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Meeting Snapshot

DATE: 
February 24, 2023

PANEL: Key experts in 
GU malignancies
> 5 from US
> 2 from Europe

DISEASE-STATE AND 
DATA PRESENTATIONS 
by key experts

GU CANCER-SPECIFIC 
DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



CHAIR: 
Daniel P. Petrylak, MD
Yale Cancer Center

Robert Dreicer, MD, 
MACP, FASCO

University of Virginia 
Cancer Center Karim Fizazi, MD, PhD

Gustave Roussy Institute 

Susan F. Slovin, MD, PhD
Memorial Sloan Kettering 

Cancer Center 

Joaquim Bellmunt, MD, PhD
Harvard Medical School Thomas Powles, MD, 

MRCP, MBBS
Barts Cancer Institute

Panel Consisting of 5 US and 2 European GU Cancer Experts

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



Meeting Agenda
Time (EDT) Topic Speaker/Moderator
1.00 PM – 1.05 PM Welcome, Introductions, and Meeting Objectives Daniel Petrylak, MD

1.05 PM – 1.15 PM Prostate Cancer Part 1 – Localized and Castrate-Sensitive Prostate Cancers Susan Slovin, MD, PhD

1.15 PM – 1.30 PM Discussion Daniel Petrylak, MD

1.30 PM – 1.35 PM Key Takeaways Susan Slovin, MD, PhD

1.35 PM – 1.50 PM Prostate Cancer Part 2 – Metastatic Castration-Resistant Prostate Cancer Karim Fizazi, MD, PhD;
Robert Dreicer, MD, MACP, FASCO

1.50 PM – 2.05 PM Discussion Daniel Petrylak, MD

2.05 PM – 2.10 PM Key Takeaways Karim Fizazi, MD, PhD;
Robert Dreicer, MD, MACP, FASCO

2.10 PM – 2.20 PM Bladder Cancer Part 1 – NMIBC and MIBC Leonard Gomella, MD, FACS

2.20 PM – 2.30 PM Discussion Daniel Petrylak, MD

2.30 PM – 2.35 PM Key Takeaways Leonard Gomella, MD, FACS

2.35 PM – 2.45 PM Break

2.45 PM – 2.55 PM Bladder Cancer Part 2 – Metastatic Urothelial Cancer Joaquim Bellmunt, MD, PhD

2.55 PM – 3.10 PM Discussion Daniel Petrylak, MD

3.10 PM – 3.15 PM Key Takeaways Joaquim Bellmunt, MD, PhD

3.15 PM – 3.30 PM Renal Cell Carcinoma Thomas Powles, MBBS, MRCP, MD

3.30 PM – 3.50 PM Discussion Daniel Petrylak, MD

3.50 PM – 3.55 PM Key Takeaways Thomas Powles, MBBS, MRCP, MD

3.55 PM – 4.00 PM Summary and Closing Remarks Daniel Petrylak, MD



Congress Highlights
Prostate Cancer Part 1 – Localized and Castrate-
Sensitive Prostate Cancers



FORMULA-509: Salvage radiotherapy and 6 months of GnRH agonist ±
abiraterone and apalutamide post-radical prostatectomy
Nguyen et al. 2023, ASCO GU 303

STUDY POPULATION AND METHODS
> 345 pts with recurrent prostate cancer following prostatectomy 

were randomized to salvage radiation + 6 months of ADT with either 
bicalutamide or the combination of abiraterone and apalutamide

− Pts were required to have a PSA >0.1 and at least 1 
unfavorable risk factor

OUTCOME
> 3-year PFS

− ITT: 74.9% (combo) vs 68.5% (bicalutamide); HR=0.71; 
P=.06

− PSA >0.5: 67.2% vs 46.8%; HR=0.5; P=.03
> 3-year MFS 

− ITT: 90.6% vs 87.2%; HR=0.57; P=.05
− PSA >0.5: 84.3% vs 66.1%; HR=0.32; P=.02

CONCLUSIONS
> The study did not meet the prespecified threshold for statistical significance

− However, the combination of the 2 androgen receptor signaling inhibitors (ARSIs) may improve outcomes compared with bicalutamide 
in a specific subset of patients

− It also raises the question of whether MFS and PFS can serve as surrogates for OS

METASTASIS-FREE SURVIVAL



Darolutamide in combination with ADT and docetaxel by disease volume 
and disease risk in the phase 3 ARASENS study
Hussain et al. 2023, ASCO GU 15

STUDY POPULATION AND METHODS
> 1306 pts with mHSPC were randomized to darolutamide or 

placebo in addition to ADT + docetaxel
− 77% had high-volume disease and 70% had high-risk 

disease

OUTCOME
> Prior analysis showed a significant OS benefit with the addition of 

darolutamide in the ITT population (HR=0.68; P<.0001) [Smith et 
al. N Engl J Med. 2022;386:1132-1142]

> Subgroup analyses also favored darolutamide
− High volume: HR=0.69; 95% CI: 0.57, 0.82
− Low volume: HR=0.68; 95% CI: 0.41, 1.13
− High risk: HR=0.71; 95% CI: 0.58, 0.86
− Low risk: HR=0.62; 95% CI: 0.42, 0.90

CONCLUSIONS
> Benefit from darolutamide was seen across all patient subgroups 
> However, this treatment may not be appropriate for every patient, and depends on how medically fit a patient is for an intensified regimen

OVERALL SURVIVAL



Abiraterone and ADT ± docetaxel in older patients (≥70 years) with de 
novo mCSPC compared to younger patients: The PEACE-1 trial
Mourey et al. 2023, ASCO GU 20

STUDY POPULATION AND METHODS
> Pts with de novo mCSPC were randomized to receive ADT-

abiraterone ± docetaxel
− 63% were <70 years of age and 37% were ≥70 years of age
− Docetaxel was used less frequently in older men (66% vs 

51%; P<.0001)

OUTCOME
> rPFS benefit was greater in younger pts (HR=0.49) compared with 

older pts (HR=0.65)
> No OS benefit was observed in the older pt population (HR=0.95)
> Grade 3–5 AEs were more frequent in older men receiving 

abiraterone in comparison with younger men (69% vs 61%) 
> Hypertension (56.5% vs 38.2%; P<.001) and diabetes (15.5% vs 

11%; P=.029) were significantly more frequent in older men

CONCLUSIONS
> In the overall population, older men derived less benefit both in terms of rPFS and OS, likely due to more toxicity and possibly to earlier drug 

discontinuation

OVERALL SURVIVAL



Randomized phase II study of ketoconazole, hydrocortisone, and anti-
PSMA antibody J591 labeled with 177Lu or 111In in nonmetastatic CRPC
Tagawa et al. 2023, ASCO GU LBA21

STUDY POPULATION AND METHODS
> 55 pts with high-risk nmCRPC with biochemical progression with 

no metastases by CT/MRI or bone scan
− Pts received a 4-wk run-in with ketoconazole + 

hydrocortisone, and were then randomized to 177Lu-J591 or 
111In-J591

OUTCOME
> 18-mo MFS favored 177Lu-J591 (50% vs 24%; P=.066)
> mMFS: 23.8 mo vs 20.8 mo
> Biochemical mPFS was 18.67 mo vs 8.87 mo
> Confirmed PSA50 was 82% vs 71%
> More hematologic toxicity was observed with 177Lu vs 111In

CONCLUSIONS
> This was a proof-of-concept study that suggests it may be possible to change the natural history of nmCRPC

− However, this study was conducted prior to the era of PSMA PET imaging, and it is unclear how that might influence results

