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Meeting Snapshot

DATE: 
February 22, 2022

PANEL: Key experts in 
GU malignancies
> 7 from US
> 1 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



Panel Consisting of 7 US and 1 EU GU Cancer Experts

CHAIR: 
Daniel P. Petrylak, MD
Yale Cancer Center

Scott Tagawa, MD, FACP
Weill Cornell Medicine

Robert Dreicer, MD, MS, 
MACP, FASCO

University of Virginia 
Cancer Center

Oliver Sartor, MD
Tulane Cancer Center

David M. Nanus, MD
Weill Cornell Medicine 

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

Ulka Vaishampayan, MBBS
Rogel Cancer Center

Karim Fizazi, MD, PhD
Gustave Roussy Institute 



Meeting Agenda
Time (EST) Topic Speaker/Moderator
8.30 AM – 8.35 AM Welcome and Introductions Daniel Petrylak, MD

8.35 AM – 8.45 AM Prostate Cancer Part 1 – Hormonal Therapies and 
Chemotherapies Oliver Sartor, MD

8.45 AM – 9.05 AM Discussion and Key Takeaways
9.05 AM – 9.15 AM Prostate Cancer Part 2 – Targeted Therapies Karim Fizazi, MD, PhD
9.15 AM – 9.35 AM Discussion and Key Takeaways
9.35 AM – 9.45 AM Bladder Cancer Part 1 – ADCs Scott Tagawa, MD, FACP
9.45 AM – 10.00 AM Discussion and Key Takeaways
10.00 AM – 10.10 AM Break

10.10 AM – 10.20 AM Bladder Cancer Part 2 – PARP Inhibitors and 
Immunotherapies

Robert Dreicer, MD, MS, MACP, FASCO
Leonard Gomella, MD, FACS

10.20 AM – 10.45 AM Discussion and Key Takeaways

10.45 AM – 11.00 AM Renal Cell Carcinoma David Nanus, MD
Ulka Vaishampayan, MBBS

11.00 AM – 11.25 AM Discussion and Key Takeaways
11.25 AM – 11.30 AM Summary and Closing Remarks Daniel Petrylak, MD



Congress Highlights
Prostate Cancer Part 1 – Hormonal Therapies and 
Chemotherapies 



Overall survival with darolutamide versus placebo in combination with 
ADT and docetaxel for mHSPC in the phase 3 ARASENS trial
Smith, et al. 2022, ASCO GU 13
STUDY POPULATION
> 1306 pts with mHSPC were randomized to darolutamide or 

placebo in addition to ADT plus docetaxel

OUTCOME
> mOS not reached with darolutamide vs 48.9 mo with placebo (HR 

= .68; P <.001)
– 4-year OS 62.7% in darolutamide arm
– OS benefit observed in patients with M1 or M0 disease at 

diagnosis
> Time to CRPC: HR = .36; P <.001
> Time to pain progression: HR = .79; P =.01
> Treatment-emergent AEs were similar between arms

EXPERT CONCLUSIONS
> These data were clearly a highlight in prostate cancer, with an unequivocal prolongation of OS with darolutamide

– However, it should be noted that the 4-year OS in the STAMPEDE trial with ADT plus abiraterone alone was ~65%
– Most discontinuations were due to clinical progression rather than radiologic progression, which may have implications for future study 

design – rPFS may not be the optimal endpoint
> The triplet was extremely well-tolerated

OVERALL SURVIVAL



PEACE-1: Bone mineral density in men with de novo mCSPC treated 
with or without abiraterone plus prednisone
Roubaud, et al. 2022, ASCO GU 19
STUDY POPULATION
> Pts with de novo mCSPC were randomized to receive ADT-

docetaxel ± abiraterone
– 210 pts had BMD data available: 182 (87%) had available 

data at baseline, 109 (52%) at M6, 94 (45%) at M12, and 
109 (52%) at M24

OUTCOME
> Mean percentage changes in BMD ranged from 2.0%–3.7% at 6 

months, 2.5%–6.6% at 12 months, and 3.9%–10.0% at 24 months
– Bone loss was generally similar between arms

CONCLUSIONS
> Despite a bone loss increase in both arms over time, addition of abiraterone to ADT-docetaxel was associated with no or modest difference in 

bone loss during the first 2 years, compared with ADT-docetaxel alone

MEDIAN T-SCORE BY REGIMEN (± ABIRATERONE)



Randomized phase II trial of neoadjuvant abiraterone plus or minus 
cabazitaxel in high-risk prostate cancer: ACDC-RP
Fleshner, et al. 2022, ASCO GU 224
STUDY POPULATION
> 78 pts with high-risk PC were randomized to neoadjuvant therapy 

with abiraterone-ADT (AA) ± cabazitaxel prior to radical 
prostatectomy

– High-risk defined as PSA >20 or Gleason score ≥8 with ≥2 
cores positive for tumor OR 4 + 3 = 7 combined with PSA 
>10 with ≥3 cores positive 

OUTCOME
> CR rate: 9% with AA vs 5% with AA plus cabazitaxel
> CR plus MRD rate: 45% with AA vs 43% with AA plus cabazitaxel
> There was no difference in biochemical-free survival (BFS) rate 

between the 2 treatment groups (P = .75)
> Patients who achieved a CR/MRD experienced numerically longer 

BFS (P = .096)

EXPERT CONCLUSIONS
> CR rates were low in both arms, and the addition of cabazitaxel did not appear to make a difference
> Patients who achieve a CR/MRD have more time, but no difference in BFS between arms

BIOCHEMICAL-FREE SURVIVAL



PRESIDE: A phase 3b study of continuing enzalutamide with docetaxel 
in chemotherapy-naïve mCRPC after progression on enzalutamide
Merseburger, et al. 2022, ASCO GU 15
STUDY POPULATION
> 687 pts with chemotherapy-naive mCRPC and disease 

progression while on ADT received treatment with enzalutamide
> 271 pts with a PSA response ≥50% and later progression were 

then randomized to treatment with docetaxel ± continued 
enzalutamide

OUTCOME
> mPFS was significantly improved with continued enzalutamide 

(9.53 mo vs 8.28 mo; HR = .72; P = .027)
> Continued enzalutamide also significantly delayed TTPP (8.44 mo 

vs 6.24 mo; HR = .58; P = .002) and improved PSA response at 
any time (56% vs 37%)

> Grade 3/4 AEs were similar between arms

EXPERT CONCLUSIONS
> While the rPFS endpoint was technically significant, the small magnitude of difference is unlikely to have clinical significance

