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1.TL elval T KPOUGOTIKA KUHOTO KOLL TTWC TTALPAYOVTaLL;
2.Mwc petadidetal n evEpyeLa TOUC OTOUC LOTOUC;
3.Mw¢ petpape tnv anodldOUeVN EVEPYELQ,

4.Motec ot Sladopec Twv SLadhopwv UNXAVNUATWVY;
5.Molo¢ elvoll 0 cwoTog TPOTOC EPapPUOYNC TOUG;

6.Me mtolov Tpomo BonBouv oTNV AVIIMETWTILON TNG 2ZA;
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Shockwave therapies history

Stone Fragmentation
1-4 mJ/mm?

Orthopedics/ Anti inflammatory ‘
Peyronie’s disease 0.3-1 mJ/mm?
§ Angiogenesis Sexual
Eotogy 0.05-0.1 Medicine
mdJ/mm?

1970's 1980’s 2000's 2010
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Kpouotiko Kuua

80
| High Overpressure
Fpriyopn abénon mieong
Mkpr SLAPKELD EKTTOUTTAC i
Mpocappoyr EUPOUC CUXVOTATWY P
o
. . S 404 _
Mavon apvnTKNg mteong c R g— | Short Pulse Duration
o ~ 0,3 MS
o
S 204
1]
S Short Rise Time
o ~10 ns
0 u
* ABotpwpia: 50-100 MPa Tensile Phase
- - -20 ' : ' . : .
Li-ESWT: 5-10 MPa 2 _f| 6 ; 5 5 4

Time tin us

* Wess, O.: Physikalische Grundlagen der extrakorporalen Stoss- wellentherapie, Journal flir Mineralsto wechsel. 4: 7, 2004.



» HAektpouSpaUALKA KPOUOTIKA KU AT

Focal Zone
F2
1 llipsoidal
Reﬂector KPOYZTIKA KYMATA

X AldBpwon nAektpodiou: avaykn yLa cuxvi AVIIKATACTOON
X MetaBAntr anodldopuevn evépyela Kol OnNUELO E0TLOONG AUTAG

*  Wess, O.: Physics and technology of shock wave and pressure wave, ISMST. 2007



» MelonNAEKTPLKA KPOUOTLKA KUMOTO

U=0kV F2

High
Voltage

expands crystal
Piezo Element

v MeyaAn dtdpketa {wng kepaAng

X XapnAn evépyela ava KpUOTaAAO = MeyaAn kedaln Beparneiag
HE ULKPN TIEPLOXA €0TLOONG
Wess, O.: Physics and technology of shock wave and pressure wave, ISMST. 2007



» HAektpopayvnTkd KPOUOTIKA KUpATO

Acoustic v MeyaAn dtapketa {wng kepaAng
Lens

v Mpooappoyn eotiaong
Membrane
Coil

Wess, O.: Physics and technology of shock wave and pressure wave, ISMST. 2007
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* Wess, O.; Ueberle, F.; Diihrssen, R. N. et al; Working Group Technical Developments — Consensus Report. High Energy Shock Waves in Medicine. Georg Thieme Verlag, Stuttgart 1997.



v' H eVEPYELA TWV KPOUOTIKWV KUUATWYV ameAsuBepwvetal
otav autd SLEpxovtal ano entpaveleg SLadpopPETLKNC
OLKOUOTLKNAG Slamepatotntag (Z).

4 Z=PxC
p=mukvotnta C=taxutnta nxou

* Church, C.: A theoretical study of cavitation generated by an extracorporeal shock wave lithotripter, J.Acoust.Soc.Am. 1989; 86: 215.



microjet formation

v’ >minAatoroinon (Cavitation)

«€— |nrush of liquid
from one side of
<«— coliapsing bubbie

Acoustic Pressure Amplitude

Compression

Implosion

Rarefaction
Unstable bubble Initial collapse

~ | m\l/m Jetting

f %‘f N A
Bubble size and behaviour QD

9 ’ 9 9 ) %

Liquid/solid interface

* Church, C.: A theoretical study of cavitation generated by an extracorporeal shock wave lithotripter, J.Acoust.Soc.Am. 1989; 86: 215.
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Evepyeiakn NMukvotnta (Enerqgy Flux Density)

60 2
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EFD=lfp2(t)dt Z=p-c ¢ Speed of sound
Z t P Density of the medium

» Rassweiler JJ, Knoll T, Kbhrmann KU Shock wave technology and application: an update. Eur Urol. 2011 May;59(5):784-96




z-axis

v Tooo n niieon(P)6oo Kal n evepyELOKN
nukvotnta (EFD) avadépovtal oto onueio
£0TLOONC TWV KPOUOTLKWV KULATWV.