METASTASIS-FREE SURVIVAL



Key Insights
Prostate Cancer Part 1 – Localized and Castrate-
Sensitive Prostate Cancers



Experts Debated the Role of Treatment Intensification for 
Biochemically Recurrent PC Following Prostatectomy
FORMULA-509
Experts consider the FORMULA-509 trial to be a good proof-of-concept study, although 
technically negative; the data in patients with PSA >0.5 are considered tantalizing, but the 
experts are not ready to make 2 ARSIs + ADT + salvage radiation a new standard of care for 
biochemically recurrent CSPC
> There may be a role for this approach in the highest-risk patients
> Questions remain, however, such as optimal PSA cutoff for patient selection

− The relevance of these results in the era of PSMA PET imaging was also questioned, 
because it would likely impact patient eligibility now

> Experts expressed concern that community clinicians may adopt this strategy without further 
confirmation

− It was noted that a trial combining abiraterone and apalutamide in the mCRPC setting 
showed no benefit for the doublet

> One expert suggested examining these data by PSA doubling time, noting this is a very 
important prognostic factor in this setting

Dr Slovin:
There was no PSMA PET imaging, 
so one really doesn’t know 100% 
of what we’re dealing with in terms 
of disease burden. That’s how 
PSMA imaging has really changed 
the landscape in terms of how we 
are now going to be viewing these 
patients.

“
“



Experts Considered Areas for Future Investigation in 
Nonmetastatic Prostate Cancer
RADIOLABELED ANTI-PSMA ANTIBODIES
Radiolabeled PSMA-directed mAbs are moving into earlier stages of disease, but it remains 
to be determined if these agents will be appropriate for nonmetastatic disease, and in which 
specific patient populations

OUTSTANDING QUESTIONS
There remains substantial debate in the field regarding whether PFS and MFS can be used 
as surrogates for OS in the setting of biochemically recurrent CSPC

Recovery of testosterone levels after completion of ADT also needs to be investigated more 
rigorously

Dr Slovin:
Do you really think that either 
metastasis-free survival or 
progression-free survival really, 
truly are surrogates [for OS]? 
There was a lot of disaffection with 
regard to saying maybe that’s not 
correct, even though there are 
several publications that are in 
statistical journals that may 
support that.

“
“



Experts Discussed Treatment Intensification for mCSPC

PEACE-1 AND ARASENS
Results from ARASENS and PEACE-1 are consistent, showing an OS benefit for triplet 
therapy (ADT-docetaxel-ARSI) for patients with mCSPC, particularly those with de novo 
disease

Medical fitness and type of presentation (de novo vs relapse) need to be taken into account
when considering an intensified triplet regimen for patients with mCSPC
> Geriatric assessment should be performed when weighing triplet therapy in older men with 

mCSPC, rather than using an arbitrary age cutoff
− Factors to consider include comorbidities, polypharmacy, and maintenance of patient 

quality of life
> Experts expressed concern that community clinicians may assume triplet therapy is the 

standard for all de novo mHSPC patients, noting that not all de novo mCSPCs are the same

Dr Fizazi:
What these 2 analyses are telling 
us, mostly, is that the most 
important thing when making a 
decision is not necessarily 
counting the metastases, but it’s 
most importantly looking at the 
fitness of the patient, and also
considering whether this is a de 
novo presentation vs a relapse.

“
“



Congress Highlights
Prostate Cancer Part 2 – Metastatic Castration-
Resistant Prostate Cancer 



Rucaparib for mCRPC: TRITON3 interim OS and efficacy of rucaparib vs 
docetaxel or second-generation androgen pathway inhibitor therapy
Bryce et al. 2023, ASCO GU 18

STUDY POPULATION AND METHODS
> 405 pts with chemotherapy-naive mCRPC previously treated with 

1 prior ARSI, with a BRCA or ATM alteration
> Pts were randomized 2:1 to rucaparib vs physician’s choice of 

docetaxel or ARSI
− 75% of pts in the control arm crossed over to rucaparib

OUTCOME
> rPFS favored rucaparib in the BRCA-altered subgroup (HR=0.50; 

P<.0001) but not in the ATM-altered subgroup (HR=0.95; P=.84)
− In the BRCA subgroup, rucaparib was superior to docetaxel 

(HR=0.53; P=.0009) and ARSI (HR=0.38; P<.0001)
> OS data are not mature, but there was a trend toward 

improvement with rucaparib in the BRCA subgroup (median 24.3 
mo vs 20.8 mo; HR=0.81; P=.21)

− No difference was observed in the ITT population 

CONCLUSIONS
> The trend toward an OS benefit was observed in the context of 75% of men in the control arm crossing over to rucaparib, indicating that even 

with such strong crossover, early treatment with rucaparib is better for men with BRCA alterations

PROGRESSION-FREE SURVIVAL



Niraparib + abiraterone in mCRPC and homologous recombination repair 
(HRR) gene alterations: Second interim analysis of MAGNITUDE
Efstathiou et al. 2023, ASCO GU 170

STUDY POPULATION AND METHODS
> 423 pts with mCRPC eligible for first-line therapy (≤4 mo prior 

abiraterone allowed for mCRPC)
− Pts were screened for alterations in homologous 

recombination repair (HRR) genes, separated into cohorts 
on the basis of HRR status, and randomized to abiraterone 
± niraparib 

OUTCOME
> Previous analysis showed that adding niraparib significantly 

improved median rPFS in pts with BRCA1/2-mutated mCRPC 
(HR=0.53; P=.0014), but there was no benefit in other HRR genes 
(HR=0.99) [Chi et al. ASCO GU 2022. Abstract 12]

> With an additional 8-mo follow-up, the rPFS benefit was 
maintained (median 19.5 mo vs 10.9 mo; HR=0.55; P=.0007)

> Niraparib also improved time to symptomatic progression 
(HR=0.54; P=.0071)

CONCLUSIONS
> There was again clear benefit in rPFS with niraparib compared with the abiraterone-prednisone arm, and the improved time to symptomatic 

progression indirectly shows improvement in quality of life, or at least pain control, in this population of men

PROGRESSION-FREE SURVIVAL



Final OS in PROpel: Abiraterone ± olaparib as first-line therapy for mCRPC
Clarke et al. 2023, ASCO GU LBA16

STUDY POPULATION AND METHODS
> 398 pts with mCRPC, no prior chemotherapy or next-generation 

hormonal agent treatment at mCRPC stage, unselected by HRRm 
status

> Randomization to abiraterone + olaparib or placebo

OUTCOME
> Prior interim analysis showed a significant PFS benefit for the 

combination, regardless of HRRm status (HR=0.66; P<.0001) 
[Saad et al. ASCO GU 2022. Abstract 11]

− rPFS benefit was greater in the BRCA-mut subgroup 
(HR=0.23) but benefit was observed in the non–BRCA-mut 
pts (HR=0.76)

> An OS benefit was observed in the BRCA-mut subset (HR=0.29) 
but not in the non–BRCA-mut pts (HR=0.91)

> Anemia occurred in 49.7% of pts treated with olaparib (16.1% 
grade ≥3); pulmonary embolism occurred in 7.3% of pts in the 
olaparib arm, vs 2.3% in the control arm

CONCLUSIONS
> Perhaps the most important message is that men with BRCA mutations clearly benefit from early intensification with a PARP inhibitor on top 

of abiraterone-prednisone for mCRPC

OVERALL SURVIVAL



TALAPRO-2: Phase 3 study of enzalutamide ± talazoparib as first-line 
treatment for mCRPC
Agarwal et al. 2023, ASCO GU LBA17

