XPONIA BAKTHPIAKH

MPOXTATITIAA: OEPANEYETAI;

E.l.lauapéAroc-MmrouputroUAng

AvaTtrA. KaBnyntnc MNaboAoyiacg
A’ TTaBoAoyikr) KAviki Tavetiotnuiou ABnvwyv

Professor Friedrich-Schiller Universitat Jena, Deutchland




2YITKPOYZH 2YMOEPONTQN
CONFLICT OF INTEREST

KAMMIATIA TH 2YTKEKPIMENH MNMAPOY2IAZH

EpeuvnTikn XpnuatodoTnon TV TEAeUTaia JIETIA:

Abbvie ®appakeuTikr, Alfa Wasserman ltaly, Astellas
Hellas, Biotest AG Germany, Pfizer Hellas,

ThermoFischer Scientific BRAHMS GmbH Germany
EU FrameWork Program 7 HEMOSPEC




© N oA WD =

AvOpacC 45 ETWV TTPOCEPXETAI AOYW TTUEAIKOU
AaAyouc atro 4unvou. To aAyocg evTtotTiCeTal
KUPIWC OTO TTEPIVED KAl OTO OOXEO KAl
ETTIOEIVWVETAI EAQPPA KATA TNV EKOTTEPUATION.
[Toia gival n mlavotepn diIdyvwaon;

Oceia rpooTartiTida

Xpovia TTpocTaTiTION

Kapkivog TTpoaTATOU

Kapkivog oupodOX0OU KUOTEOC
YTrotrpotrialovTa £TTEICO0IA YEVVNTIKOU £pTTNTA
2.UVOPONO XPOVIOU TTUEAIKOU AAYOUGC

KATroio atro 10 avwTEPW

To 2 ka1 T0 6



H EKTAZH TOY MNPOBAHMATO

(Nickel JC, et al. Curr Urol Rep 2008, 9: 320)
Shaeffer AJ. Int J Antimicrob Agents 2008, 31S: S108)

2 EKATOUMUPIA 1ATPIKEC eTTIOKEWEIC/ETOC OTIC HITA
8% €eTTIOKEWPEWV 0 OUPOAOYOUC

1% ETMOKEWPEWV O€ YEVIKOUC 1ATPOUC

Aueco kooToc: 4000 doAAapla/acBevn)

[MOIOTHTA ZQHX
*2 KEWEIC KATAOTOPNG

*2 UMPBIBACHOC UE TO AAYOC
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TAZINOMHZH KATA NIH

(Gill & Shoskes. Curr Opin Infect Dis 2016, 29: 86)

2TA0I0

2.UvOpPOouO

\Y,

Oceia TpooTariTida

Xpovia BakTnpIakn TTpooTaTiTIdq

Xpovia TTpooTaTITION/ZUVOPONO TTUEAIKOU
AaAyoc

ACUUTITWHATIKI QAEYHNOVWONG
TTPOCTATITION
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2Y2XETIZH ME 2TYTIKH AYZAEITOYPTIA
(Chen X, et al. PLoS ONE 2015, 10: e0141447)

CP/CPPS Control Odds Ratio Odds Ratio
i - m. 95% CI M-H. Random, 95% ClI

1.1.1 cross-sectional
Fan 2012 13 21 262 677 9.1% 2.57 [1.05, 6.29] [
Hao 2011 130 370 1129 7002 26.0% 2.82[2.26, 3.52) bad
Rosen 2009 55 150 421 2151 22.0% 2.38 [1.68, 3.37] i3
Subtotal (95% ClI) 541 9830 57.1% 2.68 [2.23, 3.22]) L]
Total events 198 1812

Heterogeneity: Tau? = 0.00; Chi? = 0.65, df =2 (P = 0.72); I’ = 0%
Test for overall effect: Z = 10.51 (P < 0.00001)

1.1.2 case control

Chung 2012 276 667 2918 18497 27.6% 3.77 [3.21, 4.42) »
Elbendary 2009 13 19 421 687 8.0% 1.37 [0.51, 3.65] .
Subtotal (95% CI) 686 19184 35.6% 2.56 [0.97, 6.73] >
Total events 289 3339

Heterogeneity: Tau? = 0.39; Chi? = 4.02, df = 1 (P = 0.04); I = 75%
Test for overall effect: Z = 1.91 (P = 0.06)

1.1.3 retrospective cohort

Bartoletti 2007 241 764 0 152 1.3% 140.70 [8.72, 2269.18] S E—
Gonen 2005 10 66 0 30 1.2% 11.34 [0.64, 200.14]

Mo 2014 116 600 0 40 1.3% 19.48 [1.19, 319.07]

Sonmez 2011 10 43 2 20 3.5% 2.73[0.54, 13.82] -1 - .

