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DIGNITY Study

Double-blind InvestiGation of purified Neurotoxin
complex In neurogenic deTrusor overactivitY

Treatment arms and key measures

MS or SCI patients with NDO; =14 incontinence episodes/week
Inadequate response to anticholinergics

191622-515
416 patients

191622-516
275 patients

2 treatment cycles

®*  Primary time-point: Week 6 following the first treatment
Primary endpoint: Number of Ul episodes during 7 days prior to week 6 visit
®* Secondary endpoints: MCC, MDP, I-QolL

1. Allergan Data on File 2011 —Summary of Clinical Efficacy studies No. 515 and 516

Emelcodla akpaTeLog

MS Patients (N=381) SCI Patients (N=310)
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Mean baseline was 32.7 per week overall Mean baseline was 30.5 per week overall

* p=<0.05; ** p=<0.001 in pairwise comparison
versus placebo; 95% Cl plotted
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MetapfoAry MCC tnv 6" eBdopada

MS Patients (N=381)

Mean change from baseline
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Mean baseline was 247.4 mL overall

SCI Patients (N=310)
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Mean baseline was 257.6 mL overall

** p=<0.001 in pairwise comparison
versus placebo; 95% Cl plotted
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MS Patients (N=381)

Mean change from baseline (cmH,0)
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Mean baseline was 39.7 cmH,0 overall

SCI Patients (N=310)
20

10

0

iy
o

@
S

A
o

Mean change from baseline (cmH,0)
N
[S)

-50

-60 x

Mean baseline was 58.1 cmH,0 overall

* p=< 0.05; ** p= <0.001 in pairwise comparison
versus placebo; 95% Cl plotted
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MetafoAn oto I-QOL Total Summary Score

MS Patients (N=381) SCI Patients (N=310)
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Mean baseline was 32.7 per week overall Mean baseline was 30.5 per week overall

* p=<0.05; ** p=<0.001 in pairwise comparison
versus placebo; 95% Cl plotted

AocddaleLa

* Kuplwg adopouv aoBeveig mou Sev ékavav
SLaAeimovteg KaBeTNPLACUOUG TTPO TNG XOPNyNnong
BoNT A

—MeyaAUtepo mooooto UTI kal emioxeong oupwy O€
ouykpLon He to placebo

—Au&nuévo PVR kat peyaAUTeEpn avaykn yla
npaypatonoinon CIC og ouykplon e To placebo

—300 U > 200 UBoNTA
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ATIOTEAECULATLKOTNTA ETAVAANTITIKWY KUKAWV
BOTOX®

BOTOX® cycle 1 BOTOX® cycle 2 BOTOX® cycle 3
200U 300U 200U 300U 200U 300U
(N=318) | (N=298) | (N=172) | (N=147) | (N=38) | (N=35)
-22.5 -22.6 -31.9 -36.8

Change from -19.6 -23.1

baselinein Ul

Ul responders
J450% 79.1% 78.8% 74.5 % 83.1% 84.6 % 92.9%
J,100% 37.7% 41.7 % 34.9% 42.3% 50.0% 46.4 %

MCC (mL) +153.6 +163.1 +141.2 +162.4 NA NA
MDP (cm/H,0) -32.4 -30.1 -35.6 -38.8 NA NA
IQOL total score +27.65 +29.17 +27.42 +30.28 +38.01 +30.65

IQOL responders
N8 point 70.9% 76.2% 76.0% 70.7 % 92.6 % 70.4%
NI  65.7% 74.0% 74.0% 69.1% 88.9 % 66.7 %

DIGNITY Study

Me Baon Ta AmOTEAECHATA TNG LEAETNC
* T[potewopevn d6on 200U BoNT A

* 30 ml oe 30 B<oclg

* EKTOC TplYWVOU

100 ml bladder volume

~ Avoid trigone
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Botulinum Toxin Type A Injections Into the Trigone to Treat
Idiopathic Overactive Bladder do Not Induce Vesicoureteral Reflux
Gilles Karsenty,* Ehab Elzayat,* Thomas Delapparent,® Benoit St-Denis,* Marie-Claude Lemieux*

and Jacques Corcost,
From the Department of Urelogy, Sir Mortimer B. Davis-Jewish General Hospital, MeGill University, Montreal, Quebec, Canada

