Neoadjuvant treatment with monotherapy ST101, a C/EBPB antagonist, results in pathological and clinical responses in
glioblastoma patients. Tissue-based analysis and clinical outcomes from a surgical window of opportunity clinical trial
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Background Study Design

The study will enroll approximately 24 GBM patients (12 ndGBM and 12 rGBM) who
are candidates for surgical resection. Patients will receive 2-4 doses of IV 500 mg
ST101 QW neoadjuvant. Following surgery, patients will continue ST101 QW + TMZ +
Radiation (nhdGBM) or ST101 as monotherapy (rGBM). MRI assessment will be

A case study of a patient with rGBM with a fully necrotic tumor upon surgical
resection can be seen in figure 9. A patient with right temporal recurrency along with
a non-target lesion in the left hemisphere with associated clinical progression received
neoadjuvant treatment with ST101 (QW x 4 wks) and then underwent resection of the
right temporal lesion. The patient exhibited clinical improvement and a scan following
neoadjuvant treatment (prior to surgery) showed stability of the temporal recurrence
and improvement of left hemisphere lesion. Pathological review of resected tissue
showed gliosis with significant treatment effect and tumor tissue was not found.

The transcription factor CCAAT/enhancer-binding protein B (C/EBPPB) is a master regulator of mesenchymal
transformation in GBM (Carro, 2010) and is required for maintenance of immunosuppressive tumor-associated
macrophage (TAM) populations. TAMs may constitute as much as 50% of tumor bulk in GBM and promote tumor
progression. ST101 is a first-in-class C/EBPB antagonist, which promotes selective tumor cell death without impacting
normal cell viability (Darvishi, 2022). In preclinical studies, ST101 demonstrated crossing through an intact blood- conducted at screening, post ST101 neoadjuvant and before surgery, after surgery, and
brain-barrier (BBB) and significantly impacted GBM tumor growth. In ex vivo studies, ST101 results in a 40-fold every 9 weeks thereafter. Main inclusion/exclusion criteria:

increase in the M1:M2 macrophage ratio, indicating ability to repolarize immunosuppressive M2 macrophage toward .
immune-active M1 lineage (unpublished data). Similarly, ST101 induced repolarization of glial cells from an M2-like
to M1-like phenotype. In an ongoing phase 1/2 clinical study in recurrent GBM (rGBM) (NCT04478279), ST101
weekly administration resulted in 30% DCR with 1 PR and 8 SD, (median duration of stable disease of 6 months). We
designed a window of opportunity study to assess the effect of ST101 on clinical outcomes and pharmacodynamic

Clinical outcome of the six patients with ndGBM, shows 83% post-surgery disease control
rate (DCR) with one complete response (CR) and four stable diseases (SD) (assessment
performed from post-surgery MRI as a baseline). As of November 7, 2023, 5/6 patients
remain on study, with a treatment duration of ~15-38 weeks (Fig 7).

did not receive any treatment for their disease

® Recurrent GBM patients who are candidates for surgery

The objective of this study is to assess the effect of treatment with ST101 on tumor Figure 7— Newly diagnosed GBM swimmer plots Figure 9 — Patient’s MRI before and after Neoadjuvant 5ST101
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C/EBPB Immunostaining Decreases
with ST101 Treatment
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these patients were previously treatment naive. This type of necrosis was identified as

distinct from pseudopalisading necrosis secondary to tumor growth. All cases with
pseudopalisading necrosis also showed geographic necrosis. (Fig 6A Fig 6B).

Figure 8 — Swimmer Plot Recurrent GBM Cohort
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Abbreviations: AE = adverse event; C/EBPB = CCAAT/enhancer-binding protein B; CNS = central nervous system; DCR = disease control rate; GBM =glioblastoma multiforme; IHC = immunohistochemistry; iPS = induced pluripotent stem; IRR = infusion-related reaction; IV = intravenous; MGMT = O(6)-
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pathological response; QW = once weekly dosing; rGBM = recurrent GBM; RP2D = recommended phase 2 dose; SD = stable disease; TMZ = temozolomide.

Methylguanine-DNA-methyltransferase; mRANO = modified Response Assessment in Neuro-Oncology; MRI = magnetic resonance imaging; ORR = objective response rate; OS = overall survival; PBMC = peripheral blood mononuclear cells; PD = progressive disease; PFS = progression-free survival; PR =




