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La terapia endoscopica con Botulino nella vescica iperattiva

EVIDENCE SYNTHESIS:

The use of botulinum toxin type Ais
recommended In the treatment of
Intractable sypmtoms of neurogenic
detrusor overactivity or idiopathic
detrusor overactivity in adults (grade A)

EAU guidelines 2008
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Campi di utilizzo della tossina botulinica:

e Oculistica
 Neurologia
 Dermatologia
e Iperidrosi

e Urologia
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un po’ di storia:

 J. Kerner, prima descrizione di botulismo o “veleno delle salsicce”. Ipotizzo il
suo utilizzo nella danza di San Vito (Germania, 1822)

« E.P.van Ermengem, primo isolamento Clostridium Botulinum da cibi e tessuti
post-mortem (Belgio, 1895)

* Inizio studi utilizzo bellico dellatossina botulinica. Un grammo di tossina
Inalata capace di uccidere 1 milione di persone (Gran Bretagna, 1916)

« E. Schantz sviluppo forme cristalline della tossina ma escluse un suo uso
militare USA, 1946)

« Dal 1972 formulazione per uso militare in USA e URSS ed Iraq poi
« A Scott, primo uso terapeutico nello strabismo (USA, 1980)

o J Carruthers, utilizzo nel blefarospasmo (Canada, 1987)

« sua moglie, Alastair, dermatologa la utilizza in campo cosmetico

D. Dykstra, utilizzo nella dissinergia vescico-sfinterica (USA, 1988)

B. Schurch, utilizzo nell’iperattivita detrusoriale (USA, 2000)
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7 sottotipi di tossina botulinica
Il sottotipo A e il piu importante
dal punto di vista clinico g
e la maggior parte degli studi
riguardano il Botox® e poi il  E&.{ }ﬁ |
Dysport®
Piccolo e recente utilizzo anche

del sottotipo B

W

E’ possibile ottenere alte concentrazioni vescicali dell’agente
terapeutico evitando inadeguati livelli in altri organi
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BOTULINUM-A TOXIN

BTx A inhibits calcinm mediated release of Acelylcholine vesicle af neuromuscular
Jjunction, which results in reduced muscle contractility and atrophy at injection site. BTx-A
has catalyfic zine finger motif that may blok activity of SNAP-25, protein important in
synaptic vesicle fusion.

la tossina botulinica A agisce a livello di numerosi trasmettitori
sensoriali oltre che sul rilascio di ACH, come ATP, sostanza P,
CGRP, glutammato, NGF (considerare la degenerazione
assonale..)
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Innervazione motoria della vescica RECETTORI
SIMPATICO
Sistema nervoso centrale e periferico ® Alfarecettori:

Ganglio
meseptericﬂ

Rilasciamento

el vescicale (]

W Parasimpatico Cﬂﬂtﬁ?llﬂne
' vescicale
Sfntere siriato i -~
: : sfintere striato
’ Muscoli pavimento
. pelvico

Abrams P, Wein AJ. The Overactive Bladder—A Widespread and Treatable Condition. Sweden: Nystroms Tryckeri AB; 1988,

contrazione della
muscolaturaliscia,
collo vescicale e
uretra prossimale

Beta-recettori:
rilasciamento della
muscolaturaliscia,
corpo vescicale

PARASIMPATICO

Recettori
colinergici:
contrazione della
muscolaturaliscia,
detrusore
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e |perattivita destrusoriale

(diagnosi urodinamica)

e Vescica Iperattiva
(diagnosi clinica)
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La terapia endoscopica con Botulino nella vescica iperattiva

LESIONI CORTICO-SOTTOCORTICALI COMPLETE

assenza del controllo volontario della minzione
minzione coordinata
assenza di attivita sfinterica volontaria

LESIONE MIDOLLARE
ALTA COMPLETA (superiorea D10)

assenza del controllo volontario della minzione

iperattivita detrusoriale

dissinergia detrusor e-sfintere liscio e striato (“doppia dissinergia”)
assenza di attivita sfinterica volontaria

BASSA COMPLETA

assenza del controllo volontario della minzione
iperattivita detrusoriale

dissinergia detrusore-sfintere striato

assenza di attivita sfinterica volontaria

LESIONE DEI CENTRI MIDOLLARI

acontrattilita detrusoriale
assenza di attivita sfinterica volontaria
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Che cos’e la vescica iperattiva

La vescica iperattiva € una “sindrome sintomatica” indicativa
di una disfunzione delle vie urinarie inferiori

In particolare si definisce come:

Urgenza, con o senza incontinenza da urgenza,
di solito associata a frequenza aumentata e nicturia

Standardisation Subcommittee of the Intermmational Continence Society (ICS)

Abrams P, Cardozo L, Fall M et al Neurourol Lirodyn 200221167178
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OBIETTIVI:

