YNEPAEITOYPIIKH KYXZTH -
EAAXIZTA NMAPEMBATIKH
ANTIMETQNIXH THZ IAIOMAOQOYZX
OAB

Tolpapng lwavvng

EmipeAnt¢ A, FEBU
OuvpoAoyiknic KAwvikng

I'N lwavvivwv «I". Xat{nkwoto»
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Op1oUOC

" ETUTOKTIKOTNTA, ME 1) YWPLG ETILTOKTLKN
OKPATELN, CUVIIOWG CUVOOEVOUEVT ME
OLYVOUPILA KOL VUKTOUPLX, XWPIG TNV Tt pén
OTIOOEQELYHEVNG AOLWENG 1] AAANG

naBoAoyiog
Abrams P et al, Urology 2003, 61(1):37-49-

2NMOVTIKN EMOPOOT OTNV TTOLOTNTA (W16
Abrams P et al, AmJ Manag Care 2000,;6:5580-90.
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APX1KN OVT1UETWITLON

SZUVINPNTLKY
= Jupmepipoploloyikn Bepameia
Ekmaidgvuon kUoTtewg
" ALXLTNTIKEG TPOTIOTIOLN|OELS
Amtoduyn epeBloTiKwyY TpoPwV
Tpotomoinong— eAeyxog TNG ArjYng uypwv
* AOKNOELG TIVEALKOU £dadoug
Me 1] xwpig Broavdadpaon
= Qappakeutikn Oeparneia (Bepameia 21 ypapung)
AVTLLOUOKAPLVLKA
B3 OleyEpteg

Abrams P et al, Incontinence, sth ed. 2013, 623-729
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Avoilatn (refractory) 1610mabng
UTTEPAELTOUPYLKI KUOTH

" ATIOTUYLO CUVTNPNTIKIG AYWYT|G LETA aTTO 8
ue 12 efoouaodes Bepatmeiag

= Mn O(VTO(T[OKprO}.lEVOl aoBeveic otnv
CUVTNPTTLKT) ywyn

KALWVIKQ
[Mpoodokiec Tov acBevn

" Mn QVEKTEG TIAPEVEPYELEG
= Avtevoelén

Abrams P et al, Incontinence, sth ed. 2013, 623-729
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Avotlatn (refractory) 1610mabng
UTTEPAETLTOUPY KN KUOTN

29369 acBeveig

AcBeveic Oeparmeieg

59%

LA
il
=
!
o —
—
[4:}
[
iy ]
=3

21%
9%

11%

Prescription

Gopal et al, OBSTETRICS & GYNECOLOGY VOL. 112, NO. 6, 12;2008
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AvTipetwriion 3" YPOUUAC

EAdylota emepPatikeg peboodol
= NeupotpoTtomnoinon
Aleyepon OmioBiov Kvnuiaiou Nevpou (PTNS)

Nevpotpomomoinon Twv lepwv Pillwv

= AMOavTLKT) TOéivn

AUA Guidelines 2013
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Diagnosis & Treatment Algorithm: AUA Guideline on Non-Neurogenic Overactive Bladder in Adults

: Dlagnosls urdear ar » | Corslder urire ulture, post-vold
History and Physical; Urninalysis : additional Information needed resldual bladder dary, and'or
: : symptom quastionnaires

Mot DAE or Complicated
OB traat or rafar

Patient aducation:

- Momnal urinary tract function

- Benefitsinsks of traztment alternativas
- Agres an treatmeant goak

: Follow-up for efficacy
Patlent desires treatment andfor : and adverss evants
freatment & In patient's best Interests

Behavioral Treatmants* Iy rare Cases,

(consider ading ani-muscarnic p: R@@SS @SS @and/or refer; consider urine culture, post-void hary diversion

renitation

residual, bladder diary, symptom questionnaires, other diagnostic  jpiasty
andiar frther neament n patier Procedures as necessary for differentiation

+ Treatment goals not mat; Patlent des|

Anti-muscarnics™ with acthe management of adverse eyents;
corslder doss modfication or aftemative medication If Initlal madical
treatment 1= effective but adverse evants ar ather conslderations
predude continuation

Signsfeymptoms corslstent -
with CAB diagnoss

Treatrment goals not met
Patlarit dasirss further

» treatment andior further

Reassass and/or refer; consider urine cutture, post-vold ¢ treatment In patients

residual, Bladder diary, symptom questioninalres, other diagnostic . bt Iriterasts

procedures & necassary for differentiation

- Treatmant goals not mat; Patlent desires further treatment ;
andfor further traatment In patient's best Intarasts

Consider in carefully-selectad patiants
(multiple theraples may be tied but they should not be combined):

* 533l neuromodulaton (N5 or  * Infradetrusor
# Paripheral tiblal nense onabotulinumosing

stimulation FTHS) or

AUA Guidelines 2013
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HAEKTP1KOC £peBLOUOC/
NeupoTpononoinon

OpLopOG

" Mia Olo0Llkaoial KOATA TNV OTIoio N LETABOAN
NG OPACTNPLOTNTAG OE LI VEUPLKT) 000
TPOTIOTIOLEL TNV TIPOUTIAPYOLVC
OPOCTNPLOTNTA Hidt AAANG LECW CUVATITLKNG
aAANAETILOpOONG

Bemelmans BL et al, Eur Urol.1999 Aug;36(2):81-91
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4

A1€yepon OmioB1ou Kvnuiaiou Neupou
Posterior Tibial Nerve Stimulation(PTNS)

OmicBio Kvnuiaio Neupo
TIEPLEXEL ALOONTIKEG KaLl
KLV TLKEG VEUPLKEG (VEG.