STUDY POPULATION AND METHODS
> 805 pts with mCRPC (prior abiraterone and docetaxel allowed in 

CSPC setting)
− Unselected by HRR status but used for stratification

> Randomization to enzalutamide ± talazoparib

OUTCOME
> rPFS favored the addition of talazoparib

− HRR deficient: 27.9 mo vs 16.4 mo; HR=0.46; P<.001
− HRR nondeficient: median NR vs 22.5 mo; HR=0.70; 

P=.004
> No difference in OS at this analysis (data immature)
> Anemia occurred in 65.8% of pts (46.5% grade 3/4)

− 8.3% of pts discontinued talazoparib due to anemia

CONCLUSIONS
> These data confirm the PROpel results, with a large rPFS benefit in HRR-deficient pts, and a more modest but significant benefit in HRR-

nondeficient pts
> However, the incidence of anemia is concerning in both populations, with nearly half of pts requiring transfusion

PROGRESSION-FREE SURVIVAL



Phase 1/2 study of co-stimulatory bispecific PSMAxCD28 antibody 
REGN5678 in patients with mCRPC
Stein et al. 2023, ASCO GU 154

STUDY POPULATION AND METHODS
> 35 pts with mCRPC with ≥2 lines of systemic therapy, including ≥1 

second-generation ARSI
> Pts received REGN5678 weekly at increasing dose levels, initially 

as monotherapy for 3 weeks, followed by combination with anti–
PD-1 mAb cemiplimab

OUTCOME
> Cytokine release syndrome (CRS) occurred in 6 pts (17%); all 

events were grade 1
> Grade ≥3 irAEs occurred in 4 pts (11%)
> Activity in terms of PSA decline was observed more frequently at 

higher dose levels (ranging from 21% to 100% decline)
> 3 pts experienced a radiographic response (1 CR, 2 PRs)

CONCLUSIONS
> So far, this molecule appears to have some preliminary level of activity, and the safety events seem to indicate the ability for further 

development; dose finding is ongoing 

MECHANISM OF ACTION



Early dose escalation of LAVA-1207, a novel PSMA-targeted bispecific 
gamma-delta T-cell engager (Gammabody), in patients with mCRPC
Mehra et al. 2023, ASCO GU 153

STUDY POPULATION AND METHODS
> 16 pts with refractory mCRPC received treatment with escalating 

dose levels of LAVA-1207

OUTCOME
> Treatment-emergent AEs (TEAEs) that were suspected to be 

related were all grade 1–2, and included nausea (n=3), AST 
increase (n=2), fatigue (n=2), and infusion-related reaction (n=2) 

− The severity of TEAEs did not increase with escalating 
doses and no patient discontinued treatment due to an AE

> 3 of 8 evaluable patients experienced stable disease at 8 weeks

CONCLUSIONS
> There is some antitumor activity, enough to give a signal that the agent is hitting the target; more data and toxicity follow-up are awaited

PSA RESPONSE



A phase 2 expansion study of ARV-766, a PROTAC androgen receptor 
degrader, in mCRPC
Petrylak et al. 2023, ASCO GU TPS290

BACKGROUND
> ARV-766 is a novel, potent, orally bioavailable proteolysis 

targeting chimera (PROTAC) protein degrader that degrades not 
only wild-type AR, but also clinically relevant AR LBD mutants, 
including the most prevalent AR L702H, H875Y, and T878A 
mutations

STUDY DESIGN
> 2 doses of ARV-766 (100 mg and 300 mg administered orally once 

daily in 28-day cycles) were selected for the phase II cohort 
expansion

CONCLUSIONS
> Enrollment in the phase II expansion study is ongoing

STUDY ENDPOINTS
> The primary objectives of the cohort expansion study are to 

evaluate the antitumor activity of ARV-766 on the basis of
− ORR (per RECIST) 
− Rates of PSA declines of 30% (PSA30) and 50% (PSA50) 

STUDY POPULATION
> Pts with mCRPC with prior ARSI exposure (1–3), ≤2 

chemotherapy regimens, ECOG PS 0–1
− Ongoing ADT is required



Oral innate immune activator BXCL701 + pembrolizumab in patients with 
mCRPC of small cell neuroendocrine phenotype: Phase 2a final results
Aggarwal et al. 2023, ASCO GU 176

STUDY POPULATION AND METHODS
> 32 pts with mCRPC with the small cell neuroendocrine phenotype 

(de novo or treatment emergent) with progression on at least 1 
prior line of chemotherapy

− 70% received prior platinum chemotherapy
> Pts were treated with pembrolizumab + BXCL701

OUTCOME
> In the 25 pts with RECIST-evaluable disease, there were 5 

objective responses (20%), with a disease control rate of 48%
− Median duration of response was ≥6 mo
− All responders were MSS and/or low TMB

> No evidence of increased irAEs compared with historic controls 
with checkpoint inhibitors

CONCLUSIONS
> Investigators concluded that there was encouraging activity with the combination
> Overexpression of DPP9 is being evaluated as a potential predictive biomarker
> A randomized trial is soon to commence

MECHANISM OF ACTION



Pembrolizumab + docetaxel for mCRPC: Randomized, double-blind, 
phase 3 KEYNOTE-921 study
Petrylak et al. 2023, ASCO GU 19

STUDY POPULATION AND METHODS
> 1030 pts with mCRPC that progressed on ADT, and who had 

received 1 prior ARSI
> Pts were randomized to receive docetaxel ± pembrolizumab

OUTCOME
> rPFS: median 8.6 mo with pembrolizumab + docetaxel vs 8.3 mo 

with placebo + docetaxel; HR=0.85; P=.0335
> OS: median 19.6 mo vs 19.0 mo; HR=0.92; P=.1677 
> irAEs and infusion reactions occurred in 23.3% (grade ≥3 in 6.2%) 

and 12.3% (grade ≥3 in 1.2%) of pts treated with pembrolizumab + 
docetaxel vs placebo + docetaxel, respectively

− Pneumonitis (7.0% vs 3.1%) 
− Hypothyroidism (6.4% vs 3.3%)

CONCLUSIONS
> This is a well-performed but negative study in mCRPC that continues to demonstrate that immune checkpoint inhibitors probably do not work 

in patients who are not MSI-H

OVERALL SURVIVAL



Nivolumab + ipilimumab for post-chemotherapy mCRPC: Additional 
results from the randomized phase 2 CheckMate 650 trial
Sharma et al. 2023, ASCO GU 22

STUDY POPULATION AND METHODS
> 259 pts with mCRPC previously treated with docetaxel
> Pts were randomized 2:2:1:2 to ipilimumab alone or with 

nivolumab, or to cabazitaxel

OUTCOME
> ORR

− D1: 9%; median DOR not reached
− D2: 19.5%; median DOR not reached
− D3: 4.5%; median DOR 6.5 mo
− D4: 12%; median DOR 6.5 mo

> PSA response
− D1: 14%; median DOR not reached
− D2: 18%; median DOR not reached
− D3: 5%; median DOR 14.2 mo
− D4: 24%; median DOR 5.8 mo

CONCLUSIONS
> There was activity in all the arms to some extent, with no consistent association between efficacy with high TMB 
> Additional work to identify predictive biomarkers is warranted

STUDY SCHEMA



Key Insights
Prostate Cancer Part 2 – Metastatic Castration-
Resistant Prostate Cancer 



Experts Discussed the Role for PARP Inhibitors in BRCA-
Mutated mCRPC
TRITON-3 AND PROFOUND
Cumulative data from TRITON-3 and PROFOUND strongly support using a single-agent 
PARPi in men with BRCA-mut mCRPC previously treated with an ARSI, prior to resorting to 
chemotherapy
> Ongoing randomized trials are investigating whether earlier use is beneficial in this population
> One expert recommended somatic mutation testing for patients with gBRCA2-mut mCRPC that 

does not respond to PARPi, noting that other somatic alterations, such as MSI-H status, can 
override BRCA status

> One expert recommended monitoring folate levels in patients undergoing PARPi treatment
Dr Fizazi:
The main message to me from 
these 4 trials is that the men with 
BRCA1 or BRCA2 alterations 
should really get a PARP inhibitor 
probably as early as we can when 
they develop mCRPC. The big 
question to me, really, is whether 
this should be started even earlier.

