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D l ti f th ll l i k h t i ti f ith th ti it d i d AA B▸ Deregulation of the cell cycle is a key characteristic of cancer, with the overactivity and increased AA B BDeregulation of the cell cycle is a key characteristic of cancer, with the overactivity and increased
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expression of cyclin-dependent kinases (CDKs) frequently driving disease progression 1 A Bexpression of cyclin-dependent kinases (CDKs) frequently driving disease progression. A BA B

▸ CDK4 and CDK6 play pivotal roles in controlling the cell's entry into the S phase which is essential▸ CDK4 and CDK6 play pivotal roles in controlling the cell s entry into the S phase, which is essential
for DNA replication and cell division making them significant factors in the onset and development offor DNA replication and cell division, making them significant factors in the onset and development ofp , g g p

2 3numerous cancers.2,3numerous cancers.
At t th CDK4/CDK6 i hibit d f th t t t f t t iti▸ At present three CDK4/CDK6 inhibitors are approved for the treatment of estrogen receptor-positiveAt present, three CDK4/CDK6 inhibitors are approved for the treatment of estrogen receptor positive
(ER+) HER2-negative breast cancer They are being explored in other cancer indications as well 4(ER+), HER2-negative breast cancer. They are being explored in other cancer indications as well.
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T b l t th th ti t ti l f PRT3645 i t t ith t bl t d▸ To bolster the therapeutic potential of PRT3645 in tumor types with notable unmet needs, we C bi ti f PRT3645 d t ti ib i i A) PRT3645 d t ti ib bi ti hibit d tiTo bolster the therapeutic potential of PRT3645 in tumor types with notable unmet needs, we Combination of PRT3645 and trametinib in vivo A) PRT3645 and trametinib combination exhibited anti-
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tumor efficacy in H508 xenografts Trametinib was dosed at 0 2mg/kg 5 days on 2 days off oral daily
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3 d ti d th h D 27 Th t th i hibiti ti (TGI %) ****P<0 0001 hi ldaily; PRT3645 was dosed at 25mg/kg, oral daily. Drug treatments were initiated when tumors reached tumor efficacy in H508 xenografts. Trametinib was dosed at 0.2mg/kg, 5 days on 2 days off, oral daily. mm3 and continued through Day 27. The tumor growth inhibition ratio (TGI, %). ****P<0.0001, versus vehicledaily; PRT3645 was dosed at 25mg/kg, oral daily. Drug treatments were initiated when tumors reached
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**P<0.01, ***P<0.001, versus vehicle (Mann-Whitney test). B) Body weight change percentage versus Day regression in H1666 xenografts. Trametinib was dosed at 0.2mg/kg, 5 days on 2 days off, oral daily.
Figure 7 Co-targeting CDK4/6and CDK2attenuates RBphosphorylation and augmentscell
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0 PRT3645 was dosed at 25mg/kg oral daily Drug treatments were initiated when tumors reached ~150K Fi di Figure 7. Co-targeting CDK4/6 and CDK2 attenuates RB phosphorylation and augments cell 0. PRT3645 was dosed at 25mg/kg, oral daily. Drug treatments were initiated when tumors reached ~150–Key Findings g g g p p y g

cyclearrest in TNBCHCC1806cellsharboringCCNE1amplificationand CDKN2Aloss in vitro250 mm3 and continued through Day 21 (A) Day 27 (B) The tumor growth inhibition ratio (TGI %)Key Findings cyclearrest in TNBCHCC1806cellsharboringCCNE1amplificationand CDKN2Aloss in vitro250 mm3 and continued through Day 21 (A) Day 27 (B). The tumor growth inhibition ratio (TGI, %).Key Findings cycle arrest in TNBC HCC1806 cells harboring CCNE1 amplification and CDKN2A loss in vitro
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cell cycle and the MAPK pathway in BRAF class III mutatedcolorectal (CRC) and non A B▸ PRT3645 demonstrated synergistic potential in vitro and led to tumor regression in vivo when cell cycle and the MAPK pathway in BRAF class III  mutated colorectal (CRC) and  non A B
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ti t d i d ft d l (PDX) h b i th ESR1 Y537S t ti proliferation in KRAS G13D colorectal cancer cells by down regulating genes involved in patient derived xenograft model (PDX) harboring the ESR1 Y537S mutation.
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ConclusionsE
>1000CDK9 Conclusions1000CDK9 ConclusionsBiochemical TR-FRET assay carried out at 1 mM ATP2 or 2 mM ATP1 and 10-day cell proliferation IC50 determined by CellTiter-Glo® assay.Biochemical TR FRET assay carried out at 1 mM ATP or 2 mM ATP and 10 day cell proliferation IC50 determined by CellTiter Glo® assay. 
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Figure 1. The combination of PRT3645 and an ER degrader demonstrates synergistic 
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cancer PDX model harboring the ESR1 Y537S mutation.
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A B C ▸ PRT3645 exhibited anti proliferative effects and demonstrated synergistic potential with trametinib in cell lines harboringA B C ▸ PRT3645 exhibited anti-proliferative effects and demonstrated synergistic potential with trametinib in cell lines harboringA B C p y g p g
BRAF class III mutations (G596R G466V) as manifested by downregulation of genes involved in the cell cycle and theBRAF class III mutations (G596R, G466V), as manifested by downregulation of genes involved in the cell cycle and the( ) y g g y
MAPK signaling pathway PRT3645 was well tolerated and exhibited significant anti tumor efficacy as single agentMAPK signaling pathway. PRT3645 was well-tolerated and exhibited significant anti-tumor efficacy as single agent.g g p y g y g g
Moreover the efficacy was further augmented when combined with trametinib in xenograft models of CRC and NSCLCE F Moreover, the efficacy was further augmented when combined with trametinib in xenograft models of CRC and NSCLCE F y g g
with the BRAF class III mutation

E F
with the BRAF class III mutation.

▸ The combination of PRT3645 and trametinib proved highly effective in suppressing cell survival proliferation and colony▸ The combination of PRT3645 and trametinib proved highly effective in suppressing cell survival, proliferation, and colony
F G formation in KRAS G13D colorectal cell lines Furthermore the combination of PRT3645 and trametinib led toF G formation in KRAS G13D colorectal cell lines. Furthermore, the combination of PRT3645 and trametinib led toF G

significant tumor growth inhibition in a xenograft model with the KRAS G13D mutationsignificant tumor growth inhibition in a xenograft model with the KRAS G13D mutation.

▸ PRT3645 attenuated RB phosphorylation and induced cell cycle G1/S arrest when combined with a CDK2 inhibitor in▸ PRT3645 attenuated RB phosphorylation and induced cell cycle G1/S arrest when combined with a CDK2 inhibitor in
HCC1806 a TNBC cell line carrying both a CCNE amplification and CDKN2A deletion This underscores the therapeuticHCC1806, a TNBC cell line carrying both a CCNE amplification and CDKN2A deletion. This underscores the therapeutic
potential of co-inhibition of CDK2 and CDK4/6potential of co inhibition of CDK2 and CDK4/6.
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