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Bérard, Lyon, France, 5Aveo Pharmaceuticals Inc, Cambridge, MA, USA, 6Medical
Oncology, Institut Gustave Roussy, Villejuif, France

Background: Recently approved in the EU, tivozanib is a VEGFR-TKI with high specif-
icity and lower incidence of class effect adverse events. We reported earlier that tivoza-
nib can be combined with nivolumab at full dose of each drug. We report herein safety
and efficacy data from a phase Ib/II combination of tivozanib and nivolumab.

Methods: In the phase Ib portion of the study, tivozanib was administered orally at
1.0 mg and 1.5 mg, once daily for 21 days every 28 day cycle using a standard 3þ 3 dose
escalation design in combination with nivolumab 240 mg every 14 days intravenously.
As there were no DLTs in phase I, in the phase II portion of the study tivozanib was
administered orally at 1.5 mg in combination with nivolumab.

Results: 28 patients have been enrolled, 6 in phase Ib and 22 in phase II. 25 were treated with
full dose tivozanib, 1.5 mg daily for 21 days with nivolumab. The median age was 63; 8
patients were IMDC favorable; 19 IMDC intermediate; 1 IMDC poor. 18 patients were
ECOG 0 and 9 ECOG 1; and there were 20 males. 24 had clear cell histology. All patients expe-
rienced at least one AE and 52% experienced a grade 3/4 AE. 44% experienced a grade 3/4 AE
related to study drug. The most common grade 3/4 adverse events were hypertension, hand
foot syndrome, and elevated lipase seen in 4, 2 and 2 patients respectively. The most common
AEs (all grades) were hypertension, asthenia, arthralgia, dysphonia, mucocitis, diarrhea, and
anorexia. 9 of the first 14 patients (64%) enrolled and treated with full dose tivozanib had a
partial response. Final efficacy and safety data on all 28 patients will be available at the
meeting.

Conclusions: The combination of tivozanib with nivolumab is safe and manageable at
full dose of both drugs. The safety profile and the activity is favorable for a combination
of a TKI with a checkpoint inhibitor as would be expected for a highly selective and well
tolerated TKI.
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Background: Cabo is approved for mccRCC based on trials in which the vast majority
of patients were ICB-naive. We analyzed the activity of cabo in mccRCC patients who
had progressed on ICB.

Methods: We included 69 patients with mccRCC who received cabo after progression
on ICB alone or in combination with VEGF or other therapies. Baseline characteristics,
best response (BR, investigator-assessed), time to treatment failure (TTF) and overall
survival (OS) were analyzed.

Results: Median age was 62 years (range 37-78). Median number of prior therapies was
2 (range 1-10). Median time on prior ICB was 3.9 months (range 0.5-38). Type of prior
therapy was ICB single agent (54%) or in combination with a VEGF inhibitor (35%) or
other therapies (12%). At time of cabo initiation, IMDC risk groups were 6% good,
67% intermediate and 27% poor. BR was 33% PR, 46% SD, 17% PD, 3% unevaluable.
Median follow up after cabo initiation was 12 months. At time of analysis, 35%
(n¼ 24) remained on cabo and median TTF was 6.6 (95%CI: 5.3-8.5) months. Of those
discontinuing cabo, 58% (n¼ 26) received additional therapy. At time of analysis, 62%
(n¼ 43) were alive with 1-year OS rate of 53% (95%CI: 37%-66%).

Table: 879P

All patients 69 23(33%) 32(46%) 12(17%) 2(3%)

By prior ICB type

ICB alone 37 16(43%) 15(41%) 5(14%) 1(3%)

ICBþVEGF 24 6(25%) 12(50%) 5(21%) 1(4%)

ICBþOther 8 1(13%) 5(63%) 2(25%)

By prior ICB duration

<6mos 42 12(29%) 22(52%) 8(19%)

>6mos 27 11(41%) 10(37%) 4(15%) 2(7%)

Conclusions: Cabo is active in patients treated after PD-1/PD-L1 based ICB independ-
ent of prior combination therapy with VEGF inhibitors, with 79% achieving disease
control at minimum. These results support the continued use of cabo irrespective of
ICB timing. Equal contribution: BAM, AAL.
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Background: RESORT trial (NCT01444807) was the largest prospective study whose
aim was to assess the role of VEGF inhibition in mRCC pts after radical metastasec-
tomy. It showed that sorafenib (SO) was safe and feasible but did not affect Relapse-
Free Survival (RFS) compared to observation (OBS) in this population. Early identifi-
cation of dynamic predictors of outcome, such as Circulating Tumor cells (CTCs) may
be helpful to move up clinical tumor relapse.
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Methods: Pts were randomized (1:1) within 12 weeks from surgery to receive SO or
OBS for a maximum of 52 weeks or until disease recurrence, with stratification accord-
ing to time from nephrectomy to metastases (more or less than 12 months), site of dis-
ease (lung vs others) and number of lesions (single vs multiple). Blood samples for
CTCs were performed at baseline, month 6, end of treatment and at disease relapse.
Peripheral blood samples (5 mL) were processed with the AdnaTest Prostate Cancer
Select kit for CTC enrichment. CTCs identification was based on expression levels of
EPCAM, MUC1 and ERBB2 measured by RT-multiplex PCR (Breast Cancer Detect
Adna Test kit) using cutoffs defined on purpose based on expression in healthy donors.