Subtotal (95% Cl) 1473 242 7.3% 14.83 [1.69, 130.53] ‘

Total events 377 2

Heterogeneity: Tau? = 3.29; Chi? = 9.38, df = 3 (P = 0.02); I> = 68%
Test for overall effect: Z = 2.43 (P = 0.02)

Total (95% Cl) 2700 29256 100.0% 3.02 [2.18, 4.17]
Total events 864 5153

Heterogeneity: Tau? = 0.09; Chi? = 22.92, df = 8 (P = 0.003); I> = 65%
Test for overall effect: Z = 6.69 (P < 0.00001)

Test for subaroun differences: Chi? = 2.38. df = 2 (P = 0.30). I? = 15.8%

0.001 01 1 10 1000
Favours [CP/CPPS] Favours [control]



NO2Ox TOY ZEYTAPIOY!!!
(Chen X, et al. PLoS ONE 2015, 10: e0141447)

2YNOAIKH NMOIOTHTA ZQHZ YHMEIA KATAOGAIWHE
_______________ (puclo)\ovu(_é______________
w  Patient 46.00 =
— u ~== Patien
48.00 = i — S;tOl.eJS;
43.00 =
45.00 = 40.00
37.00 =
42.00 ~
" //A—\
39.00 =
31.00 =
36.00 =
28.00 =
33.00 ~ 25.00 =

Baseline 6 Months 12Months 18 Months 24 Months Baseline 6 Months 12 Months 18 Months 24 Months



KYPIA 2YMITTQMATA

(Panagopoulos P, et al. J Chemother 2009, 21: 317)

Auooupia

[TePIVEIKO AAYOC

AAYyOC OTOUC OPXEIC
YT1repnBikd AAyocg

2.uyxvoupia

AAYOC KATA TNV EKOTTEPUATNON
2TUTIKN OUCAEITOUpPYIO
NukTOoUupia

68%
28%
25.5%
28%
38%
34%
32%
30%
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Linthe laiztweek haveyou axparienced any pain or dizcomfort in the Solowing areas? Yas No
3. Area betwoen rectum and testides (perineum) 01 Oo
b. Testides (m}} Oo
. Tip of the penis (not related to urina® O Oo
d. Bdow your waizt, in your pubic or bladder area O Oe
2.Inthe liztweek havoyou axparienced: Yos No
a. Pain or buming during urination® 1 Oo
b. Pain or dizcom fort during o after sl dimax (ejaculation)® O Oo

3. How often hawe you had pain or dizcomfortin ary of these areas over the list week>
o Newer
1 rarely
02 sometimes
O3 often
04 vswally

Os abways
4. Which number bost dezcribes your AVERAGE pain or dizcomdont on the days that you had it aver the list week>

Oe m b} Oz 0Os O4 Os Os 0» Os Os O
No pain Painas bad asyou

canimagine
=1

5. How often hawe {ou had a serzation of not emplying your bladder completaly afteryou hawe finizhed urinating aver the lizt waek
Oo notata
01 ezs than 1timain §
2 Lezs than hak the time
3 Abourhalfthe time
4 Morathan haFthe time
5 Almost always

6. How often hawe ‘au had to winate again b2z than 2 hours after you had finizhed urinating, ower the lizt week>
Oo notata
1 Lezz than 1timein §
2 Less than hak the time
3 abcur half the time
CJ4 Mmorethan haFthe time
O almest abways

your symptoms kept you from doing the kinds of thingsyou would uzually da over the last week?

