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Meeting Snapshot

DATE: 
June 9, 2023

PANEL: Key experts 
in GU malignancies
> 7 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
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Meeting Agenda
Time (EST) Topic Speaker/Moderator
10.00 AM – 10.05 AM Welcome and Introductions Daniel Petrylak, MD

10.05 AM – 10.15 AM Prostate Cancer Part 1 – Standard and Emerging Therapies Oliver Sartor, MD, FACS

10.15 AM – 10.30 AM Discussion All faculty

10.30 AM – 10.35 AM Key Takeaways

10.35 AM – 10.45 AM Prostate Cancer Part 2 – Targeting DNA Repair in mCRPC Karim Fizazi, MD, PhD; Susan Slovin, MD, PhD, FACP

10.45 AM – 11.00 AM Discussion All faculty

11.00 AM – 11.05 AM Key Takeaways

11.05 AM – 11.15 AM Bladder Cancer Part 1 – Immunotherapies Leonard Gomella, MD, FACS; Joaquim Bellmunt, MD, PhD

11.15 AM – 11.25 AM Discussion All faculty

11.25 AM – 11.30 AM Key Takeaways

11.30 AM – 11.40 AM Break

11.40 AM – 11.50 AM Bladder Cancer Part 2 – Targeted Therapies Scott Tagawa, MD, FACP

11.50 AM – 12.05 PM Discussion All faculty

12.05 PM – 12.10 PM Key Takeaways

12.10 PM – 12.20 PM Clear Cell Renal Cell Carcinoma Thomas Powles, MBBS, MRCP, MD

12.20 PM – 12.30 PM Discussion All faculty

12.30 PM – 12.35 PM Key Takeaways

12.35 PM – 12.40 PM Non-clear Cell Renal Cell Carcinoma Robert Dreicer, MD, MACP, FASCO

12.40 PM – 12.50 PM Discussion All faculty

12.50 PM – 12.55 PM Key Takeaways

12.55 PM – 1.00 PM Summary and Closing Remarks Daniel Petrylak, MD



Congress Highlights
Prostate Cancer Part 1 – Standard and Emerging 
Therapies 



Prostate irradiation in men with de novo, low-volume mCSPC: Results of 
PEACE-1, a phase 3 randomized trial with a 2x2 design
Bossi, et al. 2023, ASCO LBA5000

STUDY POPULATION AND METHODS
> 1172 pts with de novo mCSPC were randomized to receive ADT-

docetaxel ± abiraterone ± radiotherapy (RT)
– 505 pts had low-volume disease (50% received docetaxel)

OUTCOME
> Previous analyses showed that adding abi to SOC/docetaxel 

significantly improved rPFS and OS
> In the current analysis, RT improved rPFS when added to SOC + abi 

– Median 7.5 mo vs 4.4 mo, HR=0.65; P=.02 
> There was a trend toward improved OS when RT was added to 

SOC-abi 
– Median not reached vs 6.9 mo, HR=.077; P=.21

> Times to serious GU events and castration resistance-free survival 
were longer with RT-SOC-abi vs SOC-abi (P=.0006 and P=.007)

CONCLUSIONS
> Combining prostate RT with systemic treatment did not improve OS in men with de novo mCSPC and low metastatic burden 
> However, best outcomes (rPFS, OS, time to serious GU event, and castration resistance-free survival) were observed in men receiving SOC 

+ abi + RT 

RADIOGRAPHIC PROGRESSION-FREE SURVIVAL



STARTAR: A phase 2 trial of AR inhibition with ADT and apalutamide with  
RT followed by docetaxel in men with PSA recurrent PC after prostatectomy
Zhang, et al. 2023, ASCO 5016

STUDY POPULATION AND METHODS
> 39 pts with high-risk PSA-recurrent PC post-prostatectomy

– Pts received 9 mo of ADT + apalutamide, RT, and 6 cycles 
of docetaxel

OUTCOME
> All pts achieved undetectable PSA nadirs
> At 24 mo and 36 mo, PFS rates were 84% and 72%, respectively
> 95% pts recovered testosterone at 36 mo
> The most frequent AEs (any grade) were: hot flashes (98%), 

fatigue (88%), alopecia (77%), dysgeusia (57%), and rash (53%; 
28% grade 1, 15% grade 2, 10% grade 3)

– Febrile neutropenia occurred in 5%

EXPERT CONCLUSIONS
> PSA PFS appears reasonable, but this is a small study, making it difficult to draw conclusions
> Docetaxel use in these low-volume patients will likely not be very frequent, moving forward

– There are now multiple negative trials for docetaxel in the recurrent adjuvant or nonmetastatic setting

PSA PROGRESSION-FREE SURVIVAL



Phase I results of PSMA-targeted radionuclide therapy with alpha-
radiolabeled antibody 225Ac-J591 and beta-radioligand 177Lu-PSMA 
Tagawa, et al. 2023, ASCO 5018

STUDY POPULATION AND METHODS
> 18 pts with progressive mCRPC, ≥1 prior AR signaling inhibitor 

(ARSI), and prior chemo
> Pts were treated with up to 2 doses of the combination of 177Lu-

PSMA-I&T (6.8 GBq) and 225Ac-J591 (30, 35, or 40 KBq/kg), 8 
wk apart

OUTCOME
> 2 of 6 pts experienced a DLT at 40 KBq/Kg (G2 or 3 

thrombocytopenia delaying cycle 2 by >3 wk)
> Grade 3 AEs included thrombocytopenia and anemia (3 pts each)
> 94% of pts experienced a PSA decline

– 50% achieved a PSA50

EXPERT CONCLUSIONS
> The combination of dual-PSMA targeting with mAb + small-molecule alpha- + beta-targeted agents is feasible

– Although there was some thrombocytopenia, there did not appear to be any major issues with hematologic toxicity 
– All dose levels appeared to be active

PSA RESPONSE



Phase I study of PSCA-targeted chimeric antigen receptor (CAR) T cells 
in patients with mCRPC
Dorff, et al. 2023, ASCO 5019

STUDY POPULATION AND METHODS
> 14 pts with mCRPC previously treated with at least 1 ARSI 

received treatment with PSCA-targeted 4-1BB–co-stimulated CAR 
T-cell therapy

OUTCOME
> 2 pts experienced a DLT requiring the lymphodepletion dose to be 

reduced
> 4 pts experienced cytokine release syndrome
> 7 pts experienced disease stabilization by RECIST
> 4 pts had a PSA decline

