stressed GDX offspring. Thus, the
results of the study clearly suggest that gonadectomy and TP supplementation profoundly
changed an anxiety-related behavior in prenatally stressed male offspring in the EPM. Our
current findings suggest that androgen deficiency in the prenatally stressed male offspring
produces the high anxiety level and induces a marked anxious-like state. TP supplementation
provokes development of profoundly anxious-like state in the prenatally stressed male offspring,
Furthermore, this is the first study to show anxiogenic-like effect of TP administration on anxiety-
related states in prenatally stressed male offspring with androgen deficiency.
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BACKGROUND: Abnormal vision has been reported by 3% of patients treated with sildenafil
citrate (Viagra). Although many men use Viagra for an extended period for treatment of erectile
dysfunction, the implications of the long term-daily use of it on the retina and optic nerve are
unclear.

AIM OF THE WORK: To investigate the effect of chronic daily use of sildenafil citrate in a dose
equivalent to men preferred therapeutic dose on the histology of the retina and optic nerve of

adult male rat.
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MATERIAL & METHODS: Eighteen adult male Wistar rats were equally divided into three groups.
Group I: control. Group II:; treated with sildenafil citrate orally (10mg/kg/day) for 8 weeks. Group IlI
(withdrawal): treated as group Il and then left for 4 weeks without treatment. Specimens from the
retina and optic nerve were processed for light and electron microscopy.

RESULTS: In sildenafil citrate treated group, the retina and optic nerve revealed vacuolations and
congested blood capillaries with apoptotic endothelial and pericytic cells, and thickened basal
lamina. Caspase-3 (apoptotic marker) and CD31 (endothelial marker) expression increased. Glial
cells revealed morphological changes: Muller cells lost their processes, activated microglia,
astrocytic clasmatodendrosis, degenerated oligodendrocytes surrounded by disintegrated myelin
sheathes of the optic nerve fibers. The retina and optic nerve of the withdrawal group revealed
less vacuolations and congestion, and partial recovery of the glial cells.

CONCLUSION: Chronic treatment with sildenafil citrate (Viagra) caused toxic effect on the
structure of the retina and optic nerve of the rat. Partial recovery was observed after drug
withdrawal.

Copyright © 2017 Elsevier Ltd. AlI rights reserved.
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AIM: To evaluate treatment response in men with erectile dysfunction (ED) and concomitant
comorbidities.

METHODS: Data were pooled from 42 placebo-controlled, flexible-dose sildenafil trials. In most
trials, the sildenafil dose was 50 mg, taken ~1 hour before sexual activity but not more than once
daily, with adjustment to 100 or 25 mg as needed. The overall population (N=9413) was stratified
by age (<45, 46-64, >65 years). Treatment response was defined as a minimal clinically important
difference (MCID) from baseline in the International Index of Erectile Function-Erectile Function
(IEF-EF) domain score of >2, >5 and >7 for men with mild, moderate and severe ED at baseline,
respectively, or an IIEF-EF domain score >26 (no ED) at end-point.

RESULTS: In the overall population, treatment response using the IIEF-EF MCID definition was
significantly greater (P<.0001) with sildenafil vs placebo in men with no comorbidity (77% vs
33%), cardiovascular disease/hypertension only (71% vs 27%), diabetes only (63% vs 24%) or
depression only (78% vs 29%). Using an IIEF-EF score >26, treatment response was significantly
greater (P<.0001) with sildenafil vs placebo in men with no comorbidity (49% vs 17%),
cardiovascular disease/hypertension only (48% vs 12%), diabetes only (40% vs 12%) or
depression only (60% vs 17%). With each definition, the treatment response for each age and
comorbidity was significantly greater (P<.0065) with sildenafil vs placebo.

CONCLUSION: The treatment response was significantly greater with sildenafil vs placebo in
men with ED and each comorbidity regardless of age.

Copyright © 2017 John Wiley & Sons Ltd.
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BACKGROUND: The aim of this study is to review and present the clinical features and process
of evaluation and treatment for OT-DSD in a single center in recent years in China.

METHODS: Sixteen patients with OT-DSD during the past 4 years underwent the evaluation and
treatment in a single center. The clinical characteristics and outcomes of surgery were analyzed.
RESULTS: The surgical age ranged from 17 months to 66 months with a mean age of 20 months,
and the mean follow-up was 30 months (4 months to 56 months). The presentation in 11 patients
was ambiguous genitalia, and the rest 5 patients were suspected to have DSD in preoperative
examination before hypospadias repair. The karyotypes were 46, XX in 11 patients, 46, XX/46,
XY in 3, 46, XX/47, XXY in 1, and 46, XY in 1. Initial reared sex was male in 14 patients, female
in 1, and undetermined in 1. After surgery, genders were reassigned in 3 patients, while 15
patients were raised as male with testicular tissue left. Only 1 patient with ovarian tissue left was
raised as female. Repair was completed in 11 males and 1 female, and stage | urethroplasty was
done in 4 males. No further surgery to remove the gonads was needed for inconsonance of
gender assignment. No gonadal tumors were detected.

CONCLUSIONS: OT-DSD is a rare and complex deformity with few systematic reports in China.
It's important to establish a regular algorithm for evaluation and treatment of OT-DSD.

Status

In-Process

Authors Full Name

Mao, Yu; Chen, Shaoji; Wang, Ru; Wang, Xuejun; Qin, Daorui; Tang, Yunman.

Institution

Mao, Yu. Department of Pediatric Surgery of Children's Medical Center, Sichuan Academy of

Medical Sciences & Sichuan Provincial People's Hospital, Chengdu, China. Chen, Shaoiji.

Pagel54



Department of Pediatric Surgery of Children's Medical Center, Sichuan Academy of Medical
Sciences & Sichuan Provincial People's Hospital, Chengdu, China.

Wang, Ru. Department of Burn and Plastic Surgery, West China Hospital of Sichuan University,
Chengdu, China.

Wang, Xuejun. Department of Pediatric Surgery of Children's Medical Center, Sichuan Academy
of Medical Sciences & Sichuan Provincial People's Hospital, Chengdu, China.

Qin, Daorui. Department of Pediatric Surgery of Children's Medical Center, Sichuan Academy of
Medical Sciences & Sichuan Provincial People's Hospital, Chengdu, China.

Tang, Yunman. Department of Pediatric Surgery of Children's Medical Center, Sichuan Academy
of Medical Sciences & Sichuan Provincial People's Hospital, Chengdu, China. toil112@163.com.
Date Created

20170329

Year of Publication

2017

103.

In Situ Activation of Penile Progenitor Cells With Low-Intensity Extracorporeal Shockwave
Therapy.

Lin G; Reed-Maldonado AB; Wang B; Lee YC; Zhou J; Lu Z; Wang G; Banie L; Lue TF.

OVID Medline Epub Ahead of Print, In-Process & Other Non-Indexed Citations, Ovid
MEDLINE(R) Daily and Ovid MEDLINE(R) 1946 to Present

Journal of Sexual Medicine. 14(4):493-501, 2017 Apr.

[Journal Article]

Ul: 28258952

BACKGROUND: We previously reported that progenitor cells, or stem cells, exist within penile
tissue. We hypothesized that acoustic wave stimulation by low-intensity extracorporeal
shockwave therapy (Li-ESWT) would activate local stem or progenitor cells within the penis,
producing regenerative effects.

AIMS: To study the feasibility of in situ penile progenitor cell activation by Li-ESWT.
METHODS: We performed a cohort analysis of young and middle-age male Sprague-Dawley rats
treated with 5-ethynyl-2'-deoxyuridine (EdU) pulse followed by Li-ESWT. In addition, Li-ESWT
was applied to cultured Schwann cells and endothelial cells to study the molecular mechanism

involved in cell proliferation. Thirty minutes before LI-ESWT, each rat received an intraperitoneal
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injection of EdU. LI-ESWT was applied to the penis at very low (0.02 mJ/mm2 at 3 Hz for 300
pulses) or low (0.057 mJ/mm2 at 3 Hz for 500 pulses) energy levels. The endothelial and
Schwann cells were treated with very low energy (0.02 mJ/mmz2 at 3 Hz for 300 pulses) in vitro.
OUTCOMES: At 48 hours or 1 week after Li-ESWT, penile tissues were harvested for histologic
study to assess EdU+ and Ki-67+ cells, and cell proliferation, Ki-67 expression, Erk1/2
phosphorylation, translocation, and angiogenesis were examined in cultured Schwann and
endothelial cells after LI-ESWT.

RESULTS: Li-ESWT significantly increased EdU+ cells within penile erectile tissues (P < .01) at
48 hours and 1 week. There were more cells activated in young animals than in middle-age
animals, and the effect depended on dosage. Most activated cells were localized within
subtunical spaces. In vitro studies indicated that Li-ESWT stimulated cell proliferation through
increased phosphorylation of Erk1/2.

CLINICAL TRANSLATION: The present results provide a possible explanation for the clinical
benefits seen with Li-ESWT.

STRENGTHS AND LIMITATIONS: The main limitation of the present project was the short period
of study and the animal model used. Li-ESWT could be less effective in improving erectile
function in old animals because of the decreased number and quality of penile stem or progenitor
cells associated with aging.

CONCLUSION: Li-ESWT activation of local penile progenitor cells might be one of the
mechanisms that contribute to the beneficial effects of shockwave treatment for erectile
dysfunction, which represents a non-invasive alternative to exogenous stem cell therapy. Lin G,
Reed-Maldonado AB, Wang B, et al. In Situ Activation of Penile Progenitor Cells With Low-
Intensity Extracorporeal Shockwave Therapy. J Sex Med 2017;14:493-501.

Copyright @atigchdl Societyl far Bezual Medicine. Published by Elsevier Inc. All rights
reserved.
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STUDY QUESTION: What is the prevalence and functional consequence of ANOS1 (KAL1)
mutations in a group of men with congenital hypogonadotropic hypogonadism (CHH)?
SUMMARY ANSWER: Three of forty-two (7.1%) patients presented ANOS1 mutations, including
a novel splice site mutation leading to exon skipping and a novel contiguous gene deletion
associated with ichthyosis.

WHAT IS KNOWN ALREADY: CHH is characterized by lack of pubertal development and
infertility, due to deficient production, secretion or action of GnRH, and can be associated with
anosmia/hyposmia (Kallmann syndrome, KS) or with a normal sense of smell (hormosmic CHH).
Mutations in the anosmin-1 (ANOS1) gene are responsible for the X-linked recessive form of KS.
STUDY DESIGN, SIZE, DURATION: This cross-sectional study included 42 unrelated men with
CHH (20 with KS and 22 with normosmic CHH).

PARTICIPANTS/MATERIALS, SETTING, METHODS: Patients were screened for mutations in
the ANOS1 gene by DNA sequencing. Identified mutations were further investigated by RT-PCR
analysis and multiplex ligation-dependent probe amplification (MLPA) analysis.

MAIN RESULTS AND THE ROLE OF CHANCE: Hemizygous mutations were identified in three
(7.1%) KS cases: a novel splice acceptor site mutation (c.542-1G>C), leading to skipping of exon
5 in the ANOSL1 transcript in a patient with self-reported normosmia (but hyposmic upon testing);
a recurrent nonsense mutation (c.571C>T, p.Argl191*); and a novel 4.8 Mb deletion involving
ANOS1 and eight other genes (VCX3B, VCX2, PNPLA4, VCX, STS, HDHD1, VCX3A and
NLGN4X) in KS associated with ichthyosis.

LIMITATIONS, REASONS FOR CAUTION: Objective olfactory testing was not performed in all
cases of self-reported normosmia and this may have underestimated the olfactory deficits.
WIDER IMPLICATIONS OF THE FINDINGS: This study further expands the spectrum of known
genetic defects associated with CHH and suggests that patients with self-reported normal
olfactory function should not be excluded from ANOS1 genetic testing.

STUDY FUNDING/COMPETING INTEREST(S): This study was funded by the Portuguese
Foundation for Science and Technology. The authors have no conflicts of interest.
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PURPOSE OF REVIEW: According to an Endocrine Society Clinical Practice Guideline published
in June 2010, testosterone replacement therapy (TRT) should be administered only to men who
are hypogonadal with documented low testosterone level on two morning measurements. This
recommendation was based on previous studies that did not show an increased risk in
cardiovascular events with TRT. In contrast, recent studies did show an increased risk which
prompted the FDA to investigate further.

RECENT FINDINGS: Multiple studies suggested an increased risk in cardiovascular events
among groups of men prescribed TRT. There is recent evidence that TRT can be associated with
higher cardiovascular risks, while these risks are still not well established, and more well-
designed trials are needed. Physicians should always be cautious when prescribing TRT to their
patients. Potential risks should be discussed with each patient, and TRT requires regular
monitoring to help minimize side effects.
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OBJECTIVE: The use of topical local anesthetics in the form of creams, gel or spray is the oldest
method of retarding ejaculation. However, several studies have suggested that
phosphodiesterase type 5 inhibitors (5-PDEIS) show a potential therapeutic use in the treatment
of premature ejaculation (PE). The aim of this study was to compare the efficacy and tolerability
of tadalafil-only, tadalafil plus local anesthetic spray (lidocaine), and topical lidocaine spray-only
before intercourse on the intravaginal ejaculatory latency time (IELT) of patients with lifelong PE.
PATIENTS AND METHODS: The study included 78 men in stable heterosexual, monogamous
relationships (of >3 months) who were diagnosed with lifelong PE. The patients were divided into

three groups: G1: 25 patients who received lidocaine spray 10 g/100 ml at 5 min before
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intercourse; G2: 27 patients who received tadalafil 5 mg once daily; G3: 26 patients who treated
with tadalafil once daily plus lidocaine spray before planned sexual activity. The treatments were
continued for up to three months in all groups. Moreover, the quality of their sexual attempts was
rated on a 5-point scale. Follow-up was made at 1-month and 3-month.

RESULTS: Not statistically significant differences emerged between the three groups at baseline.
Mean ejaculatory latency time at the 3-month follow-up in G1, G2 and G3 was 3.7+/-1.3, 3.4+/-
1.5, 5.6+/-1.7 (p<0.001). Mean satisfaction score was at the 3-month follow-up in G1:; 2.8+/-1.4, in
G2: 2.9+/-1.8, and G3: 3.7+/-1.5 (p<0.002). None of the patients withdrew from the study
because of these adverse events.

CONCLUSIONS: This study demonstrates that tadalafil used daily has a role on treatment in
lifelong PE. This action is valid when combined strategically to the synergistic action of lidocaine
spray applied before intercourse increasing significantly the mean IELT.
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BACKGROUND: The prevalence of erectile dysfunction among diabetic men varies between 35-
90%. Although erectile dysfunction is widespread among men with diabetes, the condition often
remains undiagnosed and demands appropriate assessment and prompt treatment. Erectile
dysfunction can affect all aspects of a patient's life including physical, emotional, social, sexual,
and relationships. The main aim of this study is to determine the prevalence and determinants of
erectile dysfunction among diabetic patients attending hospitals in the Central and Northwest
zone of Tigray, Ethiopia.

METHODS: A hospital based cross-sectional study was conducted on 249 male diabetic patients
attending five hospitals in the Central and Northwestern Zone of Tigray, Ethiopia using systematic
random sampling. The data was collected from January 1 - February 30, 2016 and was entered
and analyzed using SPSS version 20. Correlation and multivariate logistic regression was
employed to test associations between independent and outcome variables.

RESULTS: The mean age of study participants was 43.39 years and the mean duration of
diabetes diagnosis was 6.22 years. The overall prevalence of erectile dysfunction was 69.9%,
with 32.9% suffering from mild, 31.7% moderate, and 5.2% severe erectile dysfunction.
Multivariate logistic regression revealed that erective dysfunction was significantly predicted by
old age (Adjusted Odds Ratio [AOR] =15.013, CI:3.212-70.166), longer duration of diabetes
(AOR=3.77, CI:1.291-11.051), and lower monthly income (AOR=0.285, CI:0.132-0.615). No
association was found with body mass index, co-morbidity, glycemic control, and alcohol
consumption.

CONCLUSION: The prevalence of erective dysfunction in this study population was very high.
Age, income, and duration of diabetes were the independent predictors of erectile dysfunction.
Nearly all of the patients in the sample (97%) had not been screened or treated for erectile
dysfunction. Assessment and management of erectile dysfunction in the diabetic clinic should be
part of routine medical care during follow-up visits with diabetic patients. Healthcare providers
should put an emphasis on screening and treating older patients and those who had a diabetes
diagnosis for a longer duration.
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The treatment of hypogonadism in men is of great interest to both patients and providers. There
are a number of testosterone formulations currently available and several additional formulations
under development. In addition, there are some lesser-used alternative therapies for the
management of male hypogonadism, which may have advantages for certain patient groups. The
future of hypogonadism therapy may lie in the development of selective androgen receptor
modulators that allow the benefits of androgens whilst minimizing unwanted side effects.
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OBJECTIVES: To study the usefulness of MRI in preoperative evaluation of PFUDD. Can MRI
provide additional information on urethral distraction defect (UDD) and cause of erectile
dysfunction (ED)?

MATERIALS AND METHODS: In this prospective study, consecutive male patients presenting
with PFUDD were included from Feb 2011 till Dec 2012. Those with traumatic spinal cord injury
and pre-existing ED were excluded. Patients were assessed using IIEF questionnaire, retrograde
urethrogram and micturating cystourethrogram (RGU+MCU) and MRI pelvis. Primary end point
was erectile function and secondary end point was surgical outcome.

RESULTS: Twenty patients were included in this study. Fourteen patients (70%) were <40years;
fifteen patients (75%) had ED, seven patients (35%) had severe ED. MRI findings associated with
ED were longer median UDD (23mm vs. 15mm, p=0.07), cavernosal injury (100%, p=0.53), rectal
injury (100%, p=0.53), retropubic scarring (60%, p=0.62) and prostatic displacement (60%,
p=0.99). Twelve patients (60%) had a good surgical outcome, five (25%) had an acceptable
outcome, three (15%) had a poor outcome. Poor surgical outcome was associated with rectal
injury (66.7%, p=0.08), cavernosal injury (25%, p=0.19), retropubic scarring (18.1%, p=0.99) and
prostatic displacement (16.7%, p=0.99). Five patients with normal erections had good surgical

outcome. Three patients with ED had poor outcome (20%, p=0.20).
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CONCLUSIONS: MRI did not offer significant advantage over MCU in the subgroup of men with
normal erections. Cavernosal injury noted on MRI strongly correlated with ED. Role of MRI may
be limited to the subgroup with ED or an inconclusive MCU.

Copyright by the International Brazilian Journal of Urology.
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PURPOSE: To investigate the effect of buserelin on gonadal structure and function in adult male
rats.

METHODS: Twenty-four adult Wistar male rats were divided into three groups: two treated
groups and controls. The first and second treated groups received 300 (low dose) and 500 (high
dose) micro g/kg buserelin, respectively, and the control group received normal saline. All groups
were treated subcutaneously for five days.

RESULTS: The seminiferous tubular epithelial thickness was significant decreased in the treated
groups compared with those in the control. There was a significant increase in apoptotic cell
death in high dose treated group compared with low dose treated and control groups. No
significant difference in serum testosterone level was observed after one month in the three
groups.

CONCLUSION: Buserelin induces apoptotic cell death and decreased diameter and epithelium
thickness of seminiferous tubules in the adult rat testes.
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IMPORTANCE: Case reports describe persistent erectile dysfunction (PED) associated with
exposure to 5alpha-reductase inhibitors (5alpha-RIs). Clinical trial reports and the manufacturers'
full prescribing information (FPI) for finasteride and dutasteride state that risk of sexual adverse
effects is not increased by longer duration of 5alpha-RI exposure and that sexual adverse effects
of balpha-RlIs resolve in men who discontinue exposure.

OBJECTIVE: Our chief objective was to assess whether longer duration of 5alpha-RI exposure
increases risk of PED, independent of age and other known risk factors. Men with shorter 5alpha-
RI exposure served as a comparison control group for those with longer exposure.

DESIGN: We used a single-group study design and classification tree analysis (CTA) to model
PED (lasting >90 days after stopping 5alpha-RI). Covariates included subject attributes, diseases,
and drug exposures associated with sexual dysfunction.

SETTING: Our data source was the electronic medical record data repository for Northwestern
Medicine.

SUBJECTS: The analysis cohorts comprised all men exposed to finasteride or dutasteride or
combination products containing one of these drugs, and the subgroup of men 16-42 years old
and exposed to finasteride <1.25 mg/day.

MAIN OUTCOME AND MEASURES: Our main outcome measure was diagnosis of PED
beginning after first 5alpha-RI exposure, continuing for at least 90 days after stopping 5alpha-RI,
and with contemporaneous treatment with a phosphodiesterase-5 inhibitor (PDESI). Other
outcome measures were erectile dysfunction (ED) and low libido. PED was determined by
manual review of medical narratives for all subjects with ED. Risk of an adverse effect was
expressed as number needed to harm (NNH).

RESULTS: Among men with 5alpha-RI exposure, 167 of 11,909 (1.4%) developed PED
(persistence median 1,348 days after stopping 5alpha-RlI, interquartile range (IQR) 631.5-2320.5
days); the multivariable model predicting PED had four variables: prostate disease, duration of
5alpha-RI exposure, age, and nonsteroidal anti-inflammatory drug (NSAID) use. Of 530 men with
new ED, 167 (31.5%) had new PED. Men without prostate disease who combined NSAID use
with >208.5 days of 5alpha-RI exposure had 4.8-fold higher risk of PED than men with shorter
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exposure (NNH 59.8, all p < 0.002). Among men 16-42 years old and exposed to finasteride
<1.25 mg/day, 34 of 4,284 (0.8%) developed PED (persistence median 1,534 days, IQR 651-
2,351 days); the multivariable model predicting PED had one variable: duration of 5alpha-RI
exposure. Of 103 young men with new ED, 34 (33%) had new PED. Young men with >205 days
of finasteride exposure had 4.9-fold higher risk of PED (NNH 108.2, p < 0.004) than men with
shorter exposure.