PROGRESSION-FREE SURVIVAL



Key Insights
Prostate Cancer Part 1 – Hormonal Therapies and 
Chemotherapies 



Experts Debated the Role of Triplet Therapy for Patients With 
mHSPC
ARASENS
Results from the ARASENS trial showing an improvement in OS when darolutamide was 
added to ADT plus docetaxel in patients with mHSPC are considered promising and 
consistent with results from the PEACE-1 trial
> Several experts raised the question of how triplet therapy compares with ADT plus 

abiraterone-darolutamide alone, and whether docetaxel is necessary
– This question is unlikely to be answered because of the speed with which treatment 

options are evolving in this setting, and the length of time such a trial would take to read 
out

> Despite this uncertainty, experts indicated they discuss the data from these trials with 
appropriate patients, particularly those with high-volume or aggressive disease where ADT 
plus docetaxel would have been recommended, and where potential rapid clinical 
deterioration is a concern

– ADT plus docetaxel alone is no longer considered a preferred option
– The triplet is also more likely to be used in younger patients due to tolerability concerns

> Experts suggested that darolutamide is perceived to be associated with less CNS toxicity 
compared with abiraterone, but single-agent data are lacking

– An ongoing single-arm global study of darolutamide plus ADT will help to address this 
issue

Dr Fizazi:
I think we should have a 
conversation with patients, 
probably mostly those with high-
volume disease, about the 
current data, and offer them the 
opportunity to receive the 3 
treatments. If a patient doesn’t 
want chemotherapy, that’s fine if 
they know about the data, and 
then we can make a decision
about a doublet without 
chemotherapy. 

“

“



Experts Discussed the Broader Implications of the ARASENS 
and PEACE-1 Trials
POTENTIAL BIOMARKERS
Experts would like to see the data from PEACE-1 and ARASENS analyzed by whether patients 
normalized their PSA levels at 7 months, which has been shown to be a strong prognostic biomarker
> Trials are needed to determine whether intervening early and intensifying treatment for patients who do 

not achieve normalized PSA levels within 6–8 months is beneficial 

While biomarkers to predict benefit from chemotherapy or next-generation hormonal agents would 
be useful, to date none have demonstrated clinical utility; the current focus is on biomarkers to 
identify patients who may benefit from PARP- or PSMA-targeted agents
> The ongoing PSMA-ADDITION trial is an example of a biomarker-driven trial, using PSMA-PET, and will 

compare ADT plus next-generation AR-targeted agent ± Lu-PSMA-177

Dr Sartor:
I had thought the 
combination of 
abiraterone and 
prednisone may have a 
particularly detrimental 
affect on bone mineral 
density, and I think 
these prospective data 
really rest those 
concerns. 

“
“BONE MINERAL DENSITY
Experts found the BMD data from the PEACE-1 trial reassuring and better than expected, 
suggesting the addition of abiraterone to ADT in this population did not significantly increase bone 
loss, at least during the first 2 years of therapy
> However, experts noted it is challenging to assess BMD in patients with extensive bony metastases, 

and an issue that requires further investigation
> Data on fracture, plasma markers, and other criteria related to bone health will be analyzed with the 

PEACE-1 dataset in the future



Experts Discussed Investigational Strategies Combining 
Chemotherapy With Hormonal Agents
NEOADJUVANT CABAZITAXEL PLUS ABIRATERONE
The randomized phase II neoadjuvant trial investigating the addition of cabazitaxel to 
abiraterone in high-risk PC showed no difference in rates of CR or MRD
> The combination is considered feasible, but there does not appear to be an efficacy benefit 
> Larger trials such as PROTEUS, which is evaluating perioperative apalutamide, will help to 

clarify the potential role of these agents in high-risk localized PC

In future trials, endpoints like metastasis-free survival (MFS) may be obscured by newer 
imaging modalities, such as PSMA-PET, because PSMA positivity may precede 
conventional imaging positivity, leading to localized interventions

PRESIDE
Results of the PRESIDE trial showed continuing enzalutamide in combination with 
docetaxel in patients with mCRPC that had progressed on enzalutamide provided a 
statistically significant improvement in PFS
> However, experts do not consider this improvement of 1.25 months to be clinically meaningful

Dr Sartor:
It’s already been shown that 
PSMA-PET positivity changes 
clinical decision making, and 
how are you going to reach an 
MFS endpoint if you’re 
intervening on the basis of
PSMA-PET? So, I think there’s 
a big issue here with the 
neoadjuvant studies, the 
adjuvant studies, all of these 
early studies.

“
“



Congress Highlights
Prostate Cancer Part 2 – Targeted Therapies 



Phase 3 MAGNITUDE study: Niraparib + abiraterone as 1L therapy in 
mCRPC with and without HRR gene alterations
Chi, et al. 2022, ASCO GU 12
STUDY POPULATION
> 423 pts with mCRPC eligible for 1L therapy (≤4 months prior 

abiraterone allowed for mCRPC)
– Pts were screened for alterations in homologous recombination 

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

OUTCOME
> The addition of niraparib significantly improved median rPFS in pts 

with BRCA1/2-mutated mCRPC (16.6 mo vs 10.9 mo; HR = .53; P
= .0014)

> There was no benefit from the addition of niraparib in pts with 
mutations in other HRR genes (HR = .99), or in pts with no known 
HRR mutations (HR = 1.09)

– Enrollment in the biomarker-negative cohort was stopped 
early for futility

> Additional grade 3/4 toxicity was observed in the niraparib arms

EXPERT CONCLUSIONS
> These results confirm that in earlier lines of therapy, combining a PARPi with abiraterone improves outcome in BRCA1/2-mutated mCRPC, 

consistent with results from PROfound and other phase II experiences

rPFS: BRCA1/2-MUTATED SUBPOPULATION 



PROpel: Phase III trial of olaparib/placebo plus abiraterone 1L therapy 
for patients with mCRPC
Saad, et al. 2022, ASCO GU 11

STUDY POPULATION
> 796 pts with mCRPC eligible for 1L therapy, no prior abiraterone 

allowed, prior docetaxel allowed for mHSPC
– No stratification or evaluation of HRR status prior to trial entry

OUTCOME
> Median rPFS was significantly increased with olaparib in the ITT 

population (24.8 mo vs 16.6 mo; HR = .66; P <.0001)
> Significant improvement in rPFS was observed in patients with 

HRR mutations (HR = .50) and in those without HRR mutations 
(HR = .76)

> Olaparib was associated with an increase in anemia and fatigue
– There was also an increase in pulmonary embolism in the 

olaparib arm (6.5% vs 1.8%)
> QOL was comparable between arms

EXPERT CONCLUSIONS
> In context of the MAGNITUDE results, and prior studies showing no benefit in HRR-nonmutated mCRPC, it is unclear whether these results 

are real or artifacts
> It is also unclear whether the benefit in the HRR-mutated population is driven by BRCA1/2 mutations, or whether pts with other HRR 

mutations do benefit from olaparib 

rPFS: ITT POPULATION



Phase 1/2 study of ARV-110, an androgen receptor PROTAC degrader, in 
mCRPC
Gao, et al. 2022, ASCO GU 17
STUDY POPULATION
> 67 pts with mCRPC and ≥2 prior therapies (enzalutamide and/or 

abiraterone required) were treated in phase I
> 106 pts with mCRPC and 1–2 prior novel hormonal agents ±

chemotherapy were treated in phase II

OUTCOME
> Safety

– The most frequent all-grade AEs were nausea (48%), fatigue 
(36%), and vomiting (26%)