EXPERT CONCLUSIONS
> PSCA is an interesting target, but there is not much in the way of activity in this CAR T-cell study; this is unlikely to move forward
> Another PSCA-targeted CAR T-cell study was presented at ASCO GU that suggested more-promising activity, but was closed due to toxicities

PSA RESPONSE



EMBARK: Phase 3 study of enzalutamide or placebo plus leuprolide and 
enzalutamide monotherapy in high-risk biochemically recurrent PC
Shore, et al. 2023, AUA LBA02-09

STUDY POPULATION AND METHODS
> 1068 pts with PSA-recurrent PC post-prostatectomy and/or radiation
> Pts were randomized to receive ADT ± enzalutamide or 

enzalutamide alone
– Pts with PSA drop to <.2 ng/mL could stop treatment until 

PSA began to rise

OUTCOME
> Enza-ADT significantly improved metastasis-free survival vs ADT

– 5-yr MFS: 87.3% vs 71.4%, HR=0.42; P<.0001
– There was a trend toward improved OS (HR=0.59; P=.0142)

> Enza alone improved rPFS and time to PSA progression 
compared with ADT

> The most common AEs (>15% of patients) for all treatment 
cohorts were hot flash and fatigue; gynecomastia was also seen in 
the enzalutamide monotherapy cohort; most AEs were G<3

EXPERT CONCLUSIONS
> FDA approval is likely for the combination of ADT + enzalutamide
> The enzalutamide monotherapy arm did not appear to be as advantageous as hoped, particularly in terms of the side effect profile

METASTASIS-FREE SURVIVAL



Key Insights
Prostate Cancer Part 1 – Standard and Emerging 
Therapies 



Experts Debated New Approaches for PSA-Recurrent PC 
Following Prostatectomy
EMBARK
Experts expect the combination of ADT-enzalutamide for patients with rising PSA 
who are negative by conventional imaging after prostatectomy to be taken to the 
FDA, based on the EMBARK data
> This approach has already been adopted by some larger urology practices
> However, experts expressed concern that hormonal therapies are being overused in 

the setting of PSA recurrence, particularly for patients with long PSA doubling times 
– PSMA-PET scans can now identify patients with subclinical oligometastases 

who may benefit from localized therapies, and may be able to delay hormonal 
therapy

> Experts would like to see approval restricted to patients with short PSA doubling time 
and/or high Gleason grade

Dr Sartor:
If I had to make a blanket statement, I would 
say that hormones are overutilized in the 
early-PSA-rise situation. What I worry about 
is [ADT-enzalutamide] won’t be restricted to 
the rapid doubling times. I can see that it 
could have a role in the right patient, but I 
think there’s some real caveats, particularly if 
it gets utilized with a broad indication. 

“
“STARTAR
Results from the single-arm STARTAR trial investigating ADT-apalutamide-RT 
followed by docetaxel in PSA-recurrent PC after prostatectomy are considered 
reasonable, but not practice changing
> Experts are skeptical about the value of docetaxel in this setting, noting numerous 

negative trials in nonmetastatic PC (PSA recurrent, neoadjuvant)



Experts Debated the Role of Radiation in the Treatment of De 
Novo mCSPC
PEACE-1
Analysis of the RT arms in the low-volume subset of patients with de novo 
mCSPC enrolled in PEACE-1 showed a significant improvement in rPFS and a 
decrease in serious local GU complications when RT was added to SOC + 
abiraterone, although no OS benefit was detected at this time point
> Experts agreed the data are trending in the right direction, and that adding RT could 

be beneficial for some men, but expressed some concern about overtreatment and 
the potential for long-term side effects 

– Prevention of severe GU complications is perceived to be very important, and 
may in itself justify the use of RT in this setting

• However, RT is also associated with the development of secondary 
malignancies in ~2% of patients

– Experts would like to see more research into criteria to identify patients who 
are more likely to develop GU complications vs secondary malignancies

Dr Slovin:
Who is really going to have characteristics 
that really will benefit from [adding radiation]? 
I don’t think it’s going to be for all comers, but 
I think there will be subsets of patients who 
will definitely benefit. 

“

GENERAL CONSIDERATIONS
As patients with mPC are living longer, extended follow-up of trials is necessary to 
properly assess long-term TRAEs 

There is concern that some practitioners confuse PSMA imaging and conventional 
imaging – applying results from trials using conventional imaging to patients 
positive by PSMA imaging

“



Experts Considered Novel Therapies for mCRPC
RADIOLABELED PSMA-TARGETED THERAPIES
Efficacy and safety data from the phase I trial combining alpha- and beta-labeled 
PSMA-targeted agents are considered promising, but longer follow-up and more 
patients are needed
> Questions that need to be addressed include whether the PSMA-targeted antibody 

helps to increase the uptake of the radiolabeled small molecule, and whether the 
combination of alpha- and beta-emitting agents is superior to either agent alone

> Although AEs frequently did not resolve to baseline, patients did not find them 
bothersome, including dry mouth 

– So far there does not appear to be any concerning hematologic or renal 
toxicities, but longer follow-up is needed

Dr Sartor:
I like [the alpha-beta combination]. I 
want to see more of it. I want to see 
more maturity, I want to see more 
patients, but I thought it was really nice
to see, and intriguing.

“CAR T CELLS
Data with the anti-PSCA CAR T cells are considered disappointing, and experts do 
not see a future for these agents at the present time, due to toxicity and logistic 
concerns

Labor-intensive therapies like CAR T cells will require more dramatic efficacy 
results for adoption

“



Congress Highlights
Prostate Cancer Part 2 – Targeting DNA Repair in 
mCRPC 



Presence of somatic/germline HRR mutations and outcomes in mCRPC 
pts receiving 1L treatment stratified by BRCA status
Olmos, et al. 2023, ASCO 5003

STUDY POPULATION AND METHODS
> 729 pts with mCRPC were analyzed for the presence of HRR 

alterations and associated outcomes

OUTCOME
> 223 pts (30.6%) had HRR alterations, including 96 (13.2%) 

BRCA1/2 mutations
– BRCA2 was the most commonly mutated gene (10.7%), 

followed by ATM (8.8%)
> BRCA-mutated pts had significantly worse rPFS, PFS2, and OS 

than non-BRCA pts
> BRCA pts also had significantly worse PFS2 and OS than HRR 

non-BRCA pts
> There were no significant differences between the outcomes of 

somatic and germline BRCA pts

CONCLUSIONS
> These results highlight the importance of early screening for HRR mutations, particularly BRCA1/2, to begin timely, targeted treatment to 

improve prognosis

OVERALL SURVIVAL



TALAPRO-2: Phase 3 of talazoparib + enzalutamide vs placebo + ENZA 
1L treatment for mCRPC harboring HRR gene alterations
Fizazi, et al. 2023, ASCO 5004

