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EPIDEMIOLOGY
Upper Tract Urothelial Carcinoma (UTUC) is 
relatively uncommon, accounting for 5% of 
urothelial cancers and less than 10% of renal 
tumours.
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BACKGROUND-
UTUC and Ca UB : disparate twins-
• There is increasing evidence to show that UTUC is a distinct disease entity from 

UCB based on phenotypical and genotypical differences. 
• This may account for why the natural history of UTUC is different from that of Ca 

UB, with >60% of UTUCs and only 15%–25% of UCB presenting with invasion at 
diagnosis.
• Management of UTUC is thus different from Ca UB in a variety of ways, ranging 

from surgical management, and medical management (Neoadjuvant  and 
adjuvant chemotherapy). 



• Ca bladder & UTUC:
Different genomic landscapes

• Necchi A et al. Comprehensive Genomic Profiling of Upper-tract and Bladder Urothelial Carcinoma. Eur Urol Focus. 2021 Nov; 7(6):1339–
1346
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BACKGROUND-
•  High-risk upper tract urothelial carcinoma (UTUC) has a poor 5-year survival rate

• less than 50% for pT2/pT3 and under 10% for pT4 tumors without perioperative treatment1.

•  Radical nephroureterectomy (RNU) with bladder cuff excision is the current standard
• but it leads to loss of kidney function, limiting post-surgery treatment options like cisplatin-based 

chemotherapy.

•  The POUT  only phase III trial showed improved disease-free survival (62% vs 45%) with 
adjuvant chemotherapy over surveillance2.
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Rationale for Neoadjuvant therapy

• Poor prognosis
• 5-year survival ~69% (recurrence-free), 73% (cancer-specific)
• Renal function decline post-RNU limits adjuvant cisplatin use

• Benefits of Neoadjuvant Approach
• Treats systemic disease early
• Improves pathologic response rate
• Enhances tolerability before kidney loss

• Combination Advantage
• Synergy of immunotherapy and chemotherapy



WHY  immunotherapy-
•  Data in urothelial carcinoma of the bladder (BCa): NIAGARA trial¹ EFS NR vs 46 MONTHS HR- 

0.68 and for OS HR 0.75

• PURE-01—pT0 rate was 37% and the pT ≤ 1 rate was 55%
• Data in UTUC: PURE-02²: 10 patients treated with pembrolizumab, 1yPT0

• Although small size,no promising signals of activity from single agent pembrolizumab

1.Powles T et al. Perioperative Durvalumab with Neoadjuvant Chemotherapy in Operable Bladder Cancer. NEJM 2024 Nov 14; 391(19):1773–1786.
2.Necchi A et al. A feasibility study of preoperative pembrolizumab before radical nephroureterectomy in patients with high-risk, upper tract urothelial carcinoma: PURE-02. Urol Oncol 2022 
Jan; 40(1):10.e1–10



iNDUCT-

iNDUCT --Phase 2 trial 
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Results



Results



Results
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Secondary end point



Results



LIMITATIONS-

• Biopsy (not mandatory) for only 50% of the patients
• No control arm with platinum-based chemotherapy alone
• Absence of adjuvant IO
• Preliminary results, waiting for 2 years DFS (Disease-Free Survival)



Key Points-
This is the first completed phase 2 neoadjuvant clinical trial in UTUC 

that combines immunotherapy with platinum-based chemotherapy.
• The combination therapy has been shown to be safe and does not 

negatively impact surgical outcomes.
• The study demonstrated promising results in reducing residual 

disease, particularly with cisplatin-based chemotherapy.
• A phase 3 trial is planned to compare chemotherapy alone versus 

chemotherapy plus immunotherapy:
→ INDUCT-3 trial



THANK YOU
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