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METASTASIERTES BLASENKARZINOM

=Chemotherapie verlangert Uberleben im
Vergleich zu historischen Kontrollen (ohne
Therapie 6 Monate)

=Medianes Uberleben bei ca. 15 Monaten

u5- Jahres- Uberlebenswahrscheinlichkeit bei
ca.15%

=Prognostische Faktoren
(KI, viszerale Metastasen)
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MVAC ALS STANDARD

MVAC vs Cis 39vs 12 10vs 4 12,5vs 8,2 Loehrer 1992
MVAC vs CISCA 110 65 vs 46 12vs 9 Logothetis 1990
CMV vs MV 214 46 vs 19 7vs 4,5 Mead 1998

MVAC = Methotrexat, Vinblastin, Adriamycin, Cisplatin
CISCA = Cisplatin, Cyclophosphamid, Adriamycin
CMV = Cisplatin, Methotrexat, Vinblastin

MV = Methotrexat, Vinblastin
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DOSISINTENSIVES M-VAC
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CLASSIC

M-VAC

HD-M-VAC +

G-CSF

MTX: 30mg/m2 DAYS 1, 15, 22
VLB: 3mg/m2 DAYS 2, 15,22
ADM: 30mg/m2 DAY 2

CDDP: 70 mg/m2 DAY 2

MTX: 30mg/m2 DAY 1
VLB: 3mg/m2 DAY 2

ADM: 30mg/m2 DAY 2

CDDP: 70mg/m2 DAY 2

EVERY

28D

EVERY

14D
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DOSISINTENSIVES M-VAC

OVERALL SURVIVAL
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Sternberg C N et al. JCO 2001;19:2638-2646
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DOSISINTENSIVES M-VAC

5-JAHRES-UBERLEBEN

=7/ 3 Jahre update
222 % vs 14 % fur HD-MVAC
*"HR 0,76, Cl 0,58 - 0,99

Seven year update of an EORTC phase Il trial of high-dose intensity M-VAC chemotherapy
and G-CSF versus classic M-VAC in advanced urothelial tract tumours.

Sternberg CN; de Mulder P; Schornagel JH; Theodore C; Fossa SD; van Oosterom AT; Witjes
JA; Spina M; van Groeningen CJ; Duclos B; Roberts JT; de Balincourt C; Collette L

Eur J Cancer. 2006 Jan;42(1):50-4. Epub 2005 Dec 5.
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s HR: 1.09 (0.88-1.34)
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von der Maase H et al. JCO 2005;23:4602-4608
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MVAC VS GC - TOXIZITAT

Table 3. Maximum Toxicity Grades*

World Health Organization Toxicity Grades

GC MVAC
(% of patients) % of patients)
Toxicity 3 4 3 4
Hematologic
Anemia 23.5 3.5 15.5 2.1
Thrombocytopenia 28.5 28.5 7.7 12.9
MNeutropenia 41.2 29.9 17.1 65.2
Nonhematologic
Mucositis 1.0 0 17.7 4.2
Nausea/vomiting 22.0 0 19.2 1.6
Alopecia 10.5 0 54.2 1.0
Infection 2.0 0.5 9.9 5.2
Diarrhea 3.0 0 /.8 0.5
Pulmonary 2.5 0.5 2.6 3.1
Hematuria 4.5 0 2.3 0
Constipation 1.5 0 2.6 0.5
Hemorrhage 2.0 0 2.1 0
State of consciousness 0.5 0 3.1 0.5
Fever 0 0 3.1 0

*Incidence = 2% of patients.
von der Maase H et al. JCO 2000;18(17):3068-77
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Patients randomly allocated
to treatment

(N =178)
|
| I
Allocated to GC (n =89) Allocated to M-CAVI (n =89)
Eligible and started Eligible and started
allocated treatment (n = 88) allocated treatment (n = 87)
Did not start treatment: Ineligible: no lesion (n=1)

refused treatment (n=1)
Included in response

and toxicity analysis (n =88)
Excluded: did not

start treatment (n=1)

Did not start treatment:
died during hip surgery {n = 1)