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

CSPC setting)
– 400 pts with HRR mutations

> Randomization to enzalutamide ± talazoparib

OUTCOME
> Prior analysis showed an rPFS benefit for the combination in the 

ITT population (Agarwal. ASCO GU 2023) 
> This analysis in the HRRm population also showed a significant 

rPFS benefit for the combo (HR=0.45; P<.0001)
– Benefit was observed in pts with BRCA2, BRCA1, and 

CDK12 mutations, but not ATM or CHEK2
> OS is immature but shows a trend (HR=0.69; P=.068)
> G3/4 anemia reported in 41% of pts in combo arm
> Health status/QOL favored the combination (HR=0.69; P=.032)

EXPERT CONCLUSIONS
> If the regulatory agencies grant approval for this combination, it has the potential to become a 1L treatment standard, at least for pts with 

BRCA alterations
> Anemia remains an issue but can be managed

rPFS IN HRRm SUBGROUP



LuPARP: Phase 1 trial of 177Lu-PSMA-617 and olaparib in patients with 
mCRPC
Sandhu, et al. 2023, ASCO 5005

STUDY POPULATION AND METHODS
> 32 pts with mCRPC previously treated with an ARSI and 

docetaxel received treatment with 177Lu-PSMA-617 and olaparib 
– Olaparib dose was escalated to determine how long the pt 

should be on the PARP inhibitor relative to receipt of the 
radioligand

OUTCOME
> No DLTs were observed; most frequent G3 AEs were nausea, 

thrombocytopenia, neutropenia, and anemia
> PSA RR of 66% across dose levels

– PSA ≥90% of 44%
> ORR of 78%
> Significant cellular heterogeneity was seen with regard to PSMA 

expression

EXPERT CONCLUSIONS
> The recommended phase II dose was determined
> This study “gets a foot in the door” for more combinatorial approaches with radioligands, but it is too early to assess long-term safety and 

efficacy data

PSA RESPONSE BY COHORT



HRQoL and pain outcomes for pts with mCRPC who received abiraterone 
and olaparib vs abi and placebo in PROpel
Thiery-Vuillemin, et al. 2023, ASCO 5012

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 analyses showed a significant PFS benefit for the 

combination, regardless of HRRm status (Saad et al. ASCO GU 
2022), and OS in the BRCA-mut subset (Clarke et al. ASCO GU 
2023)

> There was no clinically meaningful impact on HRQOL assessed 
by FACT-P total and subscale scores and Brief Pain Inventory-
Short Form domain and worse pain scores

> There was no difference in time to pain progression, time to first 
SSRE, or time to opiate use

CONCLUSIONS
> There is a suggestion of clinical benefit, while showing no clinically meaningful impact on HRQOL with intensification of therapy

FACT-P SCORES 



PROs among men receiving talazoparib + enzalutamide vs placebo + 
ENZA as 1L treatment for mCRPC: Results from TALAPRO-2
Agarwal, et al. 2023, ASCO 5013

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

CSPC setting)
> Randomization to enzalutamide ± talazoparib

OUTCOME
> The treatment effect on GHS/QOL significantly favored pbo + 

enza, but the predefined threshold of clinical meaningfulness was 
not met

> No significant differences between the arms were observed in any 
functioning scales

> A significantly longer TTD in GHS/QOL was observed for tala + 
enza (HR=0.780; P=.038) 

> A numeric greater delay in TTD in urinary symptoms was longer 
for tala + enza (HR=0.759; P=0.105)

EXPERT CONCLUSIONS
> There were no issues in terms of the endpoint of time to determination of deterioration
> Ultimately, this trial shows nothing worse, nothing better, possibly in terms of urinary symptoms, but overall, no adverse signals

GLOBAL HEALTH/QUALITY OF LIFE



Key Insights
Prostate Cancer Part 2 – Targeting DNA Repair in 
mCRPC



Experts Debated PARPi + ARSI Combinations for mCRPC
TALAPRO-2
The magnitude of benefit observed in TALAPRO-2 with the addition of talazoparib 
to 1L enzalutamide was highly significant in the BRCA1/2-mutated subset; experts 
agreed these data are practice changing, and benefit clearly outweighs toxicity for 
these patients
> Patients with CDK12 mutations also appeared to benefit, which is distinct from other 

PARPi trials, and warrants further investigation
– If real, differences in efficacy could be related to the different PARP inhibitors 

(talazoparib vs olaparib) or differences in AR inhibitors (enzalutamide vs 
abiraterone)

> No benefit was observed in ATM- or CHEK2-mutated cancers, consistent with other 
studies

> One outstanding question is whether this approach applies to patients who have 
already received an ARSI in the castration-sensitive setting

– Experts expressed concern that many patients in the US and globally still do 
not receive intensified therapy for mCSPC, despite level 1 evidence being 
available for nearly a decade, and they suspect genetic testing is not used 
appropriately either

• Experts also worry that some clinicians do not select patients 
appropriately for PARP inhibitors 

The QOL data from PROpel and TALAPRO-2 are acceptable with these ARSI-
PARPi combinations, with no evidence of a negative impact

Dr Petrylak:
You may see different expression patterns 
with abiraterone vs enzalutamide in terms of 
all the different enzymes involved in PARP 
sensitivity. Secondly, remember, talazoparib 
does have a PARP-trapping activity that the 
other PARP inhibitors don’t have, so perhaps 
for [CDK12] mutation this makes a 
difference. This may be the first time we see 
a difference in the PARP inhibitors, because 
we all assume they’re about the same, but 
you really can’t assume that these 
combinations are equivalent.

“
“



Experts Discussed Investigational PARPi + Radioligand 
Strategies
LuPARP
Experts are enthusiastic about the phase I results from the LuPARP trial in 
mCRPC and consider the activity and early tolerability promising, but longer 
follow-up is needed to monitor for the potential development of MDS and 
leukemias 
> As radioligand combinations are developed further, it will be important to determine 

which patients derive the greatest benefit, what are the late toxicities, and what are 
the most rational combinations to maximize this therapy

> Molecular biomarkers should also be explored with these investigational 
combinations

> Differences in patient selection criteria, such as different SUV cutoffs or the use of 
both FDG and PSMA PET, make it difficult to compare results from different trials 
using PSMA-targeted radioligands

Dr Slovin:
I do think there’s a role for these continued 
combinatorial approaches with radioligand 
therapy.  It was extremely encouraging, 
wasn’t terribly toxic . . . so I think it’s worth 
pursuing, and I think it should continue to be 
developed.

