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active forms and 17B-hydroxysteroid R R Figure 3. Oestrogen treated HCT116 (A) and HT29 cells (B), but not
dehydrogenases (17BHSD) which are oestrogen Em B Cancer Caco-2 cells (not shown) resulted In an increase In proliferation,
oxidoreductases. We previously demonstrated ;ﬂ. . especially with E; treatment.
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been examined in the colon®, the G-protein “sFBs 615 B2 E2+0G15
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METHODS : — - Figure 4. (A) Western blot demonstrating GPER protein expression in
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1. Characterised 17BHSD-1,7 and 12 and GPER M’ S - treatment in HCT1‘I(6 )cells eihancedpprolifegtion, which iés inhibitec}
expression in human CRC tissue and cell lines by G15 (1uM) , a GPER antagonist. (C) and (D) HCT116 and Caco-2
using gPCR and Western Blotting. Figure 2. (A) GPER mRNA Is expressed In males and cells were treated with 100nM E, or E, for 24 hours and media
2. Proliferation response in CRC cell lines[# fémales in both normal and cancerous colon, but at a subjected to LC/MS analysis for oestrogen metabolites. (C) Percentage
oestrogen treatment, stable overexpression of|[ Mgher level in women. (B) Western blots demonstrating of E, or E, metabolised by each cell line in 24 hours. (D) E, metabolism
STS, GPER agonist (G1), or antagonist (G15) GPER expression at a protein level in normal (N) and corrected for protein concentration (BCA assay). E, is a GPER ligand,

using BrdU assavs Treatments were for 48 matched tumour (T) colon with MCF7 used as a positive but Caco-2 cells oxidise E, to E,, which would not activate GPER.
9 ys. control (+). GPER agonist, G1, increased proliferation in (E) Caco-2, (F) HCT116

hours. - | | and HT29 cells.
3. Quantified oestrogen and their sulphates In

CRC cell lines using a novel mass spectrometry
method developed at The University of
Birmingham.

4. Statistics were calculated using Student’s two-
tailled t-test with P<0.05 deemed significant.
Results are expressed as mean SEM.

CONCLUSION

* Findings suggest the majority of human CRC escalate intratumoural E, concentrations through 17HSD-7 and 12
and STS (Figure 3). This local oestrogen rise likely acts through GPER to augment tumour proliferation.

 Therefore, inhibiting STS and 17BHSD-7 and 12 together with GPER antagonists may benefit some CRC patients.
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Figure 5. Oestrogen pathway in colorectal cancer. Circulating E,S is taken up by tumour cells and desulphated by STS to active E;. E;
Is then reduced by 1/BHSD-7 and 12 to E,, the most potent oestrogen. IL-6 and TNFa in the tumour microenvironment increase STS

activity.
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