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Phospho-TIE2 is associated with pCR in
treated HER2+ patients

Materials and Methods

Background: Trebananib (T), an angiopoietin 1/2 neutralizing peptibody that inhibits interaction with TIE2 receptors, was Laser Capture o S— ME— S — TR
available to all HR/HER2 subtypes in the I-SPY2 TRIAL. The agent did not achieve the prescribed graduation threshold for any Microdissection Captured Tissue Array Pr|t|ng — i} ' i —— T

eligible signatures prior to accrual of maximum sample size. We postulated that response to a drug that blocks TIE2 - Lysis “— e 28 o . ] o H B
receptor-ligand interaction could be predicted by the measurement of basal TIE2 phosphorylation and downstream signaling b I I J A go | - 3: - = |

in the pre-treatment biopsies. |18 e o5 - SO =g

Methods: Of 267 patients in the T and control arms, 203 patients (T: 128, controls: 73) had reverse phase protein microarray l{' 1 B et @O f ) . E; 2 *

(RPPA) and pCR data available. RPPA data for 33 (phospho- and total) proteins involved in TIE2 signaling were evaluated for L E _________ a - : - l_g é =a

association between biomarker and response in the T and control arms alone (likelihood ratio test), and relative *;‘;r sifiizszezzazz : + L o g - ol Ly
performance between arms (biomarker x treatment interaction) using a logistic model (LM). Analysis was also performed Arrayer 2470 i | —— o | ) — =—
adjusting for HR/HER2 status. Markers were analyzed individually; p-values are descriptive and were not corrected for oo:* | . ~ " e
multiple comparisons. RPPA Workﬂow 3: - %3 “ e - ‘
Results: In the TN subpopulation, TIE2 receptor levels (p = 0.037), ERBB3 (p = 0.048), total ERa (p = 0.05) and ERa S118 8: o u M- : S

(p = 0.016) were negatively associated with response to T. In HER2+ patients, phospho-TIE2 Y1119 (p = 0.001) and Y992 _ _ _ _ _ _ E: N, e o | : i 7]

(p = 0.0007) were positively associated with T response, as were downstream AKT-mTOR signaling activation proteins such = 1-SPY 2 TRIAL pre-treatment biopsy specimens were subjected to LCM to procure tumor epithelium for RPPA analysis. m:, B A R - L

as elF4G S1108 (p = 0.005), p70S6K T389 (p = 0.011) and T412 (p = 0.038) and FOX03a S253 (p = 0.041). ERBB2 Y877 Approximately 10,000 cells were captured for each of 203 samples in the AMG 386 treatment. (128 AMG treatment arm, 73 ° i ° ] H

(p = 0.028) was negatively associated with response in these patients. TIE2 Y1119, TIE2 Y992, elF4G S1108, ERBB2 Y877, and current control and 43 historical control samples were included in the analysis). e e T oncr s hobcR ew

FOX03a S253 all demonstrated a significant treatment interaction by LM. Conclusions: While small sample sizes preclude .
drawing definitive conclusions, our results suggest that activation levels of the TIE2 receptor may be predictive of T efficacy
in HER2+ patients and signaling activation downstream of TIE2 such as AKT-mTOR signaling may correlate with response in
the HER2+ and TN populations. These results need to be independently validated to determine the significance of these
findings.

RPPA data were collected for 33 qua“fymg biomarker endpomts related to the TIE2 cell 5|gna|mg pathway- Figure 2. Box plots of RPPA endpoints in the HER2+ subset . Tie2 Y992, Tie2 Y119, and elF4G S1108 showed association with

pPCR in the trebananib arm and not in the control arm.

Estimated cutpoints for biomarker discrimination
of pCR in trebananib-treated HER2+ patients

= Statistical analyses: RPPA data was evaluated for association between biomarker and response in the treated and control arms
individually (likelihood ratio test). Relative biomarker performance between arms (biomarker x treatment interaction) was
assessed using a logistic model (pCR™ treatment + biomarker + treatment x biomarker). Analysis was also performed adjusting
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