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BACKGROUND

> On February 16, 2021, at the conclusion of the 2021 American Society of Clinical 
Oncology Genitourinary Cancers Symposium (ASCO GU), Aptitude Health brought 
together a group of experts in GU cancers to attend the Emerging Paradigms in Care 
Series (EPICS) Congress Coverage meeting

> The goal of the panel was to critique and debate evidence in GU cancers and gain 
strategic insight into the most impactful abstracts from the ASCO GU meeting with respect 
to changing the scope of practical clinical care and/or shaping current research directions
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AGENDA
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Time (EDT) Topic Speaker/Moderator

1.00 PM – 1.05 PM Welcome and Introductions Daniel Petrylak, MD

1.05 PM – 1.10 PM Novel Therapies for BCG-Unresponsive NMIBC and MIBC Leonard Gomella, MD, FACS

1.10 PM – 1.18 PM
Discussion: Novel Therapies for BCG-Unresponsive NMIBC 
and MIBC All

1.18 PM – 1.20 PM Summary and Key Takeaways – Bladder Part 1 All

1.20 PM – 1.30 PM Novel Agents for Metastatic Bladder Cancers Robert Dreicer, MD, MS, 
MACP, FASCO

1.30 PM – 1.45 PM Discussion: Novel Agents for Metastatic Bladder Cancers All

1.45 PM – 1.50 PM Summary and Key Takeaways – Bladder Part 2 All

1.50 PM – 2.00 PM
Metastatic Prostate Cancer – Hormonal Therapies and 
Imaging  Susan Slovin, MD, PhD

2.00 PM – 2.10 PM
Discussion: Metastatic Prostate Cancer – Hormonal 
Therapies and Imaging  All

2.10 PM – 2.15 PM Summary and Key Takeaways – Prostate Part 1 All

2.15 PM – 2.25 PM Break



AGENDA
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Time (EDT) Topic Speaker/Moderator

2.25 PM – 2.35 PM
Cytotoxic, Immune, and Targeted Therapies for Metastatic 
Prostate Cancer Karim Fizazi, MD, PhD

2.35 PM – 2.50 PM
Discussion: Cytotoxic, Immune, and Targeted Therapies for 
Metastatic Prostate Cancer All

2.50 PM – 2.55 PM Summary and Key Takeaways – Prostate Part 2 All

2.55 PM – 3.10 PM Advanced Renal Cell Carcinoma Manuela Schmidinger, MD

3.10 PM – 3.25 PM Discussion: Advanced Renal Cell Carcinoma All

3.25 PM – 3.30 PM Summary and Key Takeaways – RCC Part 1 All

3.30 PM – 3.40 PM Renal Cell Carcinoma – Subgroup-Specific Therapies Thomas Powles, MD, MBBS, 
MRCP 

3.40 PM – 3.50 PM
Discussion: Renal Cell Carcinoma – Subgroup-Specific 
Therapies All

3.50 PM – 3.55 PM Summary and Key Takeaways – RCC Part 2 All

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



Novel Therapies for 
BCG-Unresponsive NMIBC 
and MIBC
LEONARD GOMELLA, MD, FACS



NOVEL THERAPIES FOR BCG-UNRESPONSIVE NMIBC AND 
MIBC – ABSTRACTS (1/3)
Abstract 391. First results from the phase 3 CheckMate 274 trial of adjuvant nivolumab vs placebo in patients 
who underwent radical surgery for high-risk muscle-invasive urothelial carcinoma (MIUC). Bajorin et al
> The CheckMate 274 trial randomized 709 patients with high-risk MIUC to ≤1 year of adjuvant treatment with 

nivolumab or placebo following radical surgery (± neoadjuvant cisplatin)
‒ High risk was defined as pT2/3/4/N+ following neoadjuvant chemotherapy or pT3/T4/N+ without neoadjuvant 

chemotherapy
> Adjuvant nivolumab significantly improved median disease-free survival (DFS) in the intent-to-treat (ITT) 

population (21.0 months vs 10.9 months; hazard ratio [HR] = 0.70, P = .0006) and in the programmed cell 
death protein 1 ligand 1 (PD-L1) ≥1% population (median not reached vs 10.8 months; HR = 0.53, P = .0004)

> Distant metastasis-free survival and non-urothelial tract recurrence-free survival were also significantly 
improved with adjuvant nivolumab in both patient populations

> Grade 3/4 treatment-related adverse events (TRAEs) occurred in 17.9% and 7.2% of patients in the nivolumab 
and placebo arms, respectively. TRAEs were consistent with previous reports
‒ Pneumonitis (all grades) occurred in 0.9% of patients in the nivolumab arm
‒ There was no decline in health-related quality of life with nivolumab
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NOVEL THERAPIES FOR BCG-UNRESPONSIVE NMIBC AND 
MIBC – ABSTRACTS (2/3)
Abstract 398. Phase II clinical study of concurrent durvalumab and radiation therapy (DUART) followed by 
adjuvant durvalumab in patients with localized urothelial cancer of bladder: Results for primary analyses and 
survival. BTCRC-GU15-023. Joshi et al
> The DUART trial investigated concurrent durvalumab and radiation therapy (RT) followed by adjuvant 

durvalumab in 26 patients with T2-4 N0-2 M0 UC who were unfit for surgery and platinum ineligible
> Patients were treated with durvalumab (1500 mg) every 4 weeks × 2 doses, along with definitive RT (64.8 Gy, 

36 fractions over 7 weeks) to the bladder and involved nodes followed by adjuvant durvalumab every 4 weeks 
for 1 year

> The objective response rate (ORR) was 83% following concurrent durvalumab plus RT, and 68% following 1 
year of adjuvant therapy

> The 1-year probability of progression-free survival (PFS) was 73%; median PFS was 18.5 months 
> The 1-year overall survival (OS) probability was 84%, with a 2-year OS probability of 77%. Median OS has not 

been reached 
> There was no correlation between clinical outcome and baseline tumor PD-L1 expression 

10



NOVEL THERAPIES FOR BCG-UNRESPONSIVE NMIBC AND 
MIBC – ABSTRACTS (3/3)
Abstract 510. Phase II/III clinical results of IL-15RαFc superagonist N-803 with BCG in BCG-unresponsive non-
muscle invasive bladder cancer (NMIBC) carcinoma in situ (CIS) patients. Chamie et al
> N-803 is a mutant interleukin-15–based immunostimulatory fusion protein complex (IL-15RαFc) that promotes 

proliferation and activation of natural killer cells and CD8-positive T cells, but not regulatory T cells
> The 3-cohort QUILT 3.032 phase II/III study evaluated intravesical bacillus Calmette-Guerin (BCG) plus N-803 

in patients with BCG-unresponsive high-grade NMIBC; the current analysis includes only cohort A 
(histologically confirmed BCG-unresponsive CIS [± Ta/T1 disease])

> To date, 80 patients have been enrolled, with 72 evaluable
> 51 patients have achieved a complete response (CR) at any time (71%), meeting the primary endpoint of the 

trial
> There was a 56% probability of duration of CR >12 months, with an estimated median duration of CR of 19.2 

months
> 87.5% of patients have not progressed to radical cystectomy
> Low-grade TRAEs include dysuria, hematuria, and pollakiuria (all 16%), urgency (14%), and bladder spasm 