CONCLUSION AND RELEVANCE: Risk of PED was higher in men with longer exposure to
5alpha-RIs. Among young men, longer exposure to finasteride posed a greater risk of PED than
all other assessed risk factors.
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The exposure effects of two endocrine disrupting pesticides (EDPs), mancozeb/MCZ and
imidacloprid/IMI of the group dithiocarbamate and neonicotinoid respectively, on reproductive
behaviors and secondary sexual characters have been studied in a seasonally breeding wildlife
bird, red munia (Amandava amandava). Adult male birds were exposed to both the pesticides
individually (0.25% LD50 of each) as well as co-exposed (MIX-I: 0.25% LD50 of each and MIX-II:
0.5% LD50 of each) through food for 30d in preparatory (July-August) and breeding (September-
October) phase of reproductive cycle. Singing and pairing patterns started decreasing from 2nd
week to complete disappearance during 4th week of pesticides exposures at both the phases of
reproductive cycles. Similar trend was observed in the disappearance of spots on the plumage as
well as color of both plumage and beak which turned black/gray from red. Pesticides caused
impairment of the lactotropic as well as hypothalamic-pituitary-testicular (HPT) axes as there was
increased plasma PRL and decreased LH, FSH and testosterone levels. Testicular expressions
of GNRH and androgen receptor/AR were significantly decreased but that of GnIH significantly
increased as compared to control. Significant differences among individually- and co-exposed
groups were also present. Abnormalities in sexual behaviors and secondary sexual
characteristics could be linked to inhibition of HPT axis and/or direct toxicity at the level of
hypothalamus, pituitary and testis. In addition, pesticide-induced hyperprolactinemia as well as
impaired thyroid hormones might have also affected maintenance of reproductive behaviors. On
co-exposures, the more distinct impairments might be due to cumulative toxicity of pesticides.
Copyright © 2017 EIl sevier Inc. Al rights reserved.
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BACKGROUND: Hypogonadotropic hypogonadism (HH) in men results in insufficient testicular
function and deficiencies in testosterone and spermatogenesis. Combinations of human chorionic
gonadotropin (hCG) and recombinant follicle-stimulating hormone (recFSH) have been successful
in the treatment of HH. Corifollitropin alfa is a long-acting FSH-analog with demonstrated action in
women seeking infertility care. The aim of this study was to investigate the efficacy and safety of
corifollitropin alfa combined with hCG to increase testicular volume and induce spermatogenesis
in men with HH.

METHODS: This was a Phase Ill, multi-center, open-label, single-arm trial of corifollitropin alfa in
azoospermic men aged 18 to 50 years with HH. After 16 weeks of pretreatment of 23 subjects
with hCG alone, 18 subjects with normalized testosterone (T) levels who remained azoospermic
entered the 52-week combined treatment phase with hCG twice-weekly and 150 mug

corifollitropin alfa every other week. The increase in testicular volume (primary efficacy endpoint)
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and induction of spermatogenesis resulting in a sperm count >1x106/mL (key secondary efficacy
endpoint) during 52 weeks of combined treatment were assessed. Safety was evaluated by the
presence of anti-corifollitropin alfa antibodies and the occurrence of adverse events (AES).
RESULTS: Mean (+/-SD) testicular volume increased from 8.6 (+/-6.09) mL to 17.8 (+/-8.93) mL
(geometric mean fold increase, 2.30 [95% CI: 2.03, 2.62]); 14 (77.8%) subjects reached a sperm
count >1x106/mL. No subject developed confirmed anti-corifollitropin alfa antibodies during the
trial. Treatment was generally well tolerated.

CONCLUSIONS: Corifollitropin alfa 150 mug administrated every other week combined with
twice-weekly hCG for 52 weeks increased testicular volume significantly, and induced
spermatogenesis in >75% of men with HH who had remained azoospermic after hCG treatment
alone.

TRIAL REGISTRATION: ClinicalTrials.gov: NCT01709331 .

Status

In-Process

Author Initials

Nieschlag, Eberhard; ORCID: http://orcid.org/0000-0002-1403-3298

Authors Full Name

Nieschlag, Eberhard; Bouloux, Pierre-Marc G; Stegmann, Barbara J; Shankar, R Ravi; Guan,
Yanfen; Tzontcheva, Anjela; McCrary Sisk, Christine; Behre, Hermann M.

Institution

Nieschlag, Eberhard. University Hospital of Muenster, Center of Reproductive Medicine and
Andrology, Domagkstrase 11, D-48149, Muenster, Germany.
eberhard.nieschlag@ukmuenster.de. Bouloux, Pierre-Marc G. The Royal Free Hospital, Pond
St, London, NW3 2QG, UK.

Stegmann, Barbara J. Merck & Co., Inc., 2000 Galloping Hill Road, Kenilworth, NJ, 07033, USA.
Shankar, R Ravi. Merck & Co., Inc., 2000 Galloping Hill Road, Kenilworth, NJ, 07033, USA.
Guan, Yanfen. Merck & Co., Inc., 2000 Galloping Hill Road, Kenilworth, NJ, 07033, USA.
Tzontcheva, Anjela. Merck & Co., Inc., 2000 Galloping Hill Road, Kenilworth, NJ, 07033, USA.
McCrary Sisk, Christine. Merck & Co., Inc., 2000 Galloping Hill Road, Kenilworth, NJ, 07033,
USA.

Behre, Hermann M. University Hospital Halle (Saale), Martin Luther University Halle-Wittenberg,
Ernst-Grube-Str. 40, D-06120, Halle, Germany.

Date Created

20170308

Year of Publication

2017

Pagel71


http://orcid.org/0000-0002-1403-3298

114,

Stem cell therapy for the treatment of Peyronie's disease.
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INTRODUCTION: Like other fibrotic diseases, the cause of Peyronie's disease (PD) is still
obscure. Since there is now increasing evidence for the role of Mesenchymal Stem Cells (MSCs)
as potential treatment to fibrosis, it is crucial to determine their possible efficacy in the treatment
of PD. Areas covered: In this review, the authors summarize the emerging data and published
studies regarding the use of SCs for the treatment of PD. The authors provide particular focus on
the three-first experimental studies for the use of SCs in rat models as well as the sole two
studies undertaken in humans. Expert opinion: It seems evident in experimental settings that SCs
in general (Adipose Derived SCs in particular) provide a feasible, safe and effective therapy for
PD. The potential limits of the rat models used initially have been somewhat overcome with the
inception of studies in men. However, further prospective studies are needed in humans to further
elucidate the therapeutic potential of stem cell therapy in PD.
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The aim of this study was to assess monthly testicular development in the cultured breeding stock
of sterlet, Acipenser ruthenus, using histological and serum sex steroid changes. Testicular
development in the adult male was examined monthly and showed four distinct phases including
resting, pre-spawning, spawning and post-spawning. Also, seasonal changes of the testes were
described according to its variations in gonadosomatic index (GSI) during different phases of
testicular development. Using histology, we identified continuous spermatogenesis and
asynchronous gonad development pattern in the testes of male sterlet, which shows that
regulation of annual gonadal cycle is influenced by season. Results also showed variation in the
GSl value and number of spermatogenic cells according to each season during annual cycle of
gonad, as the highest value of GSI was recorded during spawning phase (spring; March-May).
Hormonal profiles of 11-ketotestosterone (11-KT) showed peak, which indicated a seasonal
pattern of gonadal development. The 11-KT concentration increased considerably during the
spermatogenesis (pre-spawning phase) and remained quite high throughout the pre-spermiation
period. In the final phase of testicular development (spawning phase), the 11-KT markedly
dropped. This study undertook an examination of complete reproductive development in cultured
sterlet sturgeon to provide a valuable guide for the future sterlet studies, and allows comparison
of reproductive development between sturgeon species.

Copyright © 2017 Bl.ackwell Verl ag GmbH
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The immunologic potency of IgG is modulated by glycosylation, but mechanisms regulating this

process are undefined. A role for sex hormones is suggested by differences in IgG glycans
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between women and men, most prominently with respect to galactose. We therefore assessed
IgG galactosylation in 713 healthy adults from 2 cohorts as well as in 159 subjects from 4
randomized controlled studies of endocrine manipulation: postmenopausal women receiving
conjugated estrogens, raloxifene, or placebo; premenopausal women deprived of gonadal
hormones with leuprolide and treated with estradiol or placebo; men deprived of gonadal
hormones with goserelin and given testosterone or placebo; and men deprived of gonadal
hormones with goserelin and given testosterone or placebo together with anastrozole to block
conversion of testosterone to estradiol. Menopause was associated with an increase in
agalactosylated IgG glycans, particularly in the most abundant fucosylated nonbisected (GOF)
glycoform. Conjugated estrogens and raloxifene reduced GOF glycans in postmenopausal
women, while in premenopausal women leuprolide increased GOF glycans in a manner reversed
by estradiol. Among men, goserelin increased GOF glycans, an effect blocked by testosterone
through conversion to estradiol. These results establish estrogens as an in vivo modulator of IgG
galactosylation in both women and men, defining a pathway by which sex modulates immunity.
Status

In-Data-Review

Author Initials

Pezer, Marija; ORCID: https://orcid.org/0000-0002-6480-1427 Hausmann, Jonathan S; ORCID:
https://orcid.org/0000-0003-0786-8788

Lauc, Gordan; ORCID: https://orcid.org/0000-0003-1840-9560

Authors Full Name

Ercan, Altan; Kohrt, Wendy M; Cui, Jing; Deane, Kevin D; Pezer, Marija; Yu, Elaine W,
Hausmann, Jonathan S; Campbell, Harry; Kaiser, Ursula B; Rudd, Pauline M; Lauc, Gordan;
Wilson, James F; Finkelstein, Joel S; Nigrovic, Peter A.

Institution

Ercan, Altan. Division of Rheumatology, Immunology and Allergy, Brigham and Women's
Hospital, Boston, Massachusetts, USA.; UtopicPharma LLC, Odessa, Florida, USA. Kohrt,
Wendy M. Division of Geriatrics and.

Cui, Jing. Division of Rheumatology, Immunology and Allergy, Brigham and Women's Hospital,
Boston, Massachusetts, USA.

Deane, Kevin D. Division of Rheumatology, University of Colorado Denver School of Medicine,
Aurora, Colorado, USA.

Pezer, Marija. Genos Glycoscience Research Laboratory, Zagreb, Croatia.

Yu, Elaine W. Endocrine Unit, Department of Medicine, Massachusetts General Hospital, Boston,

Massachusetts, USA.

Pagel75


https://orcid.org/0000-0002-6480-1427
https://orcid.org/0000-0003-0786-8788
https://orcid.org/0000-0003-1840-9560

Hausmann, Jonathan S. Division of Immunology, Boston Children's Hospital, Boston,
Massachusetts, USA.; Division of Rheumatology, Beth Israel Deaconess Medical Center, Boston,
Massachusetts, USA.

Campbell, Harry. Centre for Global Health Research, Usher Institute for Population Health
Sciences and Informatics, University of Edinburgh, Edinburgh, Scotland.

Kaiser, Ursula B. Division of Endocrinology, Diabetes and Hypertension, Brigham and Women's
Hospital, Boston, Massachusetts, USA.

Rudd, Pauline M. National Institute for Bioprocessing Research and Training, University College
Dublin, Dublin, Ireland.

Lauc, Gordan. Genos Glycoscience Research Laboratory, Zagreb, Croatia.; Faculty of Pharmacy
and Biochemistry, University of Zagreb, Zagreb, Croatia.

Wilson, James F. Centre for Global Health Research, Usher Institute for Population Health
Sciences and Informatics, University of Edinburgh, Edinburgh, Scotland.; MRC Human Genetics
Unit, Institute of Genetics and Molecular Medicine, University of Edinburgh, Western General
Hospital, Edinburgh, Scotland.

Finkelstein, Joel S. Endocrine Unit, Department of Medicine, Massachusetts General Hospital,
Boston, Massachusetts, USA.

Nigrovic, Peter A. Division of Rheumatology, Immunology and Allergy, Brigham and Women's
Hospital, Boston, Massachusetts, USA.; Division of Immunology, Boston Children's Hospital,
Boston, Massachusetts, USA.

Date Created

20170227

Year of Publication

2017

117.

Erectile dysfunction and exposure to ambient Air pollution in a nationally representative cohort of
older Men.

Tallon LA; Manjourides J; Pun VC; Mittleman MA; Kioumourtzoglou MA; Coull B; Suh H.

OVID Medline Epub Ahead of Print, In-Process & Other Non-Indexed Citations, Ovid
MEDLINE(R) Daily and Ovid MEDLINE(R) 1946 to Present

Environmental Health: A Global Access Science Source. 16(1):12, 2017 Feb 17.

[Journal Article]

Pagel76



Ul: 28212639

BACKGROUND: Little is known about the association between air pollution and erectile
dysfunction (ED), a disorder occurring in 64% of men over the age of 70, and to date, no studies
have been published. To address this significant knowledge gap, we explored the relationship
between ED and air pollution in a group of older men who were part of the National Social Life,
Health, and Aging Project (NSHAP), a nationally representative cohort study of older Americans.
METHODS: We obtained incident ED status and participant data for 412 men (age 57-85). Fine
particulate matter (PM2.5) exposures were estimated using spatio-temporal models based on
participants' geocoded addresses, while nitrogen dioxide (NO2) and ozone (O3) concentrations
were estimated using nearest measurements from the Environmental Protection Agency's Air
Quality System. The association between air pollution and incident ED (newly developed in Wave
2) was examined and logistic regression models were run with adjusted models controlling for
race, education, season, smoking, obesity, diabetes, depression, and median household income
of census tract.

RESULTS: We found positive, although statistically insignificant, associations between PM2.5,
NO2, and O3 exposures and odds of incident ED for each of our examined exposure windows,
including 1 to 7 year moving averages. Odds ratios (OR) for 1 and 7 year moving averages
equaled 1.16 (95% CI: 0.87, 1.55) and 1.16 (95% CI: 0.92, 1.46), respectively, for an IQR
increase in PM2.5 exposures. Observed associations were robust to model specifications and
were not significantly modified by any of the examined risk factors for ED.

CONCLUSIONS: We found associations between PM2.5, NO2, and O3 exposures and odds of
developing ED that did not reach nominal statistical significance, although exposures to each
pollutant were consistently associated with higher odds of developing ED. While more research is
needed, our findings suggest a relationship between air pollutant exposure and incident cases of
ED, a common condition in older men.
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The greater amberjack Seriola dumerili is a large teleost fish with rapid growth and excellent flesh
guality, whose domestication represents an ambitious challenge for aquaculture. The occurrence
of reproductive dysfunctions in greater amberjack reared in captivity was investigated by
comparing reproductive development of wild and captive-reared individuals. Wild and captive-
reared breeders were sampled in the Mediterranean Sea during three different phases of the
reproductive cycle: early gametogenesis (EARLY, late April-early May), advanced gametogenesis
(ADVANCED, late May-early June) and spawning (SPAWNING, late June-July). Fish
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reproductive state was evaluated using the gonado-somatic index (GSI), histological analysis of
the gonads and determination of sex steroid levels in the plasma, and correlated with leptin
expression in the liver and gonad biochemical composition. The GSI and sex steroid levels were
lower in captive-reared than in wild fish. During the ADVANCED period, when the wild greater
amberjack breeders were already in spawning condition, ovaries of captive-reared breeders
showed extensive atresia of late vitellogenic oocytes and spermatogenic activity ceased in the
testes of half of the examined males. During the SPAWNING period, all captive-reared fish had
regressed gonads, while wild breeders still displayed reproductive activity. Liver leptin expression
and gonad proximate composition of wild and captive greater amberjack were similar. However,
the gonads of captive-reared fish showed different total polar lipid contents, as well as specific
lipid classes and fatty acid profiles with respect to wild individuals. This study underlines the need
for an improvement in rearing technology for this species, which should include minimum
handling during the reproductive season and the formulation of a specific diet to overcome the
observed gonadal decrements of phospholipids, DHA (22:6n-3) and ARA (20:4n-6), compared to
wild breeders.
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Erectile dysfunction (ED) impacts over 100 million men worldwide and occurs at a higher
incidence in men with hypertension. Beta blockers are one of several antihypertensive drug
classes associated with ED. Nebivolol is a beta blocker with vasodilating properties mediated
through endothelial release of nitric oxide which facilitates penile erection. Thus, nebivolol may
offer an advantage over other beta blockers in the patient with hypertension and ED. A literature
search comparing nebivolol with other beta blockers identified four European studies of limited
duration, with the longest study being 28 weeks. Survey scores for erectile function showed
significant improvement in erectile function with nebivolol in two of the studies, while the other two
studies showed erectile function did not significantly worsen with nebivolol as compared with
other beta blocker agents. One study showed improved erectile function scores, possibly due to
the presence of a Hawthorne effect. Based on this small sample of studies, nebivolol may be of
use in the patient with or at risk of developing ED, when a practitioner specifically wants to use a
beta blocker as add-on antihypertensive treatment.
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INTRODUCTION: Erectile dysfunction (ED) worsens in men with diabetes. Human umbilical cord
blood (HUCB), because of its widespread availability and low immunogenicity, is a valuable
source for stem cell-based therapies.

AIM: To determine the effect of intracavernous injection of HUCB mononuclear cells (MNCs) on
ED in rats with diabetes induced by streptozotocin.

METHODS: Thirty adult male Sprague-Dawley rats were equally divided into three groups: (i)
control, (ii) diabetes induced by streptozotocin (35 mg/kg intravenously for 8 weeks), and (iii)
diabetic rats treated with MNCs (1 x 106 cells by intracavernosal injection). The HUCB-MNCs
isolated by the Ficoll-Hypaque technique were obtained from eight healthy donors and
administered to diabetic rats after 4 weeks.

MAIN OUTCOME MEASURES: The ratio of intracavernosal pressure to mean arterial pressure
ratio; the protein expression of endothelial and neuronal markers, such as von Willebrand factor,
neuronal nitric oxide synthase, hypoxia-inducible factor-lalpha, and vascular endothelium growth
factor; and the relative area of smooth muscle to collagen using western blotting and Masson
trichrome staining were determined.

RESULTS: Diabetic rats demonstrated a significantly decreased ratio of intracavernosal pressure
to mean arterial pressure (0.26 +/- 0.04; P <.01) and treatment with MNCs restored erectile
function in diabetic rats (0.67 +/- 0.05) compared with control rats (0.56 +/- 0.02). In bath studies,
neurogenic relaxant and contractile responses were significantly decreased in diabetic cavernosal
tissues, which were restored by treatment. The ratio of smooth muscle to collagen was partly
recovered by treatment, whereas von Willebrand factor levels were not altered in any group.

Neuronal nitric oxide synthase and vascular endothelium growth factor levels were decreased,
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which were not restored by treatment. Increased hypoxia-inducible factor-lalpha protein
expression in the diabetic group was completely normalized in MNC-treated diabetic samples.
CONCLUSION: These results suggest that HUCB-MNC treatment can enhance the recovery of
erectile function and promote numerous activities such the contribution of the hypoxia-inducible
factor-lalpha and von Willebrand factor pathway to the neurogenic erectile response of diabetic
rats. HUCB-MNC s in the healing process could involve an adaptive regenerative response and
appear to be a potential candidate for cell-based therapy in ED of men with diabetes. It is evident
that HUCB could provide a realistic therapeutic modality for the treatment of diabetic ED.
Copyright © 2016 International Society for Sexual Me ¢
reserved.
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This series of articles, Standards for Clinical Trials in Male and Female Sexual Dysfunction,
began with the discussion of a common expected standard for clinical trial design in male and
female sexual dysfunction, a common rationale for the design of phase | to IV clinical trials, and
common considerations for the selection of study population and study duration in male and
female sexual dysfunction. The second article in this series discussed fundamental principles in
development, validation, and selection of patient- (and partner-) reported outcome assessment.
The third and present article in this series discusses selected aspects of sexual dysfunction that
are that are unique to male sexual dysfunctions and relevant to the conduct of clinical trials of
candidate treatments for men.
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The focus of this article, the fourth in the series, Standards for Clinical Trials in Male and Female
Sexual Dysfunction, is on aspects of clinical trial design and measurement that are specific to
clinical trials for treatments of female sexual dysfunction. Challenges in this area include the
limited extent of treatment development and clinical trial research across the spectrum of female
sexual dysfunctions, changing regulatory considerations, changing diagnostic criteria for female

sexual dysfunction, and the need to articulate assessment procedures to these changes.
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Discussion focuses on approaches to addressing these challenges in clinical trials in female
sexual dysfunction.

Copyr i ght ter@atich@l $o6ietyl far Sexual Medicine. Published by Elsevier Inc. All rights
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Effects of a supplement combining Pycnogenol and I-arginine aspartate on lower urinary
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OBJECTIVES: Lower urinary tract symptoms (LUTS) and sexual dysfunction (SDys) are common
problems that affect quality of life (QOL) in elderly men. In addition to prescribed drugs, many
over-the-counter medications including supplements are used to treat QOL diseases.
Phosphodiesterase inhibitors are reported to be effective for both LUTS and SDys by increasing
nitric oxide levels. French maritime pine bark extract Pycnogenol, which is a potent nitric oxide
donor, is reported to be effective for SDys. However, no reports have been published on whether
it ameliorates LUTS.

DESIGN: Open-labeled, randomized study. The effects of two supplements, Nokogiriyashi EX
containing 160 mg saw palmetto (SP) extract per tablet and Edicare containing 10 mg of
Pycnogenol, 115 mg of |-arginine and 92 mg of aspartate (PAA) per tablet on International
Prostate Symptom Score (IPSS), IPSS-QOL, Overactive Bladder Symptom Score (OABSS),
International Index of Erectile Function 5 (IIEF5), Consultation on Incontinence Questionnaire-
Short Form (ICIQ-SF), urinary 8-OHdG and uroflowmetry (UFM) of total 40 men with LUTS and
SDys were examined.