MNopeia Tou pecw O4-13 Lepwv
ptlwv
AlodopeTikr) Opdon artd SNM

TomtoBgtnon PeAdvng 34-gauge
0.5—9 MA ota 20 Hz

30 min efdopadiaia yia 12
eBoouddeg

Staskin D et al, Curr Urol Rep (2012) 13:327-334 [
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A1€yepon OmioB1ou Kvnuiaiou Neupou
Posterior Tibial Nerve Stimulation
(PTNS)

PTNS €vavtL un dtEyepong

Peters KM, J Urol. 2010;183(4):1438—-43
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A1€yepon OmioB1ou Kvnuiaiou Neupou
Posterior Tibial Nerve Stimulation
(PTNS)

PTNS €vavti toAtepodivng emiBpaduvopevng anodécpeuvong (ER)

Global response assessment of OAB symptom improvement after 12 weeks of therapy

Mo. PFTNS (32) Mo, Extended-Release Tolterodine (%)

ed-Releasze Tolterodine




A1€yepon OmioB1ou Kvnuiaiou Neupou
Posterior Tibial Nerve Stimulation

) ~ (PTNS)
PTNS pakpoypovia dpaon

Daily Voids Nightly Voids

b
m

14

-
L
]
a
o
2
5
]
]
=

7 8 9 10 11 12 13
IQR) voids p aht

Median (

O
o

Moderate to Severe Urgency Urge Incontinence

episodes per day

Figure 4.

Median (IOR) episodes per day
Median (IQR)

Peters KM et al,
JUrol. 2013;189(6): 2194—2201
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Neupotpormoinon Iepwv Nevpwv
Mnxaviopoc Apdonc

O akpLP1IG UNXAVLIOUOG OPAONG TIAPALEVEL
AKOMO AYWOTOG

= Emnpedlel Toug veupa&oveg og dlddopa
eTiTEOO KOl ATTOKOOLOTA TNV LooPpOTILA HETAEV
EVOOWTIKWYV KOl KATAOTAATIKWY €PEBLOPATWY

van der Pal et al,Curr opin Urol (2006)16: 261 - 267

= EvepyoTtolel TpooaywyoUs cwUATOUTIOO0)E(S
IOV GTAVOUV GTO KEVTPO TNG oUPNONG OTO
OTEAEXOG KOL/T] EVEPYOTIOLOUV T UTIOYACTPLN
oupTIoONTIKA VEVpQ

Chancellor M and Chartier-Kastler Neuromodulation (2000) 34 5756
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Nevpotponoinon Iepwv Neupwv
Mnxaviopoc Apaonc

AMEOWG HETA TNV TOTIOOETNON MO 4.5 €T META TNV
™G SNM TomtoOEnon




Neupotpornoinon Iepwv Neupwv
TormoBetnon

(Cxrermal)
Rutber Ground Pad

<3

y
Temporary Lead

| =

l/" : r B

‘
v
\“' "L/
& 2 P
N

Euditeuon otav £youpe avianokplon n omoia opiletal wg feAtiwon =
50% TNG OPYLKTG CUMUTITWHATOAOYIOG

E it Ll Dow Suet iusies
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Neupotpormoinon Iepwv Nevpwv
TormoBgtTnon

Reflex Responses to Sacral Nerve Stimulation

Nerve Pelvic Floor Response Ipsilateral Lower Extremity Fesponse Sensation
Eoot

Anal sphincter contraction Lateral leg rotation and “clamping” or Vaginal or proximal penile

contraction of toes and foot
“Bellows" response of pelvic floor and external Plantar flexion of great toe “Pulling” sensation in rectum and sensation in perineum,
anal sphincter vagina, penis, or scrotum
“Bellows" response of pelvic floor and external None “Pulling” sensation in rectum

anal sphincter
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Neupotpornoinon Iepwv Neupwv
TormoBetnon

= >uvnBwcg
XPNOLUOTIOLELTALL
dlEyepon 10 — 16 Hz

Hassouna MM et al, Urol 2000; 163: 1849.

* MEYLOTO ETITPETIOEVO
5o Hz

Hohenfellner M, JUrol 1998; 160: 821.
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| Nevpotpormoinon Iepwv Neupwv
AmoteAeopaT1KOTNTA

TABLE 1. Included studies

Type No. Enrolled Rec No. Peripheral
References Study Mean Pt Age (all diagnoses) Nerve Evaluation No. Implant Mos Followup (range)

