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Cultural Linguistic Competency (CLC) & Implicit Bias (IB)

STATE LAW:

The California legislature has passed Assembly Bill (AB) 1195, which states that as of July 1, 2006, all Category 1 CME activities that relate to patient care must
include a cultural diversity/linguistics component. It has also passed AB 241, which states that as of January 1, 2022, all continuing education courses for a
physician and surgeon must contain curriculum that includes specified instruction in the understanding of implicit bias in medical treatment.

The cultural and linguistic competency (CLC) and implicit bias (IB) definitions reiterate how patients’ diverse backgrounds may impact their access to care.

EXEMPTION:

Business and Professions Code 2190.1 exempts activities which are dedicated solely to research or other issues that do not contain a direct patient care 
component. 

The following CLC & IB components will be addressed in this presentation: 

▪ Commonalities and differences in patient population

▪ Health disparities
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https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=200520060AB1195
https://leginfo.legislature.ca.gov/faces/billNavClient.xhtml?bill_id=201920200AB241


CITY OF HOPE 4

Outline

Metastatic Renal Cell Carcinoma Treatment

▪ Frontline treatment landscape of advanced clear cell RCC 

▪ Treatment in the second or subsequent lines of therapy 

▪ Emerging data with novel agents 
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Checkmate 214: ipilimumab + nivolumab in untreated 
RCC

Metastatic Renal Cell Carcinoma Treatment Motzer et al. NEJM 2018; Motzer et al. Lancet Oncol; 2019 

Key Eligibility: 
• Locally advanced unresectable 

RCC
• Clear cell histology

Stratification:
• IMDC risk 
• Region of 

world 

R

Ipilimumab 1mg/Kg Q3 weeks (4 doses)
Nivolumab 3 mg/Kg Q3 weeks (4 doses), 

then 3 mg/Kg Q2 weeks

Sunitinib 50 mg once daily 
4 weeks on, 2 weeks off

Endpoints: 
• Co-primary: PFS, OS and ORR (int/poor risk)
• Secondary: PFS, OS, ORR (ITT) 
• Exploratory: PFS, OS, ORR (fav risk)

N=1096

Intermediate/poor risk patients

Follow up (months) Hazard Ratio (OS) Median OS (months)

Ipi + Nivo Sunitinib 

25 (median) 0.63 (0.44-0.89) NR 26 

42 (min) 0.66 (0.55-0.80) 47 26.6
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Checkmate 214: ipilimumab + nivolumab in untreated 
RCC

Metastatic Renal Cell Carcinoma Treatment Motzer et al. ESMO 2021

Median Follow up: 66.7 months (min: 5 years)
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Approved TKI + IO combinations in RCC

Metastatic Renal Cell Carcinoma Treatment Motzer et al. NEJM 2019; Rini et al. NEJM 2019; Choueiri et al. NEJM 2021; Motzer et al, NEJM 2021

JAVELIN 101 Renal Treatment naïve ccRCC

Axitinib 5 mg twice daily 
Avelumab 10 mg/Kg every 2 weeks

PFS/OS in PD-L1 positive patients
Sunitinib 50 mg daily 

4 weeks on, 2 weeks off 

Keynote 426 Treatment naïve ccRCC

Axitinib 5 mg twice daily 
Pembrolizumab 200 mg every 3 weeks

PFS and OS in ITT
Sunitinib 50 mg daily 

4 weeks on, 2 weeks off

CheckMate 9ER Treatment naïve ccRCC

Cabozantinib 40 mg daily 
Nivolumab 240 mg every 2 weeks

PFS  in ITT
Sunitinib 50 mg daily 

4 weeks on, 2 weeks off

CLEAR Treatment naïve ccRCC

Lenvatinib 20 mg daily
Pembrolizumab 200 mg every 3 weeks

PFS/OS in ITT
Lenvatinib 18 mg daily 
Everolimus 5 mg daily 

Sunitinib 50 mg daily 
4 weeks on, 2 weeks off
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Triplet therapy in RCC: COSMIC-313

Metastatic Renal Cell Carcinoma Treatment Choueiri et al. ESMO 2022

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

*One prior systemic adjuvant therapy allowed for completely resected RCC and if recurrence occurred ≥6 months after the last dose of adjuvant therapy; adjuvant PD-1 or PD-L1 inhibitor in combination with 
a CTLA-4 inhibitor not permitted. †Nivolumab given for a maximum of 2 years. ‡Tumor assessment (RECIST v1.1) at week 10, then every 8 weeks through week 50, then every 12 weeks thereafter. 
§Discontinuation of one agent did not mandate discontinuation of all agents.