(8%); all other AEs were seen at 6% or less 
‒ There were no grade 4 or 5 TRAEs, and no immune-related AEs
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NOVEL THERAPIES FOR BCG-UNRESPONSIVE NMIBC AND 
MIBC – DISCUSSION (1/3)
> Experts view the data from the CheckMate 274 trial showing a significant DFS benefit with adjuvant nivolumab 

in patients with high-risk MIBC positively. However, they are not yet willing to declare this the standard of care 
for this population, in the absence of OS data and in light of the conflicting data from IMvigor010 with 
atezolizumab, which did not meet its primary DFS endpoint. Rather, they indicated they would discuss this as 
an option with patients if the label is extended by regulatory agencies to cover use in this setting, and believe 
there will be uptake in the community, dependent on reimbursability 
‒ Several experts speculated that the difference in the results from CheckMate 274 and IMvigor010 may be due to 

differences in activity between nivolumab and atezolizumab, although differences in trial/statistical designs may also 
have contributed

‒ It was noted that the benefit from nivolumab appeared greater in certain subsets, such as patients with T3/T4 disease 
(compared with T2 disease), and in patients who had previously received neoadjuvant chemotherapy. It would be of 
interest to see how response to neoadjuvant therapy correlated with benefit from adjuvant nivolumab

• Experts would also like to see the data from the PD-L1–negative subset, speculating that it may be the PD-L1–positive subset that 
carried the study

‒ Data from the ongoing AMBASSADOR trial of pembrolizumab vs observation will also be important in determining the 
role of PD-1 inhibitors in the adjuvant setting for MIBC, and whether there is a meaningful difference in the 2 subclasses 
of immune checkpoint inhibitors (ICIs)
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NOVEL THERAPIES FOR BCG-UNRESPONSIVE NMIBC AND 
MIBC – DISCUSSION (2/3)
> There is a growing sense that there may be a difference in activity between PD-1 and PD-L1 inhibitors; this 

trend has increasingly been observed across numerous trials in different tumor types and settings. However, 
the differences observed in bladder cancer trials to date may also be due to differences in study design, 
overperforming control arms, and statistical noise 

> Experts are also beginning to question the value of PD-L1 as a biomarker, noting that more data are emerging 
to suggest that immune ICIs work regardless of PD-L1 status. In addition, the PD-L1–positive population itself 
is heterogeneous, and results may depend on whether PD-L1 expression is in the immune, tumor, or stromal 
cells. Research into other potential biomarkers is needed

> An exploratory subanalysis of the IMvigor010 trial presented at the 2020 European Society for Medical 
Oncology (ESMO) Immuno-Oncology Virtual Congress suggested that in patients with circulating tumor 
(ct)DNA, the magnitude of benefit with adjuvant atezolizumab was greater (25.8 months vs 15.8 months for 
observation). While this observation does not change the interpretation of this specific trial, experts believe this 
type of analysis could be prospectively integrated into future trials 
‒ ctDNA is considered a powerful prognostic tool that identifies minimal residual disease and may be an efficient way to 

identify high-risk populations. It may also have predictive value when linked with biomarkers, and may be a more 
attractive approach because it represents what is happening in the patient and the tumor in real time
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NOVEL THERAPIES FOR BCG-UNRESPONSIVE NMIBC AND 
MIBC – DISCUSSION (3/3)
> Results from the trial of intravesical N-803 plus BCG are also viewed favorably, and experts see no reason 

why this combination would not receive approval from the US Food and Drug Administration for the treatment 
of BCG-resistant NMIBC, noting that although the number of patients was small, the data compare favorably 
with the data from trials of pembrolizumab or nadofaragene in this setting 
− The safety profile with intravesical N-803 plus BCG is considered acceptable and expected. In contrast, some experts 

have noted that toxicities with pembrolizumab, particularly pulmonary events, have been challenging in patients with 
NMIBC, and have led to treatment discontinuation for some 

− Achieving a CR at any time point is viewed positively, but durability of response is also very important, and a CR beyond 
12 months is considered more meaningful than a CR that lasts <12 months. Avoidance of cystectomy is considered the 
most meaningful long-term endpoint

> The data from the DUART trial of durvalumab plus radiation for patients with localized bladder cancer are very 
preliminary, but provide proof of principle for this approach. These data support the phase II trial that is moving 
forward 
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Novel Agents for Metastatic 
Bladder Cancers
ROBERT DREICER, MD, MS, MACP, FASCO



NOVEL AGENTS FOR METASTATIC BLADDER CANCERS –
ABSTRACTS (1/5)
Abstract 393. Primary results of EV-301: A phase III trial of enfortumab vedotin versus chemotherapy in patients 
with previously treated locally advanced or metastatic urothelial carcinoma. Powles et al
> The EV-301 trial randomized 608 patients with locally advanced or metastatic (m)UC who had received a prior 

platinum-containing chemotherapy and had disease progression during or after PD-1/L1 inhibitor treatment to 
either enfortumab vedotin (EV) or physician’s choice of chemotherapy (docetaxel, paclitaxel, or vinflunine)

> Median OS was significantly longer with EV (12.88 months vs 8.97 months; HR = 0.70, P = .00142)
− The OS benefit with EV was observed in most subgroups examined

> Median PFS was also improved with EV (5.6 months vs 3.7 months; HR = 0.61, P <.00001)
> Grade 3/4 TRAEs that were more prevalent in the EV arm included skin reactions (15% vs 1%), peripheral 

neuropathy (5% vs 2%), and hyperglycemia (4% vs 0)
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NOVEL AGENTS FOR METASTATIC BLADDER CANCERS –
ABSTRACTS (2/5)
Abstract 394. EV-201 Cohort 2: Enfortumab vedotin in cisplatin-ineligible patients with locally advanced or 
metastatic urothelial cancer who received prior PD-1/PD-L1 inhibitors. Balar et al
> Patients in Cohort 2 of EV-201 (N = 89) had locally advanced mUC previously treated with an anti–PD-1/PD-L1 

inhibitor and were ineligible for cisplatin-based chemotherapy, with no prior exposure to platinum-based 
chemotherapy in the metastatic setting; patients received treatment with single-agent EV

> The confirmed ORR was 52%, with a CR rate of 20%; an additional 30% of patients experienced disease 
stabilization
− Median duration of response was 10.9 months

> Median PFS was 5.8 months; median OS was 14.7 months
> TRAEs of special interest included skin reactions (61% any grade, 17% grade ≥3), peripheral neuropathy (54% 

any grade, 8% grade ≥3), and hyperglycemia (10% any grade, 6% grade ≥3)
> Four deaths were reported as treatment related by investigators, all in patients ≥75 years of age with multiple 

comorbidities: 3 events within 30 days of first EV dose in patients with body mass index ≥30 (acute kidney 
injury, metabolic acidosis, and multiple organ dysfunction syndrome), and 1 event >30 days after last dose 
(pneumonitis) 
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NOVEL AGENTS FOR METASTATIC BLADDER CANCERS –
ABSTRACTS (3/5)
Abstract 438. Avelumab (Ave) first-line (1L) maintenance plus best supportive care (BSC) versus BSC alone for 
advanced urothelial carcinoma (UC): JAVELIN Bladder 100 subgroup analysis based on duration and cycles of 1L 
chemotherapy. Loriot et al
> In the JAVELIN Bladder 100 trial, patients with unresectable locally advanced or mUC 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 = 0.69, P = .001; Powles T, et al. N Engl J Med. 2020;383:1218-1230)
− The current analysis evaluated efficacy by duration or number of cycles of first-line chemotherapy

> Subgroups were defined by quartiles (Qs) for duration (<Q1 [<15.0 weeks], Q1–Q2 [15.0 to <18.0 weeks], Q2–
Q3 [18.0 to <20.1 weeks], and >Q3 [>20.1 weeks]) or estimated number of cycles (4, 5, or 6) of first-line 
chemotherapy 