> Efficacy
– PSA declines ≥50% in pt subpopulations

 T878X/H875Y mutation: 46%
 WT/Other: 11%
 L702H/AR-V7: 4%
 Less pretreated: 22%

EXPERT CONCLUSIONS
> ARV-110 appears to be relatively well tolerated, with some GI toxicities
> It appears to be active in some men but not all; possible to enrich by selecting for certain AR mutations (878/875 mutations), but some activity 

is seen outside those mutations, so this is not the cleanest biomarker

PSA RESPONSE IN T878X/H875Y-MUTATED POPULATION



Phase 1 results of the ODM-208 first-in-human phase 1-2 trial in patients 
with mCRPC (CYPIDES)
Fizazi, et al. 2022, ASCO GU 18
STUDY POPULATION
> 44 pts with mCRPC (≥1 line of AR inhibitor and ≥1 line of taxane-

based chemotherapy) were treated with ODM-208, a CYP1A1 
inhibitor that shuts down the entire steroid biosynthesis pathway 

OUTCOME
> Safety

– 32% of pts experienced adrenal insufficiency requiring 
hospitalization, but it was immediately reversible after 
stopping drug with supportive care

> Efficacy
– PSA response >50%

 All pts: 32%
 AR LBD mutation positive: 68%
 AR LBD mutation negative: 8%

EXPERT CONCLUSIONS
> ODM-208 shows promising antitumor activity, particularly in pts with AR LBD mutations

– AR LBD mutation appears to be a strong biomarker which can be used for further development
> Adrenal insufficiency is not unexpected considering the drug MOA, and lower dosages appear to be associated with reduced incidence

RESPONSE DURATION
Time on treatment - CYPIDES Part 1



Key Insights
Prostate Cancer Part 2 – Targeted Therapies 



Experts Debated Results of First-Line Trials of PARP Inhibitors 
Plus Abiraterone for mCRPC
MAGNITUDE AND PROpel
Experts consider the results of the PROpel and MAGNITUDE trials showing that 
the addition of a PARPi to abiraterone significantly increased rPFS to be 
convincing in the BRCA1/2-mutated subset of men with mCRPC and consistent 
with results in more heavily pretreated populations
> However, experts also noted there are substantial toxicities associated with 

PARPi, and they would be hesitant to adopt this approach without a demonstrated 
OS benefit

– In particular, experts expressed concern about the incidence of pulmonary 
embolism reported in the PROpel trial 

– Consecutive treatment with these agents is perceived to have much better 
tolerability

Although the PROpel trial showed an improvement with the addition of olaparib 
in patients without HRR mutations, no benefit was observed in this patient 
subset or in those with non-BRCA1/2 HRR mutations in the MAGNITUDE trial 
with niraparib
> Experts remain skeptical with regard to benefit from PARPi in non–BRCA1/2-

mutated PC; more data are needed to clarify the effect in these subpopulations
– Experts suggested the benefit observed in the HRR-mutated subset is likely 

driven by the BRCA1/2 mutations; however, certain individual HRR 
mutations, such as those in PALB2, may also confer sensitivity and require 
further investigation

Dr Petrylak:
I’m also very skeptical about how much 
of that benefit of the 2 drugs in the 
HRD-positives is driven by BRCA-
positive patients. We’ve seen other 
studies where there have been 
combinations of 2 agents, like 
immunotherapy with PARPs, or 
antiangiogenic agents, where it’s the 
BRCAs that are driving the improvement 
in rPFS, not the other subgroups, so to 
say that you don’t need the markers at 
this point was not really supported by 
the data.

“
“



Experts Discussed Considerations for Future First-Line 
Hormonal Therapy Trials for mCRPC
FUTURE STUDIES AND PRACTICAL IMPLICATIONS
First-line hormonal therapy trials for antiandrogen-naive mCRPC such as MAGNITUDE 
and PROpel may lose relevance going forward as more patients receive a next-
generation antiandrogen in the castration-sensitive setting
> Experts expressed concern regarding recent surveys suggesting that 50% or more of 

patients in the US with mCSPC are not receiving an intensified regimen (ADT plus 
antiandrogen or docetaxel)

> Additional studies are needed to evaluate this strategy in patients who received a next-
generation antiandrogen in the mCSPC setting, and to determine whether the addition of 
a PARPi to an antiandrogen can overcome resistance to that antiandrogen

– Experts suggested a trial in patients with BRCA-mutated mCRPC with progression 
on abiraterone-ADT for CSPC, in which patients would be randomized to a PARPi 
with or without continued abiraterone 

There is also a need to clarify the temporal interaction between the PARPi and the 
antiandrogen – experts noted that for patients in the MAGNITUDE trial who received 
abiraterone for up to 4 months prior to starting niraparib, the HR was .95, suggesting 
no benefit
> The ongoing TALAPRO-2 trial evaluating enzalutamide ± talazoparib in patients with 

mCRPC should help to address this question, since initiation of enzalutamide prior to 
study entry is not allowed

Dr Petrylak:
Intriguing data from both PROpel 
and MAGNITUDE. We think that 
the BRCA1s and BRCA2s are 
probably driving the synergy 
between the 2 different agents. The 
question of course is the 
applicability to the general 
population, since this population is 
a shrinking population.

“
“



Experts Assessed Novel AR-Targeted Agents for mCRPC

ARV-110
Experts were enthusiastic about the activity ARV-110, noting it appears to be more active against 
certain AR mutations, particularly AR 878/875 mutations
> Experts recommended focusing on biomarker-selected subpopulations for further clinical development 

to optimize the signal-to-noise ratio
– The frequency of these mutations is estimated to be approximately 15%–20% in post—

abiraterone-enzalutamide mCRPC
> Experts experienced with this agent noted disease stabilization is more frequent than dramatic 

response, but the duration is clinically meaningful 
> GI toxicities can be challenging for some patients, and seem to be related to dosage

– Experts suggested investigating whether a lower, better-tolerated dosage might be equally 
efficacious in biomarker-selected patients

> Data are needed regarding the prognostic significance of the various AR mutations

Dr Fizazi:
Generally speaking, these
2 agents . . . show us 
again that manipulating 
the AR axis in men failing 
abiraterone or 
enzalutamide can work, 
and all of the genomic 
studies we’ve been doing 
in these men shows that 
the main driver of this 
disease, or most often the 
driver, remains the AR.

