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La preservazione d’organo
nel carcinoma vescicale
infiltrante

Obiettivi
- cura del paziente

- conservazione vescica funzionante

(senza compromettere la sopravvivenza)

2015




La preservazione d’organo
nel carcinoma vescicale
infiltrante
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SCHEMI DI ASSOCIAZIONE
RT/CT

RTOG/MGH

Trifasica ( split course)
» induzione ( 40 Gy pelvi + CDDP)
s Rivalutazione( 4-6 settimane! )

» radicalizzazione ( chirurgica o0 24.8 Gy + CDDP se
CR)

RT/CT DEFINITIVA  Fase unica
50- 60 Gy vescica + CT

2015




Studi RTOG: 468 pz.( 30 pz./anno)
Studio | Rif Cl . |RT(Gy) | CT N°.pz. | RC(%) | OS(%) e
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Studi RTOG

%0S
: : o o :
Studio Rif. neo/ad | RT(GY) CT pz. RC(%) | OS(%) ?’r?tséct:tlga
_ Michaelso 4.8/36 E_?clit x50 0 _ _
05-24 | 9.0 5014 X o= 21169 %




Pooled analysis RTOG

* 69% CR dopo induzione
= 80% vescica conservata

= Tox.tardiva > 3: GU 5.7 %
Gl 19%

F.UP MEDIANO 7,8 AA.

2015 Mak, JCO 2014



Pooled analysis RTOG (468 pz.)

Outcomes 5 year 10 year
OS 57 % 37 %
DFS 60 % 47 %

LF infiltranti 13 % 14 %

LF non inf. 36 %
DM @D 35 %

~—

2015

Mak, JCO 2014




Studi RTOG in corso

Studio RT (Gy) CT
CDDP + 5-FU

07-12 Iperfrazionata |VS-
Gemcitabina bassa
dose

Iperfrazionata

5-FU + Mitomicina C

2015




RT - CT DEFINITIVA

Autore

N° pz.

RT/CT

% RC

% S

% S vescica

conservata
Orsatti(95) 76 50 Gy/ C+FU 81 62 45
Coppin(96) 99 60 Gy/ C 70 47 36
Housset(97) 120 64 Gy/ C+FU 77 63 41
Shipley(02) 190 64.8 Gy/ C 64 54 45
Hussain(04) 41 55Gy/ M+FU 71 36 40
Tirindelli(04) 77 89 Gy(l.Gyx3) 1 90.3 58.5 46.6
Rodel(06) 415 2ty CCP 72 51 42
Weiss(07) 112 50-59 Gy/C+FU 88 63 50
Krause(11) 331 54 Gy/ C 78 54 45




RTOG/MGH RT/CT
(SPLIT COURSE) DEFINITIVA*

% RC 61-87 71-91

(|70 usze)
% S (5 aa.) 49-57 ( 36-74 \
::A)ons vescica 38-46 40-67
conservata
N 50-60 7040

Sinatisos 25

*Ploussard, Eur Urol 2014
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A systematic review and meta-analysis of clinical trials of bladder-sparing
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142%)
0
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- 28 13315 pts,31 articoli
21%
30% 1 0 I
20% 7
10% -
0% T T T T 1
CR[ n=3011] D5 n=313%9] BIS[ n=1958] SC[ n=2560] LF[ n=2357]
Univariate and multivariate analyses for different end-points.
End point  Split Cont. HRs 95% Cl  Abs. Benefit HR Endpoints Variables Variables
significant to significant to
os 73711346 10081793 0840 08161084 - univariate multivariate
an ms
cR 10081400 134411671 0513 0.430-0611 1.3% —_ oS
CR Continuous Continuous
BIS 323723 50411235 1471 0.873-1.410 Ho—
course course
BIS
sC 28711144 26811416 1.435 1.188- 1.732 5.7% -0 .
SC Continuous CP-based
LF 222/825 44311532 0805 0,748 1084 —oT course treatment
CP-based
| L R
0.1 1 10 treatment
Favour Cont. Favour Split LF