« CONSENTIRE UN ADEGUATO
SVUOTAMENTO VESCICALE
MANTENENDO BASSA LA PRESSIONE
ALL'INTERNO DEL SERBATOIO
DETRUSORIALE, RICERCANDO NEL
CONTEMPO UNA ACCETTABILE
CONTINENZA URINARIA
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TRATTAMENTO

(cateterismo intermittente)

TERAPIA FARMACOLOGICA CON:
- anticolinergici ossibutinina, tolterodina,

trospium
- capsaicina, resinferatossina intravescicale
- tossina botulinica a livello detrusoriale

RIZOTOMIA SACRALE POSTERIORE (e
stimolazione delle radici sacrali anteriori)

AMPLIAMENTO VESCICALE
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V escica neur ologica-
| perattivita vescicale

@ Elevate pressioni

@ Rischio vie superiori

@ | ncontinenza/Ritenzione

@ Qualita vita
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Iperattivita detrusoriale neurogena

Vi M o 200-300 U Botox
e 500-1000 U Dysport

iR %9 in 20-30 siti (0,5-1 ml per sito)
a10-30 mi

@clicicre > per 24 ore

per 1-3 settimane,
Terapia anticolinergical poi scalarefinoa
sospendere

S allaricomparsa dell'incontinenza
elrfirtreZl ori2 . .
R riflessa (4 -12 mesi)
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Nella vescica iperattiva idiopatica le dosi di attacco
sono nettamente inferiori (100-200 U Botox)
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Schema di somministrazione

100 ml bladder volume

1 ml Botox®

7

Avoid the trigone
\':\_Hj/
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Preoperatorio

e Urine steril
e Esame urodinamico

* Certezza che il paziente abbia compreso
la possiblilita di ricorrere al cateterismo
Intermittente

e Verificare la destrezza manuale e la
presenza di familiari in grado di
cateterizzare

» Consenso informato <
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Postoperatorio

« Antibiotico per alcuni giorni
e Catetere per 24 ore

» Alla rimozione puo verificarsi un‘aumento
temporaneo della urgenza e delle perdite

» Possibilita di dover ricorrere al
cateterismo intermittente per vari mesi o
anni

e Efficacia circa 4-14mesi



La terapia endoscopica con Botulino nella vescica iperattiva
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European Associotion of Urology
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Recommendations on the Use of Botulinum Toxin in the
Treatment of Lower Urinary Tract Disorders and Pelvic Floor
Dysfunctions: A European Consensus Report

Apostolos Apostolidis **, Prokar Dasgupta ®, Pierre Denys ©, Schier Elneil %,
Clare J. Fowler®, Antonella Giannantoni, Gilles Karsenty “, _
Heinrich Schulte-Baukloh ", Brigitte Schurch i, Jean-Jacques Wyndaele !
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Recommendations on the Use of Botulinum Toxin in the
Treatment of Lower Urinary Tract Disorders and Pelvic Floor
Dysfunctions: A European Consensus Report

Apostolos Apostolidis “*, Prokar Dasgupta®, Pierre Denys <, Schier Elneil ,
Clare J. Fowler®, Antonella Giannantoni, Gilles Karsenty 9, _
Heinrich Schulte-Baukloh ", Brigitte Schurch?, Jean-Jacques Wyndaele
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Criticita

o Efficacia alungo termine?

e Tossicita?

e Detrusore?
« Compliance?
e Costli

e Farmaco con indicazioni diverse
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Use in the lower urinary tract

U Detrusor —sphincter dyssynergia
U Bladder pain syndrome/i.c.
UBPH associated with LUTS

u

u
5
u

Pelvic-floor disorders
Detrusor Injection in children
Prostatitis

L1 Urethral stricture
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Recommendations on the use of BolNTs in the treatment of intractable symptorns of LUT and pelvic-floor disorders Gr

:

o D
1= BoTA o treat refractoory RO in patients willingg b uase RSO
The airm of the treatmment i3 o improve asymptoms, arodymamic rizk factors for renal ompairmment, or qgualty of
Lfe in patsnit= with s@pinal RO
The disgrnosis of MDD should follow the: EALT guidelines e uarodynamic asssssmmant is rmoaansdastory).
PFatdent= =should he old the reatment does ot last indsfimitely huar showuld hawe s mean duration of 2 rreos.,
Fepeatsd raabhment has been shown o e efficaciouns.