> An OS benefit was observed for avelumab plus BSC vs BSC alone across subgroups with differing durations 
or cycles of first-line chemotherapy. There was no significant treatment-by-cycle interaction
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NOVEL AGENTS FOR METASTATIC BLADDER CANCERS –
ABSTRACTS (4/5)
Abstract 3. Final results from a phase I trial and expansion cohorts of cabozantinib and nivolumab (CaboNivo) 
alone or with ipilimumab (CaboNivoIpi) for metastatic genitourinary tumors. Apolo et al
> In this phase I trial, 120 patients with metastatic GU cancers received treatment with either CaboNivo (N = 64) 

or CaboNivoIpi (N = 56)
> The ORRs were: mUC 42% (n = 33) with 21% CRs; renal cell carcinoma (RCC) 62.5% (n = 16); and prostate 

cancer (PC) 11% (n = 9)
> Median duration of response was 32.1 months (95% CI: 20.3–not estimable) for the UC subset and 20.1 

months for the RCC subset 
> Median OS was 24.9 months (95% CI: 11.8–41.6) for patients with mUC, and 38.6 months (95% CI: 19.4–not 

estimable) for patients with mRCC 
> Grade 3/4 TRAEs occurred in 84% and 80% of patients treated with CaboNivo and CaboNivoIpi, respectively, 

and included hypophosphatemia (25% and 16%), lipase elevation (20% and 20%), fatigue (20% and 18%), 
alanine aminotransferase (ALT) elevation (5% and 14%), aspartate aminotransferase (AST) elevation (9% and 
11%), diarrhea (9% and 11%), and thromboembolic event (11% and 4%) 
− One patient experienced grade 5 pneumonitis on CaboNivoIpi

19



NOVEL AGENTS FOR METASTATIC BLADDER CANCERS –
ABSTRACTS (5/5)
Abstract 434. Atezolizumab (atezo) monotherapy versus chemotherapy in previously untreated locally advanced 
or metastatic urothelial carcinoma (mUC): Clinical outcomes by PD-L1 status in cisplatin (cis)-ineligible pts from 
the phase III IMvigor130 study. Galsky et al
> IMvigor130 randomized patients with mUC to first-line therapy with either atezolizumab plus platinum-based 

chemotherapy, atezolizumab alone, or platinum-based chemotherapy plus placebo
− The primary analysis showed a significant PFS benefit with atezolizumab plus platinum-gemcitabine vs chemotherapy 

plus placebo as first-line treatment for mUC (Galsky MD, et al. Lancet. 2020;395:1547-1557). OS was not significantly 
different between arms, precluding analysis of the atezolizumab monotherapy arm

− The current exploratory analysis assessed efficacy in the atezolizumab monotherapy and chemotherapy arms on the 
basis of PD-L1 status

> In the PD-L1 tumor-infiltrating immune cells (IC)0/1 subgroup, there was no difference in median OS between 
arms (11.2 months in each arm; HR = 1.11, 95% CI: 0.82–1.51). ORR favored chemotherapy (42% vs 16%)

> In the PD-L1 IC2/3 subgroup, median OS was 18.6 months with atezolizumab compared with 10.0 months with 
chemotherapy (HR = 0.53, 95% CI: 0.30–0.94). ORR was numerically higher with atezolizumab (38% vs 33%)
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NOVEL AGENTS FOR METASTATIC BLADDER CANCERS –
DISCUSSION (1/3)
> The results from EV-301 are considered very positive, and the data are completely consistent with the data 

from phase I/II trials with regard to efficacy and safety. These data should be sufficient to support full regulatory 
approval of EV in the third-line setting for mUC
− An emerging question that will need to be addressed is how long treatment should continue in patients with a durable 

response
> The peripheral neuropathy that occurs with EV, which appears to be cumulative, is perceived as the biggest 

clinical challenge with this agent. Experts emphasized the need to monitor patients very closely and to ask 
about possible neuropathy symptoms at each visit; dose delays or reductions, as well as treatment breaks, 
should be utilized as early as possible to prevent neuropathy from reaching the stage at which patients must 
permanently discontinue the drug. Pregabalin and physical therapy may also be helpful
− Experts noted that for many patients, their disease remains relatively stable during the break from EV, and responding 

patients tend to respond again after a treatment break
− Patients with diabetes and/or pre-existing neuropathy may be at greater risk, but experts do not think an electromyogram 

at baseline is necessary
− Less experienced clinicians may tend to try to push through the toxicity to achieve or maintain responses, but this can be 

counterproductive, with devastating consequences for the patient. Proper management can allow patients to stay on the 
drug longer and achieve greater clinical benefit. More education on this topic is needed for community clinicians
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NOVEL AGENTS FOR METASTATIC BLADDER CANCERS –
DISCUSSION (2/3)
> Data from EV-201 suggest EV does have activity in cisplatin-ineligible, ICI-pretreated patients, but more data 

are needed from a larger confirmatory trial before any conclusions can be drawn about a potential role for EV 
in this setting
− Experts agreed there is a pressing clinical need for effective treatments for this population

> The data with cabozantinib plus nivolumab, ± ipilimumab, are considered very intriguing, but patient numbers 
are still very small. Experts agreed that these combinations should be explored further, but a large question is 
whether the toxicities, particularly with the triplet, are manageable
− Experts noted that the data with the combination of durvalumab plus tremelimumab in the DANUBE trial look very 

favorable in the biomarker-positive population, with a HR of 0.73 compared with chemotherapy, although this was a 
secondary endpoint. On the basis of these data, experts speculated that the results of the CheckMate 901 trial 
comparing ipilimumab plus nivolumab vs first-line standard of care for mUC are likely to be positive in the biomarker-
positive cohort

> Although the PD-L1 subset analysis of the IMvigor130 trial suggests there is a subgroup of patients who may 
derive significant benefit from atezolizumab monotherapy, experts noted that several other trials have shown 
that PD-L1 status is prognostic but not predictive, and they do not believe these data are strong enough to 
offset the overall uncertainty about the value of PD-L1 as a biomarker for patient selection in mUC
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NOVEL AGENTS FOR METASTATIC BLADDER CANCERS –
DISCUSSION (3/3)
> Experts agreed that maintenance avelumab is a reasonable approach for unselected patients with mUC who 

respond to first-line platinum-based therapy, and the current subgroup analysis on the basis of duration of first-
line chemotherapy provides no additional information that would alter patient selection

> Real-world studies showing that half of patients with mUC do not receive first-line systemic therapy, and of 
those who do, only 35% receive second-line therapy, are perceived to be consistent with what is seen in the 
clinic. Experts noted that this is a very aggressive disease, and that the best chance for treatment benefit is in 
the first-line setting, but the disease frequently progresses too quickly for second-line treatment. For platinum-
ineligible patients, the prognosis is even worse – those who are able to get an ICI do receive one, but only 
one-fifth of those patients respond
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Metastatic Prostate Cancer –
Hormonal Therapies and 
Imaging
SUSAN SLOVIN, MD, PHD



METASTATIC PROSTATE CANCER – HORMONAL THERAPIES 
AND IMAGING: ABSTRACTS (1/4)
Abstract 9. Final results from ACIS, a randomized, placebo (PBO)-controlled double-blind phase 3 study of 
apalutamide (APA) and abiraterone acetate plus prednisone (AAP) versus AAP in patients (pts) with chemo-naive 
metastatic castration-resistant prostate cancer (mCRPC). Rathkopf et al
> The ACIS trial randomized 982 patients with mCRPC that had progressed on androgen deprivation therapy 

(ADT) to abiraterone ± apalutamide 
> With a median follow-up of 54.8 months, the addition of apalutamide increased radiographic (r)PFS from 16.6 

months to 24.0 months (HR = 0.70, 95% CI: 0.60–0.83)
> Median OS was similar between the combination arm and the abiraterone alone arm (36.2 months vs 33.7 

months; HR = 0.95, P = .498)
− Apalutamide is favored in the subgroups of patients with visceral metastases and those ≥75 years of age