“
“



Congress Highlights
Bladder Cancer Part 1 – Immunotherapies



SunRISe-1: Patients with BCG-unresponsive high-risk NMIBC receiving 
TAR-200 in combination with cetrelimab, TAR-200, or cetrelimab alone
Daneshmand, et al. 2023, AUA LBA02-03

STUDY POPULATION AND METHODS
> 47 pts with BCG-refractory NMIBC
> Treatment with either

– TAR-200 (intravesical gemcitabine-eluting “pretzel”)
– Cetrelimab (anti–PD-1 mAb)

> Combination arm will be reported in the future

OUTCOME
> Overall CR rates

– TAR-200: 73%
– Cetrelimab: 38%

> Most AEs in the TAR-200 arm were G≤2, primarily urinary irritative 
symptoms 

> Cetrelimab AEs were consistent with other anti–PD-1 agents in 
this setting

EXPERT CONCLUSIONS
> The response rate with TAR-200 is good, and supports ongoing investigation of the TAR device, with or without another agent

– The TAR-200 device provides sustained local delivery of gemcitabine, with very little systemic absorption
> Additional SunRISe trials are ongoing, including SunRISe-2 in a radical cystectomy-ineligible patient population

DURATION OF RESPONSE



CORE-001: Phase 2 study of CG0070 combined with pembrolizumab in 
patients with NMIBC unresponsive to BCG
Li, et al. 2023, AUA 23-5631

STUDY POPULATION AND METHODS
> 35 pts with BCG-unresponsive CIS-containing NMIBC
> Treatment with cretostimogene grenadenorepvec (CG0070) + 

pembrolizumab
– CG0070 is an intravesical cancer-selective oncolytic 

adenovirus with a GM-CSF transgene

OUTCOME
> ORR: 85%
> 12-month CR rate: 68%
> Predominantly transient, G1–2 local genitourinary AEs
> AE profile generally consistent with prior studies of each agent 

alone
– No evidence of additive or synergistic toxicity

CONCLUSIONS
> The combination of CG0070 + pembrolizumab appears to be highly active in BCG-unresponsive NMIBC on the basis of preliminary results of 

the CORE-001 study
> Phase III studies will evaluate CG0070 as a monotherapy (BOND-003; ongoing) and in combination with an ICI (PIVOT-001; planned)

DURATION OF RESPONSE



Long-term outcomes of pembro + gem and concurrent hypofractionated 
RT as bladder sparing treatment for MIUC: A phase 2 trial
Economides, et al. 2023, ASCO 4509

STUDY POPULATION AND METHODS
> 54 pts with MIBC
> Patients received treatment with induction pembrolizumab, an 

aggressive TUR, followed by 4-wk chemoradiation combined with 
gemcitabine, with added pembrolizumab

OUTCOME
> 2-year bladder-intact DFS: 71%
> There were 12 (22%) tumor recurrences
> 10 pts died during the study period (3 from disease progression, 1 

from toxicity, 6 from unrelated/unknown causes)
> The most common AEs were fatigue (42%), nausea (35%), and 

diarrhea (33%)

EXPERT CONCLUSIONS
> This was not a particularly large trial, and there was a lot more toxicity with trimodality therapy + pembrolizumab than would otherwise be 

expected in this group of patients
– However, the on-study deaths were not surprising because the patients in this population often are not the ideal candidates for radical 

cystectomy, and are better candidates for bladder preservation, so it is probably a sicker group of patients

2-YEAR EFFICACY OUTCOMES



OS by response to 1L induction treatment with atezolizumab + plt/gem 
vs placebo + plt/gem in mUC: Updated IMvigor130 OS final analysis
Grande, et al. 2023, ASCO 4503

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); induction was followed by atezo or 
placebo maintenance if no PD

OUTCOME
> Prior analysis showed an improvement in PFS with the 

combination (Galsky et al. Lancet. 2020) but no difference in OS 
(Galsky et al. ASCO GU 2023)

> A post-hoc analysis showed no difference in OS in pts with no PD 
during induction (HR=0.84; 95% CI: 0.63, 1.10)

– The combination did appear to be superior when cisplatin 
was used for induction (HR=0.68), but not with carboplatin 
(HR=0.92)

– Pts with PD-L1 IC2/3 also appeared to benefit (HR=.063), 
but not those with IC0/1 (HR=0.92)

EXPERT CONCLUSIONS
> This analysis further confirms the negative OS results from the primary study, but also that cisplatin is superior to carboplatin for use in combinations
> Response to induction chemotherapy does not predict benefit from atezolizumab in the post-induction setting

POST-INDUCTION OS IN PATIENTS WITH NO PD



Impact of histology on the efficacy and safety of pembrolizumab for 
advanced UC in the phase 3 KEYNOTE-045 and KEYNOTE-361 trials
Giannatempo, et al. 2023, ASCO 4512

STUDY POPULATION AND METHODS
> Pts with mUC treated with pembrolizumab monotherapy enrolled 

in KEYNOTE-361 (1L) and KEYNOTE-045 (2L)
– 307 pts (280 [91.2%] pure TC histology; 27 [8.8%] mixed 

predominant TC histology) from KEYNOTE-361 
– 268 pts (186 [69.4%] pure TC histology; 82 [30.6%] mixed 

predominant TC histology) from KEYNOTE-045

OUTCOME
> PFS, ORR, DOR, and OS for pembrolizumab were generally 

similar in pts with mixed predominant TC histology and pts with 
pure TC histology

CONCLUSIONS
> These data are insufficient to assert that variant histologies will respond to pembrolizumab
> More data are needed in the specific subtypes of variant histology, such as sarcomatoid or small cell histologies

OVERALL SURVIVAL



Long-term safety of avelumab 1L maintenance for advanced UC in the 
JAVELIN Bladder 100 trial
Bellmunt, et al. 2023, ASCO 4516

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

1L 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)

> 118 pts have received >12 mo of avelumab

OUTCOME
> No new safety signals were identified with longer treatment
> G≥3 TRAEs occurred in 11.9% of pts after 12 mo of avelumab tx
> G≥3 irAEs occurred in 4.2% of pts after 12 mo of avelumab tx