Full text studies:
Aboseif et al® Case series 47 160+ 160% 64* Mean 24 (6-36)
Amundsen and Webster” Case series 69 25 25 12 Mean 7.8 (1-16)
Bosch and Graen!? Case series 46.2 85 85 45 Mean 47.1 (6-96)
Braun et al'! Case series 49 9% Not reported 9% Mean 12.5 (7-18)
Cappellano et al'® Cage series 51.1 113* Not reported 113# 18
Cappellano et al'2 Case series 47 47+ 47% 10 Mean 23.1 (3-47)
Edlund et al'? Case series 59.8 30* 30* 9* Mean 19.9 (8-39)
Everaert et al'® Case series 43 53* 77 53* Mean 24 (13-39)
Griinewald and Jonas®® Case series 49 184* 184% 55% Mean 44.3 (1-89)
Hedlund et al** Case series 54 53 53 14 Mean 18 (9-32) .
Hohentellner et al®® Cage series 434 11# Not reported 10# Mean 13 (9-28) B r a Zze | | | M
Janknegt et al®® Case series Not reported 96 Not reported 96 Mean 30.8 (12-60) I/
Janknegt et al®* Cage series 46 10# 10# 8% Mean 16 (4-36)
Scheepens et al*! Case series 53 15% 15% 15% Mean 59 (30-90) _J U rOI .
Scheepens et al3® Case series 51 39* Not reported 39* Mean 5.3 (1-10)
Schmidt et al® RCT 46.6 155 155 34 Mean 14.7 (0.9-39.7)
Shaker and Hassouna®? Cage series 42.3 18 Not reported 18 Mean 18.8 (3—-83) 2 O O 6; 175 . 8 3 5_8 4 1.
Siegel et al®® Case series 43 581% 581% 219+ (18-36)
Spinelli et al®® Cage series 43 32* 13# 22* Mean 112 (2-25)
Weil et al” RCT 43 123* 123* 44 Median 18 (6-36)
Weil et al®? Case series 36 a6+ Not reported 36* Mean 37.8 (12-60)
Totals 1,875% 1,658*% 925*%
Abstracts:
Caraballo et al'* Cage series 60.6 17* Not reported 17* Mean 13.4 (3-22)
Das et al'® Cage series 47 256% Not reported 256% Mean 26 (15-46)
Dijkema et al'® Case series Not reported 25 Not reported 25 6 or Greater
Everaert et al* RCT 48 22* Not reported 22*% 12
Groenendijk et al'® Cage series Not reported 111 Not reported 111 5
Heesalkkers et al®? Case serles Not reported 259* Not reported 259* Greater than 12
Koldewijn et al®® Cage series 40 40 Not reported 40* Mean 29 (5-46)
Peters et al” Case series Not reported 30* 30* 14 -
Ruffion et al®® Case series 48.8 166% 166* 33* Mean 37 (3-87)
Ruiz-Cerda et al®® Case series 47 204* 204* 69* Mean 6.8 (2-30)
Spinelli et al3* Cage series 34 9+ 9% 6* Not reported
Thon®® Case series Not reported 114% Not reported 41* Mean 4.2(1-12)
Weil et al® RCT Not reported 18% Not reported 9% 5
Totals 1,271% 409* 902*

* Including patients with urinary retention and/or urgency-frequency.

EMNIZTHMONIKH ZYNEAPIATHZ EAAHNIKHZ OYPOAOTIIKHZ ETAIPEIAZ 19.03.2014




Neupotpormoinon Iepwv Nevpwv
AmoteAeopaT1KOTNTA

-ates at 6 months
in randomi. controlled trials

No./Total No. (%)

References Cured [Improved

Stimulation group:
Weil et al’ 9/16 (56) Not rep

Schmidt et al®
il et al®

Schmidt et al® 0/42 5
Weil et al® Not reported Not reported

Cured—greater than 90% and improved—greater than 50% symptom

decrease.

Brazzelli M, J Urol. 2006;175:835-841.
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Neupotpormoinon Iepwv Nevpwv
AmoteAeopaT1KOTNTA

References aseline 5 Mos ine p Value

21+06
20x06

Not reported Not reported

wong of urine and 3—complete wettin,

Brazzelli M, J Urol. 2006;175:835-841.

EMNIZTHMONIKH ZYNEAPIATHZ EAAHNIKHZ OYPOAOTIIKHZ ETAIPEIAZ 19.03.2014




Neupotpormoinon Iepwv Nevpwv
AmoteAeopaT1KOTNTA

Followup (mos)

Mean 6.8

Cured—greater than improved—greater than 50% and failed—less than ymptom dec

Brazzelli M, J Urol. 2006;175:835-841.
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Neupotpormoinon Iepwv Nevpwv
ETTUTAOKEC

TABLE 5. Adverse event rates
Adverse Event Nao. Events/No. Pt= (%)
Reoperation

Implantable pulse generator
replaced/relocated

Permanent explants
Generator problems
Electrode + lead problems
Pain

Infection

Wound problems

Adverse bowel function

Brazzelli M, J Urol. 2006;175:835-841.
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Neupotpormoinon Iepwv Nevpwv
ETTUTAOKEC

TarLE 3. Device or thi

e in stimulation

e ]

1 b

12 function

ms during PNE/Amplant

8
7

[
=
—
o
oo




Predictors

Neupotpormoinon Iepwv Nevpwv
AroteAeopatikotnta PNE vs FSTLP

PNE

FSTLP

Category N  %Positive  x3

P-Value

OR

95% CIOR

N % Positive X P-Value

95% CIOR

Gender

Age

Type of complaint

Lead depth position

Lead sacral position

All 100 47
Male 18 1
Female B2 45

=65 years 76 50
~65years 24 38
Eetention 31 :