> There were more patients with a confirmed decline in prostate-specific antigen (PSA) levels ≥50% in the 
apalutamide arm (79.5% vs 72.9%; P = .015) and with undetectable PSA levels at any time during treatment 
(24.6% vs 19.2%; P = .040)

> There was no difference in other secondary endpoints such as time to cytotoxic chemotherapy, pain 
progression, or chronic opioid use

> Grade 3/4 TRAEs occurred more frequently in the apalutamide arm (63.3% vs 56.2%), but quality of life was 
similar between arms
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METASTATIC PROSTATE CANCER – HORMONAL THERAPIES 
AND IMAGING: ABSTRACTS (2/4)
Abstract 11. Final analysis results from TITAN: A phase III study of apalutamide (APA) versus placebo (PBO) in 
patients (pts) with metastatic castration-sensitive prostate cancer (mCSPC) receiving androgen deprivation 
therapy (ADT). Chi et al
> The TITAN trial evaluated the addition of apalutamide to ADT in 1052 men with mCSPC; prior docetaxel was 

allowed
− The primary analysis at a median follow-up of 22.7 months showed significant improvement with apalutamide in OS (HR 

= 0.67) and rPFS (HR = 0.48) compared with placebo (Chi KN, et al. N Engl J Med. 2019;381:13-24). The study was 
unblinded and patients in the placebo arm were allowed to cross over to apalutamide

− 39.5% of patients crossed over to apalutamide
> In this analysis with 44.0 months of median follow-up, the OS advantage of apalutamide was maintained 

(median not reached vs 52.2 months; HR = 0.65, P <.0001)
− After adjusting for crossover, the HR was 0.52 (P <.0001)

> Second PFS and time to castration resistance were also significantly longer with the combination of 
apalutamide and ADT (P <.0001 for both endpoints)

> No new safety signals were observed
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METASTATIC PROSTATE CANCER – HORMONAL THERAPIES 
AND IMAGING: ABSTRACTS (3/4)
Abstract 13. PI3K/AKT pathway biomarkers analysis from the phase III IPATential150 trial of ipatasertib plus 
abiraterone in metastatic castration-resistant prostate cancer. de Bono et al
> The IPATential150 trial investigated the addition of ipatasertib to first-line abiraterone in 1101 men with 

mCRPC. The primary analysis showed a significant improvement in the ipatasertib arm in rPFS in patients with 
phosphatate and tensin homolog (PTEN) loss defined by immunohistochemistry (IHC; 18.5 months vs 16.5 
months; HR = 0.77, P = .0335), but no difference was detected in the ITT population (de Bono J, et al. ESMO 
2020. Abstract LBA4)

> The current exploratory analysis evaluated other putative biomarkers and their correlation with rPFS
> rPFS benefit with ipatasertib increased when PTEN loss by IHC was defined more stringently (HR = 0.81 for 

PTEN loss of 20%; HR = 0.65 for PTEN loss of 100%)
> When analyzed by next-generation sequencing (NGS), there was 85.5% concordance with regard to PTEN 

status
> A greater magnitude of rPFS benefit was observed with the addition of ipatasertib in patients with PTEN loss 

by NGS (median 19.1 months vs 14.2 months; HR = 0.65, 95% CI: 0.45–0.95) 
> Benefit was also observed with ipatasertib in patients with phosphoinositide 3-kinase (PI3K)/protein kinase B 

(AKT)/PTEN alteration by NGS (median 19.3 months vs 14.1 months; HR = 0.63, 95% CI: 0.44–0.88)
> PI3K/AKT/PTEN alteration by NGS was associated with worse prognosis in the abiraterone-placebo arm
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METASTATIC PROSTATE CANCER – HORMONAL THERAPIES 
AND IMAGING: ABSTRACTS (4/4)
Abstract 193. Head-to-head comparison of 68Ga-PSMA-11 PET/CT and mpMRI in the detection, intra-prostatic 
localization, and local extension of primary prostate cancer: A single-center imaging study with histopathology 
gold-standard. Sonni et al
> The current study was designed to compare the diagnostic performance of 68Ga-PSMA positron emission 

tomography (PET)/computed tomography (CT), multiparametric magnetic resonance imaging (mpMRI), and 
the combination of the 2 (prostate-specific membrane antigen [PSMA] PET/CT plus mpMRI) in the detection, 
intraprostatic localization, and local extension of primary PC

> 74 patients with intermediate- or high-risk PC underwent a PSMA PET/CT scan and mpMRI prior to intended 
radical prostatectomy

> Detection rates were 75%, 79%, and 82% using the “raw-stringent” approach and 86%, 83%, and 87% using 
the “neighboring” approach for PSMA PET/CT, mpMRI, and PSMA PET/CT plus mpMRI, respectively 
− Differences in detection rates between PSMA PET/CT, mpMRI, and PSMA PET/CT plus mpMRI were not statistically 

significant 
> The 2 imaging modalities performed similarly (area under the concentration-time curve [AUC] = 0.70 vs 0.73, 

P = .09; AUC = 0.77 for the 2 together) in localizing PC
> mpMRI performed better than PSMA PET/CT in the T-staging assessment: extracapsular extension (AUC = 

0.79 vs 0.59; P = .002) and seminal vesicle invasion (AUC = 0.84 vs 0.63; P = .001)
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METASTATIC PROSTATE CANCER – HORMONAL THERAPIES 
AND IMAGING: DISCUSSION (1/2)
> Although the updated analysis of the ACIS trial confirmed the rPFS benefit with apalutamide plus abiraterone 

compared with abiraterone alone for patients with chemotherapy-naive mCRPC, no OS benefit was observed, 
and for this reason, experts indicated they would not use this combination routinely for castrate-resistant 
disease, although it might be considered in select patients with very high-risk disease
− There is some concern about the complementarity of side effects with the 2 androgen receptor (AR)-targeted agents, 

particularly effects on the thyroid with apalutamide 
− The cost of the combination regimen is also a concern for some
− It was also noted that the rPFS benefit in the absence of an OS benefit suggests patients may progress more rapidly, 

with more-resistant disease, after this combination therapy
− There is some debate about the value of rPFS as a primary trial endpoint. However, experts consider rPFS a reasonable 

primary endpoint if the magnitude of benefit is large, and/or there are additional supporting data such as improvement in 
clinical benefit or quality of life, lack of toxicity, or a trend toward improved OS that does not reach significance, that 
create a story beyond imaging results. However, rPFS improvement alone, in the absence of an OS benefit or other 
tangible clinical benefits, is not considered sufficient to justify use of a new regimen

− Experts speculated that more-powerful agents targeting the AR pathway, or better selection of patients to identify those 
with tumors more addicted to the AR pathway, may be worthwhile for future investigation
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METASTATIC PROSTATE CANCER – HORMONAL THERAPIES 
AND IMAGING: DISCUSSION (2/2)
> Updated data from the TITAN trial reaffirmed the initial report showing both an OS and rPFS benefit with 

apalutamide in combination with ADT in patients with mCSPC, and this combination is considered another 
reasonable option for this patient population
− It was noted that with longer follow-up, the magnitude of benefit observed with docetaxel plus ADT in mCSPC decreased 

in the CHAARTED and STAMPEDE trials, while the magnitude remained consistent with hormonal combinations in 
TITAN, LATITUDE, and STAMPEDE, suggesting that AR-targeted combinations may be preferable to the docetaxel-ADT 
regimen for most patients

