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>UYKPOUON CUUPEPOVTWV

Epsuvntic, OpAntnc, 20 puBovAoc (kata tnv teAevtaia 4etia)
YLOL TLC ETALPELEC:

Astellas
Pfizer
Allergan
Galenica
Merc
Lilly

Menarini




Xpovia tpootatitida
N

«Xpovia mpootatitidan?




Xpovia Baktnpidiokn npootatitida (CBP)
NIDDKD/NIH

Turoc |: Oteia Baktnpldlokn npootatitic (ABP)

Turoc Il: Xpovia Baktnptdlakn mpootatitic (CBP)

Turmoc IlI: Zuvépopo xpoviou rtveAkol aAyouc (CP/CPPS)
o A. DAeypovwodeg
® B. Mn dAeypovwdeg

Turmoc IV: Acupntwpatikn pAsypovwdng mpootatitic

(LotoAoyLKn tpooTaTiTLc)
Krieger JN et al, JAMA 1999




Xpovia Baktnpldlakn npootatitida

Chronic bacterial
prostatitis

Traditional pathogens:
E. coli

Klebsiella spp.
Proteus spp.
Enterococcus spp.

P. aeruginosa

Non-traditional pathogens:

Staphylococci
Streptococci
Corynebacterium spp.
C. trachomatis

U. urealyticum

M. hominis

Fluoroquinolones group 2 or 3 Treatment duration 3-4 weeks

Trimethoprim/cotrimoxazole If fluoroquinolone resistance. Treatment duration
2-3 months

Macrolides Experimental as combination therapy because

of antibiofilm activity

Fluoroquinolones group 2 or 3 Treatment duration 3-4 weeks

Macrolides Evaluated for C. trachomatis

Wagenlehner F et al, World J Urol 2013; 31: 711-6




«Xpovia tpootatitida

® >Uvdpopo npoaotatikou rtovou (PPS)

® >UVvOpopo xpoviou TtueAkov aAyouc (CPPS)
® >UVOPOMO KUOTLKOU TTOVOU
® >UvOPOUO IPOOTATIKOU TTOVOU
® >UvOpopo opyxLkoU TtOVoU
® >UVOPOMO OOXEIKOU TTOVOU
® >UvOpopo oupnBpLKOU TOVOU

YUVOPOLO KOATILKOU TTOVOU




Evtorniion movou oto CPPS

Mpootatng/mepiveo
Ooyxeo/opxeLc

M€oc

Kbotn

Paxn

Zermann DH et al, J Urol 1999




2UVOPOLIO TIPOOTATLKOU OAYOUC
(Prostate Pain Syndrome, PPS)

JUVEXEC 1N uTtoTpoTLAloV TIPOOTATIKO AAYOC TOUuC TeAeUTaiouc 3
HAVEG
2UVOUAOMOC LE CUUTMTTWHATO SUOAELTOUPYLOC TOU KATWTEPOU

oupormolntkoU cuotnpatog N ce€ovaAikn SucAettouvpyia (LE 2b)

ApVNTIKEC oUVETELEG (Yvwolakn & oe€ouvaAlkn Asttoupyla,

ocuuneplpopa, cuvaicOnua) (LE 2b)
Artovoia Aoitpwénc N aAAnc epdavouc tormkng maboAoyiog (LE 3)

EAU Guidelines 2014




XpOVLOC TTIOVOC

o MetafBolec oto KN (...keviplkn evalcOntomoinon)

e — dlLatpnon Tou alcOnUATOC TOU TTOVOU ALKOUN KOl LETA TNV
gEaAewdn tou alyoyovou gpebiopartoc
® —> peyebuvon aviiknync moévou
e Mn alyoyova epeBiopata yivovtal avTtltAnmta we
enmwduva (aAAoduvia)
e AAyoyova epeBiopata yivovtal avTtliAnmta we
TMEPLOCOTEPO EMWdUVA ATIO TO AVOUEVOLLEVO

(utepaAynoia)




EAU Guidelines 2014

3.1.6  Conclusions and recommendations: assessment/diagnosis PPS

Conclusions LE
PPS is associated with negative cognitive, behavioural, sexual, or emotional consequences, as well 2b
as with symptoms suggestive of lower urinary tract and sexual dysfunction.