“

“

ODM-208
Early data with ODM-208 are considered impressive in an androgen-resistant population
> There is some concern about adrenal insufficiency, but the risk for this AE appears to be less at lower 

dosages
> One expert suggested a dual-development pathway for this agent, both in all-comers and in the LBD-

mutation biomarker-selected population
> Experts would like to see data on the rate of progression to a neuroendocrine phenotype following 

treatment with ODM-208



Congress Highlights
Bladder Cancer Part 1 – ADCs



TROPHY-U-01 Cohort 3: Sacituzumab govitecan plus pembrolizumab in 
patients with mUC that progressed after platinum-based regimens
Grivas, et al. 2022, ASCO GU 434
STUDY POPULATION
> 41 CPI-naive pts with mUC that progressed after platinum-based 

chemotherapy received treatment with sacituzumab govitecan 
(SG) + pembrolizumab

OUTCOME
> Efficacy

– ORR was 34%; median DOR had not been reached with a 
median follow-up of 5.8 months
 ORR = 42% in pts with visceral mets

– Median PFS was 5.5 months
> Safety

– 24% grade 3/4 diarrhea
– 25% of pts received steroids for an irAE

EXPERT CONCLUSIONS
> The study met its primary endpoint in terms of response rate in this cohort, although it is too early to assess the durability of these responses
> The rate of grade 3/4 diarrhea is higher than expected, and 25% of pts requiring steroids may be an issue
> It is unclear where this combination would fit, since the current SOC for platinum-treated mUC is avelumab maintenance 

RESPONSE

63% of patients with tumor 
shrinkage



Study EV-103 Cohort H: Neoadjuvant treatment with enfortumab vedotin 
monotherapy in patients with MIBC who are cisplatin-ineligible
Petrylak, et al. 2022, ASCO GU 435
STUDY POPULATION
> 22 pts with cisplatin-ineligible cT2-T4aN0M0 MIBC were treated 

with enfortumab vedotin (EV) prior to cystectomy
– 19 pts completed the planned 3 cycles

OUTCOME
> Safety

– 4 (18%) patients had grade ≥3 EV-related AEs
– No EV-related grade 4 AEs or deaths were observed

 3 deaths occurred on the study
• Acute kidney injury
• Cardiac arrest (related to cystectomy)
• Pulmonary embolism (related to cystectomy)

– There was no grade ≥3 peripheral neuropathy, and no dose 
reductions due to peripheral neuropathy

EXPERT CONCLUSIONS
> The 36% pCR rate is respectable, and there is a clear unmet need in this patient population
> EV appears to be relatively well tolerated in this setting; the 3 perioperative deaths may have been bad luck, but may also be a signal to 

watch in future studies

EFFICACY

Pathologic Response
Central Pathology 
Results (N = 22)
n (%) [95% CI]

Pathologic Complete Response Rate
(defined as absence of any viable tumor 
tissue: ypT0 and N0)

8 (36.4%)
[17.2–59.3]

Pathologic Downstaging Rate
(defined as presence of ypT0, ypTis, ypTa, 
ypT1, and N0)

11 (50.0%)
[28.2–71.8]



DS8201-A-U105: A phase 1b study of trastuzumab deruxtecan (T-DXd) 
with nivolumab in patients with HER2-expressing urothelial carcinoma
Galsky, et al. 2022, ASCO GU 438
STUDY POPULATION
> 34 pts with advanced/metastatic UC, with centrally confirmed 

HER2 expression by IHC 2+/3+ (cohort 3; high expression) or IHC 
1+ (cohort 4; low expression) who received prior platinum-based 
therapy with documented progression

OUTCOME
> Efficacy

– ORR = 37% in Cohort 3 (62.5% in IHC 3+ and 27% in IHC 2+)
 Median DOR = 13.1 months

– In Cohort 4, 2 pts had a PR, 1 SD
> Safety

– 6 pts (20%) experienced interstitial lung disease 
(ILD)/pneumonitis (any grade)
 One grade 3 event, one grade 5 event

RESPONSE DURATION IN COHORT 3

EXPERT CONCLUSIONS
> The ORR in the HER2 IHC3+/2+ cohort is respectable, especially for pretreated pts, but numbers are small

– Some responses appear to be durable, but it is still early, and follow-up is short
> ILD/pneumonitis could be an issue and needs to be watched; it is likely related to the drug MOA and is not unusual with ADCs
> While the preliminary biomarker analysis is unlikely to yield significant results in this small population, it is important to do these correlative 

studies through the development process



RC48-C014: Preliminary results of RC48-ADC combined with toripalimab 
in patients with locally advanced or metastatic urothelial carcinoma
Zhou, et al. 2022, ASCO GU 515
STUDY POPULATION
> 32 pts with mUC

– 47% received prior systemic therapy
– 9% were HER2 IHC 3+, 53% were IHC 2+, 31% were IHC 1+

OUTCOME
> Efficacy

– The ORR for 1L previously untreated mUC was 80% and 
75% for pts with liver mets 

– The ORR was 100% for pts with HER2 (3+), 78% for HER2 
(2+), 67% for HER2 (1+), and 50% for HER2 (0) respectively

> Safety
– 8 pts (25%) experienced irAEs requiring systemic steroids

EXPERT CONCLUSIONS
> The spider plot suggests some durability of response with this combination, but it is still quite early 
> The rate of irAEs requiring steroids is of some concern, but does not kill the combination
> A study of RC48-ADC and toripalimab vs platinum-based chemotherapy in chemotherapy-naive mUC is being planned

RESPONSE DURATION



Key Insights
Bladder Cancer Part 1 – ADCs



Experts Assessed Investigational Approaches Utilizing ADCs 
Currently in Use for mUC
SACITUZUMAB GOVITECAN PLUS PEMBROLIZUMAB
The activity of SG plus pembrolizumab in platinum-pretreated mUC is considered interesting, but 
experts questioned the relevance of these results when maintenance avelumab is currently 
considered SOC; further, the algorithm may change completely if the ongoing 1L trial of EV plus 
pembrolizumab is positive
> A larger question is whether there is a role for continuing therapy with an ICI with an alternate cytotoxic 

after a patient progresses on 1 ICI-containing regimen, which will become more common as ICIs are 
used in earlier stages of disease

– Experts do not think use of an ICI beyond progression would be viable in the absence of 
compelling data
 Trials are needed to assess the efficacy of ICI combinations in ICI-pretreated mUC

> Another important question is whether to re-treat a patient who relapses after adjuvant nivolumab with 
an ICI-containing regimen, and if so, how long the treatment-free interval would need to be

Dr Petrylak:
I’m really concerned 
about drug development 
in this disease, because 
we’ve got so many trials 
that are going to mature, 
and to design the next 
trial right now is kind of 
problematic in terms of 
prior treatment. That’s 
an issue.

