
• Tivo is a potent and highly selective oral vascular endothelial growth factor 

receptor (VEGFR) tyrosine kinase inhibitor (TKI), designed to optimize VEGF 

blockade and minimize off-target toxicities. Tivo is approved by the US Food 

and Drug Administration (FDA) for treatment of pts with relapsed/refractory 

RCC following ≥2 prior systemic therapies1,2

• Nivo is an anti-programmed death ligand antibody approved by the FDA for 

various tumor types, including RCC3 

• TiNivo-2 was the first randomized, Phase 3 trial to assess the efficacy and 

safety of a PD-1 inhibitor combination following disease progression on or 

after prior PD-1/PD-L1 therapy4 

• Pts were randomized 1:1 to receive Tivo once daily for 21/28 days at either 

1.34 mg alone or at 0.89 mg with Nivo at 480 mg by IV infusion on day 1 of 

each 28-day cycle4 

• While the study did not meet its primary endpoint of demonstrating a benefit of 

adding Nivo to Tivo versus Tivo alone after prior ICI exposure, clinically 

meaningful outcomes were observed with Tivo as a second-line (2L) and 

third-line (3L) treatment following ICI therapy4

• Median progression-free survival (mPFS) for pts that received study 

treatment as4:

• 2L: 7.3 months (95% CI 5.4–9.3) with Tivo+Nivo and 9.2 months 

(7.4–10.0) with Tivo monotherapy (HR 1.15, 95% CI 0.82–1.62; 

p=0.43) 

• 3L: 4.8 months (95% CI 3.2–7.5) with Tivo+Nivo and 5.5 months 

(2.9–7.4) with Tivo monotherapy (HR 0·97, 95% CI 0.65–1.45; 

p=0.89)
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Background

Methods & Statistical Analyses

Results

• In this TiNivo-2 subgroup analysis, 

Tivo monotherapy at 1.34 mg 

daily showed activity in pts who 

previously received a 

contemporary 1L mRCC regimen

• Substantial tumor size 

reduction was observed, 

after 1L Ipi/Nivo and TKI-ICI

• ORR ranged from 22-32% 

based on 1L treatment

• There appeared to be no benefit 

with the addition of Nivo to Tivo in 

this context, akin to the results of 

the parent trial

Figure 3. Percentage Change in Tumor Size From Baseline

Study Objective: To assess efficacy of Tivo as a 2L therapeutic in the context of 

contemporary treatment sequencing, study outcomes were evaluated in pts who 

failed first line (1L) Ipi/Nivo or VEGFR-TKI/ICI therapy

• For this exploratory sub-analysis, the efficacy data of progression free 

survival (PFS) and objective response rate (ORR) assessed by blinded 

independent review committee (BIRC) were analyzed in two cohorts of 

pts who were not treated with adjuvant therapy and had progressed on 

1L on Ipi/Nivo, or VEGFR-TKI/ICI therapy

• A summary of key demographic and baseline disease characteristics of 

these two pt cohorts are shown in Table 1; some imbalances were 

observed. (Complete tables are accessible by embedded QR code)

• Treatment comparisons in PFS are conducted by log rank test. The 

PFS medians and 95% confidence limits are provided based on the 

Kaplan-Meier method

• The hazard ratios and 95% confidence intervals are obtained by the 

Cox proportional hazards model. The estimated ORRs and respective 

95% CI are summarized by treatment. Best percent changes from 

baseline in target lesion tumor size are also presented by treatment in 

the two cohorts of pts

In pts who received TKI/ICI in 1L, mPFS was 7.4 months (95% CI, 3.7-

9.3) with Tivo and 3.9 months (95% CI, 2.1-5.7) with Tivo+Nivo; ORR 

was 22.0% (95% CI, 10.6%-37.6%) with Tivo and 9.5% (95% CI, 2.7%-

22.6%) with Tivo+Nivo (Figure 1, Table 2). 

In pts who received Ipi/Nivo in 1L, mPFS was 9.2 months (95% CI, 4.5-NR) with Tivo and 9.3 months 

(95% CI, 7.3-15.3) with Tivo+Nivo; ORR was 35.1% (95% CI, 18.0%-49.8%) with Tivo and 24.2% 

(95% CI, 11.1%-42.3%) with Tivo+Nivo (Figure 2, Table 3).

Conclusions

Best 

Response

Ipi/Nivo

Tivo Tivo + 

Nivo

CR 0 0

PR 12 (32.4) 8 (24.2)

SD 17 (45.9) 19 (57.6)

PD 7 (18.9) 6 (18.2)

NE/missing 1 (2.7) 0

ORR% 

[95% CI]

32.4

(18-49.8)

24.2 

(11.1-42.3)

Across both cohorts, 80% (123/153) of pts had 

some reduction in tumor size (Figure 3). More pts 

receiving treatment with Tivo had a ≥30% or 

≥50% reduction in target tumor size from baseline 

compared to Tivo + Nivo  (Figure 3E). Of the 7 pts 

with prior TKI/ICI who achieved target tumor 

reduction of ≥50% from Tivo, 6 (85.7%) and 1 

(14.3%) were previously treated with axitinib and 

cabozantinib, respectively (Figure 3A and B).

Best 

Response

TKI/ICI

Tivo Tivo + 

Nivo

CR 0 0

PR 9 (22) 4 (9.5)

SD 16 (39) 20 (47.6)

PD 9 (22) 16 (38.1)

NE/missing 7 (17.1) 2 (4.4)

ORR% 

[95% CI]

22 

(10.6-37.6)

9.5 

(2.7-22.6)

Figure 1. 1L TKI/ICI Progression-Free Survival Table 2. 1L TKI/ICI Objective 

Response Rate, N (%) 

Figure 2. 1L Ipi/Nivo Progression-Free Survival Table 3. 1L Ipi/Nivo Objective 

Response Rate, N (%) 
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