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Pre-clinical evidence for new camptothecin-peptide conjugates in the treatment of sortilin-positive colorectal cancers
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Introduction Results

Results (cont’d)

SORTILIN (SORT1) RECEPTOR IN CANCER In vitro characterization Increased anti-cancer activity in xenograjft models for camptothecin-conjugates

A. HT-29 CRC xenograft model (BCRP-high)

Increased anti-cancer activity in xenograft models for camptothecin-conjugates

» Sortilin (SORT1) is highly expressed in many cancers
compared to healthy tissues, which makes it an attractive

A. Peptide-drug conjugates description

D. Combination of two SORT1-targeting PDCs in HT-29 xenograft model (BCRP-high)
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» Increased tumor growth inhibitions and tolerability for TH2303 (exatecan-conjugate) and TH2101 (SN-38-conjugate)
in the HT-29 BCRP-high CRC model compared to exatecan or irinotecan unconjugated drugs.

=
B. HCT-116 CRC xenograft model (BCRP-low)

» Reduced doses of TH1902 (docetaxel-conjugate) or TH2101 (SN-38-conjugate) were
administered alone or in combination.

Combination of two SORT1-targeting PDCs led to:
1) Increased tumor growth inhibition and some complete responses.

Small cell lung % ﬁ Non-small cell lung
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C. Inhibition of CRC cell proliferation

Cell proliferation inhibition in CRC cell lines
(IC5y values, nM)
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CRC model compared to exatecan or irinotecan unconjugated drugs.

» Once inside cancer cells, active drug is released from the
peptide and exerts its cytotoxic effect directly on the cancer
cell.
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» Based on body weight, TH2101 (SN-38)- and TH2303 (exatecan)-conjugates
were well tolerated.
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Increased tumor growth inhibitions and tolerability for TH2303 (exatecan-conjugate) in the MDA-MB-231 TNBC
model compared to exatecan or irinotecan unconjugated drugs.

Blue: Nuclei staining using DAPI
Green: TH2303/TH2310 detection
using anti-TH19P01 antibody

mediated internalization
process. >

multiple cytotoxic drugs, the combination of two PDCs (TH2101 and TH1902)
led to significant tumor regression.

SORT1-targeting PDCs
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