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Meeting Snapshot

DATE: 
December 7 and 8, 2021

PANEL: Key experts in 
GU cancers
> 9 from US

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

GENITOURINARY CANCER-
SPECIFIC DISCUSSIONS on 
therapeutic advances and 
their application into clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 9 US GU Cancer Experts

CHAIR: 
Daniel P. Petrylak, MD
Yale Cancer Center

Scott Tagawa, MD, FACP
Weill Cornell Medicine

Susan F. Slovin, MD, PhD
Memorial Sloan Kettering 
Cancer Center 

Robert Dreicer, MD, MS, 
MACP, FASCO

University of Virginia 
Cancer Center

Oliver Sartor, MD
Tulane Cancer Center

Bernard H. Bochner, MD
Memorial Sloan Kettering 

Cancer Center 
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David M. Nanus, MD
Weill Cornell Medicine 

David Quinn, MBBS, PhD, 
FRACP, FACP
University of Southern California 

Leonard G. Gomella, MD, FACS 
Sidney Kimmel Cancer Center



Agenda (Day 1)
Time Topic Speaker/Moderator
4.00 PM – 4.05 PM Welcome and Introductions Daniel Petrylak, MD 

4.05 PM – 4.15 PM Advances in Imaging Technologies for GU Cancers Leonard G. Gomella, MD, FACS 

4.15 PM – 4.35 PM Key Questions and Topics for Discussion All

4.35 PM – 4.40 PM Summary and Key Takeaways
4.40 PM – 4.50 PM Diagnosing and Managing Localized/Locally Advanced Prostate Cancer Susan Slovin, MD, PhD

4.50 PM – 5.10 PM Key Questions and Topics for Discussion
5.10 PM – 5.15 PM Summary and Key Takeaways
5.15 PM – 5.30 PM Treatment Paradigms for Advanced Prostate Cancer Oliver Sartor, MD

5.30 PM – 6.05 PM Key Questions and Topics for Discussion All

6.05 PM – 6.10 PM Summary and Key Takeaways
6.10 PM – 6.20 PM BREAK
6.20 PM – 6.35 PM Investigational Therapies for Metastatic CRPC Scott Tagawa, MD, MS, FACP

6.35 PM – 7.05 PM Key Questions and Topics for Discussion All

7.05 PM – 7.10 PM Summary and Key Takeaways
7.10 PM – 7.25 PM Early Stage Bladder Cancer (BCG-Resistant NMIBC; MIBC) Bernard Bochner, MD, FACS

7.25 PM – 7.50 PM Key Questions and Topics for Discussion All

7.50 PM – 7.55 PM Summary and Key Takeaways

7.55 PM – 8.00 PM Conclusions and Wrap-up Daniel Petrylak, MD 



Agenda (Day 2)
Time Topic Speaker/Moderator
4.00 PM – 4.05 PM Welcome and Introductions Daniel Petrylak, MD 

4.05 PM – 4.20 PM Current Paradigms and Future Directions in Metastatic Bladder Cancer Robert Dreicer, MD, MS, MACP, 
FASCO

4.20 PM – 5.05 PM Key Questions and Topics for Discussion
5.05 PM – 5.10 PM Summary and Key Takeaways
5.10 PM – 5.25 PM Evolving Paradigms for Metastatic RCC David Nanus, MD

5.25 PM – 6.10 PM Key Questions and Topics for Discussion All

6.10 PM – 6.15 PM Summary and Key Takeaways
6.15 PM – 6.25 PM BREAK

6.25 PM – 6.40 PM Neo/Adjuvant Treatment of RCC David Quinn, MBBS, PhD, 
FRACP, FACP

6.40 PM – 7.05 PM Key Questions and Topics for Discussion
7.05 PM – 7.10 PM Summary and Key Takeaways

7.10 PM – 7.20 PM Current and Future Management of Non-clear Cell RCC David Quinn, MBBS, PhD, 
FRACP, FACP

7.20 PM – 7.45 PM Key Questions and Topics for Discussion All

7.45 PM – 7.50 PM Summary and Key Takeaways
7.50 PM – 8.00 PM Wrap-up and Adjourn Daniel Petrylak, MD 
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Advances in Imaging 
Technologies for GU Cancers



IMAGING OPTIONS FOR PROSTATE CANCER ARE RAPIDLY EXPANDING

> Traditional imaging methods for prostate 
cancers have been CT scan/bone scan/MRI
− Whole-body MRI is used widely in 

Europe but not in the US
> FDG-PET had limited utility except in 

hormone-resistant mPC, but major advances 
in PET radiotracers over the past few years 
have led to expanded use

> 18F-NaF PET/CT – more sensitive but low 
specificity compared with conventional bone 
scans

> 18F-fluciclovine (Axumin®) 
− FDA indication in men with suspected 

PC recurrence on the basis of increased 
PSA levels following prior treatment

− Enables detection and localization of 
prostate cancer

− Overall detection rate of recurrent PC: 
68%

Advances in Imaging Technologies for GU Cancers (1/2)
Presented by Leonard G. Gomella, MD, FACS 



PSMA-TARGETED PET IMAGING RESEARCH AND FUTURE DIRECTIONS

> PSMA-targeted radiotracers – 2 FDA approved
− Ga68-PSMA, piflufolastat F18 (Pylarify®) PSMA
− Pick up metastases at much lower PSA levels compared 

with Axumin 
− FDA indications 

• Men with PC with suspected metastasis who are 
candidates for initial definitive therapy

• Men with PC with suspected recurrence on the basis 
of elevated serum PSA level

− Pylarify is the first to get FDA approval for an artificial 
intelligence digital application to read the PSMA scans; 
could revolutionize the nuclear medicine field

− Others PSMA radiotracers are in the development pipeline

> PET-MRI technology is in development
> Theranostics and novel isotopes
> There is a pressing need for novel PET targets for other GU 

malignancies
− Potential targets include nutrient transport, GRPR, 

hypoxia, and DNA synthesis
− VPAC is being explored in bladder cancer

Advances in Imaging Technologies for GU Cancers (2/2)
Presented by Leonard G. Gomella, MD, FACS

First-in-man 
VPAC bladder 
PET imaging

Thakur ML, et al. Can J 
Urol. 2021;28(2):10596-

10602.



Key Insights
Imaging Technologies for GU Cancers



Experts Debated the Evolving Role for PSMA PET Scans in 
Prostate Cancer
POTENTIAL USES FOR PSMA PET SCANS
The clinical utility of PSMA PET scans is evolving and will be better defined over 
time. Specific questions need to be addressed through well-designed clinical trials
> FDA approval only shows that tests can be performed reproducibly and safely but does 

not necessarily give a verdict on clinical utility
> The most obvious use will be to identify patients for treatment with PSMA-targeted 

agents once these become available
> Studies will need to determine how to best manage patients with asymptomatic 

metastases detectable by PSMA PET but not by conventional imaging, and whether 
earlier intervention has an impact on survival
− Even if earlier intervention does not prolong OS, it could still benefit patients if 

local therapy such as SBRT can prolong the time to more-toxic treatments
− Experts expect the category of nonmetastatic CRPC to diminish with earlier 

detection of metastatic lesions
> Another potential use could be to identify patients with oligometastatic CSPC who may 

be able to take a break from hormonal therapy
− However, PSMA PET may not be accurate in patients receiving antiandrogen 

therapy, and may miss PSMA–non-avid lesions

Dr Petrylak:
All of us are using some form of these 
next-generation images, and the real 
question is: how do you integrate this 
into our clinical care in the best way? 
And that is where the most, I think, 
important trials are going to be going. 