R -

DO A E
1Th=s BoaTA o treat refractory T in patients willing to wss RSO
1i=e copution bacpuses the risk of voiding diffculty as well as the daraton of effect has not hesan accurately aeahiated
o dats. Fulhuwre sathadies should address the benefit—aisk mtio for the bhest mindmeal dosags.
A1l patients should accspt in writng the possibhle nesd o performmnm CESC following tTreatrmant.
Fesidual wolurmes =hould he measuresd regularby for the frst month starting a8t the Aret weaeael
Fatdent= should he old theat the treabnesnt doss not last ndefmitsly but ha s a mean daratbdon of & oo,

BB »

2

Comparison of injection technidgues
The dilation of Bobox showuld e 1630 W mnml per sites; thas, the nuambesr of ingecton sites depends on the total Gdosa g B
being sdministersd (e, 360 sites for 8 doss ge of Botoor 3060 10 in WNDO). Thes oprtirnuam dosse for dilation of Dyspart
ha=s yet o e established .
The choics aof flexihle or mgid oystosonpe Sshoiald e lesft to locen ]l expertss
The depth and loecaton for njecton=s should be whithin the daetrmoesEaor mmuEcles out=side the trigone

fy 0

Detruasar injgecton=s in children
Dose rangse should be determinsd by bhody waight: 510 Uk body weaight up to a8 maxrmum dosage of Botos 3000 1 B
Tha=s haaen Showmn to e effertve and safe Caubon is recommeeandsd for the totel]l dosags in childran also treatsd for spasticaity.

A minidnmurm age aof 3 yr is suggested bhecapuss thers are littles data for youngsr ages. [ ==
Dther recommendations follow adult OO indications. F.N
BEoTA =phincrer injectians

Thers is Lok 1k for the u=ses of BoaTA in D3ED in neurm gaEniac patismts, bat thes clinaeal walous of this has —

o e stadied furthesr baefors s recormomeandation can e s

If imjecton is done, Botox 10680 LT in 4 ml should e ased . [ ==

Further stadies in adults with woidding dy=sfoncton of non-nesuraEesnic orighin are neesadsd N

Baefors its u=se in children is recommendsad, the longger term climdoal walus nesds to be aaseassed —
BFs

Im the ahsenose of placebho-contralled dats in the ndication of BPS, it is impossibhle o recommeeand the ase of Babl T —

despite results from aopean-labs] stodiss

Fatients should he warmead of the possible nesd o performnm OIS or of worsendng pain. [ ==
EFH assodcated with LIS

Cwrrenty, thers iz msufficient date to recommeand this promiEing treatmnant for unse of BaklTa for bladdsr-outlat —

mwatruction dus o EFH iredics Son.

Furthesr placeho -contrallesd sthadiss ares messaded. .
Pelwic-loor disorndsrs

Im=ufllicdent evidancs axists on which to hase dindcal adwics. —

Thers i= a neaed for robust dindceal trials to prowes that thiz agesnt i= trualy sflAceacions in thi=s disparats groap of patisnts. N
Zafety in wological applicatons

BolT can e used o the LT with the cuarmesnt dosagess and technagues; the climndcal rssults show thaet it is s

=afe aowarall. Side-=ffacts have heasn repoartesd, mostly a8t s low i dsres

Further follow -up of =afesty i=s necessary bhecau=sse BEoblT in other application= has been =shown o hawe histologic, .8

autarnormic, and other sscondarny effect=. Simdalar stadies are also nessded in aralogic treatmmsrt .
Fatants treated for O should scocspt heforaehand the pos=sibhle nesd to perforrm CHE hecauses inorsasas of .8

rezidualfretenton i= the mo=st freguent complicatbon.

Th= highs=st grads of recommeandatiaon was given for the uses of Bl TA in NS and T30 refractory to aoral pharmacothsrapy in patdsnts willing
o performn CEC GF nesdead as weall as for the owverall dinmdcasl safety of the treatmeant undsr the currently ased dosages and techmnigueas. B
recommmEandations could e mads for the ua=es of BoNT=2 n arsEthm]l sphinctsr di=sordses, BPS, benign prostats disesases, and  pelwvic- osor
dAimardsy=s, as the awailahls data weares considersd meonchisive. Largs placseho contrallsd and comparative rmals ars nessdeasd in all aspect=s of
BaT u=ss in the LT and the paebric floor.

I = meurogenidc destrasor  overactiviby; BEoN TS = homlirtmrm nearcborxin bypes A 1330 = detbmua=sor owermcidwity; CIEC = claan, mtesrmittesnt s=16-
cathstsrisatan; EALD = Eurapsan Association of Drolbogy: 1040 =idiopathic destuasor overactivity; AR = oweractive hladdsr, LoE = lewsl of
evidanos;, DED = daetmusor-sphinctsr dyssynergin; BFS =hladdsry pain syndrormes; BPH = bhanign prostatic hyperplasia; LUTS = lowar arinary ract
svmpboma; CIE = cdean intsrmiattent cathestern=satbon.
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EVIDENCE SYNTHESIS:

The use of botulinum toxin type A Is
recommended In the treatment of
Intractable sypmtoms of neurogenic
detrusor overactivity or idiopathic
detrusor overactivity in adults (grade A)

grazie per I'attenzione!