“
“NEOADJUVANT ENFORTUMAB VEDOTIN FOR MIBC
The 36% pCR rate achieved with neoadjuvant EV is considered respectable, but experts expressed 
some concern about the 3 postoperative deaths
> It is unclear whether these deaths were treatment related or within expectations for postsurgical 

outcomes in this cisplatin-ineligible patient population
– Reports suggest a perioperative mortality rate of ~9% in this population

> Experts also questioned the role for single-agent neoadjuvant therapy, in light of all of the combinations 
being studied for MIBC



Experts Discussed HER2-Targeted ADCs in Combination With 
Immune Checkpoint Inhibitors for HER2+ mUC
TRASTUZUMAB DERUXTECAN AND RC48-C014
Results of the 2 studies suggest the HER2-targeted ADCs (trastuzumab deruxtecan 
[T-DXd] and RC48-C014) have activity in combination with an ICI, but it is unclear if 
there is any synergy
> Experts are supportive of investigation into HER2-targeted therapies for HER2+ UC, 

noting that HER2 is expressed in ~10%–20% of these cancers
– Several experts noted they have used HER2-targeted agents in patients with 

HER2+ mUC, and have seen responses in a small percentage
> However, experts also questioned whether the HER2-targeted ADCs would be active 

in patients previously treated with EV and/or SG, and whether there was any 
advantage to biomarker selection with the availability of ADCs that do not require a 
biomarker

– It was noted that the payload of RC48-C014 is the same as the payload of EV
 More information is needed on the mechanisms of resistance to ADCs, 

and whether this is mediated by loss of the surface antigen or loss of the 
payload target

> Both trials need longer follow-up to determine the durability of responses
> Toxicities are of some concern with these combinations, particularly the ILD observed 

with T-DXd and the 25% incidence of irAEs with RC48-C014

Dr Dreicer:
What I want to know ultimately is 
differential response . . . do these 
patients respond in the same way to 
SG and EV? I want to know, is there a 
reason for me to do biomarker 
selection because they’re going to get 
an advantage? If there’s no advantage 
and they get the same kinds of 
outcomes we get from EV or SG, then 
I’m not sure where to go with that.

“
“



Congress Highlights
Bladder Cancer Part 2 – PARP Inhibitors and 
Immunotherapies



Phase 3 results in both CIS and papillary cohorts BCG-unresponsive 
NMIBC after IL-15RαFc superagonist N-803 and BCG infusion
Chang, et al. 2022, ASCO GU 431
STUDY POPULATION
> 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
> Cohort A (CIS)

– CR rate = 71% with 34% maintaining CR at 18 mo
– 12-month cystectomy free rate: 89%

> Cohort B (Papillary)
– Disease-free rate

 57% probability at 12 mo
 53% probability at 18 mo

> Safety There were 0% treatment-related SAEs and 0% immune 
related SAEs

CONCLUSIONS
> Given the observed efficacy and favorable AE profile and intravesical mode of administration, N-803 represents a significant advance 

compared with existing therapies for BCG-unresponsive CIS and papillary NMIBC

N-803 MECHANISM OF ACTION



A randomized, biomarker selected, phase II trial of maintenance PARPi 
following chemotherapy for mUC: the ATLANTIS rucaparib arm
Crabb, et al. 2022, ASCO GU 436
STUDY DESIGN AND PATIENT POPULATION
> ATLANTIS is an adaptive, multicomparison, phase II trial platform 

testing multiple biomarker-selected maintenance therapies for 
mUC after 4 to 8 cycles of platinum-based chemotherapy 

> Biomarker allocation to the rucaparib comparison was on the 
basis of ≥10% genomic loss of heterozygosity (%LOH) and/or 
somatic alteration in defined DNA repair deficiency (DRD)-
associated genes (ATM, BARD1, BRCA1, BRCA2, BRIP1, 
CDK12, CHEK2, FANCA, NBN, PALB2, RAD51, RAD51B, 
RAD51C, RAD51D, RAD54L) and/or germline BRCA1 or BRCA2
alteration

– 40 biomarker-positive patients were randomized (1:1) to 
maintenance rucaparib or matched placebo

SAFETY
> The most frequent treatment-related AEs (all grades) more 

common with rucaparib were fatigue (63% vs 30%; P =.03); 
nausea (37% vs 5%, P =.03) and rash (21% vs 0%; P =.04)

CONCLUSIONS
> Maintenance rucaparib, following platinum-based chemotherapy, appears to improve PFS in DRD biomarker-selected patients with mUC and 

is tolerable

EFFICACY
> Median PFS: 35.3 weeks with rucaparib and 15.1 weeks with 

placebo (HR = .53; P =.07)



Meet-URO 12: BSC +/- niraparib as maintenance in patients with mUC 
whose disease did not progress after 1L platinum-based chemotherapy
Vignani, et al. 2022, ASCO GU 442

STUDY POPULATION
> 58 pts with advanced transitional cell UC, without evidence of 

progression after 4–6 cycles of first-line platinum-based 
chemotherapy, were randomized to niraparib plus BSC or BSC 
alone

> Accrual was prematurely stopped due to availability of avelumab 
in the same setting

OUTCOME
> Median PFS: 2.1 mo with niraparib and 2.4 mo with BSC alone 

(HR = .92; P =.81). 
> 6-months progression-free rate: 28.2% (niraparib) and 26.3% 

(BSC)
> Safety

– The most common AEs with niraparib were anemia (50.0%, 
G3 10.5%), thrombocytopenia (36.8%, G3-4 15.8%), 
neutropenia (21.1%, G3 5.3%), fatigue (31.6%, G3 15.8%), 
constipation (31.6%, G3 2.6%), mucositis (13.2%, G3 2.6%), 
nausea (13.2%, G3 2.6%)

– 47.4% of pts required a dose reduction of niraparib

EXPERT CONCLUSIONS
> In this small experience there was no evidence of improvement in 

PFS; however, this was a very tiny trial that was stopped 
prematurely



ARIES: First line avelumab in patients with PD-L1+ve metastatic or 
locally advanced UC unfit for cisplatin
Iacovelli, et al. 2022, ASCO GU 439
STUDY POPULATION
> 71 cisplatin-ineligible pts (at least 1 of: ECOG-PS = 2, CrCl <60 

mL/min, grade ≥2 peripheral neuropathy/hearing loss, progression 
within 6 mo before the end of neo/adj chemo), who had not 
previously received systemic therapy for mUC, and with PD-L1 
≥5% 

– Pts received avelumab until progression or unacceptable 
toxicity 

OUTCOME
> Median OS was 10.0 months, and 40.8% of patients were alive at 

1-year 
> ORR for all patients was 22.5%; CR:1.4% (n = 1), PR: 21.1% 

(n = 15)
– Clinical benefit was 43.6% (n = 31) 

> Median PFS: 2.0 months
> Among the 56 pts who received at least 3 cycles of therapy the 

median OS was 16.0 vs 1.0 mo
> There were 5 (7.0%) grade 3 AEs, and no treatment-related deaths