“
“



Experts Discussed Other Considerations Regarding Imaging 
Modalities in Patients With Prostate Cancer
PSMA PET SCANS
> Several experts noted they are having difficulty getting PSMA PET scans reimbursed by 

Medicare as well as by private insurers, although there appear to be significant regional 
differences in coverage. However, this is expected to improve in 2022

> There is some concern that overreliance on PSMA PET scans could lead to some non–
PSMA-avid lesions being missed, and this may be a problem particularly among 
community oncologists who do not understand the nuances of this imaging modality
− Academic experts will need to play an active role in educating their community 

colleagues
Dr Slovin:
The reality is I think sometimes the 
hype is misleading to the doctors in 
the community, not to mention the 
patients. And there is an educational 
trial-and-error here, and we are 
learning, but we are certainly not 
optimal in our understanding and 
interpretation of these images.

“
“

AXUMIN AND FDG-PET
> The Axumin scan has been popular since its approval in 2016, but use of PSMA-based 

PET is increasing now because of FDA approvals and increasing availability, and will 
likely displace Axumin scans

> Experts believe that in general, FDG-PET scans are being overused in the community 
in patients with CRPC, likely because it is easier to visualize compared with CT or MRI
− However, while it may have prognostic value and delineate the anatomic extent of 

disease, experts consider the clinical utility in patient management to be minimal
− It may be useful in combination with PSMA-PET imaging to identify PSMA-

negative metastatic lesions



Diagnosing and Managing 
Localized/Locally Advanced 
Prostate Cancer 



SELECTING PATIENTS FOR ACTIVE SURVEILLANCE

> Clinical criteria for identifying low-risk patients 
include low-volume disease, low Gleason group, 
PSA <10, organ-confined disease on MRI, >10-year 
expected survival, and/or medical comorbidities
− Nomograms (eg, SelectMDx, ExoDx™) and 

prognostic assays (eg, Decipher, ProMark, 
Prolaris) may also provide information on risk, 
but questions remain regarding how to best 
integrate and utilize this information

• SelectMDx, Oncotype DX, and 
ConfirmMDx have demonstrated positive 
economic impact on healthcare costs. 
Many algorithms have been developed, 
but none are considered optimal

− The intensity of active surveillance may also 
be modulated on the basis of an individual 
patient’s risk parameters

Diagnosing and Managing Localized/Locally Advanced Prostate 
Cancer (1/2)
Presented by Susan Slovin, MD, PhD



TRANSITIONING FROM ACTIVE SURVEILLANCE TO TREATMENT

> Factors that can trigger the transition from active 
surveillance to treatment include a change in PSA, or 
in the grade or amount of cancer on follow-up biopsy, 
or a change in the rectal examination
− Finding ways to avoid or reduce repeat biopsy 

is an active area of research
− A phase III trial showed that targeted biopsy 

using multiparametric MRI was noninferior to 
systemic biopsy with regard to finding clinically 
significant cancer (Klotz L, et al. JAMA.
2021;7(4):534-542)

> Focal therapy is also being investigated and used in 
some places to treat low-volume disease, rather than 
radical prostatectomy or radiation
− Options include HIFU, Tookad® VTP, 

cryoablation, NanoKnife®, and Exablate U/S
− Use of a focal boost in addition to standard 

radiation therapy is also being evaluated 

Diagnosing and Managing Localized/Locally Advanced Prostate 
Cancer (2/2)
Presented by Susan Slovin, MD, PhD

Associations with Conversion to Treatment

Reason for conversion to treatment including grade reclassification, tumor volume progression and/or PSA 
progression (a), and anxiety alone without other reasons (b). Percentages are out of total number of men who 
converted (2,260). Overlap between anxiety with other reasons for conversion: grade reclassification, 5 (0.2%); 
tumor volume progression, 0; PSA progression, 6 (0.3%).



Key Insights
Localized/Locally Advanced Prostate Cancer



Experts Discussed Factors Impacting Patient Selection for 
Active Surveillance
CLINICAL AND MOLECULAR CONSIDERATIONS
Active surveillance remains an area of uncertainty and debate focused on 2 key questions: who are the ideal candidates for active 
surveillance, and when should patients transition to treatment?
> In addition to conventional criteria for selecting patients for active surveillance such as very-low-volume disease, low Gleason group, PSA 

<10, and medical comorbidities, family history is also an important factor
− Patients with a BRCA1/2 mutation are not considered good candidates due to the high risk of developing metastatic disease

> Prognostic commercial assays such as Prolaris and Decipher are considered most useful for patients who are undecided about whether to do 
active surveillance or treatment
− Experts noted that ~10% of the time these assays fail, because the sample is too small or there are other technical issues
− These assays can also be helpful when there is discordance between imaging and biopsy results

> PSA density is not used in the initial decision about whether to biopsy a patient, but can be useful when interpreting negative biopsy results

MULTIPARAMETRIC MRI 
> The quality of multiparametric MRI for monitoring patients can vary widely 

between institutions
> Experts recommend biopsying all PI-RAD 4 or 5 lesions, but PI-RAD 3 

lesions need to be interpreted with regard to corresponding PSA levels Dr Gomella:
We use Prolaris and Decipher mainly for the fence-
sitters, to help them, give them an extra data point to 
help them make the decision.

“ “



Experts Discussed Evolving Treatment Options for Patients 
With Localized Prostate Cancer
ANTIANDROGEN THERAPY
Several experts indicated they are comfortable adding abiraterone to ADT for patients with high-risk localized CSPC, on the basis of
results from the STAMPEDE trial arm G showing a RFS benefit for very-high-risk patients (PSA >40)
> However, in this setting, some experts only treat for 18 months, rather than 2 years
> Concerns with longer treatment include not recovering testosterone levels, and developing resistant disease
> Most experts do not factor how quickly patients nadir on ADT into the decision to add abiraterone
> Some experts use PSMA PET in this setting to guide therapy

FOCAL THERAPY
Focal therapy is considered an option for select patients with localized 
prostate cancer, particularly older patients with a life expectancy <10 years
> Very few centers in the US currently do it, due to reimbursement challenges 

− HIFU is used much more commonly in Europe and Canada
> Focal therapy is not considered definitive treatment in most cases, but rather 

it delays the time to emergence of disease requiring treatment

Dr Slovin:
The question is these days: if you are 
going to do active surveillance . . . how 
do you decide whether a patient who 
has prostate cancer and is newly 
diagnosed should remain on active 
surveillance or even go on to 
treatment?