\/



Chirurgia Vs. RT-CT

CISTECTOMIA % S (5 aa.) % S (10 aa.)
PURSIBYHHCC) 36 27
384501 48 32
NESRR 266 50 34
aueT 2668 (57) 45
RT/CT -

Erlangen 2002 45 39

MGH 2012 52 35
RTOG 57 36
Europei @ 42




1/2
Cystectomy (CYS) or selective bladder e
preservation (SBP) in MIBC: the SPARE study

Huddart R. Int J Radiat Oncol Biol Phys 2012:84(Suppl

3):5119-20(abs.296)

» Phase I, feasibility study; pts with T2-3 NO MO BCa receiving 3 cycles
of neoadjuvant chemotherapy (NAC) and randomised to CYS or SBP
(4% cycle NAC + RT)

» Study was stopped for poor accrual after 30 mo (45 pts included, target
110) = primary endpoint not met

» Secondary endpoint: adherence to treatment policy = high level of
non-adherence: 32%! 79% response rate to NAC

Response after No response after Response
3 mo NAC (N=33) 3 mo NAC (N=9) unknown (N=2)

Adherence Non- Adherence Non- Non-adherence
adherence adherence

Randomised
to:

SBP (N=20) N=10 N=1
(SBP) (CYS) N=3 N=6 N=1 (SBP)

CYS (N=25) N=17 N=5 (CYS) (SBP) N=1(CYS)
(CYS) (SBP)

(TREATMENT RECEIVED)
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Radical cystectomy versus organ-sparing trimodality treatment in
muscle-invasive bladder cancer: A systematic review of clinical trials

G. Arcangeli®, L. Strigari ®*, S. Arcangeli®

8 Medical Physics and Expert Svstems Laboratory, Regina Elena National Cancer Institute, Via Elio Chianesi 53, 00144 Rome, Italy
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Outcomes of Radical Cystectomy in
Potential Candidates for Bladder
Preservation Therapy

Eugene J. Pietzak, Matthew E. Sterling, Zachary L. Smith, 5. Bruce Malkowicz, and
Thomas J. Guzzo

157 PZ. SOTTOPOSTI A CISTECTOMIA RADICALE , ELEGIBILI
PER TRIMODALE(cT2NOMO)

- 24% con mts linfonodali( 16% sopra la biforcazione iliaca)
- 36% erano pT3 (19%) o pT4(17%)

- 36% avevano CIS occulto

Urology 2015




Preservazione vescica:
controllo locale

(H-Ie-H 2Ro\<{1 ,es%féléfqﬁiﬁ'oq 0) 30 %
(Sternl-orelingz\o/ong;rzoos) 33-56 %
(Poll§:I18984?Rlcl)l(?eilv2%02) 30-40 %

TURV +RT +CT 64-87 %

2015



Recidive Trimodale

LR DM
T2 3-4 % 10-27 %
13-T4 11-16 % 39-50 %

Hautmann, J Urol 2006
James, NEJM 2012




CT Neoadiuvante

STUDIO N° pz. ﬁEO TERAPIA | RISULTATI
E\l:ordi_c Trial T1-2 : N.S.
(o] in
JCBP1996 325 |ACx2 RT T3-4 : +15% OS
EORTC/MRC RT 36% Vs. 30 % OS
Lancet 1999 o 0 0
JCO 2011 976 MCV x 3 27 % Vs. 20 % DFS
CHIR. (10
aa.)
ganisri Trial
engeiov .
9&;39 nco 120 MC x 3 RT Negativo(- 5.6% OS)
RTOG 89-03
Efstathioy 151 MCVx2 | RT+CDDP | N.S. (50% Vs. 49 %)
RT+ - 0
Huddart > 0S in CR(69% vs
94 MVAC x3 | CDDP/FU
BJC 2015 *> | Tn cR(88%) | 52%)




TRIMODALE

RADIOSENSIBILIZZANTI




Gem. - - % S con

Autore |N.pz. |RT(Gy) (mg/mq) % RC | % OS XS%%'SR, ata

Keng ., | 24 | 60 |asie>> | o1 | 78 65
( racc. 27)

