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Treatment Options for RCC Have Been Changed 
Radically in the Last Decade…
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Nivolumab

David Quinn’s Preferred Therapeutic Sequencing and 
Decision Points for Metastatic RCC 2020

Interleukin-2, 
HDψ

Pazopanib

Axitinib 

Sorafenib

Sunitinib

Baseline: Cytoreductive nephrectomy; control critical metastases: brain, bone; general 
health measures: TSH, Vitamin D

Temsirolimus*

Everolimus Bevacizumab

ΨHighly selected patients
*Potential role first in poor risk patients

Cabozantinib Lenvatinib with 
Everolimus

Cabozantinib*

Nivolumab + Ipi* Axitinib + IO 
Cabozantinib + 

Nivolumab



Introduction

Presented By Elizabeth Plimack at TBD



KEYNOTE-426 Study Design 

Presented By Elizabeth Plimack at TBD



Baseline Characteristics

Presented By Elizabeth Plimack at TBD



Subsequent Anticancer Therapy Among Patients Who Discontinued Study Treatment

Presented By Elizabeth Plimack at TBD



OS in the ITT Population

Presented By Elizabeth Plimack at TBD

First interim: 
HR 0.53 (95% CI, 

0.38-0.74 ) p<0.001



Confirmed Objective Response Rate <br />ITT Population

Presented By Elizabeth Plimack at TBD



IMDC Favorable Risk: OS, PFS, and ORR

Presented By Elizabeth Plimack at TBD

Superior ORR but 
similar OS and PFS 

for Ax + Pembro
compared to 

Sunitinib



IMDC Intermediate/Poor Risk: OS, PFS, and ORR

Presented By Elizabeth Plimack at TBD

Superior OS, PFS, 
ORR  for Ax + 

Pembro compared 
to Sunitinib



Treatment-Related Adverse Events<br />Incidence ≥ 20% Within Either Treatment Arm

Presented By Elizabeth Plimack at TBD



Summary and Conclusions

Presented By Elizabeth Plimack at TBD

Limited benefit 
differential in 
favorable risk 

patients



Checkmate 214: Phase 3 Study of Nivolumab + Ipilimumab 
vs Sunitinib in 1L Advanced/Metastatic RCC1,2

1. Escudier B et al. Oral Presentation at ESMO 2017. LBA5. 2. Clinicaltrials.gov. NCT02231749. Accessed on October 23, 2017.

Primary Outcome Measure: PFS, OS, ORR
Secondary Outcome Measures: Safety
Key Exploratory Measures: antitumor activity (ORR, PFS, OS) in favorable 
risk patients, outcomes by tumor PD-L1 expression level, health-related 
QoL based on FKSI-19

Nivolumab 3 mg/kg + 
Ipilimumab  1 mg/kg

q3w for 4w, then
Nivolumab 3 mg/kg IV q2w

Sunitinib
50 mg PO qd

4 weeks on, 2 weeks off

Until disease progression 
or unacceptable toxicity

N=1070

Eligibility:
• Adv/metastatic (AJCC Stage 4) RCC
• No prior systemic Tx for RCC unless 1 prior 

adjuvant/neoadjuvant Tx (no VEGF/VEGFR 
targeted therapy)

• KPS ≥70%
• Measurable disease (RECIST 1.1 

defined)
• Tumor tissue available for PD-L1 testing

R
1:1

For perspective ….



CM214: Overall Survival: by IMDC Risk

15
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CheckMate 214
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53%
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47%

NIVO+IPI NR (35.6–NE)
SUN 26.6 (22.1–33.4)

Median OS, months (95% CI)

HR (95% CI), 0.66 (0.54–0.80)
P < 0.0001
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94%
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85%

85%

80%

NIVO+IPI NR (NE)
SUN NR (NE)

Median OS, months (95% CI)

HR (95% CI), 1.22 (0.73–2.04)
P = 0.4426

Tannir N.M et al., ASCO GU 2019 (abst 547)
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CM214: Exploratory endpoint
Health-related quality of life: Intention to treat
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Renal cell cancer: where to in 2020?
•We have a wealth of agents with IO, VEGF and mTORi mechanism of action

•For first line IO eligible patients who are intermediate to poor risk, Nivo + Ipi, Pembro + Axitinib and Cabo 
+ Nivo provide a robust OS benefit 

•These are regimens of first choice

•Therapy selection may be based on the toxicity of the drug add to the PD-1 agent at the start of treatment

•For good risk metastatic patients, IO therapy is an option but first line VEGFrTKI followed by other agent 
including IO therapy results in a similar OS outcome. 