QAE 69 6
Superficial 7
Correct 3
Too deep

52

54 2

55 63
MNone 57

0.24-1.84
0.95-1.02

0.48-2.61
0.32-3.51

0.15-1.07
0.04-5.91

0.26-1.54
0.36-7.80
0.27-6.64

100 69
18 71
82 61

76 75
24 50
31

Leong et al, Neurourol and Urodyn 30:1249-1252 (2011)
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0.53-4.44
0.93-1.00

0.13-0.87

0.68-4.07




Neupotpormoinon Iepwv Nevpwv
AnoteAeopatikotnta PNE vs FSTLP

MO mopakoAovBOnong 53 Urjveq

Table 1. Overview of long-term results Table 2. Results of voiding diary analysis

OAB Wet OAB Dry Retention Tot: Mean Mean Test M
5 (8 Baseline (SD}  Stimulation (SD}  Follow
10 (18}
117 _

228 (eg)

N 50% - g 38 (59
t in voiding diary

43 (67) 6(9) 15(24) 64 (100)

231 (28}t 195  (35)F
7.0 (1.4t 9.1 (3.2
0 (00 0.0 0.0}

Leong et al, Neurourol and Urodyn 30:1249-1252 (2011)
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Neupotpomoinon Iepwv Neupwv
Makpoxpovia AmoteAsopatikotnto PNM

Table 2. Long-term results by group and surgical intervention

Variable BF3 il IUR p Value

No. pts (%) 45 (48)  34(354] 16 (167)

Mean age a7 5.2 386 0.001

Mo. gender (%): 0067
F 44 95) 32 (94) 12 (75)
M 72 5 2 A 4 (25)

% SNM success 72 84.8 87.5

% Explantation 78 147 12.5

Mean time to explantation (mos)  15.1 1.5 582

% Revision &0 32 5 17
Ar  @® Al-zahran et al, J Urol Vol.

Mean time to revision (mos)

Mean Nao. battery exchanges 5 1 i _
Mean battery durability (mos) a1 113 124 185’ 981 986’ MarCh 2011

MNo. Greater Than 5-10
Mo. 1-5 Yrs Yrs Mo. Greater Than 10 Yrs Tatal No. (%)

Reason Remaoval Revision Removal Revizion Removal Revision Removal Revision

BPS:
Symptom deterioration (59
Painful stimulation (23)
IPG pain
stimulation radiation to leg (8]
:
Symptom deterioration (20)
Painful stimulation (B0
IPG pain
Stimulation radiation to leg (20)
[LIR:
Symptom deterioration 2 (100)
Painful stimulation
IPG pain
Stimulation radiation to leg
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Neupotpormoinon Iepwv Nevpwv
ETTUTAOKEC

214 Patients ‘

Stage Il Interstim
161 (75.5%)

Revisions I ‘ Explants ‘

26 (16.1%) | 17 (10.5%) )

IPG site discomfort | ( Draining sinus at IPG | ( Infe ction

4 (2.5%) ) L 4 (2.5%) ) 8117 (5.0%)

917 (5.6%)

Failure to maintain function ‘

Lead migration
Decreased response

1(0.6%)
17 (10.5%)

AbnlIlmpedances NI Impedances
12 (7.5%) 5(3.1%)

FIGURE 1. Flow chart detailing complications occurring after second stage and their management. Abnl = abnor-
mal; Ni = normal.

Hijaz A et al, Urology. 2006;68:533-537..
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Nevpotponoinon Iepwv Neupwv
EmtiAoyn aoBevwv - lMpoyvwoT1KOol TOPAYOVTEC

ZUMUTIP OO PTOUVTO

HAwkio voorpata

oy
|
52
=
c
=]
]
L2
(=
2
=
O
S
o
o
E
=
=

Co—
20 40
Cure Rate as Percentage

N ounger

Cure Rate as Percentage
| cured p—

Amundsen CLet al, Urology. 2005;66:746-750...
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Nevpotponoinon Iepwv Neupwv
EmtiAoyn aoBevwv - lMpoyvwotikol
TIOPAYOVTEC

WYuylatpikr vocog

= AcOeveic pe Yuylatpikn vooo epdaviCav
ETILOE(VWON CUUTITWHOTOAOYIOG OTOUG 12
UNVEC aTto TNV eUdUTEVOT (p= 0.008)

Weil EH et al, World J Urol. 1998;16:313—321.
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Nevpotponoinon Iepwv Neupwv
EmtiAoyn acBsvwv - MNpoyvwoTikol
TIOPAYOVTEC
YriepAeLTOUpYyIKOTNTA
gEwotnpa

= Aev eTnpeAETAL TO TEAIKO ATIOTEAEG A ATIO
TNV UTIaPEN 1] OXL UTIEPAELTOUPYLKOU
eEwotnpa

Bolton et al, Current Opinion in Urology 2009, 19:375-379.
South MM et al, Int Urogynecol J Pelvic Floor Dysfunct. 2007;18:1395-1398.
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Neupotpormoinon Iepwv Nevpwv