RESULTS: 19 subjects were instructed to take two tablets of SP, on the other 20 were on four
tablets of PAA for 16 weeks. IPSS and IPSS-QOL showed statistically significant improvements
in both groups. OABSS and IIEF5 were significantly improved in the PAA group. Conversely,
ICIQ-SF, 8-OHdG and UFM did not change in either group.

CONCLUSIONS: PAA might be an effective therapeutic alternative for elderly patients with LUTS
and SDys.
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This study aimed to clarify the phenomenon of erectile dysfunction (ED) in male camels and
monitor the associated changes in nitric oxide metabolite (NOM), cardiac troponin | (cTnl), and
testosterone concentrations. A total 18 camels with ED and 10 controls were included in this
study. The breeding history was recorded and a thorough breeding soundness examination was
performed. Total nitrates and nitrites were determined in sera using the Griess assay. Serum cTnl
and testosterone were assessed using ELISA. A complete blood count was also carried out. The
results showed that 13/18 male camels with ED had no detectable pathologic lesions in the
genital tract (ED-N), while 5/18 males showed pathology in the penis, prepuce, and testicles (ED-
P). The ED-P group exhibited higher concentrations of NOMs (P = 0.003), white blood cells (P =
0.0001), and neutrophils (P = 0.001) than the ED-N and control groups. The ED-P and ED-N
groups had higher concentrations of cTnl than the control group (P = 0.0001). Testosterone
concentration did not differ among the groups. In conclusion, the ED in the camels was

associated with a rise in cTnl, probably due to myositic damage. Most of the ED cases in the
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camels had apparently normal genital organs. In the cases of ED in male camels with detectable
pathologic lesions on their genital organs, a rise in NOMs, white blood cells, and neutrophils was
observed.
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We retrospectively evaluated the management of patients with unrecognized glanular
hypospadias and a completed (group 1) or aborted (group 2) neonatal circumcision. The rate and
type of subsequent surgeries performed were analyzed. Penile curvature, urinary stream
deviation, and their impact on management were evaluated. Surgery was done in 55% of
patients-40% of group 1 and 86% of group 2. Completion of the circumcision was done in 63% of
group 2. Hypospadias repair was performed in 56% of group 1 and in 34% of group 2. Penile
curvature rate did not affect the rate or type of surgery performed. Urinary stream deviation did
not affect the rate of repair, but was a significant factor leading to hypospadias repair. We
concluded that providers performing neonatal circumcisions do not have to abort the procedure
when a glanular hypospadias is noticed. Most patients will require circumcision completion only.
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INTRODUCTION: Sexual dysfunction is common in patients after radical prostatectomy (RP) for
prostate cancer.

AIM: To provide the International Consultation for Sexual Medicine (ICSM) 2015
recommendations concerning prevention and management strategies for post-RP erectile
function impairment in terms of preoperative patient characteristics and intraoperative factors that
could influence erectile function recovery.

METHODS: A literature search was performed using Google and PubMed databases for English-
language original and review articles published up to August 2016.

MAIN OUTCOME MEASURES: Levels of evidence (LES) and grades of recommendations (GRs)
based on a thorough analysis of the literature and committee consensus.

RESULTS: Nine recommendations are provided by the ICSM 2015 committee on sexual
rehabilitation after RP. Recommendation 1 states that clinicians should discuss the occurrence of
postsurgical erectile dysfunction (temporary or permanent) with every candidate for RP (expert
opinion, clinical principle). Recommendation 2 states that validated instruments for assessing
erectile function recovery such as the International Index of Erectile Function and Expanded
Prostate Cancer Index Composite questionnaires are available to monitor EF recovery after RP
(LE = 1, GR = A). Recommendation 3 states there is insufficient evidence that a specific surgical
technique (open vs laparoscopic vs robot-assisted radical prostatectomy) promotes better results
in postoperative EF recovery (LE = 2, GR = C). Recommendation 4 states that recognized
predictors of EF recovery include but are not limited to younger age, preoperative EF, and
bilateral nerve-sparing surgery (LE = 2, GR = B). Recommendation 5 states that patients should
be informed about key elements of the pathophysiology of postoperative erectile dysfunction,
such as nerve injury and cavernous venous leak (expert opinion, clinical principle).
CONCLUSIONS: This article discusses Recommendations 1 to 5 of the ICSM 2015 committee on
sexual rehabilitation after RP. Salonia A, Adaikan G, Buvat J, et al. Sexual Rehabilitation After
Treatment for Prostate Cancer-Part 1: Recommendations From the Fourth International
Consultation for Sexual Medicine (ICSM 2015). J Sex Med 2017;14:285-296.
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INTRODUCTION: Despite the serious behavioral consequences faced by individuals with sexual
compulsivity, related neuropsychological studies are sparse.

AIM: To compare decision making and cognitive flexibility at baseline and after exposure to an
erotic video in sexually compulsive participants and non-sexually compulsive controls.
METHODS: The sample consisted of 30 sexually compulsive men and 30 controls. Cognitive
flexibility was investigated through the Wisconsin Card Sorting Test and decision making was
examined through the lowa Gambling Task.

MAIN OUTCOME MEASURES: Wisconsin Card Sorting Test categories, correct responses, and
perseverative errors and lowa Gambling Task general trends and blocks.

RESULTS: Sexually compulsive subjects and controls performed similarly at baseline. After
watching an erotic video, controls performed better in block 1 of the lowa Gambling Task (P =
.01) and had more correct responses on the Wisconsin Card Sorting Test (P =.01).
CONCLUSIONS: The controls presented fewer impulsive initial choices and better cognitive
flexibility after exposure to erotic stimuli. Messina B, Fuentes D, Tavares H, et al. Executive
Functioning of Sexually Compulsive and Non-Sexually Compulsive Men Before and After
Watching an Erotic Video. J Sex Med 2017;14:347-354.
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The objective of this study is to evaluate the association between chronic periodontitis (CP) and
the risk of erectile dysfunction (ED). Electronic search using PubMed, Embase and the Cochrane
Library was carried out for observational studies, longitudinal, cohort, case-control and
epidemiological studies on humans, published up to December 2015. Manual searches were also
performed. Odds ratios (ORs) and corresponding 95% confidence intervals (Cls) were used to
estimate the association between CP and the risk of ED. Methodological quality assessment was
carried out using the Newcastle-Ottawa Quality Assessment Scale. Four case-control studies and
one cross-sectional studies involving 213, 006 participants were included. Based on the random-
effects model, analyses of all studies showed that CP was associated with an increased risk of
ED (OR=2.28, 95% CI: 1.50-3.48). There was heterogeneity among the studies (P<0.001,
12=97.8%). Estimates of total effects were generally consistent with the sensitivity and subgroup
analyses. In conclusion, our meta-analysis suggested that there was a significant association
between CP and the risk of ED. Further epidemiological studies are needed to better estimate the
key risk factors for periodontitis and their interaction effects.
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PURPOSE: The aim of this study was to evaluate the prevalence and risk factors associated with
female sexual dysfunction (FSD) in young women with type 1 diabetes treated with different
intensive insulin regimens.

METHODS: Type 1 diabetic women aged 18-35 years were included in this study if they had
stable couple relationship and no oral contraceptive use. All women were asked to complete the
Female Sexual Function Index (FSFI) and other validated multiple-choice questionnaires
assessing sexual-related distress (Female Sexual Distress Scale, FSDS), quality of life (SF-36
Health Survey), physical activity (International Physical Activity Questionnaire), depressive
symptoms (Zung Self-Rating Depression Scale, SRDS) and diabetes-related problems (Diabetes
Integration Scale ATT-19). FSD was diagnosed according to a FSFI score higher than 26.55 and
a FSDS score lower than 15.

RESULTS: The overall prevalence of FSD in diabetic and control women was 20 and 15 %,
respectively (P = 0.446). Compared with the continuous subcutaneous insulin infusion group and
control women, diabetic women on multiple daily injections (MDI) had lower global FSFI score (P
=0.007), FSDS score (P = 0.045) and domains such as arousal (P = 0.006), lubrication and
satisfaction scores (P < 0.001 for both). In the multiple regression analysis, only the mental
component summary (P = 0.047) and the SRDS score (P = 0.042) were independent predictors
of FSFI score in the overall diabetic women.

CONCLUSION: Young women with type 1 diabetes wearing an insulin pump show a prevalence
of sexual dysfunction similar to that of healthy age-matched women, but sexual function was
significantly impaired in diabetic women on MDI therapy. Depression and the mental health status
were independent predictors for FSD in diabetic women.
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BACKGROUND: Autoimmune hypophysitis is a rare disease with a natural progression that is not
well known.

AIM: To collect representative data on clinical features of autoimmune hypophysitis and better
characterize the disease.

PATIENTS AND METHODS: A prospective single-center study was designed. Autoimmune
hypophysitis-affected patients evaluated from 2011 at our tertiary care Pituitary Unit were
enrolled. After ruling out other pituitary masses and secondary causes of hypophysitis,
autoimmune hypophysitis was the diagnosis of exclusion. Autoimmune hypophysitis was
classified as adenohypophysitis, panhypophysitis, and infundibuloneurohypophysitis according to
clinical and neuroradiological findings.

RESULTS: A total of 21 patients met the inclusion criteria: 9 were diagnosed with

adenohypophysitis, 4 with panhypophysitis, and 8 with infundibuloneurohypophysitis. The
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frequency of secondary hypoadrenalism was similar in adenohypophysitis, panhypophysitis, and
infundibuloneurohypophysitis. Growth hormone deficit and secondary hypogonadism occurred
more frequently in infundibuloneurohypophysitis than in adenohypophysitis and panhypophysitis
(p = 0.009; p = 0.04). All cases of multiple pituitary secretion deficits occurred in cases of
infundibuloneurohypophysitis (p = 0.04). No correlations between hypophysitis subtype and anti-
pituitary and anti-hypothalamus autoantibodies were found. A higher frequency of extractable
nuclear antigens (ENA) and anti-nuclear antibodies (ANA) was found in cases of panhypophysitis
(OR 5.0, 95% CI 0.86-28.8, p < 0.001, and OR 1.8, 95% CI 1.1-3.2, p = 0.02, respectively) as
compared to adenohypophysitis and infundibuloneurohypophysitis.

CONCLUSION: Infundibuloneurohypophysitis should be taken into account in the etiological
diagnosis of hypopituitarism, particularly if it is associated with diabetes insipidus and in cases of
growth hormone deficit, secondary hypogonadism, or multiple hormone deficits. Contrast-
enhanced MR is crucial for the clinical and noninvasive diagnosis of hypophysitis. Screening for
autoantibodies, particularly anti-ENA and anti-ANA, is strongly suggested in the clinical context of
hypophysitis.
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The aim of the study was to examine the effects of two-year testosterone replacement therapy on
cognitive functioning, emotional state and quality of life in young and middle-aged men with
hypogonadotropic hypogonadism. Nineteen males diagnosed with hypogonadotropic
hypogonadism participated in the study. Cognitive functions were assessed by Trail Making Test
and Digit Span Test of Wechsler Adult Intelligence Scale. Emotional state was evaluated by
Profile of Mood States. Quality of life was evaluated by WHO Brief Quality of Life Questionnaire.
Changes after two-year testosterone replacement therapy were detected in Trail Making A (42.9
+/- 22.3 vs. 36.2 +/- 22.5, p = .050) and B (90.6 +/- 55.3 vs. 65.6 +/- 21.4, p = .025) tests, showing
improvement in attention and visual scanning abilities, executive function and psychomotor
speed, as well as in Digit Span Test forward score (5.4 +/- 2.0 vs. 6.1 +/- 2.6, p = .046), showing
improvement in attention capacity and psychomotor speed. No significant differences were
observed in emotional state and quality of life. In conclusion, beneficial effect in cognitive
functioning (improved attention and visual scanning ability, executive function and psychomotor
speed), but not in emotional state and quality of life, was observed in young and middle-aged
hypogonadal men after two-year testosterone replacement therapy.
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Mean platelet volume (MPV) and Platelet distribution width (PDW) are potential markers in
platelet activation. In present study, we aimed to evaluate MPV and PDW as potential severity
markers for those patients who are complaining erectile dysfunction (ED). A total of 358
participants were enrolled in this study. The whole cohort was asked to complete the International
Index of Erectile Function-5 (IIEF-5) questionnaire. The participants were classified into 3 groups:
control group (n = 120), mild ED (n = 118) and severe ED (n = 120). We found in our cohort MPV
and PDW were significantly higher in both mild ED group and severe ED group than control group
(9.24 +/- 0.70 and 9.71 +/- 0.80 versus 8.56 +/- 0.62 for MPV; 14.48 +/- 1.29 and 14.98 +/- 1.60
versus 12.86 +/- 1.13 for PDW respectively). The MPV and PDW increased as the disease
progressed. In the mild and severe ED groups, a significant inverse correlation was detected
between the mean values of IIEF-5 score and PDW. Furthermore, in the receiver operating
characteristic curve analysis, the area under the curve of the MPV and PDW to predict severe ED
was 0.818 and 0.848 respectively. Our study establishes a dose-dependent association between
the PDW and ED. Therefore, the PDW can serve as a potential marker for predicting the severity
of ED.
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Post-radical prostatectomy erectile dysfunction (post RP ED) is a major postoperative
complication with a great impact on the quality of life of the patients. Until present, no proper

algorithm or guideline based on the clinical trials has been established for the management of
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post RP ED. According to literature, it is better to initiate a penile rehabilitation program as soon
as possible after surgery than doing nothing, in order to prevent and limit the postoperative local
hypoxygenation and fibrosis. The results of numerous clinical trials regarding the effectiveness of
the phosphodiesterase 5 inhibitors therapy on post RP ED have made them the gold standard
treatment. Encouraging results have been achieved in studies with vacuum erectile devices,
intraurethral suppositories with alprostadil and intracavernosal injections, but due to their side
effects, especially in the cases of intracavernosal injections and intraurethral suppositories, their
clinical use was limited therefore making them a second line option for the post RP ED treatment.
What should not be forgotten is that penile implant prosthesis has proven very effective,
numerous studies confirming high rates of satisfaction for both patients and partners.
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BACKGROUND: Cauda equina syndrome (CES) is a rare neurologic complication of lumbar
herniated disc for which emergency surgical decompression should be undertaken. Despite the
common belief that the restoration of functions that are affected by CES can take several years
postoperatively, follow up seldom exceeds the first year after surgery. Long term outcome of
especially micturition, defecation and sexual function-which are by definition affected in CES-are
unknown. The aim of this study is to evaluate 1) postoperative long term outcome of micturition,
defecation and sexual function in CES patients 2) attitude of patients towards received hospital
care with regard to (recovery of) these functions.

METHODS: CES patients were selected by screening the records of all patients operated on
lumbar herniated disc in our university hospital between 1995-2010. A questionnaire was sent to
the selected CES patients evaluating current complaints of micturition, defecation and sexual
function and attitude towards delivered care with focus on micturition, defecation and sexual
function.

RESULTS: Thirty-seven of 66 eligible CES patients were included (response rate 71%, inclusion
rate 56%). Median time after surgery was 13.8 years (range 5.8-21.8 years). Dysfunction at follow
up was highly prevalent: 38% micturition dysfunction, 43% defecation dysfunction and 54%
sexual dysfunction. Younger age at presentation was associated with sexual dysfunction at follow
up: for every year younger at presentation, odds ratio for sexual dysfunction at follow up was 1.11
(p = 0.035). Other associations with outcome were not identified. Two-third of the CES patients
wished their neurosurgeon had given them more prognostic information about micturition,
defecation and sexual function.

CONCLUSION: The presented data demonstrate that dysfunction of micturition, defecation and

sexual function are still highly prevalent in a large number of CES patients even years
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postoperatively. These alarming follow up data probably have a devastating effect on personal
perceived quality of life, which should be studied in more detail. CES patients communicate a
clear demand for more prognostic information. The presented figures enable clinicians to inform
their CES patients more realistically about long term postoperative outcome of micturition,
defecation and sexual function after surgical intervention.
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BACKGROUND: Systematic coding systems are used to define clinically meaningful outcomes
when leveraging administrative claims data for research. How and when these codes are applied
within a research study can have implications for the study validity and their specificity can vary
significantly depending on treatment received.

SUBJECTS: Data are from the Surveillance, Epidemiology, and End Results-Medicare linked
dataset.

STUDY DESIGN: We use propensity score methods in a retrospective cohort of prostate cancer
patients first examined in a recently published radiation oncology comparative effectiveness
study.

RESULTS: With the narrowly defined outcome definition, the toxicity event outcome rate ratio
was 0.88 per 100 person-years (95% confidence interval, 0.71-1.08). With the broadly defined
outcome, the rate ratio was comparable, with 0.89 per 100 person-years (95% confidence
interval, 0.76-1.04), although individual event rates were doubled. Some evidence of surveillance
bias was suggested by a higher rate of endoscopic procedures the first year of follow-up in
patients who received proton therapy compared with those receiving intensity-modulated
radiation treatment (11.15 vs. 8.90, respectively).

CONCLUSIONS: This study demonstrates the risk of introducing bias through subjective
application of procedure codes. Careful consideration is required when using procedure codes to
define outcomes in administrative data.
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BACKGROUND/PURPOSE: Knowledge about the functional outcome in adults with anorectal
malformations is essential to organize structured transition to adult care for this patient group.
The aim of this study was to investigate the functional outcome and quality of life in adults with
anorectal malformations characterized according to the Krickenbeck classification.

METHODS: Of 256 patients diagnosed with anorectal malformations at our institution in 1961-
1993, 203 patients could be traced and were invited to participate in the study. One hundred and
thirty-six patients replied (67%) and were compared with one hundred and thirty-six population
based sex and age-matched controls. Patients and controls were evaluated with both a validated
guestionnaire as well as a study-specific questionnaire to assess bowel function. SF-36 was used
for quality of life. Outcome in nine incontinence-related parameters, 10 constipation-related, 6
urogenital function-related, and 13 quality of life parameters were assessed in the patients and
compared to the outcome of controls as well as to the type of anorectal malformations according
to the Krickenbeck classification.

RESULTS: The ARM-patients had an inferior outcome (P<0.05) for all incontinence parameters,
8 of 10 parameters for constipation, 2 of 6 for urogenital function and 7 of 13 quality of life
parameters. Patients with rectobulbar and vestibular fistulas had the worst statistical outcome but
patients with cloaca and rectoprostatic/bladder-neck fistula had worse outcome in absolute
numbers. Forty-four patients (32%) reported incontinence of stool at least once a week and 16
(12%) had a permanent colostomy.

CONCLUSIONS: The functional outcome and quality of life in adults with anorectal malformations
are closely related to the type of malformation. A large proportion of the patients have persistent
fecal incontinence, constipation and sexual problems that have a negative influence on their
quality of life. Structured multidisciplinary follow-up of adults with anorectal malformations by

pediatric and colorectal surgeons, as well as urologists and gynecologists is therefore advocated.
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Dynamics of hormonal disorders following unilateral orchiectomy for a testicular tumor.
Wiechno PJ; Kowalska M; Kucharz J; Sadowska M; Michalski W; Poniatowska G; Jonska-
Gmyrek J; Rzymkowska J; Nietupski K; Demkow T.

OVID Medline Epub Ahead of Print, In-Process & Other Non-Indexed Citations, Ovid
MEDLINE(R) Daily and Ovid MEDLINE(R) 1946 to Present

Medical Oncology. 34(5):84, 2017 May.

[Journal Article]

Ul: 28389909

Testicular tumors and their treatment interfere with homeostasis, hormonal status included. The
aim of the study was to evaluate hormonal disorders of the pituitary-gonadal axis in men treated
for testicular tumors. One hundred twenty-eight men treated for a unilateral testicular tumor at our

institution were included. The hormonal status was prospectively evaluated in 62 patients before
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orchiectomy, 120 patients 1 month after orchiectomy and 110 patients at least 1 year after the
treatment. The concentrations of human chorionic gonadotropin (hCG), testosterone (T),
estradiol, luteinizing hormone (LH), follicle-stimulating hormone (FSH) and prolactin were
measured. The clinically significant testosterone deficiency was defined either as testosterone
<2.31 ng/mL or testosterone within the range of 2.31-3.46 ng/mL but simultaneous with T/LH ratio
<1. Changes in hormone levels were significant: LH and FSH rose in the course of observation,
and the concentration of hCG, testosterone, estradiol decreased. PRL concentration was the
lowest at 1 month after orchiectomy. In multivariate analysis, the risk of the clinically significant
testosterone deficiency was 0.2107 (95% CI 0.1206-0.3419) prior to orchiectomy, 0.3894 (95% ClI
0.2983-0.4889) 1 month after surgery and 0.4972 (95% CI1 0.3951-0.5995) 1 year after the
treatment. The estradiol concentration was elevated in 40% of patients with recently diagnosed
testicular cancer and that was correlated with a higher risk of testosterone deficiency after the
treatment completion. Hormonal disorders of the pituitary-gonadal axis in men treated for
testicular tumors are frequent. The malignant tissue triggers paraneoplastic disorders that
additionally disturb the hormonal equilibrium.
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OBJECTIVE: Occlusion of the internal iliac artery (11A) may be necessary prior to endovascular
aneurysm repair (EVAR) to prevent endoleak Type Il. We compared efficacy and clinical outcome
after proximal occlusion of an unaffected IIA (ProxEmbx) using an Amplatzer vascular plug (AVP)
| vs distal occlusion of aneurysmatic IIA with coils and plugs (DistEmbx).

METHODS: Between 2009 and 2012, 22 patients underwent EVAR. In 9 patients with unaffected
lIA, occlusion was performed by a single AVP. In 13 patients with aneurysmatic IIA, more distal
embolization (DistEmbX) was conducted by using several coils and additional AVPs.
Retrospectively, technical success, clinical outcome and complications were evaluated.
RESULTS: Embolization of the IIA was successful in all patients. Three patients with more
DistEmbX of aneurysmatic 11As suffered from new onset of sexual dysfunction after occlusion

without statistically significant difference (p>0.05). Transient buttock claudication was observed in

Page209



three patients in each group. Bowel ischaemia did not occur. The procedure time (p=0.013) and
fluoroscopy time (p=0.038) was significantly lower in the ProxEmbx group than in the DistEmbx
group.