•The addition of Ipi to Nivolumab in patients with stable disease or progression produces an incremental 
response in 10-15% of patients. (GU 16-260, German Urology Group data)

•Caboxantinib is an excellent alternative or salvage option, relative to IO therapy in intermediate and poor 
risk cases. Axitinib and other VEGFrTKIs are active if the patient has not had prior exposure.

•More data to follow …



Urothelial cancer
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Timeline for systemic therapy development in 
urothelial cancer…

...limited progress in the last decade … until recently

Methotrexate

MVAC1
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Atezolizumab13
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Durvalumab
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KN-04514 & 
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Enfortumab
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Urothelial cancer: treatment settings

NMIBC MIBC 

Ta, Tis, T1 organ-confined 

TURBT, 
intravesical Tx, 
e.g. BCG, mit C

Neoadjuvant
cisplatin-based 
chemotherapy

Metastatic/recurrentCystectomy/PLND

Adjuvant 
therapy

Locally advanced

1st line 
therapy
(cisplatin-
eligible or 
ineligible)

2nd line 
therapy & 
beyond

Chemoradiation

Pembrolizumab
Pembrolizumab
Atezolizumab

Pembrolizumab
Atezolizumab

Nivolumab
Durvalumab

Avelumb

Approved going 
into 2020



Immune Checkpoint Inhibitors in Front-Line In
Cisplatin-Ineligible Setting

Atezolizumab1 Pembrolizumab2

Phase Phase II (IMvigor Cohort 1) Phase II (Keynote-052)

Number of Patients 119 370

Dosing 1200mg every 3 weeks 200mg every 3 weeks

ORR 23% (9% CR) 29% (7% CR)

Duration of Response 70% of responses ongoing at 17.2 months 82% of responses ongoing at  ≥ 6 months

Median OS 15.9 months Not reached

Median PFS 2.7 months 2 months

Rate of Grade 3/4  Treatment-related AEs 16% 19%

1. Balar et al. 2017 Lancet        2. Balar et al. 2017 Lancet Oncology



DANUBE: Phase 3 Study of Durvalumab ±
Tremelimumab vs SOC in First-line Advanced UBC 

Randomization stratification factors:
• Cisplatin eligibility (eligible vs ineligible)
• PD-L1 status (positive vs negative)
• Visceral metastasis (presence or absence; ie, 

bone, lung, or liver)

Selected Eligibility Criteria
• TCC of the urothelium (renal 

pelvis, ureters, urinary bladder, 
and urethra)

• Treatment-naïve patients
• Unresectable/stage IV

Durvalumab
(n=217)

Durvalumab + 
tremelimumab

(n=217)

SOC
(n=217)

• Primary endpoint: 

− PFS, OS (combination vs SOC)

• Secondary endpoints:
– PFS (single agent vs SOC)
– PFS (PD-L1+ and PD-L1-)
– ORR (combo vs SOC)
– FACT-BL
– Immunogenicity

Estimated completion: 
September 2019

Estimated primary data:                     
March 2018

Reference: NCT02516241

Did not reach 
primary endpoint
Did not appear to 

validate 
durvalumab over 

SOIC chemo in 
PD-L1 high subset 

ESMO 2020



KEYNOTE-361: Phase III Pembrolizumab With or Without 
Platinum-Based Combination Chemotherapy Versus 
Chemotherapy in Patients With Advanced or Metastatic UC

• Key inclusion criteria: No prior systemic chemotherapy for advanced or metastatic UC (exception of 
neoadjuvant and adjuvant Pt-based CT); ECOG ≤2 

• Primary endpoints: PFS (investigator-assessed), OS
• Secondary endpoints: Safety, ORR, DCR, PFS as assessed by BICR
• Estimated primary completion date: March 2019

Advanced/unresectable 
or metastatic UC

(Estimated N=990)

Disease 
progression¶/ 
unacceptable 

toxicity#

Pembrolizumab†

+ carboplatin,‡ gemcitabine§ or
Pembrolizumab† 

+ cisplatin,|| gemcitabine§

R
1:1:1 Pembrolizumab†

Placebo 
+ carboplatin,‡ gemcitabine§ or

Placebo
+ cisplatin,|| gemcitabine§

†200 mg q3w (d1), max 35 doses. ‡AUC=5 or 4.5 q3w (d1). §1000 mg/m2 (d1 and d8). ||70 mg/m2 q3w (d1). ¶Per RECIST 
v1.1. #In specific circumstances atezolizumab treatment may continue beyond disease progression.
RECIST=Response Evaluation Criteria in Solid Tumors.
WO30070 Protocol. Version 3. September 2016. https://clinicaltrials.gov/ct2/show/NCT02807636. Accessed 10/07/16. 
https://clinicaltrials.gov/ct2/show/NCT02853305. Accessed 11/8/16. 30