ApPKOUV OUWC QLUTEC OL TTAPAETPOL VLA TNV HETPNON TNG AtoOLOOUEVNC EVEPYELOGC;;;






»  Fotiakn Zwvn (Focal area)

Pressure

Full Width at
Half Maximum
5 WPF;

* Wess, O.; Ueberle, F.; Diihrssen, R. N. et al; Working Group Technical Developments — Consensus Report. High Energy Shock Waves in Medicine. Georg Thieme Verlag, Stuttgart 1997.



Ocepamnsvutikn Zwvn (5Mpa treatment zone)

Pressure

5 MPa

SMPa
Treatment zone

* Rassweiler JJ%, Knoll T, Kbhrmann KU Shock wave technology and application:

an update._Eur Urol. 2011 May;59(5):784-96







»  Arrodotikn Evépyela (Effective Enerqy, E12mm)

e 12mm &

0,4
EFD,= EFDg at focal point
034 | — |
Iy / \
E y:: A
v  Opiletal we N evéPyELa Tou TAApoU o€ 3 021 r: i
mJ rou SLEpeTaL amo pot KUKALKA {wvn E o /:::
12mm yUpw amod TV 0TlaKn {Wvn. '
0,0
-15 -10 -5 0 5 10 15

x direction [mm]

Device B has a wider focus than A
E12mm(B) > E12mm(A)



a Focussed shockwave device b Linear shockwave device

Nature Reviews | Urology

* Mikkel Fode et al.Low-intensity shockwave therapy for erectile dysfunction: Is the evidence strong enough? Nature Reviews Urology (2017)



Unfocused

KataAAnAa yia emidavelakn
Bepaneia loTwv

v Eupela gotiakn wvn

X EAattwpevn Sleiobuon evepyelag

Soft Focus

KataAAnAa yia emidavelakn Kot v
Tw BaBeL Bepaneia LoTwY

v’ Eupela gotiakn {wvn

v KaAn Steloduon evepyelag

@ YUnAn evepyelakn MUKVOTNTA
O XapunAn evepyeLokr) mukvotnta

Focused

______________

KataAAnAa yia ev tw Babel
Beparneia lotwv

X Meploplopévn eotiakn {wvn
v’ KaAn Steloduon evépyelag
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= FriiAoyn UNyYovAUXTOC

MTS

Richard

Wolf

Machine e Duolith SD1 Aries Urogold100 = ED1000 Renova * PiezoWave2
Technology * Electro- Electro- Electro- * Electro- Electro- * Piezoelectric
magnetic maghnetic hydraulic hydraulic magnetic
Focal zone * Narrow focus Wide focus Wide focus * Wide focus Wide focus * Narrow linear
(OP155) focus 46 x20 x
4mm
(FBL1Ox5G2)

* Small or big
focus
volume(F7G3,F
10G4,FB10G6,F
10G10)

Energy * 0—125mm O0—70 mm 0—80 mm = 0—80mMmm 0—40 mm e 0—172 mm
penetration (estimated)
depth
Maximum e 1.25 mJ/mm?2 0.31 mJ/mm? 0.19 - ? ? e 0.82 mJ/mm?
energy flux mJ/mm?2 (F10G4)
density (OP155)
Frequency = 1—8Hz 0.5 —-20 Hz ? - ? ? = 1-8 Hz
Applicator * Warranty: 1 M Warranty: 2 M ? 100 - 200 K * Stops at 180 ?21M * Warranty: 5 M
lifespan (estimated) K (estimated)
Adjustable Yes No * No No * Yes
buttons on * Yes
applicator
Applicator = 770g 500g 850g = 1.1kg N.A. (on * 0.55-1.58kg
weight holder)