CONCLUSION: Proximal occlusion of an unaffected IIA and more distal occlusion of an
aneurysmatic Il1A prior to EVAR had the same technical and clinical outcome. However, proximal
plug embolization of an unaffected IIA prior to EVAR was associated with shorter procedure and
fluoroscopy time in comparison with more DistEmbX of aneurysmatic 11As. Advances in
knowledge: Proximal embolization of unaffected IIA and DistEmbX of aneurysmatic 1A before
EVAR are both effective in preventing Type Il endoleaks and have the same technical and clinical
outcome.
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Importance: Understanding the adverse effects of contemporary approaches to localized prostate
cancer treatment could inform shared decision making.

Objective: To compare functional outcomes and adverse effects associated with radical
prostatectomy, external beam radiation therapy (EBRT), and active surveillance.

Design, Setting, and Participants: Prospective, population-based, cohort study involving 2550
men (<80 years) diagnosed in 2011-2012 with clinical stage cT1-2, localized prostate cancer, with
prostate-specific antigen levels less than 50 ng/mL, and enrolled within 6 months of diagnosis.
Exposures: Treatment with radical prostatectomy, EBRT, or active surveillance was ascertained
within 1 year of diagnosis.

Main Outcomes and Measures: Patient-reported function on the 26-item Expanded Prostate
Cancer Index Composite (EPIC) 36 months after enroliment. Higher domain scores (range, 0-
100) indicate better function. Minimum clinically important difference was defined as 10 to 12
points for sexual function, 6 for urinary incontinence, 5 for urinary irritative symptoms, 5 for bowel
function, and 4 for hormonal function.

Results: The cohort included 2550 men (mean age, 63.8 years; 74% white, 55% had
intermediate- or high-risk disease), of whom 1523 (59.7%) underwent radical prostatectomy, 598
(23.5%) EBRT, and 429 (16.8%) active surveillance. Men in the EBRT group were older (mean
age, 68.1 years vs 61.5 years, P<.001) and had worse baseline sexual function (mean score,
52.3 vs 65.2, P<.001) than men in the radical prostatectomy group. At 3 years, the adjusted mean
sexual domain score for radical prostatectomy decreased more than for EBRT (mean difference, -
11.9 points; 95% Cl, -15.1 to -8.7). The decline in sexual domain scores between EBRT and
active surveillance was not clinically significant (-4.3 points; 95% ClI, -9.2 to 0.7). Radical
prostatectomy was associated with worse urinary incontinence than EBRT (-18.0 points; 95% ClI,

-20.5 to -15.4) and active surveillance (-12.7 points; 95% Cl, -16.0 to -9.3) but was associated
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with better urinary irritative symptoms than active surveillance (5.2 points; 95% Cl, 3.2 to 7.2). No
clinically significant differences for bowel or hormone function were noted beyond 12 months. No
differences in health-related quality of life or disease-specific survival (3 deaths) were noted
(99.7%-100%).

Conclusions and Relevance: In this cohort of men with localized prostate cancer, radical
prostatectomy was associated with a greater decrease in sexual function and urinary
incontinence than either EBRT or active surveillance after 3 years and was associated with fewer
urinary irritative symptoms than active surveillance; however, no meaningful differences existed in
either bowel or hormonal function beyond 12 months or in in other domains of health-related
quality-of-life measures. These findings may facilitate counseling regarding the comparative
harms of contemporary treatments for prostate cancer.
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BACKGROUND: The main treatment for non-metastatic rectal cancer (RC) is surgical resection.
Late adverse effects that are highly prevalent and negatively impact patients' symptom burden
and quality of life are: bowel-, urological and sexual dysfunctions; psychological distress; fear of
recurrence. Patients and clinicians have requested a more patient-centred follow-up, balancing
the focus on detection of recurrence, and physiological and psychological late adverse effects.
The current follow-up program primarily focuses on detection of recurrence, with less attention on
late adverse effects. As a consequence, the randomized controlled trial Follow-up after Rectal
Cancer (FURCA) has been launched, testing the effect of a new patient-led, follow-up program.
The aim of this paper is to describe the methodology used in the FURCA study and to report
results from the development of the patient-led, follow-up program. Adult patients, treated with
curative intent for primary adenocarcinoma in the rectum are included from four Danish centers.
MATERIAL AND METHODS: Patients are randomized into an intervention group, receiving
standardized education and access to self-referral to an assigned project nurse, or a control
group following the current follow-up program with routine medicals. The primary outcomes are
symptom burden and quality of life, measured by the Functional Assessment of Cancer Therapy -
Colorectal (FACT-C) questionnaire. Other outcome and demographic data are collected as
patient-reported measures and register-based data. Results from developing the intervention:
The education program is based on data from two focus group interviews and the feedback from
experts. An algorithm is developed in order to qualify the research nurses' responses to patients'
self-referral. Discussion and perspectives: The results of the FURCA study will strengthen the
evidence base for RC follow-up, and qualify the ongoing transformation in cancer follow-up
programs.
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Premature ejaculation is one of the most common male sexual dysfunctions; however, only a few
patients with premature ejaculation are seeking professional help or advice. Internet has become
an important source of knowledge, and thus, more patients are looking online for health
information. According to our best knowledge, no study has evaluated the content and quality of

websites on premature ejaculation. We, therefore, aimed to evaluate the content and quality of
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currently available Internet-based information on premature ejaculation. A sample was obtained
comprising the 50 top sites retrieved from Google, Bing and Yahoo search engines using the
terms 'premature ejaculation’. Each site then was reviewed based on some predefined evaluation
criteria to determine the general quality, condition-specific content quality, popularity index and
ownership. The websites reviewed were differed highly in terms of quality and ownership. Only a
few sites provided comprehensive medical and complete information on premature ejaculation.
The online information available is often of uncertain calibre; therefore, men are being exposed to
information about premature ejaculation with a highly variable degree quality. This fact should be
considered both by health professionals and website owners, and better online resources should
be provided for these patients.

Copyright© 2016 Bl ackwell Verl ag GmbH.
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Sex steroids in relation to cardiac structure and function in men. [Review]
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The prevalence of testosterone substitution as well as of androgen deprivation therapy in men is

increasing. This review aims to summarise available knowledge of the effects of sex steroids on
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cardiac structure and function in men. MEDLINE was searched through PubMed. Original
studies, systematic reviews and meta-analyses, and relevant citations were screened. A short-
term hormonal intervention study in healthy young men with respect to echocardiographic
parameters of structure and function was performed. Preclinical research provides sufficient
evidence for the heart as a substrate for sex hormones. In animals, administration of oestradiol
appears to have beneficial effects on cardiac structure and function, whereas administration of
testosterone to noncastrated animals adversely affects cardiac function. However, the effects of
sex steroids on cardiac function and structure appear more heterogeneous in human
observational studies while comparative, prospective studies in humans are lacking. It is
concluded that although effects of testosterone substitution as well as of androgen deprivation on
cardiac structure and function can be expected based on pre-clinical research, there exists an
important knowledge gap of the effects of hormonal intervention in men. As such, there is a need
to address this question in future prospective intervention trials.

Copyright © 201¢GnbHackwel | Verl a
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A total of 184 cases of surgically treated male prolactinoma were analyzed retrospectively to
summarize the outcome of this surgical intervention. We analyzed the general characteristics,
clinical manifestations, hormone levels, imaging features, preoperative treatments, surgical
outcomes, pathology results, and follow-up records for all included patients. The most common
clinical manifestations included sexual dysfunction (47.4%), headache (55.9%), and visual
disturbance (46.7%). Serum prolactin levels ranged from 150 to 204,952 ng/mL. Tumor size
varied from 6 to 70 mm. Pituitary adenomas grew in a parasellar pattern with visual deficits
occurring 40.7% of the time. After surgical therapy, 88.6% of patients achieved symptom relief,
and 98.4% experienced an immediate postoperative decline in prolactin level. Fifty-seven patients
(31.0%) achieved initial remission, and 26 patients (45.6%) experienced recurrence. Hence, our
results suggest that in male prolactinoma characterized by a large pituitary diameter and high
serum prolactin level, tumor size predicts the degree of gross resection. The prognostic predictors
included preoperative tumor growth pattern and Ki-67 index.Citation: Yi-jun S, Mei-ting C, Wei L,
Bing X, Yong Y, Ming F, Ren-zhi W. (2016) Surgical treatment for male prolactinoma: a
retrospective study of 184 cases.
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INTRODUCTION: Phosphodiesterase type 5 inhibitors (PDES5ISs) are the first-line drugs in the
management of erectile dysfunction (ED). However, over the past two decades tremendous
efforts have been made to identify new clinical uses of PDES5Is beyond their roles in ED. Areas
covered: Basic science articles, clinical trials, reviews, and meta-analysis published between
1996 and 2015 were searched using MEDLINE (PubMed interface) to collect the most relevant
and impactful studies from our perspectives as practicing urologists. This review mainly focuses
on the level one evidence-based clinical efficacy and drug-related toxicity of oral PDES5Is. In
addition, drug discovery, pharmacokinetics and pharmacodynamics, potential use in other
diseases, and future directions are discussed. Expert opinion: On-demand PED5Is for the
treatment of ED has shifted toward chronic administration in a broad spectrum of conditions that
are thought to be associated with endovascular health. Several studies have shown that PDE5Is
may play a cardioprotective or neuroprotective role. Further studies are under way to verify
beneficial effects of PDES5I in non-urological conditions.
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Trazodone is an antidepressant that is FDA-approved for the treatment of depression. It has been
used by mental health and primary care providers for the treatment of multiple psychiatric and
medical conditions .This review describes trazodone mechanism of action, formulation, dosage
and adverse effects and then summarizes the beneficial effects of trazodone in the treatment of
various psychiatric and medical conditions such as major depression, as well non-approved FDA
indications such as insomnia,anxiety disorders, posttraumatic stress disorder, obsessive
compulsive disorder, feeding and eating disorders, substance use disorders, behavioral
disturbances associated with cognitive dysfunction, sexual dysfunction, certain pain conditions,
and rehabilitation after acute ischemic stroke. Despite trazodone's favorable effects in the
treatment of FDA-unapproved psychiatric and medical conditions, large, randomized controlled
clinical trials are still needed to confirm its efficacy in the treatment of the multiple conditions for
which it is often used in clinical practice.
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Priapism is a genitourinary emergency that demands a thorough, time-sensitive evaluation. There
are 3 types of priapism: ischemic, nonischemic, and recurrent ischemic priapism; ischemic
priapism accounts for 95% of cases. Ischemic priapism must be treated within 4 to 6 hours to
minimize morbidity, including impotence. The diagnosis of ischemic priapism relies heavily on the
history and physical examination and may be facilitated by penile blood gas analysis and penile
ultrasound. This issue reviews current evidence regarding emergency department treatment of
ischemic priapism using a stepwise approach that begins with aspiration of cavernosal blood,
cold saline irrigation, and penile injection with sympathomimetic agents. Evidence-based
management and appropriate urologic follow-up of nonischemic and recurrent ischemic priapism
maximizes patient outcomes and resource utilization.
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Evaluating the content and quality of information about premature ejaculation on the Internet:
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Premature ejaculation is one of the most common male sexual dysfunctions; however, only a few
patients with premature ejaculation are seeking professional help or advice. Internet has become
an important source of knowledge, and thus, more patients are looking online for health
information. According to our best knowledge, no study has evaluated the content and quality of
websites on premature ejaculation. We, therefore, aimed to evaluate the content and quality of
currently available Internet-based information on premature ejaculation. A sample was obtained
comprising the 50 top sites retrieved from Google, Bing and Yahoo search engines using the
terms 'premature ejaculation'. Each site then was reviewed based on some predefined evaluation
criteria to determine the general quality, condition-specific content quality, popularity index and
ownership. The websites reviewed were differed highly in terms of quality and ownership. Only a
few sites provided comprehensive medical and complete information on premature ejaculation.
The online information available is often of uncertain calibre; therefore, men are being exposed to
information about premature ejaculation with a highly variable degree quality. This fact should be
considered both by health professionals and website owners, and better online resources should
be provided for these patients.
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Sex steroids in relation to cardiac structure and function in men. [Review]
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The prevalence of testosterone substitution as well as of androgen deprivation therapy in men is
increasing. This review aims to summarise available knowledge of the effects of sex steroids on
cardiac structure and function in men. MEDLINE was searched through PubMed. Original
studies, systematic reviews and meta-analyses, and relevant citations were screened. A short-
term hormonal intervention study in healthy young men with respect to echocardiographic
parameters of structure and function was performed. Preclinical research provides sufficient
evidence for the heart as a substrate for sex hormones. In animals, administration of oestradiol
appears to have beneficial effects on cardiac structure and function, whereas administration of
testosterone to noncastrated animals adversely affects cardiac function. However, the effects of
sex steroids on cardiac function and structure appear more heterogeneous in human
observational studies while comparative, prospective studies in humans are lacking. It is
concluded that although effects of testosterone substitution as well as of androgen deprivation on
cardiac structure and function can be expected based on pre-clinical research, there exists an
important knowledge gap of the effects of hormonal intervention in men. As such, there is a need
to address this question in future prospective intervention trials.
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Historically, research into surgical treatment of Graves disease has assessed subtotal rather than
total thyroidectomy. Most clinicians now recommend total thyroidectomy, but little information is
available regarding quality-of-life (QOL) outcomes for this procedure. Our aim was to assess QOL
after total thyroidectomy. This is a retrospective, pilot study of patients with Graves disease who
underwent total thyroidectomy from 1991 to 2007 at a high-volume tertiary referral center in
Toronto, Canada. Questionnaires addressing disease-specific symptoms and global QOL
concerns were sent to 54 patients. Analyses included parametric and nonparametric tests to
assess the differences between perception of symptoms and global QOL before and after
surgery. Forty patients responded (response rate: 74%) at a median of 4.8 years postoperatively.
On a 10-point scale, overall wellness improved from 4.1 preoperatively to 8.7 postoperatively (p <
0.001). Patients recalled missing less work or school after surgery (7.8 vs. 1.1 days/year; p =
0.001). Overall satisfaction with the procedure was high. On average, symptoms improved within
32 days of surgery, and all symptoms showed substantial improvement. This is the first North
American study to assess QOL outcomes of patients with Graves disease after total
thyroidectomy. Patients experienced marked and rapid improvement in QOL postoperatively.
These findings suggest that total thyroidectomy is a safe and effective treatment.
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Sexual dysfunction is a common finding in both men and women with chronic kidney failure.
Common disturbances include erectile dysfunction in men, menstrual abnormalities in women,
and decreased libido and fertility in both sexes. These abnormalities are primarily organic in
nature and are related to uremia as well as the other comorbid conditions that frequently occur in
the chronic kidney failure patient. Fatigue and psycho social factors related to the presence of a
chronic disease are also contributory factors. Disturbances in the hypothalamic-pituitary-gonadal
axis can be detected prior to the need for dialysis but continue to worsen once dialytic therapy is
initiated. Impaired gonadal function is prominent in uremic men while the disturbances in the
hypothalamic-pituitary axis are more subtle. By contrast, central disturbances are more prominent
in uremic women. Therapy is initially directed towards optimizing the delivery of dialysis,
correcting anemia with recombinant erythropoietin, and controlling the degree of secondary
hyperparathyroidism with vitamin D. For many practicing nephrologists sildenafil has become the

first line therapy in the treatment of impotence. In the hypogonadal man whose only complaint is
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decreased libido, testosterone may be of benefit. Regular gynecologic follow up is required in
uremic women to guard against potential complications of unopposed estrogen effect. Uremic
women should be advised against pregnancy while on dialysis. Successful transplantation is the
most effective means of restoring normal sexual function in both men and women with chronic
kidney failure.
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Erectile dysfunction (ED) is a common comorbidity of diabetes mellitus, but few studies

investigated its prevalence in type 1 diabetes. The objective of this study was to evaluate the
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prevalence and correlates of ED in young men with type 1 diabetes treated with different
intensive insulin regimens. The study population included 151 type 1 diabetic men, aged 18-35
years, and 60 healthy age-matched controls. Ninety-four men were treated with multiple daily
injections of insulin (MDI), and the remaining 71 with continuous subcutaneous insulin infusion
(CSll). All participants in the study completed the International Index of Erectile function (IIEF-5),
and other validated multiple-choice questionnaires assessing quality of life, physical activity,
depressive symptoms and diabetes-related problems. The overall prevalence of ED was higher in
diabetic men (37%), as compared with controls (6%, P<0.001). ED prevalence rates were similar
in both MDI (36%) and CSII (39%) groups (P=0.326); both were higher compared with controls
(P<0.001 for both). More than half of diabetic men (58%) had mild ED. Compared with men
without ED, diabetic men with ED showed lower weight, body mass index, fasting glucose, insulin
dose and high-density lipoprotein cholesterol levels, and higher self-rating depression score
(SRDS). In the multiple regression analysis only the SRDS (P=0.032) were independent
predictors of IIEF-5 score in the overall diabetic men. Young men with type 1 diabetes treated
with MDI or CSII show a higher prevalence of ED, as compared with healthy age-matched men.
Depression was associated with ED in diabetic population.
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Introduction Gender dysphoria, a marked incongruence between one's experienced gender and
biological sex, is commonly believed to arise from discrepant cerebral and genital sexual
differentiation. With the discovery that estrogen receptor beta is associated with female-to-male
(FtM) but not with male-to-female (MtF) gender dysphoria, and given estrogen receptor alpha
involvement in central nervous system masculinization, it was hypothesized that estrogen
receptor alpha, encoded by the ESR1 gene, also might be implicated. Aim To investigate whether
ESR1 polymorphisms (TA)n-rs3138774, Pvull-rs2234693, and Xbal-rs9340799 and their
haplotypes are associated with gender dysphoria in adults. Methods Molecular analysis was
performed in peripheral blood samples from 183 FtM subjects, 184 MtF subjects, and 394 sex-
and ethnically-matched controls. Main Outcome Measures Genotype and haplotype analyses of
the (TA)n-rs3138774, Pvull-rs2234693, and Xbal-rs9340799 polymorphisms. Results Allele and
genotype frequencies for the polymorphism Xbal were statistically significant only in FtM vs
control XX subjects (P =.021 and P =.020). In XX individuals, the A/G genotype was associated
with a low risk of gender dysphoria (odds ratio [OR] = 0.34; 95% CI = 0.16-0.74; P =.011); in XY
individuals, the A/A genotype implied a low risk of gender dysphoria (OR =0.39; 95% CI = 0.17-
0.89; P =.008). Binary logistic regression showed partial effects for all three polymorphisms in
FtM but not in MtF subjects. The three polymorphisms were in linkage disequilibrium: a small
number of TA repeats was linked to the presence of Pvull and Xbal restriction sites (haplotype S-
T-A), and a large number of TA repeats was linked to the absence of these restriction sites
(haplotype L-C-G). In XX individuals, the presence of haplotype L-C-G carried a low risk of
gender dysphoria (OR = 0.66; 95% CI = 0.44-0.99; P =.046), whereas the presence of haplotype
L-C-A carried a high susceptibility to gender dysphoria (OR = 3.96; 95% CI = 1.04-15.02; P =
.044). Global haplotype was associated with FtM gender dysphoria (P =.017) but not with MtF
gender dysphoria. Conclusions Xbal-rs9340799 is involved in FtM gender dysphoria in adults.
Our findings suggest different genetic programs for gender dysphoria in men and women. Cortes-
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alpha Gene (ESR1) Are Associated With Female-to-Male Gender Dysphoria. J Sex Med
2017;14:464-472.
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Premature ejaculation (PE) is a common ejaculatory complaint. The estimated rates among
Turkish men reached 20%, although the severest type of PE (lifelong PE) usually does not