?ﬁs's?:h 24 60 |2ea o> | 86 76 62
(MTD 27)
200-500

ge‘]‘qffe? 25 | 54 |(race.400)| 400 | 70 73.8
+CDDP 100

Borut

33 60 75 sett. | 80 64 NR
R&O 2012
RTOG

0712




RT + Paclitaxel

% S con
Dose %RC | %S vescica

(mg/mq) conservata

Autore |N-PZ| RT(Gy)

midourn. | 8 | 60 |150sett+ | 409 | 57

Canc. 2000 Carboplatino (2 anni) )
Muller
- 40

S&0 39 | 56 20-35 65 | (3 amni) _
RTOG

50 sett
99-06 go | 64.3 ChDP 20 81 69
ﬁﬁglf%aorb Iperfr. I CT ad. (2 anni)
G\pdel- 30 64 60 sett. + 90 §

Asco 2013 CDDP 20




RT

Vs
RT + 5FU/MITOMICINA C
N° RT 5FU |MIT.C
pz. |(Gy) |mgmq |mgmq |%DFS |7 0OS - 50% REC.
INFILTRANTI

54 RT 35 RT

360 [55/64 500 12
65 CRT 48 CRT

BC 2001, James NEJM 2012




Radiosensibilizzazione

N

- 0

Terapla o/o RC 0/0 OS con VéoS((:i)Csa conservata
RT 57 47 30

RT + CDDP 85 _62 40
@DP 87 65 )

RT + 84 79 69
Paclitaxel (2 anni) (2 aani)

RT +

Gemcitabina 86 76 43

RT + 48

FU/Mit. C




thermome try.

Adult Urology

Oncology: Adrenal/Renal/Upper Tract/Bladder

Combining Mitomycin C and Regional 70 MIHz Hyperthermia
in Patients with Nonmuscle Invasive Bladder Cancer:
A Pilot Study

Elisabeth D. Geijsen,* Theo M. de Reijke, Caro C. Koning,

Paul J. Zum Vorde Sive Vording, Jean J. de la Rosette,t Coen R. Rasch,
Rob M. van Os and Johannes Crezee

From the Departrments of Radiation Oncology and Urology (TMdR, JJdIR), Acadermic Medical Center, Amsterdam, The Netherands

Thermometry points

used for T10, T50, T90 _

Thermometry probes:

bl
Bladder ———fsmee o 1.0
Vagina ——Seemes
Rectum ———Sereerrers
0.8 |
W
=
R
S
@
@
=
]
Figure 1. Locoregional 70 MHz hyperthermia using 4-phase array system. A, treatment setup during clinical use. B, schematic of _g 0.4
=
0.2+
0.0 T T T T T T T T T 1
o 6 12 18 24 30 36 42 48 54 60
time since start inclusion date [month]
[patients at risk 18 18 17 16 14 " 10 g 3 1

Figure 3. Recurrence-free survival



FATTORI PROGNOSTICI
TRIMODALE

Risposta Completa (dopo induzione o definitiva)

Tumore non visibile alla cistoscopia
Biopsie negative(pTO-pTis-pTa)
Citologico urine negativo

70 % dei pz.



FATTORI PROGNOSTICI
PER CR

T2 T3-T4 Sl NO
CR m 62% OS 27% @
0S 61% | 47% CR 38% 7%
Vescicaw 35% U
intatta
R
Rodel JCO 2002 Arcangeli G., Crit Rev Onc Hem 2015




FATTORI PROGNOSTICI

oS

RC

54%

63%

PER CR

Rodel JCO 2002
Efstathiou Eur Urol 2012
Mak JCO 2014




TURYV Radicale

CISTECTOMIA

TURV SALVATAGGIO
RADICALE 22 %
INCOMPLETA 42 %

Efstathiou Eur Urol 2012, Mitin, Curr Urol Rep 2013

2010




(3/3)

Prognostic factors in MIBC pts who received RT
+ chemotherapy: results from the BC2001 trial

Huddart R. Eur J Cancer 2015:51(S3):S475-6(abs.2507)

»

»

Multivariable analysis: factors associated with OS

Factor 95% CI

Residual mass after resection (yes vs no) 2.09 1.55-2.82 <0.0001
WHO performance status (1-2 vs 0) 1.72 1.32-2.41 <0.0001
Age 1.02 100104 0.02

Presence of residual mass highly correlated with extent of resection (report
urologist performing TURBT)