Included in response

and toxicity analysis (n =87)
Excluded:
Ineligible (h=1)

Did not start treatment (n = 1)

De Santis M et al. JCO 2009;27:5634-5639
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Table 4. Results According to Treatment Arm

Confirmed and

Confirmed and

Severe Acute

Confirmed ORR Unconfirmed ORR Unconfirmed CR Toxicity
Treatment MNo. % No. % No. %
GC (n = 88) 33 38 3 42 3 14
M-CAVI (n = 87) 17 20 26 30 4 23

Abbreviations: ORR, overall response rate; CR, complete response; GC, gemcitabine/carboplatin; M-CAVI, methotrexate/carboplatin/vincristine.

Table 5. Results According to Stratification Parameters
Table 6. Results According to Bajorin Risk Groups™ Only One
Only One Sl oi
Cycle of Therapy Severe Acute
Therapyt Severe Acute (n = 16/175) Toxicity
(n = 16/175) ORR Toxicity o
_ Stratification No. % No. %
Risk Group No. % No. % No. %
PS 2 or GFR < 60
0(n =69 4 e 2 47 B 10 mL/min 7129 5 201129 155
1 (n = 58) 2 &} 21 39 9 16 ’
2 (n = 49) 10 20 10 20 12 25 PS 2 and GFR < 60
mL/min 9/46 20 12/46 26.1
Abbre_\/iation: ORR, confirmed and unconfirmed overall response rate.
pGteslleitiieellitseils e iele A T S del e e IR SRS Abbreviations: ORR, overall response rate (confirmed and unconfirmed); PS,
V|Ts|§erialldmetas;as$s. . . - . performance status; GFR, glomerular filtration rate.
xeluding patients with progression or toxicity as reasons for stopping therapy. “Excluding patients with progression or toxicity as reasons for stopping therapy.

De Santis M et al. JCO 2009;27:5634-5639

Brugger OKP2011




ZWEITLINIENTHERAPIE - VINFLUNINE

I

_ 10 VFL +BSC BSC
g ‘\ n = 253 n=117
— N No. of events 204 103
-g 0.84 No. censored 49(19.4%) 14 (12.0%)
O Median OS (mo) 6.9 4.6

O (95% Cl) (5.7t08.0)  (4.1107.0)
2 06- Hazard ratio (95% ClI) 0.88 (0.69 to 1.12)

— Stratified log-rank P .2868
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Bellmunt J et al. JCO 2009;27:4454-4461
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EMPFEHLUNGEN

mErstlinientherapie mit GCis, MVAC oder HD-
MVAC bei fitten Patienten

mErstlinientherapie mit Carboplatinhaltigen
Kombinationen (GC, M-CaVi) oder
Monotherapie bei unfitten Patienten

mZweitlinientherapie mit Vinflunine
=Bisphosphonate bei Knochenmetastasen
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Kombinierte Therapieansatze
Organerhaltung
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Probability of Not Recurring 3>

Probability of Survival
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Stein J P et al. JCO 2001,;19:666-675
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CHEMOSENSIBILITAT

Ansprechrate (%) 95 % Konfidenzinterv.

Monotherapie

Cisplatin 24 20-28
Carboplatin 14 10-18
Methotrexat 29 24-34
Doxorubicin 17 13-22
Ifosfamid 28 19-37
5-FU 17 11-25
Gemcitabine 23 16-31
Kombinationstherapien

MVAC 58 48-67
HD-MVAC 72 65-81
GC 54 n.a.
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NEOADJUVANTE THERAPIE

Pro Contra
® In-vivo-Sensibilitat @ Understaging?
® Ansprechen=Prognose? © OP-Verzogerung

@ Organerhaltung

1 pT<1 nach Zystektomie — DFS 91%; pT=22 — DFS 37% (Splinter 1992)

2 cCR nach MVAC 57%; pCR nach Zystektomie 30% (Scher 1998)
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NEOADJUVANT - METAANALYSE