exceed 2.3%. This could be seen in line with two survey studies involving five nations. They
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revealed that 2.5% of men had an intravaginal ejaculation latency time of <1 min and 6% of <2
min. Rapid ejaculation may be treated pharmacologically with a variety of different medications
that act either centrally or locally to delay ejaculation and subsequent orgasm. Antidepressants,
particularly members of the selective serotonin reuptake inhibitor class, retard ejaculation
significantly. Recently, it was postulated that men with lifelong PE might result from a combination
of polymorphisms of the serotonergic transporter and receptors, and other neurotransmitters
and/or receptors. Our findings augment the significant effect of paroxetine in delaying ejaculation
in the responders (P<0.001). Meanwhile, the findings do not suggest a positive association
between such response and serotonin transporter gene promoter polymorphism.
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Introduction Patients with psoriasis have increased risk of cardiovascular disease, but data on
atopic dermatitis (AD) are less clear-cut. However, it is well-established that erectile dysfunction
(ED) can serve as a risk marker for coronary disease. Aim To investigate the incidence,
prevalence, and risk of ED in men with psoriasis and AD. Methods The sample included all
Danish men at least 30 years old. In patients with AD and psoriasis, we determined disease
severity based on use of systemic therapy. We performed a cross-sectional study (January 1,
2008) using logistic regression to estimate the prevalence and odds ratio of ED. Moreover, in a
cohort study design, patients were followed from January 1, 2008 through December 31, 2012,
and Cox regression models were used to estimate adjusted hazard ratios of new-onset ED.
Models were adjusted for potential confounding factors, including age, socioeconomic status,
health care consumption, smoking, alcohol abuse, diabetes, and cholesterol-lowering drug use.
Main Outcome Measures The outcome was initiation of pharmacotherapy used for treatment of
ED. Results The sample consisted of 1,756,679 Danish men (age range = 30-100 years), of
which 2,373 and 26,536 had adult AD (mild = 1,072; severe = 1,301) and psoriasis (mild =
21,775; severe = 4,761), respectively. Mean ages (SDs) were 53.0 (14.6), 46.7 (12.0), and 56.3
(13.8) years for the general population, patients with AD, and patients with psoriasis, respectively.
Prevalences of ED were 8.7%, 6.7%, and 12.8% for the general population, patients with AD, and
patients with psoriasis, respectively. Adjusted odds ratios (logistic regression) of ED were
decreased in patients with AD (0.68; 0.57-0.80) but increased in those with psoriasis (1.15; 1.11-
1.20). Adjusted odds ratios for mild and severe AD were 0.63 (0.48-0.82) and 0.72 (0.58-0.88),
respectively, and those for psoriasis these were 1.16 (1.11-1.21) and 1.13 (1.03-1.23). Adjusted
hazard ratios (Cox regression) were 0.92 (0.76-1.11) for AD and 1.14 (1.08-1.20) for psoriasis.
The ED risk was not increased in men with mild AD (0.85; 0.63-1.14) or severe AD (0.97; 0.76-
1.24) but was significantly increased in men with mild psoriasis (1.13; 1.09-1.20) and severe
psoriasis (1.17; 1.04-1.32). Conclusion We found an increased prevalence and risk of ED in men
with psoriasis, whereas the risk was comparable to (and even slightly lower than) the general
population for men with AD. Egeberg A, Hansen PR, Gislason GH, et al. Erectile Dysfunction in
Male Adults With Atopic Dermatitis and Psoriasis. J Sex Med 2017;14:380-386.
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Background: The pharmacokinetics and the pharmacodynamics of antidepressants show large
inter-individual variations which result in unpredictable clinical responses. Aim: The aim of the
study was to examine the effect of ABCB1 polymorphisms and the serum concentrations on the
efficacy and tolerability of venlafaxine in patients with major depressive disorder (MDD). Methods:
Fifty-two outpatients who met the Diagnostic and Statistical Manual of Mental Disorders Fourth
Edition (DSM-1V) criteria for MDD were recruited for the study. The severity of depression was
assessed using the 17-item Hamilton Rating Scale for Depression scale (HDRS17) and
tolerability was assessed based on a query regarding side-effects for 6 weeks. The ABCB1
C3435T/A and G2677T/A polymorphisms were genotyped by PCR/RFLP and steady-state serum
venlafaxine concentrations were measured by high-performance liquid chromatography. Results:
Patients with the TT genotype for the C3435T and the TT/TA genotype for the G2677T/A
polymorphism showed significantly higher frequencies in venlafaxine-induced akathisia. This
relationship was not observed for efficacy. As regards serum venlafaxine concentrations, patient

groups showed no significant differences in efficacy and tolerability. Conclusion: The results
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suggest that individuals with the TT-TT/TA genotypes for the C3435T-G2677T/A polymorphisms
of ABCB1 may be pre-disposed to a risk of akathisia.
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Only limited epidemiological evidence exists regarding the relationship between diabetic
neuropathy and erectile dysfunction (ED) among Japanese patients with type 2 diabetes mellitus.
To investigate the relationship between diabetic neuropathy and ED among Japanese patients
with type 2 diabetes mellitus, a multicenter cross-sectional study was conducted in 287 male
Japanese patients with type 2 diabetes mellitus, age (19-65 years). Diabetic neuropathy was
diagnosed if the patients showed two or more of the following three characteristics: neuropathic
symptoms, decreased or disappeared Achilles tendon reflex and/or abnormal vibration
perception. ED, moderate to severe ED, and severe ED were defined as present when a subject
had a Sexual Health Inventory for Men score <22, <12 and <8, respectively. The prevalence
values of diabetic neuropathy and severe ED were 47.0 and 39.0%, respectively. Diabetic
neuropathy was independently positively associated with severe ED, but not ED and moderate
ED: The adjusted odds ratio was 1.90 (95% confidence interval: 1.08-3.38). No relationships were
found between diabetic retinopathy or diabetic nephropathy and ED. Diabetic neuropathy is
positively associated with severe erectile dysfunction among Japanese type 2 diabetes mellitus
patients aged <65 years.
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Sexual Rehabilitation After Treatment For Prostate Cancer-Part 2: Recommendations From the
Fourth International Consultation for Sexual Medicine (ICSM 2015).
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Introduction Sexual dysfunction is common in patients after radical prostatectomy (RP) for
prostate cancer. Aim To provide the International Consultation for Sexual Medicine (ICSM) 2015
recommendations concerning management strategies for post-RP erectile function impairment
and to analyze post-RP sexual dysfunction other than erectile dysfunction. Methods A literature
search was performed using Google and PubMed database for English-language original and
review articles published up to August 2016. Main Outcome Measures Levels of evidence (LES)
and grades of recommendations (GRs) are provided based on a thorough analysis of the
literature and committee consensus. Results Nine recommendations are provided by the ICSM

2015 committee on sexual rehabilitation after RP. Recommendation 6 states that the recovery of
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postoperative erectile function can take several years (LE = 2, GR = C). Recommendation 7
states there are conflicting data as to whether penile rehabilitation with phosphodiesterase type 5
inhibitors improves recovery of spontaneous erections (LE = 1, GR = A). Recommendation 8
states that the data are inadequate to support any specific regimen as optimal for penile
rehabilitation (LE = 3, GR = C). Recommendation 9 states that men undergoing RP (any
technique) are at risk of sexual changes other than erectile dysfunction, including decreased
libido, changes in orgasm, anejaculation, Peyronie-like disease, and changes in penile size (LE =
2, GR = B). Conclusion This article discusses Recommendations 6 to 9 of the ICSM 2015
committee on sexual rehabilitation after RP. Salonia A, Adaikan G, Buvat J, et al. Sexual
Rehabilitation After Treatment For Prostate Cancer-Part 2: Recommendations From the Fourth
International Consultation for Sexual Medicine (ICSM 2015). J Sex Med 2017;14:297-315.
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Introduction Patients consulting for sexual difficulties frequently present additional personal or
relational disorders and symptoms. This is especially the case when they have experienced
cumulative adverse childhood experiences (CACEs), which are associated with symptom
complexity. CACEs refer to the extent to which an individual has experienced an accumulation of
different types of adverse childhood experiences including sexual, physical, and psychological
abuse; neglect; exposure to inter-parental violence; and bullying. However, past studies have not
examined how symptom complexity might relate to CACEs and sexual satisfaction and even less
so in samples of adults consulting for sex therapy. Aim To document the presence of CACEs in a
sample of individuals consulting for sexual difficulties and its potential association with sexual
satisfaction through the development of symptom complexity operationalized through well-
established clinically significant indicators of individual and relationship distress. Methods Men
and women (n = 307) aged 18 years and older consulting for sexual difficulties completed a set of
questionnaires during their initial assessment. Main Outcome Measures (i) Global Measure of
Sexual Satisfaction Scale, (ii) Dyadic Adjustment Scale-4, (iii) Experiences in Close
Relationships-12, (iv) Beck Depression Inventory-13, (v) Trauma Symptom Inventory-2, and (vi)
Psychiatric Symptom Inventory-14. Results Results showed that 58.1% of women and 51.9% of
men reported at least four forms of childhood adversity. The average number of CACEs was 4.10
(SD = 2.23) in women and 3.71 (SD = 2.08) in men. Structural equation modeling showed that
CACEs contribute directly and indirectly to sexual satisfaction in adults consulting for sex therapy
through clinically significant individual and relational symptom complexities. Conclusion The
findings underscore the relevance of addressing clinically significant psychological and relational
symptoms that can stem from CACEs when treating sexual difficulties in adults seeking sex
therapy. Bigras N, Godbout N, Hebert M, Sabourin S. Cumulative Adverse Childhood
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Experiences and Sexual Satisfaction in Sex Therapy Patients: What Role for Symptom

Complexity? J Sex Med 2017;14:444-454,
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Background: Hidradenitis suppurativa (HS) has a major impact on patients' quality of life (QoL).
Although it has commonly been assumed that HS impairs sexual health, only a single case-
control study has been performed on sexual functioning in a small group of patients with HS.
Objectives: To investigate the QoL with a particular focus on sexual health in a substantial
population of patients with HS. Methods: In total 916 patients with HS received an invitation to

participate in this multicentre cross-sectional survey. Results: Three hundred patients completed
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the questionnaires. This study showed a diminished QoL and sexual health in patients with HS
(Female Sexual Function Index: 21.6 +/- 9.6, International Index of Erectile Function: 49.7 +/-
20.7, Arizona Sexual Experience Scale: 16.7 +/- 5.3, Dermatology Life Quality Index: 12.5 +/-
7.5). Sexual health was associated with QoL in women but not in men. Female sex and late onset
of HS were associated with poor sexual function. Impairment of QoL was associated with
anogenital involvement, early onset of HS, disease severity and disease activity. Conclusions: HS
is associated with impaired sexual health and QoL. Physicians should not hesitate to ask patients
with HS about their sexual function and, when needed, offer them psychological support.
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Objective: Prevention may improve the quality of life and sexual and reproductive health. To
improve prevention require a comprehensive research approach that examines the frequency and
risk factors for urologic conditions. In June 2016 the Italian Urologic Society coordinated a
preventive initiative : the 1st Week of Male Urologic Prevention "#Controllati”. Material and
methods: During the 1st Week of Male Urologic Prevention "#Controllati”, men aged 18 years or
more were invited to attend participating urologic centers for a free of charge visit for counseling
about urologic or andrologic conditions. Each participating man underwent a physical
examination. Further he was asked about his a medical history and about his urologic symptoms,
sexual activity and possible related problems. Results: Data were collected in 81 centers: 2380
men answered the questionnaire. A total of 1226 subjects participating in the study reported one
or more urinary symptom [51.5% (IC 95% 48.9%-54.5%)]. The risk of any urinary symptoms
increased with age: in comparison with men aged < = 30 years or less the risk of any urinary
symptoms was 2.31, 2.92, 5.12, 7.82 and 17.02 respectively in the class age 31-40, 41-50, 51-60,
61-70 and > = 71. Overweight/obese men were at increased risk of any urinary symptoms
[OR1.35 (95% CI 1.12-1.64)]. 27.2% (IC 95% overall 25.2% -29.3%) of the subjects had at least a
sexual disorder (erectile dysfunction, premature ejaculation, hypoactive sexual desire). The
erectile dysfunction and hypoactive sexual desire increased with age, but premature ejaculation
tended to be higher among younger aged men aged 40 years or more. Current any urinary
symptoms [OR 1.85 (Cl 1.40-2.43)], hypertension [OR 1.66 (95% CI 1.21-2.26) and diabetes (OR
2.37 (95% CI 1.45-3.88)] increased the risk of erectile dysfunction. Conclusions: This large survey
gives a picture of the burden of the more frequent urologic conditions offering useful information
in order to focus preventive campaign.
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Objective: The aim of this study was to investigate the platelet activity in patients with

vasculogenic erectile dysfunction (ED). Materials and methods: The total blood count, including

hemoglobin (Hgb), white blood cell (WBC), red blood cell (RBC), platelet (PLT) and mean platelet

volume (MPV) parameters were measured in the patient (n = 70) and control groups (n = 50).

Results: The average age was 48.1 +/- 11.7 and 47.6 +/- 12.3 in the patient and control groups (p

=0.8217), respectively. MPV was higher in the patient group and there was a statistically
significant difference between two groups (11.27 +/- 0.56 and 9.8 +/- 0.91, p < 0.0001). PLT
counts were lower in the patient group but there was not a statistically significant difference
(196.23 +/- 37.01 and 209.07 +/- 36.71, p = 0.0626). In terms of haemoglobin, WBC and RBC

values, there was no difference in the patient and control groups. Conclusions: Finding high MPV,

which reflects the platelet activity, in the patient group shows that platelets also have a role in the

VED etiopathogenesis. In the case of the confirmation of this result with additional studies, the

efficiency of anti-platelet therapy in the vasculogenic ED should also be researched.
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Objective: To study whether there are factors related to secondary diagnoses (SDg) present in
patients with prostate cancer that influence the development of urinary incontinence after radical
prostatectomy (RP). Materials and methods: A retrospective multicenter observational study was
performed reviewing the medical records of 430 men who underwent RP due to organ-confined
prostate cancer in 9 different hospitals. Two study groups were distinguished: Group A (GA):
Patients without urinary incontinence after RP; Group B (GB): patients with any degree of post-
surgical urinary incontinence. Results: Average age at surgery was 63.42 years (range 45-73).
258 patients were continent after surgery and 172 patients complaint of any degree of
incontinence after RP. A higher percentage of healthy patients was found in group A (continent
after surgery) than in group B (p = 0.001). The most common SDg prior to surgery were
hypertension, lower urinary tract symptoms, dyslipidemia, diabetes mellitus and erectile

dysfunction, but none did show a greater trend towards post-surgical incontinence. Conclusions:
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A better health status prior to surgery is associated to a lower incidence of new-onset urinary
incontinence after radical prostatectomy. However, no correlation was found between the most
common medical disorders and the development of post-surgical urinary incontinence.
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Assessment of the latent adverse events of antipsychotic treatment using a subjective
guestionnaire in Japanese patients with schizophrenia.

Hatano M., Kamei H., Kato A., Takeuchi I., Hanya M., Uno J., Yamada S., Fujita K., lwata N.
Embase

Clinical Psychopharmacology and Neuroscience. 15 (2) (pp 132-137), 2017. Date of Publication:
2017.

[Article]

AN: 616226091

Objective: The adverse effects of antipsychotic agents can have a marked influence on
medication adherence. In this study, we investigated the adverse events of antipsychotics that
are less likely to be reported by patients and the reasons why such symptoms remain latent.
Methods: Data were collected by interviewing patients using a subjective questionnaire, and the
associations between unreported symptoms and background factors were investigated. Results:
A total of 306 patients with schizophrenia or schizoaffective disorder were examined. Their major
symptoms were daytime sleepiness (50.0%), weight gain (42.2%), and sexual dysfunction
(38.9%). Sexual dysfunction was nominal significantly more common among the patients that had
been treated with antipsychotic agent polypharmacy (odds ratio [OR], 2.14; 95% confidence
interval [CI], 1.07 to 4.30), and was nominal significantly more common among outpatients (OR,
1.78; 95% ClI, 1.02 to 3.13). Only approximately 30% of the patients had reported their symptoms
to their physicians. Conclusion: Patients receiving antipsychotic treatment tolerate some
symptoms and do not feel able to report them to their physicians. The most common reason for
this is an insufficient patient-physician relationship. Sexual dysfunction is especially hard to
identify because it is a delicate problem, and our findings demonstrate that subjective
guestionnaires are helpful for detecting such symptoms.
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This study sought to determine if there is any overlap between the two major non-rapid eye
movement and rapid eye movement parasomnias, i.e. sleepwalking/sleep terrors and rapid eye
movement sleep behaviour disorder. We assessed adult patients with sleepwalking/sleep terrors
using rapid eye movement sleep behaviour disorder screening questionnaires and determined if
they had enhanced muscle tone during rapid eye movement sleep. Conversely, we assessed
rapid eye movement sleep behaviour disorder patients using the Paris Arousal Disorders Severity
Scale and determined if they had more N3 awakenings. The 251 participants included 64 patients
with rapid eye movement sleep behaviour disorder (29 with idiopathic rapid eye movement sleep
behaviour disorder and 35 with rapid eye movement sleep behaviour disorder associated with
Parkinson's disease), 62 patients with sleepwalking/sleep terrors, 66 old healthy controls (age-
matched with the rapid eye movement sleep behaviour disorder group) and 59 young healthy
controls (age-matched with the sleepwalking/sleep terrors group). They completed the rapid eye
movement sleep behaviour disorder screening questionnaire, rapid eye movement sleep
behaviour disorder single question and Paris Arousal Disorders Severity Scale. In addition, all the
participants underwent a video-polysomnography. The sleepwalking/sleep terrors patients scored
positive on rapid eye movement sleep behaviour disorder scales and had a higher percentage of
‘any' phasic rapid eye movement sleep without atonia when compared with controls; however,
these patients did not have higher tonic rapid eye movement sleep without atonia or complex

behaviours during rapid eye movement sleep. Patients with rapid eye movement sleep behaviour
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disorder had moderately elevated scores on the Paris Arousal Disorders Severity Scale but did
not exhibit more N3 arousals (suggestive of non-rapid eye movement parasomnia) than the
control group. These results indicate that dream-enacting behaviours (assessed by rapid eye
movement sleep behaviour disorder screening questionnaires) are commonly reported by
sleepwalking/sleep terrors patients, thus decreasing the questionnaire's specificity. Furthermore,
sleepwalking/sleep terrors patients have excessive twitching during rapid eye movement sleep,
which may result either from a higher dreaming activity in rapid eye movement sleep or from a
more generalised non-rapid eye movement/rapid eye movement motor dyscontrol during sleep.
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Background The physiological consequences of severe energy deficit include hypogonadism and
the loss of fat-free mass. Prolonged energy deficit also impacts physical performance, mood,
attentiveness, and decision-making capabilities. This study will determine whether maintaining a
eugonadal state during severe, sustained energy deficit attenuates physiological decrements and
maintains mental performance. This study will also assess the effects of normalizing testosterone
levels during severe energy deficit and recovery on gut health and appetite regulation. Methods
Fifty physically active men will participate in a 3-phase, randomized, placebo-controlled study.
After completing a 14-d, energy-adequate, diet acclimation phase (protein: 1.6 g . kg- 1 . d- 1; fat:
30% total energy intake), participants will be randomized to undergo a 28-d, 55% energy deficit
phase with (DEF + TEST: 200 mg testosterone enanthate per week) or without (DEF) exogenous
testosterone. Diet and physical activity will be rigorously controlled. Recovery from the energy
deficit (ad libitum diet, no testosterone) will be assessed until body mass has been recovered
within +/- 2.5% of initial body mass. Body composition, stable isotope methodologies, proteomics,
muscle biopsies, whole-room calorimetry, molecular biology, activity/sleep monitoring, personality
and cognitive function assessments, functional MRI, and comprehensive biochemistries will be
used to assess physiological and psychological responses to energy restriction and recovery
feeding while volunteers are in an expected hypogonadal versus eugonadal state. Discussion
The Optimizing Performance for Soldiers (OPS) study aims to determine whether preventing
hypogonadism will mitigate declines in physical and mental function that typically occur during
prolonged energy deficit, and the efficacy of testosterone replacement on recovery from severe
underfeeding. Trial Registration: NCT02734238.
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Background A successful penile prosthesis implantation (PPI) surgery can be defined by
outcomes beyond the absence of complications. Aim To introduce the concept of failure to cure
(FTC) in the context of PPI to more accurately gauge postoperative outcomes after PPI. Methods
Consecutive patients from our sexual function registry who underwent PPI from January 2011 to
December 2013 were analyzed. Demographics, previous treatment of erectile dysfunction,
comorbidities, social history, postoperative problems (POPs), and surgical outcomes were
tabulated. Patients completed the International Index of Erection Function (IIEF) and the Erectile
Dysfunction Inventory of Treatment Satisfaction questionnaires. We defined a complication,
according to the Clavien-Dindo classification, as any deviation from the ideal postoperative
course that is not inherent in the procedure and does not constitute an FTC. FTC was defined as
a POP that was not a complication. The chi2 tests, t-tests, or Wilcoxon rank-sum tests were used.
Outcomes Patient-reported and objective outcomes after PPI. Results Our enrollment consisted
of 185 patients, and we contacted 124 (67%). Of these, 16 (12.9%) had a POP requiring
reoperation. Eight patients developed surgical complications (three infections, four erosions, and
one chronic pain). Eight patients had FTC (four malpositions and four malfunctions). Factors that

correlated with POPs were previous PPI, body mass index higher than 30 kg/m2, and previous

Page248



treatment with intracorporal injections (P < .05 for all comparisons). Patients who had POPs
scored significantly lower on the IIEF erectile function and intercourse satisfaction domains (P <
.05 for the two comparisons), but not on the orgasmic function, sexual desire, and overall
satisfaction domains (P > .05 for all comparisons). Clinical Implications POPs after PPI surgery
can be more accurately categorized using the Clavien-Dindo classification of surgical
complications to more clearly distinguish surgical complications from FTC. Strengths and
Limitations Limitations of our study include its retrospective approach. Our series included a large
proportion of patients treated for prostate cancer, which limits the generalizability of our findings.
We also had a relatively short median follow-up time of 27 months. Conclusions Patient-reported
outcome assessments can vary greatly from what physicians determine to be successful PPI. An
assessment of POPs encompasses more than just complication rates; it also reflects FTC. Even
when POPs occur, patients can still derive satisfaction if they are correctively managed. Factors
that possibly predispose to POPs include previous PPI surgery, body mass index greater than 30
kg/m2, and history of intracorporal injections. Pineda M, Burnett AL. Distinguishing Failure to
Cure From Complication After Penile Prosthesis Implantation. J Sex Med 2017;14:731-737.
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We sought to establish the interplay of metabolic syndrome (MetS) and/or sexual dysfunction
(SD) on hypogonadism. Sexual functioning was assessed using Golombok Rust Inventory of
Sexual Satisfaction in 274 consecutive diabetic men visiting the diabetic clinic of the Tema
General Hospital between November 2010 and March 2011. MetS was assessed employing the
criteria of World Health Organization, International Diabetic Federation and the National
Cholesterol Education Program Adult Treatment Panel Ill while testosterone levels were
estimated. The mean ages and duration of diabetes from this study were 59.9+/-11.3 and 6.8+/-
5.9 years, respectively. The prevalence of hypogonadism was 7.3%, with the-SD/+MetS subjects
showing the highest prevalence of hypogonadism, irrespective of the criteria used. Additionally,
subjects with MetS and its components had a significantly lower level of testosterone compared
with those without MetS and its components. Using standard nine-point scale, it was observed
that subjects who avoided sexual act had significantly (P=0.0410) lower testosterone values
(5.8+/-2.3 ng ml-1) than subjects who did not avoid sexual act (6.4+/-2.6 ng ml-1). MetS alone
impacted more on hypogonadism than SD alone or both conditions altogether.
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We investigated urine nerve growth factor (NGF) levels and erectile dysfunction in diabetic men
<45 years of age. Urinary NGF levels were measured in 72 diabetic men and 20 control subjects
without lower urinary tract symptoms or erectile dysfunction. Participants were evaluated using

the International Prostate Symptom Score, quality of life index, Overactive Bladder Symptom

