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KEYNOTE-057: Pembrolizumab shows clinical benefit in       
patients with high-risk non-muscle invasive bladder cancer        
Previous findings from the phase II KEYNOTE-057 trial showed that 
pembrolizumab is tolerable and invokes a promising anti-tumor activity in 
patients with high-risk (HR) non-muscle invasive bladder cancer (NMIBC) 
unresponsive to bacillus Calmette–Guérin (BCG), with carcinoma in situ 
(CIS) (cohort A).1 In this ongoing study, pembrolizumab monotherapy was 
also assessed in 132 BCG-unresponsive patients with papillary tumors (high-
grade Ta or any T1) without CIS (cohort B).2 After 12 weeks of therapy, 
patients who did not achieve complete response (CR) discontinued the 
treatment. At 24 weeks, patients showing no recurrence or progression of 
the disease continued to receive pembrolizumab for up to 2 years; otherwise, 
treatment was discontinued. The overall median follow-up was 45.4 months. 

The primary endpoint of the 12-month disease-free survival (DFS) rate was 
43.5%.2 At 24- and 36-month landmark analyses, the DFS rate was sustained 
at 34.9%. This DFS benefit was uniform across nearly all prespecified 
subgroups based on demographic characteristics and tumor patterns. These 
also included patients with persistent and recurrent disease status at baseline, 
but not for the subset of patients with progressive disease.2 Overall, these 
results support the use of pembrolizumab in patients with papillary HR 
NMIBC unresponsive to BCG. 

CheckMate 274: Adjuvant nivolumab improves disease-free       
survival in patients with high-risk MIUC       
Results from the phase III, placebo-controlled CheckMate 274 trial, 
investigating adjuvant nivolumab in patients with HR muscle-invasive 
urothelial carcinoma (MIUC),3 ultimately led to the regulatory approval of 
nivolumab for use in this clinical setting. Updated results with a minimum 
follow-up of 31.6 months presented at this year’s ASCO GU 2023 
corroborated the clinical benefit of nivolumab in MIUC patients.4 
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Briefly, the trial enrolled patients with ypT2-ypT4a or ypN+ MIUC who 
have had neoadjuvant cisplatin chemotherapy and patients with pT3-pT4a 
or pN+ MIUC who did not have prior neoadjuvant cisplatin chemotherapy 
and were not eligible for or refused cisplatin chemotherapy.4 Patients were 
randomized 1:1 to receive either nivolumab (240 mg) (n=353) or placebo 
(n=356) every 2 weeks for up to a year. At a median follow-up of 36.1 
months, the primary endpoint of DFS was doubled with nivolumab in 
the intent-to-treat (ITT) population (22.0 months vs 10.9 months with 
placebo; HR: 0.71 [95% CI: 0.58–0.86]), with considerably pronounced DFS 
improvement in the programmed death-ligand 1 (PD-L1) ≥1% population 
(52.6 months vs 8.4 months; HR: 0.52 [95% CI: 0.37–0.72]). DFS results 
with nivolumab were consistent across all pre-specified subgroups, except for 
two very small subsets of patients with renal pelvis and ureter carcinoma. 
The subgroup analysis further showed that PD-L1 expression ≥1% and 
previous neoadjuvant cisplatin treatment were the main drivers for DFS 
benefit. Progression-free survival 2 (PFS2) was also improved with nivolumab 
versus placebo in both the ITT and PD-L1 ≥1% populations. Together with 
previous data from CheckMate 274, these results showed robust and durable 
clinical outcomes with adjuvant nivolumab in patients with HR MIUC, 
particularly in those with PD-L1 expression ≥1%. 