Did not reach 
primary endpoint
Did not appear to 

validate 
pembrolizumab 

over chemo in PD-
L1 high subset 

ESMO 2020



IMvigor 130 (WO30070): Phase III Atezolizumab vs Atezolizumab 
+ Platinum-Based Chemotherapy in Untreated Locally Advanced 
or Metastatic UC – Study Design

• Key inclusion criteria: First-line platinum-eligible; evaluable for tumor PD-L1 expression; no 
prior CT for inoperable, locally advanced, or metastatic UC; 
ECOG ≤2 

• Primary endpoints: PFS (investigator-assessed), OS, safety
• Secondary endpoints: ORR, DOR, QOL, PK, ATA  

No crossover allowed from control to 
either atezolizumab arm

Locally advanced or 
metastatic UC

(Estimated N=1200*)

Disease 
progression¶/ 
unacceptable 

toxicity#

Atezolizumab†

+ carboplatin,‡ gemcitabine§ or
Atezolizumab† 

+ cisplatin,|| gemcitabine§

R
1:1:1 Atezolizumab†

Placebo 
+ carboplatin,‡ gemcitabine§ or

Placebo
+ cisplatin,|| gemcitabine§

*China extension cohort to accrue until total of 240 patients are enrolled in China (including global enrollment phase and 
China extension cohort). †1200 mg q3w (d1). ‡AUC=4.5 q3w (d1). §1000 mg/m2 (d1 and d8). ||70 mg/m2 q3w (d1). ¶Per 
RECIST v1.1. #In specific circumstances atezolizumab treatment may continue beyond disease progression.
RECIST=Response Evaluation Criteria in Solid Tumors.
WO30070 Protocol. Version 3. September 2016. https://clinicaltrials.gov/ct2/show/NCT02807636. Accessed 10/07/16. 

Did reach a co-
primary endpoint

Did appear to 
validate 

atezolizumab over 
chemo in PD-L1 

hgh subset 
ESMO 2019



IMvigor130—ESMO 2019 (LBA14): presented by Dr Enrique Grande http://bit.ly/2Z1bPbD

Final PFS: ITT (Arm A vs Arm C)

NE, not estimable. Data cutoff 31 May 2019; median survival follow-up 11.8 months (all patients).
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Atezo + plt/gem 451 345 282 160 111 74 42 22 10 4 2 NE
Placebo + plt/gem 400 317 246 116 73 40 18 11 4 NE NE NE

Arm A
Atezo + plt/gem

(n = 451)

Arm C
Placebo + plt/gem

(n = 400)
PFS events, n (%) 334 (74) 326 (82)
Stratified HR 
(95% CI) 

0.82 (0.70, 0.96)
P = 0.007 (one-sided)



No. at Risk

Interim OS: ITT (Arm A vs Arm C)

Data cutoff 31 May 2019; median survival follow-up 11.8 months (all patients). a 5% of patients from Arm A and 20% of patients from Arm C received 
non-protocol immunotherapy. b Did not cross the interim efficacy boundary of 0.007 per the O’Brien-Fleming alpha spending function.
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0.83 (0.69, 1.00)
P = 0.027 (one-sided)b

IMvigor130—ESMO 2019 (LBA14): presented by Dr Enrique Grande http://bit.ly/2Z1bPbD
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Data cutoff 31 May 2019; median survival follow-up 11.8 months (all patients). a 5% of patients from Arm A and 20% of patients from Arm C received 
non-protocol immunotherapy. b Did not cross the interim efficacy boundary of 0.007 per the O’Brien-Fleming alpha spending function.
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IMvigor130—ESMO 2019 (LBA14): presented by Dr Enrique Grande http://bit.ly/2Z1bPbD

Characteristic
Patients 

(n)

Arm A 
mOS, mo
(n = 451) 

Arm C 
mOS, mo
(n = 400) HR (95% CI)a

All patients 851 16.0 13.4 0.83 (0.69, 1.00)

ECOG PS 0 355 22.0 18.2 0.83 (0.60, 1.15)

1 396 14.2 10.8 0.78 (0.60, 1.01)

2 100 7.4 9.3 0.99 (0.62, 1.57)

PD-L1 status 0 278 14.2 12.8 0.82 (0.60, 1.12)

1 374 14.9 13.4 0.87 (0.66, 1.15)

2/3 199 23.6 15.9 0.74 (0.49, 1.12)

Bajorin risk factor score 0 338 24.5 18.2 0.79 (0.57, 1.11)

1 318 15.8 12.6 0.80 (0.60, 1.08)

2 and/or liver mets 195 9.5 9.5 0.94 (0.68, 1.31)

Investigator choice of 
chemo

Cisplatin 273 21.7 13.4 0.66 (0.47, 0.94)

Carboplatin 578 14.2 13.4 0.91 (0.74, 1.14)

Interim OS subgroups: ITT (Arm A vs Arm C)

Arm C (Placebo + plt/gem) BetterArm A (Atezo + plt/gem) Better
1.0

0.5

2.5

4.5

6.5

8.5

10.5

12.5

0.3 3

a Unstratified HR shown for all characteristics except 
for ‘All Patients’, where stratified HR is shown.  



