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Metastatik Hastalık

Sisplatine uygun hastada birinci basamak

Sisplatine uygun olmayan hastada birinci basamak
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Mesane Kanserinde Sistemik Tedavi

Tanı anında
%75 hasta

%25 hasta
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Metastatik Mesane Kanseri 
Birinci Basamak Kemoterapi



Metastatik Birinci Basamak Kemoterapi Sonuçları

Sisplatin Uygun Sisplatin uygun değil

Gemcitabine + Cisplatin[1,2]

ORR: 49%
CR: 12%
Median OS: 14.0 mos

Dose Dense MVAC[3]

ORR: 72%
CR: 25%
Median OS: 15.1 mos

Gemcitabine + Carboplatin[4]

ORR: 36%
CR: 3%
Median OS: 9.3 mos

1. von der Maase H, et al. J Clin Oncol. 2005;23:4602-4608. 2. von der Maase H, et al. J Clin Oncol. 2000;18:3068-3077. 
3. Sternberg CN, et al. Eur J Cancer. 2006;42:50-54. 4. De Santis M, et al. J Clin Oncol. 2012;30:191-199.
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Metastatik Mesane Kanseri  Birinci Basamak Tedavi Seçimi



Sisplatin Kombinasyonlu Kemoterapiye 
Uygun Olmayan Hasta Grubu

ECOG PS ≥ 2

Kreatinin klirensi < 60ml/dk

İşitme kaybı olması grade2>

Periferik nöropati grade2>

KKY olması (NYHA class III)

Galsky MD et al. A consensus definition of patient with metastatic urothelial carcinoma who are unfit for cisplatin-based chemotherapy.Lancet 2011
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İmmün kontrol noktası inhibitörleri



Lawrence et al. Nature 2013

Mesane Kanserinde Tümör Mutasyon Yükü

Yüksek komleks mutasyon durumu tütün ve diğer kanserojenlere maruz kalma ile benzer

Bir çok neoantijen konakçı immün sistemi tarafından potansiyel olarak yabancı gibi görünür



Metastatik Mesane Kanseri Birinci Basamak Tedavi Yanıtları
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Journal for ImmunoTherapy of Cancer (2017)

Metastatik Mesane Kanseri  İkinci Basamak Tedavi Seçimi



International, randomized, open-label phase III study KEYNOTE-045

Primary endpoints: OS, PFS

Secondary endpoints: ORR, DoR, safety
Bellmunt J, et al. N Engl J Med. 2017;376:1015-1026.

Adult patients with predominantly 
transitional cell UC of the renal pelvis, 

ureter, bladder, or urethra; PD after 
1-2 lines of platinum-based CT 

or recurrence < 12 mos after 
perioperative platinum-based CT; ECOG 

PS 0-2
(N = 542)

Treatment continued for 
2 yrs or until PD, 

unacceptable toxicity, or 
withdrawal of consent

Pembrolizumab 
200 mg IV Q3W 

(n = 270)

Paclitaxel 175 mg/m2 IV Q3W or 
Docetaxel 75 mg/m2 IV Q3W or
Vinflunine 320 mg/m2 IV Q3W

(n = 272)

Stratified by ECOG PS (0/1 vs 2), Hg (< 10 vs ≥ 10 g/dL), liver 

mets (yes vs no), and time since last CT (< vs ≥ 3 mos)

Metastatik Mesane Kanseri  İkinci Basamak Tedavi Seçimi



Pembrolizumab

Chemotherapy

KEYNOTE-045: OS

270 194 147 116 98 67 23

272 171 109 73 58 35 13

44.4%
30.3% 33.2%

19.7%

Median OS, Mos (95% CI)
10.3 (8.0-12.3)

7.4 (6.3-8.3)

0 4 8 12 16 20 24 28 32
0

20

40

60

80
O

S 
(%

)

Mos

100

Patients at Risk, n

de Wit R, et al. ESMO 2017. Abstract LBA37_PR.

Data cutoff: May 19, 2017

HR: 0.70 (0.57-0.86; P = .0003)



KEYNOTE-045: OS



KEYNOTE-045: ORR

de Wit R, et al. ESMO 2017. Abstract LBA37_PR.
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Key Eligibility Criteriaa

• mUC with progression during or 
following platinum-based chemotherapy
– ≤ 2 prior lines of therapy

• Measurable disease per RECIST v1.1
• ECOG PS 0-1
• Evaluable sample for PD-L1 testing
• TCC histology as primary component

(N = 931)

Primary endpoint
– OS, tested hierarchically 

in pre-specified populations

Powles T, et al. EAS 2017, IMvigor211.

DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; EORTC, European Organisation for Research 
and Treatment of Cancer; PRO, patient-reported outcome; q3w, every three weeks; RECIST, Response Evaluation 
Criteria In Solid Tumors; TCC, transitional cell carcinoma. a ClinicalTrials.gov, NCT02302807. b Defined by time from prior 
chemotherapy < 3 mo, ECOG performance status > 0 and hemoglobin < 10 g/dL. c Confirmed response was not required 
for secondary efficacy endpoints. This analysis reports exploratory confirmed responses.

Atezolizumab 
1200 mg q3w

R
1:1

No crossover permitted 
per protocol

Survival 
follow-up

Loss of 
clinical benefit

RECIST v1.1 
progression

Stratification Factors
• No. of risk factorsb (0 vs. 1/2/3)
• Liver metastases (yes vs. no)
• PD-L1 status (0/1 vs. 2/3)
• Chemotherapy (vinflunine vs. taxanes)

Additional endpoints
– Efficacy: RECIST v1.1 ORR, PFS and DORc

– Safety
– PROs: EORTC QLQ-C30

Chemotherapy 
(investigator’s choice)

• Vinflunine q3w
• Docetaxel q3w
• Paclitaxel q3w

Metastatik Mesane Kanseri  İkinci Basamak Tedavi Seçimi
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Metastatik Mesane Kanseri 
Tedavi Seçenekleri



Sonuç

Evre IV mesane kanserinde birinci basamak tedavide  platin bazlı kemoterapi ilk seçenek

Platin bazlı kemoterapi sonrası klinik yarar(CR/PR/SD) gören hastalarda idame tedavi olarak Avelumab

Sisplatin alamayacak hastalarda carboplatin+ gemsitabin kemoterapi kombinasyonu klinik yarar alanlarda Avelumab

idame tedavi olarak önerilir

Sisplatin alamayacak hastalarda PD-L1 pozitif olanlar( CPS≥10 ya da PD-L1> 5) Pemrolizumab/Atezolizumab önerilebilir

Platin bazlı kemoterapi alamayacak hastalarda birinci basamak tedavide ( ECOG PS≥2, komorbidite vs.)  PD-L1 düzeyinden bağımsız 
Pemrolizumab/Atezolizumab önerilebilir

Mesane kanseri  ikinci basamak tedavi seçenekleri; immün kontrol noktası inhibitörleri birinci basamakta almamışsa verilebilir. FGFR 
mutasyonu olan hastalar için erdafitinib bir seçenektir 

Mesane kanseri  ikinci basamak tedavi seçenekleri; platin bazlı kemoterapi alamayan immün kontrol noktası inhibitörleri alan hastalar için 
Enfortumab Vedotin bir seçenektir

Mesane kanseri Enfortumab Vedotin sonrası tedavi seçenekleri; sacituzumab govitecan,  vinflunine ve taksan vb. kemoterapi seçenekleri