CONCLUSIONS
> Avelumab is active and safe in pts with cisplatin-unfit, PD-L1+ aUC with poor baseline characteristics



BAYOU: A phase II, randomized study of durvalumab plus olaparib for 
the 1L treatment of platinum-ineligible unresectable, stage IV UC
Rosenberg, et al. 2022, ASCO GU 437
STUDY POPULATION
> 154 platinum-ineligible pts with unresectable mUC who had not 

received prior systemic therapy for stage IV disease were 
randomized to durvalumab ± olaparib

– Approximately 2/3 of pts had visceral mets and 
approximately 20% had HRR mutations

OUTCOME
> mPFS did not differ significantly in the ITT population: 4.2 mo 

(olaparib) vs 3.5 mo (placebo) (HR = .94; P =.789)
> In pts with HRR mutations, mPFS was 5.6 mo with durvalumab 

plus olaparib vs 1.8 months with durvalumab alone (HR = .18; P
<.001)

> Grade 3/4 AEs occurred in 18% and 9% of pts in the durvalumab 
plus olaparib and durvalumab plus placebo groups, respectively

– There was 1 death due to anemia in the placebo group

CONCLUSIONS
> On the basis of the primary endpoint, durvalumab and olaparib did not significantly prolong PFS, compared with durvalumab and placebo in 

patients with previously untreated, platinum-ineligible mUC 
– Pre-planned secondary, subset analyses suggested a particular benefit to this treatment regime in patients with HRR mutations

PFS IN HRR-MUTATED SUBGROUP



Avelumab 1L maintenance for advanced UC: Long-term follow-up results 
from the JAVELIN Bladder 100 trial
Powles, et al. 2022, ASCO GU 438
STUDY POPULATION
> Pts with advanced UC that had not progressed with 4–6 cycles of 

first-line gemcitabine plus cisplatin-carboplatin were randomized 
to receive maintenance avelumab plus BSC or BSC alone

– The primary analysis showed that maintenance avelumab 
significantly improved median OS (21.4 months vs 14.3 
months; HR = .69; P =.001). [Powles, et al. N Engl J Med. 
2020;383(13):1218-1230]

OUTCOME
> Current analysis ≥2 yr follow-up in all pts

– mOS: 23.8 mo vs 15.0 mo in overall population (HR = .76; 
P = .0036)

– mOS: 30.9 mo vs 18.5 mo in PD-L1+ subgroup (HR = .69; 
P = .0064)

> No new safety signals were identified

EXPERT CONCLUSIONS
> Longer follow-up continues to support the recommendation of maintenance avelumab for pts with mUC that has not progressed on 1L 

platinum-based chemotherapy

OVERALL SURVIVAL



Avelumab 1L maintenance + BSC versus BSC alone in Asian patients 
with advanced UC: JAVELIN Bladder 100 subgroup analysis
Eto, et al. 2022, ASCO GU 486
STUDY POPULATION
> 147 Asian pts enrolled in JAVELIN Bladder 100 at sites in Japan, 

South Korea, Taiwan, Hong Kong, and India

OUTCOME
> mOS (All pts): 25.3 mo with avelumab plus BSC vs 18.7 mo with 

BSC alone (HR, .74 [95% CI, .434–1.260]) 
> mOS (PD-L1+; N = 71): 26.1 mo vs 19.4 mo, respectively (HR = 

.66 [95% CI, .279–1.541])
> The most common grade ≥3 TEAEs in the avelumab arm were 

anemia (9.7%), amylase increased (5.6%), and urinary tract 
infection (4.2%)

EXPERT CONCLUSIONS
> Ethnicity does not appear to be a differentiator for benefit from maintenance avelumab

– OS appears similar in the Asian population compared with patients from the rest of the world
– No new signals related to AEs; side-effect profile similar to ROW

OS AND PFS – ASIAN POPULATION



Key Insights
Bladder Cancer Part 2 – PARP Inhibitors and 
Immunotherapies



Experts Discussed Investigational Strategies for BCG-
Unresponsive NMIBC
INTRAVESICAL THERAPIES
Experts found the results of the QUILT 3.032 trial evaluating the IL-15RαFc superagonist N-803 plus 
BCG in BCG-unresponsive CIS and papillary NMIBC to be encouraging in both cohorts, and the 
safety profile is considered reasonable
> Currently, there are nearly 100 investigational intravesical or systemic therapies in clinical trials for 

NMIBC, so the challenge will be selecting the optimal agents
– Another intravesical therapy, nadofaragene firadenovec, is the furthest ahead in development and 

is likely to be the next agent approved for BCG-unresponsive NMIBC, although currently there 
appears to be production challenges

– Experts suggested intravesical therapies have a better chance for uptake by urologists than 
systemic therapies

The supply of BCG appears to have improved, at least in some areas, at the beginning of 2022

Dr Petrylak:
N-803 plus BCG looks 
active – the question is, 
with all these trials, how 
will we select the proper 
agent?

“ “



Experts Reviewed Immune Checkpoint Inhibitors for mUC

MAINTENANCE AVELUMAB
Experts were happy to see the longer follow-up of the JAVELIN Bladder 100 trial confirming prior 
results and supportive of maintenance avelumab; no evidence of a differential effect was observed 
in the Asian subpopulation 
> Experts noted the field will likely change dramatically in the next several years, with increased use of 

adjuvant nivolumab, and potentially the use of EV plus pembrolizumab 1L, which could greatly reduce 
the number of patients eligible for switch maintenance with avelumab

The optimal duration of maintenance avelumab remains a key clinical question
> Experts commented the q2w regimen can be challenging for patients when given for an extended 

duration of time
> One expert indicated they would consider stopping avelumab maintenance at 2 years if the patient had 

stable disease or better, on the basis of the data with pembrolizumab for mUC

Dr Petrylak:
You’re having patients 
come in every other 
week over a 2-year 
period – that’s a pretty 
intense regimen. I think 
we need some better 
answers to [the question 
of optimal duration].

“
“

ARIES TRIAL
ARIES trial results show that avelumab has activity as a first-line therapy for patients with cisplatin-
ineligible PD-L1+ mUC, with a reasonable safety profile
> Beyond this, experts did not think comparison of these results with those from trials of other ICIs in this 

setting would be appropriate



Experts Assessed the Data With PARP Inhibitors for mUC

ATLANTIS, Meet-URO 12, AND BAYOU 
Efficacy results from the ATLANTIS and Meet-URO 12 trials evaluating maintenance 
therapy with a PARP inhibitor for chemotherapy-treated mUC, as well as the BAYOU trial 
of olaparib plus durvalumab for platinum-ineligible mUC, are considered underwhelming
> Experts consider the toxicities associated with PARP inhibitors to be formidable in a 

primarily elderly patient population with a median age of 73
> The observed activity with the PARP inhibitors is not perceived to be sufficient to support the 

use of a PARP inhibitor even in a biomarker-selected population
– Experts suggested that PARP inhibitors do not have a future in mUC at this time

Dr Dreicer:
These data don’t really move the 
needle in any kind of meaningful 
way. I don’t think any of the 
studies we’ve seen to date lead 
me to believe that I should be 
doing biomarker selection and 
then adding a PARP [in mUC].

