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Conclusions Biological Process
Transcriptomic profiling and subsequent bioinformatics analyses were performed  G0:0030198 Extracellular matrix organization 2.21E-08
to explore molecular responses associated with progesterone receptor (PR) . Collagen fibril organtzation P
antagonism in breast tissue of healthy premenopausal women. We found G0:0032963 Collagen metabolic process 1.76541E-05
differentially expressed genes (DEGS) significantly altered in pathways mainly
related to extracellular matrix (ECM) organization and remodeling. The present G0:0062023 Collagen-containing extracellular matrix 4.78E-12
study provides an improved understanding of PR antagonism and its potential I S’;:