– There was one G5 irAE

EXPERT CONCLUSIONS
> Immune-related AEs occur less frequently, but are still observed, after 12 mo of maintenance therapy; this is important information to discuss 

with pts
> The optimal duration of maintenance avelumab, and whether pts can stop at some point, needs to be determined

irAEs OCCURRING AFTER 12 MONTHS OF THERAPY



Estimated net benefit of avelumab + BSC for aUC using a quality-adjusted 
time without cancer symptoms or toxicity (Q-TWiST) analysis
Powles, et al. 2023, ASCO 4515

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

1L gemcitabine + cis-carbo were randomized to receive 
maintenance avelumab + BSC or BSC alone 

– Q-TWiST analysis is an integrated measure that 
incorporates efficacy, safety, and PROs into a single value

– Mean OS was partitioned into 3 health states: time with all-
cause G≥3 toxicity (TOX) prior to progression, time without 
all-cause G≥3 toxicity or symptoms of disease progression 
(TWiST), and time after progression or relapse (REL)

OUTCOME
> Time in TOX was slightly longer with AVE + BSC vs BSC alone 
> Time spent in TWiST was much longer with AVE + BSC 
> Time in REL with AVE + BSC appears shorter vs BSC alone 

because pts experienced more time in the progression-free state

CONCLUSIONS
> Pts receiving AVE + BSC demonstrated a consistently longer Q-TWiST (vs BSC alone), indicating a net benefit 
> Pts receiving AVE + BSC achieved greater quality-adjusted time by progressing more slowly (shorter REL) and living longer (greater OS)

Q-TWiST ANALYSIS



Key Insights
Bladder Cancer Part 1 – Immunotherapies



Experts Discussed the Development of New Therapies for 
Nonmuscle-Invasive Bladder Cancer
INTRAVESICAL THERAPIES
There are a number of interesting agents currently in trials for BCG-
nonresponsive NMIBC 
> Experts were impressed by the CR rates associated with CG0070 + pembrolizumab 

in CORE-001 
> The TAR-200 novel intravesical delivery device for gemcitabine looks promising, and 

SunRISe-1 monotherapy results support further investigation of this agent alone and 
in combination regimens

> There is a need to replace BCG because shortages persist; current estimates for  
the return to full production of BCG have been pushed back to December 2024 

– Intravesical adenoviral vectors (with a gene modifier like IFN or GM-CSF) are 
expected to be practice changing and seem to have the best potential to 
replace BCG, but more studies are needed

• Stimulating the immune system is perceived to be more effective for 
long-term disease control in NMIBC compared with cytotoxic therapies

– Combining intravesical and systemic therapies is considered a promising 
strategy

• Such approaches will require urologists and oncologists to work together

Dr Gomella:
I think the adenoviral, intravesical 
vectors are really going to be practice 
changing, and I think you’ve seen 
some pretty impressive data at this 
meeting.

“
“



Experts Discussed Analyses of Previously Presented Trials 
in mUC
JAVELIN BLADDER 100
The long-term safety analysis and the potential for irAEs with maintenance 
avelumab are considered important to discuss with patients who are on therapy 
for an extended time
> The optimal duration of maintenance avelumab remains an open question
> The Q-TWiST analysis is considered reassuring, as it demonstrates that QOL is 

good for patients on maintenance avelumab Dr Bellmunt:
I have patients that have been on maintenance 
avelumab for 2 years.  The question is when 
to stop, and how much we gain adding . . . 
time to the treatment. It’s important to 
recognize that there are potential long-term 
toxicities that are relevant.

“
GENERAL CONSIDERATIONS
Experts expressed concern about post-hoc analyses to try to make indirect 
comparisons between 1L and maintenance trials, suggesting some of these 
analyses could be more harmful than helpful

Experts do not find variant histology analyses that group subtypes together to be 
helpful
> More precise subsetting, with central review of pathology, is recommended for future 

analyses

“



Experts Speculated on Future Treatment Practice Patterns 
EV-PEMBRO VS MAINTENANCE AVELUMAB
Experts speculated that a HR of 0.65–0.70 will be necessary for EV + 
pembrolizumab to replace chemotherapy followed by maintenance avelumab in 
most patients with mUC
> EV-pembro will likely be the preferred option for patients with visceral disease, but 

the maintenance avelumab approach may remain a reasonable option for those with 
nodal/low-volume disease

– It will be important to determine whether gem-cis followed by maintenance 
avelumab can produce equivalent OS compared with EV-pembro, with less 
toxicity and better QOL in patients with nodal or low-volume disease

> Assessment of long-term toxicities associated with EV + pembro will be essential to 
aid in risk-benefit analyses when comparing treatment approaches

> Duration of therapy will influence QOL, and experts anticipate that long-term 
neuropathy with EV could be a challenge

Dr Petrylak:
The real question: is the long-term 
neuropathy going to be an issue? My long-
term survivors with EV, the neuropathy really 
doesn’t go away. So, can you achieve, in a 
nodal patient, the same survival/response 
with EV-pembro vs gem-cis and avelumab? 
That’s going to be the question.

“
“



Congress Highlights
Bladder Cancer Part 2 – Targeted Therapies



Phase 3 THOR study: Erdafitinib vs chemotherapy in advanced or 
metastatic urothelial cancer (mUC) with select FGFR alterations
Loriot, et al. 2023, ASCO LBA4619

STUDY POPULATION AND METHODS
> 266 pts with advanced or mUC with select FGFR3/2alt 

(mutations/fusions); 1–2 prior lines of tx including an ICI
> Pts randomized to erdafitinib or chemo (docetaxel or vinflunine)

OUTCOME
> Erdafitinib significantly improved

– mOS: 12.1 mo vs 7.8 mo, HR=0.64; P=.005
• Benefit consistent across subgroups

– mPFS: 5.6 mo vs 2.7 mo, HR=0.58; P=.0002
– ORR: 45.6% vs 11.5%; P<.001

> G3/4 AEs in the erdafitinib arm included: PPE syndrome (9.6%), 
stomatitis (8.1%), onycholysis (5.9%), hyperphosphatemia (5.2%), 
and diarrhea (3.0%)

– AEs of interest included central serous retinopathy (17.0% 
any grade; 2.2% G3/4) and eye disorders (excluding CSR; 
42.2% any grade; 2.2% G3/4) 

CONCLUSIONS
> The phase III THOR study supports the clinical efficacy of erdafitinib as the SOC option for patients with mUC with FGFRalt after anti–PD-(L)1 

treatment; OS benefit was seen in patients with FGFR3/2alt translocations or mutations

