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Mesane Kanseri Hasta Dagilimi

* |leri yas hastalig
— PS dasukltgia, kemik iligi rezerv azhigi
* Eslik eden hastaliklar
— Sigara iciciler; kalp, akciger ve damar hastaliklar

* Beraberinde bobrek fonksiyon kaybi sikligi



Kuratif Tedavi

* On planda radikal sistektomi

e Secilmis hasta grubunda radyoterapi



Neoadjuvan — Adjuvan Kemoterapi

e Hastada kur sansini artirmali

— Rezeksiyon sansini artirmak
— NUks oranini azaltmak
— Uzak metastaz azaltmali



En Etkili KT Kombinasyonu Hangisidir?



Survival for 203 Patients Treated with M-VAC

at MSKCC
(Bajorin, et al., JCO, 10/99)
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lleri Evre Mesane Kanser;
MVAC tecribesi

Survival
(mos.)

MSKCC 24 43 67 14.8

Series CR (%) PR (%) Total (%)

PMH 13 27 43 10.0
Japan 17 40 57 8.0
MDAH 35 30 65
France 19 38 57

Inter-GP 13 25 38




EORTC 30924: A Randomized Phase Il
Trial in Advanced Urothelial Tract Tumors
of High Dose Intensity M-VAC
Chemotherapy (HD-MVAC) and G-CSF vs.
Classic M-VAC Chemotherapy

C.N. Sternberg, P.H.M. De Mulder, J.H.
Schornagel, C. Theodore, S.D. Fossa, U. Tirelli,
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HD-MVAC vs. M-VAC
Study Design

Standard MVAC HD MVAC
qdw Q2w

Total dose in 4 w

MTX 30x 3 30x2
VBL 3x3 3x2

ADR 30 30x2
CDDP 70 70x 2

2> 2> € €



HD-MVAC vs. M-VAC
Hematologic Toxicity

grade M-VAC HD-MVAC P
n=129 n=134

WBC
2 22% 21%
3 46% 12% <0.001
4 16% 8%
PLTS
2 12% 16%
3 11% 11% 0.033

4 6% 11%



HD-MVAC vs. M-VAC
Response Rate

M-VAC HD-MVAC
N (%) N (%)
n 113 (88) 114 (85)
CR + PR 65 (58) 83 (72)
CR 12 (11) 28 (25)
PR 53 (47) 55 (48)

2 sided p-value difference in CR rate p=0.006 (chi-square test)
2 sided p-value difference in CR + PR rate p=0.016 (chi-square test)



PFS
“updated results 2006”

100
90- HDM-VAC  M-VAC
80 4 median 9.5 months 8.0 months
5-y % 16.5% 8.0%
70 4 (95%CI) (10.1-23.0%) (3.2-12.9%)
604} Logrank P =0.017
50 - \ HR =0.73 (95% CI: 0.56 - 0.95)
40
30
20 -
10 1
0 T | T T .  (years)
0 2 4 6 8 10 12
O N Number of patients at risk : Treatment
116 129 14 11 7 4 2 —M-VAC
109 134 32 22 18 6 0 ——HDM-VAC

Fig. 2 - Progression-free survival.

Eur J Cancer 42: 50-54, 2006



OS
“uptated results 2006”

100
90+ HD-M-VAC M-VAC
80 4 median 15.1 months 14.9 months
5-y % 21.8% 13.5%
704 (95%CI) (14.5-21.9%) (7.4-19.6%)
60 - Logrank P =0.042
50 - HR =0.76 (95% CI: 0.58 - 0.99)
40
30 +
20 -
10 -
0 : : | : .  (years)
0 2 4 6 8 10 12
0O N Number of patients at risk : Treatment
112 129 32 15 11 4 2 — M-VAC
101 134 45 29 23 8 0 - HDM-VAC

Fig. 3 - Overall survival.

Eur J Cancer 42: 50-54, 2006



Randomize Faz Ill Calisma
Metastatik Mesane Kanseri

von der Mase, H, Hansen, S., Roberts T, Conte P, Oliver T, Moore M

GC (203 patients)

Gemcitabine 1,000mg/m?
D1,8,15
Cisplatin 70mg/m? D 2

MVAC (202 patients)

Methotrexate 30mg/m? D 1, 15, 22
Vinblastine 3mg/m? D 2, 15, 22
Adriamycin 30mg/m? D 2