“
“



Experts Debated the Potential Role for PARP Inhibitors in 
BRCA-Nonmutated mCRPC
PROpel AND TALAPRO
Both PROpel and TALAPRO showed a modest rPFS benefit for PARPi + ARSI combinations 
in non–BRCA-mut mCRPC, but experts questioned whether this benefit is clinically 
meaningful, considering the risk of pulmonary embolism, anemia requiring transfusion, and 
potentially MDS
> Experts agree with restricting PARPi therapy to BRCA-mut mCRPC until stronger data support 

use in other patient populations
− Experts would like to see data showing an improvement in other clinically relevant 

endpoints, such as OS, quality of life, time to pain, or time to symptomatic events
> Experts also questioned the applicability of PARPi + ARSI combination results, noting that the 

current generation of trials primarily enrolled ARSI-naive patients with mCRPC, which is an 
increasingly smaller population in this era of intensification for earlier-stage disease

− However, it was noted that intensified regimens for mCSPC are not being used as widely 
in the community as in academic settings

> Scientific questions that need to be addressed include whether AR targeting generates 
BRCAness, whether some deleterious BRCA2 mutations are being overlooked, or whether 
PARP inhibitors have another, yet-unknown biologic action

Dr Powles:
As it currently stands, without OS 
and without other supportive data, 
it’s clear that there’s a strong 
benefit in this BRCA-mutant 
subgroup, but there are more 
questions than answers in the 
other group of patients, the non-
BRCA population. So my 
inclination is to go with a BRCA 
population until proven otherwise.

“
“



Experts Reviewed Investigational Agents for the Treatment of 
mCRPC
IMMUNE CHECKPOINT INHIBITORS
Negative results from KEYNOTE-921 and CheckMate 650 further confirm that ICIs rarely 
work in this disease outside of the MSI-H population, and currently there is no way to 
prospectively identify these select patients

OTHER NOVEL AGENTS
Experts are optimistic about PSMA targeting with immunomodulatory agents, and are 
hopeful that some of these agents will move forward
> It is too early to know if the bispecific antibodies will be effective in mCRPC, but they do appear 

to be feasible from a safety perspective
− The low rate of CRS observed with these new agents is seen as  encouraging

Experts consider the combination of the innate immune activator BXCL701 + 
pembrolizumab worthy of further study in a randomized phase II trial, noting there are no 
good treatments for the small cell neuroendocrine phenotype
> A major challenge to trials for this phenotype is defining neuroendocrine PC objectively, and a 

biomarker is needed

The AR-degrading PROTAC ARV-766 works against a broader range of AR mutations 
compared with ARV-110, but clinical trials are needed to assess whether this difference will 
be clinically relevant

Dr Dreicer:
I think the story about PSMA 
immunomodulatory [agents] 
remains wide open. Many of us 
are optimistic, perhaps, that some 
molecules will move forward, show 
us activity, and allow us to do the 
kind of testing to define it. We all 
know prostate cancer is a tough 
disease to demonstrate activity.

“
“



Congress Highlights
Bladder Cancer Part 1 – NMIBC and MIBC



Pembrolizumab monotherapy for high-risk NMIBC unresponsive to BCG: 
Results from Cohort B of the phase 2 KEYNOTE-057 trial
Necchi et al. 2023, ASCO GU LBA442

STUDY POPULATION AND METHODS
> Pts with BCG-unresponsive, high-risk NMIBC

− Current analysis focuses on the 132 pts in Cohort B with 
papillary tumors only (high-grade Ta or any-grade T1)

> Pts received pembrolizumab for ≤35 cycles (~2 yr)

OUTCOME
> 12-mo PFS to worsening of grade, stage, or death: 88.2%; median 

44.5 mo
> 12-mo PFS to invasive or metastatic disease or death: 88.2%; 

median 46.2 mo
> 12-mo OS: 96.2%; median not reached
> AE profile was consistent with that reported for Cohort A, and no 

new safety signals were observed

CONCLUSIONS
> These results are reasonable because many of these patients are able to retain their bladders and not undergo radical cystectomy
> While not perfect, this regimen does hold some patients in a steady state, and it keeps a lot of patients alive

OVERALL SURVIVAL



HCRN GU 16-257: Phase 2 trial of gemcitabine, cisplatin, + nivolumab 
with selective bladder sparing in patients with MIBC
Galsky et al. 2023, ASCO GU 447

STUDY POPULATION AND METHODS
> 76 pts with cisplatin-eligible with cT2-T4aN0M0 bladder cancer
> Pts received 4 cycles of gemcitabine, cisplatin, + nivolumab 

− Patients achieving a cCR were eligible to proceed without 
cystectomy and receive nivolumab q2 weeks × 8 followed by 
surveillance 

− Patients not achieving cCR underwent cystectomy

OUTCOME
> 33 pts achieved a cCR
> At 2 yr, 100% of pts with a cCR were alive vs 76% of those 

without cCR
> 97% vs 75% were metastasis free at 2 yr
> 72% of pts with a cCR still had an intact bladder at 2 yr
> Higher TMB was associated with treatment benefit

CONCLUSIONS
> Reasonable; there were some good results, at least at 2 yr, and many of the pts were able to keep their bladder intact
> The probability of not only living, but keeping their bladder intact, was associated with a high TMB, a theme that keeps recurring, whether with 

pembrolizumab or with nivolumab as well in this setting

OVERALL SURVIVAL



HCRN GU14-188: Phase Ib/II study of neoadjuvant pembrolizumab and 
chemotherapy for T2-4aN0M0 urothelial cancer
Brown et al. 2023, ASCO GU 448

STUDY POPULATION AND METHODS
> Pts were surgical candidates with clinical stage T2-4aN0M0 UC, 

either platinum eligible (CE; n=43) or ineligible (CI; n=38)
> Both cohorts received 5 doses of neoadjuvant pembrolizumab 

with 4 cycles of either gem-cis (CE) or gem alone (CI) followed by 
definitive surgery

OUTCOME
> The pathologic muscle-invasive response rate was 61% in Cohort 

A and 52% in Cohort B
> 44% in Cohort A and 45% in Cohort B were downstaged to ypT0n0
> Surgery rates were 88% and 87%, respectively
> The most common grade ≥3 toxicities were anemia (28.3%), 

hypertension (28.3%), and neutropenia (22.2%), with cytopenias 
more common in CE than CI pts 

> irAEs grade ≥3 included elevated liver enzymes (3.7%), rash 
(2.5%), pneumonitis (2.5%), and colitis (2.5%)

CONCLUSIONS
> Survival was reasonable for both cohorts using this particular approach, and the study met its primary endpoints
> Biomarker analysis is ongoing

RELAPSE-FREE AND OVERALL SURVIVAL



Extended follow-up results from the CheckMate 274 trial
Galsky et al. 2023, ASCO GU LBA443

