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From June 1st till June 5th, Chicago was host for the 55th annual ASCO meeting. This report will highlight the 
most important studies concerning genitourinary cancers presented during the meeting.
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PROSTATE CANCER (PC)
Several new treatment modalities for PC were presented on 

ASCO. An overview is given in Table 1.

The phase III trial GETUG-AFU 16 explored the addition of 

androgen deprivation therapy (ADT) to salvage radiothera-

py (RT) after biochemical recurrence following prostatectomy. 

As RT + ADT resulted in an increased metastatic-free survival 

(MFS) after 9 years of follow up, standard addition of ADT to 

salvage RT could postpone aggressive treatment without in-

creased toxicity or decline in quality-of-life (QoL).1

The phase III study ENZAMET determined the possible 

addition of docetaxel or abiraterone acetate to testosterone 

suppression in metastatic hormone-sensitive prostate cancer 

(mHSPC) patients to improve overall survival (OS). Interim 

survival data demonstrate a significantly improved OS by 

adding enzalutamide to SOC for mHSPC.2 Also the phase III 

trial TITAN assessed the addition of the androgen receptor 

(AR) inhibitor apalutamide to ADT in mHSPC. A clear im-

provement in progression-free survival (PFS) and OS were 

observed, with manageable toxicity profile and no changes in 

QoL.3 Both the ENZAMET and TITAN study indicate a clear 

shift of AR inhibitors for treatment of hormone-sensitive PC.

Numerous trials assessed new treatment options for non-met-

astatic and metastatic castrate-resistant prostate cancer 

(nmCRPC and mCRPC). The phase III trial ARAMIS evaluat-

ed the use of the AR antagonist darolutamide in the nmCRPC 

setting. Darolutamide clearly prolongs MFS, is well tolerated, 

maintains QoL, and delays worsening of pain and disease-re-

lated symptoms compared to placebo.4

The phase II TAXOMET study reported no clinically mean-

ingful addition of metformin to docetaxel for treatment of 

mCRPC patients. Data from the STAMPEDE trial (SOC + 

metformin) is expected.

The Alliance A031021 phase III trial compared the combi-

nation of enzalutamide + abiraterone acetate versus enzalut-

amide only. The combination showed no benefit in OS with 

more treatment-related AEs. The combination of enzalut-

amide + abiraterone acetate is therefore not recommended.6

The phase Ib/II trial KEYNOTE-365 explored the possibility 

of administering pembrolizumab + enzalutamide in patients 

who progressed on abiraterone acetate within six months. 

Promising results were observed (doubling of objective re-

sponse rate [ORR] compared to pembrolizumab in mono-

therapy) indicating the possible role of immune checkpoint 

inhibition (ICI) in the mCRPC setting. The phase III trial 

KEYNOTE-641 is currently ongoing.7

The phase II TOPARP-B trial assessed the use of the poly(AD-

P)-ribose polymerase inhibitor olaparib in mCRPC patients 

with DNA damage repair alterations. The trial demonstrated 

antitumor activity, especially in patients with BRCA1/2 loss, 

PALB-2 mutations and ATM mutations.8

Additionally, another phase II trial evaluated cabazitaxel 

versus enzalutamide or abiraterone acetate in poor prog-

nosis mCRPC patients. It was found that cabazitaxel gives 

high clinical benefit for poor risk mCRPC patients, although 

no gain in OS was observed. ctDNA fraction, AR amplifi-

cation and TP53 mutations proved to have prognostic val-

ue although larger study groups are needed to confirm this 
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finding.9

Finally, the phase III trial CABADOC determined the pa-

tient preference between cabazitaxel and docetaxel for first-

line chemotherapy in mCRPC. Although cabazitaxel and 

docetaxel have similar efficacy when used as first-line treat-

ment option, more patients prefer cabazitaxel. Preferable 

choice was mostly influenced by fatigue, patient-defined QoL, 

hair loss, and pain.10

RENAL CELL CARCINOMA (RCC)
It remains a constant point of discussion when to start sys-

temic therapy in metastatic RCC (mRCC) patients, espe-

cially in patients with low tumor burden or slow growing 

disease. The Canadian Kidney Cancer information system 

identified 1711 patients who immediately started systemic 

therapy (N=848); started systemic therapy ≥6 months after 

diagnosis of mRCC (N=370) or never received systemic ther-

apy (N=493). Five year-OS was significantly lower for pa-

tients who immediately started systemic therapy (32.1 versus 

70.2%). After adjusting for IMDC risk criteria and age, both 

OS (HR 0.46, 0.38-0.56) and time to treatment failure (HR 

0.79, 0.69-0.92) were greater for delayed versus immediate 

systemic treatment. These data suggest that a subset of pa-

tients may be safely observed without immediate initiation 

of systemic therapy, which could be explained by the fewer 

metastatic sites and increased performance of metastasecto-

mies in this patient group. Prospective validation in the con-

temporary immunotherapy era is required.11

Next, several treatment modalities for mRCC were present-

ed at ASCO. An overview is given in Table 2.

