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To neprotatiko (1)
9

O Nnwpyog, nAkiac 55 xpovwy, o€ €Trioclo €Aeyxo TOPOUCLALEL
TpUTAaoLaopo tou PSA og €va xpovo (armod 0.85 og 2,25 — 2 HeTpoELS)
YrioBaAAetal os BoPia mpootatn kat Stayvwoketal Gleason 3+3 og 3/9
delypata tou 6e€lov Aofou, pe kataAnyn 5-10-30%. Aplotepd Kal Ta 9
XWpPLS Kapkivo.

O OupoAOYOC TOV EVNUEPWVEL VLA TIG OEPATIEVTLKEC ETILAOYEC:
aktlvoBoAla Kot pLlIKA TTPOOTATEKTOUN
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A Risk of Aging

Percentage chance
of developing prostate
cancer for all men from
birth, 2007-2008.
Source: National Cancer Institute
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OEPATELEC KAPKIVOU MPOOTATH

T. Oepaneia mpoteivets;

1. aktwvoBoAia

2. PLLKN TIPOOTATEKTOUN

3. evepyntikn mapakoAovBnon

Risk group PSA level (ng/ml) Gleason score Clinical stage
Low <10 <b T1-T2a
Intermediate 10-20 7 T2b-T2c¢
High >20 8-10 T3-T4

choose ops
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To mepLoTaTko (2)

- 9

* O aoBevnc elval 2" popad MAVTPEUEVOC TIPO 6UNVOU, Le oculuyo nALkiag
38 etwv (bev £xeL matdLa amo Tov MPWTo yAapo, Aoyw 1poBARHATOC.

* AvodEpEeL OTL TOV AMACXOAEL TPOUEPA TO BEpa TNG 0€EOVAALKAG
Aeltoupyiag Kal TnNG YOVILOTNTOC.

e 7ntd va pabel kABe AemtopEpeLa yia ta Bepata avtd, adou n
Beparmeutiki Aoy yla Tov KapKivo Ba gival autn mou tou
e€aodalilel meplocoTEpO OTA BEPATA YOVILOTNTAC KOl 0EEOVAALKAG
Aeltoupyiac.




fovipotTnTa Kot
Bepamneiec KopKivou mpootatn

* TiLevnuépwon Ba KAvATE yLo Ta BEPATO YOVILOTNTOC;
v’ yla tnv oktwoBolia

v’ yla tnv pLlLkr TPOOTATEKTOUN

v’ yla TNV EVEPYNTLKA TtapakoAouOnon




E¢wtepikn aktivoBoAia

Prostate Cancer Relapse Rates
For Different External Beam RT Doses
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fovipotnta Kat BpoxuOepaneia

Aim: effects of prostatic brachytherapy on semen parameters and sperm DNA

integrity, and the potential impact on fertility.

Sample

e 5 pts treated with brachytherapy.

 Dataon 7,617 infertile men, each with at least 1 semen analysis and sperm
DNA integrity assay, were obtained from an institutional database for
comparison.

* Published data on fertile men were compared to data on those with
brachytherapy for DNA fragmentation analysis.

Results

e All brachytherapy cases had normal hormonal profile.

* Specific semen parameters, such as semen volume (p <0.0005), total sperm
concentration (p <0.0004) and percent sperm motility (p <0.004), were
significantly lower than normal reference values.

e All men with brachytherapy had an abnormal sperm DNA fragmentation
index, indicating likely infertility in all.

Singh DK et al: J Urol. 2012 Mar;187(3):987-9



fovipotnta Kat BpoxuOepaneia

No significant difference in pre-BT vs post-BT semen analyses in 4
patients interested in fathering children after therapy.!! Three of the 4
men successfully impregnated the partner after the 4-month

posttreatment waiting period.
Mydlo JH, B. Lebed B: Scand J Urol Nephrol, 38 (2004), p. 221

A case of unintentional paternity up to 40 months after treatment!

Gomez-lturriaga de Pifia AG, et al: Urology, 75 (2010), p. 1412



fovipotnta: HOovo PLoKo;

* [poAafaivel va kavel tatdi;
v' puoLloloykd

v\ UE OTMEPUATEYXUON

v UE EEWOWHATIKA



Moiéc eivar oL mBavatnteg yia puoLloAoyikn tekvomoinon/
KUKAO, yla YOVLIHO {EUuyapL LE EVIOTILOMNO TNE NHEPOLC
woppnéiag;

* 7%

* 15%
* 35%
* 50%
e 70%



Moiéc eivar oL mBavatnteg yia GuoLloAoyikn tekvomoinon/
KUKAO, yla YOVIpOo {Euyapl PLE EVIOTILOMO TNE NHEPOLC

14
woppnsiag;

0.4 -
C -
0
a /il
Q  0.3-
c [
o}
O
S 0.2-
2
B
3 0.1
S !
& H

0.0

=8 =5 -4 =3 =2 =] 0 1
Day
Figure 2. Probability of Conception on Specific Days near the
Day of Ovulation.

Wilcox, Weinberg, & Baird, N Eng J Med, 1995



NMwg uropei va KAveL madi;

T npoteivets;

1. Noa mpoomnabrost 12 uAVveg Ko PETA emMepPaon

2. Noa kavel mpwTta ratdi kot PEXPL TOTE VOL UTTEL OF
EVEPYNTLKN TtapakoAouBnon

3. Koatauén omépuatog, AVILLETWIILON KAKPLVOU Kal

HeTd uttofonBolpuevn avamapaywyn



Mooo KiwvduveUel av OeANGEL va KAVEL
npwta modi;

1. 6ev KIvbuveLEeL
2. o kivbuvoc elval pkpog
3. HOvo o Oeo¢ E€pel



MOTE MPOTELVETE XELPOUPYELD
ylol TOV KOLPKiVO TOU TTPOOCTATN;

Low-risk PCa AS candidates  pure Gleason 6




[MOTE XELPOUPYOULE TOV KAPKLVO TOU MTPOOTATN;
H eunepia tnc Nreppoviag

2004 60 38.2 56.2
2011-13 27 14.7 10

» The current analysis documents a clear shift in utilization of radical
prostatectomy toward significant PCa in men with long life
expectancy.

» Based on patient and cancer selection as described, the long-
standing discussion of overtreatment with RP might become
invalid.

Huland H, Graefen M: Eur Urlo 67: 2015 DOI: 10.1016/j.eururo.2015.02.020



Moocol anodaci{ouv TNV EVEPYNTIKNA
rnapokoAovOnon;

MORE PATIENTS DELAYING TREATMENT

A study of 2004-2011 data showed that growing proportions of patients with low-risk
prostate cancer are receiving expectant management.

""""""""""""""""

2005 9.7%

2006 9.5%

2007 9.1%

2008 10.9%

2009 13.6%

2010 PEPRERRRRRRRPIRRRRRRR PP RR990F 15.9%

2011 18.6%

Source: Maurice M, et al. Abstract 68. Data presented at the 2014 Genitourinary Cancers Symposium in San Francisco.



Evepyntikn napokoAouOnon: to

nPwTOoKoAAo PRIAS

2 first years

v PSA measurements every 3 m

v" Clinical examinations every 6 m

After 2"d year

v" PSA measurements every 6 m

v" Clinical examinations every year

v Repeat biopsies at 1, 4, 7, and 10 years

Inclusion criteria

1. Clinical stage <T2

2. Gleason score <6

3. PSA is £10ng/ml (PSA density is <0.2ng/ml/ml)

van den Bergh, RCN et al: Eur Urol, 52 :1560-1563, 2007

rActive Surveillance]

YES

[ PSA <20 ng/ml | o

NO

YES

v

[ End of study l
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Table 3

Active Surveillance Trials in Prostate Cancer

Lead
Author  Eligibility
E V 8 t l K - Prospective Nonrandomized Trials
pv rl rl Carter, T1c~T2a,* Gleason < 6,
2007 [24] < 2 positive biopsy cores,
% positive cores < 50%,
napaKO- PSAD < 0.15 ng/mL/cm?
'
Ao U e (0] Dall-Era, T1-2, Gleason <6,
2008 [25] PSA <10 ng/mL,
9% positive cores < 33%
Klotz, T1c-T2a, Gleason <6,
2008 [26] PSA < 10 ng/mL®
van As, T1-T2a, Gleason < 344,
2008 [27] PSA < 15ng/mL,
% positive biopsy cores
< 50%