> The exploratory biomarker analysis of the IPATential150 trial does not provide additional information regarding 
identification of patients who may benefit from ipatasertib or the interpretation of this trial, but does provide 
insights into how to use these biomarkers in the next generation of trials  
− It was suggested that this type of analysis might be more useful if performed as part of large randomized phase II trials, 

where results could inform the design of the confirmatory phase III trial
> 68Ga-PSMA PET and mpMRI are perceived as complementary imaging modalities at the current time; while 

PSMA PET provides a clear, binary yes/no answer to whether cancer cells are present, mpMRI provides more 
precision and detail with regard to localization of lesions in the prostate
− Experts predict that as PSMA PET becomes more widely available and costs decrease, this imaging 

modality will become the standard and replace bone and CT scans in PC
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Targeted Therapies for 
Metastatic Prostate Cancer 
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CYTOTOXIC, IMMUNE, AND TARGETED THERAPIES FOR 
METASTATIC PROSTATE CANCER – ABSTRACTS (1/5) 
Abstract 6. 177Lu-PSMA-617 (LuPSMA) versus cabazitaxel in metastatic castration-resistant prostate cancer 
(mCRPC) progressing after docetaxel: Updated results including progression-free survival (PFS) and patient-
reported outcomes (PROs) (TheraP ANZUP 1603). Hofman et al
> The phase II TheraP trial compared treatment with LuPSMA vs cabazitaxel in 200 men with docetaxel-treated 

mCRPC 
− Eligible patients were required to have high PSMA expression by 68Ga-PSMA-11 and no sites of fluorodeoxyglucose 

(FDG)-positive/PSMA-negative disease
− 15 patients in the cabazitaxel arm withdrew consent prior to treatment

> With a median follow-up of 18.4 months, PFS was significantly longer in patients treated with Lu-PSMA 
compared with cabazitaxel (1-year PFS rates: 19% vs 3%; HR = 0.63, P = .003)

> ORRs were 49% with LuPSMA vs 24% with cabazitaxel
> While patient-reported global health status was similar between arms, significantly better outcomes were 

reported for fatigue, social functioning, insomnia, and diarrhea domains. No PRO domains were superior for 
cabazitaxel 

> Deterioration-free survival also favored LuPSMA compared with cabazitaxel, with 29% and 13% event free at 6 
months, respectively
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CYTOTOXIC, IMMUNE, AND TARGETED THERAPIES FOR 
METASTATIC PROSTATE CANCER – ABSTRACTS (2/5) 
Abstract 7. Biomarker analysis from a randomized phase II study of olaparib with or without cediranib in men with 
metastatic castration-resistant prostate cancer (mCRPC). McKay et al
> Men with mCRPC who had previously received at least 1 prior line of therapy (N = 84) were randomized to 

receive olaparib ± cediranib
− Homologous recombination deficiency (HRD) was detected in 29% of patients in the combination arm and in 33% of 

patients in the olaparib alone arm; however, breast cancer susceptibility gene (BRCA)2 gene alterations were detected 
in 24% of patients in the combination arm and 16% of patients in the olaparib arm

> In the overall population, the combination significantly improved median rPFS compared with olaparib alone 
(8.47 months vs 3.97 months; HR = 0.625, P = .043)
− The magnitude of rPFS benefit was greater with the addition of cediranib in HR-deficient cancers (10.63 months vs 3.83 

months; HR = 0.640, P = .3063) than in homologous recombination-proficient cancers (5.37 months vs 4.03 months; HR 
= 0.814, P = .4781)

− rPFS favored the cediranib arm in patients with BRCA2, cyclin-dependent kinase (CDK)12, ataxia telangiectasia mutated 
(ATM), and other HRD gene alterations

> Diarrhea and hypertension were the primary TRAEs that were increased with the addition of cediranib
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CYTOTOXIC, IMMUNE, AND TARGETED THERAPIES FOR 
METASTATIC PROSTATE CANCER – ABSTRACTS (3/5) 
Abstract 10. KEYNOTE-365 cohort B: Pembrolizumab (pembro) plus docetaxel and prednisone in abiraterone 
(abi) or enzalutamide (enza)–pretreated patients with metastatic castration-resistant prostate cancer (mCRPC)—
New data after an additional 1 year of follow-up. Appleman et al
> Cohort B of the KEYNOTE-365 trial investigated pembrolizumab plus docetaxel and prednisone in 104 

patients with mCRPC previously treated with abiraterone or enzalutamide
> The ORR was 23% in patients with measurable disease, and 42% experienced a decrease ≥30%
> Responses were observed both in PD-L1–positive and –negative tumors
> Median rPFS was 8.5 months; median OS was 20.2 months
> The most frequent TRAEs were diarrhea (41%), fatigue (41%), and alopecia (40%). Grade 3–5 TRAEs 

occurred in 44% of patients. Two patients died of treatment-related pneumonitis
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CYTOTOXIC, IMMUNE, AND TARGETED THERAPIES FOR 
METASTATIC PROSTATE CANCER – ABSTRACTS (4/5) 
Abstract 12. CheckMate 9KD Arm B final analysis: Efficacy and safety of nivolumab plus docetaxel for 
chemotherapy-naïve metastatic castration-resistant prostate cancer. Fizazi et al
> Arm B of the CheckMate 9KD phase II trial evaluated nivolumab plus docetaxel in 84 patients with 

chemotherapy-naive mCRPC with ongoing ADT and ≤2 prior novel antiandrogen therapies
> Median follow-up was 15.2 months 
> The ORR was 40% in the population of patients with measurable disease, and was comparable in patients 

who did or did not receive prior therapy with novel antiandrogens
> Median rPFS was 9.0 months and median OS was 18.2 months
> The most frequent grade 3/4 TRAE was neutropenia (17%) and the most common immune-related AEs were 

gastrointestinal (36%) or skin related (26%). There were 3 treatment-related deaths (1 pneumonitis related to 
nivolumab, and 2 pneumonias related to docetaxel)
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CYTOTOXIC, IMMUNE, AND TARGETED THERAPIES FOR 
METASTATIC PROSTATE CANCER – ABSTRACTS (5/5) 
Abstract 89: Efficacy of the PD-L1 inhibitor avelumab in neuroendocrine or aggressive variant prostate cancer: 
Results from a phase II, single-arm study. Brown et al
> This phase II trial investigated avelumab in 15 men with metastatic neuroendocrine/small cell and aggressive 

variant PC (NEPC/AVPC)
− NEPC/AVPC was defined either by histologic criteria (neuroendocrine or small cell features) or by aggressive variant 

clinical criteria (prior progression on abiraterone or enzalutamide with liver metastasis, bulky radiographic progression 
and low PSA, or high serum lactate dehydrogenase)

− The trial was terminated early for futility
> There was 1 CR (NEPC; microsatellite instability [MSI] high/tumor mutational burden [TMB] high), and 3 

patients experienced disease stabilization 
> Median rPFS was 1.8 months
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CYTOTOXIC, IMMUNE, AND TARGETED THERAPIES FOR 
METASTATIC PROSTATE CANCER – DISCUSSION (1/3)
> The data from the phase II trial comparing LuPSMA vs cabazitaxel are promising, but experts agreed that data 

from the phase III VISION trial comparing standard of care therapy ± LuPSMA in patients with mCRPC 
previously treated with a taxane and an AR-targeted agent will be the key determinant of whether this agent 
will gain regulatory approval and where it would potentially fit in the algorithm. Results from VISION are 
expected in the very near future
− Although the frequency of dry eye/dry mouth side effects is substantial with LuPSMA and will need to be monitored, 

experts who have treated patients with this agent indicated that these side effects do not really bother patients or 
interfere with functioning or taste. Overall, experts perceive that LuPSMA is tolerated better than expected

• It was noted that PROs favored LuPSMA in the TheraP trial, suggesting patients probably preferred it to cabazitaxel

