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Background .. Resuts

» Cachexia affects many cancer patients.  GDF15 expression ranged from 0 to 593 transcripts per million (TPM) with median of 30 (IQR=15.02). There was no association with age, sex, or primary . .

. Growth differentiation factor-15 (GDF15) is a tumor sidedness. GDF15 expression correlates with increased
protein that regulates weight and the stress « MSI-H/dMMR tumors had higher GDF15 expression (median 37 vs 30, p=0.0004); TMB>=17 tumors was seen in 5.9% of bottom quartile (Q1) GDF15 dMMR/MSI-H and TMB, but not with PDL1
response of cells. | expressors and 8.3% of top quartile (Q4). expression.

* The GDF15 gene encodes a ligand of TGF-beta  PDL1 IHC positivity was inversely correlated with GDF15 expression (7.1% in Q1 vs. 2.6% in Q4, p<0.0001).
that triggers cachexia and modulates the + Genomic alterations associated with higher GDF15 expression (Q4 vs Q1) included genes on TGF-B (SMAD2/4), PI3K (PIK3CA, MTOR), chromatin : : : .
progression from tumorigenesis to metastasis. remodeling (ARID1A, KMT2C), DDR (ATM) and Wnt pathway (APC); those inversely associated included MYC CNA and TP53. Q1 tumors had higher CNA of GDF15 is associated with chromatin

« Inhibiton of GDF15 with an antibody restored ERBB2 and FGFR1. remodeling which may warrant therapies
muscle mass and fat in animal models. | - Relative neutrophils and NK cells in the TME increased from Q1 to Q4 (p<0.001). targeting histone modification and

* Serum levels rise in proportion to the progression of . There was a decrease in CD8+ T-cells and Treg cells from Q1 to Q4. epigenetics.
colon cancer, predict ouicome, and have been Pathways (Genomic alterations) associated with GDF15
correlated with CEA. . . . .
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- Activated PERK-elF2a signaling promotes GDF15 transcription TMB >=17 MSHH/dMMR

- Hypoxia-induced GDF15 expression promotes the mitochondrial PRECISION ONCOLOGY ALLIANCE bDR PI3K- TGF-B signaling TP53 Pathway
oxidation of fatty acids in colorectal cancer cells. Supression of WpercentQl MpercentQZ M percentQ3 perce pathway . .
GDF15 results in smaller xenograft tumors and impaired ‘ ‘ W percentQl Mpercent Q2 M percentQ3 ® percent Q4 U nderstandlng GDF15 regulatlon and

metastasis in animal models
- GDF15 is expressed much more in tumor tissues of CRC patients

and displays positive correlations with CHOP and HIF1a in mRNA Strong negative association with PDL1
levels :

expression in metastatic colon cancer may
reveal which patients could benefit from
developing anti-GDF15 targeted therapies

Strong positive association with MSI-H/dMMR and TMB>17.

Positive association with TGFbeta, Wnt-> immune suppression

against cancer progression.
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disease progression and decreased survival Median values of cell fraction: connective line showing significant differencein Q1, 2, 3 and 4 33
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