Criteria for Median
Intervention Age
Gleason 2 7,

> 2 cores,

% positive biopsy
cores > 50%

Gleason =7, T tu-

634 yr
mor volume, T PSA

PSADT< 3 yr,

PSA > 10 ng/mL if
initial < 10 or PSA
> 2 ng/mL, PSAV
> 2 ng/mUyr
Gleason = 4+3,
PSAV > 1 ng/mLyr,
% positive biopsy
cores > 50%

70 yr

67yr

Retrospective Reviews of Multicenter Nonrandomized Trials

van den
Bergh,
2008 [28)

Eggener,
2009 [29]

ONCOLOGY

October 13, 2009 | Prostate Cancer, Genitourinary Cancers, Oncology Journal
By Michael C. Large, MD and Scott E. Eggener, MD

T10-T2,PSA<10ng/mL, PSADT <3 yr
PSAD < 0.2 ng/mUcm?,

Gleason < 6,

< 2 positive biopsy cores
Life expectancy > 10 yr,

age <75, T1-2a,
PSA < 10 ng/ml,

< 3 positive cores,

Gleason < 6,
repeat biopsy

66.3 yr

Preference, change 64 yr
in DRE or imaging,

T PSA, biopsy

grade and/or tumor
volume

On Active Median

Deferred

Treatment Follow-up DSS Riskon AS Results

103 (25%)

78 (24%)

101 (34%)

65 (20%)

182 (32%)

43 (16%)

41 mo

43 mo

72mo

2mo

47 mo

29mo

100%

100%

100%

100%*

100%

NA

0.3%

0.8%

RP: 5%

recurrence after
RP: 7.7%"¢

recurrence after
RP: 9%

*Overall, 99.8% of patients were stage T1c.

*For patiens > 70 yr, criteria relaxed 1o Gleason < 7 (3+4), PSA < 15 ng/mL.
‘One individual died of prostate cancer 11.2 yr after starting active surveillance. Treatment was deferred despite PSA increasing to 880 ng/mL
“Defined as PSA = 10 ng'mL or PSADT < 3 yr
AS = active survediance; DRE = digital rectal examination; DSS = disease-specific survival; NA = not available; PSA = prostate-specific antigen;

PSAD = PSA density; PSADT = PSA doubling time; PSAV = PSA velocity, RP = radical prostatectomy.



Table 2

Watchful Waiting Trials in Prostate Cancer

Median
Lead Author Design Eligibility Age
Prospective Randomized Trial
Bill-Axelson, RP (n=347)vs T1-T2, moderately or well- 64.7 yr
2008 (7] WW (n = 348) differentiated, life expectancy
> 10 yr, normal bone scan,
PSA < 50 ng/mL
Prospective Nonrandomized Trial
Johansson, WW (n = 223); T1-T2, well-differentiated, 72 yr
2004 [23]) androgen deprivation at normal bone scan, age < 75 yr
symptomatic progression
Retrospective Nonrandomized Trial
Albertsen, WW vs immediate or Age 65-75 yr at diagnosis, 69 yr
2005 [22] delayed hormonal therapy clinically localized prostate
(n=767) cancer

Median
Follow-up Results

130 mo Prostate cancer death rate:
WW = 19.5%
RP = 13.5%

252 mo Cancer-specific survival: 84%
Risk of metastases: 17%

288 mo Deaths per 1,000 person-years:
Gleason 5 =12
Gleason 6 = 30
Gleason 7 = 65
Gleason 8-10 = 121

PSA = prostate-specific antigen; RP = radical prostatectomy; WW = watchiul waiting.

ONCOLOGY

October 13, 2009 | Prostate Cancer, Genitourinary Cancers, Oncology Journal
By Michael C. Large, MD and Scott E. Eggener, MD

k& Ifthere is no difference in
mortality [between active
surveillance and immediate
treatment], then quality of life is
the defining issue.

— Mark Litwin, MD, MPH




EriBilwon Kot KapKivoc mpootat

PATIENTS AND METHODS: long-term outcome of a large active surveillance protocol in men with favorable-risk

prostate cancer. Prospective single-arm cohort at a single academic health sciences center

Sample: 993 men with favorable- or intermediate-risk prostate cancer

Median follow-up: 6.4 years (range, 0.2 to 19.8 years).

RESULTS

* 15% of 993 patients died (844 alive).

* (1.5% from prostate cancer.

* The 10- and 15-year actuarial cause-specific survival rates were 98.1% and 94.3%, respectively.

* An additional 13 patients (1.3%) developed metastatic disease

* At5, 10, and 15 years, 75.7%, 63.5%, and 55.0% of patients remained untreated and on surveillance.

* The cumulative hazard ratio for nonprostate-to-prostate cancer mortality was 9.2:1.

CONCLUSION

» Active surveillance for favorable-risk prostate cancer is feasible and seems safe in the 15-year time frame.

* In our cohort, 2.8% of patients have developed metastatic disease, and 1.5% have died of prostate cancer.

* This mortality rate is consistent with expected mortality in favorable-risk patients managed with initial definitive
intervention.

Klotz L, et al: J Clin Oncol. 2015 Jan 20;33(3):272-7.

@ In 26 cohorts included 7627 men, with a median follow-up of 3.5 yr (range of medians 1.5-7.5 yr), there were 8 prostate cancer
deaths and 5 cases of metastases in 24 981 person-years of follow-up.
@ Each year, 8.8% of men (95% confidence interval 6.7-11.0%) received radical treatment, most commonly because of biopsy

findings, prostate-specific antigen triggers, or patient choice driven by anxiety.
@ Studies in which most men changed treatment were those including only low-risk Gleason score 6 disease and scheduled

rebiopsies.

Simpkin, Aj, et al: Eur Urol; 67: 2015 DOI: 10.1016/j.eururo.2015.01.004



[ Death from prostate [l Other cause of death, [ Other cause of death, [ Other cause of death,

cancer with metastases with androgen- without androgen-
deprivation therapy deprivation therapy
A Radical Prostatectomy All Patients B Watchful Waiting All Patients
1.0 1.0
208 2z 08
% 0.6 ;?‘ 0.6
£ o4 £ 04
a 0.2 a 0.2
7 0.0 0.0
0 3 6 9 12 15 18 0 3 6 9 12 15 18
VE TLK fem
No. at Risk 347 339 311 271 236 168 87 No. at Risk 348 334 306 251 211 143 61
I 4 1.0 Age <65 Yr 1.0 Age <65 Yr
nopakoAovOnon: £ o
[ 5 06 5 06
‘é 0.4 -§ 0.4
& 02 & 02

[ 4
0.0 0.0
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. 3 06 3 06
Bill-Axelson A et al: N Engl J Med. 2014 Mar 6; 370(10): 932-942. 2 04 2 04
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[l Bone metastases [l Metastases to sites [ Metastases detected [ Death without signs
other than bone at death of metastases
—— Cumulative incidence of metastases

A Radical Prostatectomy All Patients B Watchful Waiting All Patients
1.0 1.0
> 038 2 08
3 06 3 06
g 0.4 % 0.4
a 0.2 a 0.2
0.0 0.0
g 0 3 6 9 12 15 18 0 3 6 9 12 15 18
Years Years
v E p v n l l K n No. at Risk 347 339 311 271 236 168 87 No. at Risk 348 334 306 251 211 143 61
1.0 Age <65 Yr 1.0 Age <65 Yr
208 208
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£ o4 5 04
a 0.2 a 0.2
0.0 0.0
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[ No androgen-deprivation [ Androgen-deprivation
therapy or metastases therapy with antiandrogen
therapy, no metastases

[ Androgen-deprivation [ Androgen-deprivation
therapy with GnRH or therapy with confirmed
orchiectomy, no metastases ~ metastases

B Androgen-deprivation therapy
and other palliative treatments
(cytotoxic drugs or laminectomy)
with confirmed metastases

ElN

METOLOTAOELG

A Radical Prostatectomy B Watchful Waiting
All Patients All Patients
1.04 1.0+
§5 os- 5§ 03
E:E 0.6 g'i 0.6
a sa
gts 0.4+ g‘s 0.4+
0.2+ 0.2+
0.0- 0.0-
2 - 6 8 10 12 14 16 18 2 4 6 8 10 12 14 16 18
Years Years
No.atRisk 343 332 311 285 257 236 201 145 87 No.atRisk 341 326 306 270 238 211 173 111 61
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55 08 55 o08-
B.2 £.2
g_E 0.6+ §_ £ 0.6+
@ £ @
g“o' 0.4- %S 0.4+
0.2+ 0.2+
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2 & 6 8 10 12 14 16 18 2 4 6 8 10 12 14 16 18
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Age =65 Yr Age =65 Yr
1.0+ 1.0+
S 0.6 S 2 0.6
§a &3
a's 0.4+ alYy 0.4+
0.2+ 0.2+
0.0- 0.0-
2 4 6 8 10 12 14 16 18 2 4 6 8 10 12 14 16 18
Years Years
No.atRisk 187 181 166 147 125 112 90 56 27 No.atRisk 180 173 162 143 125 109 83 51 27

Bill-Axelson A et al: N Engl J N

ed.-2014-Mar. R; 270(1 ﬂ)- 932-942




Evepync mapakoAouOnon ywa 23 £1n

AS 247/348 99/348 0.77 -
Surgery 200/347 63/347 0.77 8

@ The benefit of surgery with respect to death from prostate cancer was largest in:

v men younger than 65 years of age (relative risk, 0.45) and

v in those with intermediate-risk prostate cancer (relative risk, 0.38).

