Investigating the cyclin A/B RxL inhibitor CID-078 in pediatric
cancers with RB1 loss and high E2F1
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1. BACKGROUND AND DRUG MECHANISM 3. PATIENT COHORT AND METHODS 5. MOLECULAR CORRELATION

« The cyclin-dependent kinase (CDK)-RB-E2F axis forms the core « ZERO Childhood Cancer Precision Medicine Program (ZERO) performs # 1 Preliminary findings suggest:
transcriptional machinery driving cell cycle progression. Alterations in comprehensive molecular profiling (whole genome sequencing, RNA- )\ Diagnosis . biallelic loss of RB1 or CDKN2A/B
RB1 or other key components occur in many cancers, leading to increased sequencing and methylation profiling) and in vitro high-throughput drug 20, ® MPNST indicative of sensitivity

- . - : : : : . ® OST
oncogenic E2F activity. E2F downregulation at the end of S phase relies screening on matched patient samples where available for all children (< 18 ® RMSFN - expanded cohort required to
on the interaction between the cyclin’'s conserved hydrophobic patch (HP) years) with cancer in Australia, regardless of disease type®:’. 15 ° Wr determine if E2F1 mRNA
ar_1d the_ RxL .motif fo_und on E2F and _other C_yclln/CDK substrates. 0 We obtained 9 cells Ilnes_ from ZERO, that either had RB1 alteratlon_s, - & A “ﬁ”tgg;:amp“ﬁcaﬂon expression in absence of RB1 or
Disrupting this cyclin A/E2F RxL interaction leads to E2F increased E2F1 expression, or CDKN2A/B loss to assess potential N10] o A | mCDKN2aBicopyloss  CDK  alterations  indicative  of
hyperactivation and synthetic lethality in E2F-driven tumors. sensitivity to CID-078 in vitro through cell viability assays. A 5 ~otaey O sensitivity
. . . CDKN2A/B E2F1 Median > S WisTs » further testing required to determine

» CID-078 is a novel, orally bioavailable, cell-permeable, potent and ZERO ID Tumour Type RB1 status Stat expression | E2F1 - if drug efficacy is correlated with
selective macrocycle that disrupts the RxL binding of E2F and Myt1 to arus (TPM) (TPM) o diagnosis
the HP on cyclin A2-CDK2 and cyclin B1-CDK1. CID-078 induces cel intragenic  Respose o s B e [l v [ s [l soorere
cycle arrest at G2/M phase leading to apoptosis. zces? deletion & 1 copy wi 21.01 From the ZERO cohort of ot o

loss 2941 tumors: RMZEI\FEE

» CID-078 has demonstrated potent and selective antitumor activity across 2cCs265 Germline SNV wt 11.72 + 18% of samples harbour 2 teenacre
multiple preclinical E2F-driven cancer models, including neuroblastoma’, i Osteosarcoma (OST) t t - 5.10 either RB1 alterations or § __w
Triple Negative Breast Cancer (TNBC)?, ER+/HER2 Breast Cancer3, and S v v | CDKN2A/B loss Q e
Small Cell Lung Cancer (SCLC)4, which harbor CDK/RB/E2F pathway CDK4 12 diagnosis have high TGS
alterations leading to E2F hyperactivation5. These findings are consistent zees1are Wt amplification & | 9.83 E2F1 mRNA expression o :

. . : high expression C 0 25 50 75 100
with the proposed mechanism of action of CID-078. (indicated by *) # Samples with RB1 or CDKN2A/B Mutations
2ccs1377 wi wi 12.89
o s - CID-078 Embryonal
2) e % zccs1398 | rhabdomyosarcoma wi wi 8.01 6.42
D@ coin o e GAEEETS 1 RWSFN t COKNZA1 | 6. CONCLUSIONS AND FUTURE DIRECTIONS
@ Catastrophe Cyclin B i CDK4/6 — [y L - e e W Copy loss -
% 4@—> D | G | zccs1422 | Wilm’s tumour (WT) w wt 9 492 6.34 * |n this small cohort, 3 of the 4 Osteosarcoma cell lines demonstrated
N checkpoint [N~ Cell T .. _ _ moderate to high sensitivity to CID-078.
ethality e s CDK2 Cyclin A et ::"ear'\',g"sah"eta':ﬁrt'szsj: y CDKN2A/B - 405 |||° Expanded cohort encompassing additional diagnosis needs to be
Replication biallelic loss | | conducted to confirm biallelic loss of RB1 or CDKN2A/B is indicative of
stress and DNA Cycle E (M PN ST) ) ) )
Damage B | s of action for CID-078 (left) and response to CID-078 in pediatric cancer
ecnanism or acton 10r - ell) an - . . . _ .
ts binding pocket (right) that disrupts RxL * Qur Precllnlcal flndlngs. support CIDTO78 as a promising _therapeutlc
binding of E2F and Myt! to the HP on 4. CID-078 IN VITRO EFFICACY RESULTS candidate and emphasise the potential benefit of combination therapy
Cyclin A and Cyclin B respectively. to enhance efficacy.
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» To perform preclinical efficacy testing of CID-078 in nine pediatric cell lines.
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