- bladder

_/—Injection
~  sites

e
- ureteral
orifice

_ —— urethra

Distribution of injection sites in and around trigone

MPOYVWOTLKOL TTOPAYOVTEC AITOTUYXLOC
¢ AMNavTikn¢ toéivng A
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HA&KTPIKNA
VEUPOTPOTTOTTOINC

* Mn-enepfatikn
* EmepPatikn

Non-invasive electrical stimulation of pudendal
nerve afferents (TENS-P) via N.dorsalis penis /
N.clitoridis

Advantages
* Pure sensory branches of the pudendal nerve
* Short distance between electrodes and nerves

16
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Sacral neuromodulation

Bladder control in Parkinson patients with
implanted deep-brain stimulation

Seif et al., Annual Neurol 2004

18
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Sacral anterior root stimulation pe
PL{OTOLN TWV ALOBNTLKWYV VWV

Brindley-Stimulator

. SACRAL DEAFFERENTATION (POST.SACRAL ROOT RHIZOTOMY) 5
& IMPL. OF AN ANTERIOR ROOT STIMULATOR (BRINDLEY)

SUBCUT. IMPL. /\JL_/\_/

o]
(THORACIC/ABD.WALL/THIGH) GANGLION
. 7 ELECTRODE-CABLES SPINALE

TRANSMITTER

31/1/2018
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MeygOUVTIKA KUOTEOMAQLGTLKA

*  EAattwpévn SLataootnTa/KUotn HELWREVNG
XWwpNTKotTNTag

e AvBektikr otn cuvtnpntikn Bepareia
UTIEPAELTOUPYLKOTNTO-AKPATELD OUPWV

Xwpig xprion GAAwv LoTwv
(autoaugmentation-myectomy)

Xprion AAAwv LoTwv (£IAEOC, OLYUOELSEC,
oTOMOXOC)

AUENON XWPNTIKOTNTOG
EAGTTWON EVOOKUOTIKWYV TILECEWV
2Azr] pwoupyla pelepBoudp XapunAwv MIECEWV

31/1/2018
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MeyeOuvTik KUOTEOTTAQOTLKNA

MeyeOuvTik KUCTEOTTAQOTLKNA

Avaykn yta CISC (15% - 85%)
Yriotpornialouoeg oupolotpwéels (30%)
MNapaywyn BAévvag
AucAettoupyikn oupnon
MeToBoALKEG SLaTaAPOXEG
Awa Blou mapakoAouBnon

24

12



Luotaoeis LE | GR
H bieupuvikn kuoreonilaoush ouativetal yia tn Beoaneia ms avBektwns (oe 6ies Bepaneles) NYE.

H extoun tou e€wotnpa uu elval o anobexth evarakuin enifloyh o€ npooextk eneyyeves I
MepINLELS

EAU Guidelines on Neurogenic Lower Urinary Tract
Dysfunction ,2017

EVtEPOKUOTEOTTAQOTIKN
0€ CUVOUAOUO E AANEG TEXVLKEG

EvtEPO-KUOTEOTMAQCTIKA
HE EYKPATEG KOOETNPLAIONEVO OTON

ME ELAEOKUCTEOOTOMIA (LN EYKPATAG)
v' ASuvapia kaBstnplacpol péow ouprBpac

v Auvatotnta eKtEAEoNnC SLOAEUTOVTWY

31/1/2018
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Ektpomnn oupwv
Eykpatig (mpwtn emloyr) - Un EYKPATAG
«Otav kapia dAAn Beparmeia dev eival emITUXAC,
N EKTPOTIN TWV oUPWV Ba TPEMEL va

AapBavetatl umtoyn yla TV mpootacia Tou
AOZ kat tnv mototnta {wr¢ Tou a.oBevouc»

EAU Guidelines 2017

ALOTAPOXEC KEVWONG

31/1/2018
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Evéokuotiki nAektpodieyeon (IVES)