Number of events total
Neoadjuvant
CT Control 0-E Variance Hazard ratio
Trial !
Single agent platinum ;
Wallapels RO/E3 B50/76 2:74 2718 — ; = . §
Martinez-Fineiro® 34,41 A7 /55 -85 16:51 f ] = g
Raghavani4 43,62 38/59 (-33 20:11 et . | i
. i Hazard ratio=
Subtotal 136/186 1257190 8492 63-80 -J':> 115, p=0-264
Platinum-based combination :
Malmstromil 68/151 Bd4/160 —9-97 375 H B —
Bassi” 53/102 60/104 =1-95 28:13 — = f |
Cortesi (unpublished) 43 /82 41/71 -1-87 Z0-E4 i—t ! f i
Sengelayi- TO/MTE G0/ TS 179 31-96 — Y " I
MRC/EQORTCE 275/491  301/485  -23.69 14361 N
Sherifls T9/158 ad/155 -8-37 4218 H 1 :H | it
- Aara Fatig =
Subtotal B/ 1062 6361054 4206 J04-66 4::} 0-87, p=0-016
Total 724/1248 761/1244 -3314 36845 @ Iecaptiaios
; 0-91, p=0-084
| I | |
0-5 1-0 1-5 20

The Lancet, Volume 361, Issue 9373, Pages 1927 - 1934, 7 June 2003
Neoadjuvant chemotherapy in invasive bladder cancer: a systematic

review and meta-analysis

C Vale , Advanced Bladder Cancer (ABC) Meta-analysis Collaboration

MNeoadjuvant

CT better

Control better
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NEOADJUVANT - METAANALYSE

Number of events/total

Neoadjuvant
CT Control O0-E Variance Hazard ratio
Trial
Radical cystectomy
Bassi’ 53/102 60/104 -1.85 28-13 i = - I
Cortesi (unpublished) 43/82 41/71 -1:87 20-84 = = I
Sengelay* 13 15/17 8/15 1-88 5-89 — * >
MRC/EORTC™# 1257245 136/238 -11-43 65-00 H—1 i
Sherifl2 79/158 a0/155 -6 37 42-18 — L —
Subtotal 315/604 336/587 -19T74 162-03 -'-'C::b Hazard ratio=
Radical radiotherapy (-89, p=0-121
MRC/EOQRTCTE 51/57 47 /56 -0-58 23-92 — B - !
SengelayTts 132/206  142/207 -870 68-33 —H— —
Subtotal 183/263 18B9/263 -9.27 g92-25 {ﬁ::a- Hazard ratio =
Radiotherapy and cystectomy 0-90, p=0-334
Malmstrom?! 68/151 B4/160  -9.97 37-94 I+ = b
MRC/EORTCH# 18/38 22/38 -2-67 .94 —t - : |
Subtotal BB/189 106/198 -12.64 47-88 ﬂ I Hazard ratio=
0-77, p=0-068
| | | |
0 -5 2 1-5 2
Neoadjuvant Control better

CT better

The Lancet, Volume 361, Issue 9373, Pages 1927 - 1934, 7 June 2003
Neoadjuvant chemotherapy in invasive bladder cancer: a systematic
review and meta-analysis

C Vale , Advanced Bladder Cancer (ABC) Meta-analysis Collaboration
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NEOADJUVANT - METAANALYSE

Mumber of events,total
Neoadjuvant
CT Control 0-E Variance Hazard ratio
Trial
Meoadjuvant combination chemotherapy T —
Malmstrim?: 68/151 84/160  -9.97 37.94 R et
Bassi’ 53/102 60/104  -1.95 2813 i —
Cortesi (unpublished)  43/82 41/71 -1.87 20-84 BT =3,
Sengelovi3 70/78 60/75 178 31.96 E " =
MRC/EORTC? 275/491 301/485  -23.69 14361 s mu
Sherift2 79/158 90/159 637 4218 = | _
Subtotal 588/1062  636/1054 -42.06 304.66 <> Dﬁ;f";’:'gi’:?i‘ﬁ
Concurrent chemoradiotherapy
Coppin®® 40/53 42/49 538 20:02 H—s . |
Subtotal 40/53 42/49 538 2002 o b
Meoaduvant plus adjuvant chemaotherapy
Shearer?! 159/200  173/198 1356 8256 il —{— .
Subtotal 159/200  173/188 -13.56 82:56 <= G_;;“’p_'g“i‘gﬁ
] I | 1
0 05 1 1.5 2
MNeoadjuvant Control better
CT better