“ “



Treatment Paradigms for 
Advanced Prostate Cancer



NONMETASTATIC CRPC

> Prognosis is nonlinear for these patients – observation may be 
appropriate for patients with slow PSA doubling times (>10–12 
months), but those with shorter doubling times (≤8 months) 
can progress rapidly and benefit from treatment

> Apalutamide, enzalutamide, and darolutamide are FDA 
approved in combination with ADT for nonmetastatic CRPC
− The FDA indications do not specify PSA doubling time, 

but the average PSA doubling time of patients in these 
trials was ~3.8–4.4 months

> An analysis of 200 PROSPER-matched patients with negative 
imaging results by conventional scans found that 98% were 
positive by PSMA PET scan (Fendler WP, et al. Clin Cancer 
Res. 2019;25(24):7448-7454) 
− 24% prostate bed recurrence only
− 44% had pelvic disease only
− 55% had metastatic disease 

> The role of SBRT for managing isolated oligometastatic 
recurrences in this setting is unclear and needs to be defined 
through clinical trials

Treatment Paradigms for Advanced Prostate Cancer (1/3)
Presented by Oliver Sartor, MD



METASTATIC CSPC

> Treatment options include ADT ± docetaxel or AR-targeted 
agents (abiraterone, enzalutamide, or apalutamide)
− PEACE-1 results demonstrated a significant 

improvement in rPFS when abiraterone was added to 
ADT + docetaxel (HR=0.50; P <.0001)

• More recent results also showed a significant 
improvement in OS (HR=0.75; P=.017), 
although benefit appears to be primarily in 
patients with high-volume disease

• However, it is unclear how the triplet would 
compare with ADT + abiraterone alone

− A press release indicated that the ARASENS trial 
comparing ADT + docetaxel ± darolutamide also 
showed an OS benefit; full results are expected at an 
upcoming meeting

− The PSMAddition trial is currently evaluating ADT + 
novel hormone ± 177Lu-PSMA-617 

Treatment Paradigms for Advanced Prostate Cancer (2/3)
Presented by Oliver Sartor, MD

PEACE-1 Overall Survival
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mCRPC TREATMENT-EMERGENT NEUROENDOCRINE PC

> Currently available options for mCRPC include sipuleucel-T, 
abiraterone, enzalutamide, docetaxel, cabazitaxel, and radium-223
− Use of next-generation AR-targeted agents for mCSPC has 

disrupted the algorithm for mCRPC
• The roles for sipuleucel-T and radium-223 in particular 

are unclear, since the respective trials were conducted 
prior to use of the AR-targeted agents in the castration-
sensitive setting

− PARP inhibitors and pembrolizumab are also options for 
biomarker-selected patients

• Data on the combination of abiraterone + olaparib from 
the PROPEL trial in “unselected” patients will be 
important  

> The VISION trial showed a significant increase in OS when 177Lu-
PSMA-617 was added to SOC therapy in patients with mCRPC 
previously treated with chemotherapy (median 15.3 vs 11.3 
months; HR=0.62; P <.001) (Sartor O, et al. N Engl J Med. 
2021;385(12):1091-1103)
− FDA approval is anticipated

> Identification of small-cell variants is a matter of debate, and 
there are still no defining biomarkers
− DLL3 is being evaluated as a potential biomarker
− GRP or somatostatin-based imaging is also being 

investigated 
> Treatment is typically a platinum-based chemotherapy 

regimen

Treatment Paradigms for Advanced Prostate Cancer (3/3)
Presented by Oliver Sartor, MD



Key Insights
Advanced Prostate Cancer



Experts Debated Management Options for Nonmetastatic 
CRPC
IMAGING
Several experts are now using more-sensitive imaging modalities such as PSMA PET to determine if patients with CRPC have 
metastatic or nonmetastatic disease
> Several experts noted that nonmetastatic CRPC is already seen infrequently, and likely to become less frequent with more-sensitive imaging 
> One expert suggested PSMA PET scans are more reliable in castration-sensitive vs -resistant prostate cancer

TREATMENT
Some experts are comfortable delaying treatment with a next-generation antiandrogen 
in patients with nonmetastatic CRPC with long PSA doubling times, and view these 
agents as more appropriate in patients with short doubling times (≤8 months)
> A few experts indicated their preferred antiandrogen in this setting is darolutamide, noting 

that it appears to be well tolerated by most patients
− However, one expert noted it has been challenging in NY to get darolutamide 

covered, and copays are high
> The rash associated with apalutamide is perceived as problematic for patients

− One expert commented that they use apalutamide for patients with mCSPC with 
cardiovascular disease 

− There is also a fair amount of use of apalutamide in the community in selected large 
urology group practices with in-office specialty pharmacies, likely driven by economic 
considerations 

> Some experts are using metastasis-directed therapies such as SBRT for patients with 
oligometastatic CRPC, noting anecdotal evidence of prolonged responses

Dr Sartor:
I have checked the PSA doubling time 
and there are a lot of these patients with 
nonmetastatic CRPC that I do not feel 
compelled to treat. . . . I think a lot of 
ADT use in the nonmetastatic setting is 
really overuse. I think we have to be 
careful about overusing these [next-
generation] agents as well.

“

“



Experts Discussed Treatment Options for Patients With 
Metastatic Castration-Sensitive PC
CURRENT AND EVOLVING PARADIGMS
ADT + an antiandrogen is typically used for most patients with mCSPC, or 
ADT + docetaxel for more-aggressive disease

The PEACE-1 regimen (ADT + abiraterone + docetaxel) is considered an 
option for de novo mCSPC (high risk and/or high volume), but is not 
considered standard of care yet 
> Some experts add abiraterone after patients finish docetaxel, to mitigate 

toxicities associated with the triplet
− Neutropenia with docetaxel appears to be worse in patients receiving it 

in the hormone-sensitive state vs the hormone-resistant state
> Experts questioned whether ADT + abiraterone alone would have produced 

similar results
> The increased toxicities associated with the triplet regimen can be challenging 

for some patients

Dr Dreicer:
I have discussed [the PEACE-1 results] with 
several patients. We all know this is bad 
biology. So I think the reality is not shocking 
that maybe we can impact a bit on the natural 
history. . . . The other thing we have to
remember is ARASENS, although we have 
not seen the data, it sounds like it is 
consistent with PEACE-1. 

“
“



Experts Reviewed Sequencing Considerations for Patients 
With mCRPC
THE EVOLVING ALGORITHM
For patients with mCRPC, experts agreed they try to sequence non–cross-
resistant agents (eg, antiandrogen followed by chemotherapy or vice versa), 
rather than sequencing 2 agents in the same class, and generally move from 
least to most toxic

Experts believe 177Lu-PSMA-617 will be widely used once it receives FDA 
approval 

Cabazitaxel still has a place in the mCRPC algorithm, but use of radium-223 is 
declining, and will likely continue to decline when 177Lu-PSMA-617 is approved
> The potential for marrow toxicity with sequential radium-223 and 177Lu-PSMA-

617 is a concern, and 177Lu-PSMA-617 is likely to be the preferred radioisotope
− Marrow failure is becoming more of an issue with patients who have 

received multiple therapies for advanced disease, and may otherwise have 
good performance status

> Results of the ongoing DORA trial of docetaxel + radium-223 could open a new 
role for radium-223, but experts noted it is difficult to get patients past 8 cycles of 
docetaxel

Dr Sartor:
If they have been on chemotherapy, then I 
go for hormones. If they have been on 
hormones, I go to chemotherapy. How you 
approach this is dependent on what the 
pretreatments were, because you can 
predict resistance pretty readily now.

“ “
Dr Petrylak:
I have been deferring radium in a lot of 
people; hopefully lutetium will be approved 
sometime in the spring, and I am 
concerned about marrow issues and giving 
sequential radium and then lutetium.