Cisplatin 70mg/m? D 2

Study initiated November, 1996 — recruitment
completed, September, 1998



Randomized Phase Il Study in Metastatic
Bladder Cancer

* GC:
— Gemcitabine 1,000mg/m? day 1, 8 and 15
— Cisplatin 70mg/m? day 2
« MVAC:
— Methotrexate 30mg/m? day 1, 15 and 22
— Vinblastine 3mg/m? day 2, 15, and 22
— Adriamycin 30mg/m? day 2
— Cisplatin 70mg/m? day 2
every 28 days



Response

CR

PR

Response Rate

GC vs. MVAC
Response

GC
(n=164)

12%

37%

50%

MVAC
(n=151)

12%

34%

46%



GC vs. MVAC
Time to Progressive Disease

: GC 7.4 months (6.6-8.1)
o.s MVAC 7.4 months (6.7-9.1)
: HR: 1.05 (0.85-1.30)




GC vs. MVAC
Overall Survival

C 13.8 months (12.3-15.8 )

MVAC 14.8 months (13.2-16.8 )
HR: 1.04 (0.82-1.32)

D2 151 1is - 18 “ o MUAC
203 AT 120 &2 po



Maximum Toxicities (Grades 3 and 4) Reported

for MVAC or GC

World Health Organization Toxicity Grades

Toxicity GC (%) MVAC (%)
] 4 3 4
Hematologic
Anemia 23.5 3.5 15.5 2.1
Thrombocytopenia 28.5 28.5 7.7 12.9
Neutropenia 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 7.8 0.5
Pulmonary 2.5 0.5 2.6 3.1
Hematuria 4.5 0 28 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]
Fever 0 0] 3.1 0

GC = gemcitabine/cisplatin; MVAC = methotrexate/vinblastine/adriamycin/cisplatin



Gem/CDDP vs Gem/Carbo

Randomised Phase Il
Dogliotti et al. Eur Urology 2007

1,0 = Treatment
: % e
. —— GP
80 ptS 0,8 - mﬁm b GO-censored
; '::' -Censore
med OS: o - GP d
GC 12.8 m 0,6 — ':-qw{-“.-{'} i
Gcar 9.8 m .
0.4 - I
0,2 < I
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Fig. 2 — Overall survival for the gemcitabine-carboplatin
(GC) arm and the gemcitabine-cisplatin (GP) arm.



EORTC/Intergroup Phase Il Study in
Metastatic Bladder Cancer

GC (203 patients)

GC+Taxol (202 patients)

Study initiated November, 2001 — completed
2006, reported 2007



80
70
60
50
40
30
20
10

273

Progression Free Survival

Gem/Cis 273/315 7.7 mo 1
Pac/Cis/iGem  265/312 8.8 mo 0.87 (0.74-1.03)

Overall Logrank test: P=0.109

13% r. reduction risk of prog (n.s.)

1 2 3 4 5 6
Number of patients at risk: Treatment
315 83 41 21 3 0 —— Gem+Cis

K] 43 24 10 1 === Gem+Cis+Pac




Randomized phase Il study of gemcitabine and cisplatin with or
without bevacizumab in patients with advanced TCC

Schema
1 cycle = 21 days

ARM A
Gemeitabine 1000 mg/m* IV on Day 1 and

Pt (kg [V every

Sagkalim Yarari Yok

ARM B

Gemcitabine 1000 mg/m* IV on Day 1 and

Day 8 of every cycle » Bevacizumab 15 mg/kg IV
Cisplatin 70 mg/m* IV on Day 1 every 21 days
Bevacizumab 15 mg/kg [V on Day 1

BN=Z2OU2Z N

Treatment with gemcitabine and cisplatin should continue for a maximum of 6 cycles.
Treatment with bevacizumab /placebo alone will continue wuntil disease progression or

unacceptable toxicity.



Mesane Kanserinde Kemoterapi Secimi
Yorum

Standard KT rejimi

— Gem/CDDP

— MVAC

— HD MVAC buyume faktorleri destegi ile

Hedefe yonelik molektlerden EGFR ve VEGF yolagi blokaji ek yarar
getirmedi

Karboplatin sagkalim ve yanit anlaminda sisplatinden daha az
etkilidir
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TABLE 1. Randomized trials of adjuvant chemotherapy for TCC.

