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DIRENCLI AAM TEDAVISINDE
BOTULINUM TOKSINI

Dr. Abdullah Demirtas
Erciyes Universitesi Tip Fakiiltesi
Uroloji Anabilim Dali
Kayseri



Asiri Aktif Mesane

 Tanim: idrar yolu enfeksiyonu veya baska
herhangi bir patoloji olmaksizin, birlikte idrar
kacirmanin oldugu yada olmadigi acilen idrara
sikisma hissidir. Sik idrara ¢cikma ve nokturi
eslik eder.

Incontinence, 5th consult 2013



 Urolojik kullaniminda

— 2011 yilinda spinal kord hasarina veya multipl
skleroz gibi nérojenik hastaliklarda FDA onayi
almistir

— Ocak 2013 de asiri aktif mesanede FDA onayi
almistir

17.05.2016 Dr. A. Demirtas, Erciyes Uroloji 3



Gﬂ Afustos 2014 CUI‘-.-1-‘-"-.HTESD Resiie (atete Say : 29104
TEBLIG

Sesval Giwenhl: Knnmmmdan:

SOSYAL GUVENLIK EURUMU SAGLIK UYGULAMA TEBLIGINDE

DEGISIKLIE YAPILMASINA DAIR TEBLIG

d) Sikisma  tip1 Girmner inkontinans,  sikisma  ve  sik
idrar semptomlari olan asir1 aktit mesane endikasyonunda, en az 2
tarkl antikolinerjik/antimuskarinik tedaviyi 3 ay sire ile kullanip
tedavive vanit vermeyen va da bu tedaviler tolereedemeven
hastalarda, bu durumu belirten ve kullanilacak ilacin dozuyla,
kullanim siiresini 1ceren tniversite hastanelert 1le egitim ve
arastirma hastanelerinde en az bir troloj vzman hekiminin ver
aldig1 3 ay siirel1 saglik kurulu raporuna davanilarak kullanilir. 3
ay siireli raporlar bir uyvgulama icin olup, receteler tiroloj1 veya
kadin hastaliklart ve] dogum wuzman hekimleri tarafindan

17.05.2016 ERU Uroloji AD 4
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= Previous Article December 2010Volume 184, Issue 6, Pages 24162422 Mext Article = 2422 Mext Article =
Efficacy and Safety of OnabotulinumtoxinA for Idiopathic r Idiopathic
Overactive Bladder: A Double-Blind, Placebo Controlled, _ontrolled,

Randomized, Dose Ranging Trial

rll, Karel Everacerty]. Catherine

Roger Dmochn*m'ski‘l’i:l. Christopher Chapplef. Victor VW. Mitti§, Michael Chancellor||, Karel Everaerty], Catherine
Thompson||, Grace Daniell||, Jihao Zhou||, Comelia Haag-Molkenteller|

* Faz ll, cok merkeazli, cift kér, randomize, doz ayarlama
calismasi, 313 hasta

* |diopatik overaktif mesane,

 50,100,150,200,300 U, intradetrusor
onabotilinumtoxinA, plasebo

e 12 hafatada degerlendirme
@U doz givenlik profili ve PVR icin uygun bulunm@

17.05.2016 Dr. A. Demirtas, Erciyes Uroloji 5
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Figure 2. Dose response) Cumulative efficacy (AUC) using rank
residual score of UUI episddes for all points.

17.05.2016
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Doz etkinlik

e Haftalik

— Iseme sikhiginda azalma
— Nokturide azalma
— Isenen volimde artis

e Etki 100 U ve Uzerinde kalici

* Yasam kalitesi memnuniyetinde baslangic
degerine gore anlamli dizelme 100 U

Dmochowski 2010



Yasam kalitesi

Baseline Week2 Week6 ek 12\ Week 18 Week 24 Week 30 Week 36
1 L 1 i 1 1 1
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250U

o O —&— 100U
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Figure 3. Change from baseline in mean King’s Health Ques-
tionnaire score (symptoms component) by treatment group.

