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TITAN – Study Design  

Presented By Kim Chi at 2019 ASCO Annual Meeting 

Primary endpoints: OS, radiographic PFS 

Secondary endpoints: time to pain progression, time to SRE, time 
to chronic opioid use, time to cytotoxic chemotherapy 

Exploratory endpoints including: time to PSA progression, PFS2 



TITAN – Results  

Modified By Kim Chi at 2019 ASCO Annual Meeting 

rPFS 
Apalutamide 
significalntly 
reduced risk of 
rPFS or death 
by 52% 

Apalutamide 
significalntly 
reduced risk of 
death by 33% 

OS 



TITAN – Conclusions  

Presented By Kim Chi at 2019 ASCO Annual Meeting 

• In patients with metastatic castration-sensitive prostate cancer, 
the addition of apalutamide to ADT significantly improved 
survival 

• rPFS: 52% reduction in risk of radiographic progression or 
death (HR: 0.48; 95% CI: 0.39-0.60; P < .0001) 

• OS: 33% reduction in risk of death (HR: 0.67; 95% CI: 0.51-
0.89; P = .0053) 

• Apalutamide in this setting also demonstrated prolonged time to 
initiation of cytotoxic chemotherapy and PSA progression and 
increased PFS2 

• Apalutamide was well tolerated with adverse events consistent 
with previously reported data 

• Investigators concluded that results support the addition of 
apalutamide to ADT for patients with metastatic castration-
sensitive prostate cancer 
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ENZAMET – Study Design 

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting 



Primary endpoint: OS 

ENZAMET – Results  

Secondary endpoint: PFS (PCWG2) 

Modified By Christopher Sweeney at 2019 ASCO Annual Meeting 

PSA PFS PFS 



ENZAMET – Concurrent Docetaxel  

Presented By Christopher Sweeney at 2019 ASCO Annual Meeting 



ENZAMET – Conclusions  

Davis et al NEJM 2019 

Sweeney C 2019 ASCO Annual Meeting 

 

• Enzalutamide demonstrated improved survival compared with 

standard NSAA in patients with mHSPC 

• 36-mo OS: 80% for enzalutamide vs 72% for NSAA (HR: 0.67; 

P = .002) 

• Similar OS benefit in patients with low and high volume of 

metastases 

• Increased toxicity was shown with the addition of enzalutamide, 

as expected 

• Patients who were also treated with docetaxel experienced 

more chemotherapy-related toxicity 

• The study investigators concluded that enzalutamide is an 

appropriate option for men with mHSPC starting on ADT 



Progress in Management of mHSPC 

● 2015 paradigm shift  Docetaxel upfront 
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EAU-ESTRO-ESUR-SIOG Guidelines on Prostate Cancer 2018 (http://uroweb.org) 

1. Sweeney et al NEJM 2015; 373:737 
2. James et al Lancet 2016; 387:1163 
3. Fizazi et al NEJM 2017; 377:352 
4. James et al NEJM 2017; 377:338 

5. Chi et al NEJM 2019 
6. Armstrong et al ASCO GU abstr#687 
7. Davis et al NEJM 2019 



DOCETAXEL 

1. Sweeney NEJM 2015;373:737 
2. James et al Lancet 2016; 387:1163 
3. Kyriakopoulos CE et al. J Clin Oncol 2018;36(11):1080–7 

OS 
CHARTEED1 STAMPEDE2 

HR 0.78 (CI 0.66–0.93), p=0·006  

High Volume Low Volume 



DOCETAXEL - CHARTEED 

Sweeney NEJM 2015;373:737 

High volume: 
-Visceral mets and/or 
-≥ 4 bone mets (at least 1 beyond pelvis 
and vertebral column) 
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ABIRATERONE 

1. Fizazi et al NEJM 2017; 377:352 
2. James et al NEJM 2017; 377:338 

OS 

LATITUDE1 

rPFS 

STAMPEDE2  

OS 

HR 0.61 (CI 0.49–0.75)  