PPS has no known single aetiology. 3
Pain in PPS involves mechanisms of neuroplasticity and neuropathic pain. 2a
PPS has a high impact on QoL. 2b
Depression and catastrophic thinking are associated with more pain and poorer adjustment. 3
The prevalence of PPS-like symptoms is high in population-based studies (> 2%). 2b
There is significant overlap of symptoms with other conditions. 2b
Reliable instruments assessing symptom severity as well as phenotypic differences exist. 2b




Ektipnnon ocuumtwpatoAoyilog

e NIH-CPSI (Chronic Prostatitis Symptom Index)

e [lovoc
e Oupnon

e [lowotnta (WNC Litwin MS et al, J Urol 1999

A validated symptom and quality of life scoring instrument, such as the NIH-CPSI, should be
considered for initial assessment as well as for follow-up.
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The UPOINT System

e Urinary, Psychosocial, Organ —specific, Infection,
Neurologic/Systemic, Tenderness
® Juoyxetlon kaBe domain pe tn coPfapotnta Ko TN

SLApKELA TWV CLUUMTWHATWY ot CP/CPPS & IC

- Shoskes DA et al, Urology 2009; 73: 538-42
- Nickel JC et al, J Urol 2009; 182: 155-60

® Juoyxetion petaél NIH-CPSI kot UPOINT

Hedelin HH et al, Scand J Urol Nephrol 2009, 43: 373-6

e O kaBoplopoc tou patvotumou UnopeLl va oOnNynoet
o€ KAAUTEPO SLaYwWPLOUO TWV acBevwy yLa T
Bepameia

Shoskes D et al, Urology 2010; 75: 1249-53




The UPOINT System

e Urinary, Psychosocial, Organ—specific, Infection,
Neurologic/Systemic, Tenderness

® Juoyxetlon kaBe domain pe tn coPfapotnta Ko TN
SLApKELA TWV CLUUMTWHATWY ot CP/CPPS & IC

- Shoskes DA et al, Urology 2009; 73: 538-42
- Nickel JC et al, J Urol 2009; 182: 155-60

2.5.3.2.4 Multisystem subdivision

It is recognised that the end-organ where the pain is perceived may not be the centre of pain generation. This

classification is based upon the most effective accepted method of classifying and identifying different pain

syndromes, that is, by site of presentation. It is argued that keeping the end-organ name in the classification
because, in most cases, there are multisystemic causes and effects, with the result that

symptoms are perceived in several areas. This is an area in which discussions are ongoing, and despite there

being strong arguments for both keeping and dispensing with end-organ classification, the authors have not

s s Dre DDIO Of refe a 1o D pDercejved e DE -
=W=1H i d d A itinle - =11l (] L]} c

Bepameia
Shoskes D et al, Urology 2010; 75: 1249-53




AltLoloyia

TTOAUTIOLPOLYOVTLKI)




[MBavol atloAoyLKoL TTaPAYOVTEC

Muwpoopyaviopot mou v KaAALlepyouvToL

Antodppaén & oupnon pe T niieon e€wotnpa

Evdonpootatikn aAtvdépounon

AvoooloyLkol tapayovtec (avtoavooia)

AvoAeltoupyla KUOTLKOU QUXEVOL

Alatopaxec TnC Asttoupylag tou eEwotnpa

[EVETIKEC AVWLOALEC

MUOGKEAETLKOL OLLTLOL -Hellstrom W/ et al, Urology 1987
-Kaplan SA et al, J Urol 1994

Neupoloyika aitia -Murnaghan GF et al, Br J Urol 1984

-Kirby RS et al, Br J Urol 1982
-Nickel JC, Infect Urol 2000, Br J Urol 1990




...TIOAUTLOL P @)OY KA BiLTLOAOY Lot =D

=>»...ouvouooTtikn (moAvduvaun) Bepamneia

Monotherapeutic treatment regimens in PPS may falil.

Consider multimodal and phenotypically directed treatment options for PPS.




Insufficient data on the effectiveness of:

® >TEPOELON

e Ormuosldn

® 5%RIs

e AANOTIOUPLVOAN

e MuoyxalapwTtika/PuoikoBepareia

e TURP, TUIP, pl{lkn MPOOTATEKTOLN

EAU Guidelines 2014




Limited data on the effectiveness of:

e HAektpopayvntikn Beparmeia
e HAektpoPeloviouoc

o TUMT

e TUNA

EAU Guidelines 2014




o-blockers

2UXVN BEPATTEVTIKN TIPAKTIKN
[MoAOILOTEPEC TUXALOTIOLNMEVEC HEAETEC: ODPEANOC
MetayeveoTeEPEC HETA-AVAAUOELC:

® LIETPLO ATTOTEAECHATIKOTNTA

® Kola enibpaon oTov MOvo

-Dimitrakov JD et al, Urology 2006, 67: 881-8
-Yang G et al, J Androl 2006; 27: 847-52

AAdouloaoivn vs. placebo: mapopola amoteAsopotikotnTa

Nickel JC et al, N Engl J Med 2008; 359: 2663-73




Systematic review &
network meta-analysis 2011

® 23 peAETEC

® a-blockers = onuavtikn BEATIWON TWV CUUTTWUATWY,
TOU TIOVOU, TN¢ oupnong kat touv Qol score (-1 ewc -1,7)

e AcBOeveic unmo a-blockers: peyaAUtepn mibBavotnta
QVTATIOKPLONG O€ oLUYKpPLoN LE To placebo

® Publication bias!