Study Stages N & treatment Results

Skinner et al. (1991) pT3-4 or N+, MO 91 Significant increase in TTP for

9] (44 CISCA; 47 cystectomy alone) adjuvant therapy; no significative

differences in OS except for
subgroups

Stockle et al. (1992) pT3b-4a or N+ 49 Stopped early due to a significant

[10] (26 M-VAC/M-VEC; 23 observation) increase in DFS for adjuvant therapy

Studer et al. (1994) T1(G2)-T4 77 No advantage for adjuvant therapy

[13] (37 cisplatin; 40 observation

Freiha et al, (1996) pT3b-4, any N, M0 50 Stopped early because of a

[15] (25 CMV immediately after cystectomy; 25 CMV at significant increasc in TTP for
relapse) adjuvant therapy; not significative

differences in OS

Bono et al. (1997) T2-T4a, NO, MO 83 No benefit for adjuvant therapy

[14] (48 CM,; 35 cystectomy only)

Otto et al. (2001) T3, N1-2, MO 108 No advantage for adjuvant therapy in

[15] (55 M-VEC; 53 observation) terms of survival

Lehmann et al (2005) pT3-4a and/or N+ 327 No inferiority of CM; better

[16] (163 CM; 164 M-VEC) tolerability for CM

R - randomization; TTP — Time to progression; OS — overall survival; CISCA ~ cisplatin;
cyclophosphamide, doxorubicin; M-VAC — methotrexate, vinblastine, doxorubicin, cisplatin; M-VEC -
methotrexate, vinblastine, epirubicin, cisplatin; CMV - cisplatin, methotrexate, vinblastine; CM —
cisplatin, methotrexate;




Adjuvant Chemotherapy In Muscle-invasive Bladder
Cancer: A Pooled Analysis From Phase III Studies.

Fixed

Rando

Genel Sagkalim

Citation Year Effect Lower
Skinner 1991 634 429
Stockle 1992 716 527
Studer 1994 910 556
Frehia 1996 706 433
Bono 1997 823 557
Otto 2001 964 622
Combined (6) , 768 652
Combined (6) , 768 652
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Adjuvant Chemotherapy In Muscle-invasive Bladder

Cancer: A Pooled Analysis From Phase III Studies.

Citation

Skinner

Stockle

Freheia

Bono

Fixed Combined

Random Combined

Hastaliksiz Sagkalim

Year Effect Lower Upper NTofal
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Advanced Bladder Cancer (ABC) Meta-analysis Collaboration

Survival
Hazard Ratio
Single agent cisplatin l
Studer ERE— ’
_ _ Sub-total o —=——___——"——"Hazard Ratio=1.02 p=0.945
Cisplatin-based combinations |
Skinner — » —
Bono — ! : |
Freiha = 1 | |
Stockle H = = I
Otto = Lu —
Sub-total - Hazard Ratio=0.71 p=0.010
|
|
Total <9 Hazard Ratio=0.75 p=0.019
0 0.5 1 15 >
Chemotherapy better Control better

Test for interaction x2=1.20, p=0.237

Very wide confidence intervals!

Eur Urol. 2005 Aug;48(2):189-199



EORTC TRIAL 30994
Lancet Oncol 2015; 16: 76—-86

International Intergroup Randomized Phase Il trial
comparing immediate versus deferred
chemotherapy after radical cystectomy in patients
with pT3-pT4, and /or N+ MO transitional cell
carcinoma (TCC) of the bladder

Study coordinated by the EORTC GU Cancers Group, with collaboration from GETUG, NCRI, NCIC and AUO

Cora N. Sternberg?!, Iwona Skoneczna?, J.M.Kerst3, Sophie Fossa®, Peter Albers®>, Mads Agerbaek®, Herlinde Dumez’, Maria
De Santis®, Christine Theodore?, Michael Leahy'?, J.D. Chester19, Antony Verbaeys!!, Armelle Caty!?, Gedske Daugaard?3,
Sandrine Marreaud*, Samantha Cambier!4, Richard Sylvester!4

1San Camillo and Forlanini Hospitals, Rome, Italy, 2Maria Sklodowska-Curie Memorial Cancer Centre, Warsaw, Poland, 3The Netherlands Cancer Institute,
Amsterdam, The Netherlands, “Oslo University Hospital, Oslo, Norway, >Klinikum Kassel, Kassel, Germany and University Clinic Bonn, Bonn, Germany,
6Aarhus University Hospital, Aarhus, Denmark, 7U.Z. Gasthuisberg, Leuven, Belgium, 8Kaiser Franz Josef Spital, Vienna, Austria, °Institut Gustave Roussy,
Villejuif, France, 1°St James's University Hospital, Leeds, United Kingdom, University Hospital Gent, Gent, Belgium, >Centre Oscar Lambret, Lille, France, 13
Rigshospitalet, University of Copenhagen, Denmark,

14 EORTC Headquarters, Brussels, Belgium.



Trial Design

. R Immediate therapy
Eligibility A - Gem-Cis or M-VAC or HD-M-VAC
pT3-pT4, N 4 cycles

and/or any 5
PTN+MO 0
Within 90 days Wi
| Deferred therapy at relapse
after 7 - 6 cycles
cystectomy: E
1:1