• Side effect profile could become more of an issue in earlier stages of disease

− If approved, it will be important to determine whether LuPSMA is non–cross-resistant with other agents used in the 
postdocetaxel setting, and how to best sequence these therapies
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CYTOTOXIC, IMMUNE, AND TARGETED THERAPIES FOR 
METASTATIC PROSTATE CANCER – DISCUSSION (2/3)
> The biologic rationale for combining cediranib with olaparib is considered logical, and the data from the 

randomized phase II trial are encouraging. However, experts cautioned that the benefit seen with the 
combination compared with olaparib alone could also be a false positive caused by an imbalance of BRCA2
mutations between arms. Confirmatory trials are needed, and SWOG is in the process of developing a study to 
investigate this combination further
− The tolerability of cediranib may be a challenge, and experts perceive it as a difficult drug to administer

> Experts consider the data from the CheckMate 9KD and KEYNOTE-365 trials evaluating nivolumab or 
pembrolizumab in combination with docetaxel difficult to interpret in the absence of a comparator arm. While 
the ORR, PFS, and OS data are considered reasonable, the activity was within the range of what could be 
expected with docetaxel alone. Phase III trials are ongoing and will better address this question
− Results with ICIs in unselected patients with PC have been disappointing to date, and experts are cautious with regard 

to expectations of the combinations being evaluated in phase III trials. They recommend simultaneously gathering data 
on the activity of ICIs in selected patient subsets, such as those with MSI-high, CDK12-positive, BRCA-mutated, or high-
TMB tumors, where there is a stronger scientific rationale

− Pneumonitis was a concern in both trials, and this needs to be watched carefully in the phase III trials
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CYTOTOXIC, IMMUNE, AND TARGETED THERAPIES FOR 
METASTATIC PROSTATE CANCER – DISCUSSION (3/3)
> The trial investigating avelumab in NEPC/AVPC that was stopped early for futility is considered a clearly 

negative trial. However, it was noted that only 5 of the 18 patients had tumors with neuroendocrine 
differentiation, so the activity of ICIs in this specific population has not been conclusively addressed 
− Experts suggested that a trial of 20–30 patients in this specific subpopulation could more conclusively address this 

question, which is considered important to answer because of the difficulty in treating this variant of the disease
> 5-Hydroxymethylcytosine is not considered a clinically useful biomarker. Experts noted that the associations 

are weak, and they do not expect it will play a large role in liquid biopsies in the future
> Six transmembrane epithelial antigen of prostate (STEAP1) is emerging as a potential biomarker and imaging 

agent
> Results with antibody-drug conjugates in PC have been disappointing to date, but the phase I data with 

ladiratuzumab vedotin are considered intriguing
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Advanced Renal Cell 
Carcinoma
MANUELA SCHMIDINGER, MD



ADVANCED RENAL CELL CARCINOMA – ABSTRACTS (1/7)

Abstract 269. Phase 3 trial of lenvatinib (LEN) plus pembrolizumab (PEMBRO) or everolimus (EVE) versus 
sunitinib (SUN) monotherapy as a first-line treatment for patients (pts) with advanced renal cell carcinoma (RCC) 
(CLEAR study). Motzer et al
> The CLEAR trial randomized 1069 patients with treatment-naive advanced clear cell RCC to first-line treatment 

with either lenvatinib plus pembrolizumab, lenvatinib plus everolimus, or sunitinib alone. Median follow-up is 27 
months

> Lenvatinib plus pembrolizumab significantly improved the ORR compared with sunitinib (71% vs 36.1%; P
<.001), with CR rates of 16.1% and 4.2% respectively. The ORR with lenvatinib plus everolimus was 53.5%, 
which was also significantly higher than with sunitinib (P <.001)

> Median PFS was significantly longer with lenvatinib plus pembrolizumab (23.0 months; HR = 0.39, P <.001) 
and with lenvatinib plus everolimus (14.7 months; HR = 0.65, P <.001) compared with sunitinib (9.2 months)

> OS was also significantly improved with lenvatinib plus pembrolizumab compared with sunitinib (HR = 0.66, 
P = .005). However, there was no statistical difference between the lenvatinib plus everolimus and sunitinib 
arms (HR = 0.115, P = .3)

> OS favored lenvatinib plus pembrolizumab in all subgroups except the favorable-risk group
> The most common grade ≥3 TRAEs that were increased in the lenvatinib arms were hypertension, diarrhea 

and proteinuria

41



ADVANCED RENAL CELL CARCINOMA – ABSTRACTS (2/7)

Abstract 276. Outcomes of first-line (1L) immuno-oncology (IO) combination therapies in metastatic renal cell 
carcinoma (mRCC): Results from the International mRCC Database Consortium (IMDC). Gan et al
> This study used the IMDC data set to compare outcomes in patients treated with a first-line IO-tyrosine kinase 

inhibitor (TKI) combination (pembrolizumab-axitinib, avelumab-axitinib, and nivolumab-cabozantinib; N = 152) 
compared with those treated with ipilimumab-nivolumab (N = 571), with a preplanned subset analysis of 
patients in the intermediate/poor-risk group 

> In the intermediate/poor-risk group, ORR was lower (37% vs 59%) and median treatment duration was shorter 
(4.6 months vs 15.0 months; P <.01) with ipilimumab-nivolumab vs IO-TKI 

> However, no difference was detected between treatment groups with regard to time to next treatment (median 
10.1 months vs 18.6 months; HR = 0.76, P = .08) or OS (median 40.2 months vs 39.7 months; HR = 0.92, P = 
.17) 

> IMDC risk groups and the presence or absence of sarcomatoid histology, brain, liver, or bone metastases were 
not associated with differences in OS between these treatments (all P >.2)

> Dose delays or steroid use for immune-related AEs were associated with longer median time to next treatment 
(21.6 months vs 9.5 months; P = .02) and median OS (not reached vs 44.4 months; P = .01) despite similar 
treatment durations compared with those without dose delays or steroid use (7.6 months vs. 8.9 months; P = 
.77) 
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ADVANCED RENAL CELL CARCINOMA – ABSTRACTS (3/7)

Abstract 278. TIVO-3: Tivozanib in patients with advanced renal cell carcinoma (aRCC) who have progressed 
after treatment with axitinib. Rini et al
> The TIVO-3 trial randomized 350 patients with mRCC previously treated with 2 or 3 systemic regimens, one of 

which included a vascular endothelial growth factor receptor (VEGFR) TKI, to treatment with either tivozanib or 
sorafenib. The primary analysis showed that tivozanib was associated with significantly longer PFS (5.6 
months vs 3.9 months; HR = 0.73, P = .016) (Rini BI, et al. Lancet Oncol. 2020;21:95-104)

> The current subgroup analysis was undertaken to determine the efficacy of tivozanib in patients previously 
treated with axitinib

> Patients treated with tivozanib after prior axitinib had a median PFS of 5.5 months compared with 3.7 months 
in patients treated with sorafenib (HR = 0.68; 95% CI: 0.46–0.93). ORR was also higher in the tivozanib arm 
(13% vs 8%)
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ADVANCED RENAL CELL CARCINOMA – ABSTRACTS (4/7)

Abstract 273. The oral HIF-2α inhibitor MK-6482 in patients with advanced clear cell renal cell carcinoma (RCC): 
Updated follow-up of a phase I/II study. Bauer et al
> 55 patients with previously treated clear cell RCC were treated with MK-6482 (belzutifan; 120 mg) in the dose-

expansion cohort; 63% of patients had received ≥3 prior systemic therapies, and 76% had intermediate- or 
poor-risk status

> The ORR was 25% (all partial responses) in the overall population, 31% in the favorable-risk group, and 24% 
in the intermediate/poor-risk group. The disease control rate was 80%, and 64% of patients had a reduction in 
target lesion size