Dmochowski 2010
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Guvenlik

 Uriner enfeksiyon

 Uriner retansiyon

— TAK ihtiyaci

— Uretral kateter ihtiyaci
* PVR de artis

Dmochowski 2010



ONABOTULINUMTOXINA FOR IDIOPATHIC OVERACTIVE BLADDER

Table  Summary of safety by treatment group (safety population)

[\

\nabululinumtuxinA Dose

Flacebo 50 U 100U ‘ 150 U 200U 300 U
No. pts 43 06 ) 50 i B
Total No. AEs (%) 3(76.7) 14 (786 44 (80.0) 39 (78.0) 44 (846) 46 (83.6)
No. freatment related AEs (%) 8(18.6) 17 (304) 20 (364 20 (40.0) 20 (385 27 180.0)
No. UTls (%) 71(16.3) 19 (339) 20 (364] 27 1440) 25 (481) 19 [345)
No. urinary retention (%]* 1 (23 H 89) 10 (182 14 (28.0) 12 (33]) 14 (255
No. residual uring/residual urine vol (%] 0 (0.0) 3 (54 2 (36 3 (60) 417 2 (36)
No. PVR 200 ml or greater (%] 0 (0.0) 1 (125) 8 (145 10 (20.0) 15 (28] 15 (273
No. PVR related catheterization (%)t 0 (0.0) 3 (54 6 (109 10 (200] 1 212 9 (164)
Median days PVR related catheterization (rangejt Not available 30(5-130) \13(18—441] l 57 (3-245) 179(35-241) 15 (4-247)
* Definition of urinary retention added into study of PVR 200 ml or greater.
t CIC or indwelling.

Dmochowski 2010

17.05.2016 ERU Uroloji AD 10
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Figure 4. Change from baseline in mean PVR urine volume by
treatment group.

Dmochowski 2010
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100 U/10 cc 200 U/30 cc
0.5 cc/20 noktaya 1 cc/30 noktaya
Ort. 6 ayda bir Ort. 9 ayda bir

Dome

» S Injection sites

Davis 2015, trigon
dahil, haric

17.05.2016 Dr. A. Demirtas, Erciyes Uroloji 12
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= Pravious Article June 201 3volume 189, Issue 6. Pages 21862193 Mext Article =

Onabotulinumtoxin for the Treatiment of Patients with
Overactive Bladder and Urinary Incontinence: Results of a
Phase 3, Randomized, Placebo Controlled Trial

Wictor W Nittifi:I. Roger Dimochowskit Sender Herschom@S, Peter Sandf. Catherine Thompson||, Christopher
Mardao||, Xiachong Yan||, Comelia Haag-Molkenteller||, EMBARK Study Group

Faz Ill, randomize, plasebo kontrollu
e 2009-2011, 557 hasta,
e AAM semptomlari 6.7 yil

e |drar kacirma epizotlari azalma
* Sikisma sayisinda azalma
e TAK orani gecici (6 ay) %6.5

17.05.2016 Dr. A. Demirtas, Erciyes Uroloji 13



Ekinlik

* Primer etki

— Urge Uriner inkontinans
* Sekonder etki

— Iseme sikhg azalma

— Urgency azalma

— Noktiri azalma

— Iseme volumimde artis

e Etki 2. hafta baslayip 12 hafta devam etmis

Nitti WV., 2013

17.05.2016 ERU Uroloji AD 14



Uriner inkontinans

Time Post-treatment (Weeks)
0 2 4 6 8 10 12

01 | | | I | |

| -0.87

Placebo
B OnabotA 100U

(Ul Episodes/24 Hours)

-2.65"

Mean Change from Baseline

Botox %47.9, plasebo %12.5

Nitti WV., 2013

17.05.2016 ERU Uroloji AD 15
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17.05.2016

Kontinans

M Placebo
B OnabotA 100U

57.5"

22.9*

250% 100%
Reduction from Baseline in Ul Episodes at Week 12

ERU Uroloji AD Nitti WV., 2013
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Tedavi cevabi

106 ® Placebo
B OnabotA 100U

Patients with Positive
Treatment Response (%)

Week 2 Week 6 Week 12

Time Post-treatment

17.05.2016 ERU Uroloji AD Nitti WV., 2013



Guvenlik, yan etki

Table 3. Key safety parameters in first 12 weeks after treatment 1 and at any time during treatment cycle 1 in safety population

No. First 12 Wks (%) No. Any Time (%)*
Placebo OnabotulinumtoxinA 100 U Placebo OnabotulinumtoxinA 100 U
No. pts 272 278 272 218
AE with 5% or greater incidence.
< Ut 16 (5.9) 43(155) 75(9.2) 68 (245] _—>
Dysuria yaiamay neanrara AL 40(14.4)
Bacteriuria 5(1.8) 14 (5.0) 10(3.7) 23 (8.3)
Urinary retention$ 1(04) 15 (5.4) 1(04) 16 (5.8)
Serious AE 8(29) 9 (32) 16 (5.9) 18 (65)
Death 0 0 1(0.4) 0
PVR (mi}: 0 0
200 or Greater change from baseline 19 (6.8) 24 (87)8
200 or Greater 24 (856) 31(1.2)

* Onset between treatment 1 receipt and re-reatment or study exit.

t Positive urine culture with bacteriuria count greater than 10° cfu/ml and leukocyturia greater than 5 per high power field.
$PVR 200 ml or greater requiring CIC.