OVERALL SURVIVAL



Erdafitinib vs ERDA plus cetrelimab for mUC and FGFR alterations: Final 
results from the phase 2 Norse study
Siefker-Radtke, et al. 2023, ASCO 4504

STUDY POPULATION AND METHODS
> 87 pts with previously untreated cis-ineligible mUC with 

susceptible FGFR alterations
> Randomization to erdafitinib ± cetrelimab

– Study not powered for comparison

OUTCOME
> Erdafitinib monotherapy

– ORR: 44.2%
– mPFS: 5.6 mo
– mOS: 16.2 mo

> Erdafitinib + cetrelimab
– ORR: 54.5%
– mPFS: 11.0 mo
– mOS: 20.8 mo

> The safety profile was consistent with the known profile for 
erdafitinib and cetrelimab, with no additive toxicity observed

CONCLUSIONS
> Both erdafitinib monotherapy and erdafitinib + cetrelimab demonstrated clinically meaningful activity in patients with newly diagnosed mUC 

with FGFR alterations who were ineligible for cisplatin-based therapy

DURATION OF RESPONSE



EV-103 cohort A: Long-term outcome of enfortumab vedotin + pembro in 
1L cisplatin-ineligible la/mUC with nearly 4 years of follow-up
Gupta, et al. 2023, ASCO 4505

STUDY POPULATION AND METHODS
> 45 1L cisplatin-ineligible pts with la/mUC
> Treatment with EV + pembro
> Updated analysis with 47-mo follow-up

OUTCOME
> ORR: 73%
> mDOR: 22.1 mo
> mPFS: 12.7 mo; 24-mo PFS: 41%
> mOS: 26.1%; 24-mo OS: 56%
> TRAEs generally as expected for each agent individually

– Skin toxicities may be more frequent with the combination
• Severe skin reactions: 22% G≥3

CONCLUSIONS
> EV + P demonstrated clinically meaningful efficacy with a high confirmed ORR, durable responses, and median survival exceeding 2 yr
> Safety was consistent with earlier reports

DURATION OF RESPONSE



Safety analysis by UGT1A1 status of TROPHY-U-01 cohort 1: sacituzumab 
govitecan (SG) in mUC after PT-based chemo and a CPI
Tagawa, et al. 2023, ASCO 4514

STUDY POPULATION AND METHODS
> 113 pts with heavily pretreated mUC treated with SG

– 94% of treated pts (n=106) had evaluable UGT1A1 status 
(wild-type [*1|*1], n=45 [42%]; heterozygous [*1|*28], n=47 
[44%]; and homozygous [*28|*28], n=14 [13%])

OUTCOME
> G≥3 TRAEs occurred in 62% of wild-type, 60% of heterozygous, 

and 79% of homozygous pts
> Diarrhea (any grade): 53%, 72%, and 71%, 
> Neutropenia (any grade): 38%, 55%, and 50%
> TRAEs led to SG discontinuation in 7%, 6%, and 14% of pts 
> Incidence of SG interruption was 42%, 43%, and 71%

CONCLUSIONS
> Overall combined data with SG across breast cancer, lung cancer, etc indicate that myelosuppression is notable for the homozygous pts
> The recommendation in the label is unchanged, so there is no need for testing

– AEs should be assessed, and supportive care implemented as soon as possible

SAFETY



Key Insights
Bladder Cancer Part 2 – Targeted Therapies



Experts Discussed the Treatment of FGFR-Altered mUC
THOR
THOR phase III results support erdafitinib as SOC post-platinum and IO, and 
should bolster full approval in the US and expanded availability globally
> Clinicians need more education on the importance of testing for FGFR alterations
> In the real world, skin/nail AEs and mucositis are more of an issue for patients 

treated with erdafitinib than central serous retinopathy, which is typically low grade

Dr Petrylak:
I think now this should support the full 
approval [of erdafitinib], since we have 
a positive phase III trial. I think that 
that’s probably the practice-changing 
result that comes out of this. 

“
NORSE
The ORR with single-agent erdafitinib in the phase II NORSE study was consistent 
with prior studies; the ORR with erdafitinib + cetrelimab was numerically higher, 
but longer follow-up is needed to determine if the combination produces more-
durable responses 
> Preclinical work suggests FGFR inhibition may be one way to convert 

immunologically “cold” tumors to “hot”

“



Experts Discussed the Use of ADCs in mUC
ENFORTUMAB VEDOTIN + PEMBROLIZUMAB
Updated analysis of EV-103 showed excellent long-term PFS and OS with EV + 
pembro in cisplatin-ineligible mUC, and safety was consistent with earlier reports
> Accelerated approval for EV-pembro fortuitously came during a carboplatin shortage, 

providing an alternative option for patients
> Long-term follow-up will be essential to properly assess the safety and QOL 

implications of EV + pembro 
– Skin toxicities may be somewhat higher with the combination than would be 

expected with each agent individually
• One expert recommended a dermatology consultation to determine 

whether the skin toxicity is immune related

Dr Petrylak:
Long-term safety issues, in terms of 
quality of life with EV-pembro, is 
something that will need to monitored 
in the future.

“
SACITUZUMAB GOVITECAN
The safety analysis of SG in TROPHY-U-01 based on UGT1A1 status showed 
numerically higher rate of AEs (cumulative and individual) and discontinuation 
rates in patients homozygous for the *28/*28 polymorphism
> These results are not expected to change practice, but experts emphasized that it is 

important to monitor patients for AEs and adjust dosing accordingly

“



Congress Highlights
Clear Cell Renal Cell Carcinoma 



Atezolizumab plus cabozantinib vs cabozantinib alone after progression 
with prior ICI mRCC: Primary PFS analysis from CONTACT-03 study
Choueiri, et al. 2023, ASCO LBA4500

STUDY POPULATION AND METHODS
> 522 pts with mRCC with radiographic progression on or after prior 

ICI treatment
– ICI required in the immediately preceding line of therapy

> Randomization to cabozantinib ± atezolizumab

OUTCOME
> No difference in PFS between arms

– Median 10.6 mo vs 10.8 mo, HR=1.03; P=.784
– No benefit for the addition of atezo was observed in any of 

the prespecified subgroups
> No difference in OS between arms (HR=0.94; P=.690)
> No difference in ORR (40.5% vs 40.9%)
> G3/4 AEs were numerically higher in the combination arm (55% vs 

47%)
– 3 treatment-related deaths occurred with the combination

EXPERT CONCLUSIONS
> Results show no benefit for rechallenging with an ICI directly after progression on another ICI, but may potentially increase toxicity

PROGRESSION-FREE SURVIVAL



Adjuvant nivolumab plus ipilimumab vs placebo for localized RCC at 
high risk of relapse: Subgroup analyses CheckMate 914 (part A)
Motzer, et al. 2023, ASCO 4506

STUDY POPULATION AND METHODS
> 816 pts with RCC at high risk of post-nephrectomy relapse
> Randomization to adjuvant nivolumab + ipilimumab (nivo + ipi) or 

placebo
> Previous analysis showed no improvement in DFS (Motzer et al. 