“ “



Experts Reviewed Approved and Investigational Targeted 
Therapies for mCRPC
PARP INHIBITORS 
> All of the experts test their patients with metastatic PC for germline mutations, but expressed concern that community practitioners are not 

doing this according to guidelines
− A few experts commented on seeing patients with mCRPC referred from the community who had never been tested for germline mutations
− Several experts indicated that PARP inhibitors can be challenging for patients to tolerate; GI disturbances and marrow toxicity are the 

primary challenges
• For this reason, experts favor using PARP inhibitors earlier in the algorithm for appropriate patients, rather than later

IMMUNE CHECKPOINT INHIBITORS
> Experts also test for microsatellite instability and tumor mutational burden

− A few experts commented on the dramatic responses they have seen to single-
agent pembrolizumab in patients with MSI-high tumors

− CDK12 does not appear to be a useful biomarker for selecting patients for 
immunotherapy

CABOZANTINIB
> Cabozantinib does not play a significant role in mCRPC, on the basis of the negative 

COMET-1 trial and associated toxicities, although some experts use it in select patients 
who have exhausted other options
− Experts noted it does work in some patients, but responses are often short, and the 

dosage is not optimized
− Results from the ongoing trial of cabozantinib + atezolizumab, if positive, could 

renew interest in this agent in mCRPC

BONE-TARGETED AGENTS
> Experts expressed concern about the 

number of community oncologists still 
using bone-targeted agents in CSPC 
despite numerous trials showing it does 
not provide a survival benefit
− Most experts only use bone-

targeted agents in the setting of a 
patient with osteoporosis or 
osteopenia starting on ADT

• Denosumab is preferred in 
this setting over zoledronic 
acid



Experts Discussed Neuroendocrine Variants of mCRPC

IDENTIFICATION
> Neuroendocrine-emergent mCRPC may be suspected in patients with visceral disease and low PSA 

− Several experts commented that they rarely biopsy these patients, because results are rarely definitive; instead, the decision to treat 
with carboplatin is often empiric

− Research into biomarkers for imaging, such as somatostatin and GRP receptors and 68Ga-DOTATATE, is also warranted

TREATMENT
> Several experts noted they have seen dramatic responses to carboplatin-cabazitaxel 

in patients with these aggressive variant phenotypes
> Treatment options are very limited once these patients progress on a platinum, and 

research is needed
− A SWOG trial recently opened across nonpulmonary small cell or 

neuroendocrine cancers to evaluate platinum-etoposide + atezolizumab; it does 
allow prostate and bladder cancers

− A BioXcel study is investigating pembrolizumab in combination with a DPP 
inhibitor in neuroendocrine mCRPC; some responses have been observed

Dr Sartor:
We don’t talk about the heterogeneity of 
small cell and neuroendocrines, but some of 
these patients have plenty old-style PSA-
positive disease in addition to the 
neuroendocrine, at least in my experience. I 
call it dimorphic or whatever term you want to 
use, but there's more than 1 type of prostate 
cancer in the same patient.

“

“



Investigational Therapies for 
Metastatic CRPC



PSMA-TARGETED AGENTS

> 177Lu-PSMA-617 is expected to gain FDA approval in the first half of 2022, on 
the basis of results from the VISION and TheraP trials

> Beta-radiolabeled PSMA-targeted agents are also being explored in earlier 
stages of mCRPC (SPLASH, PSMAfore, ProstACT), as well as CSPC 
(PSMAddition/AFT53, UpFrontPSMA), and in combination with a variety of 
therapies including antiandrogens, immune checkpoint inhibitors, 
chemotherapy, PARP inhibitors, and other PSMA-targeted agents

> Questions still remain about optimal patient selection, whether PSMA PET 
imaging is necessary for selection, and whether patients with PSMA-negative 
lesions should be excluded
− PSMA imaging likely improves therapeutic ratio, but patients with poor 

pretreatment imaging can still respond
> PSMA is now considered a valid target and many additional PSMA-targeted 

agents are in development
− Radiolabeled antibodies, minibodies, and small molecules
− Anti-PSMA drug conjugates (MLN2704, PSMA ADC, EC1169, ARX517)
− BiTEs, CAR T cells, and other immunotherapies (pasotuxizumab/AMG 

212/BAY2010112, AMG 160, HPN424, CART-PSMA-TGFβRDN, P-
PSMA-101)

Investigational Therapies for Metastatic CRPC (1/2)
Presented by Scott Tagawa, MD, MS, FACP

VISION
OVERALL SURVIVAL



INVESTIGATIONAL DIRECTIONS – AVAILABLE AGENTS NOVEL TARGETED AGENTS

> Immune checkpoint inhibitors (ICIs)
− Early phase trials ongoing in combination with external 

beam radiation, and with radiolabeled PSMA-targeted 
agents

− Phase III trials investigating ICIs with antiandrogens, 
taxanes, and PARP inhibitors in unselected populations

− Good responses have been observed with anti–PD-
1/CTLA-4 combinations, but unclear if this is feasible in a 
larger patient population

> PARP inhibitors are being explored in combination with other 
agents (ICIs, targeted radionuclides, radiation) with the goal of 
broadening the population that may benefit, and improving the 
therapeutic index
− PARP inhibitors are also being evaluated as maintenance 

following chemotherapy

> PROTACs
− Several AR-targeted agents are in development, feasible 

from a preclinical and clinical perspective. There are 
reports of anecdotal responses; more data are needed

> PI3K/AKT/mTOR inhibitors
− Pathway plays a role in prostate cancer, but early agents 

were too toxic
− The IPATential150 trial with ipatasertib highlighted the 

need for optimizing biomarker-based selection with this 
class of agents

> Antibody-drug conjugates (ADCs)
− In addition to the PSMA-targeted ADCs in development, 

there are also ADCs under investigation that target B7H3, 
TROP2, STEAP1, and DLL3

Investigational Therapies for Metastatic CRPC (2/2)
Presented by Scott Tagawa, MD, MS, FACP



Key Insights
Investigational Therapies for Metastatic CRPC



Experts Discussed the Potential of Novel Agents in 
Development for Prostate Cancer
PSMA-TARGETED THERAPIES
Experts expect PSMA-targeted therapy to enter the armamentarium for mCRPC in the near future
> FDA approval of 177Lu-PSMA-617 is expected; activity was noted in heavily pretreated patients
> One expert noted that activity has been observed with 177Lu-J591 (177Lu-rosopatamab, aka TLX591)
> There is interest in studies exploring dual-PSMA targeting 
> It is too early to tell whether PSMA-targeted immunotherapies (BiTEs, CAR Ts) will produce deep, durable responses – longer follow-up and 

larger studies are needed

ADCs AND CAR T-CELL THERAPIES
Responses have been observed with ADCs and CAR T cells, but they appear to be 
short-lived
> However, experts noted that trials to date with these agents have been in heavily 

pretreated patients, which may not accurately capture the potential of these drugs
− Toxicities can be limiting in this late-line setting, particularly neuropathy

> Biomarker-based patient selection may also be critical with ADCs and CAR T-cell 
therapies

> New CAR T-cell platforms could make this therapeutic modality viable in mCRPC
− Marrow fibrosis and an inhibitory microenvironment have limited CAR T-cell 

therapies in prostate cancer to date

Dr Nanus:
I think conceptually these [ADCs and 
CAR T cells] are great ideas, but I 
haven't been blown away.  You hear an 
anecdotal response, but maybe we need 
to figure out again patient selection.