> Median duration of response was not reached, 71% of responders experienced a response that lasted >6 
months, and 35% continued treatment beyond 12 months

> Median PFS was 14.5 months in the overall population; the median was not reached in the favorable-risk 
group, and was 11.0 months in the intermediate/poor-risk group 

> Anemia and hypoxia were the most common grade 3 events (27% and 16%, respectively)
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ADVANCED RENAL CELL CARCINOMA – ABSTRACTS (5/7)

Abstract 272. Phase 2 study of the oral hypoxia-inducible factor 2α (HIF-2α) inhibitor MK-6482 in combination 
with cabozantinib in patients with advanced clear cell renal cell carcinoma (ccRCC). Choueiri et al
> 52 patients with metastatic clear cell RCC who had received no more than 2 prior systemic treatment regimens 

were treated with belzutifan plus cabozantinib at the recommended phase II doses 
− 54% had received 1 prior regimen and 44% had received 2 prior regimens; 65% had received an anti–PD-1/PD-L1 

combination, and 14% had received an ICI and VEGFR TKI sequentially
> The ORR was 22% with a 90% disease control rate; 88% of patients experienced a reduction in target lesion 

size
> Median PFS was 16.8 months
> The OS rate was 95% at 6 months and 81% at 12 months
> Grade 3 TRAEs that occurred in >5% of patients were hypertension (22.4%), anemia (11.3%), fatigue (11.3%), 

and ALT increase (5.7%). Two patients experienced grade 3 hypoxia (3.8%). There were no grade 4 TRAEs or 
deaths
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ADVANCED RENAL CELL CARCINOMA – ABSTRACTS (6/7)

Abstract 301. Efficacy and safety of avelumab plus axitinib (A + Ax) versus sunitinib (S) in elderly patients with 
advanced renal cell carcinoma (aRCC): Extended follow-up results from JAVELIN Renal 101. Tomita et al
> The primary analysis of the phase III JAVELIN Renal 101 trial comparing avelumab plus axitinib vs sunitinib 

alone showed a significant improvement in PFS and ORR with the IO-TKI combination in patients with 
previously untreated advanced RCC. No OS difference has been detected (Motzer RJ, et al. N Engl J Med. 
2019;380:1103‐1115)

> The current analysis evaluated efficacy and safety by age group (<65, ≥65 to <75, and ≥75 years)
> Median PFS with axitinib plus avelumab was 11.6 months, 13.8 months, and 13.8 months, respectively, in 

each age group. HRs compared with sunitinib were 0.63, 0.88, and 0.76, respectively, suggesting the 
combination benefited all age groups

> ORRs with the combination were 49%, 61%, and 42%, respectively, in each age group
> Grade ≥3 TRAEs and immune-related AEs were observed in 69%/74%/73% and 39%/40%/24% of patients, 

respectively, in each age group
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ADVANCED RENAL CELL CARCINOMA – ABSTRACTS (7/7)

Abstract 327. Outcomes for patients in the pembrolizumab + axitinib arm with advanced renal cell carcinoma 
(RCC) who completed two years of treatment in the phase III KEYNOTE-426 study. Plimack et al
> The phase III KEYNOTE-426 trial previously showed that pembrolizumab plus axitinib significantly improved 

OS, PFS, and ORR compared with sunitinib as first-line therapy for advanced RCC (Rini BI, et al. N Engl J 
Med. 2019;380:1116-1127)
− Patients (N = 432) on the combination arm of KEYNOTE-426 could receive pembrolizumab for a maximum of 2 years, 

but were allowed to discontinue either pembrolizumab or axitinib early. The current exploratory analysis investigated the 
subset of 129 patients who completed 2 years of pembrolizumab. Median follow-up was 31.1 months

> For patients who completed 2 years of study therapy, the OS rate at 36 months was 94% (median not 
reached)

> The PFS rates at 24 and 36 months were 73% and 58%, respectively (median not reached)
> The ORR was 85%, and the CR rate was 15.5% 
> Factors predicting completion of 2 years without early discontinuation due to progressive disease included: 

age <65 years, Karnofsky Performance Scale 90/100, IMDC favorable or intermediate risk, or presence of 
sarcomatoid features
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ADVANCED RENAL CELL CARCINOMA – DISCUSSION (1/4)

> Results of the CLEAR trial establish lenvatinib plus pembrolizumab as a new first-line standard of care for 
mRCC; the reported ORR rate, CR rate, and median PFS are considered unprecedented and highly 
encouraging, on the basis of indirect comparisons with other IO-TKI combinations
− However, experts perceive that the 3 IO-TKI combinations that have demonstrated an OS advantage over sunitinib 

(axitinib-pembrolizumab, cabozantinib-nivolumab, and lenvatinib-pembrolizumab) are more similar than different in terms 
of efficacy, noting the differences in performance of the sunitinib control arm across the 3 trials. Experts emphasized that 
it is more important to learn how to manage the toxicities associated with a given regimen to maximize patient outcomes, 
rather than debating potentially minor differences in efficacy between regimens

• Each of these regimens is perceived to be associated with substantial challenges. Efforts are needed to educate community 
clinicians on how to maximize the delivery of these drugs, and how to manage TRAEs such as transaminitis and diarrhea; patient 
education and nursing support are also essential to optimize outcomes with all of these regimens

• As one expert noted, “We maximize outcomes by keeping patients on therapy”

− Lenvatinib is perceived to be potentially the most challenging of the 3 TKIs in terms of toxicities, and it will be important
to examine the details of the CLEAR trial regarding dose reductions and drug discontinuation rates. One expert noted 
that in their experience, the majority of patients cannot tolerate lenvatinib at 20 mg, and a 10-mg dosage may be more 
realistic for most

− Experts believe nivolumab plus ipilimumab will still play a role in first line in settings where a treatment-free interval is 
desired
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ADVANCED RENAL CELL CARCINOMA – DISCUSSION (2/4)

> There are now so many first-line options available for mRCC with OS benefits that selecting a regimen may be 
confusing for community oncologists. Experts emphasized that in the absence of prospective comparative 
trials, the message to these clinicians should be choose 1 regimen, use it, get familiar with it, and learn to 
manage the side effects properly, because there is no “right” answer 

> Regarding the lenvatinib plus everolimus combination, which demonstrated a PFS advantage over sunitinib in 
the CLEAR trial but not an OS benefit, experts believe it should be included in the algorithm above sunitinib, 
but not at the same level as strategies that have demonstrated an OS benefit. It was also noted that lenvatinib 
is active after failure of another VEGFR TKI, suggesting this regimen might be a good option in later lines of 
therapy as a rescue strategy

> Experts do not believe that the analysis of the IMDC database will change treatment patterns, but do find it 
interesting that development of immune-related AEs was associated with benefit from treatment

> The subgroup analysis of the TIVO-3 trial, showing that tivozanib is active even after prior treatment with 
axitinib, is considered interesting, but experts do not perceive an important role for tivozanib in mRCC. 
Although it is viewed as a good drug, and at least comparable with sunitinib and pazopanib, with a good safety 
profile, its development is too late to make an impact on the field
− Tivozanib could potentially have a role in combination with IO therapy, but again, several other TKIs are already 

established in this space

49



ADVANCED RENAL CELL CARCINOMA – DISCUSSION (3/4)

> For patients with poor-risk mRCC, most experts would still choose nivolumab plus ipilimumab, although 
several indicated they would use an IO-TKI combination, and feel the pendulum is swinging toward this option 
even for poor-risk patients 
− Choice of treatment is also dependent on factors such as treatment goals, tumor histology, and side effect profiles: an 

