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PALESTRANTE ELABORAR MATERIAL 
TÉCNICO-CIENTIFICO

APOIO CIENTIFICO 
PARA PARTICIPAR EM 

EVENTOS

PESQUISA CLÍNICA
FINANCIADA

ADVISORY
BOARD

ASTELLAS X X X

JANSSEN X X X

ROCHE X X

LIBBS X X X

RECEPTA X

BMS X X X

MSD X

ASTRA ZENECA X

Conflitos de interesse



Cisplatin Ineligible definition 
Criteria for Patients Entering Clinical Trials With Metastatic Urothelial

Carcinoma 
Deemed “Unfit” for Cisplatin-Based Chemotherapy*

 WHO or ECOG PS ≥ 2 or Karnofsky PS 60% to 70%
 Measured or calculated creatinine clearance < 60 mL/min
 CTCAE v4 grade ≥ 2 audiometric hearing loss
 CTCAE v4 grade ≥ 2 peripheral neuropathy
 NYHA Class III heart failure

*≥ 1 must be present. 

Galsky MD, et al. J Clin Oncol. 2011;29:2432-2438.



n = 178

Fase 2/3 - reportados 

dados do fase 2

 Paciente “unfit” -

inelegíveis para 

cisplatina (30< TFG < 

60 ou ECOG 2)

 Avaliação de Taxa de 

Resposta e Toxicidades 

Agudas Graves (TAG)

Randomização

Metotrexato 30 mg/m2 d1, d15, d22

Carboplatina AUC 4,5 d1

Vimblastina  3mg/m2 d1, d15, d22
1:1

Carboplatina AUC 4,5

Gemcitabina 1000mg/m2 D1 e D8

Carboplatin+Gencitabine

J Clin Oncol, 2012 Jan 10;30(2)



J Clin Oncol, 2012 Jan 10;30(2)

Carboplatin+Gencitabine
Less response and higher toxicity 
when more than 1 adverse factor 

is present

Cisplatin-inegible

Chemotherapy-inegible



Cisplatin but Not Carboplatin Can Yield Durable and Complete 
Responses in the Frontline

1. De Santis M, et al. J Clin Oncol. 2012;30:191-199. 2. Sternberg CN, et al. Eur J Cancer. 2006;42:50-54.
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Apresentador
Notas de apresentação
Carbo, carboplatin; DD, dose dense; Gem, gemcitabine; m, median; MCAVI, methotrexate/carboplatin/vinblastine; MVAC, methotrexate/vinblastine/doxorubicin/cisplatin.So, we do have a lot of data on cisplatin- and carboplatin-based regimens in the frontline metastatic setting. And we do know that cisplatin, but not carboplatin, can yield durable and complete responses in the frontline. So, what we see in the panel on the left is a median overall survival of only 9.3 months in this frontline setting for patients who received gemcitabine and carboplatin. Remember, this is a selected group. They have poor renal function or one of the other clinical characteristics that already put them in a less healthy, less robust group than those eligible for cisplatin. In the panel on the right, however, we see long-term data with dose-dense MVAC in the frontline setting. Here, we get a better median overall survival—again, not surprising—more effective chemotherapy, and a better patient population, but what I always like to point out when we’re looking back at these data, which are now from 12 years ago, is that there is a rate of durable complete response and survival with dose-dense MVAC, and that green arrow points to that tail on the curve that we speak about so often. With immunotherapy, the tail does exist with cisplatin-based chemotherapy, in particular, dose-dense MVAC. 



Pembrolizumabe
Keynote-052
Fase 2

Atezolizumab
ImVigor 210-coorte 1
Fase 2



Resposta

Keynote052 and ImVigor 2010 Balar et al Lancet Oncol 2017; 

Median time to response: 
2 mos 
Duration response: NR

58% w/ decrease target 
lesions 

Median time to response: 2.1 mos 
Duration response: NR

• ORR: 24%
• CR rate: 8%
• No difference by PD-L1 status

ORR: 28.9%



OS
Pembrolizumab

• Median OS 11.5 mos (95% CI 
10-13.3 mos)

Atezolizumab

• Median OS 16.3 mos (95% 
CI 10.4-24.5)

Keynote052 and ImVigor 2010 Balar et al Lancet Oncol 2017; update ASCO 2017 by O-Donnel and ASCO 2018 by Vuky and Balar 



Atezolizumab and Pembrolizumab
received accelerated approval for the 
treatment of cisplatin-ineligible mUC



Response Rates to First-line Therapy for 
Metastatic Urothelial Carcinoma

Cisplatin Eligible Cisplatin Ineligible

Dose-Dense 
MVAC[1]

Gem/Cis[2] Gem/Carbo[3] Pembrolizumab[4] Atezolizumab[5]