“ “



Experts Discussed Early Phase Investigational Agents and 
Shifting Paradigms
PROTACs AND OTHER INVESTIGATIONAL AGENTS
> PROTACs are perceived to be active in the right patients, and 

developing biomarkers for patient selection will be key to 
maximizing the potential utility of these agents

> Other approaches that experts view as promising include alpha 
particle-targeted therapies, and bispecific antibodies

SHIFTING PARADIGMS
Experts predict a shift in thinking away from castrate sensitive vs 
castrate resistant, and instead examining how drugs are used 
across the continuum of disease
> One key question is whether patterns of resistance to next-

generation AR-targeted agents are the same or different depending 
on whether patients receive these agents in the CSPC or CRPC 
settings
− Biomarkers to guide subsequent treatment selection are 

needed

Dr Nanus:
In the right patients [PROTACs] definitely work and I’ve seen it in some 
of my patients, though most of it didn’t work, so it's not that it's not a 
good drug, it's that you’ve got to have the right patient and the right 
target.

“ “
Dr Sartor:
One thing emphasized has been the difficulty of developing drugs in 
the context of the current environment, where so much of the time we 
have patients that are so heavily pretreated, that they are going to be 
challenged to respond to anything, much less tolerate anything. Having 
said that, there nevertheless have been some pretty dramatic
responses to some of these targeted alpha therapies, and I’m pretty 
enthusiastic about it. I'm not quite sure we have all the molecules right. 

“

“



Experts Discussed Challenges and Opportunities for New 
Drug Development in mCRPC
OPPORTUNITIES AND CHALLENGES IN NEW THERAPY DEVELOPMENT
Experts commented on the difficulty of developing new therapies in heavily 
pretreated patients, who often have pre-existing toxicities from prior treatments 
that limit their ability to tolerate the investigational agent, in addition to having 
highly resistant multiclonal tumors
> On the basis of the current algorithm for mCRPC, the unmet need and corresponding 

opportunity for novel therapies is in the fourth- or fifth-line setting
> Flexibility in terms of clinical trial eligibility criteria (particularly hematologic criteria) 

and endpoints may be required, but regulatory agencies may present obstacles
− rPFS may not be the best endpoint for all drug classes

> Because of the molecular heterogeneity of later-line mCRPC, target-agnostic 
therapies such as radiopharmaceuticals may be more effective
− However, depleted marrows and low blood counts may make many patients 

ineligible for trials of such therapies

Imaging to demonstrate that the investigational agent is hitting the target could 
play a critical role in the development of new targeted therapies

Dr Petrylak:
You're looking at end-stage patients who 
may or may not benefit, and the benefit’s got 
to be greater, and we’re also managing other 
medical problems in these patients as well. 
They become cachectic; they lose bone 
mineral density. As time goes on, they lose 
muscle mass. These are all complicating 
factors in these clinical trials, because these 
are not the fittest of patients.

“
“



Early Stage Bladder Cancer 
(BCG-Resistant NMIBC; 
MIBC)



NON–MUSCLE-INVASIVE BLADDER CANCER – CONVENTIONAL APPROACHES

> High-grade tumors have a ≥75% risk of recurrence, and 20%–40% risk 
of progression, stimulating interest in new therapies

> BCG remains the mainstay of treatment but has been hampered by 
supply issues
− “BCG unresponsive” is defined as primary refractory or recurrent 

within 6 months of initial complete response
> Cystectomy is SOC for BCG-unresponsive NMIBC; it is usually curative 

and associated with good quality of life, but treatments to avoid surgery 
would be desirable  

> Intravesical chemotherapies (valrubicin, gemcitabine, taxanes) have 
been associated with ~3-month DFS rates of 40%–50% and 12-month 
DFS rates of 20%–30%
− A retrospective study of gemcitabine + docetaxel reported a 3-

month CR rate of 80% and a 24-month CR rate of 50%; a 
prospective trial is now underway

− Alternative delivery mechanisms such as long-acting 
nanoparticles (NanoDoce), sustained-release gemcitabine (TAR-
200 ± anti–PD-1), and encapsulated rapamycin are also being 
investigated

Early Stage Bladder Cancer (BCG-Resistant NMIBC; MIBC) (1/4)
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IMMUNE CHECKPOINT INHIBITORS – NMIBC INVESTIGATIONAL AGENTS – NMIBC

> KEYNOTE-057 investigated single-agent 
pembrolizumab in 102 patients with BCG-unresponsive 
CIS ± papillary disease; CR rate at 3 months was 40% 
and 19% at 12 months
− FDA approval was based on these data

> SWOG1605 trial evaluating atezolizumab in BCG-
unresponsive NMIBC was closed early for futility; 
similar 3-month and 12-month CR rates

> Ongoing trials are investigating other ICIs (eg, 
nivolumab, sasanlimab, durvalumab, avelumab) in 
BCG-unresponsive disease

> Trials are also evaluating ICIs earlier, in combination 
with BCG, for BCG-naive disease

> Intravesical immunotherapies
− ALT-803 (IL-15 agonist) was evaluated in combination with BCG in 

the QUILT-3.032 trial in BCG-unresponsive NMIBC; no grade 4/5 
events; overall CR rate of 72%, with approximately half durable at 
12 months

− Nadofaragene (nonreplicating adenovirus vector harboring IFN 
alpha2b gene + Syn3) was associated with a high-grade RFS rate 
of 48% at 6 months and 31% at 12 months in 151 patients with 
BCG-recurrent/unresponsive NMIBC

• Currently under review with the FDA 
− CG0070 (conditionally replicating oncolytic adenovirus [RB-

deficient cells]); CR rate ~50% at 6 months in BCG-unresponsive 
NMIBC

> ADCs
− Oportuzumab (EpCAM-targeted ADC) – associated with a 40% CR 

rate at 3 months and 18% at 12 months in BCG-unresponsive CIS
> FGFR inhibitors 

− 30%–40% of high-grade NMIBC shows FGFR3 changes
− Ongoing trials evaluating pemigatinib and erdafitinib

Early Stage Bladder Cancer (BCG-Resistant NMIBC; MIBC) (2/4)
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MUSCLE-INVASIVE BLADDER CANCER – CONVENTIONAL APPROACHES

> Surgery has been the mainstay of treatment, but up 
to 70% of patients with node-positive disease recur

> Platinum-based chemotherapy has been associated 
with an OS advantage, and has become the basis of 
multimodal treatment
− Ongoing trials are evaluating bladder 

preservation in patients who achieve a pCR 
with platinum-based neoadjuvant therapy

− DNA damage response alterations and RNA 
classifiers are also being investigated as 
potential predictive biomarkers 

Early Stage Bladder Cancer (BCG-Resistant NMIBC; MIBC) (3/4)
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NEOADJUVANT ICIs – MIBC ADJUVANT ICIs – MIBC

> In the PURE-01 study, pembrolizumab was associated with a 
pCR rate of 37%

> In the ABACUS study, atezolizumab was associated with a 31% 
pCR rate

> Anti–PD-1/PD-L1 + anti–CTLA-4 doublets are associated with 
pCR rates of 35%–45%, but with more toxicities

> Anti–PD-1 + chemotherapy is associated with pCR rates of ~45%
> Additional studies are evaluating ICIs alone and in combination 

with PARP inhibitors, ADCs, and other immunotherapies

> The CheckMate 274 trial reported a significant improvement in 
DFS with adjuvant nivolumab, leading to FDA approval in this 
setting

> The IMvigor010 trial showed no improvement in DFS with 
adjuvant atezolizumab

> The AMBASSADOR trial evaluating pembrolizumab is ongoing

Early Stage Bladder Cancer (BCG-Resistant NMIBC; MIBC) (4/4)
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Key Insights
Early Stage Bladder Cancer (BCG-Resistant 
NMIBC; MIBC)