Focal Zone:

e < lcmis indicated as narrow focus
e > 1cmis indicated as wide focus



ED100 Duolith SD1 Renova Piezowave2 Urogold100
LSTC -ED

Company Medispec Storz Medical AG Dornier MedTech Direx System Richard Wolf
GmbH GmbH GmbH
( / —
. 2 : =
: \ L . S
= ¥ e
(4) (1) (2)
Sham-RCTs Vardi et al. 2012
(+) Moti et al. 2016
B G a(l.)2014 Olsen et al. 2012 Kalyvianakis et al 2018 No (+) No
" + i Fojecki et al 2017
Vardi et al. 2016 ) SN ’ (-)
(+)
Kalyvianakis et al 2017
(+)
(1) (3)
RCTS Kalyvianakis et al 2018
Palmieri et al 2012 (+)
No smier e(+;a Kalyvianakis et al 2018 No No No

(+)
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BHMA 1°: Enapkn¢ noootnta gel-coupling

* Rassweiler JJ%, Knoll T, Kbhrmann KU Shock wave technology and application: an update. Eur Urol. 2011 May;59(5):784-96




BHMA 2°: Zwot AafBn nEoug

Foreskin
If you have it, this is how it works

‘

Outer
layer




BHMA 3°: Zwotn entAoyn onueiwv epaproyne




BHMA 3°: Zwotn entAoyn onpneiwv epaproync

How to perform low-intensity
shgckwave therapy for erectile dysfunction
\

Move slowly the probe along the length of both corpora
cavernosa back and forth (1000 shocks each side)

=

ol

Put the probe on the Put the probe &
peno-scrotal junction in ‘ on the crura

parallel to the pubic bone » . (1000 shocks '/
(500 shocks each side) - each side) A

@I ©2017
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BHMA 3°: Zwotn entAoyn onpneiwv epaproync

Neurovascular bundle



BHMA 4°: Zwotog tpomnog ebapuoyng Energy Flux Density

(mJ/mm2)

| ] 0.03-0.06
AEZIA MAEYPA APIZTEPH MAEYPA 7 0.06-0.09

] 0.09-0.12

ATTIOTEAEZMA:KAI TA 2 HPAITTQAH AEXONTAI
THN IAIA ENEPTEIA




BHMA 4°: 2woto¢ tpomnoc epoppoynG

:

MakeAGIF.com




BHMA 4°: 2woto¢ tpomnoc epoppoynG
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NEoayyeloyéveon

ErmdLopBwon
VEUPLKWYV KUTTAPWV

ApPTNPLOKN Ev6oBnAlokn)
abnpwpdtwon Suoheltoupyla

> |

loyapio/

NeupomnaBela :
lvwon

Amokataotaon
evdoOnALaknig
onuatodotnong

Evepyormoinon
BAOOTOKUTTAPWY




Amokatdotacn
evdoOnALaknig

onuatodotnong Evepyormoinon
- OVOOOKUTTAPWVY

Sinusoid 9 ‘) i /

Y o B
, ’ Neoangiogenesis

EmbLopOwon
VEUPLKWYV KUTTAPWV

Schwann cell
activation

EVEDVOTEOir] on Activation of resident Recruitment of
BAQLOTOKUTTAPWV DR war) stem cells (endothelial)

// progenitor cells

* Mikkel Fode et al.Low-intensity shockwave therapy for erectile dysfunction: Is the evidence strong enough? Nature Reviews Urology (2017)



Low-intensity Shockwave therapy
CURRENT AND FUTURE APPLICATIONS

1
Erectile 2

Dysfunction Chronic
P9 pelvic pain
syndrome

3
Infertility

DlS E AS E 1. Improving erectile function

2. Improving symptoms / relapses

@ ls ©2017 M OD I F I CATI 0 N 3. Improving sperm parameters/fertility.
U
D



Low-intensity Shockwave therapy
FUTURE APPLICATIONS

Vaginal 2

dryness External
genitalia
atrophy

3
Incontinence

DISEASE ' !mproving vaginal lubrication

2. Reverse atrophy

@IS ©2(17 MODIFICATION 3. improving LUTS/continence
éﬂ ROLIS

Wang, HJ, et al: Int J Urol. 2017 Jul 11. doi: 10.1111/iju.13403.