@ Radical prostatectomy was associated with a reduced risk of metastases among older
men (relative risk, 0.68; P = 0.04).

Bill-Axelson A et al: N Engl J Med. 2014 Mar 6; 370(10): 932-942.



Evepyntikn mapakoAouOnon:
OL VEOL OELKTEC

clnulc tools Classic tools
PSAkheIep
PSAdensﬂy DRE
-DRE ,
- Biopsy characteristics

van den Bergh, RCN et al: European Urology, 65 : 1023-1031, 2014



YIEP KOl KOTA TNC EVEPYNTIKNAC
rnapokoAovOnong

Active Surveillance

Cons .

Pros
= Usually a good choice if * More likely to die from prostate
expected to live <10 years cancer within 10 years vs. surgery'

and/or the prostate cancer is

. * May miss the chance to treat the
slow growing

cancer before it spreads outside

* No down-time (besides doctor the prostate

visits for tests) * Regular biopsies can increase

= Avoid possible side effects of the likelihood of erectile
surgery, radiation or other dysfunction’
treatments

* May not tolerate treatment if

* Medical advances may make wait until older
future treatment more tolerable * More than 40% of prostate

cancers are actually faster
1: ,-,'r;:-../ix fech V\ xl_n‘ Oct 8:167118):1944-50 2. Helfand gf'OWing.than graded3 8. 3. Barqawi AB, et al. Int )
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To meplotatiko (3ay)

9

* O lwpyoc anodaocilel va kavel katapuén omeEPUATOC
(omeppodiaypappa 33M/ml, 44% (13a+31b) kwvntikotnta tnv 1n wpa,
7% Ppuololoyikad). Aivel 2 delypata, (xwplopéva ota 3 1o Kabgva)

e Juyxpovwc amodaoilel va KAVEL IpooTtabela pe tapakoAouOnon tng
woppnéiag anod yuvatkoAdyo yla 1 piva. ZUpmAnpwHaTikd, KAvel kot 1
omeppateEyxvon. Xwpic anotéAeoua...



H kataypuén
OTIEPHMOLTOC
oolpolitnTn
TPV TNV
Bepanceia
OE VEOUC
AvOpEC

Knoester, PA, et al: Urology, 69 (2007), p. 123

Table 1. Patient demographics

Characteristic

Age (yr)
Average
Range
Single (n)
Previous children (n)
PSA (ng/mL)
Average
Range
Final pathologic Gleason score (n)
2-5
6
7
8-10
Unknown
Radical prostatectomy (n)
Cryopreservation of semen (n)
Samples (n)
Average
Range
Epidydimal extraction (n)
Pregnancy attempt (n)

PSA = prostate-specific antigen.

Data in parentheses are percentages.

50.1
42-58
2 (25)
5 (62.9)

6.1
3.2-7.5

0
1(12.5)
6 (75)

0
1(12.5)
8 (100)
8 (100)

2.4
1-4
1(12.5)

2 (25)
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To meplotatiko (3B)
9

* MpoPAnuatiletal va kavel BpaxuBepareia tou Sev BAATEL TO OEPUA

Kol tTnv otlon 1 pLLKA TTPOOTATEKTOUN
e Kot av Kavel emepPaon, vo KAVEL AVOLKTA 1 KAELOTH, AQTTOPOOKOTILKA N

POUTTOTLKNA;

Seminal
vesicles

control with tumor

Urethra
muscle



Mowa n kaAutepn Bepaneia
yla tTnv oe€ovaAikn Aettoupyia;

* TLevnuépwon Ba kavate yla ta O€pata oe€ovaAiknig Aettoupyiog;
v' BpayxuBepaneia
v PUWIKN TIPOOTOTEKTOWN




2TUTLKN AstToupyia

HETA PL{KN N
BpaxvBepamneia

Mean score

100~

80-
U

60-

Sexual Function after Prostate Therapy

— — Brachytherapy
=== EBRT
~—— RP. nerve-sparing
== RP, non-nerve-sparing
external beam

P e e et i

nerve sparing radical prostatectomy

. —
R
— e ——
 —
— e — — . —— . - v — ——

radical prostatectomy

4 8 12 16 20 24
Time since treatment (months) Cancer 2007:109:2239



A 100 4 [ P« 007 e :\;z:'uoufw none
90 - - Fair
s ’ 804 IS::oqoud
2TUTLKN AELTOLpYLA 5 -
E 60 -
’ 7 7 §
ETA PLCLK T
30 4
20 4
0 ' :
BpaxuvOeparmnela L o8
B 100 Pw 002 = None at sll
%0 gty i
%0 e eseton d
g' 70 4 fo.rup ay‘o'lly
% 50 Enough for intercourse
g 50 -
o 4p.
30 4
20 4
10 4
0 BT RP
C 1::* - Pe 003 — :‘;‘::uocr
1 - Fair
® 804 -S::'ugocd
Crook J, et al: Comparison of health- g
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Fig 2 Stacked bar charts on three selected questions from the Expanded
Prostate Cancer Index Composite sexual doman illustrating patient responses
for the two interventions concemning (Al the abdity 1o have an erection, (8) the
cqualty of erections, and {C) the ability to function sexually. BT, prachytherapy, RP,
radhcal prostatectomy



NMapayovteg mov ennpealouv tnv oeéouvaALKn Asttovpyila

Table 3.

Factors determining potency recovery according to Cox regression analysis

Variables Univariate Multivariate

HR 95% Cl pvalue HR 95% CI pvalue
Age, yr 0.933 0.916-0.949 <0.001 0.941 0.922-0.960 @
OP method, RARP vs RRP) 2539 1.789-3.602 <0.001 1.998 1.345-2.968 @
Testosterone, ng/mi 1.100 1.029-1.175 0.005 1.098 1.013-1.190 @
Positive biopsy cores, No. 0924 0875-0.976 0005 0952 0.893-1.015 0.129

Pathologic T stage (2T3vs T2) 0.687 0.520-0.907 0008 0813 0.593-1.114 0.198
PSA, ng/mi 0.986 0.973-1.000 0.049 0994 0.980-1.008 0.409
D’Amico risk group, highvs non 0.806 0.687-1.197 0488 1.364 0.974-1.909 0.071
Body mass index, kg/m? 0968 0927-1.012 0.150 1.002 0.956-1.050 0.238
Membranous urethral length,cm 0.775 0499-1203 0255 0.807 0492-1.322 0.395

HR = hazard ratio; Cl = confidence interval, OP = operating; RARP = robot-assisted radical prostatectomy; RRP = retropubic
radical prostatectomy; PSA = prostate-specific antigen.

Seong Cheol Kim , Cheryn Song , Wansuk Kim , Taejin Kang, Jinsung Park, In Gab Jeong, Sangmi Lee , Yong Mee C...

Factors Determining Functional Outcomes After Radical Prostatectomy: Robot-Assisted Versus Retropubic

European Urology, Volume 60, Issue 3, 2011, 413 - 419
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Fig. 2 Kaplan-Meier analysis of the relationship between the recovery of potency and surgical method (robot-assisted radical
prostatectomy [RARP] vs retropubic radical prostatectomy [RRP]): (a) overall and (b) subgroups according to operation period.

