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Immunotherapy in the Treatment of Metastatic 
Urothelial Carcinoma at a Tertiary Referral Center in 
Portugal

Experiência com Imunoterapia no Carcinoma Urotelial 
Metastizado num Centro de Referência Português

 Urothelial cancer is the seventh most common cancer 
in Portugal. Despite local therapy, one-third of patients ex-
perience recurrence and develop metastatic disease1 and 
an additional 5% of patients have distant metastases at 
diagnosis.2 For those, platinum-based combination chemo-
therapy is the standard of care, even though a significant 
proportion of patients are ineligible for chemotherapy due 
to comorbid conditions.3 Moreover, platinum regimens usu-
ally show short-term responses.3 Immunotherapy has chal-
lenged the paradigm of metastatic disease after first line 
platinum-based combination chemotherapy, with longer 
overall survival and a higher objective response rate. The 
aim of this study was to evaluate the clinical outcomes of 
real-world patients with metastatic urothelial cancer treated 
with immunotherapy at a Portuguese tertiary center. 
 The authors retrospectively selected 20 patients from an 
approved anonymized database of a tertiary referral cen-
ter, with informed consent for treatment and data analysis. 
Patients presented with advanced urothelial cancer that re-
curred or progressed after platinum-based chemotherapy 
and received treatment with immunotherapy (pembrolizum-
ab or atezolizumab). 
 Descriptive analyses were performed using standard 
summary statistics and survival was assessed using Ka-
plan–Meier survival analysis with 95% confidence inter-
vals (CI). Patients, disease, and treatment characteristics 
are summarized in Table 1. Median overall survival (OS) 
was 11.8 months (95% CI, 8.1 to 15.5) in patients treated 
with both drugs. Median progression-free survival was 7.8 
months (95% CI, 6.0 to 9.6). The objective response rate 
(ORR) was 20% (three partial responses and one complete 
response on follow-up computed tomography (CT) scan). 
Treatment-related adverse events of any grade were re-
ported in 45% of the patients with the most common being 
fatigue and pruritus. Grade 3 events were reported in 10% 
of patients, with no grade 4 or 5 events. 
 Despite limitations of sample size and retrospective de-
sign, efficacy in the real-world population is in line with the 
results of seminal trials. The median OS was comparable 
to the 10.3 months in the KEYNOTE-0454 trial. The ORR 
was also comparable to the KEYNOTE-0454 trial (21%) and 
higher than in the IMvigor2105 trial (16%).
 In our study, the included patients were older and had 
worse performance status, reinforcing the safety of immu-
notherapy and a low incidence of severe adverse events in 

Table 1 – Demographic, disease, and treatment characteristics

Demographics and disease characteristics Patients 
(n = 20)

Age - years

  Median 72.5

  Range 48 - 84

Sex
  Male 15 (75%)

  Female 5 (25%)

ECOG performance status
  0 9 (45%)

  1 11 (55%)

Histological type
  Pure urothelial 16 (80%)

  Mixed 4 (20%)

Primary tumor location
  Bladder 15 (75%)

  Renal pelvis/Ureter 5 (25%)

Initial staging
  Non-metastatic 18 (90%)

  Metastatic 2 (10%)

Metastasis location at progression
  Non-visceral 10 (50%)

  Visceral 10 (50%)

Treatment Patients 
(n = 20)

Initial surgical treatment
  Cystectomy 15 (65%)

  TURBT 2 (10%)

  Nephroureterectomy 5 (25%)

Context of most recent systemic therapy
  Neoadjuvant platinum 2 (10%)

  Platinum for metastatic disease 18 (90%)

Immunotherapy
  Pembrolizumab 16 (80%)

  Atezolizumab 4 (20%)

Immunotherapy duration - months

  Median 8

  Range 2 - 51

Treatment discontinuation
  Progression/Death 16 (80%)

  Adverse events -

Time between drug indication and administration - days

  Median 49.5

  Range 14 - 126
ECOG PS: Eastern Cooperative Oncology Groupe performance status; PD-L1 expres-
sion was tested using the Dako PD-L1 assay; TURBT: transurethral resection of bladder 
tumor
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the elderly and less selected patients. In our experience, 
there was a substantial time gap between the decision to 
start immunotherapy and approval/administration. Three 
patients died waiting for treatment. Therefore, there is an 
imperative need for a faster drug approval by the national 
medicines agency and the creation of early drug access in 
high-volume referral centers. 
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