IO-TKI regimen would be preferable for patients when rapid tumor shrinkage is needed, while the IO-IO combination 
would be preferred for sarcomatoid tumors, or when avoiding potential hypertension is desired

> The data with the HIF-1α inhibitor MK-6482 as a single agent in heavily pretreated clear cell RCC are 
considered impressive, and experts believe this agent will play a role in the treatment of Von Hippel-Lindau 
(VHL)-associated RCC. However, it is not clear at this time whether this agent will have utility in non-VHL RCC 
− Activity was also observed in combination with cabozantinib in previously treated patients, but more data are needed to 

determine if the combination is superior to either agent alone 
> Results from the KEYNOTE-426 trial in the subgroup of patients who remained on IO therapy for 2 years are 

considered important, because they show there is a long-term benefit with pembrolizumab plus axitinib. 
Experts expect results would be similar with the other IO-TKI regimens
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ADVANCED RENAL CELL CARCINOMA – DISCUSSION (4/4)

> The data showing that the combination of axitinib plus avelumab is active across age groups, including older 
patients, are not surprising, and experts would expect similar results with other IO-TKI combinations. In the 
absence of an OS benefit, this doublet is not considered a preferred first-line regimen

51



Renal Cell Carcinoma –
Subgroup-Specific Therapies
THOMAS POWLES, MD, MBBS, MRCP



RENAL CELL CARCINOMA – SUBGROUP-SPECIFIC 
THERAPIES (1/4)
Abstract 270. Sunitinib versus cabozantinib, crizotinib or savolitinib in metastatic papillary renal cell carcinoma 
(pRCC): Results from the randomized phase II SWOG 1500 study. Pal et al
> Patients with papillary mRCC with 0–1 prior therapies (excluding VEGFR TKIs) were randomized to receive 

sunitinib (n = 46), cabozantinib (n = 44), crizotinib (n = 28), or savolitinib (n = 29)
− The crizotinib and savolitinib arms were closed early for futility

> Cabozantinib was associated with a significant improvement in PFS compared with sunitinib (median 9.0 
months vs 5.6 months; HR = 0.60, P = .019)

> The confirmed ORR with cabozantinib (23%) was also significantly higher than with sunitinib (4%; P = .010)
> Median OS was 20.0 months with cabozantinib vs 16.4 months with sunitinib
> Grade 3/4 AEs occurred in 69% of patients treated with sunitinib compared with 72% in patients receiving 

cabozantinib
− There was one grade 5 AE in the cabozantinib arm 
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RENAL CELL CARCINOMA – SUBGROUP-SPECIFIC 
THERAPIES (2/4)
Abstract 274. Efficacy of cabozantinib in advanced MiT family translocation renal cell carcinomas (TRCC). 
Thouvenin et al
> This multicenter, retrospective cohort study was performed to assess the outcomes of patients with TRCC 

treated with cabozantinib, regardless of line of treatment, at 7 centers (3 in France, 4 in the US) 
> 24 patients with mTRCC were evaluable for response and included in the study

− Seven (29%) patients received cabozantinib in first line, 9 (37.5%) in second line, and 8 (33%) in third line and beyond 
> The ORR was 17%
> Median PFS was 8.4 months; median OS was 17 months
> Grade 3/4 TRAEs occurred in 37.5% of patients, and led to treatment discontinuation in 21% of patients
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RENAL CELL CARCINOMA – SUBGROUP-SPECIFIC 
THERAPIES (3/4)
Abstract 277. Stereotactic radiotherapy and pembrolizumab for oligometastatic renal tumors: The RAPPORT trial. 
Siva et al
> The single-arm, phase I/II RAPPORT study evaluated safety and efficacy of stereotactic ablative body 

radiotherapy (SABR) and pembrolizumab in 30 patients with clear cell RCC with 1–5 oligometastases who had 
received up to 2 prior lines of therapy
− A total of 83 oligometastases were irradiated; 77% received SABR, and 23% received chemoradiation
− 80% of patients completed the 8 planned cycles of pembrolizumab
− Median follow-up was 2.3 years

> The ORR was 63% and an additional 23% of patients had disease stabilization
> Median PFS was 15.6 months; median OS and duration of response were not reached

− 92% of patients were free from local progression at 2 years
> 4 patients experienced a grade 3 TRAE: 2 pneumonitis, 1 dyspnea, 1 elevated alkaline phosphatase/ALT
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RENAL CELL CARCINOMA – SUBGROUP-SPECIFIC 
THERAPIES (4/4)
Abstract 308. Nivolumab + cabozantinib (NIVO+CABO) versus sunitinib (SUN) for advanced renal cell carcinoma 
(aRCC): Outcomes by sarcomatoid histology and updated trial results with extended follow-up of CheckMate 9ER. 
Motzer et al
> The primary analysis of CheckMate 9ER showed that first-line treatment with nivolumab plus cabozantinib 

significantly improved PFS (HR = 0.51, P <.0001), OS (HR = 0.60, P = .0010), and ORR (55.7% vs 27.1%; 
P <.0001) compared with sunitinib in patients with mRCC (Choueiri TK, et al. N Engl J Med. 2021;384:829-841)
− The current analysis was conducted to assess outcomes in the subset of patients with mRCC with sarcomatoid features 

(N = 75)
> In this subgroup

− Median PFS was 10.9 months with the IO-TKI vs 4.2 months with sunitinib (HR = 0.39, 95% CI: 0.22–0.70)
− Median OS was not reached in the combination arm vs 19.7 months with sunitinib (HR = 0.36, 95% CI: 0.16–0.82)
− ORR was higher with the IO-TKI regimen compared with sunitinib (56% vs 22%) 
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RENAL CELL CARCINOMA – SUBGROUP-SPECIFIC 
THERAPIES: DISCUSSION (1/2)
> Experts agreed that cabozantinib is now the standard of care for papillary mRCC, on the basis of results of the 

SWOG 1500 trial showing PFS superiority compared with sunitinib. Despite the small numbers, this trial 
provides the most robust prospective data in this patient subset
− However, experts also believe that other options are reasonable, including IO and IO-TKI combinations; sunitinib is also 

considered a reasonable but less attractive option, considering that cabozantinib did not show an OS advantage
• It would be very helpful to generate prospective data with other IO-IO and IO-TKI regimens in papillary RCC

− These results highlight the potential importance of MET signaling/inhibition in this RCC subtype 
− Pembrolizumab has also demonstrated activity with reasonable response rates in papillary mRCC, although the data 

from the randomized SWOG 1500 trial with cabozantinib are considered more compelling

> Although the activity reported with cabozantinib in MiT family translocated RCC tumors is modest, experts 
agree these are the best data currently available for this rare subset of cancers, and support cabozantinib as 
the preferred therapeutic option for this population

57



RENAL CELL CARCINOMA – SUBGROUP-SPECIFIC 
THERAPIES: DISCUSSION (2/2)
> The subset data from the CheckMate 9ER trial with cabozantinib plus nivolumab in patients with sarcomatoid 

mRCC are considered very impressive, particularly the HR of 0.36 for OS compared with sunitinib 
− Experts believe other IO-TKI regimens would produce similar results, and IO-IO regimens are known to be highly active 

in mRCC with sarcomatoid features. For this reason, experts believe either IO-IO or IO-TKI regimens are appropriate for 
this histologic subset 

> The data from the RAPPORT trial evaluating SABR with pembrolizumab in patients with oligometastases are 
considered interesting, but experts noted this was a highly selected patient population with very good risk 
features and good prognosis, making it difficult to interpret the results 
− More data from larger randomized trials will be needed to assess the efficacy of SABR in the treatment of 

oligometastatic mRCC before experts would be comfortable adopting this modality for routine use in patients with 
oligometastatic RCC
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