» 96% complete resections without residual mass

»  66% incomplete resections with residual mass

Residual mass after resection seems the main prognostic factor for local

control and OS in MIBC pts who received RT + chemotherapy

Data from oral presentation




FATTORI PROGNOSTICI
PER CR

v Multifocalita

T

< CR

v' CIS diffuso

v' N+ /

> Recidive

Zietman Urol 2001
Rodel JCO 2002

2015




Fattori Prognostici
Erb-2 (Her-2 ) positivo (50%)

v’ < risposta completa ( 50% Vs. 81% )

v’ Attivazione Her-2 = effetto anti-apoptosi =

radioresistenza (Chakravarti, JROBP 2005 )

v Associazione con anticorpi monoclonali
anti-Her-2 ?( Trastuzumab )

2015



Associazione RT/CT:
considerazioni finali

“ Organ preservation is not
for every patients, but for
those who are most likely
to benefit from this
approach”

Mary Gospodarowicz, JCO 2002



NN N N X

Associazione RT/CT:

* Miglior candidato “

Stadio T1(G3)-T2 solitario, NO
Turv iniziale completa

Assenza di CIS e/o multifocalita
Assenza di idronefrosi

Erb2 negativi

20 % del
pazienti

2015



Trimodality Therapy in OE
Bladder Cancer
Who, What, and When?

Christopher Premo, MD?, Andrea B. Apolo, MD®,
Piyush K. Agarwal, MD¢, Deborah E. Citrin, MD**

Patient selection for bladder preservation

Relative Absolute
eferred or Ideal Less than Ideal Contraindications Contraindications

T2 T3a T3b-T4a T4b

No hydronephrosis Incomplete TURBT Diffuse CIS Tumor-Related

No CIS Multifocal tumor Lymph node positive Hydronephrosis
Visibly complete TURBT Poor bladder function disease Prior pelvic radiation
Unifocal tumor or capacity heran

Good bladder function
and capacity

/

CT NEO +CISTECTOMIA

Not a candidate fo
chemotherap
Prostatic stromal
Invasion

Urol Clin N Am 42 (2015) 169-180 2015




Associazione RT/CT:
“ Miglior risultato “

Turv radicale

RT + CT (CDDP+/- 5FU , 5SFU/MIT.C, GEM Low dose)

RC RP/Recidiva
Stretto F. UP Cistectomia +/- CT adiuvante




Associazione RT/CT
Cistectomia di salvataggio

20-30 %

Persistenza di

malattia

N\

20-30 %
Recidive
(7-45 mesi)

/

50 % Ca. superficiali —» Turv +/-CT e.v.

50% Ca. infiltranti -—» Cistectomia di

salvataggio

Efstathiou Eur Urol 2012, Sanchez 2015




Cistectomia di salvataggio

“ Potenzialmente curativa”
50% DFS a 5 anni ( 44% a 10 anni)

45 % OS a 5 anni

Rodel 2002, Shipley 2008, Sapre 2012

l 2015



CISTECTOMIA

CISTECTOMIA

IMMEDIATA SALVATAGGIO
0S 45 % 42 %
DFS 51 % 50 %

Addla, J Urol 2009; Sapre, J urol 2012

2015




Morbidita Chirurgia

cisTECTOMIA |§ISTECTOMIA
Aghazadeh Eswara Jr.J Urol 2012
J Urol.2011 Pietzak EJ Urol 2015
DEGENZA 7-14 GIORNI
COMPLICANZE
NElI 90 GIORNI 27 % 31 %
MORTALITA' 2-6 % 2 %




Cistectomia di
salvataggio

DIFFICILMENTE NEOVESCICA ORTOTOPICA

DIFFICILMENTE NERVE SPARING

; INFORMARE IL PZ

Eswara JR, J Urol 2012




Trimodale: Qualita di vita

_ % Funz. % Funz. FU
Rif. N.pz. RT/CT \I;ﬁsc;)cr:llacale % Tox 3+ Eﬁf,?,‘;a'e mediano
Fokdal, 261 RT 86 . 75 29 mesi
Souh | m (80 | s | w | eam
Astro 05 104 | &cHlF 70 2 - 42 mest
E{:s(t)a:rzliou 157 g?}&?&gsos-gm ] 7 i 5.4 anni
Astro 08 32 |RTEMTC | - 5 - o mes!
NEJM 12 360 | Fitc - ! - 36 mest