Anothaisintawee T et al, JAMA 2011, 305: 78-86




Systematic review &
network meta-analysis 2012

® 35 pelETec

e a-blockers: W twv NIH-CPSI total (-4,8) , pain domain (-
2,1), voiding domain (-1,1), QoL domain (-1,4) scores

Mean Difference  Treatment Control

Favors Treatment Favors Placebo (95% Cl) n, mean, (SD) n, mean, (SD)

Alpha-blocker :
Alexander (2004)® : -1.40 (-3.75,0.95) 45,20.2 (6.3) 45, 21.6 (5)
Cheah (2003) ¢ - -6.20 (-10.71, -1.69) 43, 16.1 (3.7) 43,19 (3.7)
Mehik A (2003) 20 : -3.10 (-5.42,-0.78) 19, 16.1 (3.7) 20, 19.2(3.7)
Nickel (2004)21 . -3.60 (-6.67,-0.53) 27,22.7(5.2) 30,26.3(6.6)
Nickel (2008)22 : -1.90 (-5.35, 1.55) 138,16.7(14.9) 134, 18.6 (14.1)
Nickel (2011)23 437 (-74,-1.34) 74,150(9.1) 41,19.4(7.2)
Sivkov (2005) 24 ; -7.76 (-10.90, -4.62) 29, 14.5 (5.3) 22, 22.2(6.0)
Tugcu (2007) 25 : -11.20 (-14.67, -7.73) 30, 10.7 (7.1) 30, 21.9 (6.6)
‘Subtotal (12=76.3%) -4.80 (-7.07, -2.58) 405 365

Cohen J et al, PLoS ONE 2012: e41941




Systematic review &
network meta-analysis 2012

Mean Difference Treatment Control
Favors Treatment Favors Placebo (950/0 Cl) n, mean, (SD)n, mean, (S >
Alpha-blocker :
Alexander (2004) '8 ; 0.20 (-0.63, 1.03)  45,4.2 (2) 45,4 (2)
Cheah (2003) '° ; -1.60 (-2.96, -0.24) 43,2 (2.8) 43, 3.6 (3.6)
Nickel (2004)21 -1.10(-2.21,0.01) 25,4.5(2) 25,5.6 (2)
Nickel (2008)22 : -0.60 (-1.22, 0.02) 138,3.3(2.6) 117,3.9(2.6)
Nickel (2011)2® —_—— -1.76 (-2.85,-0.68) 74,3.4(26) 41,5.2(3)
(_

Sivkov (2005) 24 ; -0.85(-1.74,0.04) 29,41(1.7) 22,49(1.5)
Tugcu (2007) 2 P —. -4.20 (-6.71,-1.69) 30,2.2(4.4)  30,6.4 (55)

Subtotal (I2=66.1%) S 1.06 (-1.73,-0.39) 1384 340

® JTOTLOTIKA KOl KAWVIKA LN ONUOVTLKEC LELWOELG

e OLveotepoL aoBeveic avtamokpivovtol KaAUuTeEpa
(....uLKpOTEPNC OLAPKELAC CUUTTTWHOTA)

Cohen J et al, PLoS ONE 2012: e41941




o-blockers




EAU Guidelines 2014

Conclusions

Alpha-blockers have moderate treatment effect regarding total pain-, voiding-, and QoL scores in
PPS.

Alpha-blockers are recommended for patients with a duration of PPS < 1 year.




AvtiBlotika

..90% apVNTIKEC KAAANLEPYELEC...
..TitBawvn n vrapén Baktnpldilwv...

..avadepetal KAWLKN BeAtiwon...

-Krieger JN et al, J Clin Microbiol 1996, J Urol 2000
-de la Rosette JJ et al, Urology 1993
-Onkawa M et al, Urol Int 1993




MBavol punyaviouotl dpaonc
TWV AVTLRLOTIKWV

e E¢alsupn pun KaAALepyoULEVWV HLKPOBLWV
e AvtipAeypovwdnc dpaon

e Placebo effect

Strauss AC & Dimitrakov JD, Nat Rev Urol 2010; 7: 127-35




Tekpnplwon...