Seong Cheol Kim, Cheryn Song, Wansuk Kim , Taejin Kang, Jinsung Park, In Gab Jeong, Sangmi Lee, Yong Mee C...
Factors Determining Functional Outcomes After Radical Prostatectomy: Robot-Assisted Versus Retropubic
European Urology, Volume 60, Issue 3, 2011, 413 - 419

http://dx.doi.org/10.1016/j.eururo.2011.05.011
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Review: Radical prostateciomy: comparisons of different spproaches

Comparisont 11 Potency rate

Outcome: 01 12-mo potency rate: RRP vs RARP

Study RRP RARP OR (randotn) Weight OR (random)

or subcategory n n 5% Cl % 5% d
Krambeck, 2003 155/417 €1/203 l»—l— 2Z2.40 1.38 (0,96, 1.97)
Ficarra, 2009 2l/41 12/64 el 16.71 4.55 [1.89%, 10.54)
Qu, 2009 L/2 10716 4 - » 4.03 0.60 (0.03, 11.47)
Rocco, 2008 126/214 30/78 —— 20.71 2.29 [1.35, 3.90)
Di Pierro, 2011 35/47 los22 —— 14 _ 60 3.50 [1.21, 10.15)
Kim, 2011 657122 60/373 —i— 21.856 5.95 (3.79, 5.33)
Total (35% CI) 843 756 RN 100.00 2.84 [1.48, 5.43)
Totel events: 403 (RRP), 183 (RARP)

Test for heterogenetty: %° = 2801, df = 5 (p= 0.0001), I = 82.1%

Test for overall effect z =315 (p=0.002)

01 02 05 1 2 5 10
RRP RARP

Fig. 2 Cumulative analyses of 12-mo potency rates following robot-assisted radical prostatectomy or retropubic radical
prostatectomy. Cl = confidence interval; OR = odds ratio; RARP = robot-assisted radical prostatectomy; RRP = retropubic radical
prostatec...

Vincenzo Ficarra, Giacomo Novara, Thomas E. Ahlering , Anthony Costello , James A. Eastham , Markus Graefen, Gi...

Systematic Review and Meta-analysis of Studies Reporting Potency Rates After Robot-assisted Radical Prostatectomy

European Urology, Volume 62, Issue 3, 2012, 418 - 430

http://dx.doi.org/10.1016/j.eururo.2012.05.046



Figure 4 — Mean (SD) lIEF-EF scores over time by surgical approach across all
I-I O la treatment groups (a) and the placebo group only (b), ITT population (N=422)
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[Moleg o |
) * Systematic review of 43 articles were
ET[[T[AO KEC included.

, * Orgasm-associated incontinence: 20-93%
&EXVQME; (daytime incontinence, previous TURP)
* Alterations of orgasmic function: 80%
(erectile dysfunction) seems to play an
important role in waning orgasmic
function.
* Orgasm-associated pain: 3% -19% (Sparing
of the tips of the seminal).
* Penile shortening: 15-68%.

Frey AU, Sgnksen J, Fode M. Neglected side effects after radical prostatectomy: a systematic review. J Sex Med. 2014 Feb;11(2):374-85
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The role of the neurovascular bundle

@ Patrick Walsh in the early 1980s showed that the nerves mediating penile erection pass
outside of the prostate, mainly in the two neurovascular bundles.

@ The role of the bundles in acting on the external urethral sphincter remains unclear.

@ The bundles may provide blood supply or structural support to the external sphincter,
although this has not been proven anatomically.

€ Autonomic nerve fibers in the bundles may innervate the striated urethral sphincter or
pass through the sphincter to innervate the smooth muscle sphincter component of
the membranous urethra.

€ Many dispute, however, the idea that autonomic nerves, in the bundles or outside of
them, innervate the specialized striated and slow-twitch muscle sphincter, which may
function primarily to maintain passive continence when a person is not urinating.

Steineck G, et al, LAPRO steering committee. Eur Urol, 67:559-568, 2015



The LAPRO study

Surgical steps that differ between procedures, but that can be documented in a
standardized way, can be studied as predictors of long-term outcomes.

To gain knowledge for refining the technique, more than 100 surgeons, working within
a framework of prospective data collection at 14 centers, documented the procedure
during radical prostatectomy using the same protocol.

To increase validity, a neutral third party, administratively separated from all clinical
centers and working scientifically only, prospectively collected patient-reported
outcomes.

Based on the collected data, we asked whether preservation of the neurovascular
bundles, or other surgical steps, predicts the rate of urinary incontinence 1 yr after
surgery.

The LAPPRO (LAParoscopic Prostatectomy Robot Open) study recruited from 14
centers, 7 centers performing robot-assisted laparoscopic radical prostatectomy and 7
centers performing open retropubic radical prostatectomy.

A neutral study secretariat collected patient-reported data before surgery as well as 3,
12, and 24 mo after surgery.

In addition, we gathered clinical record forms concerning the situation before surgery,
then on the surgical steps taken during surgery, and finally on clinical characteristics
during follow-ups at 1.5-3 mo after surgery and again at 12 and 24 mo after surgery.

Steineck G, et al, LAPRO steering committee. Eur Urol, 67:559-568, 2015



Operative characteristics
Total skin-to-skin operation time (min)

Median (range)

IQR
Not stated (n)

Nerve-sparing surgery, n (%)

No neurovascular dissection

Uni- or bilateral partial dissection

Unilateral inter- or intrafascial dissection

Bilateral, partial dissection on one of the sides
Bilateral interfascial dissection

One side interfascial, one side intrafascial dissection

Bilateral intrafascial dissection

Not stated

Lymph-gland excision, n (%)

Not done
Limited
Extended
Not stated

Surgical margin, n (%)

Negative
Positive

Not stated

Perioperative bleeding (ml)

Median (range)

IQR
Not stated (n)

163 (21-545)
123-205
498

716 (21)
430 (13)
611 (18)
541 (16)
681 (20)
157 (5)
197 (6)
5 (<1)

2787 (84)
251 (8)
281 (8)

6 (<1)

2585 (78)
662 (20)
87 (2)

175 (0-8000)
100-400
233

The LAPRO study

n=3379

Steineck G, et al, LAPRO steering committee. Eur Urol, 67:559-568, 2015



The LAPRO study: question to surgeons

“Which approach was used during the neurovascular dissection?”

“No nerve-sparing procedure was carried out, the neurovascular bundle was resected”;
“In the fascia (intrafascial)”;

“Outside of the fascia (interfascial)”;

“Semi-nerve sparing (further out from the prostate)”

\V

v
v

Intrafascial dissection on both sides 21/184 (11)

Intrafascial dissection on one side, interfascial on the other side 17/145 (12)
prostate capsule

orostate fascia Interfascial dissection on both sides 95/641 (15)
P P Dissection on both sides, partial on one side 93/504 (18)
interfascial Dissection on one side only, inter- or intrafascial dissection 130/564 (23)
Partial dissection on one or both sides 113/395 (29)
NVB No neurovascular dissection 216/673 (32)

Steineck G, et al, LAPRO steering committee. Eur Urol, 67:559-568, 2015



NNV

The LAPRO study: questions to surgeons

“How high was the release of the neurovascular bundle?”
“Not applicable”

“High (veil of Aphrodite)”

“Moderately high”

“Low”

Level of release of the neurovascular bundles®

High on one or both sides 99/706 (14)
Moderately high on one or both sides 239/1228 (19)
Low on one or both sides 130/493 (26)

Steineck G, et al, LAPRO steering committee. Eur Urol, 67:559-568, 2015



The LAPRO study: surgical steps
n=3379

Resection of the seminal vesicles
Complete, both sides

Complete, one side only

Partial resection

Cautery laterally to the seminal vesicles
Not done

On one side

On both sides

Resection of the urinary bladder neck
No
Resection without tennis

Resection with tennis

429/1923 (22)
76/288 (26)
196/937 (21)

393/2089 (19)
116/445 (26)
163/536 (30)

410/1933 (21)
144/615 (23)
128/547 (23)

Cautery near the urethra
No

Yes

Bipolar cautery®
No
On one side

On both sides

Type of anastomosis

Continuous sutures

Single sutures

Presence of a cutting suture in the urethra

No

Yes

Presence of a cutting suture in the bladder neck
No

Yes

611/2861 (21)
60/204 (29)

416/2204 (19)
45/182 (25)
9/52 (17)

521/2377 (22)
164/726 (23)

635/2934 (22)
33/130 (25)

639/2983 (21)
27/75 (36)

Steineck G, et al, LAPRO steering committee. Eur Urol, 67:559-568, 2015
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The LAPRO study: questions to patients
1 year after

“How many times do you change pad, diaper, or other sanitary protection during a
typical 24 hours?”.

“Not applicable, | do not use a pad, diaper, or sanitary protection”

“More seldom than once per 24 h”

“About once per 24 h”

“About two to three times per 24 h”

“About four to five times per 24 h”

“About six times or more per 24 h”.

