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Abstract SESS-1812: Correlation of Mutational Changes in

Circulating Tumor DNA with Clinical Outcomes in HERZ Positive
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Background

* The presence of certain genetic mutations can be correlated
with & poor response to HERZ directed therapies.
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* 120 patients met inclusion criteria for the analysis. 74% percent of patients were HERZ2
paositive at initial diagnosis while 26% developed HER2 positivity at time of metastatic
spread.

* NGS and ctDMA findings showed PIK3CA mutation in 26% of patients, ERBB2 in 30%, ESR1
in 8%, TP53 in 53%, MYC in 15%, FGFR in 15% of patients.

* Mortality rate of the cohort was 41%.

* There were B6% of patients who received HER2 directed therapies.

* The median progression free survival (PFS) was 3.5 months (95% C1 2.6, 5.3).

* Patients with PIK3CA mutations (p=0.028) and TP53 mutations (p=0.042) had a worse 10-
year survival rate than those without.

* Patients with PIK3CA and TP53 co-mutations had a worse 10-year survival rate (p=0.21)
than those with neither mutation or having either PIK3CA or TP53 alone.

* Patients with TP53 and PIK3CA co-mutations had worse PFS HR 1.90(1.02-3.55, p=0.044),

* Patients with TP53 and PIK3CA co-mutations also had warse PFS when being treated with
Trastuzumab (HR 0.07, p=0.003) compared to patients with other mutational changes.

*  Patients with PIK3CA and TP53 co-mutations were more likely to have evidence of
progression to visceral metastatic disease on Trastuzumab, OR 0.16 {0.02-0.70, p=0.028).

» Molecular alterations identified in ctDNA at progression of disease in HER2 positive MBC
can aid in understanding genomic evolution and drift as well as pathways to treatment
resistance.

* This analysis of ctDNA in HER2+ MBC indicates that patients with TP53 and PIK3CA co-
mutations are shown to have poorer 10-year survival rates, shorter PFS, worse response to
Trastuzumab, and overall evidence of more aggressive cancers prograssing into visceral
metastatic disease.

* Understanding how the presence of these mutations correlate with resistance to specific
therapias can guide individualized treatmeant decisions on which line of therapies will be
most effective for patients with progressive HERZ positive MBC.
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