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Background

• UTUC Rarely occurring tumor : ~5% of all 
urothelial carcinoma (2-4 cases per 100,000 
individuals) 

• Gold standard treatment  radical 
nephroureterectomy, via an open or laparoscopic 
approach. 

• Patients with muscle invasive UTUC have a high 
rate of locoregional nodal metastases, associated 
with poorer outcome. 

SWPHO, Renal Pelvis and Ureter Cancer Incidence, Mortality and Survival Rates in England: Summary. 2010, South West Public 

Health Observatory. 



Evidence for chemotherapy in UTUC 

• Small retrospective data: 64 patients were included and no differences in 
disease-free survival (DFS) or overall survival were seen. 

• Another small retrospective review included 43 patients who were offered 
adjuvant chemotherapy, 32 patients received chemotherapy, the remaining 
11 refused. 

• All had locally advanced (T3) or node positive disease. 
• With 30 months median follow up, DFS was 63.6% vs. 37.5%.

Oosterlinck, W., et al., EAU guidelines on diagnosis and treatment of upper urinary tract transitional cell carcinoma. Eur Urol, 2004. 46(2): p. 147-54. 4



Why not neoadjuvant chemotherapy in 
UTUC?

• Difficult to obtain definitive histology and accurate staging pre-
operatively. 

• One study has shown that 12.8% of patients presumed on 
radiological and clinical grounds to have an UTUC had no tumour 
subsequently found in the surgical specimen.

Oosterlinck, W., et al., EAU guidelines on diagnosis and treatment of upper urinary tract transitional cell carcinoma. Eur Urol, 2004. 46(2): p. 147-54. 5



Study Design
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Baseline characteristics



RESULTS
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261 patients 
randomized

(June 2012-November 
2017)

132 
chemotherapy

129 
surveillance

 Median follow-up was 65 months

 DFS events:
 chemotherapy arm : 50  
 surveillance groups : 67

 5-year DFS 62% vs 45% [HR:0.55]



 Non proportional hazards were evident and 
the RMST for DFS was 72 and 54 months, 
respectively, an 18-month improvement 
in the chemotherapy arm (6 months to 30 
months P=0.003). 

 Metastasis Free Survival and Disease Specific 
Survival results similarly suggested a benefit 
of chemotherapy.

 No impact of chemotherapy on TSPB (time 
to second primary in bladder).
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• Deaths due to urothelial cancer

• Chemotherapy arm:       46(72%) 
• Surveillance groups:        60(80%)  

• 5-year OS 66% v 57%; univariable HR, 
0.68, P= 0.049

• The RMST was 78 and 67months.

• An 11-month OS improvement with 
chemotherapy (95%CI,1to21P=0.036).

Overall Survival 



The treatment effect was consistent across subgroups
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Month  12         (n=222) 
Surveillance      (n=103) 
Chemotherapy (n=119)

Maximum overall  (n=240) 
Surveillance          (n=117) 
Chemotherapy     (n=123)

Month   24  (n=177) 
Surveillance (n=83) 
Chemotherapy (n=94)

Month   18        (n=198) 
Surveillance      (n=91)
Chemotherapy (n=107)



DISCUSSION

 Primary results from POUT have already changed practice on the basis of the 
DFS benefit. 

 A statistically significant OS benefit of 11 months over a 9-year period, with 
the peak benefit between 3 and 4 years. 

 Combined with improvements in Metastasis Free Survival and Disease 
Specific Survival, these results add weight to the sustained DFS benefit.

Rouprˆ et M, Seisen T, Birtle AJ, et al: European Association of Urology guidelines on upper urinary tract urothelial carcinoma: 2023 update. Eur Urol 84:49-

64, 2023
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• The POUT primary analysis showed acceptable levels of acute toxicity with 
chemotherapy, in line with previous reports.
• The current data suggests no important long-term adverse impacts, which 

might offset the benefits. 
• Systemic therapy on relapse was less frequent in those who received 

adjuvant chemotherapy than those in the surveillance group.
• While chemotherapy reduces time to metastasis, it appeared to have no 

impact on the evolution of second primary formation in the bladder. 

• In summary, updated outcomes from the POUT trial add further 
support to the value of adjuvant systemic gemcitabine+platinum 
combination chemotherapy after nephroureterectomy for UTUC
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