IMvigor010: Primary Analysis From a Phase III Randomized Study of Adjuvant Atezolizumab <br />vs Observation in High-Risk Muscle-Invasive <br />Urothelial Carcinoma

Presented By Maha Hussain at TBD



IMvigor010 Study Design

Presented By Maha Hussain at TBD

TARGET 
HR 0.75



DFS in ITT Population

Presented By Maha Hussain at TBD



Interim OS Analysis in ITT Population

Presented By Maha Hussain at TBD



IMvigor010: Conclusions

Presented By Maha Hussain at TBD



Phase III randomized “Adjuvant study of peMBrolizumAb in muScle
invaSive and locAlly aDvanced urOthelial carcinoma” (AMBASSADOR ) vs. 

observation 

Pembrolizumab
200mg q3W

1 year

Observation

R
A
N
D
O
M
IZ
E

Eligibility

 MIBC or UTUC

 h/o cystectomy / 
nephroureterectomy within 16 
weeks

 pT2-4aNx or pTxN+ post 
neoadjuvant chemotherapy

OR

pT3-4Nx or pN+ post surgery with 
no prior neoadjuvant 
chemotherapy

D
I
S
E
A
S
E

F
R
E
E

S
U
R
V
I
V
A
L

Stratify

 PDL1 +/-

 Neoadjuvant
chemotherapy
yes/no

 Pathologic stage: 
pT2/3/4aN0 vs 
pT4bNx orN1-3

1:1

O
V
E
R
A
L
L

S
U
R
V
I
V
A
L

N=739

Co-primary

PI: Dr. Andrea B. Apolo

Press release 9/24/20: Nivolumab Significantly Improves Disease Free-Survival vs. Placebo as Adjuvant 
Therapy for Patients with High-Risk, Muscle-Invasive Urothelial Carcinoma in Phase 3 CheckMate -274 Trial





Maintenance avelumab + best supportive care (BSC)<br />versus BSC alone after platinum-based first-line<br />chemotherapy in advanced urothelial carcinoma:<br /> JAVELIN Bladder 100 
phase III results

Presented By Thomas Powles at TBD



JAVELIN Bladder 100 study design (NCT02603432)

Presented By Thomas Powles at TBD

TARGET HR 0.7



OS in the overall population

Presented By Thomas Powles at TBD



OS in the PD-L1+ population

Presented By Thomas Powles at TBD



Subgroup analysis of OS in the overall population

Presented By Thomas Powles at TBD



PFS by independent radiology review in the overall population

Presented By Thomas Powles at TBD



PFS by independent radiology review in the PD-L1+ population

Presented By Thomas Powles at TBD



Confirmed objective response

Presented By Thomas Powles at TBD



Treatment-emergent AEs (any causality)

Presented By Thomas Powles at TBD



Immune-related AEs

Presented By Thomas Powles at TBD



Conclusions

Presented By Thomas Powles at TBD



Javelin 100 - Key points:

Paradigm shift for clinical practice in advanced UC
Relatively large OS effect: 7 months 

Selected population
Lesser used IO agent

2 weekly
Infusion reactions 



Urothelial cancer immunotherapy: where to in 2020?

•Platinum is still king; Cisplatin may be king of kings
•Immunotherapy is useful as 
•salvage and maintenance after platinum 
•in some instances as an alternative 

•PD-L1 marker is useful in this setting but we need further follow up

•UC is not Lung Cancer: Is IO + concurrent chemotherapy a viable 
first line option?

•nmInvasive, Neoadjuvant and Adjuvant settings will be 
explored. 

•Accelerated approval for Pembrolizumab in BCG refractory carcinoma in situ





Regarding first line combinations of ICI with other agents 
in urothelial and renal cell cancer, which of the following 
is does NOT produce a definitive overall survival 
advantage:

A. Nivolumab + ipilimumab in first line intermediate/poor risk RCC
B. Pembrolizumab + Axitninib in first line intermediate/poor risk RCC
C. Cabozantinib + Nivolumab in first line intermediate/poor risk RCC
D. Switch maintenance Avelumab after platinum based chemotherapy 

in urothelial cancer 
E. ICI combined with platinum based chemotherapy in urothelial 

cancer 




