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3. Combination of ulixertinib and palbociclib 6. RPPA - representative markers of target
demonstrate significant efficacy in vivo inhibition and adaptive response

* Four xenograft models were utilized to assess the combination of ulixertinib and palbociclib,

Background

Ulixertinib (BVD-523) is a first-in-class small molecule
inhibitor of ERK 1/2 currently being investigated in
several oncology clinical trials, both as a single agent
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e Ulixertinib monotherapy across all models showed modest tumor growth inhibition (TGI) while
palbociclib monotherapy showed limited TGl across all models.

activity and cause tumor regression in vivo.

 Compared to either monotherapy, the
combination of ulixertinib and
palbociclib confers superior reduction
of key targets (e.g., c-Myc, Elk S383).
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 The combination groups demonstrated significant responses ranging from 75% - 90% TGls. All
treatment regimens were well tolerated across all models.

In Vitro

 Combination interactions across a dose matrix of concentrations were determined by the Loewe Additivity and Bliss
Independence models using Horizon’s Chalice™ Bioinformatics Software. Synergy was visualized by displaying the calculated
excess inhibition over that predicted as being additive at each test point across the matrix as a heat map.

Increased HER2 activity is a known
mechanisms of MAPKi resistance, the
combination confers reduction of HER2,
in addition to HERS3.
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4. RPPA - principal component analysis (PCA) highlights
combination groups as distinct
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Activity over Loewe additivity can be quantified in Chalice™ using a simple volume score, which effectively calculates a volume
between the measured and Loewe additive response surfaces and emphasizes the overall synergistic (positive values) or

antagonistic (negative values) effect of the combination. MIAPaCa2 PCA
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Adaptive responses observed with combination therapy

In Vivo xenograft models
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Conclusions

Results from lung cancer cell lines, either wild-type or mutated for KRAS, demonstrated at least additive and in some cases
potentially synergistic interactions between ulixertinib and CDK4/6 inhibitors.
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was significant.

The pattern of SCH772984 1.1 0.74 0.63 0.53 57%@3uM 63%@3uM  35%@3uM  49%@3uM
response to ERK
inhibitor SCH772984

was broadly similar Ribociclib 49%@10pM 0.7 44%@10uM  0.45 30%@10uM 2.8 32%@10uM 0.37
to ulixertinib.

Palbociclib 41%@3puM 0.13 48%@3uM 0.15 29%@3uM 0.22 20%@3uM 0.056
Using RPPA, treatment effects on signaling was evaluated in the MAPK family, cell cycle regulation, and other associated

feedback and compensatory pathways. Notably, suppression of protein targets downstream of ERK1/2 were observed in
both ulixertinib monotherapy and in combination treatment. Similarly, the combination therapy treatment group
reduced protein levels involved in cell cycle progression, which was not seen in either monotherapy alone.

5. RPPA - heat map depiction reinforces

Note: Maximal percentage inhibition are reported when a cell line is relatively insensitive to compound resulting
in a partial response (defined as < 60% inhibition achieved) and/or the bottom of the curve not being defined.

unique signature of combination treatment

Two-way Unsupervised Hierarchical Clustering

* The single agent results for the CDK4/6 inhibitors were dependent on the readout for cell viability, Two-way Unsupervised Hierarchical Clustering

The combination doses used for these studies are known to be in the clinically efficacious range. Due to the clinical
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