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PROSTATE CANCER
The treatment of prostate cancer (PC) has seen immense 

changes over the last years, both in early treatment of meta-

static disease as in the treatment of (non-)metastatic castra-

tion refractory prostate cancer (CRPC) patients.

Two presentations tried to answer the question whether early 

salvage radiotherapy (RT) is superior to adjuvant RT. Delay-

ing RT after biochemical recurrence (BR) has the potential 

to lower the total number of instances of RT, omitting RT in 

non-reoccurring patients. RADICALS-RT is a large multina-

tional randomised trial comparing adjuvant RT (aRT) to sal-

vage RT (sRT) in intermediate or high-risk patients.1 Salvage 

RT was triggered when PSA ≥0.1 ng/ml or occurrence of 3 

consecutive PSA rises. At this point, follow-up is too short to 

determine the main primary endpoint (freedom-from-distant 

metastases). At a median follow-up of 5 years, 62% of patients 

in the sRT arm still had not received RT and biochemical PFS 

was not statistically different between groups. When pooling 

data from three trials in this setting (RADICALS, GETUG-

AFU 17 and RAVES), the event-free survival favours early sRT 

over aRT.2 This aggregate seems to promote early sRT over 

aRT after surgery for intermediate and high-risk PC. 

In treating metastatic hormone sensitive PC (mHSPC), con-

sensus guidelines all state the addition of either abiraterone or 

docetaxel (ESMO guidelines 2018). For docetaxel, study re-

sults have been mixed as both the CHAARTED and GETUG 

7 trial only showed a benefit in high volume (visceral metas-

tases and/or ≥4 bone metastases [≥1 outside vertebral column 

or pelvis]) disease.  A new analysis of the STAMPEDE trial 

was presented at ESMO 2019.3 In this analysis, there was no 

evidence of heterogeneity of the docetaxel effect on OS or PFS 

between low- and high-volume disease. This means that the 

addition of docetaxel to ADT in HSPC does improve OS, re-

gardless of metastatic burden. However, metastatic burden 

is highly prognostic. In practice, the benefit of around 10% 

in OS at a median follow-up of 6.5 years in the high-volume 

group and 15% in the low-volume group, should be used to 

guide patients towards the right treatment. Another analy-

sis of the STAMPEDE data was presented by James et al. In 

M0 HSPC, after RT of the primary tumour, docetaxel did not 

show an additional benefit in survival. Docetaxel did howev-

er improve the failure-free survival (FFS) and PFS. 

STOPCAP pooled data from the HORRAD and STAMPEDE 

trials in a meta-analysis investigating the benefit of local RT 

in metastatic PC.4 In the total population, no OS benefit of 

adding local RT to systemic treatment (ADT) was detected. 

However, in patients with <5 bone metastases the pooled 

results showed a 7% improvement in the OS rate at 3-years. 

RT can be recommended in low volume M1 disease in HSPC. 

Surgery of the prostate is currently being studied in this set-

ting (LoMP 2 trial, among others). 

In a similar fashion as with docetaxel in STAMPEDE, data on 
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enzalutamide in HSPC from the recently published ARCH-

ES trial5 were analysed in function of disease volume. In 

the overall population, the primary endpoint of radiographic 

PFS (rPFS) was highly positive (HR[95%CI]: 0.39[0.30-0.50]). 

This benefit in favour of enzalutamide was seen in patients 

with both low- and high-volume disease and in patients with 

low- or high-risk disease. Enzalutamide in combination with 

ADT demonstrated significant treatment benefit vs. placebo 

plus ADT in men with mHSPC, irrespective of disease vol-

ume and risk. 