Oo nom

1 only a ke
2 Some
Akt

8. How much did you think aboutyour sympacrmes, aver the bzt week?
o nom
CJ1 only a ke
2 Some
O3 &kt

9. 1fyouwere to szﬁ the rest of your |i% withyour symptoms just the way thay have been during the ket wedk, how would
you %l about that®
0o celighted
01 phazed
02 Mostly satisfied
O3 Mmined (about squally satisfied and dizzatisfied)
[J4 Mostly dizzatisfied
5 unhappy
Os Terkle

NIH-CPSI

(Chronic Prostatitis Symptom Index)
(Schaeffer AJ. N Engl'J Med 2006, 355: 1690)




s wnh =

2T0V idI0 agBevn

H yEVIKI oUpWV €ival EVTOC QPUOIOAOYIKWY OPIWV
KAl N KAAAIEpYEIQ oUpwyV OTEipa aAAa PSA 7 ng/
ml. Ti 6a OUOTNOETE;

KaAAIEPYEIQ OTTEPUATOC

KaAAIEpYEIa TTPOCTATIKOU UypouU
Bioyia TrpooTaTtou

Eutreipikn avTigikpofiakn Bepartreia



AIAITNQZTIKH NMPOZEITIZH

(Weider & Anderson. Int J Antimicrob Agents 2008, 31S: S91)

["evIKN oUpwV NIH I/

KaA. oupwv (+) Bakmpia

+) ATUTTQ

AlopBIKO _— KaA.TTpooTaTIKOU
US 1TpooTaTtou
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ANOTEAEZMATA A2OENOYZ

VB1 2TEIpa -

VB2 102 cfu/ml  Escherichia coli
geuaiodbnro

EPS 104 cfu/ml  Escherichia coli
guaiodbnro

VB3 104 cfu/ml  Escherichia coli

guaiodbnro
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Prostate

Prostatic massage
for about 1 minute




210V i010 aoBevn 1° ogvapio
ATTOQQCICETE TN XOPNYyNON EMTTEIPIKNG
QVTIMIKPORIOKNCS aywync. Ti Ba xopnynoeTe;

2 ITTpo@Aocaaivn 500 mg x 2 yia 3 urnveg
KotpiuogadoAn 160/800 mg x 2 yia 3 PAVES

2 1ITTpo@Aocaaivn 500 mg x 2 yia 3 unpveg + PSA ava
unva

KotpiuocaloAn 160/800 mg x 2 yia 3 piveg + PSA ava
unva



210V idI0 aoBevn 2° oevapio

2TNV KOAANIEPYEIQ TTPOOTATIKOU UYPOU ATTOMOVWVETAI
>103 cfu/ml TToAuguaioBnTo Escherichia coli.
Atro@aaileTe TN Xoprynon oimmpo@Aocaaivng.

MeTa 3 PAVEC UTTO aywyn Kal Evw £XouV UPeDEi Ta
OUMTITWHATA TOU aoBevoucg eTTavalapBaveTe Tn HAaAagn
TOU TTPpooTATN. TI TTIBavVOTNTA UTTAPXEI VO BPEITE TO id10
TTaBoyovo;

0-1%
5%
25%
50%

s W=



A2OENHX ENAEI=H!!!

(Perletti G, et al. Cochrane Database System Rev 2013, 8: CD009071)

Random sequence generation (selection hias)

Allocation concealment (selection hias)

Blinding of participants and personnel (performance hias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition hias)

Selective reporting (reporting bias)

Other bias

0% 25% 50% 75%  100%

I Low risk of hias Unclear risk of bias B High risk of hias
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KAINIKH ATOTEAEZMATIKOTHTA
(Magri V. Int J Antimicrob Agents 2007, 29: 549)

Other
fluoro-
Study or subgroup Ciprofloxacin quinclone Risk Ratio Weight Risk Ratio
M- M-
HRandom 95% HRandom 55%
n/N n/N d a
| Clinical efficacy (cure or improvement) at the end of treatment
Bundrick 2003 911125 102/136 N3 % Q97 [QB.4, 1.12]
Naber 2002 B/BS 88/93 B5% Q% [Q%2, 1.06]
Zhang 7012 1437199 1957209 - M2% Q77 [Q70,085 ]
Subtotal (95% CI) 413 438 —— 100.0 % 0.90 [ 0.75, 1.08 |
Total events 317 (Gprofloxacin), 385 (Other fluoroquinolone)
Heteroganeity: Tau? = 002, Chi2 = 1930, df = 2 (P = Q00006), I =50%
Test for overal effect Z = 113 (P = 026)
2 (inical efficacy (cure or improvement) at follow-up (6 months)
Bundrick 2003 89125 96/136 312% 1.0l [QBs, 118 ]
Naber 2002 6AIBS 61093 - N9 % 1LI0[Q%0, 133]
Zhang 2012 1417199 197209 -+ 360% Q75 [ Q68,083 )
Subtotal (95% CI) 413 438 — 100.0 % 0.93[0.72, 1.20 )