e Ciprofloxacin (2004): Mn onuavtiky W  tou NIH-CPSI

total score Alexander RB et al, Ann Intern Med 2004; 141: 581-9

e Levofloxacin (2003): Mn onpovtikn BeATiwon TG

OUUMTTWHATOAOYLOG Nickel JC et al, Urology 2003; 62: 641-7

e Tetracyclines (2008): ATTOTEAECUOTLKOTNTO EVOVTL TWV

vovoBoaKktnplwv Zhou Z et al, Urology 2008; 71: 1091-5




Systematic review &

network meta-analysis 2012

Antibiotic :
Alexander (2004) '8 —t -3.60 (-6.25,-0.95) 42,21.2(6.1) 45,21.6(5)
Nickel (2003) 26 —- 0.60 (-3.50,4.70) 45,19(9.5) 35,18.4(9.1)
Subtotal (I? =64.9%) -1.80 (-5.88,2.27) 87 80
Antibiotic ;
Alexander (2004) 18 — -1.90(-3.53,0.27) 42,87(4.6) 45 10.6(2.9)
Nickel (2003) % I + 1.30 (-0.84, 3.44) 45,8.9 (5) 35,7.6 (4.7)

Subtotal (I 2=81.7%) -0.38 (-3.51, 2.75)

87 80

Antibiotic
Alexander (2004) 18
Nickel (2003)26

Subtotal (2= 0.0%)

-0.10 (-0.90,0.70) 42,3.9(1.8) 45,4 (2
0.10(-1.18,1.38)  45,4.2 (3) 35, 4.1 (3)
-0.04 (-0.72, 0.63) 87 80

Antibiotic \

Alexander (2004) 18 —e 1.30(-2.15,-0.45) 42,5.8(24) 45,7.1(1.5)

Nickel (2003) 26 —— -0.10(-0.87,0.67) 45,37 (1.8) 35,3.8(1.7)
Subtotal (12=76.3%) -0.69 (-1.86, 0.49) 87 80

Cohen J et al, PLoS ONE 2012: e41941




EAU Guidelines 2014

Antimicrobial therapy has a moderate effect on total pain-, voiding-, and QoL scores in PPS.

Single use of antimicrobial therapy (quinolones or tetracyclines) is recommended in treatment-naive
patients over a minimum of 6 weeks with a duration of PPS < 1 year.




Mn otepoeLldn avtipAeypovwon

RCT (rofecoxib vs. placebo)
2TOTLOTIKA onuovtikotepn BeAtiwon tou NIH-CPSI

...further studies are needed

Nickel JC et al, Urology 2003; 169: 1401-5

RCT (celecoxib vs. placebo)

2TATLOTIKA onpovtikn BeAtiwon tou NIH-CPSI total &
pain scores =» LN CNUOVTLKN LETA TN SLtokomn TG

Beparmeioc yia 2 eBdopadec

Zhao WP et al, Braz J Med Biol Res 2009; 42: 963-7




EAU Guidelines 2014

NSAIDs have moderate overall treatment effects on PPS.




Pregabalin

e Avtaywvlotnc tnc a2-6 urtopovadac Twv StavAwv Ca ?*

e Apaon ota onioBla kEpata tou NM = avaoToAr) EKKPLONG
veupodlaBiBaoctwy = | epeblopdatwy tou movou

Chechio S et al, Clin Drug Investig 2009; 29: 201-13

e RCT (2010) & Cochrane Review 2012:

® JTotTloTika pn onuavtikn |, tou NIH-CPSI total score evavtt tou
placebo

Pontari MA et al Arch Int Med 2010; 170:m1586-93

Aboumazourk OM & Nelson RL, Cochrane Database Syst Rev 2012; 8: CD009063

Pregabalin is not effective for the treatment of PPS.

%gabalin is not recommended for use in PPS.




AAN\aVTLKN TOélvn

® MKpEC peAETEC TiEpLoUPNBOpPLKNC N evéopuLkng (oto
nUeALKo €dadoc) xopnynong 100-200 U

e Mwkpn | tou NIH-CPSI pain score

- Zermann Dh et al, Eur Urol 2000; 38: 393-9

- Gottsch HP et al,Scand J Urol Nephrol 2011; 45: 72-6




WuxoAoyLk




OEPAMEVUTLKOC aAyOpLOOC

Assessment

Treatment

Urine culture

Grade A recommended

Alpha-blockers when duration is < 1 year

Uroflowmetry

Transrectal US
prostate

Single use antibiotics (6 weeks) when duration is < 1 year

High dose Pentosan polysulfate to improve QoL and symptoms

NIH-CPSI scoring
list

Grade B recommended

NSAIDs. Be aware of long-term side effects

Phenotyping

Pelvic floor muscle
testing

Phytotherapy

Perineal extracorporeal shock wave therapy

Electroacupuncture

Percutaneous tibial nerve stimulation (PTNS)

Psychological treatment focused on the pain

Not recommended

Allopurinol B]

Pregabalin [A]

TransUrethral Needle Ablation (TUNA) [B]