STUDY POPULATION AND METHODS
> 353 pts with high-risk MIBC after radical resection
> Pts were randomized to nivolumab or placebo for ≤1 yr of 

treatment

OUTCOME
> Prior results showed nivolumab improved DFS in both the ITT and 

the PD-L1 ≥1% populations, leading to FDA approval in this 
setting

> With median follow-up of 36.1 mo, the DFS benefit is maintained 
in both populations

− ITT: median 22.0 mo vs 10.9 mo; HR=0.71; 95% CI: 0.58,  0.86
− PD-L1 ≥1%: 52.6 mo vs 8.4 mo; HR=0.52; 95% CI: 0.37, 0.72 

> Distant MFS and second PFS also favored nivolumab, with 
greater benefit in the PD-L1–positive population

CONCLUSIONS
> These results continue to support the approval of nivolumab in high-risk MIBC after resection, showing long-term benefit from this approach 

across the board

DISEASE-FREE SURVIVAL



Quality of life in QUILT 3.032 study: Patients with BCG-unresponsive 
NMIBC receiving IL-15RαFc superagonist N-803 + BCG 
Chamie et al. 2023, ASCO GU 495

STUDY POPULATION AND METHODS
> Pts with BCG-unresponsive NMIBC

− Cohort A (N=81): persistent or recurrent CIS (± recurrent 
Ta/T1 disease) within 12 mo of adequate BCG

− Cohort B (papillary; N=73): recurrent high-grade Ta/T1 
disease within 6 mo of adequate BCG

OUTCOME
> Previous results showed a CR rate of 71% in Cohort A, with 90% 

cystectomy avoidance and 100% 24-mo OS for those with a CR 
[Chamie et al. ASCO 2022. Abstract 4508]

> QOL analysis showed that overall physical function and global 
health were better in pts who responded to therapy vs those who 
did not

> There was some decrease in overall health and performance 
scores over time, particularly for nonresponders

CONCLUSIONS
> Results show that pts who responded on the QUILT trial had better QOL
> FDA approval for this combination is expected soon

QUALITY-OF-LIFE MEASURES



Key Insights
Bladder Cancer Part 1 – NMIBC and MIBC



Experts Discussed the Management of NMIBC

QUILT 3.032 
Experts had positive perceptions of the intravesical IL-15 superagonist N-803 on the basis 
of the QUILT trial; results have been submitted to the FDA
> The data with N-803 + BCG are perceived to be a little better than with nadofaragene 

firadenovec-vncg, but N-803 requires BCG, which is in short supply
− Nadofaragene, which is now FDA approved, is expected to be available soon, once 

manufacturing issues are resolved
− BCG production may not be stabilized for another 2–3 years

KEYNOTE-057 
Updated results from Cohort B (papillary tumors only, no CIS) in the KEYNOTE-057 trial 
evaluating pembrolizumab for high-risk NMIBC unresponsive to BCG showed a 12-month 
PFS rate of 88% and 12-month OS of 96%
> Experts consider these results reasonable, noting that many patients are able to retain their 

bladder and avoid cystectomy
> However, some experts have seen more side effects than expected with pembrolizumab for 

NMIBC in the real-world setting; it is unclear whether this is due to clinician inexperience, or 
this particular patient population

Dr Gomella:
I’m favorably impressed by the 
QUILT trial for nonmuscle-invasive 
bladder cancer.

““



Experts Considered Results From Trials for MIBC

CheckMate 274
An updated analysis of CheckMate 274 showed that the DFS and DMFS advantages 
observed with 1 year of adjuvant nivolumab continue with longer follow-up, even after 
nivolumab is stopped
> One expert contrasted the sustained DFS benefit in this trial with results of IMvigor010, in 

which the benefit from adjuvant atezolizumab was lost when therapy was discontinued
> Experts expressed concern that OS results may not be available in the foreseeable future due 

to the event-based statistical plan, and would like to see an interim analysis
− One expert noted that the PFS2 curves, currently perceived to be the best surrogate for 

OS, come back together after therapy is stopped, at least in the ITT population

NEOADJUVANT ICIs
Randomized trials are needed to determine whether adding an ICI to platinum-based 
neoadjuvant therapy for MIBC allows more patients to avoid cystectomy

Dr Powles:
I think when you do have a 
positive trial, and it’s practice 
changing, and it’s in patients, I 
think the approach of having 
interim OS looks--and still keeping
the robustness of the final 
analysis, they can still do that 
analysis when they hit the right 
number of events. But it’s entirely 
reasonable to look during this 
time. I’m sure that’s the right thing 
to do for patients. 

“

“



Congress Highlights
Bladder Cancer Part 2 – Metastatic Urothelial 
Cancer



TROPHY-U-01 cohort 2, a phase 2 study of sacituzumab govitecan in 
platinum-ineligible mUC that progressed after prior CPI therapy
Petrylak et al. 2023, ASCO GU 520

STUDY POPULATION AND METHODS
> 38 pts with platinum-ineligible mUC that progressed after prior ICI

− Pts could have previously received platinum or enfortumab 
vedotin (EV)

> Pts were treated with single-agent sacituzumab govitecan (SG) 

OUTCOME
> ORR in the overall population was 32%; CBR = 42%

− ORR in pts without prior platinum or EV (n=13) was 54%
− mDOR = 5.6 mo

> mPFS = 5.6 mo and mOS = 13.5 mo
> The most common grade ≥3 TRAEs were neutropenia (34%), 

anemia (21%), leukopenia (18%), fatigue (18%), and diarrhea (16%)
− 18% of pts received G-CSF as primary prophylaxis and 26% 

received it as secondary prophylaxis

CONCLUSIONS
> Efficacy and safety are similar to that seen in Cohort 1 (pts with progression after platinum and ICI)

− G-CSF guidelines are being implemented in phase III trials with SG

OVERALL SURVIVAL



Platinum/gemcitabine ± atezolizumab as first-line treatment of locally 
advanced or mUC: Final OS from phase 3 IMvigor130 study
Galsky et al. 2023, ASCO GU LBA440

STUDY POPULATION AND METHODS
> Pts with mUC previously untreated for metastatic disease
> Pts were randomized to Arm A (plt/gem + atezo), B (atezo alone), 

or C (plt/gem + placebo)

OUTCOME
> Primary analysis demonstrated statistically significant PFS benefit 

with first-line atezo + plt/gem (Arm A) vs placebo + plt/gem (Arm 
C) [Galsky et al. Lancet. 2020;395:1547-1557]

> mOS (Arm A vs C)
− ITT: 16.1 mo vs 13.4 mo; HR=0.85; P=.021
− Cis/gem: 21.5 mo vs 13.4 mo; HR=0.76; 95% CI: 0.57, 1.01
− Carbo/gem: 14.3 mo vs 13.4 mo; HR=0.89; 95% CI: 0.74, 1.08

CONCLUSIONS
> While there was a trend toward improved OS with atezo + plt/gem, it did not reach the prespecified boundary for significance
> The exploratory analysis suggests a greater OS benefit when atezolizumab is combined with cisplatin vs carboplatin, potentially indicating 

better synergy with the ICI 

OVERALL SURVIVAL



Final OS analysis of atezolizumab monotherapy vs chemotherapy in 
untreated locally advanced or mUC from the phase 3 IMvigor130 study
Bamias et al. 2023, ASCO GU LBA441

STUDY POPULATION AND METHODS
> Pts with mUC previously untreated for metastatic disease
> Pts were randomized to Arm A (plt/gem + atezo), B (atezo alone), 

or C (plt/gem + placebo)