Table 2
Result of percotanesus and two-staged tests in the Medicare popu lation 1997-2007

Muwmbs: r of Tatal pere Failed Failed pare Failed bath % | P valse Mo b r ol
e e besl suneess e with Lew b

procedures 2-sage o suecessful 2- tests
st Va

Suocessful 2- Failed 2= F value (rverall
siage with mo sl SLTTUE TR

pere e pore e rate Y
Femalk

F vale
Malk

1.5
Tatml: 15 ]

perc=percutane cus, MGB=neursgenic bladder, IC=inderstinal cystitts, “wet™ OAB= o
i Maorih

1132

Aumeriodam

T DETC Y 1G0T

winence, "dry” OAH= oy

Table 3
Results of percutaneous and two-staged tests in a privately insured population 2002-2007

( N '~:

Ao
¥ > ‘;
Cameron et al, J Urol. 2011 March ; 185(3): 970-975.
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AANOVT 1K TOE1vn

* [MapayeTal Ao 10
avaepofio Gram-
Clostridium Botulinum

= YroTtuTol
A,B,C,D,E FG

= Molpalovtal pia Bapla
aAuco 100kDa kal pia
eAadpa aAvoo sokDa
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AAAOVT1KN TOE1lvn
Mnxaviopoc &pdonc

BolNT/D BolNT/C

Neuromuscular Juaction

Normal Action of Botulinum Towia A
Transamitter Releass

Syntaxin

=5 VAMP/Synaptobrevin

Alotyv Solara
reCeplior

ATIOTEAEGHO OPAOTG : AVAOTPEYLMN XNHLIKY] ATIOVEVPWOT KoL YoAapr
MUIKT] TTopAaAuon
‘Evapén dpdong o€ 48 pe 72 wpeg Kot SLaPKEL 6 e 9 PVEG

Smith CP, Chancellor MB,J Urol;(2004) 171:2128-2137
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AAAOVT1KN TOE1lvn
Mnxaviopoc &pdonc

= -Uriné B
(pH Shanges. temperature chan_gg;, mecpa;nlcal stretch)

—r—

I ‘ ¢
" P2X,

= ATPIACh

A

Apostolidis A et al, Eur Urol ; (2006): 49, 4, 644—650
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AAAOVT1KN TOE1lvn

* OLTIEPLOCOTEPEG MEAETEG YIa TNV LOoLoTiaBr) OAB
£XOUV Yivel pe BoNT-A

= Botox®; Allergan, Irvine, CA
= Dysport® Ipsen Ltd., Slough, UK)

= Xeomin® Merz Pharma GmbH, Frankfurt am
Main, Germany

= OL000ELG O€V EVAANAELUEG KL 1) LETOTPOTIN TNG
hiog 660onc o€ pia GAAN O€v cuoTrveTalL
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AAAOVT1KN TOE1lvn
TeXV1KA €yxuonc

spots of injection

EAU Patient
Information
—Second
Line
Treatment
for OAB

cystoscope
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Study Year Condition

Study Design

Patients (N) Toxin

Units

Table 3
Botulinum Neurotoxin Study Results

Trigone

Dilution Injections injected Anesthesia

Cystoscopy

PVR (mL)
Criteria to

Efficacy Start CIC

Adwverse Events

Brubaker L
etal™

2008 IDO

White WM
etal™

Sahai A
et al™

Flynn MK
etal™

Schmid DM

etal™

Multicenter RCT

Observational
cohort

Single-center
RCT

Single-center
RCT

Multicenter,
prospective,
open label

BoNT-A
=28
Placebo
=l

14 1DD

7 NDO

34

BoNT-A
=16

Placebo
=18

BoNT-A

BoNT-A

=15

Placebo = 7

BoNT-A

BoNT-A 200

200,
300

100

100 U/3
mL

6 mL
normal
saline

15-20 No Local Rigid

200
Uf10 mL

General

200 U/f
20 mL

20 mL
normal saline

Flexible

200-300
U/3 mL

Rigid

100 U/
10 mL

General or
local

60% clinical response
on PGI-I

Significant reduction
inlE

> 200

Improvement in

UDI urge subscale
Time to deterioration:
373 d

16 patients = 50% Not defined
reduction in voids/d

(P < .001) and padsfd

(P < .001)

Time to deterioration:

7.12 mo

2/5 failures had > 509

improvement with

repeat injection at 3 mo

Increased maxinmum
cystometric capacity
Reduced urinary
frequency and urgency
incontinence episodes
Improved quality of life
on 11Q-7 and UDI-6
Beneficial effects
maintained for 24 wk

Significant reductions in Not defined
IEfd, 24-h pad weight,

and pads/d

Significant improvements

in UDI-6 and Q-7

quality-of-life scores

No change in voids/d,

nocturia, MCC, Qmax,

or Pdet

Resolution of urgency at
4 wk (72%] and

12 wk (B6%)

Resolution of incontinence
at 4 wk (74%) and

12 wk (80%)

Significantly decreased
urinary frequency and
nocturia

Increased PVR and UTI
in BoNT-A group
439 CIC

No increased PVR

Increased PVR: 6 required
CIC [37.50%)

7 UTI (6 performing CIC)

PVR > 200 mL [n = 4,
26.6%); 1 required CIC

UTI: 2 BoNT-4
2 placebo (28%)

(1396) and

Gross hematuria requiring
CBln=1)

PVR = 400 mL requiring
CIC (n = 4)

PVR 150-200 mL, no CIC
(n=15

UTI [n = 10)
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AANavVT1KR TOElvn: KAlvika
OITOTEAEORG

Study

Effect size

Study

Brubaker Brubaker

Flynn
Flynn !