Primary endpoint:  Overall survival
Secondary endpoint: Progression free survival



Hasta Alinma Kriterleri

v' TCC of the bladder: pT3-4 and/or and pTN1-3, MO disease
v No pure squamous cell or adenocarcinoma

v" No microscopic residual disease

v" WHO Performance status 0 - 1

v GFR > 60 ml/min



Patient Characteristics

Immediate Chemo

Deferred Chemo

(n=141) (n=143)
Median age (range) 61 (37-76) 61 (35-82)
Gender
Male 112 (79.4) 114 (79.7)
Female 27 (19.1) 27 (18.9)
T Category
pTaT1T2 32 (22.7) 31 (21.7)
pT3T4 109 (77.3) 112 (78.3)

Nodal Status
PN-
pN+

Pathological stage
pTaTlT2 pN+
pT3T4 pN+
pT3T4 pN-

42 (29.8)
99 (70.2)

32 (22.7)
67 (47.5)
42 (29.8)

44 (30.8)
99 (69.2)

31(21.7)
68 (47.5)
44 (30.8)



Treatment Regimen

Treatment Regimen Immediate Chemo Deferred Chemo

(n=128) (n=67)

GEM-CIS 108 (84.4) 57 (85.1)
HD-MVAC 19 (14.8) 8 (11.9)
M-VAC 1 (0.8) 2 (3.0)




Proportion of patients without progression

A Significant Improvement in PFS (ITT)

100

5 Year PFS rates:
46.8%
29.5%

HR = 0.52 (95% Cl : 0.39 — 0.71)

P <0.0001

— Median
2.92 years
e 0.93 years
O I I : I I I ] (years)
0 2 4 6 8 10 12
O N Number of patients at risk : Treatment
73 141 71 56 39 21 3 ™ Immediate
103 143 50 43 30 18 4 = Deferred



Exploratory Analysis
Progression Free Survival According to Disease Stage

Events / Patients Statistics HR & CI*
Immediate Deferred (©—E) Var. (Immediate Deferred) HR (95% CI)
Tcat/Nodes |
pTaTiT2 N+ 17/32 24 /31 —6.7 9.9 . 050 (0.27 ; 0.94)
pT3T4 N— 10/42 23/44 -8 8.1 . j 037 (0.19 ; 0.74)
pT3T4 N+ 46 /67 56 /68 —13.1 246 —.— 059 (0.40 ; 0.87)
1
1
i
. Total 73/141 103/43 —27.9 427 e 052 (0.39 ; 0.70)
1
(51.8 %) (72 %)
. A . , P <0.0001
0.25 05 10 2.0 4.0
Test for heterogeneity Immediate Deferred
Chi—square= 124, df=2: p>0.1 better better

Treatment effect: p<0.0001

*95% Cl everywhere



Nodal Tutulumuna Goére Sagkalim

A Node-negative at baseline
100 — Deferred
— Immediate
90
80
704
. B0
£
3 s0q
g
A 40
204
20+
104
HRO-37 (adjusted 95% 1 0-16-0-83); p=0.012
0 T T T T T 1
2 B 8 10 12
Number at risk
Deferred 44 28 24 17 9 1
Immediate 42 12 7 2 14 3
B MNode positive at baseline
100
90|
80
70
. B0
£
T s0q
£
o) 40
20|
20+
104
HR 0-94 (95% C1 0-65-134); p=0-72
0 T T T T T 1
o 2 4 ] 8 10 12
Time since randomisation (years)
Number at risk
Deferred 59 55 43 25 12 3
Immediate 99 63 43 2 1 0

Figure 4: Kaplan-Meier overall survival curves in patients who were node negative at baseline



Overall Survival (ITT)
A non-significant reduction of 22.2% in the risk of death

100 -
90 n E ................................ E
80 S et HR = 0.78 (CI* : 0.56 - 1.08)
70 _ P=0.13
>
£ 60 -
=
S 90 - Median
g_ 40 6.75 years
= 4.60 years
= 30 4
-
2 204
10 - :
0 . o . . (vears)
0 2 4 6 8 10 12
O N Number of patients at risk : Treatment
66 141 95 70 44 25 3 — Immediate
82 143 83 67 42 21 4 — Deferred

*95.09%, adjusted for interim analysis



Neoadjuvant Kemoterapi

PROS KONTRA

- Erken sistemik kontrol - Lokal kontrolde gecikme
- Mesane koruma sans - Klr sansini kagirma

- KT etkinlik testi - Yanlis patolojik evreleme

- Fazla tedavi



Evidence supporting the efficacy of neoadjuvant chemotherapy

Investigator/Group Type of evidence | Benefit (% reduction mortality | Remarks
vs cystectomy alone)