The Lancet, Volume 361, Issue 9373, Pages 1927 - 1934, 7 June 2003
Neoadjuvant chemotherapy in invasive bladder cancer: a systematic
review and meta-analysis

C Vale , Advanced Bladder Cancer (ABC) Meta-analysis Collaboration
Brugger OKP2011



NEOADJUVANT - METAANALYSE

Neaadjuvant CT (n=1062, 588 events)
= = = = Control {n=1054, 636 events)
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Patients at risk
MNecadinant CT 1062 538 605 558 489 420 321 214 138 B9 53
Control 1054 797 614 527 452 381 277 188 122 T8 46
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NEOADJUVANT INT 0080

e M-VAC and cystectormy (90 deaths; median survival, 77 mo)
—————— Cystectarny alone (100 deaths: median survival, 46 me)
100+
E.D_
£ o
r|
= ]
5
@& 40
20
ﬂ T T T T T 1 T 1 T T 1 1 ! 1
0 24 43 72 96 120 144 168
Months after Randormization
Mo, at Risk
WM-VAC and cystectomy 133 112 ¥ I3 40 23 f
Cystectomy alone 154 L] 6y 50 37 13 7

Grossman, H. et al. N Engl J Med 2003;349:859-866
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NEOADJ. TH. - EMPFEHLUNGEN

= Beli fitten Patienten mit muskelinvasivem
Blasenkarzinom wird eine cisplatinhaltige
praoperative Kombinationschemotherapie
empfohlen (Empfehlungsgrad 1a)

"In dieser Situation wird MVAC empfohlen

(Empfehlungsgrad 1a)
Derek Raghavan, 2010
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P53 UND PROGNOSE

3.75 p53-negative (n= 142}

-

0.50
P<0.001

0.25

T A A

p53-positive (n= 1013

Probability of Remaining
Relapse-free

AEOLE o o s e e oy ey i i e s e e e P e e
o 1 2 3 4 5 6 7 8 9 10

Years since Cystectomy

Esrig D et al. N Engl J Med 1994;331:1259-1264.
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USC SWOG STUDIE

3 x MVAC

I

Geschlossen nach Interimanalyse, kein Unterschied

=)
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ADJUVANTE THERAPIE

CISCA hein, 66 vs 50 %, p=.09 Skinner 1991
MVAC oder MVEC 49 ja, PFS 43 vs 13%, p.002* Lehmann 2006
Cisplatin mono 77 hein, 57 vs 54 % Studer 1994
CcMV 55 hein, 40 vs 38 % Freiha, 1996
CM 83 ja, keine stat. Analyse Bono 1997
Meta-Analyse 491 jein, HR 0,75, Cl 0,60-0,96 ABC 2005

* Keine Chemotherapie bei Rickfall
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ADJUVANTE THERAPIE LIMITATIONEN

=Zu kleine Studien
=Suboptimale Regime

®=Uneinheitliche Einschlusskriterien (T2)

=Viele Studien geschlossen wegen
mangelnder Rekrutierung
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ADJUVANTE TH. EMPFEHLUNGEN

=Keine adjuvante Therapie nach Zystektomie
im Stadium T2NO (Empfehlungsgrad 2c)

=Patienten nach Zystekomie mit T3 oder T4
oder N>0 kann eine Cisplatin-basierte
Chemotherapie angeboten werden (MVAC,
GC) (Emfehlungsgrad 2c)
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KOMBINIERTE THERAPIEMODALITAT

u1. Ziel: Uberlebenswahrscheinlichkeit
=2, Ziel: Organerhalt

=TURB allein zu wenig (20% lokale Kontrolle -
Henry 1998, Herr 1997)