Health related QoL (HRQoL) was analysed from both the 

ENZAMET and TITAN trial.6,7 The recently published EN-

ZAMET trial showed a benefit of enzalutamide vs. placebo 

in mHSPC (only in the non-docetaxel treated subgroup).8 

The TITAN trial showed a similar benefit with apalutamide.9 

Treatment exposure in this setting is very long and thus HR 

QoL data are very important (as are studies looking at the 

cost and the effect of successive therapies on outcome). De-

terioration-free survival (which combined death, clinical pro-

gression, cessation of study therapy or worsening of HR QoL) 

was strongly in favour of enzalutamide for physical func-

tion, cognitive function, fatigue, global health and QoL. In 

TITAN, the addition of apalutamide did not increase the in-

cidence or severity of fatigue and preserved the HRQoL. In 

conclusion, overall HR QoL was preserved with the addi-

tion of both apalutamide and enzalutamide to ADT in pa-

tients with mHSPC. 

The results of the SPARTAN study, comparing apalutamide 

to placebo in m0CRPC, were published earlier this year.10 

Apalutamide improved the metastasis-free survival (MFS), 

but the OS results were immature at the time (only 24% 

of needed events occurred). Updated results after a medi-

an follow-up of 41 months were presented at ESMO 2019.11 

Importantly, patients in the placebo group who did not prog-

ress at the time of unblinding, were allowed to cross-over to 

apalutamide (76 patients). The median OS was not reached 

in both groups, the 4-year OS is 72.1 % in the apalutamide 

group (806 patients) as compared to 64.7% in the placebo 

group (401 patients), resulting in a 7.4% benefit (HR[95%CI]: 

0.75[0.59-0.96]), which was not statistically significant. Oth-

er efficacy endpoints showed a strong benefit in PFS2 (time 

from randomisation to disease progression on subsequent 

anti-cancer therapy or death), while the median time to ini-

tiation of chemotherapy was still not reached. As such, this 

second analysis failed to show a significant OS benefit for 

apalutamide in the m0 CRPC setting. Moreover, new imag-

ing technologies (especially PSMA PET/CT) are limiting the 

targeted population of this trial.12

The CARD trial, a very interesting study on third-line ther-

apy, was presented at the presidential session of the ESMO 

2019 conference and was published simultaneously online.13 

Cabazitaxel was tested against AR-targeted therapies (abi-

raterone or enzalutamide) in mCRPC patients progressing 

after docetaxel and the alternative AR-targeting agent (AR-

TA). Previous treatment with docetaxel or abiraterone was al-

lowed in the hormone sensitive setting. Patients previously 

treated with ≥3 cycles of docetaxel and progressing within 

12 months of first ARTA treatment were included in the tri-
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FIGURE 1. Progression-free survival in the CARD trial.13
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al. The primary endpoint of rPFS was significantly longer in 

the cabazitaxel group, 8.0 months vs. 3.7 months (HR[95%-

CI]: 0.54[0.40-0.73]) (Figure 1). This benefit was positive in 

all sequences (docetaxel first, ARTA second and ARTA first, 

docetaxel second). Secondary endpoints also favoured caba-

zitaxel, with an OS benefit of 2.6 months (13.6 vs. 11.0) and 

a PSA response in 36% of patients in the cabazitaxel group 

vs. 14% in the ARTA group. A clinically meaningful reduction 

in pain (≥30%) was seen in almost half of the cabazitaxel pa-

tients (45% vs. 19%). One out of three patients in the ARTA 

group received cabazitaxel subsequently. In total, 20% of pa-

tients had to discontinue cabazitaxel due to an adverse event, 

vs. 9% in the ARTA group. These results support the use of 

cabazitaxel over abiraterone and enzalutamide in mCRPC pa-

tients who received prior docetaxel and the alternative ARTA.

Main drivers of resistance to CRPC therapy are the existing 

(germline) or appearing (somatic) alterations in homologous 

recombination repair (HRR) genes. The reported prevalence 

of HRR alterations in CRPC range from 5 to 20%. More than 

4,000 patients were screened in the PROfound trial.14 Out of 

the 69% of patients with successful sequencing of HRR sta-

tus, 788 patients were positive (27.9% of sequenced samples, 

17% of total screened). Especially BRCA 2 (8.7%), ATM (5.9%) 

and CDK12 (6.3%) were prevalent. 