Metastatic urothelial carcinoma: Updates from IMvigor130 and        
TROPHY-U-01  
Atezolizumab is currently indicated in Switzerland for the treatment of 
patients with locally advanced or metastatic urothelial carcinoma (UC) after 
prior platinum-based chemotherapy.5 In the IMvigor130 study, atezolizumab 
was further examined in combination with platinum/gemcitabine-based 
chemotherapy in patients with locally advanced or metastatic UC with no 
prior systemic therapy in a metastatic setting.6 A total of 1,214 patients 
underwent 1:1:1 randomization to receive either atezolizumab plus platinum/
gemcitabine (Arm A), atezolizumab monotherapy (Arm B) or placebo plus 
platinum/gemcitabine chemotherapy (Arm C). At data cut-off, no significant 
overall survival (OS) difference was reported between Arms A and C (16.1 
months vs 13.4 months; HR: 0.85 [95% CI: 0.73–1.00]; p=0.023 [final 
efficacy boundary: p=0.021]), with 24-months OS rates of 38% versus 32% 
and 36-month OS rates of 26% versus 22%.6 Notably, however, patients given 
cisplatin-based chemotherapy appeared to achieve improved OS compared 
with those given carboplatin-based chemotherapy. Similar results were 
reported for the atezolizumab monotherapy arm, with a median OS of 15.2 
months in the ITT population (vs 13.3 months in the placebo-containing 
arm; HR: 0.98 [95% CI: 0.82–1.16]). In the high PD-L1 expression 
subgroup, there was a difference of 8.6 months in the median OS between 
Arms B and C (18.6 months vs 10.0 months; HR: 0.56 [95% CI: 
0.34–0.91]). 
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Another potential therapy for patients with metastatic UC is the antibody-
drug conjugate (ADC), sacituzumab govitecan which consists of a 
topoisomerase I inhibitor coupled to an antibody targeting Trop-2, a 
glycoprotein heavily expressed in UC.7 The phase II TROPHY-U-01 trial 
evaluated the use of sacituzumab govitecan in platinum-ineligible patients 
with metastatic UC whose disease progressed after a checkpoint inhibitor 
(CPI). In Cohort 2 of the study, 38 patients received sacituzumab govitecan 
(10 mg/kg on day 1 and 8 on a 21-day cycle); treatment was continued in 
the absence of unacceptable toxicity or disease progression.8 The primary 
endpoint of objective response rate (ORR) was 32% (partial response: 32%), 
with a clinical benefit rate of 42%. Of note, among patients who were not 
treated with prior platinum chemotherapy or enfortumab vedotin (n=13), 
the ORR was 53.8%. In the overall cohort, the median time to response 
was 1.4 months whilst the median duration of response was 5.6 months. 
In addition, the median PFS was 5.6 months and the median OS was 13.5 
months. Comparable results were reported in Cohort 1 of this trial, assessing 
sacituzumab govitecan in metastatic UC patients whose disease progressed 
after prior platinum-based chemotherapy and a CPI. More specifically, the 
ORR was 28%, with a time to response of 1.6 months. The median PFS and 
OS were 5.4 months and 10.9 months, respectively. Altogether, these data 
showed that sacituzumab govitecan might represent an additional treatment 
option in this patient population. 

Conflict of interest    
The author received payments from Amgen, AstraZeneca, Roche, Astellas, 
Takeda, Bristol-Myers Squibb, Merck Sharpe Dohme, Pfizer, Merck, Novartis 
and Janssen. These funding entities did not play a role in the development of 
the manuscript and did not influence its content in any way. 

Funding  
The author has declared that no financial support was received from any 
organization for the submitted work. 

Author Contributions   
The author created and approved the final manuscript. 

This is an open-access article distributed under the terms of the Creative Commons Attribution 4.0 

International License (CCBY-NC-SA-4.0). View this license’s legal deed at https://creativecommons.org/

licenses/by-nc-sa/4.0 and legal code at https://creativecommons.org/licenses/by-nc-sa/4.0/legalcode for 

more information. 