=Strahlentherapie allein zu wenig (lokale
Kontrolle 27% - Pollack 1996)

» Kombination Chemotherapie,
Strahlentherapie, Chirurgie
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PATIENTENSELEKTION

=Stadium: T2 bis T3a

®Moglichst komplette und sichere TURB
=Keine Ureterobstruktion oder Hydronephrose
mSolitare Lasion, keine Multifokalitat, kein CIS
= Keine nicht-urothelialen Histologien

= Ausreichende Nierenfunktion

= Gute Compliance
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CHEMOTHERAPIE ALLEIN - SWOG

| 77 Pat 74 Pat 28 Pat 38%
S Nicadiiiant Immediate
T i >cT0 cystectomy
GRaMarepY TURBT within
(Gemcitabine + 4.6 ieoks bt |
A Carboplatin, cT0* <
3 cycles) Immediate
| 34 Pat 46% / \
0
N 4 pTO0 6 pT2-4

J Urol. 2009 June; 181(6): 2476—2481
A Sequential Treatment Approach to Myoinvasive Urothelial Cancer: A Phase Il Southwest Oncology Group Trial (S0219)
Ralph W. deVere White et al Brugger OKP2011



CHEMOTHERAPIE ALLEIN - ITALY

1648 CANCER April 1, 2003 / Volume 97 / Number 7

100
0
B0
70
60
50
40
30
20 FIGURE 1. Duration of survival after
10 ' necadjuvant chemotherapy with metho-
| ! trexate, wvinblastine, doxorubicin, and
04— o | - B
- ' T I e , (years) cisplatin and bladder preservation. This
0 2 4 g 8 10 12 14 16 survival curve illustrates the survival of
O N _ Number of patients at rigk : _ ] patients after undergoing fransurethral
22 52 40 32 23 16 8 2 0 —— TURE reseciion of the bladder (TURE), partial
9 13 10 5 9 ] 3 1 o -— Fartial Cystectomy  cysteciomy, and radical cystectomy.
24 39 27 18 g 4] 3 3 1 e Radical Cystectomy (- ghseryed: N number.

Can patient selection for bladder preservation be based on response to chemotherapy?
Sternberg CN; et al, Cancer 2003 Apr 1;97(7):1644-52. Brugger OKP2011



CHEMOTHERAPIE ALLEIN - MSKCC

TURB follow up, n=28

Partielle Zystektomie n=15
OS 74%, 58% mit intakter Blase
. 13lfat | 56% Rezidiv
ystektomie 5 bis 96 Mo
4 Pat E 30% invasiv
Tumortod
\ Radikale Zystektomie, n=17

OS 65%

Neoadjuvant chemotherapy and bladder-sparing surgery for invasive bladder cancer: ten-year outcome.
Herr HW; Bajorin DF; Scher HI

J Clin Oncol 1998 Apr;16(4):1298-301.
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CHEMOTHERAPIE UND

CHEMOSTRAHLENTHERAPIE

Muscle-

Invasive

Residual
Tumor

Salvage

Cystectomy

Transurethral
Resection
(RO, if possible)

+ 2 - 4Weeks

Radiochemotherapy

¥ 4 - 6 Weeks
Restaging-TURBT

— ¥ T~

Superficial Complete
Residual Remission
Tumor *
l Follow-Up
&
TURBT + Intravesical

