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IN VIVO PROOF OF PRINCIPLE OF SORT1+ TECHNOLOGY™ PLATFORM STRONG INHIBITION OF TUMOR GROWTH
INCREASED EFFICACY WITH IMPROVED SAFETY (AN3-CA Xenografts)

» Sortilin receptors are preferentially expressed in many cancers compared to healthy . . . . . .
tissues, which makes it an attractive target for cancer drug development. A. Ovarian cancers A. Anti-proliferation A. Ovarian s.c. xenograft tumor models B. Endometrial s.c. xenograft tumor model

» Transmembrane scavenger receptor involved in import-export of peptides into the

SORTILIN (SORT1) RECEPTOR IN CANCER SORTILIN STAINING IN TISSUE MICROARRAYS (TMA) CELL PROLIFERATION AND PEPTIDE INTERNALIZATION
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» Endometrial cancer is the most common gynecologic malignancy. It is the 4th most
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»  SORT1+ Technology™ is an innovative oncology platform consisting of novel 5 0- g9 . _ _ _ o _ .
peptides which target the SORT 1 receptor < § = e SORT1+ Technology™ is an innovative, flexible platform consisting of novel peptides that target the sortilin receptor (SORT1).
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agents (e.g., docetaxel, doxorubicin, curcumin) that are attached to the nove . : . : . - : : : - . : :
oroprietary peptide 1. Ovarian cancer cell lines 2 Endometrial cancer cell lines o | o | TH1902 peptide-drug conjugate is internalized via a sortilin dependent endocytic mechanism of action. Sortilin receptor is preferentially expressed in cancer cells.
>  Once inside the cancer cells, active drug is released from the peptide and exerts s . . . Involvement of sortilin in the internalization of Alexa,ss-labeled TH19PO1 in ES-2 and TH1902 has demonstrated antiproliferative activity across multiple tumor types and conjugation of docetaxel to the proprietary peptide (TH19P01) does not
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»  Versatile and flexible conjugation strategies achieve different ratios of drug to ¢ 5 256 g ¥ N gy ¥ ) Up "8 TH1902 demonstrated better and sustained efficacy at doses equivalent to the MTD of docetaxel in ovarian and endometrial s.c. xenograft tumor models. Improved

TH19P01 (200 nM) was measured after 2 h incubation in ES-2 and SKOV-3 ovarian cancer

eptide
Pep I‘- -~ . M cells in the absence or presence of excess unlabeled TH19P01 (50 uM), neurotensin (10

UM) or progranulin (1 nM). C) Uptake time-course of Alexa,gg-labeled TH19PO1 in

efficacy was also seen at doses lower than MTD docetaxel (1/4 of the equivalent MTD). Safety profile (neutropenia) was also significantly improved over that seen
with docetaxel. This could be important clinically as neutropenia is a dose limiting toxicity that affects dosing, efficacy and tolerability.

TH1902: Docetaxel Docetaxel Sortilin Immunodetection in Human Cancer Cell Lines by Western Blotting. sortilin-positive ES-2 cells with increasing concentrations (inner curves set). Uptake This preclinical data demonstrates that SORT1+ Technology™ is a precision medicine approach for delivery of established anticancer drugs directly inside the tumor
Cleavable =—————— Sortilin expression was evaluated by Western blot analysis of cell lysates (20 ug) from values in the linear phase were then plotted according to Alexasss-labeled TH19P01 cells, thereby optimizing efficacy, limiting toxicity and improving the therapeutic window of the cytotoxic overall.
linker Theratechnologies peptide TH19P01 cancer cell lines. 1) Human ovarian cancer cell lines and 2) Human endometrial cancer concentrations in order to calculate kinetic parameters using a one site-specific binding Ovarian and endometrial cancers have poor prognosis and survival outcomes clinically, and TH1902 has demonstrated benefit in both tumor models.
cell lines. analysis with GraphPad Prism Software (outer curve set).
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