“
“



Congress Highlights
Renal Cell Carcinoma



NeoAvAx: Neoadjuvant avelumab/axitinib in patients with localized RCC 
who are at high risk of relapse after nephrectomy
Bex, et al. 2022, ASCO GU 289
STUDY POPULATION
> 40 pts with high-risk non-metastatic ccRCC (cT1b-4cN0-1M0, 

grades 3-4) were treated with 12 weeks of neoadjuvant 
avelumab/axitinib prior to nephrectomy

OUTCOME
> 12 pts (30%) had a PR; 83% of responding pts remain disease-

free
> Median DFS and OS have not been reached

– mDFS longer in responding pts
> Postoperative adverse events occurred in 8 pts 

– 1 pt had a delay of surgery
– Approximately 50% of pts had tissue plane complications

> Pts with higher CD8+ or CD39+ cells in resected specimen were 
less likely to relapse

EXPERT CONCLUSIONS
> The combination appears to have activity, but it is unclear whether avelumab adds benefit beyond what would be expected with axitinib alone
> Safety questions have not been adequately addressed – there seems to be slightly more surgical complications than would be expected with 

a single antiangiogenic agent 

TUMOR RESPONSE



Pembrolizumab as post nephrectomy adjuvant therapy for patients with 
RCC: 30-month follow-up results of KEYNOTE-564
Choueiri, et al. 2022, ASCO GU 290
STUDY POPULATION
> 994 pts with intermediate-high or high-risk pT2/3N0M0 or M1 NED 

ccRCC who had undergone nephrectomy were randomized to 
adjuvant therapy with pembrolizumab or placebo

OUTCOME
> 24-mo DFS: 78.3% (pembro) vs 67.3% (placebo) (HR = 63; P

<.0001)
> All subgroups appear to derive benefit from adjuvant pembro

– Intermediate/high risk: HR = .68
– High risk: HR = .60
– M1 NED: HR = .28
– Sarcomatoid features: HR = .54

> 24-mo OS: 96.2% vs 93.8%; HR = .52; P = .0048 (did not cross 
prespecified significance boundary)

EXPERT CONCLUSIONS
> The absolute difference in DFS and OS continues to increase; everything is moving in the right direction, with all subgroups deriving benefit

– The OS analysis is immature and not enough deaths have occurred yet

DFS: PRIMARY VS UPDATED ANALYSES



A phase I/II study of nivolumab and axitinib in patients with advanced 
renal cell carcinoma
Zibelman, et al. 2022, ASCO GU 291
STUDY POPULATION
> 40 pts with treatment-naive mRCC (clear cell component) were 

treated with axitinib plus nivolumab
– 41% favorable risk, 52% intermediate risk

OUTCOME
> ORR: 60%; DCR: 98%
> mPFS: 16.4 mo

– PFS estimates
 12-mo: 60.8%
 24-mo: 25.3%

> OS estimates
– 12-mo: 87.1%
– 24-mo: 69.4%

> Safety similar to other IO/TKI regimens

EXPERT CONCLUSIONS
> Patients do well on this combination, and it is well tolerated, but it is hard to say much more because it is a small trial
> Comparable with other IO-TKI combinations

TUMOR RESPONSE



Novel predictive biomarkers of response to immune checkpoint 
blockade with nivolumab ± ipilimumab in the TITAN-RCC phase 2 trial
Grimm, et al. 2022, ASCO GU 367
STUDY POPULATION
> Pts with intermediate- and poor-risk advanced ccRCC received 

nivolumab induction; nonresponders (SD or PD) received 2–4 nivo 
plus ipi “boost” cycles; responders to nivo induction continued with 
maintenance 

> Blood samples for biomarker analyses were taken at baseline, 
during nivo induction and nivo plus ipi “boost” cycles

OUTCOME
> Responders to nivo induction were found to have higher levels of 

4-1BB+ CD8+ and CD4+ T cells, and LAG-3+ CD4+ T cells at 
baseline

> Response nivo plus ipi “boost” was associated with higher 
proportions of PD-L1 myeloid and dendritic cells at the start of the 
“boost” cycles

EXPERT CONCLUSIONS
> Interesting early data; suggest we may be able to identify responding patients earlier, but it would be premature to make any change on the 

basis of this small dataset 

RESPONSE TO NIVOLUMAB INDUCTION



Final OS analysis in CheckMate 9ER: Nivolumab plus cabozantinib 
versus sunitinib for patients with aRCC
Powles, et al. 2022, ASCO GU 350
STUDY POPULATION
> Pts with previously untreated mRCC were randomized to 

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

OS with the IO-TKI doublet (Choueiri TK, et al. N Engl J Med 2021)

OUTCOME
> 32.9 months median follow-up 
> mOS: 37.7 months (N/C) vs 34.3 months (S); HR = .70 (95% CI, 

.55–.90)
> mPFS: 16.6 months vs 8.3 months, respectively (HR = .56; 95% 

CI, .46–.68)
> ORR: 56% (N/C) vs 28% (S)

– mDOR: 23.1 months vs 15.1 months

EXPERT CONCLUSIONS
> Longer follow-up shows that this combination still works, and PFS and OS continue to be robust
> However, results are somewhat underwhelming; as ICIs become more widely used, the gap between sunitinib and cabozantinib-nivolumab is 

getting narrower

OVERALL SURVIVAL



HRQoL in previously untreated patients with aRCC: CheckMate 9ER 
updated results
Cella, et al. 2022, ASCO GU 285
STUDY POPULATION
> Pts with previously untreated mRCC randomized to cabozantinib 

plus nivolumab vs sunitinib
> QOL was assessed using the Functional Assessment of Cancer 

Therapy Kidney Symptom Index-19 (FKSI-19) and EQ-5D-3L 
instruments

– QOL measures were captured Q2W for cabo-nivo and Q6W 
for sunitinib, although comparisons were only done at 
concordant time points

OUTCOME
> Cabo-nivo was associated with improved time to first deterioration, 

confirmed deterioration, and definitive deterioration compared with 
sunitinib

> Patients treated with cabo-nivo also experienced less treatment 
burden and less bother from AEs

EXPERT CONCLUSIONS
> QOL continues to favor cabo-nivo – there is a slight drop initially, but then disease symptoms get better compared with sunitinib, which stays 

lower
– Cabo-nivo appears to delay patient deterioration 

> One issue with QOL measures is that they do not capture patients who are admitted to the hospital or not showing up to clinic because they 
are sick, so results are biased in favor of patients who are doing better overall



