Abstract # 112
Pan-cancer association between increased iron utilization and poor prognosis highlights
potential of transferrin receptor-targeting therapies in multiple tumor types
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BACKGROUND

The cell-surface transferrin receptor TFR1 imports

COMPREHENSIVE CANCER CENTER
UNIVERSITY OF MIAMI HEALTH SYSTEM

[ JJSYLVESTER

RESULTS

In an all-tumor cohort (n= 93248), patients with higher TFRC expression (cutoff = median) had e TFRC was found to be most prognostic in breast cancer with median 0S 1139 days in pts with high vs 3230 days in pts with low TFRC (HR=
significantly worse OS. This was statistically significant in 23 individual tumor types (blue box). Drilling 2.556, 95% Cl [2.213-2.951], p <0.00001).

down further, TFRC adverse prognostic value was mainly driven by cohorts with larger number of
samples in the database such as breast, NSCLC and CRC cancer types. Surprisingly, TFRC

iron-bound transferrin into cells via clathrin-mediated
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Tumors require constitutive iron import to drive

overexpression correlated with improved outcome in vulvar squamous cell carcinoma (VSCC).
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HR = 1.262 (95% CI: 1.199 - 1.328) p < 0.00001
TFRC-Low NSCLC Median = 803.0 days
TFRC-High NSCLC Median = 517.0 days

Median Difference = -286.0 days (-35.6%)
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HR = 1.797 (95% Cl: 1.652 - 1.956) p < 0.00001
TFRC-Low BRCA Median = 2055.0 days
TFRC-High BRCA Median = 905.0 days
Median Difference = -1150.0 days (-56.0%)

HR = 1.287 (95% ClI: 1.198 - 1.383) p < 0.00001
TFRC-Low CRC Median = 1209.0 days
TFRC-High CRC Median = 899.0 days

Median Difference = -310.0 days ( 25.6%)
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significant Figure 1. Prognostic value of TFRC expression in various of tumor types (blue box, p<0.05, red box, not significant). * A number of TFR1-targeting therapeutic agents are currently at various states of pre-clinical and clinical

development and warrant further investigation in disease cohorts identified from our study.
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