The Changing Landscape of Urothelial Carcinoma Therapy: Updates from ASCO GU 2023

healthbook TIMES Oncology Hematology 3



references 

1. Balar AV, Kamat AM, Kulkarni GS, et al. Pembrolizumab monotherapy for the treatment of 
high-risk non-muscle-invasive bladder cancer unresponsive to BCG (KEYNOTE-057): an open-
label, single-arm, multicentre, phase 2 study. Lancet Oncol. 2021;22(7):919-930. doi:10.1016/
s1470-2045(21)00147-9 
2. Necchi A, Roumiguié M, Adil Esen A, et al. Pembrolizumab (pembro) monotherapy for 
patients (pts) with high-risk non–muscle-invasive bladder cancer (HR NMIBC) unresponsive to 
bacillus Calmette–Guérin (BCG): Results from cohort B of the phase 2 KEYNOTE-057 trial. 
Presented at: ASCO Genitourinary Cancers Symposium 2023; 16−18 February 2023. San 
Francisco, CA, USA. Oral presentation LBA442. 
3. Bajorin DF, Witjes JA, Gschwend JE, et al. Adjuvant Nivolumab versus Placebo in Muscle-
Invasive Urothelial Carcinoma. N Engl J Med. 2021;384(22):2102-2114. doi:10.1056/
nejmoa2034442 
4. Galsky MD, Witjes AA, Gschwend JE, et al. Extended follow-up results from the CheckMate 
274 trial. Presented at: ASCO Genitourinary Cancers Symposium 2023; 16−18 February 2023. 
San Francisco, CA, USA. Oral presentation LBA443. 
5. TECENTRIQ® (atezolizumab). Swissmedic 2023. Accessed May 2023. http://
www.swissmedicinfo.ch 
6. Galsky MD, Arija JA, De Santis M, et al. Atezolizumab (atezo) + platinum/gemcitabine (plt/
gem) vs placebo + plt/gem for first-line (1L) treatment (tx) of locally advanced or metastatic 
urothelial carcinoma (mUC): Final OS from the randomized Phase 3 IMvigor130 study. 
Presented at: ASCO Genitourinary Cancers Symposium 2023; 16−18 February 2023. San 
Francisco, CA, USA. Oral presentation LBA440. 
7. Mathew Thomas V, Tripathi N, Agarwal N, Swami U. Current and emerging role of 
sacituzumab govitecan in the management of urothelial carcinoma. Expert Rev Anticancer Ther. 
2022;22(4):335-341. doi:10.1080/14737140.2022.2049763 
8. Petrylak DP, Tagawa ST, Jain RK, et al. Primary analysis of TROPHY-U-01 cohort 2, a phase 
2 study of sacituzumab govitecan (SG) in platinum (PT)-ineligible patients (pts) with metastatic 
urothelial cancer (mUC) that progressed after prior checkpoint inhibitor (CPI) therapy. 
Presented at: ASCO Genitourinary Cancers Symposium 2023; 16−18 February 2023. San 
Francisco, CA, USA. Poster 520. 

The Changing Landscape of Urothelial Carcinoma Therapy: Updates from ASCO GU 2023

healthbook TIMES Oncology Hematology 4

https://doi.org/10.1016/s1470-2045(21)00147-9
https://doi.org/10.1016/s1470-2045(21)00147-9
https://doi.org/10.1056/nejmoa2034442
https://doi.org/10.1056/nejmoa2034442
http://www.swissmedicinfo.ch/
http://www.swissmedicinfo.ch/
https://doi.org/10.1080/14737140.2022.2049763

	The Changing Landscape of Urothelial Carcinoma Therapy: Updates from ASCO GU 2023
	KEYNOTE-057: Pembrolizumab shows clinical benefit in patients with high-risk non-muscle invasive bladder cancer
	CheckMate 274: Adjuvant nivolumab improves disease-free survival in patients with high-risk MIUC
	Metastatic urothelial carcinoma: Updates from IMvigor130 and TROPHY-U-01
	Conflict of interest
	Funding
	Author Contributions

	References