HRQoL in previously untreated patients with aRCC in CheckMate 214: 
Five-year follow-up results
Cella, et al. 2022, ASCO GU 307
STUDY POPULATION
> 1096 pts with previously untreated mRCC were randomized to 

ipilimumab plus nivolumab vs sunitinib
> Health-related QOL was assessed using the FKSI-19, FACT-G, 

and EQ-5D-3L instruments at baseline (and on day 1 of wk 1 and 
4 of the first 2 cycles, on day 1 of wk 1 and 5 of the next 2 cycles, 
and on day 1 of wk 1 of subsequent cycles

OUTCOME
> In the overall and intermediate/poor-risk populations, nivo-ipi pts reported improved mean FKSI-19 total scores over time, compared with a 

decline observed with sunitinib 
> Overall changes from BL through 59 months favored nivo-ipi over sunitinib with significant differences between arms observed for all 

outcomes
> Median time to confirmed deterioration was significantly longer with nivo-ipi vs sunitinib for all FKSI-19 scores, as well as FACT-G total and 

physical domains for both populations (P <.05) 
> Pts in the nivo-ipi arm were 76% and 73% less likely to be notably bothered by side effects than pts in the sunitinib arm in the total and 

intermediate/poor-risk populations, respectively

EXPERT CONCLUSIONS
> Nivo-ipi demonstrated improved health-related QOL compared 

with sunitinib, even with 59 months of follow-up
> A decreased risk of bother from ipi plus nivo therapy-related 

adverse effects was noted
> Risk of deterioration in health-related QOL was also reduced with 

ipi plus nivo compared with sunitinib



Initial results from the phase 1 study of ARO-HIF2 to silence HIF2-alpha 
in patients with advanced ccRCC (AROHIF21001)
Brugarolas, et al. 2022, ASCO GU 339
STUDY POPULATION
> Pts with advanced ccRCC patients (with progressive disease on 

prior anti-VEGF and ICI therapy), were enrolled into 3 escalating 
dose cohorts 

> 17 patients have been enrolled to receive IV injections of ARO-
HIF2 of 225 mg weekly (cohort 1, n = 7) or 525 mg weekly (cohort 
2, n = 10)

OUTCOME
> 9 of 17 patients had tumor samples that could be evaluated

– 7 of 9 demonstrated reductions in HIF2α
– Reductions ranged from -9% to -82% with a mean reduction 

of -48%
> 1 PR in Cohort 2, 5 SD as best response
> Generally, well tolerated with no reported cases of drug-related 

anemia

EXPERT CONCLUSIONS
> Early data are fairly promising in a heavily pretreated patient population
> If there really is a low incidence of anemia with ARO-HIF2, this could differentiate this agent from belzutifan

TARGETED RNAi MOLECULE DELIVERY PLATFORM



Key Insights
Renal Cell Carcinoma



Experts Reviewed Data From Adjuvant and Neoadjuvant Trials 
for RCC
KEYNOTE-564 
Updated results from KEYNOTE-564 show an increasing DFS benefit with adjuvant 
pembrolizumab, with all subgroups appearing to benefit; OS is still immature but trending in 
the right direction
> Experts indicated they discuss these data with all eligible patients, and most patients are eager 

for this therapy
> There are currently no data to guide treatment in patients who recur with metastatic disease 

during or after treatment with adjuvant pembrolizumab
– Most experts indicated they would likely use a TKI in this setting, but might consider 

retreatment with an ICI combination after an extended interval from prior treatment
– Trials are needed to address the best approach in this scenario

Dr Fizazi:
We do see, sometimes, these 
patients with enormous tumors 
without metastases which are real 
challenges surgically speaking, and 
obviously it’s good to have proof of 
concept that these tumors can really 
shrink significantly and make the 
surgery much easier and potentially 
curable in some patients. Now 
whether this is the exact combination 
we should use, whether also we 
should use the IO, of course, I don’t 
know.

“

“

NEOADJUVANT AVELUMAB PLUS AXITINIB
Results from the neoadjuvant trial of avelumab plus axitinib show proof of principle that this 
approach can be used to downstage tumors before resection
> However, with pembrolizumab approved by the FDA as an adjuvant therapy, it is unclear where a 

preoperative ICI-TKI regimen would fit, and experts do not see a future for development in the 
neoadjuvant setting

> Ongoing phase III trials such as PROSPER (perioperative nivolumab vs observation) will help to 
further clarify the role of ICIs in patients undergoing nephrectomy for M0 RCC



Experts Discussed First-Line Therapies for mRCC

QUALITY OF LIFE ANALYSES
The QOL data from CheckMate 9ER and 214 show that disease-specific QOL improves with 
either first-line regimen (cabo-nivo or ipi-nivo) compared with sunitinib 
> While experts agree it is important to gather QOL data, these data typically do not influence 

treatment decision-making
– Experts perceive community oncologists favor the axitinib-pembrolizumab combination 

because it has been available the longest, and thus they are most familiar with it
– Cabozantinib is perceived in the community to be associated with challenging toxicities, 

and is also preferred second-line as a single agent
 Data showing QOL improvements may help to reassure community oncologists 

regarding patient perceptions of cabozantinib therapy

Dr Nanus:
[The CheckMate 214 QOL 
analysis] was pretty clear and 
showed that there really is a big 
difference in terms of how 
patients are perceiving how 
they’re doing and their side 
effects, and I think that’s 
something we need to take into 
consideration when we’re 
deciding with some of those 
patients, what do we go with 
first. 

“

“

AXITINIB + NIVOLUMAB
The phase I/II trial of axitinib plus nivolumab shows this regimen is active in intermediate-
or good-risk RCC, but the data do not suggest this combination would stand out from other 
ICI-TKI regimens already in use



Experts Assessed Novel Agents and Biomarkers for mRCC

ARO-HIF2
Preliminary data from the phase I study suggest this HIF2-alpha–targeted agent has 
activity in a heavily pretreated population, but it is too early to speculate on how it 
would compare with belzutifan
> The absence of reported anemia is considered very encouraging if it holds up in larger 

studies, and could help to distinguish this agent from belzutifan
> Further study is warranted, and HIF2-alpha is considered a validated target in mRCC Dr Dreicer:

We already have an approved agent, 
so [HIF-2α] is a good target. The 
question is, is this a better drug? Is it a 
better drug and less toxic? Or is it just 
less toxic, and can you prove it if it’s 
less toxic? Those are the issues. The 
target is validated.

“
“BIOMARKERS FOR FIRST-LINE TREATMENT SELECTION

The biomarker substudy of the TITAN RCC trial generated interesting data, but it 
would be premature to make any changes on the basis of such a small study
> Experts anticipate that biomarkers will be identified in the future that will help to guide 

treatment selection for individual patients with mRCC
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