ABIRATERONE 

LATITUDE1 STAMPEDE2  

1. Fizazi et al NEJM 2017; 377:352 
2. James et al NEJM 2017; 377:338 



Progress in Management of mHSPC 

● 2015 paradigm shift  Docetaxel upfront 

– ADT + Docetaxel in newly diagnosed M1 disease (CHAARTED1, STAMPEDE2) 

● 2017  Abiraterone acetate upfront 

– ADT + Abiraterone in newly diagnosed M1 disease (LATITUDE3, STAMPEDE4) 

● 2019 ASCO GU and ASCO  Apalutamide, Enzalutamide 

– TITAN: Apalutamide5 

– ARCHES: Enzalutamide6 

– ENZAMET: Enzalutamide7 

EAU-ESTRO-ESUR-SIOG Guidelines on Prostate Cancer 2018 (http://uroweb.org) 

1. Sweeney et al NEJM 2015; 373:737 
2. James et al Lancet 2016; 387:1163 
3. Fizazi et al NEJM 2017; 377:352 
4. James et al NEJM 2017; 377:338 

5. Chi et al NEJM 2019 
6. Armstrong et al ASCO GU abstr#687 
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DISEASE VOLUME  CHAARTED: 
 
High volume: 
-Visceral mets and/or 
-≥ 4 bone mets (at least 1 beyond 
pelvis and vertebral column) 

APALUTAMIDE - TITAN 

Chi et al NEJM 2019 



ENZALUTAMIDE - ENZAMET 
DISEASE VOLUME  CHAARTED: 
 
High volume: 
-Visceral mets and/or 
-≥ 4 bone mets (at least 1 beyond 
pelvis and vertebral column) 

Davis et al NEJM 2019 



Armstrong et al ASCO GU abstr#687 

ENZALUTAMIDE - ARCHES 

rPFS 



HOW TO CHOOSE BETWEEN UP-FRONT TREATMENTS IN mHSPC 

DOCETAXEL ABIRATERONE ENZALUTAMIDE 
APALUTAMIDE 

 Short term 
treatment 
 

 Peripheral 
neuropathy, hair 
loss 
 

 Use of 
corticosteroids 
 

 High volume 

 Long term 
treatment 
 

 Liver enzymes, 
electrolytes 
 
 

 Use of 
corticosteroids 
 

 Any 

Toxicities 

Duration of  
treatment 

Corticosteroids 

Setting 

 Long term 
treatment 
 

 CNS (seizure), falls 
 
 
 

 No use of 
corticosteroids 
 

 Any 



DOCETAXEL ABIRATERONE 
ENZALUTAMIDE 

APALUTAMIDE 

TREATMENT OPTIONS IN mHSPC 

2015 2017 2019 
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TOPARP-B: A Phase II Randomized Trial of the Poly(ADP)-Ribose Polymerase (PARP) Inhibitor Olaparib for Metastatic Castration Resistant Prostate Cancers (mCRPC) with DNA 
Damage Repair (DDR) Alterations. 

Presented By Joaquin Mateo at 2019 ASCO Annual Meeting 

TOPARP-B 



Banerjee et al. Nat Rev Clin Oncol 2010;7:508–19 
Feng et al. Mol Cell. 2015;58(6):925-34.  

BACKGROUND: DNA repair defects – Predictive Value 

• PARP1 mediates: 
- DNA repair responses to alkylating 

agents 
- Cellular survival in BRCA deficient cells 
- AR-dependent prostate cancer cellular 

proliferation 

PARP inhibitor 



• 50 mCRPC patients 
• 100%  prior treatment with TXT, 98% ABI or 

ENZA, 58% CABA 
• 46% Metastatic disease at diagnosis 
• 88% ECOG PS 0-1, 12% ECOG PS 2 

 TOPARP-A was an open-label, single-group, two-stage, phase 2, multisite study, designed to 
investigate the the activity of the PARPi Olaparib in mCRPCs with DNA-repair defects 