The PROfound trial is a phase III study of olaparib vs. AR-

TA (enzalutamide or abiraterone by physician’s choice) in 

mCRPC patients with HRR alterations. Cohort A included 

BRCA 1 and 2 and ATM alterations, cohort B all the other al-

terations. About one out of four included patients were met-

astatic, around 65% received prior taxane therapy and all 

patients received a form of ARTA (20% received both en-

zalutamide and abiraterone prior to inclusion). The primary 

endpoint of rPFS was superior in olaparib treated patients in 

cohort A (7.4 vs. 3.6 months, HR[95%CI]: 0.34 [0.25-0.47]). 

Also when combining cohort A and B, the rPFS remained 

in favour of olaparib (5.8 vs. 3.5 months). Median OS ben-

efited olaparib in cohort A (19 vs. 15 months, HR[95%CI]: 

0.64[0.43-0.97]) as well as in cohort A+B (18 vs. 14 months, 

HR[95%CI]: 0.67[0.49-0.93]). In a subgroup analysis, re-

sponses differed greatly between different HRR alterations, 

namely BRCA2 patients benefited more and ATM patients 

less. 

In patients with mCRPC and HRR alterations and prior AR-

TA treatment, olaparib improves rPFS and ORR compared to 

the re-introduction of ARTA, with a favourable trend for OS.

BLADDER CANCER
Treatment guidelines state the use of cisplatin based poly-

chemotherapy before local therapy in muscle invasive blad-

der cancer (MIBC, ≥cT2). However, neo-adjuvant cisplatin 

polychemotherapy results in only a limited survival benefit 

(around 10%). Moreover, about half of patients are cisplatin 

ineligible (mainly due to renal dysfunction) and currently do 

not receive systemic treatment in the curative setting. 

NABUCCO is a Dutch phase Ib single arm study which ac-

crued cisplatin ineligible patients (or patients who refused 

cisplatin) with a good performance status and cT3-4 and/

or N1-3 M0 and resectable urothelial cancer.15 Patients were 

given a short course of combination immunotherapy (cy-

cle I: ipilimumab (3mg/kg); cycle II: ipilimumab (3mg/kg) 

and nivolumab (1mg/kg); cycle III: nivolumab (1mg/kg)) be-

fore surgery. The primary endpoint was feasibility of surgery 

within 12 weeks after completion of neo-adjuvant treatment. 

Twenty-four patients were included, of which 42% had nodal 

involvement. Surgical resection within 12 weeks of neo-ad-

juvant treatment completion was achieved in 96%. Overall, 

75% of patients received all three cycles of immunotherapy. 

The pathological complete response rate (pCR) was 46%, but 

only 17% in patients who received only 2 cycles of neo-ad-

juvant treatment. No radiological progression was observed 

during treatment, one patient died on study due to develop-

ment of metastatic disease after surgery. This study shows 

the feasibility of immune therapy in the neo-adjuvant setting. 

Currently, various studies are recruiting patients: Aurora is a 

Belgian trial studying a combination of IO and chemotherapy 

in a similar patient population.16 Response rates in NABUC-

CO are high and similar to cisplatin polychemotherapy15, tox-

icity profiles are different but in cisplatin ineligible patients 

neo-adjuvant immunotherapy seems to be a good alternative. 

In the PURE-01 study (NCT02736266), neo-adjuvant pem-

brolizumab resulted in 42% of pCR in MIBC.17 Biomarker 

analyses suggest that immunological markers and a high tu-

mour mutational burden (TMB) may predict higher response 

rates. In a new analysis presented at ESMO, genomic FGFR-3 

mutations were analysed in the, still recruiting, PURE-01 

expanded cohort (405 patients) and an addition of 415 pa-

tients from the GRID registry (NCT02609269). About 20% 

of patients harboured FGFR-3 mutations (in concordance 

with earlier studies), but the genomic signature did not pre-

dict pathological response. In contrast, tumours with active 

FGFR3 signalling did show a lower immune signature (Im-

mune190 score) and could be predictive for IO resistance.

