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Background

= Nearly 50% of pts with mPDAC never receive a 2nd line of therapy

1st Line PFS Stratified by PDACai Predictions
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Figure 5 — KM curves of overall survival in years
since advanced diagnosis for treatment-specific
PDACai predictions within the independent FFX
(A) and GA (B) validation cohorts.
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were referred to Perthera by treating oncologists!. Chart-abstracted PFS data 0 2 4 6 8 10 12 14 16 18 0 2 4 & 8 10 12 14 18 18
on either 1st line FFX or GA were split (60:40) into independent training and
validation cohorts for each regimen. All models integrate a shared set of 33
clinical and lab-agnostic molecular features derived from clinical NGS testing
reports (see Figure 2 for top variables of importance). PDACai benefit scores
predicted by FFX or GA models were evenly binned into three relative prediction
groups representing lower, middle, and upper tertiles. Statistical differences in
median PFS/OS were evaluated using ordinal Cox regression in each cohort
(hypothesis: upper > middle > lower?).
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Figure 4 — The landscape of FFX versus GA percentiles
across all cohorts highlights how the most important
variables for FFX (DDR Network?) and GA (WNT
Network) are enriched in a treatment-specific manner
respectively for pts with higher PDACai values. Top
PDACai pathway-level features are highlighted here for
patients with genomic alterations in DDR (BRCA1/2,
PALB2, CHEK1/2, ATR/ATM, FANC/MRN, etc?), WNT
(RNF43, APC, GNAS, CTNNB1), or CDK (CDKN2A,
CDK4/6, CCND1/2/3, RB1) gene networks.

Figure 2 — KM curves of PFS on 1st line therapies from pts allocated to independent training
(A,C) and validation (B,D) cohorts. Actual median PFS [plus 95% CI] in months were
summarized in pts assigned to lower, middle, or upper thirds based on relative PDACai
predictions. The predictive utility of PDACai was confirmed in the independent validation cohorts
(B,D) by comparing PFS across tertiles (see p-values and hazard ratios (HR) [plus 95% CI]).
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