Sahai
Sahai

Overall

Overall

1.5

mean diff -3
Favors Placebo

Figure 3. Improvement in QOL (standardized mean difference in
scores for UDI-6 and UDI) after BTX.

Figure 2. Reduction in number of daily incontinence episodes
after BTX.

Odds ratio

Study

- 54(087,5372 Anger LT et al,
sanei 224 (2.5, 60.74) (2010) 183, 2258-2264,

100
Peto Odds Ratio
More Complications Placebo More Complications Botox

Figure 4. Risk of postoperative PVR greater than 150 cc after
BTX.
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AAAOVT1KN TOE1lvn
[opeVEPYELEC

= AAYOG OTO ONEio TNG Eveon (10 -23%)

= Qupoioipwén amotokog TG dladlkaciag (2-22%)
* ‘Hma atpatovpia (2 -21%)

= AUE&non ToU UTIOAE(MPATOCG TWV oUpwWYV (0-33%)

= De novo KAA (6-88%)

= Agv epdPavioTnNKE KUOGTEOOUPNTNPLKT) TIAALVOPOUN O OF
OO0 PEAETEG IOV YOopnyouoav BTX oto tplywvo

A
y-<sort NI"'"Q\'\
A

Anger LT et al, (2010) 183, 2258-2264 f m&j >
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AAAOvVT1Kn To&ivn:
ErtiAoyn tnhc owotng 6oocoAoyilac

TABLE II. Mean MCC, Mean Volume at First IDC, Mean MDP, and Detrusor Compliance at Baseline and Changes From Baseline at weeks 12 and 36 in the
5 OnabotulinumtoxinA Treatment Groups and the Placebo Group (Intent-to-Treat Population)

OnabotulinumtoxinA dose (U)

Placebo

N 4 5 54 49 56
Mean MCC (5D), ml
Baseline 26 255 ) 280.1 (141.0) 71.7 (140.7)
Change at week 12 : 46.8) 50. 71. 3 (126.9) 91.5 (128.6) : 29.7
Change at week 36 ] ) '
Mean volume at first IDC (5D}, ml®
Baseline
Change at week 12
Change at week 3
Mean MDP at first IDC (5D}, crnH
Baseline
Change at week 12
Change at week 36

Avé&non PVR
amnod tnv €vapén 1.0 27.6 49.3 74.7 107.6 62.5
ml

Jata are presented only

STATIOTIKWG onpavTikr dtadopd amd to placebo

Rovner E et al, Neurourol and Urod 30:556—562 (2011)
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AAAOvVT1Kn To&ivn:
ErtiAoyn tnhc owotng 6oocoAoyilac

Follow-up, d ' Follow-up, d

jui]

a0 150 180

Urge urinaryincontinence

0
A
-2
-3
-4
-5
6
7

Follow-up, d
150 180

—&— Placebo
50 UBoNTA
100 U BoNTA
150 U BoNTA

24-h micturition frequency ©

Denys P et al, Eur Urol 61(2012) 520-529
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ErtiAoyn tnhc owotng 6oocoAoyilac

ALB subscore
SE subscore

=
L

a0 150 180 a0
Follow-up, d Follow-up, d

d

1=

=]
@ g
8 -
0 8
5 2
; 2
%)
o (=]

=
1 I N —

30 a0 150 180
Follow-up, d
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AAAOvVT1Kn To&lvn:
ErtiAoyn th¢ owotnc docoAoyiac

—e— P a0
50 U BaNTA
100 U BaNTA
150 U BaNTA

100 U BaNTA
150 U BaNTA

Mean change in PVYR, mil

=]
1 =3
=]
o
7]
)
<1
-
O
L
=
]
[=1]
E
i
=
[T]
E
]
]
=

a0 150
Follow-up, d Follow-up, d

BONTA 100U amnédelée amodektn
OTIOTEAECHATIKOTN T ME XAMNAO Kivouvo PVR

Denys P et al, Eur Urol 61(2012) 520-529
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Placebo BoNT-ONA Placebo BoNT-ONA
Hll 100U 100U
Demographics
Probands 277 280 271 277
Age, yr 61.0 61.7 59.2 59.5
Female gender, % 88.4 90 84.5 88.1
Duration of OAB, yr 6.6 6.8 5.7 5.2
Daily urge Ul episodes 4.5 4.8 5.7 5.5
Daily urgency episodes 7.9 8.5 8.8 9.1
Daily micturition episodes 11.2 12.0 11.8 12.0
Nocturia episodes 2.0 2.2 2.1 2.2
Outcome=
Reduction in daily micturition
episodes -0.91 -2.15 -0.83 -2.56
i Reduction in daily Ul episodes -0.87 -2.65 -1.03 -2.95
Reduction in daily urgency episodes -1.21 -2.93 -1.24 -3.67
Reduction in daily nocturia episodes -0.24 -0.45 -0.25 0.054
Side effects” -
UTI, % 5.9 15.5 5.2 20.4 ;f'v:ﬁ\x
Urinary retention, %6 0.4 5.4 0.4 5.8 l ;
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http://www.sciencedirect.com/science/article/pii/S0302283813004983
http://www.sciencedirect.com/science/article/pii/S0302283813004983