Steineck G, et al, LAPRO steering committee. Eur Urol, 67:559-568, 2015
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W No neurovascular dissection

The LAPRO study: the degree of preservation of the two neurovascular e iy wes
. . . . 0.25 B Medium release
bundles during radical prostatectomy predicts the rate of urinary 8 s igh refesse
incontinence §
g o015
. . . . . = 010
(A) Prevalence of urinary incontinence at 1 yr in relation to the degree of R
preservation of the neurovascular bundles and low, medium or high s s
release of at least one of the two neurovascular bundles. N otiin. SGMWEUR Adaoohr bl ool e ou e Bl oh oM. Wassonon
sides intrafascial one side partial  both sides side, interfascial both sides
dissection dissection on the other side
B 040
0.35 W 30-59yr
W 60-69yr
0.30 o 70-79yr
c 025
(B) Prevalence of urinary incontinence at 1 yr in relation to the degree of B o
bundle preservation for three different age groups. B s
0.10
0.05 -
0.00 s
No Partial Dissectionon  Dissectionon  Interfascial Interfascial Interfascial
neurovascular  dissection on one side only, bothsides,on dissection on dissection on  dissection on
dissection one or both inter-or one side partial  both sides one side, both sides
sides intrafascial dissection interfascial on
dissection the other side
C 0.60
0.50
((C) Prevalence of urinary incontinence at 1 yr in relation to the degree s
. . <
of preservation of the neurovascular bundles among men classified as 2 s
. . . =3 "
having erectile dysfunction before surgery. The error bars show the 95% g
. ) a 020
confidence interval.
0.10
0.00
No Partial Dissectionon  Dissection on Interfasclal Interfascial Interfascial
negrwafcular dissection on one. side Oﬂlv. bOlhl sides,or\ d:ssecnt?n on dissecnf)n on drssecml)n on
' ' dissection unrs:’resbclh mltr:;:'-;::ial on;.:l;:::;h;l both sides im:;:::;'oﬂ both sides
(D) Percentage of men undergoing no preservation of any neurovascular dissection the other side
bundle according to sexual activity before surgery. We asked before D@
surgery “How often did you have intercourse during the previous 3 ®
. . . 3F 3
month?”. Answering categories were “Never”, “About 1-2 times the Ee
2
previous month”, “About 3—4 times the previous month”, “About one €8
. . = (]
time per week”, “More than two times per week”. For each category we 28 1
P . (=)
show the percentage receiving no preservation of any neurovascular g3
bundle. 53 s
2 0
= Never 1-2/mo 3-4/mo 1wk >2/wk

Steineck G, et al, LAPRO steering committee. Eur Urol, 67:559-568, 2015
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Robot-assisted Radical Prostatectomy - Fake Innovation or the
Real Deal?

Peter C. Albertsen *

University of Connecticut Health Center, Division of Urology, MC 3955, 263 Farmington Avenue, Farmington, CT 06030-3955, USA

“Only when individual patients are willing to
pay the added expense of new innovations
with their own money will we know if the
robot is a “fake innovation” or the real deal”.
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Figure 5.

87.,4%
p<0.001
12,6%
Continent Incontinent

EF recovery rate after BNSRP, defined as I|IEF-EF 22 or greater, by UC after BNSRP.

Preoperative erectile function represents a significant predictor of postoperative urinary continence recovery in

patients treated with bilateral nerve sparing radical prostatectomy.

Gandaglia G', Suardi N, Gallina A, Capitanio U, Abdollah F, Salonia A, Nava L, Colombo R, Guazzoni G, Rigatti P, Montorsi F, Briganti A.
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Six primary themes emerged:

(1) frustration with the lack of information about postsurgery ED;

(2) negative emotional impact of ED and avoidance of sexual
situations;

(3) negative emotional experience with penile injections and
barriers leading to avoidance;

(4) the benefit of focusing on the long-term advantage of ER
versus short-term anxiety;

(5) using humor to help cope; and

(6) the benefit of support from partners and peers.

Nelson CJ, et al: Psychooncology. 2015 Feb 24. doi: 10.1002/pon.3771
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Mote Eekwva n Oepaneio pe PDESI;

TABLE 1. Percentage of erections sufficient for penetration (grade 3
or 4) at different intervals after radical retropubic prostatectomy

Mos. Postop. No. Pts. No. Erection Grade 3 (%)
1 17 14 (82.3)
2-3 19 12 (63.0)
4-6 14 8 (57.0)
7-12 23 8 (34.7)

P. Gontero, et al: J Urol, 169 (2003), pp. 2166—2169
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Iacono F, et al. J Urol 2005;173:1673-6



% patients with recovery of erectile function

TL cupBaivel oto mMEOC peTA TNV PLIKA
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Hemodynamic Pattern

Mulhall, J, et al: J Urol, 167 (2002), pp. 13711375
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Hatzimouratidis K et al: Eur Urol; 55:334-347, 2009



Table 2 Basic scientific data on the role of phosphodiesterase type 5 inhibitors (PDE5-1s) in the cavernous nerve injury

animal model (rats).
Study PDE5-I
Ferrini et Vardenafil
al [20]
Vignozzi Tadalafil
etal [66]
Ferrini et Sildenafil
al [65]
Lagoda Sildenafil
etal [24]
Kovanecz Sildenafil
etal [21]
Kovanecz Tadalafil
etal [54]
Mulhall Sildenafil
etal [64]
Lysiak et Tadalafil
al [67]

Dosage

3omg/] of
drinking
water for 45d

2mg/kg per
day in
drinking
water for 3
mo

20mg/kg per
day in
drinking
water for 45 d

20mg/kg
every 8h SC
for7d

20mg/kg per
day in
drinking
water for 45 d

5mg/kg per
day
retrolingually
for 45d

20mg/kg per
day SC for 28
d

1.3g/day for
20 d via oral
gavage

Functional
results

Normalized the
dynamic
infusion
cavernosometry
drop rate

NA

Normalized the
dynamic
infusion
cavernosometry
drop rate

Improved
ICP/MAP ratios
Improved ICP
(AUC)

Normalized
dynamic
infusion
cavernosometry

Normalized the
low response to
papaverine

Normalized the
dynamic
infusion
cavernosometry
drop rate

Improved
ICP/MAP ratios

NA

Structural results

Increased iNOS; increased smooth muscle
replication; normalized ratio of smooth muscle
to collagen; no effect in apoptotic index

Normalized ETB expression; almost normalized
ratio of smooth muscle to collagen; absence of
hypoxyprobe labeling in smooth muscle cells;
did not rescue the neurectomy-induced
hypoexpression of nNOS and eNOS

Improved ratio of smooth muscle to collagen;
reduced apoptotic index

Increased GPX levels; decreased NT levels

Normalized ratio of smooth muscle to collagen;
increased smooth muscle replication;
normalized apoptotic index

Normalized ratio of smooth muscle to collagen;
normalized smooth muscle replication; reduced
apoptotic index

Protected ratio of smooth muscle to collagen;
preservation of CD31 and eNOS expression;
reduced apoptotic index

Decreased apoptotic cells; increased Akt and
extracellular signal-regulated kinase 1/2

NMwc¢ 6pouv ta
bappako oto
CNPAYYWOES
VEUPO;

Hatzimouratidis K et al: Eur Urol; 55:334-347, 2009



NMwc dpouv ta pappako oTLg
VUKTEPLVEC OTUOELC;

100
Preop scan——

Tip
Tum
«m

Baso
Tum
om

«
Stoart Time: 00:00

o4 ¢+ &« e & & e & & 4 & & &« & & &« e & &
.
- B e S B B e e N P .‘\__v_ e
100
o1 - - - - - | ........ |"" .. 1 >
15
o +» ¢ 8 8 8 e ® 8 e @ ® &« a8 s e +w _+w _w = le
ad + 4 4 &+ 4 & @& s+ a4 & s+ & s s & a & s a l
e T R -
. *Q—W&M‘WW‘
- T

Cursor Time: 00:00:00 Intorval Time:




Percentage of Baseline Mean Duration

40%+
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—/\— Sildenafil 100 mg or 50 mg (R), n=10
-/ Sildenafil 100 mg or 50 mg (R), n=25
=/ Placebo (R*), n=25
-\ Placebo (NR), n=18

Preoperative 4 wk 16 wk 28 wk 40 wk 48 wk
(baseline) i
Time after Surgery

McCullough AR et al: J Sex Med. 2008;5:476-484



(@)

