
The dilemma in the first line setting and beyond

Advanced Urothelial Cancers

Philippe Barthélémy
Institut de CANcérologie Strasbourg Europe

ICANS.eu



DISCLOSURES

 Advisory board, Consulting

• ROCHE, PFIZER, MSD, BMS, IPSEN, SANOFI, JANSSEN CILAG, 
NOVARTIS, EUSAPharma

 Honoraria

• EISAI, ASTELLAS



OUTLINE

• Recommandations 

• 1st line - 2nd line

• 2019 reported data

• 1st line setting : IMvigor 130

• 2nd line setting and beyond

• Future

• Combinations



ALGORITHM FOR 1ST AND 2ND LINE CHEMOTHERAPY

IN ADVANCED UC UNTIL RECENTLY

ESMO Guidelines Bellmunt et al 2014

Population
CISPLATIN

eligible
CISPLATIN 
ineligible

Chemotherapy
regimen

Gemcitabine-
Cisplatin

MVAC-HD

Gemcitabine-
Carboplatin

ORR 50-60% 36%

OS, median, 
months

15 months 9 months

OS, 1 year 60% 37%

Platinum
resistant/refractory

Docetaxel/Paclitaxel
Vinflunine

12%

7 months

26%

First line setting Second line setting



ESMO GUIDELINES FOR TARGETED AND IMMUNE THERAPY

T Powles ESMO 2019ePublished 22 August 2019



EMA  AND FDA APPROVAL IN THE FIRST LINE SETTING

T Powles ESMO 2019J Bellmunt et al NEJM 2017 ; T Powles et al Lancet 2018 Feb 24

Phase II data



PHASE III TRIALS ASSESSING IO IN 1ST LINE SETTING



DOES THE MONOTHERAPY ARM CHANGE CLINICAL PRACTICE ?

EMA restriction : Reduced survival in PDL1- patients

Ineligible for 
Cisplatin based

therapy

PD-L1 +ve*

PD-L1 –ve

IO or Gemcitabine/Carboplatin

Gemcitabine/Carboplatin

E Grande LBA14, ESMO 2019Adapted T Powles ESMO 2018

PDL1 IC 2/3

Atezo

CT/ Placebo



CISPLATIN ELIGIBLE PATIENTS WERE INCLUDED IN THIS

MONOTHERAPY ARM

Ineligible for 
Cisplatin based

therapy

PD-L1 +ve*

PD-L1 –ve

Atezolizumab

Gemcitabine/Carboplatin

Eligible for 
Cisplatin based

therapy

Gemcitabine/CislatinPD-L1 –ve

RR atezo vs CT: 23% vs 44%
Toxicity : 16% vs 82 % grade 3-5 

PDL1 IC 2/3

Should we use atezolizumab for all PDL1+ pts ?

No subset analysis
available

E Grande LBA14, ESMO 2019Adapted T Powles ESMO 2018



ÌMVIGOR 130 STUDY DESIGN

E Grande LBA14, ESMO 2019

Should we add
IO to CT ?



IMVIGOR 130 PFS AND OS RESULTS : ATEZO/CT VS CT

1.9 months improvment

E Grande LBA14, ESMO 2019



SUBGROUP ANALYSIS : CDDP VS CARBO

PFS OS

E Grande LBA14, ESMO 2019

Improved PFS and OS mainly in pts treated with CDDP  



WHAT ABOUT RESPONSE RATE ?



DO THE RESULTS CHANGE THE ALGORITHM ?

Ineligible for 
Cisplatin based

therapy

PD-L1 +ve*

PD-L1 –ve

IO or Gemcitabine/Carboplatin

Gemcitabine/Carboplatin

Eligible for 
Cisplatin based therapy Gemcitabine/Cisplatin

NO



PHASE III RANDOMIZED TRIALS SUPPORTING PEMBROLIZUMAB

AND TO A LESSER EXTENT ATEZOLIZUMAB

T Powles ESMO 2019

Pembrolizumab1

RR 21%

OS HR
0.73 

(0.53-0.91)

Atezolizumab2

RR 13%

OS HR
0.83 

(0.73-0.99)

Supportive phase II and IV data

J Bellmunt et al NEJM 2017 ; T Powles et al Lancet 2018 Feb 24



TOWARDS PRECISION MEDECINE

T Powles ESMO 2019

Enfortumab vedotin Phase II - III
IMMU-132 phase II

Erdafitinib phase II - III
INCB 054828 phase II

ADC

FGFRi



FGFR INHIBITORS IN UC

FGFR mutation
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FGFR fusion

75 (76 %) out of 99 evaluable patients treated

with continuous 8 mg/day erdafitinib had a tumor

shrinkage

Results phase 2 erdafitinib (n=99)

Y Loriot et al NEJM August 2019 ; A Necchi et al ESMO 2018



ONGOING PHASE III THOR STUDY : ERDAFITINIB

Molecular
screening of 

patients with
advanced UC for 
FGFR alterations

Prior 
treatment

with
PD-(L)1 

inhibitor

YES

NO Randomize
1:1

ERDAFITINIB

CHEMOTHERAPY

PEMBROLIZUMAB

ERDAFITINIB

Primary endpoint : Overall survival

N=630

Randomize
1:1

2nd line trial



ANTIBODY DRUG CONJUGATES (ADC) IN UC

ESMO 2019 : IMMU-132
Preliminary Phase II results



TROPHY 01 : PHASE II PRELIMINARY RESULTS

Tumor shrinkage

Tagawa et al, Abstract LBA55 présenté à l’ESMO 2019

N=35 ; ORR=29%

=> Promising results

Platinum/CPI refractory



RC48-ADC : PHASE II PRELIMINARY RESULTS

X Sheng et al ASCO 2019

N=43 

ORR=60.5% ; DCR = 90.7%

=> Promising results

HER2 2+ or 3+ ;  UC 2nd line
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WHAT IS THE NEXT STEP ?  

Identifying the best setting to use each drug

How to combine the different agents

Identifying predictive biomarkers



IDENTIFYING THE BEST IO COMBINATION : 

THE BEST PARTNER ?

J Rosenberg et al ESMO 2018

Chemotherapy ?

Targeted therapy : ADC ?

Immunotherapy ?

TKI : Antiangiogenics ?



IO AND ANTI-ANGIOGENICS

Rosenberg J E, et al. CALGB 90601 (Alliance): Randomized, double-blind, placebo-controlled phase III trial comparing gemcitabine and cisplatin with bevacizumab or placebo in patients with metastatic urothelial carcinoma.

• Recent data of  trials assessing antiangiogenics

Cabozantinib + nivolumab +/-
Ipilimumab for mUC and other GU 

tumors

Lenvatinib + Pembrolizumab
for mUC
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Apolo et al ASCO 2017, GU ASCO 2018 Vogelzang et al ASCO SITC 2019



EV103 PHASE 1 ENFORTUMAB VEDOTIN – PEMBROLIZUMAB IN

ADVANCED UC

Enfortumab vedotin Design



RESULTS : CLINCAL BENEFIT RATE  = 93%

Pts characteristics
40% PDL1 –
91% visceral M+
33% liver M+



TAKE HOME MESSAGE :

 First line setting
• Chemotherapy remains a SOC in CDDP eligible pts 
• IO is an (the best?) option  for CDDP ineligible PDL1+ pts 
• IO/CT combination is not ready for prime time (yet?)

 2nd line and beyond
• IO monotherapy (Pembrolizumab) is 2nd line SOC
• New drugs are underway : FGFRi, ADC….

 Future
• Combinations : IO – ADC ? IO-FGFRi ?
• Precision medecine approach : Molecular screening 
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