1. Sternberg CN, et al. Eur J Cancer. 2006;42:50-54. 2. von der Maase H, et al. J Clin Oncol. 2000;18:3068-3077. 3. De Santis M, et al. J Clin
Oncol. 2012;30:191-199. 4. Balar AV, et al. Lancet Oncol. 2017;18:1483-1492. 
5. Balar AV, et al. Lancet. 2017;389:67-76.
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Apresentador
Notas de apresentação
Carbo, carboplatin; Cis, cisplatin; Gem, gemcitabine; MVAC, methotrexate/vinblastine/doxorubicin/cisplatin.So, in summary, when we’re looking at a patient who’s not eligible for cisplatin, we look to the panel on the right here—cisplatin ineligible in blue. These are the options that we have. Gemcitabine and carboplatin—again, better response rates, fewer complete responses, and no tail on the curve, as in, no long-term durable remissions or benefit. We also have pembrolizumab and atezolizumab as single agents. These have a little bit better complete response rate, lower overall response rate, but we’re hoping, as the data mature, that we see durable long-term responses with these agents. We’ll wait to see. But I’d also like to remind everyone of the panel on the left. Whenever I open a patient’s chart—a new patient coming to me for the first time with metastatic bladder cancer that’s untreated—I always hope that they’re eligible for cisplatin because this is really the treatment with the longest-term data, the highest response rate, and, as I showed you with dose-dense MVAC, there’s also durable long-term survival, even in the metastatic setting. It’s not common, but we do see it. So, cisplatin is still the standard of care in the setting for patients who can safely receive it. 
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Notas de apresentação
Carbo, carboplatin; Cis, cisplatin; Gem, gemcitabine; MVAC, methotrexate/vinblastine/doxorubicin/cisplatin.So, in summary, when we’re looking at a patient who’s not eligible for cisplatin, we look to the panel on the right here—cisplatin ineligible in blue. These are the options that we have. Gemcitabine and carboplatin—again, better response rates, fewer complete responses, and no tail on the curve, as in, no long-term durable remissions or benefit. We also have pembrolizumab and atezolizumab as single agents. These have a little bit better complete response rate, lower overall response rate, but we’re hoping, as the data mature, that we see durable long-term responses with these agents. We’ll wait to see. But I’d also like to remind everyone of the panel on the left. Whenever I open a patient’s chart—a new patient coming to me for the first time with metastatic bladder cancer that’s untreated—I always hope that they’re eligible for cisplatin because this is really the treatment with the longest-term data, the highest response rate, and, as I showed you with dose-dense MVAC, there’s also durable long-term survival, even in the metastatic setting. It’s not common, but we do see it. So, cisplatin is still the standard of care in the setting for patients who can safely receive it. 



But...

The control arm of these studies used platinum 
combinations for patients with reasonable clinical 
status



But...



Atezolizumab

Pembrolizumab

August 16th, 2018



Biomarkers – cisplatin ineligible ASCO18

In KN052 – Cisplatin ineligible front line 
pembrolizumab, low PDL1 (CPS <10) patients 
were 74% of the study population and had worse 
median OS.

In contrast, in IMvigor210 – Cisplatin ineligible front line 
atezolizumab - low PDL1 (IC0/1) patients were 70% of 
the study population and had similar to slightly better 
median OS.

Balar # 4523
Vuky # 4524



Biomarcadores para prática
Pembrolizumab

• Dako PD-L1 22C3 PharD 
Assay

• Score = CPS (positividade 
tumor + células imunes)

• Corte = CPS ≥10

Atezolizumab

• Ventana PD-L1 SP142 
Assay

• Score = % PD-L1 expresso 
células imune

• Corte = PD-L1≥5%



Advanced Bladder Cancer Landscape: 
2019 Standard of Care

1. von der Maase H, et al. J Clin Oncol. 2000;18:3068-3077. 2. Sternberg CN, et al. Eur J Cancer. 2006;42:50-54. 3. Bellmunt J, et al. N Engl J 
Med. 2017;376:1015-1026. 4. de Santis M, et al. J Clin Oncol 2012. 5. Balar AV et al. Lancet Oncol 2017

Unfit Cisplatin

Carbo Regimens
RR: 41.2% [4]

OS: 9.3 mos

ORR:23% (CR 9%)
OS: 15.9 mos [5]

Chemo eligible 
AND 

PD-L1 < 5% or CPS<10 or testing not 
available

CPS≥10
PD-L1 ≥5%

OR
Chemotherapy 

ineligible

Anti–PD-1/L1 
Agents

Carboplatin-Based 
Regimens

Apresentador
Notas de apresentação
So, where are we in terms of the standard of care for platinum-eligible patients? So, we still are, have good options for these patients, but they’re not perfect. The frontline is still cisplatin-based chemotherapy, as you saw from the prior case. Here, we have overall response rates from 39% with gem/cis to 72% with dose-dense MVAC, and an overall survival of 12-15 months. Subsequent to that treatment, we look to the PD-1/PD-L1 inhibitors and that can be done either at the time of progression on platinum-based chemotherapy or it can also be considered at the time of best response to cisplatin-based chemotherapy. And there are trials looking at this sort of switch maintenance setting where a patient who achieves an excellent response to platinum-based chemotherapy may proceed with a checkpoint inhibitor to consolidate or maintain that response. The checkpoint inhibitors have the advantage of being, generally, better tolerated than cisplatin, and cisplatin cannot be given forever. It’s—there is a limit to the number of cycles one can give of this regimen. 



OBRIGADO
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