Experts Reviewed Current and Emerging Options for BCG-
Unresponsive NMIBC
SURGERY
Cystectomy is still considered the best option for BCG-resistant NMIBC
> Robotic radical cystectomy does not provide a significant benefit compared with standard open surgery with regard to DFS, complication 

rates, or length of hospital stay, on the basis of results from 2 randomized trials

EMERGING THERAPIES
Other treatment options, including systemic pembrolizumab or intravesical therapy 
with single-agent taxanes or gemcitabine, are associated with 1-year CR rates of 
~20%, leaving substantial room for improvement
> Long-term outcomes in the highest-risk subgroup of patients are also unclear, since 

the number of patients with CIS-T1 disease included in the trials is very small
> There is substantial concern about long-term outcomes if these therapies are used in 

place of cystectomy in younger patients at high risk for progression
− Systemic or intravesical therapies may be more appropriate for older patients 

with comorbidities who are not good surgical candidates
> Combination approaches are perceived to be the most promising

− Response rates in the range of 60%–80% at 3 months, and 40%–50% at 1 year, 
are considered necessary for widespread uptake of a new agent

− Ease of delivery is also an important consideration, and intravesical therapies 
are generally preferred by urologists 

− Toxicities, particularly with systemic therapies, could also present a barrier to 
uptake of a new regimen

• FGFR-targeted agents are perceived to be particularly challenging

Dr Bochner:
The 40/20 paradigm is what we’ve been 
seeing in everything that we consider even 
ineffective therapy, and you wonder if that’s 
just the natural history of this disease. I think 
what you're going to see is a lot of agents 
now combined to begin to try and see if you 
can improve these response rates.

“

“



Experts Discussed Neoadjuvant and Adjuvant Approaches 
for MIBC
NEOADJUVANT THERAPY
For patients with MIBC, key selection criteria for neoadjuvant therapy include platinum eligibility and overall performance status, 
particularly renal function
> Experts suggested there is an upper limit to patients who are eligible for neoadjuvant therapy of ~50%–55%, due to comorbidities in this 

population
> Use of neoadjuvant therapy has increased over time in the community, but experts are concerned this will decrease with the introduction of 

adjuvant nivolumab

ADJUVANT THERAPY
> One expert indicated they are using adjuvant nivolumab in nearly all eligible 

patients, and have not encountered resistance due to the lack of OS data from 
the CheckMate 274 trial
− Patients with node-positive disease following neoadjuvant platinum-based 

chemotherapy have a <20% 5-year survival rate, and are very interested 
in therapies to reduce recurrence risk

− Single-agent ICIs are perceived to be well tolerated in the adjuvant setting

Dr Petrylak:
The hazard ratio [in CheckMate 274] 
approaches 1 for those patients who have not 
had neoadjuvant therapy. That is concerning, 
and I think that’s something that does have to 
be emphasized, that there does seem to be 
some difference although it is a subgroup 
analysis.

“

“



Experts Discussed Challenges to Clinical Development for 
Early Stage Bladder Cancer
PATIENT AVAILABILITY
One of the main challenges in therapeutic development for early stage BC is finding enough patients for clinical trials
> This is particularly challenging in the BCG-unresponsive setting in an era of BCG shortages, since many centers are not administering BCG 

maintenance therapy, meaning many patients will not meet trial entry criteria for unresponsive disease

TRIAL ENDPOINTS
> Experts do not believe surrogates for OS should be used for approval of new agents in 

MIBC, but response rates (CR or pCR) are useful for identifying promising agents for 
further evaluation in larger trials

Dr Petrylak:
The biggest unmet needs are those 
patients [with MIBC] who are platinum 
ineligible, and developing novel 
combinations for moving forward, because 
that’s really an area where we have no 
standard options at this point.

“ “

Dr Bochner:
We need to be looking more at the 60–80%, 3-month initial response rates 
that need to be durable – in the 40–50% range at 1 year before I think you're 
going to see a lot of uptake [of new agents for NMIBC].

“ “



Current Paradigms and 
Future Directions in 
Metastatic Bladder Cancer



TREATMENT ALGORITHM FOR mUC

> Platinum-based chemotherapy remains the 
first-line standard for mUC, followed by 
maintenance avelumab
− Cisplatin-based regimens remain the 

only chemotherapeutic approach with 
the potential to cure a subset of 
patients (10%–15%)

> Second-line options include an ICI (if not 
used as maintenance), enfortumab vedotin 
(EV), or erdafitinib for the subset of patients 
with FGFR2/3-mutated tumors

> Sacituzumab govitecan (SG) is typically 
used in third or later line, although it is 
approved for use by the FDA in patients 
who have received platinum-based 
chemotherapy and an ICI

Current Paradigms and Future Directions in Metastatic Bladder 
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TREATMENT DECISION-MAKING MOLECULARLY TARGETED THERAPIES

> There is currently no clear evidence to drive sequence decision-
making, and data are limited regarding cross-resistance or the 
lack thereof

> Use of ICIs in the perioperative setting for MIBC have the 
potential to perturb sequencing for recurrent disease, which may 
be further complicated by results of the trial evaluating EV + 
pembrolizumab as first-line therapy
− An important question will be whether combinations of ICIs 

with other active agents such as EV can overcome 
immune resistance

> The older median age of the mUC population (73 years), with 
multiple comorbidities, coupled with the aggressiveness of the 
disease, make mUC particularly challenging for clinical 
development 

> HER2 is overexpressed in a subset of patients with mUC
− HER2-targeted agents such as the ADC trastuzumab 

deruxtecan are being investigated in clinical trials
> Although mUC is rich in molecular targets, NGS is not part of the 

mUC treatment paradigm currently
− This, coupled with the limited number of patients eligible 

for clinical trials, makes the development of molecularly 
targeted therapies challenging in mUC

Current Paradigms and Future Directions in Metastatic Bladder 
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Key Insights
Metastatic Bladder Cancer



Experts Discussed First-Line Options for mUC

EVOLVING FIRST-LINE STANDARDS
Chemotherapy followed by switch maintenance with avelumab is currently considered the preferred first-line approach for patients with platinum-
eligible mUC
> Experts perceive that this approach has been widely adopted in the community also
> Some community physicians use alternative ICIs with more patient-friendly schedules

− The every-2-week schedule of avelumab is perceived to be inconvenient
> Experts predict that if the EV-302 trial (first-line EV + pembrolizumab vs platinum-gemcitabine) is very positive, that regimen will replace 

chemotherapy followed by avelumab even in cisplatin-eligible patients, although learning to manage the associated toxicities will be critical 

PD-L1 TESTING
PD-L1 testing is not perceived to have clinical utility in mUC, and most 
experts do not use it to select patients for ICI therapy
> Most experts only use ICIs first-line for patients who are ineligible for any 

chemotherapy
> PD-L1 is viewed as a prognostic, rather than a predictive, biomarker
> TMB is also perceived to be an inconsistent marker in mUC; better 

biomarkers or composites to predict benefit from ICIs are needed

Dr Dreicer:
If [EV + pembrolizumab] really 
moves the needle, I think we'll 
accept it because it changes the 
natural history. If it's sort of in the 
ballpark, then maybe not.