Score (OABSS), the five-item version of the International Index of Erectile Function questionnaire

(IIEF-5), the patient perception of bladder condition questionnaire, measurement of flow rate and

post-void residual urine volume. The results showed that the diabetic men had significantly higher

urinary normalized NGF/creatinine (Cr) levels compared to the healthy controls (0.48+/-1.2 vs
0.01+/-0.01, P=0.04). The increased urinary NGF/Cr levels correlated negatively with the IIEF-5
total score (P=0.03, coefficient=-0.26,-0.02 t0-0.47). The 42 patients with urinary NGF/Cr levels
<0.05 had higher IIEF-5 scores than the 30 patients with urinary NGF/Cr level >0.05 (20.2+/-4.6
vs 16.9+/-6.7, P=0.03). We conclude that urinary NGF levels were associated with erectile

dysfunction in the men with type 2 <45 years of age.
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The aim of this study was to investigate the relationship between metabolic syndrome (MetS) and
acquired premature ejaculation (PE). A total of 100 patients with acquired PE and 100 control
cases were enrolled in the study. After obtaining a detailed medical history, anthropometric
(weight, height and waist circumference) and blood pressure measurements were performed.
Ejaculation and erection functions were evaluated by Premature Ejaculation Diagnostic Tool
(PEDT) and International Index of Erectile Function-5 (IIEF-5), respectively. Self-estimated
intravaginal ejaculatory latency time (IELT) of the participants was recorded. Fasting blood
samples were taken for biochemical and hormonal work-up. The median PEDT scores were 16
(9-22) and 4.5 (2-8) in acquired PE and control groups, respectively (P<0.001). The mean
estimated IELT values in PE patients and controls were 36.1+/-46.5versus 488.2+/-313.8 s
(P<0.001). MetS was diagnosed in 51 patients (51%) in the PE group and 24 (24%) participants
in the control group (P<0.001). A significant negative correlation was observed between the
components of MetS and estimated IELT, except for diastolic blood pressure. Moreover, there
was a significant positive correlation between the all components of MetS and total PEDT score,

except for fasting blood glucose and high-density lipoprotein cholesterol (HDL) levels. Logistic
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regression analysis revealed that, except blood pressure and HDL levels, MetS components were
significant risk factors for PE after adjusting for age and total testosterone. In conclusion, MetS is
associated with acquired PE.
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Introduction: The aim of this study was to determine whether adolescence of transgender
individuals is characterized by a high risk of suicide. Methods: In total, 141 participants with
transgenderism were questioned using a semi-structured interview to determine whether
participants had current suicidal thoughts, had a lifetime history of such thoughts, or had
attempted suicide. These findings were cross-ref-erenced to the participants' sociodemographic
characteristics, and information about their families' general attitudes toward sexuality, gender
identity, and commitment to religious views. In total, 101 participants attended group
psychotherapy sessions for at least a year. In these sessions, family and partner relationships,

occupational problems, financial problems, medical issues, and religious concerns were
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discussed. Results: The incidence of suicide attempts, current suicidal thoughts, and lifetime
suicidal thoughts were 29.8%, 9.2%, and 55.3%, respectively. In total, 76.7% of the suicide
attempts occurred before the age of 21. Conclusion: Transsexual individuals present a high risk
of suicide, particularly during adolescence. This finding may be considered a sign for taking
action to prevent suicide when working with transgender individuals, particularly during
adolescence.
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This study aimed to detect endothelial dysfunction in erectile dysfunction (ED) patients free from
cardiovascular diseases or atherosclerotic risk factors and to evaluate acute effects of
phosphodiesterase-5 inhibitor tadalafil on endothelial dysfunction and cardiac function. Thirty ED
patients and 20 healthy male subjects (mean ages: 48.7+/-11.7 and 48.3+/-8.7 years,
respectively) were enrolled. Endothelium functions were assessed by applanation tonometry.
Aortic stiffness and cardiac function were evaluated by transthoracic echocardiography. Pulse
pressure was greater in the ED group (P<0.05), whereas aortic strain and aortic distensibility
were significantly lower (P<0.001). Treatment with tadalafil reduced pulse pressure (P=0.0179),
systolic blood pressure (P=0.001) and diastolic blood pressure (P=0.054) and increased aortic
distensibility (P=0.001) and aortic strain (P=0.003) in the ED group. Tadalafil administration also
increased large artery and small artery elasticity indices that were reduced in the ED group at
baseline (P=0.02 and 0.003, respectively). Systemic vascular disease and compromised left
ventricular diastolic function (LVDF) were present in ED patients with no known atherosclerotic
risk factors and cardiac diseases. Tadalafil positively affected arterial stiffness and LVDF.
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Sexual dysfunction in Tunisian patients living with HIV. <Les dysfonctions sexuelles chez les
patients tunisiens vivant avec le VIH.>

Bouhlel S., Derbel C.H., Nakhli J., Bellazreg F., Ben Meriem H., Omezzine A., Ben Hadj Ali B.

Embase

Page255



Sexologies. 26 (2) (pp 96-102), 2017. Date of Publication: April 2017.

[Article]

AN: 613587746

Introduction Infection with HIV remains a major global health priority. It is a source of physical and
psychological pain as well as relational difficulties and deterioration of sexual health. The
objectives of our study were to assess the different sexual dysfunctions of Tunisian patients living
with HIV and to look for a link between these dysfunctions and socio- and demographic
characteristics, the course of infection, the presence of depression and the quality of self-esteem.
Patients and methods A descriptive and comparative cross-sectional study was conducted about
74 Tunisian patients suffering from HIV infection. We have used a semi-structured interview and
three scales: the Rosenberg scale to determine the quality of self-esteem, the Hamilton scale for
the assessment of depression, the International Index of Erectile Function (IIEF-15) for men and
the Female Sexual Function Index (FSFI) to assess sexual function in women. Results For men,
we noticed a severe erectile dysfunction in 33.3% of cases, a severe disorder of the orgasm in
the same percentage and a slight to severe disorder of desire in 85.7% of cases. The severity of
male sexual dysfunction was related to depression and alcohol consumption. Majority of women
(n = 19; 59.4%) had total sexual abstinence since the announcement of the HIV infection. Only
the geographical origin and the low level of education influenced significantly female sexual
function. Depression had no effect on sexual function of these female patients. Conclusion
Sexual lives of Tunisians living with HIV are worsened. Collaboration between infectious disease
doctors and sex therapists is necessary to improve the quality of sexual life of these patients.
Copyright © 2016 EIlsevier Masson SAS
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Introduction Infection with HIV remains a major global health priority. It is a source of physical and
psychological pain as well as relational difficulties and deterioration of sexual health. The
objectives of our study were to assess the different sexual dysfunctions of Tunisian patients living
with HIV and to look for a link between these dysfunctions and socio- and demographic
characteristics, the course of infection, the presence of depression and the quality of self-esteem.
Patients and methods A descriptive and comparative cross-sectional study was conducted about
74 Tunisian patients suffering from HIV infection. We have used a semi-structured interview and
three scales: the Rosenberg scale to determine the quality of self-esteem, the Hamilton scale for
the assessment of depression, the International Index of Erectile Function (IIEF-15) for men and
the female Sexual Function Index (FSFI) to assess sexual function in women. Results For men,
we noticed a severe erectile dysfunction in 33.3% of cases, a severe disorder of the orgasm in
the same percentage and a slight to severe disorder of desire in 85.7% of cases. The severity of
male sexual dysfunction was related to depression and alcohol consumption. Majority of women
(n = 19; 59.4%) had total sexual abstinence since the announcement of the HIV infection. Only
the geographical origin and the low level of education influenced significantly female sexual
function. Depression had no effect on sexual function of these female patients. Conclusion
Sexual lives of Tunisians living with HIV are worsened. Collaboration between infectious disease
doctors and sex therapists is necessary to improve the quality of sexual life of these patients.
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Background Unmyelinated low-threshold mechanoreceptors-the so-called C-tactile (CT)
afferents-play a crucial role in the perception and conduction of caressing and pleasant touch
sensations and significantly contribute to the concept of erotic touch perception. Aim To
investigate the relations between sexual desire and sexual performance and the perception of
touch mediated by CT afferents. Methods Seventy healthy participants (28 men, 42 women;
mean age +/- SD = 24.84 +/- 4.08 years, range = 18-36 years) underwent standardized and
highly controlled stroking stimulation that varied in the amount of CT fiber stimulation by changing
stroking velocity (CT optimal = 1, 3 and 10 cm/s; CT suboptimal = 0.1, 0.3, and 30 cm/s).
Participants rated the perceived pleasantness, eroticism, and intensity of the applied tactile
stimulation on a visual analog scale, completed the Sexual Desire Inventory, and answered
guestions about sexual performance. Outcomes Ratings of perceived eroticism of touch were
related to self-report levels of sexual desire and sexual performance. Results Pleasantness and
eroticism ratings showed similar dependence on stroking velocity that aligned with the activity of
CT afferents. Erotic touch perception was related to sexual desire and sexual performance in a
gender-specific way. In women, differences in eroticism ratings between CT optimal and
suboptimal velocities correlated positively with desire for sexual interaction. In contrast, in men,
this difference correlated to a decreased frequency and longer duration of partnered sexual
activities. Clinical Implications The present results lay the foundation for future research
assessing these relations in patients with specific impairments of sexual functioning (eg,

hypoactive sexual desire disorder). Strengths and Limitations The strength of the study is the
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combination of standardized neurophysiologic methods and behavioral data. A clear limitation of
the study design is the exclusion of exact data on the female menstrual cycle and the recruitment
of an inhomogeneous sample concerning sexual orientation. Conclusion The present results
provide further evidence that unmyelinated CT afferents play a role in the complex mechanism of
erotic touch perception. The ability to differentiate between CT optimal and suboptimal stimuli
relates to sexual desire and performance in a gender-specific way. Bendas J, Georgiadis JR,
Ritschel G. C-Tactile Mediated Erotic Touch Perception Relates to Sexual Desire and
Performance in a Gender-Specific Way. J Sex Med 2017;14:645-653.
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Background: Obesity is associated to increased risk of metabolic comorbidity as well as
increased mortality. Notably, obesity is also associated to the impairment of the psychological
status and of quality of life. Only three questionnaires are available in the Italian language
evaluating the health-related quality of life in subjects with obesity. The aim of the present study
was to test the validity and reliability of the Italian version of the Laval Questionnaire. Methods:
The original French version was translated into Italian and back-translated by a French native
speaker. 273 subjects with obesity (Body Mass Index > 30 kg/m2) were enrolled; the Italian
version of the Laval Questionnaire and the O.R.Well-97 questionnaire were administered in order
to assess health- related quality of life. The Laval questionnaire consists of 44 items distributed in
6 domains (symptoms, activity/mobility, personal hygiene/clothing, emotions, social interaction,
sexual life). Disability and overall psychopathology levels were assessed through the TSD-OC
test (SIO test for obesity correlated disabilities) and the SCL-90 (Symptom Checklist-90)
guestionnaire, respectively. To verify the validity of the Italian version, the analysis of internal
consistency, test-retest reliability, and construct validity were performed. Results: The observed
proportion of agreement concordance of results was 50.2% with Cohen's K = 0.336 (CI 95%:
0.267-0.404), indicating a fair agreement between the two tests. Test-retest correlation was
statistically significant (rho = 0.82; p < 0.01); validity (standardized Chronbach's alpha) was
considered reliable (alpha > 0.70). The analysis of construct validity showed a statistically
significant association in terms of both total score (rho = -0.66) and scores at each single domain
(p <0.01). A high correlation (p < 0.01) was observed between Laval questionnaire total and
single domain scores and other related measures (Body Mass Index, TSD-OC scores, SCL-90
global severity index), revealing a high construct validity of the test. Conclusions: The lItalian
version of the Laval Questionnaire is a valid and reliable measure to assess the health-related
quality of life in subjects with obesity.
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We investigated the effects of testosterone replacement therapy (TRT) on metabolic factors
among hypogonadal men with a metabolic syndrome. From the study population of the EARTH
study, which was a randomised controlled study in Japan, 65 hypogonadal patients with a
metabolic syndrome, comprising the TRT group (n = 32) and controls (n = 33), were included in
this study analysis. The TRT group was administered 250mg of testosterone enanthate as an
intramuscular injection every 4 weeks for 12 months. Waist circumference, body mass index,
body fat volume and blood pressure were measured in all patients at baseline and at 12 months.
In addition, blood biochemical data, including total cholesterol, triglyceride (TG), HDL cholesterol,
fasting plasma glucose (FPG) and haemoglobin Alc (HbAlc) levels, were also evaluated.
Changes in these categories from baseline to 12 months were compared between the TRT and
control groups, with significant differences observed in waist circumference, body fat percentage,
FPG, TG and HbAlc levels. No significant differences were observed in other parameters. TRT
for 1 year was associated with improvements in some metabolic factors among Japanese men

with hypogonadism and metabolic syndrome.
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The objective of this study was to evaluate the gain in final height of achondroplasia (ACH)
patients with long-term growth hormone (GH) treatment. We analyzed medical data of 22 adult
patients (8 males and 14 females) treated with GH at a dose of 0.05 mg/kg/day. Optionally, tibial
lengthening (TL) was performed with the llizalov method in 15 patients and TL as well as femoral
lengthening (FL) in 6 patients. Concomitant gonadal suppression therapy with buserelin acetate
was applied in 13 patients. The mean treatment periods with GH were 10.7 +/- 4.0 and 9.3 +/- 2.5
years for males and females, respectively. GH treatment augmented the final height +0.60 +/-

0.52 SD (+3.5 cm) and +0.51 +/- 1.29 SD (+2.8 cm) in males and females compared to non-
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treated ACH patients, respectively. Final height of ACH patients that underwent GH and TL
increased +1.72 +/- 0.72 SD (+10.0 cm) and +1.95 +/- 1.34 SD (+9.8 cm) in males and females,
respectively. GH, TL, and FL increased their final height +2.97 SD (+17.2 cm) and +3.41 +/- 1.63
SD (+17.3 cm) in males and females, respectively. Gonadal suppression therapy had no impact
on final height. Conclusions: Long-term GH treatment contributes to 2.6 and 2.1% of final adult
height in male and female ACH patients, respectively.
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Understanding alterations on blood and biochemical parameters in athletes that use dietary
supplements, steroids and illicit drugs.
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In recent years it was verified there are an alarming growing number of teenagers and young
adults using a combination of dietary supplements (DS) anabolic androgenic steroids (AAS) and

drugs of abuse. This practice is used to improve physical fithess and appearance, may cause
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serious side effects. This article shows the alterations in the hematological and renal function
parameters associate with these substances in 40 athletes. This research involved three steps: 1-
the administration of a self-completion questionnaire; 2-the assessment of hematological and
biochemical parameters of renal function and; 3-toxicological urinalysis. Hematological and
biochemical tests were conducted in an accredited laboratory and the toxicological urinalysis was
validated in our laboratory using liquid-liquid extraction (LLE) and gas chromatography-mass
spectrometry (GC-MS). The testosterone levels in the participants who consumed steroids
increased 20-60% and alterations in serum creatinine, urea and uric reached values of up to 1.9;
60.6 and 7.5 mg/dL, respectively. The toxicological urinalysis supports self-reports confirming the
use of AAS and recreational drugs, putting at risk the health of those athletes increasing the
chances of kidney diseases.
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BACKGROUND: Risk factors for impairment in psychosexual development and satisfaction
among adult survivors of childhood cancer are poorly understood. The authors compared
psychosexual outcomes between survivors and healthy controls, and tested whether at-risk
survivors can be identified by 1) treatment neurotoxicity or 2) diagnosis. METHODS: A total of
144 young adult survivors of childhood cancer and 144 matched controls completed
guestionnaires regarding psychosexual development, sexual satisfaction, and satisfaction with
relationship status. Survivors were aged 20 to 40 years and were 5 to 34 years after diagnosis.
Using medical chart data, survivors were divided into non-neurotoxic (48 survivors), low-dose (36
survivors), and high-dose (58 survivors) neurotoxic treatment groups. RESULTS: Apart from
having fewer lifetime sex partners, survivors did not appear to differ from controls. However,
survivors of brain tumors and any survivor who received high-dose neurotoxic treatment reported
the lowest rates of achieving milestones of psychosexual development, whereas sexual and
relationship status satisfaction were found to be related to relationship status. Neurotoxic
treatment intensity further distinguished between survivors of brain tumors with and without
psychosexual impairment. CONCLUSIONS: The intensity of neurotoxic treatment may be a
valuable indicator of risk for psychosexual impairment relative to diagnosis alone. Health care
providers should assess romantic/sexual problems among survivors at risk and make referrals if
needed. Cancer 2017;123:1869-1 8 76 . © 2017 American Cancer Society.
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Survivorship after lower gastrointestinal cancer: Patient-reported outcomes and planning for care.
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BACKGROUND: There is significant need for quality follow-up care to optimize long-term
outcomes for the growing population of lower gastrointestinal (Gl) cancer survivors. Patient-
reported outcomes (PROs) provide valuable information regarding late and long-term effects
(LLTESs). METHODS: A convenience sample from 1129 colon, rectal, and anal cancer survivors
(n=792; 218, and 119, respectively) who participated in an Internet-based survivorship care plan
(SCP) tool between May 2010 and October 2014 was used to examine patient-reported
demographics, treatment, and toxicity data. Responses from a follow-up survey were reviewed.
RESULTS: The median age of diagnosis was 51 years, and 81% of survivors were Caucasian.
The most commonly reported LLTESs for all survivors were neuropathy, fatigue, cognitive
changes, changes in Gl function, urogenital and sexual dysfunction, and dermatologic effects.
The prevalence of these effects varied with time since diagnosis, treatment modality, and
treatment center. Individuals who had survived anal cancer reported a high prevalence of sexual
dysfunction and radiation-induced dermatologic effects. Over 87% of users reported satisfaction
levels of good to excellent using the SCP tool, and 69% reported that they intend to share the
SCP with their health care team. CONCLUSIONS: For lower Gl cancer survivors, it is feasible to
obtain PROs from an Internet-based survivorship tool. Survivors report a wide spectrum of
LLTEs, and these can be used to inform counseling at the time of diagnosis and to help anticipate
and respond to disease-related and treatment-related sequelae during follow-up. The authors are
among the first to report on PROs in anal cancer survivors. Further investigation on the impact of
SCPs on health care communication and use is needed. Cancer 2017;123:1860-1868. © 2017
American Cancer Society.
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To study whether penile venous stripping can improve erectile function after unsuccessful prior
vascular interventions. Methods: This study is a retrospective review of the 49 consecutive
patients that sought our assistance between 1999 and 2016 after receiving unsatisfactory
vascular interventions elsewhere. Patients were evaluated by the abridged 5-item version of the
International Index of Erectile Function (IIEF-5) and pharmaco-cavernosography. After the
evaluation, the 36 patients without cardiovascular problems underwent a salvaging penile venous
stripping and while the 13 remaining patients did not undergo the procedure. A circumferential
incision was first made to strip the erection-related veins with 6-0 nylon sutures. A median
longitudinal pubic incision was used to complete the stripping proximally until the infrapubic angle

was reached. Finally, the wound was closed with 5-0 chromic sutures. Results: The follow-up
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period ranged between 1.0 and 16.5 years. Patients reported adequate and acceptable penile
morphology postoperatively. Though there was no significant difference in IIEF-5 scores between
the two groups preoperatively (n=13, 7.3 +/- 1.9 vs. n=36, 7.6 +/- 2.3, p=0.11), there was a
statistically significant difference between treatment (n=36, 7.6 +/- 2.1 vs. 17.4 +/- 4.1, p<0.001)
and control groups (n=13, 5.9 +/- 1.8 vs. n=29, 18.7 +/- 3.4, p<0.001). Postoperative
cavernosograms confirmed that the paired corpora cavernosa are an ideal chamber for
intracorporeal fluid retention in all patients, particularly, the penile crura displayed a stronger
radiopaque than that of femoral cortex. Furthermore, we identified certain unexpected
complications, such as embolization coils lodged in the cardiopulmonary avenues and
electrocautery-induced fibrosis from prior interventions. Conclusions: Penile venous stripping
appears to be a viable option for those who have undergone unsatisfactory prior vascular
interventions for erectile dysfunction.
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Aims/Introduction: To date, there is no evidence regarding the association between physical
activity (PA) and erectile dysfunction (ED) among Japanese patients with type 2 diabetes
mellitus. We investigated this issue among Japanese patients with type 2 diabetes mellitus.
Materials and Methods: Study participants were 460 male Japanese patients with type 2 diabetes
mellitus. The definitions of exercise habit, walking habit and fast walking were based on a self-
administered questionnaire regarding PA behavior. Participants were classified into one of four
PA levels based on the number of 'Yes' answers to the three questions in the questionnaire: (i)
lowest; (ii) lower; (iii) moderate; and (iv) higher. Severe ED and moderate-to-severe ED were
based on Sexual Health Inventory for Men score <8 and <12, respectively. Results: The
prevalence of moderate-to-severe ED, severe ED, exercise habit, walking habit, and fast walking
was 64.6, 51.1, 36.3, 41.3 and 37.6%, respectively. Walking habit was independently inversely
associated with moderate-to-severe ED and severe ED. Exercise habit was independently
inversely associated with severe ED, but not moderate-to-severe ED. Higher PA was
independently inversely associated with moderate-to-severe ED and severe ED (adjusted odds
ratio 0.42, 95% confidence interval 0.21-0.85; and adjusted odds ratio 0.38, 95% CI: 0.19-0.73,
respectively). There was a statistically significant inverse exposure-response relationship
between the PA level and moderate-to-severe ED and severe ED (P for trend = 0.02 and 0.005),
respectively. Conclusions: PA might be inversely associated with ED in Japanese patients with
type 2 diabetes mellitus.
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sildenafil and combined dapoxetine with sildenafil in treatment of patients with premature
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The aim of the study was to compare the clinical efficacy and safety of the on-demand use of
paroxetine, dapoxetine, sildenafil and combined dapoxetine with sildenafil in treatment of patients
with premature ejaculation (PE). In a single-blind placebo-controlled clinical study, 150 PE
patients without erectile dysfunction (ED) were included during the period of March 2015 to May
2016. Patients were randomly divided into five groups (30 patients each). On demand placebo,
paroxetine (30 mg), dapoxetine (30 mg), sildenafil citrate (50 mg) and combined dapoxetine (30
mg) with sildenafil citrate (50 mg) were given for patients for 6 weeks in each group respectively.