In metastatic and locally advanced bladder cancer, IO ther-

apy is reimbursed in first line (cisplatin ineligible patients 

with a high immune score) and in second line (after plati-

num-based chemotherapy). IMVIGOR 130 studied the pos-

sible benefit of combining atezolizumab to chemotherapy vs. 

chemotherapy alone in first line mUCC patients.18 In a man-

dated amendment, an option of atezolizumab in monother-

apy was added. Results after a follow-up of about one year 
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were presented at ESMO. The co-primary endpoint of PFS 

was higher in the combination group vs. chemotherapy alone 

(HR[95%CI] 0.82[0.70-0.96]) (Figure 2) but OS failed to reach 

a significant benefit (HR[95%CI]: 0.83[0.69-1.00]). Surpris-

ingly, only half of the patients initially considered to be cis-

platin eligible, received cisplatin polychemotherapy. When 

comparing atezolizumab monotherapy to chemotherapy, no 

OS benefit was reached (HR[95%CI]: 1.02[0.83-1.24]). The 

ORR was 47% in the combination group, 23% with atezoli-

zumab monotherapy and 44% in the chemotherapy group. 

A CR was observed in 13, 6 and 7% of patients, respectively. 

In conclusion, a short course of chemotherapy at the start of 

first-line chemotherapy can prolong response to atezolizum-

ab but does not benefit OS after one year of follow-up. Only 

longer follow-up can determine if the combination strategy 

is superior to sequential therapy, as is currently reimbursed. 

The use of IO in patients with auto-immune (AI) disease is 

a common concern. The SAUL trial is a phase IIIb trial in 

patients who are mostly excluded from earlier IO trials.19 Of 

the more than 1,000 patients included in this trial, only 35 

were AI patients. Efficacy of IO in these patients seemed sim-

ilar to other patients. Safety evaluation showed a higher rate 

of colitis which was manageable and rarely led to treatment 

discontinuation. 

Enfortumab vedotin (EV) is an investigational antibody-drug 

conjugate targeting nectin-4, which is highly expressed in 

UCC. Phase II trials have shown activity in second- and 

third-line mUCC and several phase III trials are currently 

recruiting patients. At ESMO 2019, results were presented 

of expansion cohorts of EV-103, a phase IB study of EV in 

combination with pembrolizumab in first-line cisplatin inel-

igible patients with locally advanced and metastatic UCC.20 

EV was given in a 3-week schedule (day 1 and 8, 1.25mg/kg) 

with pembrolizumab on day 1 (200 mg fixed dose). A total of 

45 patients were included. Response rates are very encour-

aging (ORR of 71% and CR 13%). Half of the patients expe-

rienced peripheral neuropathy and rash while about 10% 

experienced hyperglycaemia. 

Finally, BISCAY, an adaptive, biomarker driven, study in 

mUCC of durvalumab in combination with various targeted 

therapies did not show positive results.21 Biomarkers includ-

ed FGFR3 mutations and HRR gene alterations among oth-

ers. Patients harbouring FGFR 1-3 alterations received FGF-R 

inhibitor therapy or a combination of an FGFR inhibitor and 

durvalumab. ATM, BRCA1/2 and other HRR genes received 

a PARP inhibitor and durvalumab. RICTOR, TSC1, TSC2 re-

ceived a TORC1-2 inhibitor in combination with durvalum-

ab and patients with an absence of biomarkers were treated 

with durvalumab monotherapy. The predicted ORR was es-

timated to be >55%. However, the observed response rates 

were much lower (20 to 36%) and dose reduction and inter-

ruptions were very frequent. Presence of biomarkers could 

be more prognostic than predictive in this setting. 