ICUD-EAU International Consultation on Bladder Cancer 2012:
Radical Cystectomy and Bladder Preservation for Muscle-Invasive
Urothelial Carcinoma of the Bladder

Georgios Gakis ™", Jason Efstathiou”, Seth P. Lerner®, Michael S. Cookson®, _
Kirk A. Keegan®, Khurshid A. Guru*, William U. Shipley", Axel Heidenreich’,
Marlk P. Schoenberg?®, Arthur I. Sagaloswky ", Mark S. Soloway ', Arnulf Stenzl*“

Table 8 - Recommendations for radiation-based bladder-preserving stratezies

Treatment /comparison Evidence Level of evidence  Grade

Chemoradiotherapy vs RT alone Two RCTs report significant improvement in bladder tumor eradication. 1b

Chemoradiotherapy preserves good bladder Three QOL studies and RTOG protocols report good tolerance, 2a B
function

Complete TURET with chemoradiotherapy Three reports (one phase 3, two phase 2) show benefit. 23 B

Trnmodality therapy vs immediate cystectomy  Companson of three contemporary series of each treatment report 3 C

similar 5- and 10-yr survival.

RT =radiation therapy; RCT = randomized controlled trial; QOL = quality of life; RTOG = Radiation Therapy Oncology Group; TURBT = transurethral resection of
bladder tumor.

EUROPEAN UROLOGY 63 (2013) 45-57

2015




Bladder cancer: ESMO Practice Guidelines
for diagnosis, treatment and follow-up'

J. Bellmunt™-2, A. Orsola?, J. J. Leow'2, T. Wiegel*, M. De Santis® & A. Horwich® on behalf of the
ESMO Guidelines Working Group™

'Department of Medical Oncology, University Hospital del Mar-IMIM, Barcelona, Spain; “Bladder Cancer Center, Dana-Farber Cancer Institute/Brigham and Women's
Cancer Center, Boston, USA; “Department of Urology, Vall d’Hebron University Hospital, Barcelona, Spain; *Department of Radio Oncology, University Hospital Uim, Ulm,
Germany; °Ludwig Boltzmann Institute for Applied Cancer Research, Kaiser Franz Josef- Spital, Vienna, Austria; ®Institute of Cancer Research and Royal Marsden Hospital,

Sutton, UK
Organ Preservation Therapy
(cystectomy ineligible, patient preference)
TURBT (should aim for complete)
organ preservation therapy e E— e —
R . " chemoradiotherapy alone
The approach of organ preservation therapy for MIBC is a rea- RN R Total dose 55-64 Gy

sonable option for patients seeking an alternative to cystectomy
and a palliative option for those who are medically unfit for
surgery [III, B]. Contemporary protocols utilise aggressive endo-

Imaging + TURBT evaluation

scopic TURBT alone, TURBT plus radiotherapy, TURBT plus EriEE

chemotherapy or—as the preferred treatment—a tri-modality Operssing _ Compiee
umour FalzliEe il

combination of TURBT plus radiotherapy and chemotherapy. : pomaete

Surveillance
Cystoscopic evaluation (3 months)
with TUR bladder biopsy

(every 6 months)



N I c E MNational Institute for
Health and Care Excellence

guideline

Bladder cancer: diagnosis and
management

NICE guideline
Published: 25 February 2015

XXV CONGRESSC
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Radical therapy for muscle-invasive urothelial bladder cancer

» Offer achoice of radical cystectomy or radiotherapy with a radiosensitiser t
' ' ' Is suitable. Ensure that the
choice is based on a full discussion between the person and a urologist who performs radical
cystectomy, a clinical oncologist and a clinical nurse specialist. Include in the discussion:

- the prognosis with or without treatment

- the limited evidence about whether surgery or radiotherapy with a radiosensitiser is the
most effective cancer treatment

- the benefits and risks of surgery and radiotherapy with a radiosensitiser, including the
impact on sexual and bowel function and the risk of death as a result of the treatment.