OUTCOME
> Previous interim analyses showed a statistically nonsignificant OS 

benefit with atezolizumab monotherapy in pts with PD-L1–high 
(IC2/3) mUC

> mOS (Arm B vs C)
− PD-L1 (IC2/3): 18.6 mo vs 10.0 mo; HR=0.56; 95% CI: 0.34, 0.91
− PD-L1 (IC0/1): 11.2 mo vs 11.8 mo; HR=1.14; 95% CI: 0.88, 1.48

CONCLUSIONS
> These exploratory efficacy data suggest a clinical benefit with atezolizumab monotherapy as first-line treatment for cisplatin-ineligible pts with 

PD-L1–positive mUC, which is the exact label in Europe for the use of atezolizumab in patients with bladder cancer
− However, this trial did not meet the primary OS endpoint
− Approval of atezolizumab was withdrawn in the US, so there is presently no role for this agent in bladder cancer there

OVERALL SURVIVAL



PROs in cisplatin-ineligible mUC with enfortumab vedotin alone or with 
pembrolizumab in the phase 1b/2 EV-103 Cohort K study
Milowsky et al. 2023, ASCO GU 439

STUDY POPULATION AND METHODS
> Cisplatin-ineligible pts with previously untreated la/mUC
> Pts were randomized to EV ± pembrolizumab
> The PRO analysis set included 65 pts treated with EV + P

OUTCOME
> A clinically meaningful improvement in pain was seen at wk 12
> Insomnia and constipation demonstrated a consistent pattern of 

mild, moderate improvement
> Diarrhea worsened at wk 3, but returned to baseline levels at wk 8
> Worst pain, average pain, pain interference, and pain severity 

consistently showed improved scores from wk 4 to 24
> Similar patient-reported outcomes were seen with the EV 

monotherapy arm

CONCLUSIONS
> Authors concluded that the PRO data showed that EV + P in cisplatin-ineligible pts with la/mUC was associated with preservation or 

improvement of QOL, functioning, and symptoms

QUALITY OF LIFE



Biomarkers of response to enfortumab vedotin in patients with advanced 
urothelial carcinoma: Analysis of the UNITE study
Jindal et al. 2023, ASCO GU 450

STUDY POPULATION AND METHODS
> 170 pts with mUC from 16 sites treated with EV and registered in 

the UNITE database, with NGS results available
> Response was compared with potential biomarkers

OUTCOME
> ORRs were higher in pts with ERBB2 (67% vs 44%; P=.05) and 

TSC1 (68% vs 25%; P=.04) alterations vs wild-type
> mPFS was shorter in pts with CDKN2A, CDKN2B, and MTAP

alterations
> mOS was longer in pts with high TMB

CONCLUSIONS
> This retrospective database study of pts with mUC identified several potential biomarkers associated with differential outcomes to EV

− Limitations include the retrospective nature of the analysis, patient selection, and different NGS platforms used
> MTAP deletion is considered a potential new target for therapeutic intervention with MAT2A inhibitors in bladder cancer 

OVERALL SURVIVAL



Avelumab maintenance: Long-term follow-up from JAVELIN Bladder 100 
in subgroups
Sridhar et al. 2023, ASCO GU 508

STUDY POPULATION AND METHODS
> Pts with advanced UC that had not progressed with 4–6 cycles of 

first-line gemcitabine + cis/carbo were randomized to receive 
maintenance avelumab + BSC or BSC alone 

− The primary analysis showed that maintenance avelumab 
significantly improved median OS (from post-chemotherapy 
randomization) [Powles et al. N Engl J Med. 2020;383:1218-1230]

OUTCOME
> OS from randomization was longer with avelumab + BSC vs BSC 

alone in both the cisplatin and carboplatin subgroups
− Cisplatin: median 25.1 mo vs 17.5 mo; HR=0.79
− Carboplatin: median 20.8 mo vs 13.0 mo; HR=0.69

> OS from start of chemotherapy was also longer with avelumab + 
BSC vs BSC alone in both the cisplatin and carboplatin subgroups

− Cisplatin: median 31.0 mo vs 23.0 mo; HR=0.79
− Carboplatin: median 25.8 mo vs 17.6 mo; HR=0.69

CONCLUSIONS
> These data confirm the benefits of maintenance avelumab with long-term follow-up (≥2 years of follow-up in all patients)
> Data showing an OS benefit from start of first-line chemotherapy are reassuring

− Benefit is consistent regardless of first-line chemotherapy used

OVERALL SURVIVAL FROM START OF FIRST-LINE THERAPY



BT8009-100: A phase I/II study of novel bicyclic peptide and MMAE 
conjugate BT8009 in advanced malignancies associated with nectin-4
Baldini et al. 2023, ASCO GU 498

STUDY POPULATION AND METHODS
> 24 pts with heavily pretreated mUC (median 3 prior lines of 

therapy)
> Pts were treated during the dose-escalation phase with BT8009, a 

bicyclic peptide targeting Nectin-4 linked to the cytotoxin MMAE

OUTCOME
> In 8 efficacy-evaluable pts with UC treated with a RP2D of 5 

mg/m2, there were 1 CR, 3 PRs, and 3 SD, for an ORR of 50% 
and CBR of 75% 

− mDOR has not been reached
> Grade ≥3 AEs of interest in the safety population (n=49)

− Skin rash: 0
− Eye disorders: 2%
− Peripheral neuropathy: 2%
− Pneumonitis: 0

CONCLUSIONS
> This agent is interesting because it represents a new mechanism of action
> Toxicities, including peripheral neuropathy, seem to be less frequent than with EV, and the agent may be more selective than the classical 

ADCs, with more-durable responses, on the basis of these limited data

RESPONSE



Key Insights
Bladder Cancer Part 2 – Metastatic Urothelial 
Cancer



Experts Discussed the Cytotoxic Drug Conjugates for mUC

SACITUZUMAB GOVITECAN
Experts consider SG to be an active agent, but a head-to-head trial with EV would be 
necessary to know how they compare
> The current analysis of SG in platinum-ineligible mUC after ICI therapy does not really provide 

guidance on when to use SG; experts typically use side effect profiles to choose between and 
sequence SG and EV

> One expert suggested doing a combined analysis of patients previously exposed to platinum in 
Cohorts 1 and 2 of TROPHY-U-01

ENFORTUMAB VEDOTIN + PEMBROLIZUMAB
The combination of EV and pembrolizumab appears to be well tolerated, and PRO results 
are reassuring
> Experts anticipate EV + P will move into the first-line setting if EV-302 is positive
> The UNITE database biomarker analysis was hypothesis generating, but does not provide any 

immediate guidance for selecting patients for treatment with EV
− Experts consider MTAP to be worth investigating further as a potential biomarker and/or 

therapeutic target in mUC
− Data have been published correlating membrane vs cytoplasmic staining of Nectin with 

sensitivity to EV

BT8009
Preliminary data with the bicyclic peptide-MMAE compound BT8009 in Nectin-4–expressing 
cancers look promising, and further evaluation is recommended
> It is too early to tell if there are clinically meaningful differences between BT8009 and EV

Dr Petrylak:
There are really no data that tell us 
what to do here. I think I choose 
[between ADCs] based upon 
toxicity profiles.

