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+ Targeted therapies have been used in the treatment of pediatric patients with high-grade gliomas with various molecular signatures: the BRAF PDX-Models (ENSG00000121879.3) (ENSG00000141510.11) i i
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espite aggressive primary management, most patients experience recurrence or disease progression. Patients with recurrent or progressive HG0356_PPOT ETE103576 = I8570375 199734573 S 04574634 533047498 i -
disease have a median overall survival of <6months, and no effective therapies currently exist. We propose using CTO, a novel oral inhibitor »
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of non-voltage-dependent store-operated Ca2+ release -activated Ca2+ channels, blocking Ca2+ influx and Ca2+ release from intracellular
stores, resulting in disruption of multiple signal transduction pathways, including genomic and epigenetic factors PI3BK/AKT/PTEN/mTOR,
RAS/RAF/MAPK/MEK, WNT/B-catenin, HDAC and others. currently under development for treatment of adult glioblastoma (GBM) and
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. o Tumor Model CNXF 4286 — Exp. V1908 - HG0356 PP01 + Table 3 described the detailed data for anti-tumor activity.
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The detailed molecular inf i ion data of t ¢ Based on whole exome, whole genome and RNAseq analysis, the molecular " Vehicle in Group 1 and for carboxyamidotriazole orotate: 40% PEG 400 in WFI; vehicle for temozolomide: 10% DMSO, 90% of 0.9% saline in deionized water
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biomarkers is given in Table 1C. hlgh“ghted per model. 4 Regsgzsrsg?avaluation for whole groups are graded according to RECIST criteria (see also Section 5.4.4): complete response (CR; R =-100%); partial response (PR; -100% < R <-50%); stable disease (SD; - Absolute mean volume (mmS) and (B) relative mean volume. The minimum T/C ratio was 49.5%. Based on the
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- The summary of assessments of transcriptional signature behavior in TCC.PA PDX Models otatione whole exome, whole genome, and RNAseq analysis, the driver gene of interest for this model is BRAF mut.
CTO treated anagen hair RNA in vitro is given in Figure 1. HG0067 PPO1 BRAF mut i . i . * Figure 4 describes the antitumor efficacy of CTO in the V1907 Tumor Model CNXF//HG0230 model as (A)
_ e— p— Figure 2. Efficacy of Test Article Treatment (Overview) Absolute mean volume (mm?3) and (B) relative mean volume. The minimum T/C ratio was 40.9%. Based on the
*  Study Design - md Figure 2A Group Antitumor Efficacy whole exome, whole genome and RNAseq analysis, the driver gene of interest for this model is PIK3CA mut.
- All experiments were performed in NSG mice bearing subcutaneous HG0356_PPO01 BRAF mut, HDAC2 loss o :
; . . _ The minimum T/C (A1), TGlmax (A2) and TGl . (A3) values for all experiments are shown. « Figure 5 describes the antitumor efficacy of CTO in the V1908 Tumor Model CNXF4286//HG0356 model as (A)
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mice/group/model) Figure 1. The transcrlptlor_ral behavior of su_:!natures on CTO Al incacy Summary High Grad Gliomas A2 Efficacy Summary High Grad Gliomas Efficacy Summary High Grad Gliomas whole exome, whole genome and RNAseq analysis, the driver gene of interest for this model is BRAF mut,
Group 1 served as the control and received a vehicle consisting of treatment (expressed relative to 0 mM baseline) Of Anagen - ’“ o HDAC2 loss.
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40% PEG 400 in water for injection (WFI) on a schedule of 5 days T, & ] * Figure 6 presents bioinformatical analysis in: Figure 6A - Mutational Landscape of High-Grade Glioma PDX
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- Group 3 received temozolomide (TMZ) via oral gavage at a dose of — - - I activity. Due to the small sample size (n=3) subtle molecular changes could not be analyzed statistically
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17mg/kg/day, following a cyclic dosing of two five-day treatment blocks il s Siion T, - Figure 3 Antitumor Efficacy of Test Article Treatments (Exp. V1906 Tumor Model CNXF 4134 // HG0067)

(Days 1-5 and Days 15-19). ng; gi '_%'_112 :g:ié :3:83 :g:;i :g';‘; Overview figure of absolute (A) and relative (B) mean tumor volumes of all treatment groups over time +/- SEM .
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- Mice were monitored for effect on body weight (to signal any potential PI3Ki A = HG0067_PPO1 ‘
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toxicities) tumor regression, tumor growth inhibition (TGI) and survival. PI3K/mTORI| 0 0 0 0 0 0 =
) 9 9 (TGI) NOTCH/GSI| 0o 0 0 0 0 0 o In conclusion, CTO yielded moderate antitumor activity with tumor growth delay observed consistently across the 3 pediatric high-grade glioma models,
-  Study Treatment having BRAF mut, PIK3CA mut or BRRAFmut-HDAC2loss (targets of CTO), while no antitumor response was elicited by temozolomide in any of these

- CTO administered daily, 5-days on, 2 day-off, 28-day cycle

o models tested. Studies using larger sample size (n=10) are planned
- TMZ administered days 1-5 and days 15-19 of each cycle
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First-in human Phase | trials are planned using biomarker-based trial design in pediatric high-grade glioma patients.
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