The ADC payload PNIU-159682 is highly active in a wide range of cancer indications by inducing DNIA damage and
cell death via a distinct mode of action
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Conjugation of PNIU-EDA by SMIAC-Technology™ PNU-EDA but not PNIU-159682 is a substrate of NIDR1 TC-NER pathway activity is critical for PNNU-EDA’s NMoA
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Fig. 5: Impact of the TC-NER pathway on sensitivity of PA1 cells to PNU-EDA
(A) CRISPR XPA knockout in PA1 cells (polyclonal) verified by Western Blot. (B) Efficacy of PNU-EDA and the PNU-EDA-ADC in

CelEcl Cygle, proolliferattion andf Ciu damage Wereda:.al\/zce:duus‘ingl.itandard assa\/sa Bri'eﬂv;CCﬁEIlft Wg'l:e E F PA1 cells in dependence on XPA knockout. (C/D) Effect on induction of DNA damage in XPA wildtype and knockout cells.
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Hs578T cells. Growth was inhibited by about 20% by repetitive compound treatment over Fig. 3: PRISM screen comparing in vitro potency of PNU-159682 and PNU-EDA liability
approximately 12 cell population doublings and effect of gene deletion on cell proliferation was (A) Structure of PNU-159682 and its derivative PNU-EDA. (B) Cell line sensitivity (Activity Area) to each compound reflecting solid

and hematological tumor indications. (C) Cell line Activity Area to each compound, clustered with K-means algorithm into sensitivity

measured by NGS. Potential hits were identified based on differential effects on cell survival in the clusters. (D) Violin plots of ABCB1 (\MDR1/P-GP) expression across different clusters of sensitivity for each of the two compounds.

presence of the ADC or PNU-EDA. The screen was conducted at Horizon Discovery.

PNU-EDA induces DNA damage dependent on the Transcription-Coupled-
(E) Overall, there is a good correlation of cell line sensitivity to both compounds, with some cell lines showing specific compound NUCleOtidE'EXCiSion'Re pair (TC_NER) pathway

responses. (F) Volcano plot of lineage enrichment for cell line sensitivity response to PNU-EDA.
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