Lancet. 2023)

OUTCOME
> Subset analysis suggested a DFS benefit with nivo + ipi in 

selected subgroups
– Sarcomatoid features (HR=0.29; 95% CI: 0.09, 0.91)
– PD-L1 ≥1% (HR=0.40; 95% CI: 0.19, 0.84)

> No improvement in DFS in pts who completed >6 treatment cycles 
vs ≤6 cycles (HR=0.74; 95% CI: 0.48, 1.13)

EXPERT CONCLUSIONS
> The results in the PD-L1 ≥1% subgroup are intriguing, and suggest this may be a biomarker to predict response to nivo + ipi
> The finding of no significant improvement in outcomes in pts who completed >6 cycles of therapy is important, as one of the reasons given for 

the negative result was the high number of pts who did not complete therapy, and there was an assumption those pts did worse

DFS SUBSET ANALYSIS



Pembrolizumab plus axitinib versus sunitinib as 1L therapy for advanced 
clear cell renal cell carcinoma: 5-year analysis of KEYNOTE-426
Rini, et al. 2023, ASCO LBA4501

STUDY POPULATION AND METHODS
> 861 treatment-naive patients with advanced ccRCC were 

randomized to 1L therapy with either axitinib + pembrolizumab or 
sunitinib

> Previous analyses showed improved OS, PFS, and ORR with axi 
+ pembro (Powles et al. Lancet Oncol. 2020) 

OUTCOME
> 60-mo OS: 41.9% (A+P) vs 37.1% (S); HR=0.84 (95% CI: 0.71, 0.99)

– Favorable risk: HR=1.10
– Intermediate/poor risk: HR=0.76

> 60-mo PFS: 18.3% (A+P) vs 7.3% (S); HR=0.69 (95% CI: 0.59, 
0.81)

> 60-mo DOR: 26.0% (A+P) vs 14.4% (S) 

EXPERT CONCLUSIONS
> The OS, PFS, and DOR benefits of 1L A + P vs sunitinib were sustained with 5-year follow-up
> OS benefit is driven by the intermediate/poor subset, with no benefit observed in the favorable-risk population; this raises the question 

whether sunitinib may be sufficient for these pts

OVERALL SURVIVAL



Final prespecified OS analysis of CLEAR: 4-year follow-up of lenvatinib 
plus pembrolizumab vs sunitinib in patients with aRCC
Motzer, et al. 2023, ASCO 4502

STUDY POPULATION AND METHODS
> 1069 pts with treatment-naive advanced RCC randomized to 

receive lenvatinib + pembrolizumab or everolimus vs sunitinib
> Previous analyses showed that lenvatinib + pembro significantly 

improved PFS and OS compared with sunitinib (Motzer et al. 
NEJM. 2021)

OUTCOME
> 36-mo OS: 66.4% (L+P) vs 60.2% (S), HR=0.79; P=.0424

– Favorable risk: HR=0.94
– Intermediate/poor risk: HR=0.74

> mPFS: 23.9 mo (L+P) vs 9.2 mo (S), HR=0.47; P<.0001
– Favorable risk: HR=0.50
– Intermediate/poor risk: HR=0.43

> ORR: 71%
> mDOR: 43.7 mo (L+P) vs 24.1 mo (S) 

EXPERT CONCLUSIONS
> PFS remains impressive, and the ORR of 71% is unprecedented, with good durability
> Again, the OS benefit is driven by the intermediate/poor-risk population; it is too early to determine if the curves are coming back together 

because of heavy censoring after 36 mo 

OVERALL SURVIVAL



Key Insights
Clear Cell Renal Cell Carcinoma 



Experts Discussed the Implications of Longer Follow-up of 
1L IO-TKI Trials for mRCC
KEYNOTE-426 AND CLEAR
Updated analyses of KEYNOTE-426 and CLEAR showed that the PFS benefit 
associated with IO-TKI regimens vs 1L sunitinib is maintained in all risk categories
> OS benefit appears to be restricted to intermediate- and poor-risk patients

– 1L therapy for favorable-risk RCC remains a matter of debate, with some 
arguing that sunitinib may be reasonable to start with, in the absence of an OS 
benefit for combinations

> While the OS curves appear to be getting closer together, it is too early to determine 
whether there will be a tail on the curves

– This also raises the question whether a limited duration of an ICI is sufficient, 
or whether ICI therapy should be continued 

• Experts noted that with the nivo + ipi regimen, nivo is continued 
indefinitely, while in the TKI + pembro trials, pembro is stopped after 2 
years, and this difference may impact survival outcomes

– Follow-up of the 1L trials is still insufficient to determine whether IO-IO or IO-
TKI regimens are better with regard to OS

> For gaining control of disease, TKI-IO combinations are perceived to be more 
effective initially

Dr Powles:
I think it’s fair to currently say that the ipi-nivo 
OS curve looks the most attractive,  whereas 
the response and the PFS curve for len-pem 
currently looks the most attractive. I think that 
you could make an argument for any of the 4 
regimens, as it currently stands. 

“
“



Experts Discussed Rechallenging Patients With an ICI After 
Progression on an ICI-Containing Regimen
CONTACT-03
The CONTACT-03 trial investigating cabozantinib ± atezolizumab following 
progression on an ICI showed no evidence of either a PFS or OS benefit with 
atezolizumab, conclusively answering the question on continuing or rechallenging 
with IO therapy after progression 
> These results also have implications for patients who progress on adjuvant 

pembrolizumab – many clinicians treat these patients with an IO-IO or IO-TKI 
combination 1L, and that likely is not an effective strategy

> Although these data conclusively show no benefit for direct sequencing of ICIs in 
mRCC, it remains a possibility that patients who initially responded but have been off 
an ICI for a period of time, at least a year, could potentially benefit from an ICI again

Dr Powles:
For those people who are rechallenging with 
immune checkpoint inhibition,  I think, at the 
moment, it’s not the right thing to do. So I 
think that is practice changing, because 
many of us have historically treated way past 
progression in the hope that this ongoing 
treatment may work. I’m not sure that there’s 
any evidence for that.