SWOG (NEJM, 2003) Multicentric HR 5yrA Benefit more evident
randomized study 0.67 14% in T8 or T4a pts
(317 pts) Pp=0.06 (two sided)

NORDIC (Eur Urol, 2004) Metanalysis of 2 HR 5yrA Benefit more evident
randomized trial 0.80 8% in T3 or <65 yr pts
(Nordic I and II) (0.64-0.99)
(620 pts) T

p=0.05

ABC Collaboration (Lancet, Metanalysis of 9 HR 5yrA Benefit for

2003) randomized trials 0.91 3% combination
(including 0.87 5% chemotherapy only
MRC/EORTC ‘ _
(2688 pts) p=o0.01

CANCER CARE ONTARIO Metanalysis of 11 HR 5yrA Benefit for

PROGRAM (J Urol, 2004) randomized trials 0.90 combination
(including =0.02 chemotherapy only
MRCEORTC) ) %
(2605 pts) 0.87 6.5

=0.006




Neoadjuvan Kemoterapi

* Meta-analiz: 10 randomize calisma
(2688 hasta)

7% 13 olim riskinde azalma
5 yillik sagkalimda + 7% 5 absolut yarar
GS % 45'den % 50'e cikmaktadir

ABC Meta-analysis Collaboration. Lancet 2003;361:1927



International Phase Ill Trial Assessing Neoadjuvant
CMV Chemotherapy for Muscle-Invasive Bladder Cancer:
Long-Term Results of the BAO6 30894 Trial

/\

Allocated to no CMV (n = 485) Allocated to CMV (n = 491)
Received allocated intervention of 3 cycles (n=392)
Did not recelve allocated intervention (n=299)
Received 2 cycles {n=37)
Received 1 cycle in=233)
Received 4 cycles n=1}
Received 0 cycles {n=28)
Reasons
Renal toxicity effect/impaired function {n=23)
Other toxicity effects of chemotherapy (n="18)
Disease progression or early death in=14)
Refusal to continue treatment (n=21)
Protocol errors/unspecified reason (n=23)
Lost to follow-up n=2) Lost to follow-up {n=4)
Still on therapy (n=0) Still on therapy {n=0)

J Clin Oncol 29: 2177-77, 2011
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Radyoterapi
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Neoadjuvan - Adjuvan Tedavi

e Hastada kur sansini artirmali
— Rezeksiyon sansini artirmak
— Nuks oranini azaltmak
— Uzak metastaz azaltmal

« KLINIK CALISMALARDAKI SONUCLAR HER HASTAYA
UYGULANAMAZ



Genel Toplumda Tedavi Yaklasimi

Effectiveness of Adjuvant Chemotherapy for Locally Advanced
Bladder Cancer

e Galsky MD ve ark.
Amerika B.D’de Kanser Bilgi Toplama Kayitlari

2003- 2006 yillari arasinda en az 5 yil takip suresi olabilecek
hastalarda gozlemsel calisma



Hasta Alimi

Cases of bladder cancar 2003-2006

(m= 166262
Excluded {n = 145,476]
Mo cystectomy performed
Cases of cystactomy
{n = 20,788]
Excluded {n = 12,555}
Pathologic T= T2 N0 (n= 10,720}
Matastatic {n=547)
Mon-TCC {n=1.252)
Pathologic T = T3 and/or N+ TCC
in=8227)
Excluded
Radiation to bladder
Chemotherapy not recommended
because of comorbidities
Single-agent chemotharapy
administerad
Chemotherapy initiated =50 days
from cystectomy
Age » 85 years
Died < 30 days from cystectomy

Met eligibility critaria
{n = 5,653)

Cbsarvation Adjuvant chemotherapy
{n = 4,360] {n=1.283

{n =2,574)
in = 498}

{m= 135}
{n=d34]
[n = 1,088]

{n =157}
{n=254]



1.0 4 = Adjuvant chemotherapy
E Observation
S 0.8
2
Q
o
206
‘©
2
Z 0.4
=
7]
@ 0.2 4
Q
=
(=]
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Sonuclar

Lokal ileri mesane kanserinde sistektomi 6ncesi veya sonrasi

kemoterapi ile sagkalim artmaktadir

Genel durum iyi (ECOG PS 0-1)
Ciddi komorbiditesi olmayan

> T3 veya nodal tutulumu olan hastalara kemoterapi
verilmelidir.

Genel yaklasim kemoterapinin ameliyat oncesi verilmesidir.
— Bobrek fonksiyonlari
— Postop komplikasyonlar tedaviyi 6nlememeli
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