Results: From November 2012 to November 2017, 76 pts were enrolled (32 in SO and
36 in Obs arm); 6 were screening failure and 2 pts never started treatment. A total of 55
pts had single metastasis resected, 26 in SO arm and 29 in OBS arm; the remaining 13
pts had multiple lesions, 6 in SO arm and 7 in OBS arm. Pts with single mets showed a
longer median RFS in comparison to pts with multiple resected mets (39 vs 29 months),
irrespective of the arm. Pts with single mets had an improved RFS when received SO
compared to pts in the OBS arm (39 vs 20 months). A positive CTCs status was
observed at baseline in 31% of pts in both arms and was not associated with RFS.
Similarly, no associations were observed between CTCs status switches during SO or
Obs and RFS.

Conclusions: Patients with single metastasectomy had better prognosis compared to
pts with multiple lesions; SO improved RFS in this group of pts. CTC status and its
changes during treatment were not associated with RFS.

Clinical trial identification: NCT01444807; EudraCT: 2012-000708-14.

Legal entity responsible for the study: Fondazione IRCCS Istituto Nazionale dei
Tumori-Milano.

Funding: Bayer.
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Background: S-TRAC, a prospective phase 3 randomized trial in pts with resected RCC
at high risk for recurrence, demonstrated a statistically significant improvement in DFS
with sunitinib (SU) vs placebo; HR 0.76; 95% CI: 0.59, 0.98; P¼ 0.03. We hypothesized
that DFS is a surrogate for OS and evaluated the association of DFS events with OS.

Methods: DFS (by blinded independent review) was defined from randomization to
first evidence of recurrence, second primary malignancy, or death, whichever occurred
first. Pts were categorized as having DFS or censored�2 years vs DFS>2 years, and as
having OS or censored�5 years vs OS> 5 years. The odds ratio (OR), positive predic-
tive values (PPV) and negative PV (NPV) were reported. To determine if DFS can be a
surrogate for OS, 2 conditions need to be tested: 1) DFS and OS are strongly correlated,
and 2) the treatment effect on DFS is sufficiently correlated with the effect on OS. The
validity of the surrogate is reflected by the strength of these correlations. The correla-
tion between DFS and OS is tested at the pt level through copula models to estimate the
correlation coefficient (Kendall s). Trial level correlations have been explored consider-
ing region as the trial unit.

Results: Median follow-up for OS was approximately 6.5 years with 141 (23%)
observed deaths. There were 257 (42%) DFS events. Of 261 pts with DFS or censored
�2 years of enrollment, 97 were alive and in follow-up>5 years (37%). In 354 pts with
DFS>2 years, 318 pts were alive>5 years (90%). The OR, PPV and NPV were 14.9, 0.9
and 0.63, respectively. Kendall’s s ranged from 0.51 to 0.88 using the Hougaard,
Clayton, and Plackett copula, suggesting a moderate correlation at the individual pt
level. Similar results were observed with investigator assessed DFS. Analyses of trial level
correlations also suggest a moderate correlation. Further analyses are being explored.

Conclusions: A moderate correlation between DFS and OS was observed in S-TRAC
despite immature OS data. Additional analyses across completed trials are warranted to
further assess the relationship between DFS and OS.

Clinical trial identification: NCT00375674.
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Background: Cabo is an emerging tyrosine kinase inhibitor in mRCC but its impact on
systemic tumor immunity is unknown. We investigated the activity of Cabo in modu-
lating blood innate and adaptive immunity in mRCC pts.

Methods: 15 mRCC pts receiving Cabo (60 mg per os/daily) as per clinical practice
were prospectively analyzed at baseline and 3 months for blood immune profiling by
13-color cytofluorimetry on peripheral blood mononuclear cell (PBMC). Pts had clear
(n¼ 12) or non-clear cells (n¼ 4) histology, with intermediate (n¼ 7), poor (n¼ 8)
and good (n¼ 1) risk according to Heng prognostic score, and received at least 2
(n¼ 9), 1 (n¼ 2) or none (n¼ 5) previous therapies, including Nivolumab (n¼ 4).

Results: A significant reduction of myeloid immunosuppressive cell subsets in favor of
protective antitumor adaptive and innate immunity was detected in most post vs pre
PBMC. Specifically, granulocytic myeloid-derived suppressor cells (MDSC)
(CD11bþCD15þHLA-DRneg), monocytic MDSC (CD11bþCD14þHLA-DRneg) and
TIM3þmyeloid cells (CD15þTIM3þ and CD14þTIM3þ) were remarkably reduced.
Total CD11bþCD14þ cells were also decreased, while classical protective
(CD14þCD16-HLA-DRhigh) and patrolling (CD14þCD16dimCX3CR1þ) monocytes
showed a clear boost. Concomitantly, higher frequency of cytolytic and activated NK
cells (CD3-CD16þCD56dim vs CD3-CD56þCD16þPD-1þ, respectively), paralleled by a
decrease of anergic NK cells (CD3þCD16þCD56þTIM3þ), was detected in post-Cabo
samples. Activated CD8þ and CD4þ T cells (CD3þCD8/CD4þCD69þ cells) were also
raised by treatment along with a specific increase of ADCC-prone
CD3þCD16dimCD56- T cells. These latter data indicate that Cabo could intensify direct
and Ab-mediated enhancing tumor killing potential in NK and T cells, either as direct
effect or through the reduced immunosuppressive pressure exerted by myeloid
populations.

Conclusions: Cabo mediates a rapid remodeling of myeloid cells from an immunosup-
pressive to an antitumor phenotype, with a priming of circulating cytotoxic NK and T
cells. Even in advanced disease, Cabo can still contribute to reset systemic immune con-
ditions by creating more favorable conditions for immunotherapy.
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Background: Patients with metastatic clear cell renal cell carcinoma (mRCC) and
Performance Status 2 have historically been excluded from clinical trials, resulting in a
lack of evidence on which to base treatment decisions. Pazo2 was a phase II, multi-
centre, single arm trial that aimed to determine tolerability and efficacy of pazopanib in
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