““



Experts Debated the Timing of Immune Checkpoint Inhibitors 
for mUC
JAVELIN Bladder 100
JAVELIN Bladder 100 long-term follow-up showed that OS benefits associated with 
maintenance avelumab were maintained whether patients had received cisplatin or 
carboplatin induction chemotherapy, and also when OS was calculated from the start of 
chemotherapy rather than the start of maintenance
> Experts consider these results reasonable, but noted that the EV-302 trial population is all-

comers, while this trial had a selected patient population, so it will not be possible to directly 
compare results

− However, this analysis does provide valuable perspective on real survival times

FIRST-LINE IMMUNE CHECKPOINT INHIBITORS
Atezolizumab alone or with chemotherapy failed to demonstrated a statistically significant 
OS advantage over first-line platinum-based chemotherapy in the IMvigor130 trial, although 
PFS was positive 
> The observation that magnitude of benefit was greater with atezolizumab when combined with 

cisplatin vs carboplatin is considered interesting, and consistent with some other similar 
retrospective analyses

− However, experts noted that retrospective analyses can uncover unexplainable 
phenomena, noting that this discordance was not seen in JAVELIN

Although 4 trials have now reported negative results when ICIs are used first-line for mUC, 
experts remain hopeful that EV-302, investigating EV + pembrolizumab, will be positive

Dr Petrylak:
At least it gives you a little 
perspective as to what the survival 
is, because you’re looking at 27-
month survival with EV-pembro. 
[Maintenance avelumab] may be 
not an unreasonable option based 
on toxicity, particularly neuropathy, 
to consider as an alternative 
regimen in a patient responding to 
chemotherapy if you’re worried 
about long-term toxicity.

“

“



Congress Highlights
Renal Cell Carcinoma



HCRN GU16-260-Cohort A: Treatment-free survival with nivolumab and 
salvage nivolumab + ipilimumab in advanced ccRCC
Atkins et al. 2023, ASCO GU 604

STUDY POPULATION AND METHODS
> 128 pts with advanced ccRCC
> Pts were treated with first-line nivolumab for up to 2 years; pts with 

disease progression received nivolumab + ipilimumab

OUTCOME
> ORR with nivolumab monotherapy was 34%

− 57% in good-risk, 24% in intermediate-risk, 33% in poor-risk, 
and 36% in sarcomatoid RCC

− 1-yr PFS was 75% in PD-L1 >20 vs 35% in PD-L1–negative 
subsets

> ORR was 11% in the 35 pts treated with ipilimumab salvage
− 33% in good risk, 7% in intermediate risk, 0 in poor risk

CONCLUSIONS
> The high rate of response in the good-risk population has created debate about the optimal role of ICI therapy in this population
> The responses seen when ipilimumab is added suggest that ipilimumab does contribute something to the efficacy of the combination
> The PD-L1 results are provocative, but the sample size is too small to draw conclusions; more biomarker work is needed in mRCC

TUMOR RESPONSE



Nivolumab plus cabozantinib vs sunitinib for first-line treatment of 
advanced RCC: 3-year follow-up from the phase 3 CheckMate 9ER trial
Burotto et al. 2023, ASCO GU 603

STUDY POPULATION AND METHODS
> Pts with previously untreated mRCC were randomized to 

cabozantinib + nivolumab vs sunitinib
> Previous analysis showed a significant improvement in PFS and 

OS with the IO-TKI doublet (Choueiri et al. N Engl J Med. 
2021;385:683-694)

OUTCOME
> Median follow-up: 44 mo
> mPFS: 16.6 mo (cabo-nivo) vs 8.4 mo (sun); HR=0.58; 95% CI: 0.5, 0.7
> mOS (ITT): 49.5 mo (cabo-nivo) vs 35.5 mo (sun); HR=0.70; 95% 

CI: 0.6, 0.9
− OS benefit appears to be restricted to intermediate- and 

poor-risk pts
> ORR: 56% (cabo-nivo) vs 28% (sun)

CONCLUSIONS
> The PFS benefit is maintained with longer follow-up, and importantly, the HR for OS appears to be stabilizing in the intermediate/poor-risk 

subgroup around 0.65, which is similar to the benefit observed with ipi-nivo in this population
> While the VEGFR TKI + ICI combination produces high response rates and a PFS advantage in the good-risk subgroup, there does not

appear to be an OS benefit over sunitinib

OVERALL SURVIVAL BY IMDC RISK



Biomarker analysis from the phase 3 CheckMate 9ER trial of nivolumab + 
cabozantinib vs sunitinib for advanced renal cell carcinoma (aRCC)
Choueiri et al. 2023, ASCO GU 608

STUDY POPULATION AND METHODS
> Pts with previously untreated mRCC were randomized to 

cabozantinib + nivolumab vs sunitinib
> Previous analysis showed a significant improvement in PFS and 

OS with the IO-TKI doublet (Choueiri et al. N Engl J Med. 
2021;385:683-694)

OUTCOME
> In Cox PH analysis, none of the 7 published GES tested were 

predictive for PFS outcome with cabo-nivo vs sunitinib 
> PFS and OS were improved with cabo-nivo vs sunitinib regardless 

of PD-L1 status
> CD8 percentage and CD8 topology were neither prognostic nor 

predictive for PFS outcomes
> c-MET expression did not appear to be predictive of outcomes 

CONCLUSIONS
> These biomarker results appear distinct from what was seen previously for the PD-L1 therapies

− Hypoxic signatures, for example, appear to be relevant for PD-1 therapy, whereas T-effector signatures are relevant for PD-L1 therapy
> PD-L1–positive patients who receive sunitinib do poorly, and that highlights the point that immune-related signatures are associated with poor 

outcomes with sunitinib

PFS OUTCOMES BY PD-L1 STATUS



COSMIC-313 phase 3 trial evaluating cabozantinib + nivolumab and 
ipilimumab in first-line advanced intermediate- or poor-risk RCC
Powles et al. 2023, ASCO GU 605

STUDY POPULATION AND METHODS
> 855 pts with advanced ccRCC of IMDC intermediate or poor risk
> Pts were randomized to 4 cycles of ipi-nivo ± cabozantinib, 

followed by nivo ± cabo

OUTCOME
> mPFS: 15.3 mo (I-N-C) vs 11.3 mo (I-N); HR=0.74; 95% CI: 0.61, 0.90

− Intermediate risk: 17.9 mo (I-N-C) vs 11.3 mo (I-N); 
HR=0.68; 95% CI: 0.54, 0.86

− Poor risk: 9.5 mo (I-N-C) vs 11.2 mo (I-N); HR=0.93; 95% 
CI: 0.64, 1.35

> No major differences in exposure between treatment arms in 
either risk group that can explain the observed differences in 
efficacy between intermediate- and poor-risk groups

− Treatment discontinuation due to AEs occurred more 
frequently in the intermediate-risk pts

CONCLUSIONS
> There is a consistent PFS signal; however, OS data are needed before this study can be considered practice changing

− Benefit appeared confined to the intermediate-risk population, with no benefit in the poor-risk population

PROGRESSION-FREE SURVIVAL



CaboPoint: Phase 2 study of cabozantinib after checkpoint inhibitor 
therapy in patients with advanced RCC
Albiges et al. 2023, ASCO GU 606

STUDY POPULATION AND METHODS
> 88 pts with advanced RCC progressing after first-line ICI-based 

therapy
− Cohort A (post-nivolumab + ipilimumab; n=60) and Cohort B 

(post-ICI + VEGF targeted therapy; n=28)
> Pts were treated with cabozantinib monotherapy

OUTCOME
> ORR was 29.5% overall (1 CR, 25 PRs)

− 31.7% in Cohort A
− 25.0% in Cohort B 

> Efficacy with second-line cabozantinib was observed in the overall 
population across multiple subgroups 

> Efficacy was also observed irrespective of first-line treatment 
among patients with IMDC intermediate risk 

CONCLUSIONS
> This study demonstrates that these drugs can continue to be sequenced, and adds to other data sets with pazopanib, sunitinib, and axitinib 

showing prospective response rates in this population, and across broad subgroups of patients