Total events 294 (Giprofloxacin), 354 (Other fluoroquinolone)
Heteropeneity: Tau® = 004 Chi? = 1831, df = 2 (P = Q0001 1), I* =89%

Test for overall effect Z = 055 (P = 058)

Test for subgroup differences (hi2 = Q04, df = | (P = 084), B =00%

s a7

Favors other fluoroguinolone

s 2
- 4

Fawors dproficadn



ANOTEAEZMATA

(Magri V. Int J Antimicrob Agents 2007, 29: 549)

EmmAoyn 1 EmAoyn 2
Exkpidwon 64.2% 75.0%
Eupovi 24.8% 22.2%
Néa Aoipwen 13.0% 2.8%
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OAPMAKOKINHTIKH NME®AO=AZINHZ

(Giannopoulos A, et al. Int J Antimicrob Agents 2001, 17: 221)

Mean concentration of pefloxacin
(u g/ml or p g/g)

4/9/16

2

4 6 8
Time (hours) after infusion of pefloxacin

—~+—Centre of the
adenoma

—=—Peripheery of the
adenoma

——Serum



MOZ=ZIPAO=AZINH 2TO NMPOXTATIKO YI'PO

(Wagenlehner FME, et al. Int J Antimicrob Agents 2008, 31: 21)

Concentration (mg/L)
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OAPMAKOKINHTIKH KAAPIOPOMYKINHZ

(Giannopoulos A, et al. J Urol 2001, 165: 97)

()

=N

w

B Kévrpo
M Meprpépeia

N

Méon ouykeEvTpwon (Mg/g)

—
|

o

4 5 6 7
Xpovoc (wpEQ)
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MIKPOBIQMA AEIFrMATQN VB2/VB3
(Curtis Nickel J, et al. J Urol 2015, 194: 127)
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AIAOOPETIKH ANTIAHWH TOY AAIoyz!!!
(Woodworth D, et al. PloS ONE 2015, 10: e0140250)

UCPPS vs. HC
(N=45)  (N=56)

Differences in MD

‘”’\/”\

Higher in UCPPS
+0.1

@\‘W 1

[um2/ms]
[ |

Difference in MD

1o

Higher in HC

UCPPS vs. IBS
(N=45)  (N=39)

leferences in MD
e ,
*d

Higher in UCPPS
+0.1

[um2/ms]
[ |

Difference in MD

i o

Higher in IBS



METANAZTEY2H CD3 2TON NMPOZTATH
(Breser ML, et al. J Immunol 2013, 190: 3121)

Experimental scheme

Mononuclear cells were “in Cells were adoptively transferredinto
vitro" re-stimulated with PSBP SCID-NOD recipients

=% @ &b
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Sored CD3+ T cells
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XPONIA BAKTHPIAKH NMPOXTATIAA:
OEPATIIEIA

(Lipsky BA et al. Clin Infect Dis 2010, 50: 1641)

AVTIBIOYPOHHO

Exoiwon

Euuovn

KivoAovn \
MakpoAidn

Ko-T1pino&aloAn
2.UVOUQOUOC

1 30% /

NIH-CPSI




OEPAIIEYTIKH NMPOTAzH

(Magri V. Int J Antimicrob Agents 2007, 29: 549)

ErmiAoyn 1 x 6 eBoouadsec
2 ITTpopAocaaivn 500mg x 2 : :
+ adi®popukivn 1500mg/epd. EmiAoyn 2 x 12 gfdouadeg

2 ITTpoPAocaaivn 500mg x 2
l + adi®popukivn 1500mg/epd.

KaA. lNpoorarikou
Amopaon smravévapéng
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XPONIA INMPOZTATITIAA/ZYNAPOMO
MYEAIKOY AAIOYZ

(Anothaisintawee T, et al. JAMA 2011, 305: 78)

7

EmiAoyn 1

KivoAovn x 6-12 €30.

: o EmiAoyn 2
BeATiwon 35-50% a-avaoTOAEIC X 6-12 €f30.

(tepalooivn/tapocouAodivn)

BeAtiwon 70%
ErmiAoyn 3

AvacoTtoAegic COX-2
divaoTepidn
BeAtiwon: ap@ifBoAn