§ In 276 patients due to no baseline value in .



1.8%
1.1%"* “ g

3.6%*

17.05.2016

TAK orani

Yesil alan 12 haftadan uzun TAK,
Sari alan 6-12 hafta arasi TAK,
Mavi alan 6 haftadan az TAK

Nitti WV., 2013

ERU Uroloji AD
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EUROPEAN UROLOCY 64 (2013) 249-256

available at www.sciencedirect.com
journal homepage: www. . europeanurology.com
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Platinum Priority — Incontinence
Editorial by Stephan Madersbacher on pp. 257-259 of this issue

OnabotulinumtoxinA 100 U Significantly Improves All Idiopathic
Overactive Bladder Symptoms and Quality of Life in Patients with
Overactive Bladder and Urinary Incontinence: A Randomised,
Double-Blind, Placebo-Controlled Trial

Christopher Chapple - * Karl-Dietrich Sieverrb, Scott MacDiarmid <, Vil Kf‘lt.lflﬂl"d,
Piotr Radziszewski €, Christopher Nardof, Catherine Thompson z Jihao Zhouf,
Cornelia Haag-Molkenteller’

/THE JOURNAL = o S

"UROLOGY" #|[bi

Urological
Articles & Issues ~ Collections ~ Mulimedia - News - For Authors ~ Jourmal info ~ Subscribe AUA ~

Association

f—'ill Content - | |-Search | Advanced Search

= Previous Article June 2013Volume 189, Issue 6, Pages 21862193 Mext Article =

OnabotulinumtoxinA for the Treatment of Patients with
Overactive Bladder and Urinary Incontinence: Results of a
Phase 3, Randomized, Placebo Controlled Trial

Victor W Nitti'l'lj. Roger Dmochowskit, Sender Herschom®, Peter Sandy], Catherine Thompson||, Christopher
Mardao||, Xiachong Yan||, Comelia Haag-Molkenteller||, EMBARK Study Group
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T.leurourology = =

UClrodynamics e

MNeurourology and Urodynamics 33:S26—S31 (2014)

o

Chapter 5: Clinical Data in Neurogenic Detrusor
Ovwveractivity (NDO) and Owveractive Bladder (OAB)

_ _Francisco Cruz?* and WVictor Nitti?
2Hospital Sac Joao, IBAMC & Faculty of Medicine do Porto, Porto, Portugal
FDepartrnent of Urology. INew York Urniversity School of Medicine, New York, LISa

TABLE IV. Clinical and Urodynamic Parameters at Week 12 in the EMBARK Trials (OAB)

Nitti et al** Chapple et al.*
Flacebo Onabotulinumtesdng Flacebo Onabotulinumtoodng
[n=277) 100U (n=280) (n=271) 100U (n=277)
Mean change from baseline in clinical and urodynamic parameters at week 12
Ul episodes/day (co-primary endpoint) —0.87 —2 657 —-1.03 —295¢
Micturition episodes/day —0.91 -215¢ —0:83 —2.56"
Urgency episodes/day -13:1 —293 -1324 —3.67"
Nocturia episodes/day -0.24 —0.45° -0.25 —0.54!
Patients with a positive response on TES, % (co-primary endpoint) 29.2 60.8° 268 628"
Mean change in 1-QOL score®
Total summary 6.8 219 6.3 231t
Avoidance and limiting behavier 7.3 239° 6.0 235t
Psychological impact 61 19.6* 65 215%
Social embarrassment 7.2 226 6.3 25.0f
Mean change in KHO multi-item domain score®
Role limitations -24 243 —-50 —26.5
Social limitations —38 -17.3 -13 -16.2
Physical limitations 54 —20.8 -59 —725
Personal relationships -11 134 —-28 -11.7*
Emotions -59 -17.4 -432 -196
Sleep/energy -5.3 ~151} -75 —201}
Severity/coping measures —33 —1a7" -39 —13.1}

OAB, overactive bladder; Ul, urinary incontinence; 1-Q0L, Incontinence Quality of Life; KHQ, King’s Health Questionnaire; TBS, treatment benefit scale.
“Higher scores indicate better health-related quality of life (HRQOL); the minimal important difference (MID) is a 10-point increase.