Vardenafil 20 mg, Bilateral
nerve-sparing

Vardenafil 20 mg, Unilateral
nerve-sparing

Vardenafil 10 mg, Bilateral
nerve-sparing

IIEF EF doman score

Vardenafil 10 mg, Unilateral
nerve-sparing
(b)

Vardenafil 20 mg, Bilateral
nerve-sparing

Vardenafil 20 mg, Unilateral
nerve-sparing

SEP3

Vardenafil 10 mg, Bilateral
nerve-sparing

Vardenafil 10 mg, Unilateral
nerve-sparing

Tadalafil 20mg, Bilateral nerve-sparing

BonOBouv ot
PDEDSI;

SEP3

IIEF EF domain score

-10.00 -5.00 0.00 5.00 10.00

Hatzimouratidis K et al: Eur Urol; 55:334-347, 2009



Systematic Review and Meta-Analysis of the Use of Phosphodiesterase Type 5 Inhibitors for
Treatment of Erectile Dysfunction following Bilateral Nerve-Sparing Radical Prostatectomy

Records identified through Additional records identified
database searching through other sources
(n=72) (n=5)

Records after duplicates removed
(n=54)

A 4 Records excluded
(n=30)
5 animal studies

Records screened

(n=54) >
19 no control group
6 no nerve sparing
h 4
Full-text articles assessed Full-text articles excluded,
for eligibility > with reasons
(n=24) (n=16)

1 repetitive publication
6 no aim outcome

X 9 no complete result data

Studies included in
qualitative synthesis
(n=8)

A 4

Studies included in
quantitative synthesis
(meta-analysis)
(n=8)

Wang X, Wang X, Liu T, He Q, Wang Y, et al. (2014) Systematic Review and Meta-Analysis of the Use of Phosphodiesterase Type 5 Inhibitors for Treatment of
Erectile Dysfunction following Bilateral Nerve-Sparing Radical Prostatectomy. PLoS ONE 9(3): €91327. doi:10.1371/journal.pone.0091327



Systematic Review and Meta-Analysis of the Use of Phosphodiesterase Type 5 Inhibitors for
Treatment of Erectile Dysfunction following Bilateral Nerve-Sparing Radical Prostatectomy

Treatment Adverse
Study ID Country Sample size Inclusion criteria Intervention Control period Outcome event
Montorsi et al 2008 Multicentre across 628 Patients scheduling (i) vardenafil 10 mg nightly nightly placebo 9 months  rate of IIEF score 722 and SEP-3 Included
Europe, USA, Canada to undergo BNSRRP plus on-demand placebo plus on-demand success rate
and South Africa (i) flexible-dose vardenafil placebo
on-demand plus nightly
placebo
Aydogdu et al 2011 Turkey 85 Patients scheduling to tadalafil 20 mg/day no use of tadalafil 6 months  IIEF score, SEP-2 success rate, N/A
undergo BNSRRP SEP-3 success rate and penile
measurements
Padma-Nathan et al 2008  Multicentre across 125 Patients scheduling to sildenafil 50 mg or 100 mg placebo nightly 9 months  rate of responders, IIEF score Included
North America and undergo BNSRRP nightly and the duration of penile
France tumescence and rigidity
Brock et al 2003 Multicentre across USA 440 Patients with ED vardenafil 10 mg or 20 mg placebo on-demand 3 months  |IEF score, SEP-2 success rate, Included
and Canada 6 months to 5 years on-demand SEP-3 success rate and GAQ
after NSRRP success rate
Montorsi et al 2004 Multicentre across 303 Patients with ED 12 tadalafil 20 mg on-demand placebo on-demand 3 months IIEF score, SEP-2 success rate, Included
Canada, Germany, months to 48 months SEP-3 success rate, GAQ success
Italy, Netherlands, after NSRRP rate and EDITS score
Spain, USA and UK
Mulhall et al 2012 USA 298 Patients with ED avanafil 10 mg or 20 mg placebo on-demand 3 months  SEP-3 success rate, GAQ success Included
6 months or more after  on-demand rate
NSRRP
Bannowsky et al 2008 USA 43 Patients scheduling to sildenafil 25 mg nightly no use of PDE-5 13 months IIEF score and SEP-3 success rate N/A
undergo BNSRRP inhibitors
Cavallini et al 2005 Italy 96 Patients with ED (i) ALC+PLC+sildenafil 100 mg  placebo on-demand 4 months  IIEF score and parameters of Included

6 months or more
after NSRRP

on demand (ii) sildenafil
100 mg
on-demand

cavernosal arteries

doi:10.1371/journal.pone.0091327.t001

Wang X, Wang X, Liu T, He Q, Wang Y, et al. (2014) Systematic Review and Meta-Analysis of the Use of Phosphodiesterase Type 5 Inhibitors for Treatment of
Erectile Dysfunction following Bilateral Nerve-Sparing Radical Prostatectomy. PLoS ONE 9(3): €91327. doi:10.1371/journal.pone.0091327



Systematic Review and Meta-Analysis of the Use of Phosphodiesterase Type 5
Inhibitors for Treatment of Erectile Dysfunction following Bilateral Nerve-Sparing
Radical Prostatectomy

Adequate sequence Allocation Incomplete outcome Free of selective Free of
Study ID generation? concealment? Blinding? data addressed? reporting? other bias?
Montorsi et al 2008 Y u Y N N Y
Aydogdu et al 2011 U U U N Y Y
Padma-Nathan et al 2008 Y U Y Y Y Y
Brock et al 2003 Y U Y Y Y Y
Montorsi et al 2004 Y U Y Y Y Y
Mulhall et al 2012 U u Y Y Y Y
Bannowsky et al 2008 N u U N Y Y
Cavallini et al 2005 U Y Y Y Y Y

Review authors’ judgments about each risk of bias item for included study. Y= yes; N= no; U = unclear.
doi:10.1371/journal.pone.0091327.t002

Wang X, Wang X, Liu T, He Q, Wang Y, et al. (2014) Systematic Review and Meta-Analysis of the Use of Phosphodiesterase Type 5 Inhibitors for Treatment of
Erectile Dysfunction following Bilateral Nerve-Sparing Radical Prostatectomy. PLoS ONE 9(3): €91327. doi:10.1371/journal.pone.0091327



Systematic Review and Meta-Analysis of the Use of Phosphodiesterase Type 5
Inhibitors for Treatment of Erectile Dysfunction following Bilateral Nerve-Sparing
Radical Prostatectomy

€ PDES5-Is were effective for treating post-BNSRP ED compared to placebo when
erectile function was determined using:

v" |IEF score [mean difference (MD) 5.63, 95% confidence interval (Cl) (4.26—6.99)],

v" SEP-2 [relative risk (RR) 1.63, 95% Cl (1.18-2.25) ],

v SEP-3 [RR 2.00, 95% Cl (1.27-3.15) ] and

v" GAQ [RR 3.35, 95% CI (2.68-4.67) ].

@ The subgroup analysis could find a trend associated with more responsiveness to

PDE5-Is:

longer treatment duration,

higher dosage,

on-demand dosing,

sildenafil,

mild ED.

AN NI

Wang X, Wang X, Liu T, He Q, Wang Y, et al. (2014) Systematic Review and Meta-Analysis of the Use of Phosphodiesterase Type 5 Inhibitors for Treatment of
Erectile Dysfunction following Bilateral Nerve-Sparing Radical Prostatectomy. PLoS ONE 9(3): €91327. doi:10.1371/journal.pone.0091327



Figure 3 — Patients achieving IIEF-EF 222 at the end of washout (Month 10.5)

s
BonOouv
s ?’{ -t;g;;ment group, patients completing the washout period, ITT population
géloov tTa

¢ d p u a K a’ %01 @ Robotessistedieparcscopy [ Pooled conventionallaperoscopy [l Open surgery
aveéaptnTa
OlTTO TUTTO

eneppaonc;

% of patients achieving IIEF-EF 222

419 21.2 16.7 417 194 27.7 267 182 204
n=13 n=7 n=7 n=10 n=6 n=13 n=8 n=6 n=10

Placebo (N = 106) Tadalafil OaD (N = 102) Tadalafil PRN (N = 112)

Stolzenburg JU, et al: BJU Int. 2015 in press



2UyKplon 2 peAetwv NSORP
AoBeveic pe IIEF>22 npoey)eLpLtikd

Drug Placebo Nightly/ PRN

daily
REINVENT Vardenafil 28.9 24.1 29.1
REACTT Tadalafil 16.7 27.7 20.4

Montorsi F, et al: Eur Urol. 2008 54(4):924-31
Stolzenburg JU, et al: BJU Int. 2015 in press
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MO0 KOLPO MEPLUEVOULLE YLOL TO TEALKO
OITOTEAEGLOL OTN OTUON;

The median time to erectile function recovery was 440 days (15 months)
after RRP and 180 days (6 months) after RALP.

