
Figure 3: Kaplan-Meier PFS in Part 2; grey dotted lines represent CI
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Abstract #4537

• UNISoN is an open-label, two-part sequential multicentre phase 2 
clinical trial evaluating the sequential addition of ipilimumab to 
nivolumab in metastatic rare variant, non-clear cell renal cell 
carcinomas (nccRCC) progressing on nivolumab monotherapy.

• Aim: To determine the effectiveness of adding ipilimumab to nivolumab 
in metastatic nccRCC refractory to nivolumab monotherapy.

• Target population: Locally advanced or metastatic nccRCC not 
amenable to curative treatment; any nccRCC histology permitted, 
provided if >50% non-clear component in diagnostic sample. 

• Interim results arising from UNISoN have previously been reported, 
including:

• Part 1 (nivolumab monotherapy) – ASCO GU 2021.
• Objective tumour response rate (OTRR) of 17%.
• 6-month progression-free survival (PFS) of 45%.

• Part 2 (sequential ipilimumab/nivolumab in nivolumab refractory 
tumours) at a median of 20.3 months follow-up – ASCO AM 2021

• OTRR of 10%.
• Median PFS 2.6 months (95% confidence interval [CI] 2.2-3.8 

months).
• PFS6 25% (95% CI 13-39).

• Here we report the final planned analysis of UNISoN.

1. Background and rationale 2. Study Design, Schema, Population

3. Study Endpoints

4. Results

Design: open-label, two-part sequential multicentre phase 
2 clinical trial evaluating sequential ipilimumab plus 
nivolumab in metastatic non-clear cell renal cell 
carcinomas refractory to nivolumab monotherapy.
Sample size: To detect OTRR 30% in Part 2 (⍺=0.05, β=0.2); 
assumed ~55% of participants eligible for inclusion (n=48).
Population: 83 evaluable participants enrolled to UNISoN
Part 1, representative of nccRCC subtypes; 41 were 
enrolled to Part 2, including type 1 (n=4, 10%) and type 2 
papillary (n=13, 32%), chromophobe (n=8, 20%) RCC. 
Median age 63 years (range 54-70). ECOG 0 (n=25, 61%). 
The 41 participants enrolled to UNISoN Part 2 were 
followed for a median of 22 months (16-30).

• Primary Objectives: OTRR for nivolumab monotherapy in Part 1 and sequential addition of ipilimumab to nivolumab in Part 2.
• Secondary Objectives: PFS, duration of response, time to treatment discontinuation, immune-related OTRR (irOTRR), immune-

related disease control rate (irDCR), overall survival (OS), immune-related adverse events (irAE) and toxicity.
• Translational/Exploratory Objectives: association between clinical outcomes and biomarkers, including immune-related 

biomarkers, in nccRCC.

5. Summary

Figure 1: Study Schema. nccRCC = non-clear cell renal cell carcinoma, VEGFR TKI = vascular 
endothelial growth factor receptor tyrosine kinase inhibitor, PD = progressive disease (as 
assessed by Response Evaluation Criteria in Solid Tumours [RECIST]), SD = stable disease, PR = 
partial response, CR = complete response

A) Primary endpoint: Objective Tumour Response Rate in Part 2
• 33 (79%) participants were evaluable; 6 participants died prior to 

evaluation, and 2 participants were either too unwell or withdrew consent.
• OTRR = 12% (all partial responses), clinical benefit rate = 48%.
• Responses did not clearly correspond to histologic subtype (see Figure 2).

The primary endpoint of the UNISoN study was not met as a minority of participants benefited from treatment with ipilimumab and nivolumab after failure of nivolumab monotherapy. Whilst some participants 
did derive meaningful benefit from this approach, novel biomarkers of response are required to guide intensification of therapy at the outset and explore other strategies. Translational research within UNISoN
continues.

Figure 2: Waterfall plot of best overall response by histologic subtype in Part 2

B) Secondary endpoint: 
Progression-Free 
Survival in Part 2
• 6-month PFS 25% 

(95% CI 13-39) (see 
Figure 3).

• 12-month PFS 11% 
(95% CI 4-23%).

Figure 4: Kaplan-Meier OS in Part 1/2

Figure 5: Kaplan-Meier OS in Part 2

C) Secondary endpoint: Overall Survival in Parts 1 and 2
• In Part 1/2, mOS was 24 months (95% CI 16-28) (see Figure 4).

• 12-month OS 65% (54-74%).
• Participants progressing to Part 2 experienced shorter OS: 

mOS 10 months (95% CI 6-17) (see Figure 5).

D) Secondary endpoint: Median duration of response in Part 1
• The median duration of response was 20.7 months (95% CI 

3.71-NR).
• Of the participants who experienced CR/PR (n=14), 47% (95% 

CI 21-69) remained in response at 18-months.

E) Secondary endpoint: Median time on treatment
• In Part 2, the median time on treatment was 2.1 months (95% 

CI 2.2-3.8).
• Median number of cycles of ipilimumab plus nivolumab was 3 

(range 1-24)

F) Secondary endpoint: Adverse events (AE) in Part 2 (assessed 
by CTCAE)
• 33/41 (80%) participants experienced an AE; n=15 G3, n=5 

G4-5.
• The most common AEs included diarrhoea/colitis (n=11; n=4 

G3) and rash (n=4).
• One participant experienced G5 pneumonitis attributed to 

study treatment.
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