The phase III trial E2810 evaluated the effect of pazopanib 

on MFS in mRCC treatment-naïve patients with no evidence 

of disease following metastasectomy. The primary end point 

was not reached and adjuvant pazopanib in this patient co-

hort is thus not recommended.12

The phase III CARMENA trial previously indicated that cy-

toreductive nephrectomy (CN) is not advised in mRCC. Up-

dated results strengthen this statement. However, it was 

shown that patients with only 1 IMDC risk criteria could 

still benefit from CN.13

A phase II trial by Gao et al. evaluated the benefit of concom-

itant CN or metastasectomy in mRCC patients receiving first-

line ICI. The authors suggest that ICI plus concomitant CN 

or metastasectomy is safe and shows promising clinical util-

ity. Furthermore, response to therapy and survival outcome 

might be correlated to several biomarkers, such as CD8 tu-

mor infiltrating lymphocytes and tumor IFN.14

The phase II CheckMate 920 study determined the clinical 

efficacy of ICI in patients with brain metastases. The current 

results show encouraging efficacy results with safety profile 

comparable to previous reported studies.15

Finally, several subanalyses of large phase III studies were 

presented in which the effect of ICI on sarcomatoid mRCC 

and IMDC intermediate and poor risk mRCC were assessed. 

IMmotion 151, CheckMate 214 and KEYNOTE-426 all 

showed high benefit from ICI for patients with sarcomatoid 

features and intermediate and poor risk patients.16-18

The fact that sarcomatoid mRCC respond well to ICI can 

be partly explained by the retrospective analysis done by 

Bakouny et al. After performing next-generation sequenc-

ing on sarcomatoid and rhabdoid mRCC tumors, analysis 

showed that genomic alterations in BAP1 were significant-

ly more frequent in sarcomatoid and rhabdoid mRCC (25 vs. 

4.3%) while other genomic alterations and tumor mutational 

burden were similar. This could account for the fact that sar-

comatoid and rhabdoid mRCC tumors have better outcomes 

on ICIs compared to non-ICI-based therapies.19

In addition, patient reported outcomes from the IMmotion 

150 suggested that atezolizumab, alone or with bevacizum-

ab, maintained daily function with minimal symptom inter-

ference versus sunitinib.20

UROTHELIAL CARCINOMA (UC)
Numerous novel therapies for treatment of (metastatic) 

urothelial carcinoma (mUC) were presented at ASCO. An 

overview is given in Table 3.

First, the most ideal adjuvant therapy following cystec-

tomy in patients with locally advanced disease was deter-

mined. Comparison between adjuvant RT or chemotherapy 

proved comparable MFS, although local control is improved 

in the RT arm. Based on this study, this treatment option 

could be offered for patients unfit or unwilling to receive 

chemotherapy.21

The CALGB 90601 phase III study assessed the added value 

of bevacizumab to chemotherapy in treatment-naïve mUC. 

No OS benefit was shown. A small gain in PFS was observed, 

although not clinically significant. Bevacizumab has there-

fore no place in first-line therapy.22

The HCRN GU14-180 phase II trial explored the role of 

maintenance ICI in patients who are stable after first-line 

chemotherapy. Maintenance ICI proved effective and pro-

longed PFS. Further validation is even though still required 

to verify if maintenance ICI “deepens” responses achieved 

with first-line chemotherapy.23

Response to ICI may be dampened by FGFR3 mutations. The 

phase Ib/II FIERCE-22 trial therefore explored the efficacy of 

the combination of the FGFR3 inhibitor vofatamab and ICI. 

The combination seems well tolerated and prolongs PFS, es-

pecially in patients with wild type FGFR3. Further investi-

gation is ongoing.24
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Patients with mUC of variant histologies have poor outcomes. 

A phase II trial was conducted to assess the use of ICI in this 

patient group. ICI showed clear efficacy with desirable safe-

ty profile. Further exploration of ICI in this patient popula-

tion is therefore warranted.25

Despite the use of ICI in mUC, the question remains which 

treatment to choose after progression on ICI. Two phase II 

trials were reported exploring this statement. RC48-ADC, 

an anti-HER2 antibody-drug conjugate, proved clinically 

meaningful in HER2+ patients pretreated with ICI (and che-

motherapy).26 Next, enfortumab vedotin, an antibody-drug 

conjugate targeting Nectin-4, proved effective for patients 

who progressed after chemotherapy and ICI.27 
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