AAAQVT1K To&ilvn: KA1vika

OnabotulinumtoxinA dose

100

Number of UUI episodes
Patients with DO
Baseline
Change at week 12
Patients without DO
Baseline
Change at week 12

1] OXL UTIEPAELTOUPYLKOU EEWOTIP
EMNPEACEL TNV AVTATIOKPLON

Volume voided per micturition, ml
Patients with DO
Baseline
Change at week 12
Patients without DO
Baseline
Change at week 12

OAB, overactive bladder; UUL, urge urinary incontinence.
= 0.05%; P < 0.01; p = 0.001; versus placebo.

Rovner E et al, Neurourol and Urod 30:556—562 (2011)
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Amouoia amoTeAsopOTKOTNTOC N
avOeKT1KOTNTA;

Lack of efficacy Intolerable side effects

BTX-A success (overall)

Makovey | e al, Neurourol Urodyn. 2011 Nov;30(8):1538-40

EMNIZTHMONIKH ZYNEAPIATHZ EAAHNIKHZ OYPOAOTIIKHZ ETAIPEIAZ 19.03.2014




AAAOvVT1Kn To&lvn:
ErtiAoynl tnC owotnc 61aAuonc

2U Onabot/A diluted in 2yl saline

Coelho A et al, Eur Urol 2012 Jun;61(6):1178-84
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I AA\avT1kr to§ivn:
EMavaANmT1KEG €VEOELG

Table 1 - Breakdown of repeated onabotulinumtoxinA injections and reasons for discontinuation

Injections, no. 4 5 B

Patients, no.2 00 53 20 13
Elected not to have further

injections no. (%)
Reason given for no further

injections, no.
Poor response
Disliked CISC
Unable to perform CISC
Too invasive
Moved out of area
Lost to FUAP
Other

Dowson C et al, Eur Urol. 2012 ;61(6):834-839
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I AA\avT1kr to§ivn:
EMavaANmT1KEG €VEOELG

Table 2 — Average change in patient symptoms and quality of life' between baseline and at 4 wk following each repeated intradetrusor
injection of botulinum toxin type A

Patients, no. 1

Urinary frequency (SD) 71 -5.2 (4.3) - - - -
34 -5.3 (5.3) —-3.4(3.8) - - -
15 -39 (3.8) -3.3(2.7) —-3.7(24) - -
10 —4.4 (4.3) -3.1(1.9) -3.8(23) 34 (2.1) -
9 —4.4 (4.8) -2.8(1.9) —4.1(2.6) 3.6 (2.0) 2.3 (1.1)
Urinary urgency (SD) 71 —6.4 (54) - - - -
34 -5.6 (53) —4.3 (2.9) - - -
14 —4.6 (4.8) -5.3(2.7) -5.3(3.2) - -
10 —-5.4 (4.6) -5.5 (3.0) —6.0(3.5) 5.5 (4.6) -
9 —-5.9 (4.5) —-5.9(3.0) -5.3(29) 6.2 (4.2) —-4.5(3.1)
Urge urinary incontinence (SD) 71 —3.5 (4.1) - - - -
31 —-3.6 (4.0) -2.9(2.2) - - -
15 2.4 (2.6) —-2.6(1.6) —2.4(22) - -
10 —-3.4 (2.6) -3.1(1.8) —-3.1 92.4) 3.1 (1.5) -
9 -3.1 (2.6) —-3.1(1.7) —2.8(24) 29 (1.4) 29 (2.3)
Q-7 (5D) 54 —43 (32) - - - -
26 —43 (34) —43 (30) - - -
13 —40 (41) —50 (35) —37 (31) - -
11 —44 (42) —55 (34) —41 (33) —45 (33) -
9 —55 (38) —67 (24) —38 (34) —47 (28) 23 (39)
UDI-6 (SD) 52 —29 (25) - - - -
25 —28 (21) —29 (23) - - -
14 —26 (21) —33 (20) —30 (20) - -
11 —28 (21) —32 (21) —30 (22) —19 (14) -
7 —33 (20) —29 (19) —26 (18) —24 (13) —14 {11)

Dowson C et al, Eur Urol. 2012 ;61(6):834-839
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AAAOvVT1Kn To&lvn:
EmtovoAnmtikéC eveoselc kal CISC

B CisC
3 Normal voiding

]
—
c
o
=
(1]
=8
S
|
]
2
E
3
=

Injection 1 Injection 2 Injection 3 Injection 4

p = 0.87

Patients requiring C13C vs those woiding normally after intradetrusor BoMT/ Alinjections for refractory IDO

Figure 3

Metd tnVv Tipwn €veon ouykplon tng QOL o€ 31 aoBeveig mov ekavav CISC
KOl 50 TIOU OEV EKAVOV O€V EUPAVLOT) KATIOLO OTATIOTLKWG OTLAVTLKN
dtadopd ota UDI-6 (p = 0.9) kat 11Q-7 (0.4).