“

“



Experts Discussed Sequencing Treatments for mUC in the 
Second Line and Beyond
ENFORTUMAB VEDOTIN
Most experts use EV second-line following progression on maintenance avelumab
> Careful management of EV-associated toxicities is considered critical

− Delaying therapy, dose modifications, and treatment breaks can allow patients to stay on EV therapy longer
− Experts are concerned that community clinicians do not monitor their patients on EV as carefully as is necessary
− Companies are investigating alternative delivery techniques to capitalize on the target and drug with lower toxicity

> An ICI is considered a second-line option for a patient who has not received maintenance avelumab 
− Most experts favor pembrolizumab in this setting because it is supported by level 1 evidence

SACITUZUMAB GOVITECAN
Sacituzumab is currently considered a third-line option after EV, although experts 
acknowledged many patients will not be able to receive 2 ADCs, so current sequencing 
trials are being closely watched
> Many community oncologists may be more familiar with SG vs EV because of its use 

in triple-negative breast cancer, and this may also influence their choice of sequence
Dr Petrylak:
The real issue is, what's driving the 
resistance with both of these drugs [EV and 
SG]? Is it loss of the surface antigen, which 
I don't think is what's going on? Or is it the 
actual primary tumor, or the actual target 
site, which is becoming resistant?

“ “FGFR-TARGETED AGENTS
Experts all test their patients with mUC for FGFR mutations and consider erdafitinib an 
option second- or third-line
> Toxicities are considered challenging with this agent, and some experts prefer to use it 

earlier in the algorithm, before EV, for that reason in eligible patients
> Toxicity profiles with investigational FGFR-targeted agents appear similar, suggesting 

a class effect



Evolving Paradigms for 
Metastatic RCC



FIRST-LINE LANDSCAPE

> There are 4 first-line regimens that have demonstrated an OS 
advantage in mRCC
− Nivolumab + ipilimumab (CheckMate-214; 

intermediate/poor risk)
− Pembrolizumab + axitinib (KEYNOTE-426)
− Nivolumab + cabozantinib (CheckMate 9ER)
− Pembrolizumab + lenvatinib (CLEAR)

> There are a few differences between regimens that may 
influence selection for individual patients
− The IO-IO combination only showed an OS advantage 

in the intermediate- and poor-risk population 
− The IO-IO combination is also the only regimen that 

appears to have a survival plateau, with median 
duration of response that has not yet been reached

− Time to response is shorter with the IO-TKI 
combinations, suggesting these regimens may be more 
appropriate for patients needing a fast response

− ORR was highest with pembrolizumab-lenvatinib (71%)

Evolving Paradigms for Metastatic RCC (1/3)
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FIRST-LINE THERAPY – UNMET NEEDS AND AREAS OF INVESTIGATION

> Currently, there are no clinically useful biomarkers to 
help guide first-line treatment decision-making
− The BIONIKK study explored the utility of 

molecular signatures (immune, VEGF-high) to 
select therapy

> Ongoing trials are investigating combinations such 
as cabozantinib + ipi-nivo (COSMIC-313) or ipi-nivo 
followed by nivo ± cabozantinib, depending on 
response (PDIGREE)

Evolving Paradigms for Metastatic RCC (2/3)
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SECOND LINE AND BEYOND INVESTIGATIONAL THERAPIES

> There is no standard sequence for second-line or later 
treatment; options depend on the regimen used first-line 

> Cabozantinib is generally the preferred second-line single-agent 
TKI 

> There are some data to support the use of an IO-TKI 
combination (pembrolizumab-lenvatinib) in patients treated with 
an IO combination first-line, with an ORR of ~50%
− Ipi-nivo in IO-pretreated patients is associated with an 

ORR of 15%–20%
> Tivozanib was approved in the US in 2021 as a third-line-or-later 

therapy
> Ongoing trials are more formally investigating whether adding an 

IO is superior to a single-agent TKI in IO-pretreated patients 
− CONTACT-3, cabozantinib ± atezolizumab
− TiNivo-2, tivozanib ± nivolumab)

> Belzutifan (MK-6482; oral HIF-2α inhibitor)
− FDA approved for VHL-associated RCC on the basis of

phase II study with an ORR of 28%–36%, and tumor 
shrinkage in 87%–92% of patients

− Early phase studies have shown activity in ccRCC as 
monotherapy and in combination with cabozantinib; phase 
III trials ongoing

> Triplets combining IO-IO-TKI or IO-TKI-belzutifan
> Bempegaldesleukin (NKTR-214; IL-2 pathway agonist)

− Phase I study suggested activity in combination with 
nivolumab

− Several randomized trials ongoing investigating 
bempegaldesleukin with nivolumab or with cabo-nivo

> Alternative schedules of ipilimumab in combination with 
nivolumab

Evolving Paradigms for Metastatic RCC (3/3)
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Key Insights
Metastatic RCC



Experts Debated First-Line Treatment Considerations for 
Metastatic ccRCC
IO-IO VS IO-TKI
A few experts indicated they prefer to use an IO-IO combination first-line 
for slower-growing disease, because although there is more initial 
toxicity, patients who have stable disease or better after 2 years can 
discontinue active treatment
> An IO-TKI combination is viewed as necessary for patients with rapidly 

progressing disease
− Risk status and patient comorbidities are also considerations when 

selecting first-line therapy
• Biomarkers and better patient selection criteria are needed

− Studies are required to determine if active treatment can be 
discontinued at some point in patients treated with IO-TKI regimens 

> In the community, practitioners are perceived to prefer IO-TKI 
combinations first-line regardless of risk status or the pace of disease 
growth, for reasons of familiarity and concern about IO-related toxicities
− Monitoring and managing patients on IO-IO therapy can be labor 

intensive and a drain on staff 
> Several experts commented on the striking durability of some responses 

with IO-IO therapy, including sarcomatoid tumors

RESEARCH DIRECTIONS
Investigational triplet regimens (IO-IO-TKI) are 
interesting, but toxicities could be an issue
> Patient quality of life needs to be considered when 

developing new regimens; highly toxic regimens for an 
indefinite duration of time may not be widely adopted 

Dr Dreicer:
Most community med/oncs treat a couple of kidney 
cancers a year, so there's a lot of comfort with IO-TKI 
and I think that’s why there's a difference. The concept 
of a treatment-free interval, perhaps, is not as 
pervasive and the concern about toxicity is greater.

“ “



Experts Discussed Second-Line-and-Later Options and the 
Impact of Toxicities
CONSIDERATIONS BEYOND FIRST-LINE THERAPY
Following progression on an IO-containing first-line regimen, TKI therapy is considered standard in the second line and beyond
> There is currently no level 1 evidence to direct post-IO therapy
> Lenvatinib + everolimus is considered an active regimen also, but associated toxicities can be challenging

− A few experts indicated they use a dose-escalation strategy when starting patients on lenvatinib
> Experts indicated they rarely use everolimus as a single agent anymore

− Some experts use NGS to identify sensitizing mutations, noting that such patients can do quite well on an mTOR inhibitor

TREATMENT-RELATED TOXICITIES
Dose reductions and treatment breaks are commonly used for patients on TKI 
therapy to improve tolerability
> Hypertension and skin toxicities are the primary challenges with TKIs

− Co-management of hypertension with a primary care physician may be necessary
Long-term cardiotoxicities are emerging as a concern in patients treated with ICIs, 
and occur in ~10% of patients
> Other serious AEs of concern include myopenia, colitis, pancreatitis, CNS effects, and 

chronic fatigue
> There is substantial interest in the data with ipilimumab on a q12-week schedule rather 

than q3weeks
> Experts expressed concern that some community practices do not use IO therapies at 

all, even as monotherapy second-line or later, and this may be related to the knowledge 
base of current treatment standards

Dr Dreicer:
I’d love all of these studies to be positive 
and move the needle, but I really worry 
that we're losing track of some of the 
things we want to do about trying to 
manage the disease as a chronic illness.