• Response Rate 33% 
• ≥50% Reductions in the PSA level 22% 
•  Reduction in CTC count 29% 
•  Radiologic partial response 19% 33%  DNA-repair 

genes aberrations 

• RR 88% in biomarker-positive vs 6% 
in biomarker-negative pts 
 

Mateo et al. N Engl J Med. 2015, 373(18):1697-1708 

BACKGROUND: DNA repair defects – TOPARP-A 



TOPARP-B 

mCRPC after at least 1 but not more than 2 lines of taxane-
based chemotherapy 

Modified By Joaquin Mateo at 2019 ASCO Annual Meeting 



TOPARP-B – Results  
Results: primary endpoint analyses (n=92) 

Results: primary endpoint per gene subgroup (n=92) 

Modified By Joaquin Mateo at 2019 ASCO Annual Meeting 



TOPARP-B – Results  

ITT PER GENE SUBGROUP 

Modified By Joaquin Mateo at 2019 ASCO Annual Meeting 



Modified by Beltran H, 2019 ASCO Genitourinary Symposium 

Increased genomic testing has led to more biomarkers driven trials 
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Cytoreductive nephrectomy (CN) in metastatic renal cancer (mRCC): Update on Carmena trial with focus on intermediate IMDC-risk population<br /> 

Presented By Arnaud Mejean at 2019 ASCO Annual Meeting 

UPDATE ON CARMENA   



§ Sunitinib alone not inferior to 
nephrectomy → sunitinib 
(upper boundary of 95% CI ≤ 
1.20)

§ mOS longer with sunitinib alone 
vs nephrectomy → sunitinib:

‒ MSKCC intermediate-risk: 23.4 
vs 19.0 mos (HR: 0.92) 

‒ MSKCC poor-risk: 13.3 vs 10.2 
mos (HR: 0.86)

mOS, Mos
Nephrectomy → sunitinib 13.9
Sunitinib alone 18.4

HR: 0.89 (95% CI: 0.71-1.10)

(non-inferiority ≤ 1.20)

Overall Survival
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CARMENA   

Méjean A, et al. ASCO 2018. Abstract LBA3. Méjean A, et al. N Engl J Med. 2018 



UPDATE ON CARMENA   

Updated OS  

With longer FU of 61.5 months, Carmena trial confirms that CN is 
not superior to sunitinib alone in ITT population, both with MSKCC 
and IMDC risk groups for treating mRCC. 
 

 CN should NOT be considered as the SOC 

Modified By Arnaud Mejean at 2019 ASCO Annual Meeting 



BUT IT IS NOT THE END 
OF CN! 

OS IMDC intermediate patients: 1 vs 2 risk factors 

CN might be beneficial for patients with only one IMDC risk factor, especially in 
case of one metastatic site 

UPDATE ON CARMENA   

OS 1 metastatic site vs more than 1 

Modified By Arnaud Mejean at 2019 ASCO Annual Meeting 



OS in patients with secondary nephrectomy in sunitinib alone arm 

UPDATE ON CARMENA   

Secondary nephrectomy: 18% of patients in sunitinib alone arm (n=40) for emergency 
treatment of the primary tumor (17.5%) or for CR or near CR in metastatic sites (>6 months) 

Delayed nephrectomy after initial systemic treatment in good 
responders patients is associated with long OS 

Modified By Arnaud Mejean at 2019 ASCO Annual Meeting 



SHOULD CARMENA REALLY CHANGE OUR ATTITUDE TOWARDS 
CYTOREDUCTIVE NEPHRECTOMY IN METASTATIC RENAL CELL 

CARCINOMA WITH PRIMARY SITE?  

