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4. High AGE consumption drives PIN progression 7. RAGE inhibition decreases the expression of

1. Background and metastatic potential CAF activation markers
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Median AGE levels at baseline were 53ug/ml compared to 23ug/ml at week 8
and 38 pg/ml at week 11

6. AGE-RAGE signaling promotes CAF recruitment

Regular control High glycoxidation
The oncogenic potential of diet associated
AGEs on prostate carcinogenesis mice were
fed one of four diets: 1) regular control, 2)
heat-treated regular control, 3) unheated

Protein

9. Significance
Malignant transformation is orchestrated Regular High AGE

by extracellular crosstalk between cancer
associated fibroblasts (CAFs) and tumor

These data represent a significant advance in the field. AGEs are a molecular

. . gtocl d RO I . . .
high sugar control, and 4) high AGE degfe?ﬁsmm epithelia. g‘fo consequence of nutritional behavior as a whole rather than any single nutrient of
experimental diet produced by heat-treating When assessed in excised C3-TAg tumors by 5 macronutrient. We provide compelling evidence that increased nutritional AGE
the high sugar control. The effects on prostate tumor growth and progression was immunofluorescence, dual staining with > exposure leads to the RAGE mediated activation of fibroblasts to sustain a tissue
assessed in allograft and spontaneous tumor models. vimentin and smooth muscle actin (aSMA) microenvironment conducive for aggressive tumor growth. The data identify
. . showed increased CAF activation (grey increased AGE bioavailability as an
3.A hlgh AGE diet prOmOtes prOState tumor staining) around PIN lesions in mice fed the N ——— unexploited molecular concept with
growth high AGE mice fed the high glycoxidation PR which to assess the combined effects of

nutritional behavior on tumor biology..
Due to intrinsic links between AGEs,

chow at 24-weeks. Scale bar =90 uM

MYC-CaP Prostate Tumors Blue - Nuclear

\ ‘ e Regular High AGE nutritional behavior and increased
| ;,E* : S:j‘ge In the same 24-week C3-TAg tumors, co-immuno- cancer risk, these studies lay a strong
Regular
i £ 1000] & High AGE fluorescent staining was also used to assess RAGE co- foundation for the design and
L 2 | 3 Regautoclaved localization with the fibroblast marker aSMA. translation of innovative cancer
After 5 we.eks of diet ;3 — RAGE expression was increased and clearly co-stained prevention and survivorship strategies.
consumption, mouse MYC-CaP 285 - i (yellow staining) with aSMA around PIN lesions in the Such design would require multidisciplinary collaborations aimed at reducing
!or.ostate .cancer cells were 2 i tissue of mice fed the high AGE diet while no nutritional AGE exposure and/or AGE accumulation especially in at-risk
|n!ected into the I?ft flank of 04 : . detectable co-staining was observed in prostates populations through educational, lifestyle, and preventative interventions.
mice and syngeneic tumor " ' - - Green-aSMA excised from the regular fed mice. Scale bar = 90 uM
growth assessed. Consumption Time (days) Red - RAGE o . . References: Turner 2015, PMID 25920350; Turner 2017, PMID 28052818; Walter et. al. 2019; PMID:
. e g These data indicate that diet-associated AGEs can 30368741; Krisanits et al. 2022, PMID 35091340.
of the high AGE diet significantly accelerated prostate tumor growth when Blue - Nuclear

increase RAGE expression in fibroblast leading to Current Funding: NIH/NCI RO1 CA210963; NIH/NCI R01 CA269831; NIH/NCI U54 CA210963; NIH/NCI

compared to the three diet controls. ) i ..
P their functional activation R21 PO2 CA258139: Bobzilla Foundation


https://anti-ages.org/

	Nutrition Derived Advanced Glycation End Products Are Bio-Social Determinants of Health That Inform on Cancer Disparities
	Downloaded from

	PowerPoint Presentation