The median time to intercourse was 700 days (23.3 months) after RRP
and 340 d (11.3 months) after RALP

level of evidence: 2b

Tevari A, et al: BJU Int. 2003;92:205-210



Penile vibration
stimulation

VIBERECT

Recommended for the treatment of Male
Ejaculatory Dysfunction in spinally injured
patients

Safe, physiological, noninvasive, and powerful
tool now available to men to improve and
restore their erectile health and sexual
response.

The physiological alternative to drugs,
injections, vacuum, and surgery for SCI men. Click 1o read more



Penile vibration stimulation

Table 1 Patient characteristics

reriebies oY control _Fvalue » Stimulation was performed at the frenulum once daily by
;‘:':“:5:"):‘:‘ SELE N 2‘2";“ the patients in their own homes for at least 1 week before

Bilateral 19 18 ' surgery. After catheter removal, daily PVS was reinitiated
S ! . 09 for a period of bweeks.

Yes 27 34 » Patients were instructed in stimulating with a sequence consisting
M:i‘i‘m S R 2*; e of 10 s of stimulation foI.Iowed.by a 10-s pause repeated 10 times
Median (range) preoperative DAN-PSS 35(0-27)  2(0-20) 0.048 (for a total of 100 s of stimulation every day).

score
Proportion of patients using
postoperative PDES5 inhibitors, n/N

Table 2 Erectile function outcomes in the two groups after RP.

3 Months 9/30 17/38 0.16
6 Months 19/30 25/38 0.72
e e e — Erectile function Control
outcomes
Median (range) IIEF-5
Table 3 Continence rates and pad use affer surgery. At 3 months 5(0-25) 5 (0-25) 0.25
= S s At 6 months 10.5 (0-25) 5 (0-25) 0.08
' valu ) : .
At 12 months 18 {0-25) 7.5 (0-25) 0.09
Continence rate HHEF =18, n/N (%)
At 3 months 65.5% 62.9% 0.83 - '
At 6 months 83.3% 91.9% 0.28 At 3 months 5/30 (17) 4/38 U 1) 0.46
At 12 months 90% 94.7% 0.46 At 6 months 13/30 (43) 9/38 (24) 0.09
Median (range) pad use At 12 months 16/30 (53) 12/38 (32) 0.07
At 3 months 1 (0-6) 1 (0-4) 0.09
At 6 months 0(0-3) 1/3 (0-6)* 0.14
At 12 months 0(0-2) 0(0-3) 0.56

*One patient reported using a third of a pad daily. As there was no pre-specified
decision on how to deal with such reporting, it was taken at face value when analysing
the results.

Fode, M et al: BJU Int. 2014 Jul;114(1):111-7




Review

Penile rehabilitation after radical prostatectomy:
what the evidence really says
Mikkel Fode, Dana A. Ohl,* David Ralph' and Jens Sgnksen

-
Department of Urology. Herlev University Hospital, Herlev, Denmark, *Department of Urology. University of Michigan, C o n C I u s I 0 n s

Ann Arbor, M, USA, and 'Institute of Urology. London, UK

Theoretical considerations warrant early implementation of
penile rehabilitation to ensure cavernous oxygenation, but
there is little clinical evidence to support the use of current
protocols. Certainly no specific treatment can be
recommended. While animal studies are abundant, only few
well designed human trials have been conducted and the
results are mainly discouraging. Better documentation and/or
better methods of penile rehabilitation are necessary to adhere
to the principles of evidence-based medicine. Until this is
addressed we should consider moving away from a
rehabilitation paradigm toward a goal-oriented treatment
paradigm in our daily practice. In accordance with patient
wishes, treatments should be prescribed in doses and
combinations that actually induce erections and allow sexual
intercourse if possible. Such treatments should be offered early
after RP to minimize the possible detrimental psychological

effects. One must be very careful not to repeat the statement
that penile rehabilitation regimens improve erectile function
after RP so many times that it becomes a truth, even without
the proper scientific backing.
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* O lNwpyocg elvat ayxwpevoc ko BEAeL va €xel oe€ovalikn emadn Apeoa.
O Latp6¢ Tou cuotivel aArtpootadiin 10ugr e KaAn andvtnon, aAAd pe
Tovo.
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Mowo papuaKko IPOKAAEL TOVO OTLC
evéoonpayywoELC EVEDELC;

» 87 patients who underwent nerve-sparing laparoscopic RP, reported normal preoperative
erectile function, and used IAl for 12 months.

» Patients started with 2.5 pg alprostadil and were advised to increase the dose gradually
until erection hardness allowed vaginal penetration.

Results

» The mean alprostadil dose was 8.1 pg after 6 months and 9.9 ug after 12 months.

» With/without IAl, mean IIEF-15 scores for erectile and orgasmic function and mean EHS
score were 14.6/4.6, 4.1/2.1, and 2.5/0.4, respectively, after 6 months; and 17.2/5.4,
4.9/2.6, and 2.7/0.9 after 12 months.

» Pain scores were 3.2 +2.5/10 and 2.5 + 2.5/10 after 6 and 12 months, respectively.

» Pain intensity correlated with erectile function (r = -0.23), intercourse satisfaction
(r =-0.23), and overall satisfaction (r = -0.24) after 6 months but not after 12 months.

Yiou R, et al: J Sex Med, 8 (2011), pp. 575-582



7 Kplolua
EPWTAMATA YLOL
TQ MPWTOKOAAQL
OLTTOKOTOLOTOLONG

TNC oTUONC

NouUswWDN PR

HAwkila aoBevni

JTUTIKA AELTOUPYLO TIPOEYXELPLTIKA
Juvoda vooruata

Mote va apyioel n xopnynon PDESI
Erttdoyn papudkou

AocoAoylko oxAua

AldpkeLla xopriynong



AAyOpLOLOC QITOKATAOTOONG OTUTLKAG AELTOUPYLOC
META PL{LKN TIPOOTATEKTOUN

Evéladépov yia oe€ovaAikn Lwn
Evepyog oe€ovaAika mpLv
IIEF >17
Xwpic ooBapn cuvoonpotnta (Kapdiayyelakn vooog, AlaBntng)
HAwia <65 £tn
Ertuxn Statripnon velpwy, xwpig xprion dtabepuiag

8

Apxn Bepamnelog 1n LETEYXELPNTIKA NUEPA
KaBnuepvni xoprnynon tadaiadiAng 5 mg

o

1-6°¢ piRvog KaBOAOU OTUGELC Avemapkeig oTUoELg KaAég otuoelg
+ ABavadiln 200mg ITadloKn amomnelpa SLaKomng

Evboonpayywdels eveoels Bapdevadiln/o\devadiln ODT Apxikd PRN

g 8

6-12° pjvog KaBoAou otuoelg AYEIEIEREN Gt

+ Bapdevadiin 20mg /
Evéoonpayywdelg evéoelg Z\6evadiin 100mg

1 meikn mpobeaon \ ‘
12-30° pAvac

AVETIOPKELG OTUOELG
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* T[ivetal aAayn o 0.5ml tri-mix. AvadéEpel emttuxeic emadeg, Stapkelag 1
wpac. Ekdppalel emiong mapamovo yia EAePn KaAnc aicbnong
OpYOOUOU (OTEYVOC OpYyaoHOG). ATtodpeUYEL EMIONC TA TIPOKOATAPKTLKAL
AOyw avadpepOUEVNC LELWONC TOU UKOUG TOU TIEOUC.



OpyaoHOC KOl MNKOC TTEOUC

* 'Exet 6ikio ott dAAaée n aloBnon tou opyacuoU;
* Exel 6iklo yLa TN HELWON TOU UAKOUG;

coiled channels of the epididymis

vas (ductus) seminal
deferens
\

vas (ductus) deferens

7

.

