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A.5% of patients have metastatic disease at the time of diagnosis.

B.50 %patients relapse after cystectomy depending on the pathologic stage of the tumor and nodal status 

1)10% to 30% Local recurrences

2)70 %-distant metastases. 



Some basic facts… 

• 1. Metastatectomy for oligometastatic disease -carefully select 
appropriate patients for metastasectomy, 

• 2. If  the evidence of spread is limited to nodes and biopsy is technically 
feasible, nodal biopsy should be considered and patients should be 
managed for positive nodal disease (stage IIIA, stage IIIB, or stage IVA).

• 3. Advanced urothelial cancers -93% of cases had at least one clinically 
relevant genetic alteration, with a mean of 2.6 clinically relevant genetic 
alterations per case. 



Broad scheme of discussion 

• 1.Chemotherapy   1 st line 

• 2.ICI – post chemotherapy- Maintenance 

• 3.ICI – 1 st line when and how ?



1.Chemotherapy – 1 st line 

• 1. GC = standard MVAC @efficacy 

• 2.GC >>>MVAC @ toxicity 

• 3. ddMVAC >>> standard MVAC

• 4. Carboplatin can replace cisplatin in cisplatin ineligible patients

• 5.Addition of third drug – Taxanes – questionable benefits .



2.ICI Post chemotherapy- Avelumab Maintenance 
Therapy

• phase III JAVELIN Bladder 100 trial

• N= 700 

• OS- 21.4 vs. 14.3 months; HR, 0.69; 95% CI, 0.56–0.86; P = .001).

• Toxicity – comparable 

• PDL 1 agnostic 

• Post Cisplatin based chemotherapy – category 1 recommendations



3.ICI – 1 st line when and how ?

• A. Platinum eligibility – patient selection 

• B.ICI – evidence and action – Atezolizumab / Pembrolizumab 



A. Platinum eligibility – patient selection 



Some basic facts ..

1.decreased survival –ICI -first-line monotherapy compared to those 
receiving cisplatin- or carboplatin-based therapy

2. Choose chemotherapy even for PDL 1 high platinum eligible patient .

3. Do we need PD L1 checking at all? – Yes  - for Atezolizumab 

4. Chemotherapy + ICI << ICI monotherapy.



a. Atezolizumab- IMVIGOR 210/ 130

b. Pembrolizumab- Keynote 052/ 361





IMvigor210 Cohort 1: ORR and OS in the ITT population

• *19 patients with missing or unevaluable response status. †No death or IRF-assessed PD events 
(RECIST v1.1). Data cut-off: 12 July 2017; median duration of follow-up: 29.3 months

• 1. Balar et al. ASCO 2018; 2. Loriot et al. ASCO 2019

Atezolizumab
N=119

Median duration of follow-up, months 29.3
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IMvigor210 Cohort 1: DOR in responders

• *19 patients with missing or unevaluable response status
†Discontinued due to an AE. ‡Discontinued due to other reasons. §Discontinued due to patient 
withdrawal
¶Refers to no PD or death only. Data cut-off: 12 July 2017; median follow-up: 29.3 months

• Loriot et al. ASCO 2019 
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IMvigor210 Cohort 1: efficacy in elderly 
patients

• Error bars refer to 95% CI for median OS; *upper CI is NE; ‡median is NE.
Data cut-off: 12 July 2017; median follow-up: 29.3 months

• Balar et al. ASCO GU 2019

Efficacy outcomes in elderly patients ≥75 years were generally consistent with the overall 
population in this long-term analysis and there was no age-related efficacy difference 

between PD-L1 subgroups
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IMvigor130: phase III study of atezolizumab ±
platinum-based chemotherapy for 1L mUC

• *per RECIST v1.1 • 1. NCT02807636; 2. Grande et al. ESMO 2019

Arm C: 
Platinum/gemcitabine 

+ placebo

Arm A: 
Atezolizumab

+ platinum/gemcitabine• Locally advanced or mUC

• No prior systemic therapy in the metastatic setting

• ECOG PS ≤2

• Eligible for platinum-based chemotherapy (cisplatin or 
carboplatin with gemcitabine)

• Tissue sample available for PD-L1 testing (VENTANA 
SP142 IHC assay)

N=1213

Arm B: 
Atezolizumab

R
1:1:1 Until PD or 

unacceptable AEs

1 2Primary endpoints
• Investigator-assessed PFS* and OS (Arm A vs C); OS 

(Arm B vs C; hierarchical approach) 

Secondary endpoints
• INV-ORR*, DOR
• PFS, and OS (Arm B vs C; PD-L1 subgroups)
• Safety



IMvigor130: PFS (ITT, Arm A vs Arm C, co-primary 
endpoint)

• Data cut-off 31 May 2019; median survival follow-up 11.8 months (all patients) • Grande et al. ESMO 2019; Galsky et al. Lancet 2020
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IMvigor130: interim OS analysis (ITT, Arm A vs Arm C)

• Data cut-off 31 May 2019; median survival follow-up 11.8 months (all patients)
*5% of patients from Arm A and 20% of patients from Arm C crossed over to non-protocol immunotherapy
†Did not cross the interim efficacy boundary of 0.007 per the O’Brien-Fleming alpha spending function

• Grande et al. ESMO 2019; Galsky et al. Lancet 2020
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IMvigor130: interim OS by PD-L1 status

• P values are displayed for exploratory/descriptive purposes only

• Baseline PD-L1 expression in tumour specimens was evaluated using the

• VENTANA SP142 immunohistochemistry assay; PD-L1 expression on tumour-infiltrating immune 

• Galsky et al. ASCO 2020
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Improved OS for patients in the atezolizumab monotherapy arm was 
associated with PD-L1 IC2/3 status



Atezolizumab – 1 st line 

1) are not eligible for cisplatin-containing chemotherapy and whose tumors 
express PD-L1 as measured by PD-L1–TPS 5 % ( SP 142 )

2) are not eligible for any platinum- containing chemotherapy regardless of 
the level of tumor PD-L1 expression.









First Line combination trials



Pembrolizumab  – 1 st line 

Only patients who were not eligible for any platinum-containing 
chemotherapy



First Line immune checkpoint inhibitors



Management algorithm



Recruiting trials in 1L setting for advanced 
urothelial carcinoma