RESPONSE RATES ACROSS SUBGROUPS



OS and efficacy of second-line treatment in patients with mRCC treated 
in the randomized phase II BIONIKK trial
Vano et al. 2023, ASCO GU 607

STUDY POPULATION AND METHODS
> 199 pts with previously untreated mRCC
> Pts were randomized to receive nivolumab (n=58), ipi-nivo 

(n=101), or TKI (n=40) according to 4 molecular groups (ccrcc1–4)

OUTCOME
> mOS: 34.9 mo with nivo, not reached with ip-nivo, and 45.2 mo 

with TKI 

CONCLUSIONS
> These results suggest it is possible to obtain good outcomes when selecting treatment for pts on the basis of molecular criteria, although 

these may not be the perfect gene signatures to use
− Further prospective studies along these lines are needed

UPDATED ORR AND PFS



Results from phase 3 study of 89Zr-DFO-girentuximab for PET/CT 
imaging of clear cell renal cell carcinoma (ZIRCON)
Shuch et al. 2023, ASCO GU LBA602

STUDY POPULATION AND METHODS
> 300 pts with an indeterminate renal mass (≤7 cm; tumor stage 

cT1) who were scheduled for partial nephrectomy
> Pts underwent PET imaging prior to surgery with 89Zr-DFO-

girentuximab (TLX250-CDx), a radiotracer highly specific for CAIX
− Coprimary objectives were to evaluate the sensitivity and 

specificity of TLX250-CDx PET/CT imaging in detecting 
ccRCC in patients with an indeterminate mass, using 
histology as the standard of truth

OUTCOME
> The average across 3 readers for sensitivity and specificity was 

86% and 87%, respectively
> For all evaluable patients, positive and negative predictive values 

were ≥92% and ≥74%, respectively

CONCLUSIONS
> The coprimary endpoint across 3 independent readers was met with high sensitivity and high specificity 
> This is a dynamic step in the right direction for better diagnostics of ccRCC, with plenty of opportunities for development in the future

RATIONALE FOR RADIOTRACER TARGET



Key Insights
Renal Cell Carcinoma



Experts Discussed First-Line ICI-TKI Combinations for mRCC

CheckMate 9ER
The 44-month follow-up of CheckMate 9ER comparing cabozantinib-nivolumab vs sunitinib 
as first-line therapy for mRCC showed that the PFS benefit is maintained
> The HR for OS was 0.70 in the overall population and 0.63 in the intermediate-risk group, but 

no benefit was observed in the favorable-risk group
− These results are similar to that seen with pembrolizumab + either axitinib or lenvatinib –

the ICI-TKI combinations appear to improve ORR and PFS in favorable-risk mRCC, but 
with no OS advantage compared with sunitinib

− While ICI-TKI combinations remain the first-line standard for favorable-risk mRCC, 
guidelines are beginning to include sunitinib as a reasonable alternative, based on the 
lack of an OS advantage

Biomarker results from the CheckMate 9ER trial look distinct from what has been seen with 
PD-L1 therapies
> PD-L1 appears prognostic in the sunitinib arm, but does not predict benefit from cabo-nivo 
> MET does not appear to be a useful biomarker in this setting

Dr Powles:
There is an academic discussion 
to be had about the role of PD-1 
therapy in this space [1L therapy 
for favorable-risk disease]. But 
from a clinical and guidelines 
perspective, the current level 1A 
evidence is for the combination of 
VEGF TKI with an immune 
checkpoint inhibitor. So len-pem, 
axi-pembro, or cabo-nivo are the 
standard of care.

“
“



Experts Debated the Implications of Investigational First-Line 
Strategies
HCRN GU16-260 
The HCRN GU16-260 study in treatment-naive mRCC reported that adding 
ipilimumab to nivolumab if patients had stable or progressive disease on nivolumab 
alone produced an ORR of 11% 
> The data support genuine choice between TKI-ICI combinations and ICI-ICI 

combinations in intermediate- and poor-risk disease
> The 57% ORR in favorable-risk disease with nivolumab alone has stimulated debate 

because this subset of mRCC is assumed to be VEGF driven
− However, this question is unlikely to be addressed in a new trial, because an early 

interim analysis of a previous trial showed an OS detriment with ipi-nivo vs sunitinib 
> There has been debate in the field over what ipilimumab adds to nivolumab, but it does 

appear to add benefit in this setting 
− A trial comparing nivolumab vs ipi-nivo in intermediate- and poor-risk mRCC has 

completed accrual and results are awaited

COSMIC-313
The COSMIC-313 phase III trial comparing nivolumab + ipilimumab ± cabozantinib in 
intermediate/poor-risk mRCC reported improved PFS with the triplet, although 
benefit appears confined to the intermediate-risk population
> This trial is viewed as an important step, but experts agreed that OS data are needed 

before it can be considered practice changing
> The lack of benefit from the triplet in the poor-risk patients raises the question of 

whether VEGFR TKIs are effective in this population

Dr Powles:
These data do question the role of VEGF-
targeted therapy in poor-risk patients. I 
think we need to be balanced when we 
have this discussion around the 
development of these new drugs. I think 
that all of the data that we’re seeing is 
suggesting that they’re working in 
subgroups of patients. But unlike the 
PARP story in prostate cancer, we haven’t 
prospectively done the biomarker work to 
underpin those provocative findings, 
which suggest that we haven’t got uniform 
benefit across patients with ipilimumab or 
with VEGF-targeted therapy.

“

“



Experts Discussed Later-Line Therapy and Biomarker-Driven 
Approaches for mRCC
TKIs FOLLOWING PROGRESSION ON AN ICI
The phase II CaboPoint trial reported ORRs of ~30% with single-agent cabozantinib in 
patients previously treated with an ICI or ICI-TKI combination
> Results from this and other trials (pazopanib, axitinib, tivozanib) show that TKIs can continue to 

be sequenced
> Experts perceive the performance of all the available TKIs to be more similar than different as 

second- and later-line therapy

BIONIKK
The BIONIKK trial shows that biomarker-driven trials are feasible, but mRNA signatures may 
not be the optimal biomarkers for this purpose
> A similar trial is currently enrolling patients in the US, using gene signatures that were 

previously developed in the IMmotion150/151 trials

Dr Powles:
I think the BIONIKK trial tells us 
that we can do these studies, but 
they need a lot of work. . . . My 
personal opinion is we’re going to 
switch to circulating biomarkers in 
the medium term, and I’m not 
convinced that these RNA 
biomarkers will stand the test of 
time, but I hope they do.

“
“



Experts Speculated on Diagnostic Imaging for ccRCC

89Zr-DFO-GIRENTUXIMAB PET IMAGING
Data with the new CAIX-targeted PET tracer are promising, and will likely play an expanded 
role in the future, similar to PSMA PET imaging in prostate cancer
> Compared with an earlier CAIX tracer that did not receive FDA approval, the ZIRCON trial was 

more robust, and is considered positive; it is likely that the FDA will look at this trial/tracer more 
favorably

> Experts consider this a positive step for better diagnostics for ccRCC
− Initially, it will likely be used for characterizing small indeterminate renal masses
− Further studies will be needed to ascertain its utility in other settings

> Circulating biomarkers may supersede the value of imaging for diagnosing ccRCC, but specific 
imaging has potential advantages with regard to visualizing tumor heterogeneity and spread in 
advanced disease

Dr Powles:
The potential for new tracers, as in 
PSMA PET but translating that into 
kidney cancer, I think that’s 
tantalizing, and I suspect these 
new tracers have a role to play.

“
“
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