COSMIC-313 Study Design

Cabo 40 mg PO QD

+ Nivo 3 mg/kg IV Q3W ×4 

+ Ipi 1 mg/kg IV Q3W ×4 

Pbo PO QD

+ Nivo 3 mg/kg IV Q3W ×4

+ Ipi 1 mg/kg IV Q3W ×4

Tumor assessment every 
8 weeks per RECIST v1.1‡

Treatment until loss of 
clinical benefit or 
intolerable toxicity§

No crossover allowed

R1:1

Cabo 40 mg PO QD

+ Nivo 480 mg IV Q4W†

Pbo PO QD
+ Nivo 480 mg IV Q4W†

Cabo+Nivo+Ipi

Pbo+Nivo+IpiStratification
• IMDC risk
• Region

Advanced RCC (N~840)

• No prior systemic therapy*

• Clear cell component

• Intermediate or poor risk per IMDC 

criteria

• Measurable disease per RECIST v1.1

• Karnofsky Performance Status ≥70%

Toni K. Choueiri 4

Primary EP: 
• PFS per RECIST v1.1 by BIRC in 1st 500 randomized 

patients (PITT)
Secondary EP: 
• OS, ORR, DOR in ITT
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Triplet therapy in RCC: COSMIC-313

Metastatic Renal Cell Carcinoma Treatment Choueiri et al. ESMO 2022
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Triplet therapy in RCC: COSMIC-313

Metastatic Renal Cell Carcinoma Treatment Choueiri et al. ESMO 2022

PFS in PITT population (all risk groups)
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Triplet therapy in RCC: COSMIC-313

Metastatic Renal Cell Carcinoma Treatment Choueiri et al. ESMO 2022

IMDC risk group Objective response rate (%)

Cabo + Ipi + Nivo Pbo + Ipi + Nivo

Intermediate risk 45 35

Poor risk 37 38
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Triplet therapy in RCC: COSMIC-313

Metastatic Renal Cell Carcinoma Treatment Choueiri et al. ESMO 2022
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Summary of frontline RCC landscape

Metastatic Renal Cell Carcinoma Treatment                                                                    Motzer et al. ESMO 2021; Rini et al. ASCO 2021; Powles et al. Lancet Oncol. 2020; Motzer et al. Lancet Oncol 2022; Porta et al. ESMO 2022; Choueiri et al. ESMO 2022

CheckMate 214 
(Ipi + Nivo)

Keynote-426 
(Axitinib + Pembro)

Checkmate 9ER 
(Cabo + Nivo)

CLEAR
(Lenvatinib + Pembro)

COSMIC 313
(Cabozantinib + Ipi +Nivo)

Comparator Sunitinib Sunitinib Sunitinib Sunitinib Ipi + Nivo

Favorable risk, % 23 32 23 31 -

Prior nephrectomy 82* 83 69 74 65

Median f/u (months) 67.7* 42.8 32.9 33.7 20.2

ORR, % 42* 60 55 71 43

CR, % 12* 10 12 16 3

PD, % 18* 11 6 5 8

Median PFS (months) 11.6* 15.7 16.6 23.3 NR

Median OS 47* 45.7 37.7 NR NR

OS HR (95% CI) 0.68 (0.58-0.81) * 0.73 (0.60-0.88) 0.70 (0.55-0.90) 0.72 (0.55-0.93) NR

*(int/poor risk)



CITY OF HOPE 14

Summary of frontline RCC landscape

Metastatic Renal Cell Carcinoma Treatment                                                                    Motzer et al. ESMO 2021; Rini et al. ASCO 2021; Powles et al. Lancet Oncol. 2020; Motzer et al. Lancet Oncol 2022; Porta et al. ESMO 2022; Choueiri et al. ESMO 2022

