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BACKGROUND

« 177Lu-PSMA-617 (Lutetium-PSMA) is an
FDA-approved radiopharmaceutical
therapy for men with metastatic
castration-resistant prostate cancer

RESULTS

Figure 1. Comprehensive epigenomic platform offers dynamic resolution into target and Figure 3. Enhancer and promoter signal at FOLH1 locus predicts PSMA PET SUV, .., in both cross-validation and in validation cohort

pathway biology from 1mL of plasma
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epigenomic signals across histone
modifications associated with active
enhancers and promoters, and DNA
methylation, on these plasma samples
and identified putative gene-regulatory loci
at the FOLH1 (PSMA) locus.
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performance in an independent set of
samples held out of model training.

The results below are limited to patients
with cfDNA tumor fraction >3%.

Figure 2. The FOLH1 locus has robust enhancer and promoter signal in mCRPC patients

compared to healthy volunteers correlated with PSMA PET SUV, ..,
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(A) Epigenomic signal at the FOLH1 locus shows increased

active promoter and active enhancer marks in mCRPC

patients compared to healthy volunteers. Enhancer,
promoter, and DNA methylation signal in mCRPC patients

models fit using observed vs predicted
PSMA PET SUV, .4, do not differ
significantly for each clinical endpoint
(comparing Harrell's C-statistics, all P >
0.5). (B) Log-rank tests evaluating the four
clinical endpoints based on assessment of

(B) Patients in the top tertile of plasma PSMA predicted expression in an expanded patient cohort demonstrate

significantly improved clinical outcomes (N=45)
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P=0.015
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P=0.017
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P =0.0049
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P =0.0032

were stratified based on tertile cutoffs of
predicted expression of PSMA.
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CONCLUSIONS

 This retrospective study profiled plasma based epigenomic profiles of 45 patients with mCRPC who were treated with 177Lu-PSMA-617 based on PSMA

References: 1 l was normalized, smoothed, and averaged together (within PET evaluation.
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Healty reerence \alloliﬁg)erst (Bt) eEpiS?n osmgiciigr?al aa; tcig)e Ic;Ct)EHl?oecus? althy « Evaluating PSMA levels from blood is crucial for optimizing patient selection and treatment efficacy in the growing landscape of PSMA and other surface
Contact: shows increased active promoter and active enhancer receptor-targeted therapies. The current analysis suggests that comprehensive epigenomic cfDNA profiling provides an accurate surrogate of tumor
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marks in mCRPC patients with high PSMA PET SUV,ean (2

49,158,207 bp chr11

49,236,275 bp

median, N = 15) compared to mCRPC patients with low

PSMA PET SUV, .., (< median, N = 14).

PSMA expression as well as response to Lutetium-PSMA in men with mCRPC.

» Pending ongoing validation in a larger cohort, these results highlight the potential of epigenomic cfDNA profiling as a real-time, non-invasive readout of
multiple tumor drug targets expression as well as predictive biomarkers of therapeutic response to enable precision medicine in prostate cancer.
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