Therapy " Superficial Muscle-
REIapse Invasive
< Relapse

Rddel C et al. JCO 2006;24:5536-5544
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Table 2. Further Series of Trimodality Treatment for Bladder Cancer
Induction Treatment Consolidation CRT-
Complete Regimenfor Complete
Mo. of  Clinical Meoadjuvant Response Responders (= adjuvant 5-Year Overall 5-Year 05 With
Series Patients  Stage Treatment Concurrent Treatment pCH (%) chemotherapy) Survival (%] Bladder (%)
Russell et % 34 T4 TURBT 44 Gy at 2 Gy plus FU 81 16 Gy at 2 Gy plus FU B4 {4 years) MNG. (overall rate
{1990} of cystectomy:
10 of 34)
Rotman et al 20 T1-4  TURBT 60-65 Gy at 1.8 Gy plus b-FU 74 — 39 NG (18 of 20
{1990)'® maintained
bladder]
Given et al (1905)" 83 T24 TURBT 2 er 3 6480 Gy at 1.8 Gy/fx plus 63 — 39% NG
cycles MVAC cisplatin (49 patients)
or MCV
Housset et 'EI 120 T24 TURET 24 Gy at 3 Gy plus cisplatin/FU 7 20 Gy at 2.5 Gyffx plus B3 NG
{1997)’ cisplatin/FU
Varveris et al 42 T4 TURBT 6874 Gy at 1.8-2 Gy plus 62 — 78 Imedian fiu NG
11997)% cisplatin and docetaxel of 26 months}
Fellin et al (1997)"7 56 T24 TURBT plus 2 40 Gy at 1.8 Gy plus cispaltin 50 24 Gy at 2 Gyffx plus 56 a1
cycles of cisplatin
MCW
Cervek st al (1898)'% 105 24 TURBT 2-4 — b2 50 Gy at 2.0 Gy/ffx B8 (4 years) 45 {4 years)
cycles MCV
Zapatero et al 40 T24 TURBT plus 3 — 70 860 Gy at 2.0 Gy/ffx 84 {4 years) 826 (4 years)
{2000)¢ cycles MCV
Arias et al (2000)%° &0 T24 TURET plus 2 45 Gy at 1.80 Gy plus (512} 20 Gy at 2.0 Gy/ffx 48 —
cycles MVAC cisplatin
Rodel et al_ 415 T1-4  TURET 50.4-58.4 Gy at 1.8 Gy plus 72 — 50 42
(2002) carboplatin/cisplatin{+ FU)
Chen et al (2003)*? 23 T34  TURBT 60-61.2 Gy at 1.8/2 Gy plus 88 — B9 (3 yr) NG
cisplatin/FUfleucovonn
Peyromaure et al 43 T2 TURBT 24 Gy at 3 Gy plus cisplatin/FU 74 Two additional cycles of B0 {cancer NG (overall rate
{2004)%2 chemoradictherapy specific) of cystectomy:
(doses not givenf 25.6%)
Danesi et al (2004)% T7 T24 TURET plus 2 69 Gy at 1 Gy (3 fractions per 80 — 58 47
cycles of day) plus cisplatin/FU
Cv 142
patients)
Hussain et al 47 T24 TURBT 55 Gy at 2.75 Gy plus FU and 53] — 36% NG (owerall rate
{2004)%° mitomycin-C of cystectomy:
12%)
Kragelj et al (2005)%% B4 T1-4  TURBT 64 Gy at 1.8-2.2 Gy plus 78 — 25% (9 years) NG
vinblastin
Dunst et al_ 68 T2-4  TURBT 50.4-59 Gy at 1.8 Gy plus g7 — 45 NG
{2005)*7 cisplatin or paclitaxel
Abbreviations: TURBT, transurethral resection of the bladder tumor; MCY, methotrexate, cisplatin, vinblastine; MVAC, methotrexate, vincristine, adriamycin,
cisplatin; FU, fluorouracil; pCR, pathologic complete response; NG, not given; OS, overall survival; fx, fraction; f/u, follow-up.
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ORGANERHALTENDE STRATEGIEN

=Bei sorgfaltig ausgewahlten Patienten kann
im informierten Einverstandnis eine
blasenerhaltende Strategie erwogen werden.
Eine enge interdisziplinare Zusammenarbeit
ist fur die optimale Therapiestrategie
unbedingte Voraussetzung.

Brugger OKP2011



EXPERIMENTELLE THERAPIEN

=VEGF Signalweg

Bevacizumab, Sunitinib

"EGF Signalweg

Gefitinib, Cetuximab, Trastuzumab, Erlotinib, Lapatinib

=Multitarget TKI

Sorafenib, Pazopanib, Vandetanib

"immunmodulation
Vakzine, Anti-CTLA-4 Ak

Brugger OKP2011