“Lower scores indicate better HRQOL; the MID is a S-point decrease.

P (.05,

P00l

P 0001

Neurourology and Urodynamics DOI 10.1002/nau

17.05.2016 ERU Uroloji AD



Tekrarlayan uygulamalarda

e 345 hasta  (1,,2.,3. uygulama)

* Ul da azalma (-3.07,-3.49,-3.49)

* Pozitif tedavi cevabi (%63.6, 76.9, 77.3)
e Retansiyon, TAK stabil (%4.6, 4.1, 4.7)

urology bl

li[ ro

MNeurourclogy and Urodynamics 33:526—531 (2014)
I
™
(5]
u Chapter 5: Clinical Data in Neurogenic Detrusor
Overactivity (NDO) and Overactive Bladder (OAB)

_ _Francisco Cruz®* and Victor Nitti®
*Hospital Sao Joao, IBMC & Faculty of Medicine do Porto, Porto, Portugal
“Department of Urology, New York University School of Medicine, New York, USA
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Durable Efficacy and Safety of Long-term
e 3.5 Yi I , 6 uygu lama OnabotulinumtoxinA Treatment in Patients with

Overactive Bladder Syndrome: Final Results of a 3.5 Year

* 12. haftada degerlendirme g
. U U i ata kI a rl n d a a Za I m a Victor W. Nt David Ginsberg, KartDietich Sievert, David Sussman, Sidney Radomski Peter Sand

Ditk De Ridder Brenda Jenking, Andrew Magyar, Christapher Chapple on behalf ofthe 191622-096

* Etki kalci JHEJOURNAL g =

i American

* Ortanca etki suresi 7.6 ay UROLOGY) g5 Uil
* Hasta memnuniyet orani %70-90

* Antikor gelisimi yok, respiratuar risk yok,

* Fibrozis yok

Nitti 2015,193;e719-e720
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AAM icin Sonuclar

* Doz secimiicin Faz Il calisma, etkinlik guvenlik icin
iki tane Faz lll calisma (1105 hasta(557+548))
— (50-300 U) 100 U
— Uygulamada trigon ve kubbe korunmus (20 noktaya)
— Etki 2 haftada baslayip 12. haftaya kadar devam ediyor
— Urge Uriner inkontinans ataklarinda azalma
— Idrar yapma sikliginda azalma
— Noktlride azalma
— Urgency azalma



AAM icin Sonuclar

* |drar yapma voliminde artma
* PVR de atma

 TAK orani dusuk (%6.1, etki gecici, %1.8 12
nafatadan uzun struyor)

* |lk uygulamadan sonra etki 3. ayda azalmaya
paslayip 6-9 aya kadar devam ediyor

e Uzun donemde tekrarlanabilir bir tedavi



eau

Summary of evidence LE
A single treatment session of onabotulinum toxin A {100 U) injected in the bladder wall is 1a
more effective than placebo at curing and improving UUI and QolL.

There is no evidence that repeated injections of onabotulinum toxin A have reduced efficacy. | 3
There is a high risk of increased PVR when injecting elderly frail patients. 3
The risk of bacteruria after onabotulinum toxin A (100 U) injection is high but the clinical 1b
significance of this remains uncertain.

Onabotulinum toxin A {100 W) is superior to solifenacin for cure of UL, but rates of 1b

improvement were eguivalent.

Recommendations

GR

Offer bladder wall injections of onabotulinum toxin A (100 U) to patients with urgency urinary | A
incontinence refractory to antimuscarinic therapy.
Warmn patients of the limited duration of response, risk of urinary tract infection and the A

possible prolonged need to selfcatheterise (ensure that they are willing and able to do so).

17.05.2016 ERU Uroloji AD
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Maliyet

188-330TL ILAC BEDELI

Yatak Ucreti, anestezi maliyeti

Kolay tekrarlanabilir islem sistoskopla yapiliyor
Poliklinik sartlarinda da yapilabilir

Ogrenimi kolay

Radyasyon yok
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