LOVE IS A MATTER
OF GHEMISTRY,
BUT SEX IS A
MATTER OF
PHYSICS



Baowkn Epeuva ota KpoUOoTLKO KU pLpLOTAL

* NMoAvaplBpEeC PHeAETEC 0 OAO TOV KOGMO E£XOUV OLEPEUVNOEL TOOO in-
Vvitro 600 Kall in-vivo Ta EVEPYETLKA QTTOTEAECHATO TNE EEWOWUATLIKNG
Bepareiog pe KPOUOTIKA KULLOTOL OTOUC LOTOUC KOlL TNV AYYELWON TOUC.



Baowkn Epeuva otol KpOUOTLKA KUpOTOL

KpouoTikd MpoceAkuon
KOpata

TIPOYOVLKWV
KUTTAPWV

AyyeLod1a0ToAn




Baowkn Epeuva ota KpOUOTLKA KUpOTOL

Qaivetal nw¢ amoteAel tnv kKUpLa dpAcCn TWV KPOUGCTLKWV
KU LOTWV

Ta Li-ESW Oleyeipouv tnv €Kkdpacon auéNTKWV TOPAYOVIWY
OTIWG

-eNOS

- RECA-1

- VEGF

Liu et al. Int J Mol Sci, 2013. 14(5): p. 10661-73.
Lei et al. Urology, 2015. 86(6): p. 1241 e11-8.
Qiu et al. J Sex Med, 2013. 10(3): p. 738-46.



Noapopotla Ekdppaon mapatnPnONKe KoL 6TOUC TTAPAYOVTEC TTOU OXETL(OVTAL LIE
ToV TIOAAQTTAQCLAOMO TWV €vO0ONALOKWY KUTTAPWY OMWC TO TIUPNVLKO
avtlyovo rioAdarmAaotalopevou kuttapou (PCNA)

KaBuotepnuevn €vapén ota emnimeda tou Oeiktn veoayyeloyeveonc (pia
efdopada peta)

Noapodiki avénon (8 rmepimou eBdopadec).
KaBuotepnuevn veoayyeloyeveon (4n efdopada )
Ytadlakn avénon pexpL tnv 12" eBéopada

Wang et al. J Orthop Res, 2003. 21(6): p. 984-9



Baowkn Epeuva ota KpOUOTLKA KUpOTOL

Auénon tou mapayovta SDF-1 oTta CTPWHOTLKA KUTTOPO OE
novtikLa

O SDF-1 eivat el61ko¢ umtodoyxeac tou CXCR-4, mou ekdpaletol
Loyupa ota evbéoOnAtlaka nipoyovika kuttapa (EPCs) kat ta
QPXEYOVO OLLUOTIOLNTLIKA KUTTAPO TTOU EUTTIAEKOVTOL OTNV
VEOQYYELOYEVEDH

Aicher et al. Circulation, 2006. 114(25): p. 2823-30
Fuchs et al. Adv Biochem Eng Biotechnol, 2010. 123: p. 201-17



MpoogAkuon

T(POYOVIKWV
KUTTAPWV

Ye SLafnTika movTikla HeTA TNV Beparmeia pLe KPOUOTLKA KU OTOL
ota onpayywdn o aplOuoc twv BAaotikwy Kuttdpwv LRC Atav
eVVEQ GOPEC LEYAAUTEPOC EVOVTL TNG OHASAC EAEYYOU.

Ol ouyypadeic EPUNVELOOV TA ATTOTEAECHATA TNG AUENUEVNC
napouciog twv LRC wg evdelén mMPOooEAKUONG LECEYXU LOTLKWV
BAQOTIKWY KUTTAPWY OTA onpayywdn cwupata

Qiu et al. J Sex Med, 2013. 10(3): p. 738-46
Lin et al. Stem Cells Dev, 2015. 24(2): p. 264-70



Baowkn Epeuva ota KpOUOTLKA KUpOTOL

H Beparmeia pe kpouoTka KUpata €xeL amodelyBel otL
NPOKAAEL apeon ayyelodlaotoAn yeyovog ou mibava va
odeiletal otnv napaywyn NO 1 aAAwv
OLYYELOS LG TOATLKWYV TTOLPOLYOVTWV.