Cortex

* AoBeveic pe umoAelToUpyLKO E€woThpa
— BeAtiwon oupnoncg
— EAattwon PVR

* Je aoBeveic pe ateAeic kakwoel NM kot MMC
— BeAtiwon ywpntikotntag, alodntikotntac, SLaTaoLUOTNTAC

Evioxuon Asttouvpyikotnrac eéwotnpa

MAatlg paxlaiog

* TOAUKEVTPLIKN UEAETN-24 aoBeveig

* Anokataotaon oupnong 71%

* CIC13%

* Xwpig unotporalovoeg UTl’'s 91% aocBevwy

Gakis G et al J Urol 2011

Recommendations:

- Latissimus dorsi myoplasty on the bladder is a
promising technigue that neseds to be wvalidated
further (C).

31/1/2018
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Urol. int. 30: 75-76 (1975)

Ba;

Twelve O’Clock Sphincterotomy:
Technique, Indications, Results

| ko avtavakAaotik) oupnon vPniwv

‘EvéeLln : avdpec pe uPnAn tetpanAnyia

TIECEWV, KN LKAVOL VOl KAVOUV
SLOAELTIOVTEG AUTOKAOETNPLOOHOUG KL
XWpi¢ duvatotnta npaypatonoinong
SLaAemavtwy KaBetnplacpuwy oo aAlo

Q. m

2 PLYKTNPLAKN OVETIAPKELDL

31/1/2018
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2 PLYKTNPLAKN OVETIAPKELDL

* OupnBpika slings (yuvaikec-avdpeg)
Surgical management of urinary incontinence in children with neurogenic
sphinctericincompetence. ) Urol 2000 ;163 : 256-263

Long-term evaluation of rectus fascial wrap in patients with spina bifida.
J Urol 2000 ; 164 : 485-486

Modified bulbar urethral sling procedure for the treatment of male sphincteric
incontinence.J) Endourol 2001 ; 15 : 545-549

Rectus fascial sling for the treatment of neurogenic sphinctericincontinencein
boys: is it safe and effective?J Urol 2001 ; 2 : 658-61

Texvntog odlyktipog
Scott FB. Use of the artificial urinary sphincter in spinal cord injury
patients. J Urol 1983 ;130 : 1127-9
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Luotaoeis GR
Le yuvalkes aoBevels |e veupoyevn akpateia katd th npoanaBeia nou elival 1Kavés va

autokaBetnpiaatoly, n tonoBémon evds autdioyou oupnBomkol dling Ba npénel va B
xpnoiponoinBel

Le vbpes aoBevels [e veupoyevh akpateia katd th npoonddeia, n tonoBétnan tewvntol ogiykpa q
B npénel va xpnolponoinBel

‘H avtiLeETWMLON TNG VEVPOYEVOUC KUOTNG
TMPEMELVA YIVETOL OXL HOVO BAOELTNG
OUYKEKPLUEVNG SuoAsLtoupyiag aAAd Kat
BAOEL TWV KOWVWVLKWV KOLL ETIOLYYEALOTLKWV
OLVOLYKWV TOU alcBevoUG Kall TNG YEVIKOTEPNG
Kotaotoon ¢ Tou.

Loyd. et al. Urol. Clin. North Am. 1993

31/1/2018
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JUMEpACHATO

» H aM\avtikn tofivn eivat emionua mAéov n Bepamneia B’
YPOUUNG

» MeyeBuVTIKN) KUOTEOTTAQOTLK WC TEALKN AUoN

» Texvntoc odlyktipag Beparmeio eKAOyr g 0 AVTPEC Kall
OlUTOAOYO CALVYK OE YUVOLIKEG UE ODLYKTNPLAKI) OVETIAPKELDL

» Xpnion mAaty paxLaiou UTTOGXOUEVN YLO TNV QVILLETWIILON
Slatapayxwv KEvwaong

20l EUXAPLOTW

IAIKO' 6,00 €

AEYTEPA KAEIZTA
TPITH 09:00 - 13:30 & 17:00 - 20:30
.TETAPTH 09:00 - 13:30 & 17:00 - 20:30
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