CheckMate 214 
(Ipi + Nivo)

Keynote-426 
(Axitinib + Pembro)

Checkmate 9ER 
(Cabo + Nivo)

CLEAR
(Lenvatinib + Pembro)

COSMIC 313
(Cabozantinib + Ipi +Nivo)

Comparator Sunitinib Sunitinib Sunitinib Sunitinib Ipi + Nivo

Favorable risk, % 23 32 23 31 -

Prior nephrectomy 82* 83 69 74 65

Median f/u (months) 67.7* 42.8 32.9 33.7 20.2

ORR, % 42* 60 55 71 43

CR, % 12* 10 12 16 3

PD, % 18* 11 6 5 8

Median PFS (months) 11.6* 15.7 16.6 23.3 NR

Median OS 47* 45.7 37.7 NR NR

OS HR (95% CI) 0.68 (0.58-0.81) * 0.73 (0.60-0.88) 0.70 (0.55-0.90) 0.72 (0.55-0.93) NR

*(int/poor risk)

Doublets (PD-1 + CTLA-4 or IO+ TKI) continue to be treatment of choice for untreated ccRCC 
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Summary of frontline RCC landscape

Metastatic Renal Cell Carcinoma Treatment      Motzer et al. ESMO 2021; Rini et al. ASCO 2021; Powles et al. Lancet Oncol. 2020; Motzer et al. Lancet Oncol 2022; Porta et al. ESMO 2022; Choueiri et al. ESMO 2022

CheckMate 214 
(Ipi + Nivo)

Keynote-426 
(Axitinib + Pembro)

Checkmate 9ER 
(Cabo + Nivo)

CLEAR
(Lenvatinib + Pembro)

COSMIC 313
(Cabozantinib + Ipi +Nivo)

Comparator Sunitinib Sunitinib Sunitinib Sunitinib Ipi + Nivo

Favorable risk, % 23 32 23 31 -

Prior nephrectomy 82* 83 69 74 65

Median f/u (months) 67.7* 42.8 32.9 33.7 20.2

ORR, % 42* 60 55 71 43

CR, % 12* 10 12 16 3

PD, % 18* 11 6 5 8

Median PFS (months) 11.6* 15.7 16.6 23.3 NR

Median OS 47* 45.7 37.7 NR NR

OS HR (95% CI) 0.68 (0.58-0.81) * 0.73 (0.60-0.88) 0.70 (0.55-0.90) 0.72 (0.55-0.93) NR

*(int/poor risk)

Doublets (PD-1 + CTLA-4 or IO+ TKI) continue to be treatment of choice for untreated ccRCC 

How do we better integrate VEGF targeted therapy with PD-1 + CTLA-4 inhibition?  



CITY OF HOPE 16

Depth of response as an on-therapy marker

Metastatic Renal Cell Carcinoma Treatment Suarez et al. ASCO 2022

Prognostic groups based on depth of response in Checkmate 9ER a study 

PD                                                                                               SD <60% (PR3) 60-80% (PR2)                   ≥80% (PR3)                               CR 
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Response adapted VEGF inhibition : PDIGREE study

Metastatic Renal Cell Carcinoma Treatment

Nivolumab
Cabozantinib

Induction:

Nivolumab (PD-1)
Ipilimumab (CTLA-4)

Nivolumab

Cabozantinib

Key Inclusion criteria:
• Advanced or metastatic 

clear cell RCC
• No prior systemic 

treatment

Nivolumab

Nivolumab

R

CR

PD

Non-CR
Non-PD

NCT03793166 ; PI: Tian Zhang MD; Toni Choueiri MD

Primary EP: OS
Secondary EP: PFS, ORR, Safety
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Sarcomatoid RCC

Metastatic Renal Cell Carcinoma Treatment Kyriakopoulos et al. Clin Genitourin Cancer, 2014

Can be seen with or without clear cell
Presented with advanced disease, higher nuclear grade

Significantly worse prognosis in  the VEGFR-TKI monotherapy era

Median OS: 
Sarcomatoid: 10.5 months 
Non-sarcomatoid: 22.5 months 
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IO combinations in sarcomatoid RCC 