Seemann et al. J Stone Dis, 1993. 5(3): p. 172-8



AyyelodlaotoAn

H evEpyeLa TWV KPOUOTLKWY KUUATWYV TIOU XPNOLUOTIOLELTAL YL TNV
Beparmeia tng 2A gival og B€on va evioxVoeL TNV 6paocn TG
evdoBnAlakng ocuvBetaong tou NO (eNOS) peow tou PI3K—Akt kai
va odnynoet otnv napoywyn NO

Q0TO0O0 AECEC AYYELOOLOOTAATIKEC ETILOPACELC OEV £XOUV

armodeyOel oe (WIKA LOVTEAA UETA OO BepaTteiol LE KPOUOTIKA
KUpOTA.

Huang et al. Am J Transl Res, 2015. 7(6): p. 1106-15



Baowkn Epeuva ota KpOUOTLKA KUpOTOL

Yridpxouv TTOAU Alyeg HEAETEC OXETLKA LE TNV EMOPACN TWV KPOUGTIKWV
KUMATWYV OTNV aVayEVVNON TwV VEUPWV

Ye e€€TAON LE NAEKTPOVLKO ULKPOOKOTILO pavnke OtL n Bepaneia Li-ESWT
ETUTAXUVEL TNV QTTOUAKPUVOT TWV KATECTPAUUEVWY VEUPWVWV Kol AUEAVEL
TNV AVAYEVVNTLKH LKAVOTNTO TWV TPOUUATIOUEVWY VEUPAEOVWY

MeTa amod TpauUaTIoONO TtEpLdEPLKOU VEUPOU Ta KUTTAPO Tou Schwann
aAAalouv Tov datvoturo touc, toAAamAaoctalovtal Kal evepyorolouvtal
dnuovpywvtag {wveg (Blingner), oL onolec Spouv ocav odnyoc yLa tnv
QVATTTUEN TWV VEUPAEOVWV

Hausner et al. Exp Neurol, 2012. 236(2): p. 363-70




Y€ KAAALEPYELEC VEUPLKWV KUTTAPWV BpEBnKe OTL:
- 0 MANBUOMOC TWV KuTTAPWV Schwann

- 0 puBUOC ToAAaTAaCLOGHOU TOUG

- N AVOYEVVNTLKI TOUG LKAVOTNTA

ntav otaBepd uPnAOTEPEG EVavTL TNG OpAd g EAEYXOU

Enopévwe n Li-ESWL Ba pmopovoe va €xel Betikn enidpacn otnv avayevvnon
TWV VEUPWV HECW TOU TTOAAATMAOCLACHOU TwV KUTTAPWV Schwann

Schuh Brain Circulation, 2016. 2(3): p. 138-140



Oepanevtika MpwtoKoAAa



LiST: Tekunpiwon
(aroteAeopotikoTnTA - EVOELEELC - aoPaAeLa - avievOEeifeLc)



Low-intensity shockwaves (LiS) for ED

7 years clinical experience

2010: First publication of the novel therapy!

Vardi, Y., Appel, B., Jacob, G., Massarwi, O. and Gruenwald, I. Can low-intensity extracorporeal shockwave
therapy improve erectile function? A 6-month follow-up pilot study in patients with organic erectile dysfunction.
Eur Urol 58: 243-248, 2010.

2012: LiS is better than placebo!

Vardi, Y., Appel, B., Kilchevsky, A. and Gruenwald, I. Does low intensity extracorporeal shock wave therapy have a
physiological effect on erectile function? Short-term results of a randomized, double-blind, sham controlled study.
J Urol 187:1769-1775, 2012.

2016: LiS is able to shift PDESi non-responders to responders!

