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BACKG ROU N D Table 1. Phase 1b 3+3 Dose De-escalation Design STAT'ST'CAL PLAN

Starting dose

The phase Ib portion will assess the safety profile of the combination of tivozanib

»  Checkpoint inhibition (CPl) represents a significant advance in cancer care _ _ _ _ _ _ _
and atezolizumab with a potential dose de-escalation of tivozanib using a 3+3

however it is not effective in the treatment of several immunologically cold tumors

including pancreatic, gallbladder, and biliary cancers where checkpoint inhibitors u"i"'T > 10U ‘ study design to yield a recommended phase 2 dose (RP2D).
have produced objective response rates of <5%. MTD = 1 . . . .
starting dose Add N=3 - Starting doses include tivozanib 1.34 mg per day (dose level 0) for 21 days of each
. VEGF is thought to play a key role in modulating the anti~tumor immune .J,,/"'\ 28-day cycle ar)d atezolizumab 1680 mg on day 1 of every 28-day cycle. Tivozanib
response. Secreted by tumors, it leads to endothelial cell proliferation, vascular e >0 dose level -1 will be 0.89 mg per day for 21 days of each 28-day cycle.
permeability, and vasodilation that together leads to the development of an ml - _ _ . _ _ _
abnormal vasculature with excessive permeability and poor blood flow, thus starting dose Ge-escalated * The phase Il portion will gnroll up to _26 additional pqtlents using the RP2D using
limiting immune surveillance V//‘—_@T%‘ the Simon two-stage design of recruitment. Accounting for a 20% dropout rate, up
| to 33 patients are planned to be enrolled. Cohort enroliment caps will be used to
- In addition, VEGF inhibits dendritic cell differentiation, limiting the presentation of ‘ DTH ‘ : 'I"'T ‘ [ > f"T ‘ ensure maximum histologic diversity.
tumor antigens to CD4 and CD8 T cells. Through the inhibition of VEGF, it may be 510 L _ _ _ _ o
vossible tc? votentiate the effect of immune ch egckpoint blockade Y ‘ L e ] Add N=3 ] *"‘fﬁft;i;ff“ » This signal seeking study is looking to confirm the best objective response rate for
| i S evaluable patients increasing from < 7% (null hypothesis) to 25% (one-sided alpha
- Combined use of a VEGF tyrosine kinase inhibitor (TKI) and checkpoint inhibitor 00T [ oot | = 0.05; 80% power).
IS already standard of care in advanced kidney, cervical and endometrial cancers. ' l j 5 EE?; = Disease response assessments are every 12 weeks with CT Chest, Abdomen. and
There has been suggestion that such a combination may have clinical activity in D = UKy stop ’ ’ )
99 Y Y de ealueaone | |_for toxicity | Pelvis via RECIST 1.1.

some microsatellite stable (MSS) GI malignancies.

» This signal seeking study aims to build upon those observations by incorporating » Treatment will continue until progression or intolerance.

a pan-VEGF axis inhibitor (tivozanib) with CPIl (atezolizumab).

Table 2. Phase 2 Simon Two-Stage Design

TRIAL STATUS

M E T H O D S Tivozanib given orally every 28 days at dose the
RP2D determined in Phase Ib (above) on days 1-

21 followed by a 7 day rest period Ib. * Active enrollment continues.
. : : : : » | Long-Term Follow-U o iciti i i
- This is an open-label non-randomized phase Ib/Il signal seeking basket study in rterolmumah o | J P No unexpected toxicities have thus far been identified.
_ _ _ given once via IV at 1680 mg every . NCT05000294
multiple immunologically cold tumors. 28 days.

Disease Response Assessment every 12 weeks
with CT Chest, Abdomen, and Pelvis via RECIST.

Treatment will continue until disease progression Cycle = 28 days for Tivozanib, 28 days I { F E I { N C E S

g ey b e . . . . or intolerance. for Atezolizumab
‘ Key e“glblllty criteria mcludes-patlents with MSS pancreatlc, blllary . Galon J and Bruni D. Approaches to treat immune hot, altered and cold tumours with combination immunotherapies. Nat Rev Drug

(cholangiocarcinoma and gallbladder), well-differentiated grade 2 and 3 PIEESYANEAICRIIEALE
neuroendocrine tumors, ovarian and vulvar cancer, soft tissue sarcoma, castrate
resistant prostate cancer, and HERZ2 positive hormone receptor negative breast

cancer, that is metastatic and progressed on at least one line of therapy. C O N TACTS - Keir ME, Butte MJ, Freeman GJ, et al. Pd-1 and its ligands in tolerance and immunity. Annu Rev Immunol 2008;26:677-704.

- The co-primary endpoints are safety and efficacy of the combination of the VEGF-
TKI tivozanib and CPI atezolizumab.
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: e ore : : . y - y
microsatellite mstablllty, or hlgh tumor mutational burden. : : . ° Tecentriq (atezolizumab) - FDA package insert. Available at
brlan.ramnaralgn@medlcme.ufl.edu https://www.Accessdata.Fda.Gov/drugsatfda_docs/label/2019/761034s019Ibl.Pdf.
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