XXV CONGRESS
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Qualita Forza della

dell’evidenza Raccomandazione clinica raccomandazione
SIGN clinica

I pazient1 non candidati a cistectomia radicale o che rifiutano il
trattamento chirurgico, con neoplasia singola, assenza di
idronefrosi e sottopostt TUR completa della neoplasia, possono
essere frattati con radio-chemioterapia concomitante

Positiva debole

I pazienti non candidati a cistectomia radicale ne a trattamento
con cisplatino o che rifutano 1l trattamento chimurgico, con
A neoplasia singola, assenza di idronefrosi e sottopostt TUR |  Positiva debole
completa della neoplasia, possono essere frattati con radio-
chemioterapia concomitante con schemi senza cisplatino
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JOURNAL OF CLINICAL ONCOLOGY

Organ-Sparing Multimodality Treatment for
Muscle-Invasive Bladder Cancer: Can We Continue
to Ignore the Evidence?

Claus Roded and Christian Welss, Goathe-University Frankfurt am Main, Fankfurt am Main, Germany
See accompenying articie on page 3801
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available at www .sciencedirect.com ' E

journal homepage: www.europeanuroclogy.com
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Radical Locoregional Therapy for Bladder Cancer:
Underutilized, or Unsuitable in Many?

Peter C. Black”®

Depamment of Urelogic Scences, University of Brinsh Columbia, Vancowver, BC Canada



BJU International

Muscle-invasive bladder cancer: evaluating
treatment and survival in the National Cancer

Data Base

Angela B. Smith*?, Allison M. Deal'™, Michael E. Woods**, Eric M. Wallen*1,
Raj S. Pruthi*f, Ronald C. Chen's, Matthew I. Milowsky™ and Matthew E. Nielsen *17* *

*Department of Urology, University of North Carolina at Chapel Hill, TLineberger Comprehensive Cancer Center,
Multidisciplinary Genitourinary Oncology, *Lineberger Comprehensive Cancer Center, Biostatistics and Clinical Data
Management Core, University of North Carolina at Chapel Hill, $Department of Radiation Oncology, University of North
Carolina at Chapel Hill, "Department of Medicine, Division of Hematology/Oncology, University of North Carolina at
Chapel Hill, and * *Department of Epidemiology, Gillings School of Global Public Health, University of North Carolina

at Chapel Hill, Chapel Hill, NC, USA

months). When controlling for multiple covariates, the OS for
cystectomy was similar to that for chemo-radiation (hazard
ratio [HR] 1.05, 95% confidence interval [CI] 0.98, 1.12), but
superior to other therapy (HR 1.42; 95% CI 1.35, 1.48), and no
treatment (HR 2.40; 95% CI 2.12, 2.72). The OS time for

chemo-radiation was superior to other therapy and no
treatment

Treatment method, %

100%

90%

80%

70%

60%

50%

40%

30%

20%

10%

0%

® No Treatment
B Other Therapy
® Chemo-Radiation

m Radical Cystectomy

1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010
Year
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Urinary bladder preservation for muscle-invasive
bladder cancer: a survey among radiation oncologists

of Lombardy, Italy
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Results: Thirteen center (41%) answered th survey; the presented data come from 11 aef 56
centers, 11,748 patients were treated with external-beam radiotherapy in 2012400 of whom hawng bladd

cancer (0.9%). 74/100 patients received radiotherapy s palliative treatment for T, N or Mlesions. A further 9 and
5 patients received radiotherapyfor olisometastatic disease (ablative doses to small VolUmes and-pestapera-
tvely, respectively, Bladder preservation was perfnrmed in 12 cases and included trimodality and other strategies
(mainly TURBT followed by Tautiotherasy)-&-multidisciplinary urology tumor hoard met-resutary 570t T1 cen-
ters. All responders declared their interest in the Lombardy multicenter collaboration on ladder preservation,
Conclusions: Our survey showed that bladder preservation is rarely used in Lombardy despite the availability
of the latest radiotherapy technologies and the presence of an urology tumor board in half of the centers, The
initiative of multicenter and multidisciplinary collaboration was undertaken to prepare the platform for bladder
preservation as a treatment option in selected patients,
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