Kitrey ND, Gruenwald |, Appel B, Shechter A, Massarwa O, Vardi Y. Penile low intensity shock wave treatment
is able to shift PDESi nonresponders to responders: a double-blind, sham controlled study.

J Urol 195(5): 1550-5, 2016.

2017: LiS improves penile hemodynamics!

Kalyvianakis D, Hatzichristou D. Low intensity shock wave therapy improves hemodynamic parameters in
patients with vasculogenic erectile dysfunction: a triplex ultrasonography-based sham-controlled trial.

J Sex Med 14:891-897, 2017.

©2017
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Initial clinical trials
ED1000

Week 1 Week 2 Week 3




Treatment blindness (sham-control):
2:1 ratio for active versus sham




Study design: double-blind, randomized, sham-controlled

Baseline
assessment

Follow-up - IIEF every 3m

Randomlz?ltlon End of T —
- \6\~§ Treatment \L.\
-
Extension 9m
_— IIEF only

1 month
Washout

no treatment

SHAM CONTROL

3w 3w 3w
Treatment no Treatment
X2/w treatment X2/w
(Total =6) (Total =6)
/—% AV ey A e a4
O 1m 9 weeks treatment im 3m 6m 9m 12m

Kalyvianakis D, Hatzichristou D: J Sex Med. 2017;14(7):891-897.



AlIEF

12 months IIEF follow-up: Change From Baseline in IIEF-EF Domain Score

54

5.1

M Active
M Placebo

p<0.001

1 Months 3 Months 6 Months 9 Months 12 Months

1-9 Months FU: Active (N=30), Placebo (N=16)

12 Months FU: Active (N=24), Placebo (N=12)

Kalyvianakis D, Hatzichristou D: J Sex Med. 2017;14(7):891-897.



Res U Its Individual Plots Describing Maximal Peak Systolic Volume

Placebo Active
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31 m 31 —4
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A
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Baseline FU 3 Months Post Baseline FU 3 Months Post

Kalyvianakis D, Hatzichristou D: J Sex Med. 2017;14(7):891-897.



LiST — Nooo dLapKel TO AMOTEAECUQ;

ND Kitrey, | Gruenwald, B Appel, A Shechter, O Massarwi, Y Abu-Ghanem, Y Vardi



Percent

Fig 2: Maintenance of success over time according

to ED severity
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* LIST eivon amoteAeopatiki BpoxunpoBsopa aAAd to 50% diatnpei to
anotéAeopa ota 2 Xpovia

* AcBeveic pe Arua ZA £youv peyaAltepn mBavotnta va diatnproouv to
EUEPYETLKO OIOTEAEOHAL



YIAPXEL TEKUNPLWHEVO OEPATTEUTIKO MPWTOKOAAO;



® The studies using higher energy flux density (EFD; >0.02 mJ/mm?) resulted in
significantly increased IIEF (mean difference [MD]: 2.86; 95% confidence interval
[CI], 1.54-4.19; p < 0.0001)

® The improvement of IIEF was better for the group with EFD 0.09 mJ/mm?
compared with EFD 0.1-0.2 mJ/mm?, although it did not reach statistical
significance.

® The studies delivering more shock waves per treatment (5000 vs 1500) resulted
in an increased IIEF (MD: 2.86; 95% Cl, 1.54-4.19; p < 0.0001).

® The studies with total course of treatment <6 wk revealed significant lIIEF
increase (MD: 2.11; 95% Cl, 0.98-3.25; p = 0.0003) versus studies with longer
courses of treatment (9 wk).

©2017

A
D | WROLIS

@é’a

Lu Z, et al: Eur Urol. 2017;71(2):223-233



Low-intensity shockwaves for erectile dysfunction

Identical study design in all studies

Active
treatment

o

PDED5i wash
use out
TIME ! ! !
-8 -4 0
Weeks Weeks Baseline -1
IIEF
SEP
Triplex
@IS ©2017
\ ;u A
D | LROLIS

randomization

STUDY DESIGN:

randomized, parallel arms, open label
INCLUSION CRITERIA

History indicating vasculogenic ED

ED duration: >6 months

IIEF-EF domain: <26 without PDES5i
Previous ED treatment: only PDES5i users
Peak Systolic Velocity: <35cm/sec
Stable heterosexual relationship
Informed consent: written

TmFU-1 3mFU-1 6m FU-1
IIEF IIEF IIEF
SEP SEP SEP

Triplex

REGISTRY: ClinicalTrials.cov

EXCLUSION CRITERIA: Peyronie’s disease,
neurogenic/psychiatric disease, untreated
but diagnosed medical condition, cancer,
hemophilia.