Khan S et al, JUrol (2009) 181; 4: 1773-1778
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AAAOvVT1Kn To&lvn:
EMTOVOANTIT1KEC EVECELC KOl
EPWTNUATOAOY 1O

UDI-6 Scores Q-7 Scores

p<0.001 p<0.001 p<0.001 n=6, no p n=4, no p X p<0.001 p=0.02 n=6, no p n=4, no p

Khan S et al, JUrol (2009) 181; 4: 1773-1778
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AAAQVT1KN To&lvn:
EMOVOANTTT1KEC EVECELC KAl €EWOTNPOC

Table 1 - Changes in mean iniflammatory score at various time points aiter BONTA treatment and comparisons with
baseline values

First injection Second injection Third injection

Pre 4 wk post 16 wk post Pre 4 wk post 16 wk post Pre 4 wk post 16 wk post

Mean + SEM 0.77 £ 0.1 081+ 0.1 092+ 0.1 0.90+ 0.2 133 +0.2 1 1.25 + 0.3 0.80+ 0.2 100+ 04

Pre, pre-injection; post, post-injection; SEM, standard error of the mean; NA, not applicable.
No significant change was seen in degree of inflammation in biopsies taken from the whole study population after the first and repeat

injections compared with those obtained before treatment.

Kouio otatiotikr dtadopd otnv
aviyveuon pAeypovig petady
TWV EVECEWV

AUENON TWV NWOLVIPIALKWY
Oetikwv BloYiwv

Apostolidis A et al, Eur Urol 53 (2008) 1245-1253
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SNM petda tnv xpnon BoNTA

= 20 a00eveic

* Mgoo daoTtnua aro tnv BoNTA Bepamneia 23
UNVEG
1— 4 EVEOELC
Aocoloyia 100 — 300 U, €vag 5ooU
" 14 (70%) ToTtoBeTMONnNKE OVIPOG dlEYEPTNG
" 5 (35%) epdavicav BeAtiwon > 9o%
= MeTd amo €va €106 11 (79%) LKOVOTIOLNUEVOL
ue tnVv pebodo

Smits MAC et al, J Urol (2013) 190, 2148-2152
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SNM

MepthapBavetal ota Guidelines

Makpoypovia 6pdon
Niyeg RCTs
Mikpdg aptBudg aoBevwy

YYnAO mocooto enavenepfdoewv

AyvwoTn pokpoypovia dpdon ota
veupa

Apostolidis A, Neurourol and Urod 30: 766 — 770 (2011)
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MephapBavetal ota Guidelines
Bpoyuxpovia

Ailyeg RCTs

Mikpdg aptBudg aoBevwyv
AvootpePiun dpdon/ EmtavaAnyn
EVECEWV

AyvVwoTn HoKpoxpovia Spdon oTov
eEwoTtrjpa




AAAQVT1Kr] To&1lvn vs SNM
Koéotoc

Table 5 - Incontinence disutility sensitivity analysis.

Disutility value

SNM vs. BoNT-£ SNM vs. OMT
5 years 7 years 10 years

Dominant
Dominant
Dominant
Dominant
Dominant
Dominant

ulinum neu

Arlandis et al, VALUE IN HEALTH 14(2011)219 —228
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Dominant
Dominant
Dominant
Dominant
Dominant
Dominant
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Koéotoc

€140,000,000

€120,000,000

€100.000,000

€80,000,000
€60,000,000
€40,000,000
€20,000,000

€0
1 year 2 years 3 years

B wWithout SNM B with SNM O NET IMPACT

Fig. 4 - Potential budget impact of introducing SNM to female OAB patients in Spain.

Arlandis et al, VALUE IN HEALTH 14(2011)219 —228
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Moild Oepamneia; MMo1oC aoBevnC;

PTNS AcOgevriG ME CUUTIOPO O PTOVVTA VOOT] LT TIOU SEV TOU
EMTPETOLVV TNV avaloOnoia

AcOevriG UE LEYAAO UTIOAELUO, UTIOOUCTOALKO £EWOTIpPQ,
OLATAPOYEG TOU EVIEPOU, XPOVLO AAYOG, Oev BENeL 1) Sev umopel
va autokoBetnplaoTel

|KOVOTIOINTIKEG EVOOKUOTLKEG TILECELG, OEV UTIOPE( KATOVOTIOEL
TNV AeLToupyia Tou xelplotnpiov SNM
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MeAAOVT1KA

= Katovonomn Twv UnNyoaviopwy 0paong

= KaAutepn emtdoyn aocBevwv

= BeAtiwon e€omAlopov otn SNM

= AVOyvVwpPLOT) TIOPOPETPWYV VLA EEATOMIKEVOT)
NG docoloyiag BoNT-A

= AVOyvwpLOT) TIPOYVWOTIKWYV TIPOYOVTWV
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2 UMUITEPOCUAT LKA

» AmtoteAecpaTtikeG Oepareieg
» Qa mpemnel va tortoBetnBouv emakpLBwg
oTnv BepameuTikn aAAnAouyia
OEPATIEVTLKA OpLA
OEPATIEVTLKEG ATIALTIOELG TOU aoOevn
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