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Abstract MM-121 inhibits HRG induced signaling in ADRr MM-121 inhibits phospho-ErbB3 in PD studies MM-121 efficacy /in vivo
The role of the EGFR family in cancer is well documented. To date most of the attention has been focused on EGFR and ACH N CE' Is 3 ADRYr DU145 BT4/4
and ErbB2. We have taken a systems approach to understanding ErbB signaling and built a comprehensive o 0008 . o4 . 20" A
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suggested it as a better target for therapeutic intervention. Historically, ErbB3 has not been considered as an attractive ADRr (ovarian) ACHN (renal) PErbB3 2% T ADRr (Ovarian Cancer)
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When MM-121 efficacy was assessed in vivo, MM-121 showed a dose-dependent ability to inhibit tumor growth in 42 11 0 -9 8 7 -6 5 42 11 0 -9 8 7 -6 5 a . O | L LA l -
multiple xenograft models of human cancer, including ovarian, renal cell, pancreatic and prostate cancer. MM-121 Conc Log [M] ) 8o ™ 1.5+ o a ¥ L | -
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In vitro antibody binding studies suggested that MM-121 binds to ErbB3 receptors from mouse, rat, cynomolgus 2 10000- _ 8 2000 - oen 2 . | e 20 g
monkey and human with a similar affinity. In order to design an efficacious and safe dosing regimen, pre-clinical studies pAKT g 7500~ IC50 = 6.2 nM g T U TEs o oBS M1l >0 BS M1 >0 oBS MM-191 = 9 0.0
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Figure 4: MM-121 inhibits cell motility in a transwell assay. MCF-7 cells were incubated for 15 C
ce : o - minutes in 8 M MM-121 and then placed in the top chamber of a transwell and migration towards
Figure 1: We have constructed a mechanistic biochemical model _ _ _ ) :
ﬂ that is based on non-linear ODEs. The model includes multiple serum-free media 05 mfedlalsur?plemented with 10% FBS, in the presence or absence of MM-121 OvCARS8 (Ovarian Cancer)
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Figure 7: MM-121 inhibits in vitro and in vivo secretion of VEGF. (A) MM-121 inhibits VEGF secretion in 500 o
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% Figure 5: MM-121 inhibits spheroid growth in the presence or absence of HRG1- Bl 54¢. (A) MM- measurements were used to calculate tumor volume (/6 (L x W2). * = p<0.05. MM-121 serum
Figure 2: Mass action kinetic equations were used to create a model in MATLAB SimBiology v2.1. 121 inhibits spheroid growth in ADRr cells in the absence of HRG1- 11-246 (B) HRG1- B1; 546 levels were measured 24 hours post last dose. The serum levels for the single animals and standard
This model contains >60 species, >50 reactions, and ~14 parameters. Kinetic parameters reported induces spheroid growth in DU145 cells which can be inhibited by MM-121. deviations are graphed.

in the literature were if used available; however, sensitivity analysis and parameter estimatio been
performed.