Kalyvianakis et al. Eur Urol Suppl. 2017; 16(3): e439
Kalyvianakis et al. J. Sex. Med. 14, €129 (2017)



Phase 1: YtAp)XEL AvAYKN YLOL KEVO QVOLUEGO OTLG
6 Ko 12 Oepameiec;



E No erectogenic aids allowed

Group A: 1 session/wk,
6 sessions

-8 -4 0 Group B: 2 session/wk, 1m FU-1 3mFU-1 6m FU-1
Weeks Weeks Baseline -1 12 sessions IHEF IIEF IIEF
IHEF IIEF SEP SEP SEP
SEP Triplex
Triplex
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(A IIEF - EF B | SEP 3
25

**k*k *kkk kkk * ** **x

|IEF -EF

N

N

BN e R R R T 3 N e . D N _nhy
F &S S F &S S F &S S F IS
< < < <
& oS B &S S & oS B &S S
Group A Group B Group A Group B

** P <0.01
*** P <0.001
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Phase 1: YTapxe&l KATTolo 0eAOC a1ro 12
EvavTi 6 Bepatreiwy;



Changes In lIEF-EF domain score by subject:

6 vs12 sessions

TO sy — — oo e -

Lol il

change in IIEF —EF

A
LROLIS Kalyvianakis et al. Eur Urol Suppl. 2017; 16(3): e439
Qj Kalyvianakis et al. J. Sex. Med. 14, €129 (2017)



Phase 1: YmapXouv mMPoyvwWOoTLKOL TTOPAYOVTEC
via tpoBAedn avrtanokplong otnv Oepaneia;



(A ) Age (B ] Change in IIEF-EF
after PDESi washout

|IEF-EF

[ Non-responders
* P<0.05
I High-responders ** P <0.01
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Conclusions 6 vs12 sessions study

1 = 12 better than 6 (especially moderate & severe ED)

No need for interval between 6 and 12 sessions

No adverse events

Durable responses at 6 months

g WN

Younger age and greater response to PDE5i correlate to better outcome

A
LROLIS Kalyvianakis et al. Eur Urol Suppl. 2017; 16(3): e439
(p Kalyvianakis et al. J. Sex. Med. 14, 129 (2017)



A. Study-1

E No erectogenic aids allowed

| | |
TIME | | |

-8 -4 0
Weeks Weeks Baseline -1
IIEF IHEF
SEP
Triplex
B. Study-2
6m-FU-1
Phase 1
TIME I I

Baseline -2
IHEF
SEP
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Group A: 1 session/wk,
6 sessions

Group B: 2 session/wk,
12 sessions

Group A: 2 session/wk,
6 sessions
(overall 12 sessions)

Group B: 1 session/wk,
6 sessions
(overall 18 sessions)

TmFU-1 3mFU-1 6m FU-1

IEF IIEF IHEF
SEP SEP SEP
Triplex

Tm-FU-2 3m-FU-2 6m-FU-2

IEF IIEF IHEF
SEP SEP SEP
Triplex



Phase 1: Yrmapyxet Stadopa av n Oepamneiec yivovrat
uia n 6Vo popsc tnv edopada;



(A IIEF - EF B | SEP 3

25 *kKk K*hkhk *hk e = *%x  K*k  *
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i
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-
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SIS T, . ¥ LT VL, P o T aaWw L VRN N,
SRR RIS IR IR SRR R SIRIRIR
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Group A Group B Group A Group B
* P <0.05
** P < 0.01
*#% P < 0.001
e | © 2017
OF:
20 A
éﬂ LROLIS



Phase 2: Eivaw acdpalec va emavaAndOBei n
Beparmneia pEXPL TIC 18 Oepameiec;