All patients were instructed to record intravaginal ejaculatory latency time (IELT) and evaluated
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with Premature Ejaculation Diagnostic Tool (PEDT) and the patient satisfaction score before and
after treatment. The mean of IELT, satisfaction score and PEDT in all groups was significantly
improved after treatment (p value = .001). Combined dapoxetine with sildenafil group had the
best values of IELT, satisfaction scores and PEDT in comparison with other treatment groups (p
value <.001). The combined dapoxetine with sildenafil therapy could significantly improve PE
patients without ED as compared to paroxetine alone or dapoxetine alone or sildenafil alone with

tolerated adverse effects.
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Objective To investigate the prevalence of an excessive prepuce in patients with premature
ejaculation (PE) and to evaluate the effectiveness of distal circumcision in reducing the penile
hypersensitivity, which is thought to be a cause of PE. Patients and methods Men were
considered to have an excessive prepuce if the foreskin exceeded the external urethral meatus

by >1 cm in the flaccid state. The diagnosis of PE was based on the Premature Ejaculation
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Diagnostic Tool (PEDT) questionnaire score and on the intravaginal ejaculatory latency time
(IELT). These features were evaluated at baseline and at 6 months after circumcision. Results
Lifelong PE was diagnosed in 352 patients of whom 208 (59.1%) had an excessive prepuce. We
offered those with an excessive prepuce a circumcision, as a potential definitive treatment for
their PE, and 27 (13%) men accepted. At 6 months after circumcision, there was an increase in
the mean (SD) IELT from 40.4 (16.5) to 254 (66.8) s (P < 0.001) and the mean (SD) PEDT score
decreased from 17 (2) to 6.6 (1.9) (P < 0.001). Overall, 26 of the 27 (96%) patients that had a
circumcision reported an IELT increase. Conclusions An excessive prepuce is very common in
patients affected by PE. Although accepted by only 13% of our patients, distal circumcision was
shown to be a very effective surgical treatment for definitive treatment of PE. We therefore
recommend assessing patients complaining of lifelong PE for an excessive prepuce and if they
have an excessive prepuce to suggest that they undergo distal circumcision.
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The aim of this study was to investigate whether vitamin B12 levels are associated with
premature ejaculation (PE). A total of 109 subjects (56 PE and 53 controls) were included in this
study. PE was defined as self-reported intravaginal ejaculatory latency time (IELT) based on the
Diagnostic and Statistical Manual of Mental Disorders IV criteria and those who had had an IELT
of <2 min was considered as PE. All participants were evaluated using premature ejaculation
diagnostic tool (PEDT), International Index of Erectile Function (IIEF) and Beck Depression
Inventory (BDI). The vitamin 12 levels were measured in all subjects. The mean age between the
PE and controls was comparable (p =.084). Mean IIEF and BDI scores between the two groups
did not statistically differ. The mean IELT values in the PE group were significantly lower than in
the control group (p <.0001). PE patients reported significantly lower vitamin B12 levels
compared with the controls (213.14 vs. 265.89 ng ml-1; p <.001). The ROC analysis showed a
significant correlation between the diagnosis of PE and lower vitamin B12 levels. This study has
demonstrated that lower vitamin B12 levels are associated with the presence of PE. This work
also shows a strong correlation between vitamin B12 levels and the PEDT scores as well as the
IELT values.
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Association between periodontal disease and polycystic ovary syndrome: A systematic review.
Kellesarian S.V., Malignaggi V.R., Kellesarian T.V., Al-Kheraif A.A., Alwageet M.M., Malmstrom
H., Romanos G.E., Javed F.
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The purpose of the present study was to review systematically the association between
periodontal diseases (PDs) and polycystic ovary syndrome (PCOS). To address the focused
guestion, 'ls there a relationship between PD and PCOS?' indexed databases were searched up
to October 2016 without time or language restrictions using different combinations of the following
key words: PCOS, ovarian cysts, PD, periodontitis, gingival diseases and gingivitis. Letters to the
Editor, commentaries, historic reviews, case-report, unpublished articles and animal/experimental
studies were excluded. Seven case-control studies were included. The number of study
participants ranged between 52 and 196 females aged between 15 and 45 years. In three and
three studies, proinflammatory cytokines were assessed in gingival crevicular fluid and saliva
samples, respectively. In one study, salivary microbes were investigated. All studies reported that
a positive association exists between PD and PCOS. In conclusion, there is a positive association
between PD and PCOS; however, further well-designed longitudinal controlled clinical trials are
needed in this regard. It is recommended that physicians should refer patients with PCOS to oral
health-care providers for comprehensive oral evaluation and treatment.
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Purpose: The FSHB gene -211G/T polymorphism has been reported to modulate gene
expression and to cause inter-individual differences in FSH serum levels in men. This study was
undertaken to assess the functional relevance of this polymorphism on gonadotropin and total
testosterone serum levels and sperm parameters in men from Eastern Sicily (Italy). Methods: To
accomplish this, 200 men with abnormal conventional sperm parameters or normozoospermia
(according to the parameters of WHO 2010) were genotyped by TagMan Assay. Results: The
frequency of FSHB -211 T allele was significantly higher (p < 0.005) in patients with altered
conventional sperm parameters (18.9% of chromosomes) compared to that observed in men with
normozoospermia (10.9% of chromosomes). Decreasing serum levels of FSH and LH were
observed across the three FSHB -211 genotype subgroups (p < 0.001 and p < 0.05,
respectively). In addition, the FSHB -211G/T polymorphism showed a total testosterone
downward trend that became more evident in men with the TT genotype compared to subjects
with the GG genotype (p = 0.05). Furthermore, we found a trend towards decreased sperm

concentration, total sperm count, sperm forward motility and testicular volume in men with GT
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and TT genotypes. Conclusions: These findings showed that the FSHB -211 G/T polymorphism
modulates male gonadal function with a clear influence on hormonal levels and sperm
parameters. Capsule: The present study was undertaken to evaluate the distribution of the FSHB
-211 G/T in men with normal or abnormal sperm parameters from Southern Italy to assess its
functional relevance on the serum levels of reproductive hormones and on sperm parameters in
men.

Copyright © 2017, Springer Science+Business Media Ne\
Status

INPROCESS

Institution

(Tamburino, La Vignera, Condorelli, Mongioi, Calogero) Department of Clinical and Experimental
Medicine, University of Catania, Policlinico "G. Rodolico”, Via S. Sofia 78, Bldg 4, Rm 2C17,
Catania 95123, Italy (Tomaselli) Department of Political and Social Sciences, University of
Catania, Via Vittorio Emanuele 49, Catania 95100, Italy

Publisher

Springer New York LLC (E-mail: barbara.b.bertram@gsk.com)

Date Created

20170516

Year of Publication

2017

189.

Should psoriasis be considered a risk factor for hypogonadism in male patients? A monocentric,
prospective, observational pilot study.

Hillary T., Gutermuth J.

Embase

Journal of the European Academy of Dermatology and Venereology. 31 (4) (pp €197-e198),
2017. Date of Publication: April 2017.

[Letter]

AN: 613007192

Status

INPROCESS

Institution

Page276



(Hillary, Gutermuth) Department of Dermatology, Universitair Ziekenhuis Brussel, Vrije
Universiteit Brussel (VUB), Brussels, Belgium

Publisher

Blackwell Publishing Ltd (E-mail: customerservices@oxonblackwellpublishing.com)
Date Created

20170516

Year of Publication

2017

190.

Convective Thermal Therapy: Durable 2-Year Results of Randomized Controlled and Prospective
Crossover Studies for Treatment of Lower Urinary Tract Symptoms Due to Benign Prostatic
Hyperplasia.

Roehrborn C.G., Gange S.N., Gittelman M.C., Goldberg K.A., Patel K., Shore N.D., Levin R.M.,
Rousseau M., Beahrs J.R., Kaminetsky J., Cowan B.E., Cantrill C.H., Mynderse L.A., Ulchaker
J.C., Larson T.R., Dixon C.M., McVary K.T.

Embase

Journal of Urology. 197 (6) (pp 1507-1516), 2017. Date of Publication: June 2017.

[Article]

AN: 615634473

Purpose We report 2-year outcomes of a multicenter randomized controlled trial plus 1-year
results of a crossover trial after treatment with convective radiofrequency water vapor thermal
energy for lower urinary tract symptoms due to benign prostatic hyperplasia. Materials and
Methods A total of 197 men at least 50 years old with I-PSS (International Prostate Symptom
Score) 13 or greater, maximum flow rate 15 ml per second or less and prostate size 30 to 80 cc
were randomized 2:1 to thermal therapy with the Rezum System or a control group. Rigid
cystoscopy with simulated active treatment sounds served as the control procedure. After
unblinding at 3 months control subjects could requalify for crossover study. Convectively
delivered radiofrequency thermal energy was delivered into obstructive prostate tissue, including
the median lobe as needed. The primary efficacy end point was a change in severity of symptom
scores. Results Convective radiofrequency thermal therapy improved urinary symptoms
significantly over controls at 3 months and provided a sustained 51% reduction from baseline at

24 months (p <0.0001). This produced a 5 and 8-point or greater score decrease in 84% and
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74% of subjects, respectively, at 24 months. Crossover subject symptoms, flow rate and quality of
life measures were markedly improved after thermal therapy compared to after the control
procedure (p = 0.024 to <0.0001). No de novo erectile dysfunction was reported. Conclusions
Convective radiofrequency water vapor thermal therapy is a minimally invasive office or
outpatient procedure that provides early effective symptom relief that remains durable for 2 years
and is applicable to the median lobe.
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Infertility and sexual dysfunction result from many different pediatric conditions and treatments
and can profoundly impact quality of life. The American Academy of Pediatrics (AAP) has
recommended consulting "fertility specialists” for counseling, but it remains unclear who these
specialists are. Our objective was to assess whether pediatric subspecialists who manage

hypogonadism and/or genitourinary conditions feel adequately trained to provide fertility and
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sexual function counseling. An online survey was distributed to members of Pediatric Endocrine
Society (PES), Society for Pediatric Urology (SPU), and North American Society for Pediatric and
Adolescent Gynecology (NASPAG). Providers' comfort in counseling various age groups about
fertility and sexual function was assessed via a five-point Likert scale. Providers reported whether
they felt adequately trained in these areas. Two hundred and eighty-four surveys were completed
by endocrinologists, 124 surveys by urologists, and 41 surveys by gynecologists. Respondents
(44% male, 86% Caucasian) represented 39 states and Canada. Seventy-nine percent were at
academic centers. Thirty-four percent of providers had been practicing for >20 years. Comfort
level was variable and lowest in young males. Ninety-one percent of pediatric endocrinologists
reported routinely seeing patients at risk for infertility, but only 36% felt adequately trained in
fertility, and 25% felt adequately trained in sexual function. Infertility and sexual dysfunction are
often overlooked in pediatric care. Our results suggest that pediatric endocrinologists, who
frequently manage male and female hypogonadism, should also receive formal training in these
areas. Optimizing counseling would help prevent missed opportunities for fertility preservation
and alleviate distress among patients and families.
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Background: Autism spectrum disorder (ASD) is sexually dimorphic in brain structure, genetics,
and behaviors. In studies of brain tissue, the age of the population is clearly a factor in
interpreting study outcome, yet sex is rarely considered. To begin to address this issue, we
extend our previously published microarray analyses to examine expression of small noncoding
RNAs (sncRNAS), including microRNAs (miRNAs), in ASD and in the control temporal cortex in
males and females. Predicted miRNA targets were identified as well as the pathways they
overpopulate. Findings: After considering age, sexual dimorphism in ASD sncRNA expression
persists in the temporal cortex and in the patterning that distinguishes regions. Among the
sexually dimorphic miRNAs are miR-219 and miR-338, which promote oligodendrocyte
differentiation, miR-125, implicated in neuronal differentiation, and miR-488, implicated in anxiety.
Putative miRNA targets are significantly over-represented in immune and nervous system
pathways in both sexes, consistent with previous mRNA studies. Even for common pathways, the
specific target mMRNAs are often sexually dimorphic. For example, both male and female target
genes significantly populate the Axonal Guidance Signaling pathway, yet less than a third of the
targets are common to both sexes. Conclusions: Our findings of sexual dimorphism in SncRNA
levels underscore the importance of considering sex, in addition to age, when interpreting
molecular findings on ASD brain.
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Background: Aging is associated with variations in hypothalamic-pituitary-gonadal (HPG) axis
hormones. However, it is not clear how aging changes these hormones. This study examined the
natural alterations in the HPG axis in aging men and women in China. Methods: Data were
obtained from our cross-sectional study (SPECT-China) in 16 areas of three provinces in East
China between February and June 2014. There were 6,825 subjects selected, including 2,908
men and 3,917 women aged 25-93 years who had no diseases affecting HPG hormones and did
not take exogenous supplements. Total testosterone (TT), estradiol (E2), free testosterone, sex
hormone-binding globulin (SHBG), follicle-stimulating hormone (FSH) and luteinizing hormone
(LH) were measured. Results: In men, the ranges of the 10-90th percentiles for each hormone
were as follows: TT, 9.9-23.4 nmol/l; SHBG, 20.6-79.54 nmol/l; E2, 34.84-187 pmol/l. TT values
were higher in men aged 25-30 years than in those aged 31-35 years and began to increase
progressively at the age of 41-50 years until men reached their eighties. The unadjusted annual
age trend (beta) was 0.079 nmol/l/year (p < 0.001). A linear regression analysis, after full
adjustment for demographic variables, metabolic factors, other hormones, lifestyle and co-

morbidities, showed that higher TT levels were still associated with aging (p < 0.05). However,
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the ratio of TT to LH decreased with age (beta = -0.272/year, p < 0.001). E2 and SHBG increased
with age (beta = 1.774 pmol/l/lyear and 1.118 nmol/l/lyear, respectively, p < 0.001). In women, the
10-90th percentile range of E2 was 32.79-565.8 pmol/l. E2 began to decrease at the age of 46-50
years, declined sharply at the age of 51-55 years (beta = -5.73 pmol/l/year, p < 0.001) and then
stabilized at a low concentration after the age of 55 years. The 10-90th percentile ranges of LH
and FSH in men were 2.4-9.2 and 3.4-15.5 IU/I, and in women they were 3-36.6 and 4-89.28 1U/I,
respectively. FSH increased by 7.11% per annum in men and by 12.76% per annum in women,
but LH increased by only approximately 4.00% per annum in both sexes. Conclusions: The
influence of aging on the HPG axis is sex dependent. The pattern of age-related TT was different
in Chinese Han men when compared with previous studies in Western populations. TT values
increased in aging men, so it is not suitable to estimate the life quality of older Chinese men just
based on TT.
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Scorpion envenomation is a life-threatening health problem in tropical and subtropical regions,
particularly among children. The aim of this study was to describe the epidemiologic
characteristics, clinical profile, and prognosis of neurologic complications among children with
scorpionism in Upper Egypt. In this retrospective study, the neurologic complications of
scorpionism in 2 university hospitals were analyzed from the points of epidemiologic and clinical
picture and outcomes. The neurologic manifestations were found at a high percentage (85%).
Irritability was the main manifestation (83.4%), followed by sweating (81.5%), hyperthermia
(33.6%), and priapism (48.2% of males). Moreover, convulsion and coma were found in 14.7%
and 11% of children, respectively. Neurologic manifestations were common in children with
scorpionism and they correlated with poor outcome. Identification of epidemiologic and clinical
features of central nervous system complications of scorpionism in children provide important
data, helping in development of management policies aiming at preventive control of scorpionism
and decrease its mortality.
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Purpose: Reports on long-term variations in pituitary function after traumatic brain injury (TBI) and
subarachnoid haemorrhage (SAH) diverge. The aim of the current study was to evaluate the
prevalence and changes in pituitary function during the first year after moderate and severe TBI
and SAH and to explore the relation between pituitary function and injury variables. Methods:
Adults with moderate and severe TBI or SAH were evaluated at 10 days, 3, 6 and 12 months
post-injury/illness. Demographic, clinical, radiological, laboratory, including hormonal data were
collected. Results: A total of 91 adults, 56 (15 women/41 men) with TBI and 35 (27 women/8
men) with SAH were included. Perturbations in pituitary function were frequent early after the
event but declined during the first year of follow-up. The most frequent deficiency was
hypogonadotrope hypogonadism which was seen in approximately 25 % of the patients. Most of
the variations were transient and without clinical significance. At 12 months, two patients were on
replacement with hydrocortisone, four men on testosterone and one man on replacement with
growth hormone. No relations were seen between hormonal levels and injury variables.
Conclusions: Perturbations in pituitary function continue to occur during the first year after TBI

and SAH, but only a few patients need replacement therapy. Our study could not identify a
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marker of increased risk of pituitary dysfunction that could guide routine screening. However, data
demonstrate the need for systematic follow-up of pituitary function after moderate or severe TBI
or SAH.
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Objective: To analyze symptomatic treatment in patients with multiple sclerosis (MS).

Background: Multiple sclerosis is a chronic inflammatory disease of the central nervous system,
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with accumulating disability symptoms like spasticity, voiding disorders, depression, and pain
might occur. Material and methods: The nationwide German MS registry was initiated 2001 under
guidance of the German MS society (Deutsche MS Gesellschaft). This study was performed as
an interim analysis to lay foundation for future work on this topic. A subcohort of 5113 patients
was assessed for this interim analysis. The mean age of the patients was 45.3 years; mean
EDSS was 4.2. More than two-third of the enrolled patients were females (70.9%). Results: Most
frequent symptoms were fatigue (60%), followed by spasticity (52.5%) and voiding disorders
(51.7%). The likelihood of treatment was highest for epileptic disorders (68.8%), spasticity
(68.5%), pain (60.7%), and depression (58.9%). Multivariate regression analysis showed that
retirement was the strongest factor predictive for antispastic treatment (beta=.061, P=.005).
Conclusion: Almost all patients in this analysis suffer from symptoms due to advanced MS.
Treatment for the various symptoms differed tremendously. The likelihood of treatment correlated
with the availability of effective therapeutic agents. Clinicians should put more awareness on MS
symptoms. Symptomatic treatment may improve quality of life.
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Glue mesh fixation: Feasibility, tolerance and complication assessment. Results 24 months after
laparoscopic sacrocolpopexy.
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Aim This study aims to assess short- and mid-term feasibility, strength and tolerance of glue
mesh fixation for laparoscopic sacrocolpopexy, as well as postoperative quality of sexual activity.
Patients and methods This original prospective clinical study was carried out in multiple university
surgical centres between 2012 and 2013. Data were obtained during immediate postoperative
hospitalisation, at 3 and at 24 months postoperatively. For a total of 42 patients subjected to
laparoscopic sacrocolpopexy, bladder catheterization and hospitalisation times, pain score, early
and late postoperative complications, prolapse staging according to POP-Q classification, and
quality of sexual activity were registered. Results Mean operative time was 120 minutes and
patients were hospitalised for a mean of 3 days. Four complications (9.52%) occurred on the
immediate postoperative period, whilst 2 patients (4.76%) complained of pain on day 3 (VAS 1).
At the end of the follow-up period (24 months), one patient had a prosthetic exposure, 4 patients
(9.52%) complained of stress urinary incontinence (10.81%). Simultaneously, 6 patients (14.29%)
experienced dyschezia (2 improved, 1 similar, 1 de novo, 2 worsened), and there was no report
of dyspareunia. All anterior and posterior floor prolapses were staged between 0 and 1. All
superior floor prolapses were staged between 0 and 2. Concerning sexual impairment, there was
no report of dyspareunia, urinary leaks or other problems associated with intercourse, and quality
of sexual activity improved. Conclusion Minimally invasive sacrocolpopexy with the use of glue
fixation does not lead to increased mid-term morbidity, simultaneously allowing for significant
prolapse improvement, and providing global patient satisfaction and overall quality of life.
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The purpose of the study To study preoperative thresholds of the SF-36 components above
which we can predict a high risk of failure in order to improve the quality of life after surgery for
patients with minimal endometriosis. Material and methods Design: prospective and multicenter
observational study between February 2004 and 2011. Patients: 167 patients with operated
minimal endometriosis. Setting: for the Physical Component Summary (PCS) or the Mental
Component Summary (MCS) subscales of the SF-36 questionnaire, an improvement defined by
an increase of 5 points. Intervention: evaluation by the SF-36 questionnaire the week before and
one year after surgery. Measurement and main results Success of surgery measured by an
improvement in both components. We found significantly different initial variables between
patients with improvement and those without: initial MCS score (P = 0.0003), initial PCS score (P
< 0.0001) and dyspareunia (P = 0.004). Multivariate analysis revealed only two significant
variables. Initial MCS higher than 40 (OR = 4.6) and initial PCS higher than 50 (OR = 10.6) are
risk factors for failure of improvement after surgery. Conclusion Surgery is seldom a good
treatment for improving QOL in minimal endometriosis. We set two thresholds for SF-36, 50 for
PCS and 40 for MCS: above there is a very high risk of failure (86% of failure in our population).
Under, the risk of failure remains high (54.3%). Canadian task force classification of study design
Evidence obtained from well-designed cohort or case-control studies, preferably from more than
one center or research group.
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Finasteride is currently used extensively for male androgenic alopecia and benign prostatic
hyperplasia; however, some adverse effects are severe and even persistent after treatment
cessation, the so-called 'post-finasteride syndrome'. The following most severe adverse effects-
sexual dysfunction and depression-often occur together and may potentiate one other, a fact that
could explain (at least in part) the magnitude and persistence of finasteride adverse effects. This
paper presents the pharmacological action of finasteride and the corresponding adverse effects,
the biological base explaining the occurrence, persistence and distribution of these adverse
effects, and a possible therapeutic solution for post-finasteride syndrome. The distribution of