Massari F et al., Tageted Oncology 2018 



Probably CARMENA data already obsolete 

Santoni M, Montironi R, Battelli N, Massari F. European Urology 2018 



Probably CARMENA data already obsolete 

Santoni M, Montironi R, Battelli N, Massari F. European Urology 2018 



Probably CARMENA data already obsolete 

Santoni M, Montironi R, Battelli N, Massari F. European Urology 2018 



Probably CN should be considered a standard of 
care for patients with mRCC if:  

Modified By Lauren Harshman at 2019 Genitourinary Cancers Symposium 
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Pembrolizumab plus Axitinib as First-Line Therapy for mRCC: Outcomes in the Combined IMDC Intermediate/Poor Risk and Sarcomatoid Subgroups of KEYNOTE-426 

Presented By Brian Rini at 2019 ASCO Annual Meeting 

UPDATE ON KEYNOTE-426 



KEYNOTE-426 

OS 

Rini et al NEJM 2019; 380(12):1116-1127 

PFS 



Modified By Brian Rini at 2019 ASCO Annual Meeting 

UPDATE ON KEYNOTE-426 

Percentage of tumor shrinkage was substantially greater with pembrolizumab plus 
axitinib vs sunitinib 
- 60% reduction in target lesions: 42% vs 16% 
- 80% reduction in target lesions: 17% vs 6% 
- Complete response in all target lesions: 9% vs 3% 



UPDATE ON KEYNOTE-426 

OS, PFS and ORR benefit of pembro+axitinib observed across 
key subgroups 

Modified By Brian Rini at 2019 ASCO Annual Meeting 



NEW TREATMENT OPTIONS IN I LINE 

CHECKMATE 2143 

1. Motzer et al NEJM 2019;380(12):1103-1115 
2. Rini et al NEJM 2019; 380(12):1116-1127 
3. Motzer et al NEJM 2018;378:1277-90 

JAVELIN RENAL 1011 KEYNOTE 4262 



NEW TREATMENT OPTIONS IN I LINE 

Escudier B NEJM 2019;380(12):1176-78 
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EMERGING THERAPEUTIC STRATEGIES IN mUC 

Modified By Elizabeth Plimack at 2018 ASCO Annual Meeting 



CALGB 90601 (Alliance): Randomized, double blind, placebo-controlled phase III trial comparing gemcitabine and cisplatin with bevacizumab or placebo in patients with metastatic urothelial carcinoma.  

Presented By Jonathan Rosenberg at 2019 ASCO Annual Meeting 

CALGB 90601 



Presented By Jonathan Rosenberg at 2019 ASCO Annual Meeting 

CALGB 90601 – Study Design 



CALGB 90601 - Results 

Presented By Jonathan Rosenberg at 2019 ASCO Annual Meeting 



CIS(CBCDA)/GEM 
 

MVAC 
 

CIS/GEM/BEVA 

TAXANE 
 

VINFLUNINE 
 

PEMBRO 

THERAPEUTIC ALGORITHM IN CISPLATIN ELIGIBLE 

I LINE II LINE 
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EMERGING THERAPEUTIC STRATEGIES IN mUC 

Modified By Elizabeth Plimack at 2018 ASCO Annual Meeting 



Presented By Daniel Petrylak at 2019 ASCO Annual Meeting 

EV-201 



EV-201 

ENFORTUMAB VEDOTIN: antibody-drug conjugated composed of 
  

 anti-Nectin 4 monoclonal antibody  

+ 
 monomethyl auristatin E (MMAE)  microtubule-disrupting 

agent 



Presented By Daniel Petrylak at 2019 ASCO Annual Meeting 

EV-201 – Study Design 



Modified By Daniel Petrylak at 2019 ASCO Annual Meeting 

EV-201 – Results  

44% RR 
 
7.6 months 
median 
duration of 
response 



CIS(CBCDA)/GEM 
 

MVAC 

ANTI-
PD1/PD-L1 

I LINE II LINE 

TAXANE 
 

VINFLUNINE 

* 

ENFORTUMAB VEDOTIN 

III LINE 

Ongoing:  
- EV-201 Cohort 2: enrolling cisplatin-ineligible patients without prior platinum 

(NCT03219333) 
- EV-301: randomized phase 3 trial of EV vs SOC post-platinum and a PD-1/PD-L1 inhibitor 

(NCT03474107) 
- EV-103: EV in combination with pembrolizumab and/or chemotherapy (NCT03288545) 

EMERGING THERAPEUTIC STRATEGIES IN mUC: 



fmassari79@gmail.com @fmassari79 