Changes in IIEF-EF domain score after 6 more sessions

Group A (6 + 6) Group B (12 + 6)
15 o m o m e e e oo 15 s oo oo m e eeeeo
LL LL
v 0
B 10 sl oo B 10 madooo oo 1.
= =
D 5 moccooooo- = S 5 wl-g--g ke 1L 1--
c c
© ©
< ulll "“m 5 |l| I WI I
0 --|l |_ = _H_ . 0 wef- _I iAg R _H_ .
5 — 5 =
M A-Phase 1 M B-Phase 1
M A-Phase 2 B-Phase 2

A
LROLIS Graphs show Mean; N =18
qj Kalyvianakis et al. J. Sex. Med. 14, €126 (2017)



Repeat study: Minimal Clinically Important

Differences (MCID)* at 6 months follow up

Group A (6 + 6 sessions)

Group B (12 + 6 sessions)

39% (7/18)

50% (9/18)

Graphs show Mean; N =18
Kalyvianakis et al. J. Sex. Med. 14, €126 (2017)



_ Conclusions Repeat study

1 = Treatment is meaningful to be repeated

2. No adverse events

3. Durable responses for 6 months

{ LROLIS Kalyvianakis et al. J. Sex. Med. 14, €126 (2017)
q) fp Kalyvianakis et al. J. Sex. Med. 14, €129 (2017)



Elval kaAutepa va xpnolponotleitat vPnAotepn
EVEPYELOC;

Elval e€éloou anoteAecHaTIKO Kot loPaAEC va
npoodEpovpe 3 cuvedpisc ava eBdopada;



2x / week, L4
total 12 sessions

Group B :

3x / week, L4
total 12 sessions

2x / week, L7
total 12 sessions

3x/ week, L7
total 12 sessions

@ ILSJ © 2017
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The EFD study: study design

Level 4: 0.05 mJ/mm?

44 33
I

44 334 33 I3

Wk 0

I
I
1 2
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Level 7: 0.10 mJ/mm?

44 334
|

Jv#lvlvvlvlvlvvlvlvlevl

5 6

I
Wk 0

I
I I
1 2

T¢+T o192

I I I I
5 6

LE LI AR

L4: 5000 SW, 0.05 mJ/mm?, 8Hz;
L7: 5000 SW, 0.10 mJ/mm?, SHz

» Energy flux density

(EFD). The energy delivered by
the shockwave-generating
source at the focussed point is
called energy flux density and
is normally recorded in energy
per surface area units (mJ/
mm?).



Conclusions (in progress) EFD study

1 = Sessions can be applied either once
or twice or 3 times per week

2. No significant adverse events

3. Energy level 0.096mJ/mm?
is tolerable and effective

LROLIS Kalyvianakis et al. J. Sex. Med. 14, €126 (2017)
(p Kalyvianakis et al. J. Sex. Med. 14, €129 (2017)



Elvat aodpaAnc n xprion OVILITNKTLKWVY KATA TV
Sdtapkela tn¢ Oeparneiog ;



Is it safe to perform LIST in patients under anticoagulants?

Pooled data from 2 randomized studies (N=140)

Anticoagulants Patients (n=35)

Acetylsalicylic acid 23

Acenocoumarol 1

Apixaban 1

Clopidogrel 3

Rivaroxaban 2

Triflusal 1

Acetylsalicylic acid + Clopidogrel 3

Acetylsalicylic acid + Acenocoumarol 1

Patients (n=35) T session/week 2 sessions/week 3 sessions/week Patients (n=35) 6 sessions 12 sessions 18 sessions

Monotherapy 2 15 14 Monotherapy 2 3
Dual therapy 0 3 1 Dual therapy 0 1

Memmos D, et al: 2018 (in preparation)




MPEMEI NA ZOY 2, OTI TA NA KPATHIC
TH ZXEZH, MPOZIMOIOYHOYN ITO JEE!

AAHBEIA;... ErC A NA KPATHZIO
TO 1E%, ﬂPOZTIOIOVHOVH ZTH ZXEZH. /

EuXOPLOTOUE yLOL TRV TPOCOXN GOLC