RENAL CELL CANCER
Localised renal cell cancer (RCC) is treated primarily with 

surgical resection while conservative techniques such as ste-

reotactic radiotherapy, radiofrequent ablation or cryo-abla-
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tion are used to a lesser extent. Recurrence rates in high risk 

(Fuhrman grade >III, pT3a-4, node positive disease) RCC are 

high and multiple studies have investigated adjuvant treat-

ment strategies. Unfortunately, none of them have been able 

to show a benefit in OS. 

The SORCE trial studied adjuvant sorafenib in intermedi-

ate or high risk RCC.22 This randomised double-blind phase 

III trial, recruited 1,711 patients who received three years 

of placebo, one year of sorafenib and two years placebo or 

three years of sorafenib treatment. Around 15% of included 

patients had non-clear cell RCC histology and less than 5% 

had nodal involvement at pathological staging. The primary 

endpoint of DFS was similar in all groups (67% at five years). 

Active surveillance remains the standard in intermediate and 

high risk of recurrence following nephrectomy. 

In metastatic RCC (mRCC) the treatment landscape has 

changed dramatically over the last years. Four combination 

trials have shown benefit over sunitinib in first-line, and 

these combinations will be included in new treatment guide-

lines (IMmotion151, JAVELIN Renal 101, KEYNOTE-426 

and CheckMate 214). However, the question remains how 

to better tailor these combinations to patients. In Belgium, 

the combination of nivolumab and ipilimumab has become 

available in first-line intermediate and poor prognosis pa-

tients. However, side effects of this combination are feared, 

and its use varies from centre to centre. TITAN-RCC is a 

multicentre European study that enrolled 258 first- and sec-

ond-line mRCC patients (intermediate and poor risk).23 Pa-

tients were started on nivolumab (240mg, fixed dose) for 

eight or sixteen weeks (four or eight cycles). When early 

(week 8) PD or either SD or PD at sixteen weeks was ob-

served, patients were given two to four cycles of nivolum-

ab plus ipilimumab, followed by nivolumab monotherapy in 

maintenance. In total, 108 first-line patients were included, 

as well as 99 second-line patients. At 36 weeks, the ORR of 

this tailored approach was 29% (nivolumab only) and 37% 

(nivolumab with ipilimumab boost if non-responding) in 

first-line and 18% and 28% in second-line, respectively. In 

patients progressing under initial nivolumab, boost thera-

py did not show CR in first-line and only in five patients in 

second-line (of total of 57 patients). In conclusion, the use 

of ipilimumab as add-on or boost therapy during nivolum-

ab increased ORR by 10%, both in first- and second-line set-

ting. However, CR rates are lower in this approach when 

compared to initial combination therapy (CheckMate 214). 

A subgroup analysis of the JAVELIN Renal 101 trial of first-

line avelumab and axitinib looked at the response of the 

primary renal tumour in mRCC.24 The ORR of the prima-

ry tumour was seen in 33% in the combination group com-

pared to only 11% in the sunitinib arm. The combination of 

avelumab and axitinib also resulted in a longer duration of 

response. 

Another subgroup analysis of the JAVELIN Renal 101 trial 

looked at the efficacy in patients with sarcomatoid histolo-

gy.25 In total, 108 patients were randomised to combination 

therapy or sunitinib. PFS was strongly in favour of avelum-

ab and axitinib (HR[95%CI]: 0.57[0.33-1.00]), and the 1-year 

OS was 83% in the combination group vs. 67% in sunitinib 

group. The ORR was more than double in the combination 

arm vs. the control arm (47% vs. 21%). 

The phase II KEYNOTE-427 trial looked at pembrolizumab 

monotherapy in the first-line treatment of ccRCC (cohort A) 

and non-cc RCC (cohort B).26 ORR differed highly between 

different groups in cohort B, ranging from 10% in chromo-

phobe RCC and 42% in RCC with sarcomatoid features. In 

the whole of cohort B, PD-L1 status was highly predictive 

(ORR of 10% in CPS <1 and 35% in CPS ≥1). Response du-

ration of ≥12 months was seen in 57% of patients. These 

promising results of pembrolizumab in first-line non-cc RCC, 

should be confirmed in a larger phase III trial. 
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