finasteride adverse effects is presented within a comprehensive and modern neuro-endocrine
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perspective related to structural and informational dichotomies of the brain. Understanding the
variation of finasteride side effects among different populations would be necessary not only to
delineate the safety profile of finasteride for different subgroups of men (a subject may or may not
be affected by a certain anti-hormonal compound dependent on the individual neuro-endocrine
profile), but also as a possible premise for a therapeutic approach of finasteride adverse effects.
Such therapeutic approach should include administration of exogenous hormones, which are
deficient in men with post-finasteride syndrome, namely dihydrotestosterone (in right-handed
men) or progesterone/dihydroprogesterone (in left-handed subjects).
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The evolutionary transition from hunting to farming was associated with introduction of
carbohydrate-rich diets. Today, the increased consumption of simple sugars and high-fat food
brought about by Western-style diet and physical inactivity are leading causes of the growing
obesity epidemic in the Western society. The extension of human lifespan far beyond
reproductive age increased the burden of metabolic disorders associated with overnutrition and
age-related hypogonadism. Sex steroids are essential regulators of both reproductive function
and energy metabolism, whereas their imbalance causes infertility, obesity, glucose intolerance,
dyslipidemia, and increased appetite. Clinical and translational studies suggest that dietary
restriction and weight control can improve metabolic and reproductive outcomes of sex hormone-
related pathologies, including testosterone deficiency in men and natural menopause and
hyperandrogenemia in women. Minimizing metabolic and reproductive decline through rationally
designed diet and exercise can help extend human reproductive age and promote healthy aging.
This article is part of a Special Issue entitled: Oxidative Stress and Mitochondrial Quality in
Diabetes/Obesity and Critical lllness Spectrum of Diseases - edited by P. Hemachandra Reddy.
Copyright © 2016 EIlsevier B.V.
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Aims/hypothesis: The aim of this study was to identify the contribution of small- and large-fibre
neuropathy to erectile dysfunction in men with type 1 diabetes mellitus. Methods: A total of 70
participants (29 without and 41 with erectile dysfunction) with type 1 diabetes and 34 age-
matched control participants underwent a comprehensive assessment of large- and small-fibre
neuropathy. Results: The prevalence of erectile dysfunction in participants with type 1 diabetes
was 58.6%. After adjusting for age, participants with type 1 diabetes and erectile dysfunction had
a significantly higher score on the Neuropathy Symptom Profile (mean +/- SEM 5.3 +/- 0.9 vs 1.8
+/- 1.2, p = 0.03), a higher vibration perception threshold (18.3 +/- 1.9 vs 10.7 +/- 2.4 V, p = 0.02),
and a lower sural nerve amplitude (5.0 +/- 1.1 vs 11.7 +/- 1.5 mV, p = 0.002), peroneal nerve
amplitude (2.1 +/- 0.4 vs 4.7 +/- 0.5 mV, p < 0.001) and peroneal nerve conduction velocity (34.8
+/- 1.5vs 41.9 +/- 2.0 m/s, p = 0.01) compared with those without erectile dysfunction. There was
also evidence of a marked small-fibre neuropathy with an impaired cold threshold (19.7 +/-
1.4degreeC vs 27.3 +/- 1.8degreeC, p = 0.003), warm threshold (42.9 +/- 0.8degreeC vs 39.0 +/-
0.9degreeC, p = 0.005) and heart rate variability (21.5 +/- 3.1 vs 30.0 +/- 3.7 beats/min, p =
0.001) and reduced intraepidermal nerve fibre density (2.8 +/- 0.7 vs 5.9 +/- 0.7/mm, p = 0.008),
corneal nerve fibre density (12.6 +/- 1.5 vs 23.9 +/- 2.0/mm2, p < 0.001), corneal nerve branch
density (12.7 +/- 2.5 vs 31.6 +/- 3.3/mm2, p < 0.001) and corneal nerve fibre length (8.3 +/- 0.7 vs
14.5 +/- 1.0 mm/mm2, p < 0.001) in participants with type 1 diabetes and erectile dysfunction.
Erectile dysfunction correlated significantly with measures of both large- and small-fibre
neuropathy. Conclusions/interpretation: Small-fibre neuropathy is prominent in patients with type
1 diabetes, and is associated with erectile dysfunction and can be objectively quantified using
corneal confocal microscopy. This may allow the identification of patients who are less likely to
respond to conventional therapies such as phosphodiesterase type 5 inhibitors.
Copyright © 2017, The Author (s).
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Purpose: We evaluated anatomical variations of spontaneous splenorenal shunt (SSRS) and the
prevalence of portosystemic shunts in patients with chronic liver disease by CT. Materials and
methods: A total of 451 patients with chronic liver disease underwent contrast-enhanced
computed tomography between October 2010 and April 2011. The prevalence of portosystemic
shunts including SSRS and gastrorenal shunt, and the frequency of hepatic encephalopathy were
examined. The course of the shunt and the point of confluence with the renal vein of the SSRS
were analyzed. Results: SSRSs or gastrorenal shunts were found in 11.1 and 5.0% of the
patients, respectively. Anatomical variations were classified into three types according to the point
of confluence as follows: type 1 = the SSRS joined the inferior phrenic vein (n = 33), type 2 = the
SSRS joined the gonadal vein (n = 7), and type 3 = the SSRS joined the left renal vein (n = 14).
The course of the SSRS from the splenic hilum was classified as medial (n = 46), posterior (n =

2), or anterolateral (n = 2). Conclusions: SSRSs were classified into three types depending on the
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confluence point with the renal vein, and into three types of course. These findings are useful for
preoperative information.
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Although the Sexual Violence Risk-20 (SVR-20) is widely used, its psychometric properties have
only been investigated in a limited number of studies. This study explored the factor structure of
the SVR-20 and examined its psychometric properties. Confirmatory factor analysis (CFA) was
used to examine the fit of the original three-domain model of the SVR-20. The CFA showed that
the original structure was not satisfactory. Exploratory principal components analysis (PCA) was
conducted in search of a more optimal factor structure. Psychometric properties (i.e., internal
consistency, predictive value, and convergent validity) of both the original domains and
alternative factors were investigated. The PCA and subsequent CFAs pointed in the direction of

an alternative, more optimal three-factor solution. The three alternative factors were labeled as
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Antisociality, Sexual deviance, and Problematic thinking and produced better internal consistency
coefficients than the original domains. However, the validity of the SVR-20 was modest and no
evidence was found indicating that the alternative factors were better in this regard as compared
to the original domains. Despite the overall superiority of actuarial measures in predicting
recidivism, the structured professional judgment of the SVR-20 proved to be more predictive of
sexual, violent, and general recidivism than its actuarial scoring method.
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Purpose To provide new information on adverse health outcomes (AHOS) in testicular cancer
survivors (TCSs) after four cycles of etoposide and cisplatin (EPX4) or three or four cycles of
bleomycin, etoposide, cisplatin (BEPX3/BEPX4). Methods Nine hundred fifty-two TCSs > 1 year
postchemotherapy underwent physical examination and completed a questionnaire. Multinomial
logistic regression estimated AHOs odds ratios (ORSs) in relation to age, cumulative cisplatin
and/or bleomycin dose, time since chemotherapy, sociodemographic factors, and health
behaviors. Results Median age at evaluation was 37 years; median time since chemotherapy was
4.3 years. Chemotherapy consisted largely of BEPX3 (38.2%), EPX4 (30.9%), and BEPX4
(17.9%). None, one to two, three to four, or five or more AHOs were reported by 20.4%, 42.0%,
25.1%, and 12.5% of TCSs, respectively. Median number after EPX4 or BEPX3 was two (range,
zero to nine and zero to 11, respectively; P > .05) and two (range, zero to 10) after BEPX4. When
comparing individual AHOs for EPX4 versus BEPX3, Raynaud phenomenon (11.6% v 21.4%; P <
.01), peripheral neuropathy (29.2% v 21.4%; P = .02), and obesity (25.5% v 33.0%; P = .04)
differed. Larger cumulative bleomycin doses (OR, 1.44 per 90,000 IU) were significantly
associated with five or more AHOSs. Increasing age was a significant risk factor for one to two,
three to four, or five or more AHOs versus zero AHOs (OR, 1.22, 1.50, and 1.87 per 5 years,
respectively; P < .01); vigorous physical activity was protective (OR, 0.62, 0.51, and 0.41,
respectively; P < .05). Significant risk factors for three to four and five or more AHOs included
current (OR, 3.05 and 3.73) or former (OR, 1.61 and 1.76) smoking (P < .05). Self-reported health
was excellent/very good in 59.9% of TCSs but decreased as AHOs increased (P < .001).
Conclusion Numbers of AHOs after EPX4 or BEPX3 appear similar, with median follow-up of 4.3
years. A healthy lifestyle was associated with reduced number of AHOs.
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Purpose To investigate whether event-free survival (EFS) can be maintained among children and
adolescents with intermediate-risk (IR) malignant germ cell tumors (MGCT) if the administration
of cisplatin, etoposide, and bleomycin (PEb) is reduced from four to three cycles and compressed
from 5 to 3 days per cycle. Patients and Methods In a phase 3, single-arm trial, patients with IR
MGCT (stage II-IV testicular, II-1ll ovarian, |-l extragonadal, or stage | gonadal tumors with
subsequent recurrence) received three cycles of PEb. A parametric comparator model specified
that the observed EFS rate should not be significantly < 92%. As recommended for trials that test
a reduction of therapy, a one-sided P value < .10 was used to indicate statistical significance. In a
post hoc analysis, we also compared results to the EFS rate of comparable patients treated with
four cycles of PEDb in two prior studies. Results Among 210 eligible patients enrolled from 2003 to
2011, 4-year EFS (EFS4) rate was 89% (95% confidence interval, 83% to 92%), which was
significantly lower than the 92% threshold of the comparison model (P = .08). Among 181 newly
diagnosed patients, the EFS4 rate was 87%, compared with 92% for 92 comparable children in
the historical cohort (P = .15). The EFS4 rate was significantly associated with stage (stage |,
100%; stage I, 92%; stage lll, 85%; and stage 1V, 54%; P < .001). Conclusion The EFS rate for
children with IR MGCT observed after three cycles of PEb was less than that of a prespecified
parametric model, particularly for patients with higher-stage tumors. These data do not support a
reduction in the number of cycles of PEb from four to three. However, further investigation of a
reduction in the number of cycles for patients with lower-stage tumors is warranted.
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Endocrine diseases, known as a curable etiology for depression, arecommonamongmenliving
with HIV (MLWH); while depression impedes the adherence to treatment and the perceived
quality of life. We evaluated the changes in the depressive symptoms after the medical treatment
of the underlying endocrine diseases among Iranian MLWH. Since April 2013 to March 2014, a
convenience sample of 296 MLWH was recruited. We interviewed all the patients using the beck
depression inventory (BDI-1l) questionnaire. Participants with moderate to severe depression (n =
110, scores _ 21) were evaluated for endocrine diseases (evaluations: total testosterone,
trilodothyronine, thyroxine, thyroid stimulating hormone, luteinizing hormone, follicle stimulating
hormone, and serum cortisol). Eleven patients diagnosed with hypogonadism were, finally,
considered for hormone replacement therapy. We re-evaluated the changes in the depressive
symptoms with BDI-II. Out of 237 participants, 136 (75%) had BDI scores_ 21; 110 participated in
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the endocrine evaluations. Secondary hypogonadism was the only observed abnormality in 10%
(n = 11) of the patients. Significant improvements were observed in BDI-II scores after 3 months
of treatment (P = 0.027). The evaluation and the treatment of hypogonadism can help clinicians
to properly address depression among people living with HIV; hence, improve the treatment
compliance and the patient outcomes.
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Aims: Terms used in the field of chronic pelvic pain (CPP) are poorly defined and often confusing.
An International Continence Society (ICS) Standard for Terminology in chronic pelvic pain
syndromes (CPPS) has been developed with the aim of improving diagnosis and treatment of
patients affected by chronic pelvic pain syndromes. The standard aims to facilitate research,
enhance therapy development and support healthcare delivery, for healthcare providers, and
patients. This document looks at the whole person and all the domains (organ systems) in a
systematic way. Methods: A dedicated working group (WG) was instituted by the ICS
Standardisation Steering Committee according to published procedures. The WG extracted
information from existing relevant guidelines, consensus documents, and scientific publications.
Medline and other databases were searched in relation to each chronic pelvic pain domain from
1980 to 2014. Existing ICS Standards for terminology were utilized where appropriate to ensure
transparency, accessibility, flexibility, and evolution. Consensus was based on majority
agreement. Results: The multidisciplinary CPPS Standard reports updated consensus
terminology in nine domains; lower urinary tract, female genital, male genital, gastrointestinal,
musculoskeletal, neurological aspects, psychological aspects, sexual aspects, and comorbidities.
Each is described in terms of symptoms, signs and further evaluation. Conclusion: The document
presents preferred terms and definitions for symptoms, signs, and evaluation (diagnostic work-up)
of female and male patients with chronic pelvic pain syndromes, serving as a platform for ongoing
development in this field. Neurourol. Urodynam. 36:984-1 0 0 8 , 2017 iley RericéliGals,6 W
Inc.
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Introduction In the clinical literature, the term gender dysphoria is used to define the perception of
rejection that a person has to the fact of being male or female. In children and adolescents,
gender identity dysphoria is a complex clinical entity. The result of entity is variable and uncertain,
but in the end only a few will be transsexuals in adulthood. Objectives - To review the current
status of the etiology and prevalence, Spanish health care protocols, DSM-V, ICD-10 and
international standards.- Psychomedical intervention in under 18 year-olds.Methodology - A
review of PubMed and UpToDate databases.- Presentation of a clinical case in adolescence

woman > man.Results and conclusions - There is evidence of a hormonal impact on the etiology
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of gender identity dysphoria and an underestimation of its prevalence.- Relevance to DSM-V,
including the replacement of the term <<gender identity disorder>> by <<dysphoria gender
identity>>, and thus the partial removal of the previous disease connotation.- The seventh edition
of the international standards World Professional Association for Transgender Health highlight the
role of the therapist for advice on the way to the transition.- The Spanish 2012 guide stands out
for its wealth of details and explanations, with a language targeted at different professionals.-
Dysphoria gender identity must be studied by a multidisciplinary team, in which the
psychotherapist must be expert in developmental psychopathology and evaluate emotional and
behavioral problems.
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Introduction One of the major obstacles to conducting epidemiologic research and determining

the incidence and prevalence of compulsive sexual behavior (CSB) has been the lack of relevant
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empirically derived cut points on the various instruments that have been used to measure the
concept. Aim To further develop the Compulsive Sexual Behavior Inventory (CSBI) through
exploring predictive validity and developing an empirically determined and clinically useful cut
point for defining CSB. Methods A sample of 242 men who have sex with men was recruited from
various sites in a moderate-size Midwestern city. Participants were assigned to a CSB group or a
control group using an interview for the diagnosis that was patterned after the Structured Clinical
Interview for the Diagnostic and Statistical Manual for Mental Disorders, Fourth Edition. The 22-
item CSBI was administered as part of a larger battery of self-report inventories. Main Outcome
Measures Receiver operating characteristic analyses were used to compute area-under-the-
curve measurements to ascertain the predictive validity of the total scale, the control subscale,
and the violence subscale. Cut points were determined through consensus of experts balancing
sensitivity and specificity as determined by receiver operating characteristic curves. Results
Analyses indicated that the 22-item CSBI was a good predictor of group membership, as was the
13-item control subscale. The violence subscale added little to the predictive accuracy of the
instrument; thus, it likely measures something other than CSB. Two relevant cut points were
found, one that minimized false negatives and another, more conservative cut point that
minimized false positives. Conclusion The CSBI as currently configured measures two different
constructions and only the control subscale is helpful in diagnosing CSB. Therefore, we decided
to eliminate the violence subscale and move forward with a 13-item scale that we have named
the CSBI-13. Two cut points were developed from this revised scale, one that is useful as a
clinical screening tool and the other, more conservative measurement that is useful for etiologic
and epidemiologic research. Miner MH, Raymond N, Coleman E, Swinburne Romine R.
Investigating Clinically and Scientifically Useful Cut Points on the Compulsive Sexual Behavior
Inventory. J Sex Med 2017;14:715-720.
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Background Relationship satisfaction is generally positively correlated with sexual satisfaction,
but this relation has been poorly examined in people with cardiovascular disease who are at
increased risk of sexual problems compared with the general population. Aim To document
reported changes to sex after a diagnosis of cardiac disease and determine whether there is an
association between sexual function and relationship satisfaction. Methods Semistructured
telephone interviews focused on relationship satisfaction and sexual problems were conducted
with 201 people with cardiovascular disease who were currently in a sexual relationship with one
main partner and were recruited from six hospital cardiac rehabilitation centers in Ireland.
Comparisons between groups were conducted using t-tests and multivariate analysis of variance
for continuous variables and chi2 tests for categorical variables. Predictors of relationship
satisfaction were assessed using multiple linear regression analysis. Outcomes Data were
gathered on demographic and clinical variables, sexual problems, and relationship satisfaction,
including satisfaction with the physical, emotional, affection, and communication aspects of
relationships. Results Just less than one third of participants (n = 61, 30.3%) reported that sex
had changed for the worse since their cardiac event or diagnosis, with approximately half of these
stating that this was a serious problem for them. Satisfaction with relationships was high among
patients surveyed; more than 70% of the sample reported being very or extremely satisfied with
the physical and emotional aspects and showing affection during sex. Satisfaction with
communication about sex was lower, with only 58% reporting being very or extremely satisfied.
We did not find significant associations between reporting of sexual problems or deterioration of
sex as a result of disease and relationship satisfaction. Clinical Implications Cardiac rehabilitation

programs should address these sexual problems, potentially by enhancing communication within
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couples about sex. Strengths and Limitations The strength is that data are presented on the
sexual experiences and relationship satisfaction of a relatively large sample of people diagnosed
with cardiac disease, a relatively underexplored research area. Limitations include the possibility
of selection bias of study participants and bias associated with self-report measurement.
Conclusions Sexual problems were significant in this population but were not related to
relationship satisfaction in this cross-sectional survey. Byrne M, Murphy P, D'Eath M, et al.
Association Between Sexual Problems and Relationship Satisfaction Among People With
Cardiovascular Disease. J Sex Med 2017;14:666-674.
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Introduction and hypothesis Symptoms of endometriosis of the urinary tract consist of nonspecific

signs that are often trivialized. However, late diagnosis may be responsible for an upstream
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impact. The aim of this study is to describe a population of patients who received ureterovesical
reimplantation for deep infiltrating endometriosis. We evaluate the preoperative clinical and
radiological symptoms and long-term surgical outcomes. Methods All the endometriotic patients
who underwent ureterovesical reimplantation at Lille university hospital between 2003 and 2013
were included retrospectively. Results Seventeen patients were included. Urological symptoms of
endometriosis were present in 53% of patients and 29% had a history of urological surgery. Delay
between diagnosis and ureteral reimplantation was 64 +/- 65 months on average. Forty-seven
percent of patients had urinary functional symptoms consisting mainly of lower back pain. The
ureteral lesion was known preoperatively and associated with hydroureteronephrosis in 82% of
cases. Thirty-five percent of patients had renal atrophy and renal function was impaired in 23% of
cases. Mean follow-up was 45 +/- 27 months. Forty-one percent of patients presented at least
one immediate postoperative complication-fistula, postoperative infection or nerve compression.
Also, urinary functional symptoms, dyspareunia and dysmenorrhea were maintained in 47%.
Conclusion Ureterovesical reimplantation in a context of endometriosis is major surgery with
frequent complications. It requires close collaboration between gynecologists, radiologists and
urologists. Prior comprehensive patient information is essential. Diagnosis and early treatment of
ureteral endometriosis lesions should help reduce the morbidity of this disease.
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Objective Valid but efficient psychiatric assessment is essential for mental health development in
Asian low and middle-income countries. This study's objective was to assess the validity of
Vietnamese versions of the Child Behavior Checklist (CBCL), and the Strengths and Difficulties
Questionnaire (SDQ) in Vietham. Methods Measures were completed by a community sample of
1314 parents of children 6-16 years old from 10 Vietnamese provinces, and by parents of 208
children recruited from 3 psychiatric facilities in Hanoi. Results Internal consistency was in the fair
to excellent range for all CBCL scales (.76-.96) and for the SDQ Total Problems scale (.81); SDQ
subscale internal consistency was in the poor to fair range (.31-.73). All CBCL and SDQ scales
and most individual items significantly discriminated between referred and non-referred children,
with referred children scoring in the more pathological direction; the CBCL had significantly larger
referral effect sizes than the SDQ for all four pairs of comparable scales. At the item level, the
largest referral status effect for the CBCL were #73 (Sexual Problems), #84 (Strange Behavior),
and #91 (Talks about suicide), and for the SDQ they were #10 (Constantly fidgeting), #15 (Easily
Distracted) and # 25 (Good Attention Span-reverse scored). Five CBCL (#2 Drinks alcohol; #99
Uses tobacco, #32 Has to be perfect; #53 Overeats; #56A Aches and pains) and one SDQ items
(#23 Gets along better with adults than children) did not discriminate referral status, suggesting
the influence of cultural values on clinical referrability (e.g., that Viethamese parents may not see
use of tobacco as an issue of concern, or related to health). Conclusions There is good support
for the reliability and validity of the Vietnamese version of the CBCL, and for the SDQ Total
Problems scale. Overall, the CBCL appears to be the stronger measure psychometrically,
particularly if in-depth assessment is needed.
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