“
“



Experts Considered the Implications of the Subset Analyses 
of the Adjuvant CheckMate 914 Trial
BIOMARKERS FOR IO THERAPY
Subset analysis of the CheckMate-914 trial suggests that although no DFS or OS 
benefit was observed with adjuvant nivolumab + ipilimumab in the ITT population, 
certain subgroups such as those with sarcomatoid RCC and those with PD-L1 
expression ≥1% may derive significant benefit
> The results by PD-L1 expression levels are considered intriguing and suggest there 

may actually be a biomarker to predict response to nivo + ipi; these should be further 
investigated

– Experts predict the field will move away from IMDC classification for selecting 
therapy, to a more personalized biomarker-based approach

> Experts indicated that pembrolizumab remains the ICI of choice for adjuvant therapy 
for patients with nonmetastatic RCC with sarcomatoid features

Dr Powles:
What we can learn from this is there probably 
are really good biomarkers in kidney cancer; 
we just haven’t tried hard enough to find 
them.  We’ve tried harder in other tumor 
types, and we haven’t tried hard here. I think 
the next 5 years, we’re going to have to start 
doing more personalized approaches in 
kidney cancer. The IMDC classification is not 
the one we’re going to use in the long term. 

“
“



Experts Debated the Comparative Efficacy of 1L IO-IO vs IO-
TKI Regimens for mRCC

Dr Powles:
[These curves] show the OS data points for the ITT population with time. 
So, you can see the ipi-nivo curve is pretty flat throughout, although the 
other combinations, for example axi-pembro, you can see drifting. But you 
can also see this issue where it’s starting much better. So, cabo-nivo is a 
good example.  It’s very hard to see much difference between the cabo-
nivo and the ipi-nivo data, from a survival perspective.

It still is the case of pick one, use it well. I think you could make an 
argument for any 4 of these regimens, and I would support that. It comes 
back to that issue about education, training, patient involvement, about 
giving these combinations successfully.

“
“
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First-line lenvatinib + pembrolizumab treatment across non-clear cell 
renal cell carcinomas: Results of the phase 2 KEYNOTE-B61 study
Lee, et al. 2023, ASCO 4518

STUDY POPULATION AND METHODS
> 158 pts with previously treated advanced/metastatic nccRCC
> Treatment with lenvatinib + pembrolizumab

OUTCOME
> ORR: 49%

– Activity observed across histologic subgroups, but lower in 
the chromophobe subset

– 75% of responders remain in response ≥12 mo
> mPFS: 17.9 mo

– 12-mo PFS: 63%
> mOS: median not reached

– 12-mo OS: 82%
> Safety profile consistent with previous studies of len + pem 

CONCLUSIONS
> This is the largest study to date of an ICI combination in nccRCC
> Data support the use of lenvatinib + pembrolizumab 1L for nccRCC

OBJECTIVE RESPONSE BY HISTOLOGY



Efficacy of 1L IO-based regimens in patients with sarcomatoid and/or 
rhabdoid (S/R) metastatic nccRCC: Results from the IMDC
Labaki, et al. 2023, ASCO 4519

STUDY POPULATION AND METHODS
> 103 pts with sarcomatoid/rhabdoid (S/R) nccRCC treated with 

either 1L IO regimens (IO-IO or IO-VEGF TKI) or 1L VEGF-TKI 
monotherapy (sunitinib or pazopanib)

OUTCOME
> IO regimens were associated with significantly improved survival 

outcomes compared with those receiving VEGF TKI
– mOS: NR vs 7.1 mo 
– mTTF: 9.4 vs 2.9 mo 
– ORR: 34% vs 11%

> Among 430 patients with non-S/R nccRCC, no significant 
differences in survival outcomes between regimen classes were 
seen

CONCLUSIONS
> Pts with S/R nccRCC appear to derive a substantial and selective benefit from IO regimens (vs VEGF TKI monotherapy)
> These data support the use of IO-based regimens in patients with S/R nccRCC

OUTCOMES IN S/R nccRCC – IO VS VEFG TKI



Phase II study of cabozantinib with nivolumab and ipilimumab in 
advanced renal cell carcinoma with variant histologies
McGregor, et al. 2023, ASCO 4520

STUDY POPULATION AND METHODS
> 40 pts with RCC with variant histologies
> Treatment with 4 cycles of nivo-ipi, followed by nivo alone; 

cabozantinib was given continuously

OUTCOME
> ORR: 21%

– mDOR not reached; 5 pts maintained response >6 mo
> mPFS: 8.9 mo
> 74% (n=28) developed G≥3 TRAE 

– 36% (n=14) developed G≥3 elevation in AST or ALT 
– 29% (n=11) required high-dose steroids 
– 13% (n=5) discontinued all study drugs due to toxicity
– No G5 toxicity has been reported

EXPERT CONCLUSIONS
> These data replicate the disappointing results seen in ccRCC with this triplet – some activity, a lot of toxicity; this regimen is not likely to move 

forward

TOXICITY
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Experts Discussed Treatment Paradigms for Non-clear Cell 
RCC
IMMUNOTHERAPY VS VEGFR TKIs
The phase II KEYNOTE-B61 trial evaluating 1L lenvatinib + pembrolizumab in non-
clear cell RCC showed activity across histologic subtypes, with the exception of
chromophobe RCC
> The chromophobe subtype remains challenging, but this combination did have a low 

level of activity
> Experts would not speculate on how this combination compares with cabozantinib + 

nivolumab, since the trials in nccRCC examined different lines of therapy
> IO-TKI data are encouraging and look favorable compared with historical data with 

TKIs alone, but there is no direct comparison

The IMDC database experience of 1L IO-based regimens in sarcomatoid or 
rhabdoid mRCC confirms high levels of activity with IO-based therapy compared 
with VEGF-targeted therapies

The study of cabozantinib + nivolumab + ipilimumab for mRCC with variant 
histologies showed some activity but a great deal of toxicity, and is unlikely to 
advance

Dr Dreicer:
We have IO-TKI combination data that’s 
certainly encouraging [in nccRCC]. It looks 
better than historical TKIs. There’s no 
comparative data, and we all recognize this 
remains a challenging subgroup of patients. 
But we have more information today.  

“
“
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