“ “



Neo/Adjuvant Treatment 
of RCC



PREOPERATIVE AND SURGICAL MANAGEMENT

Although small studies have shown some tumor shrinkage with 
VEGF TKIs, preoperative therapy is not considered standard for 
localized RCC
> Neoadjuvant studies with ICIs have been difficult to accrue and 

several have closed early
− The NEOVAC study of preoperative avelumab + axitinib has 

completed accrual and results are awaited

Results of the CARMENA study showing no survival benefit with 
cytoreductive nephrectomy compared with sunitinib alone have led 
to a decrease in the use of cytoreductive surgery as a standard of 
care in intermediate- or poor-risk patients
> Subset analyses suggested that patients with only 1 risk factor may 

derive some benefit from cytoreductive nephrectomy, although this 
was not statistically significant

> The SWOG S1931 trial is evaluating the utility of consolidative 
nephrectomy in patients who respond to an IO combination regimen

Neo/Adjuvant Treatment of RCC (1/2)
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ADJUVANT THERAPY

Only 1 trial evaluating TKIs in the adjuvant setting has been positive 
(S-TRAC, sunitinib), showing a 1.2-year improvement in median DFS
> Although these results led to FDA approval for adjuvant sunitinib, it has 

not been widely used because of the absence of an OS benefit

Immune checkpoint inhibitors
> The KEYNOTE-564 trial evaluated 1 year of adjuvant pembrolizumab vs 

placebo following nephrectomy ± metastasectomy
− Results showed a significant improvement in DFS (median not 

reached; HR=0.68; P=.0010)
• Benefit was particularly striking in the M1 NED subset 

(HR=0.29)
− OS is immature but no detrimental effect has been observed
− Toxicities were in line with the known safety profile and there were 

no treatment-attributable deaths in either arm
> The IMmotion010 trial comparing adjuvant atezolizumab vs placebo 

showed no benefit
> The ongoing EA8143 PROSPER trial is evaluating perioperative 

nivolumab; accrual is complete

Neo/Adjuvant Treatment of RCC (2/2)
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Key Insights
Neo/Adjuvant Treatment of RCC



Experts Discussed the Impact of KEYNOTE-564 on the 
Management of Early Stage RCC
ADJUVANT PEMBROLIZUMAB
Experts are individualizing their approach to utilizing adjuvant 
pembrolizumab for patients with resected RCC
> Adjuvant pembrolizumab is considered standard now for patients with 

resected M1 disease
> Patients with lymph node-positive disease are at higher risk for relapse, and 

experts would recommend adjuvant pembrolizumab 
> Approximately 70% of patients with a T3a tumor are cured with surgery, so 

risk of AEs factors more heavily into the discussion
− An OS benefit would be necessary to increase the strength of 

recommendation in this patient subgroup

Experts believe adjuvant pembrolizumab for patients with RCC will be 
widely adopted in the community
> Experts suspect it will largely be administered by medical oncologists outside 

of a few large urology practices, although there has been an increasing push 
toward use of ICIs by urologists

Dr Dreicer:
I think OS will be required for me to push 
more of the lower-risk patients and the 
others, I think there's really no question.

“ “
Dr Quinn:
I think it's going to get universally 
adopted. The FDA, it's a pretty broad
indication. It does mention the stages, but 
beyond that it doesn't really provide too 
much indication.

“ “



Experts Discussed Research Directions, Unmet Needs, and 
Evolving Standards of Care in ccRCC
CLINICAL TRIAL CONSIDERATIONS
Combination strategies are attractive for investigation in the adjuvant setting, but it 
may be challenging to select the right patient group to show results in a reasonable 
period of time
> Although M1 disease is the highest risk, there are not enough patients in this subset who 

are appropriate for adjuvant therapy for large studies
> With lower-risk patients, risk of toxicity becomes a much larger issue

− Studies evaluating TKIs in the adjuvant setting suffered from high dropout rates
> Designing trials that are based on minimal residual disease and ctDNA markers is not 

thought to be feasible in RCC
− The shed rate is lower and the current technology in insufficient 

Currently, there are no predictive genomic or molecular assays that have 
demonstrated clinical utility for early stage RCC

Dr Bochner:
I think we're being more selective on 
who’s getting [cytoreductive 
nephrectomy] now. The really good 
performance status patients with minimal 
metastatic disease are the ones I think 
that we're now moving forward. . . . I think 
that we're definitely being more cautious, 
particularly for higher-volume disease or 
for poor-performing patients. 

“

“

CYTOREDUCTIVE NEPHRECTOMY
Cytoreductive nephrectomies are being performed less frequently; optimal candidates 
are patients with really good performance status and minimal metastatic disease



Current and Future 
Management of Non-clear 
Cell RCC



EVOLVING TREATMENT OPTIONS IN NON-CLEAR CELL RCC

> Non-clear cell RCC comprises a variety of subtypes, the most common of 
which are chromophobe (5%), type I papillary (5%), and type II 
papillary/CDC/unclassified (15%), with wide variations in prognosis, 
genetics, and potential therapeutic targets
− Multigene signatures and mutations in the PI3K-mTOR pathway 

hold promise
− Currently, nothing is superior to MSKCC or IMDC risk stratification 

for predicting outcomes 
> SWOG 1500 established cabozantinib as the preferred TKI for papillary 

mRCC, with an ORR of 28% and median PFS of 9.0 months
> KEYNOTE-427 evaluated pembrolizumab in 165 patients with non-clear 

cell mRCC
− ORR was 25% in papillary, 10% in chromophobe, and 35% in 

unclassified tumors     
> A phase II trial evaluating cabozantinib + nivolumab in non-clear cell 

mRCC reported an ORR of 48%, with a median PFS of 12.5 months in 
the papillary/unclassified/translocation-associated cohort

> Chromophobe mRCC is typically treated with a TKI (sunitinib or 
cabozantinib), an mTOR inhibitor if TSC or RHEB mutation, and 
immunotherapy if no other options 
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Cabozantinib + Nivolumab Response
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Experts Reviewed Current Treatment Paradigms for Non-clear 
Cell mRCC Subtypes
PAPILLARY mRCC
Cabozantinib is considered the standard first-line TKI for papillary mRCC on the 
basis of results of the SWOG-1500 trial
> The addition of an ICI is considered reasonable, and current data support the 

combination of cabozantinib + nivolumab
− The PAPMET-2 trial is being planned to evaluate cabozantinib ± an ICI
− Results from an ongoing trial of lenvatinib + pembrolizumab are expected in the 

near future

CHROMOPHOBE mRCC
Sunitinib, cabozantinib, and mTOR inhibitors are all considered options for 
chromophobe mRCC

> These tumors are considered immunogenically “cold” and immunotherapies are less 
likely to work

> Observation is also an option for selected patients

Dr Quinn:
I think cabozantinib is the standard TKI [for 
papillary RCC], from what we saw from 
SWOG-1500. And then I think there's 
reasonable evidence for adding a checkpoint 
inhibitor. Whether cabo and nivo is optimal? 
I'm sure there's going to be activity with other 
things.

“ “
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