77\

T
Sy

3&@(’
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& 7(1 RO .
Q;»‘\,'x‘(‘ﬁ’y‘-ﬁg@}"“« ejaculatory
:M%ccﬁt, duct penis

urethra

bulbourethral /

3} %i. )
A A NS
= 1 WSS

gland

path of sperm

epididymis
~ scrotal sac /

coiled tubules in the testis

testis (site of
sperm production)

© 2008 Encyclopadia Britannica, Inc.
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Length Dimensions

Girth Dimensions

22
21
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61.," = I.':;::‘:.::;“ § . Dimension
3 K Stretched (Flacceid) / = :lth\"d
3l - Erect 6', %
it st
FFEEF P ITEIPTEFETEREE SO S S S S S S S e
Percentile Percentile
Flaccid (n = 10,704) : 9.16+1.57 cm
Stretched length (n=14,160): 13.24+1.89 cm
Erect length (n = 692): 13.12+1.66 cm
Flaccid circumference (n = 9,407): 9.31+0.90 cm
Erect circumference (n = 381): 11.66+1.10 cm

Veale D, et al: BJU Int. 2014 Dec 8. doi: 10.1111/bju.13010



Moo mMPOoKTIKA MEPLOPLIEL TNV OMWAELL
MKOUC TTEOUC;

1. Xopnynon evéoonpayywdwv evEcEwWV 2
dopéc/eBdopada

2. Kat’ emikAnon PDES5i

3. KaBnuepwvn xopriynon PDESi

4. OMAo ta mapamavw

S Choose One
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MOGO MELWVETOAL TO HIKOC TOU TTEOUG;

Table 1 Penile shortening after radical prostatectomy.

Study No. of Mean Type of Assessment Patients Penile Time
patients age, yr surgery of with shortening after
(range) (%) preoperative decrease in surgery
EF using penile
IIEF stretched
length (%)
Fraiman 100 60.6 BNSRP No NA" NA" Mean: 9.4
etal [33] (47- (90) mo
74) (range:
1.7-27.6)
Munding 31 NA NA No 71 0.5—4cm 3 mo
etal [34]
Savoie et 63 59.1 BNSRP No 68 0.5-5cm 3 mo
al [35] (42— (74.6)
76)
Gontero 126 65.4 BNSRP Yes 100 2.3cm at 12 At
et al [36] (SD: or mo after catheter
6.7) UNSRP surgery, peak removal
(39.7) change at and at 3
catheter mo, 6 mo,
removal and 12 mo
Briganti 33 56.5 BNSRP Yes No No 6 mo
etal [37] (50-65) (100) shortening shortening

* . . . .
Penile shortening was recorded as time from surgery increased.

BNSRP=bilateral nerve-sparing radical prostatectomy; UNSRP=unilateral nerve-sparing radical prostatectomy;

[IEF=International Index for Erectile Function; EF=erectile function; SD=standard deviation; NA: not available.

Hatzimouratidis K et al: Eur Urol; 55:334-347, 2009



Noooc Peyronie peta puikn
TPOCTATEKTOMUN

Sample: 1011 subjects who developed PD within 3 years after RP and compared them with subjects
who did not.

RESULTS:

@ The study population included 1,011 subjects, and PD incidence in this population was 15.9%.
@ Mean time to develop PD after RP was 13.9 +/- 0.7 months.

@ Mean curvature magnitude was 31 + 17 degrees.

€ On univariate analysis, younger age (mean age of 59 + 7 in men with PD vs. 60 + 7 years in men

without PD, P = 0.006) and white race (vs non-white, 18% vs. 7%, P < 0.001) were predictive of
PD development after RP,

@ Post-op erectile function was not a predictor of PD development.

€ On multivariate analysis, younger age (odds ratio (OR) = 1.3, for 5-year decrease in age) and
white race (OR = 4.1, vs. non-white) remained independent significant predictors.

Tai, R, et al: J Sex Med. 2010 Mar;7(3):1254-61
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Emtiokémntetatl dAAov OupoAdyo Kol Tou cuothvel tadaladiln nuepnoLla
KoL xprion avtAiog kevou KaBe pépa ya 1 wpa ylo to HEyebBog Tou EOUC.
MA€ov, 6 LAVEC PeTA TNV eMEUPaon, Oswpel OTL To péEyeBocg PeATwONnKe
eAadpwc, aAAd oL oTUoELG Sev elval EMAPKWES OKANPEG.




MnKo¢ mEOUC peta pLltkn
TIPOCTOTEKTON: OLVTALEC KEVOU

e 20 pts, VED to achieve full erection 10 consecutive times over a period of
approximately 2 minutes without constriction ring.

* Mean age and time from surgery was 58.2 years and 12.6 months,
respectively,

e Use of the VED significantly increased both glanular and corporal
oximetry relative to the baseline values for the entire 60 minutes.

* Aninitial increase of 55% was seen in corporal oxygenation with VED
use.

Welliver RC Jr et al: J Sex Med. 2014 Apr;11(4):1071-7

€ How to use it:

VED immediately after catheter removal.

Constricting ring only when intercourse is desired.

If it produces erection, replace the VED with PDE5i use only.

If PDE5i moderate erections, VED may add before intercourse.

VV VY



AvTAia KoL nHEPAOLOL XOopRynon

* H nuepriocla xopriynon XL vonua yLot tOco KoLpO KoL OE TIOLOUC

aoBevelc;
* Hxprion avtAiog kevol Ba auénoeL To UAKOC;
* Hxpnon avtAiog Ba BeATIWOEL TIC OTUOELC; VED Therapy

Blood Arterial inflow

\

Hypoxia l
Fibrosis and Apoptosis l
Veno-occlusive mechanism protected

Erectile function 1

Lin, H, Wang, R. Trans Androl Urol, 2, 2013



Tt Oa ocuotnosts;

ouvOuaouOC Nuepnotlag Kot Kat' enikAnon AnPng PDES
ouvbuaopog PDESI kal TeoTtootEPOVNG

ouvbuaopnog PDESI kat evboonpayywdwv eVECEWV
Meikn mpoBeon

choose opse
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* O lwpyog, Ue xpAon nuepnolag d6ong KoL KAt eMIAKNON — pLa wpa TTPLV
TNV enadn, avadepeL yia tpwtn dopa EMAPKELC OTUOELC.

* Eva xpovo petad tnv emépPaocn o Nwpyocg eivat Lkavog yia emodn LE LOVO
kat' emikAnon xprion PDESI. Exel Eavapyxioel Ta MPoOKATOUPKTIKA Kol
xaipetal to o€ pe T yuvaika tou.



MioteveTON OTL Elval
Xxopoupevoc o Nwpyog;

* JKANpPEC OTUOELG

* Emapknic dapkela

* H ouluyoc xapoupevn
*  OAa KOAQ;
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To meprotatiko (10)

e 2 xpovia HeTd o Nwpyocg avadEPeL Kal AUTOUATEC OTUOELS XWPLC
dApuOKOo, av Kol OpoAoYEL OTL e TO PAPUAKO TLG XALPETAL TIEPLOCOTEPO.
* NMaparmoveital Opwe yati N Balavog dev pouokwvel Kal ival kpua.



H kpua BaAavoc

*  Yrndpyxel Oepameia yia ) kpva BaAavo;
* 'ExeLvOnuo N mapamnounn o€ ceE0AOYo;



Tt Oa ocuotnosts;

EntlokePn o oe€oAoyo

Xpnon PDESi og peyaAutepn 6oon
EvooupnBpikn aAmtpootadiin
Meikn mpoBeon

choose ope




H kpua BaAavoc

*  Yrndpyxel Oepameia yia ) kpva BaAavo;
* 'ExeLvOnuo N mapamnounn o€ ceE0AOYo;



TL Oa cuotnosts;

Cover

MUSE for treating erectile dysfunction
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H evéooupnBpikn xopnynon BonOa;
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Figure 5. Percent SPL change from baseline by medication and V

McCullough, W.G, et al: J Urol, 183 (2010), pp. 2451-2456
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* O yLatpOC TOU TOV OTEAVEL 0€ 0EEOAOYO...



Figure 1 An overview of prostate cancer treatment sequelae contributing to sexual
dysfunction

comorbid conditions
betes, obesity)
n and anxiety
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Sexual dysfunction

Cormie, P. et al. (2013) Exercise therapy for sexual dysfunction after prostate cancer
Nat. Rev. Urol. doi:10.1038/nrurol.2013.206
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Figure 3 Proposed multidisciplinary model for managing sexual dysfunction secondary
to prostate cancer treatment

chological intervent

gain)

-omorbid conditions (CVD
| fitness and physical ac

Cormie, P. et al. (2013) Exercise therapy for sexual dysfunction after prostate cancer
Nat. Rev. Urol. doi:10.1038/nrurol.2013.206
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