Targeting MDSCs with HF1K16 Unlocks Long-Term Survival in Refractory Recurrent Glioma: an update of NCT05388487
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*  Recurrent gliomas remain a disease of high unmet need, with limited effective therapies and progressive systemic immune
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* HFIKI6 is a novel inmunomodulatory therapy designed to target MDSCs through a liposomal formulation of all-trans retinoic i trcatment TIFIK16 treatment

acid (ATRA), inducing differentiation and restoring immune balance. ATRA is an endogenous bioactive molecules obtained
during vitamin A metabolism. We have shown in an carlier study that it can affect MDSCs in circulation as well as in tumor
tissues in solid tumor patients, by promoting maturation and differentiation of the immature myeloid cells.

*  We present updated results from the ongoing Phase I study of HF1K16 (NCT05388487) in recurrent glioma patients. HF 1K 16 is a
drug d immune modulating li ining all-trans retinoic acid.

METHOD

A total of 23 patients with recurrent or refractory glioma (9 males,
14 femalces) were enrolled. Eligible paticnts had confirmed
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resected tumor tissue after treatment of therapy was analyzed e ) X . ; : + A patient with recurrent WIIO grade 4
using spatial flow cytometry. « Over ~10 months of therapy, this paticnt’s ALC climbed stcadily while the tumor regressed. glioblastoma received 5 cycles of HF1K16

and then progressed radiographically
Following the 2nd surgery, she has remained
tumor-free for 12 months without further
anticancer therapy.

Then tumor recurred for the 2nd time and the

RESULTS

Paticnt Enrollment and Treatment: A total of 23 patients with recurrent gliomas were screened for this trial, of whom 17 met
eligibility criteria and were evaluable for efficacy . The study population included 8 patients with recurrent grade 4 glioblastoma
and 9 patients with recurrent grade 2-3 gliomas.

Figure 4. Changes In The Patient’s Total Lymphocyte Counts During Multiple Cycles of HF1K16 Treatment.
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+ Survival Outcomes: In the 8 paticnts with recurrent grade 4 glioblastoma, median overall survival (OS) was 17.7 months. Median OS in the 9 + Many patients presented with low peripheral blood lymphocyte count at enrollment, with some even falling below the normal range (dashed e Siome T — s
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rovon ] o T i i L2 e e e Figure 5. PBMC And Explant Tumor Tissuc Analysis of A Paticnt (# 006) Who Have Reccived 4 Cycles Of HF1K16 Treatments (84 days) « Patients were dichotomized into low (<20%) and high (=20%) baseline Tn groups, and PFS was compared.
« For recurrent glioblastoma,median PFS was 64 days in the high Tn group versus 42 days in the low Tn group. For recurrent glioma, high Tn
eroup had a median PFS of 194 days versus 64 days in the low Tn group .
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