Metastatic Renal Cell Carcinoma Treatment Tannir et al. ASCO GU 2022; Rini et al. ASCO 2019; Motzer GU ASCO 2021; Heng ESMO 2022

CheckMate 214 
(N=139)

Keynote-426 
(N=105)

Checkmate 9ER 
(N=75)

ORR (%) 61 58 56

CR rate (%) 23 11.8 8.8

PFS (months) 26.5 NR 11 

OS (months) 48.6 12-month rate: 
84% 

NR

ORR: Objective response rate; CR: complete response; PFS: Progression-free 
survival; 

OS: Overall survival

• Paradigm shift in outcomes in sarcomatoid RCC
• More likely to develop CR/durable CR
• Plateau in OS curves suggests durability of these 

responses
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Implications for second line therapy

Metastatic Renal Cell Carcinoma Treatment

Increasing proportion of patients refractory to IO +/- VEGF agents in front 
line setting

IO rechallenge/continuation remains attractive, but unproven strategy 

Limited prospective data on optimal sequencing  

Agents with novel MOA likely to disrupt this landscape
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Cabozantinib in VEGF Refractory RCC

Metastatic Renal Cell Carcinoma Treatment Choueiri et al. NEJM 2015
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Cabozantinib efficacy in IO-refractory RCC  

Metastatic Renal Cell Carcinoma Treatment Navani et al; Clin Genitourin Cancer, 2021
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Cabozantinib in IO-refractory RCC

Metastatic Renal Cell Carcinoma Treatment PI: Rana McKay; (RADICAL/Alliance A031801)
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Lenvatinib + everolimus in VEGF/IO Refractory RCC

Metastatic Renal Cell Carcinoma Treatment                  Pal et al; ASCO GU 2021

Efficacy measure* Lenvatinib 18 mg Lenvatinib 14 mg 

ORR (%) 51.3 30.2

PFS (months) 12.9 12

OS (months) 18 17.1

* Investigator assessed; ORR: Objective response rate; PFS: Progression-free survival; OS: Overall 

survival
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Tivozanib in VEGF-refractory RCC

Metastatic Renal Cell Carcinoma Treatment Rini et al; Lancet Oncol 2020
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Tivozanib in VEGF-refractory RCC

Metastatic Renal Cell Carcinoma Treatment Rini et al; Lancet Oncol 2020

All patients VEGF and IO refractory patients
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IO rechallenge in PD-1 refractory setting 

Metastatic Renal Cell Carcinoma Treatment Chung-Han Lee et al. Lancet Oncol. 2021 
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IO rechallenge in PD-1 refractory setting 

Metastatic Renal Cell Carcinoma Treatment Albiges et al. Ann of Onc 2021
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IO rechallenge in in PD-1 refractory setting 

Metastatic Renal Cell Carcinoma Treatment Pal et al. ASCO GU 2021; Choueiri et al. GU ASCO 2022
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HIF-2α Inhibition in advanced RCC

Metastatic Renal Cell Carcinoma Treatment Bauer ASCO GU 2021
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HIF-2α Inhibition in advanced RCC

Metastatic Renal Cell Carcinoma Treatment Bauer ASCO GU 2021
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HIF-2α Inhibition in advanced RCC

Metastatic Renal Cell Carcinoma Treatment McDermott et al. ESMO 2022
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HIF-2α Inhibition in advanced RCC

Metastatic Renal Cell Carcinoma Treatment McDermott et al. ESMO 2022
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Conclusions

Metastatic Renal Cell Carcinoma Treatment

▪ Frontline therapy for advanced RCC has undergone a paradigm shift in past 5 years 

o IO-based combination therapy (IO-IO vs. VEGF/IO) considered standard of care for most patients

o Therapy selection should be individualized to patient goals, comorbidities and adverse event profiles 

▪ Ongoing trials will be crucial for defining the optimal sequence in VEGF and IO refractory setting 

▪ Novel agents (HIF-2a inhibitors) have shown promising early efficacy and will likely affect treatment landscape 
in relapsed refractory setting 


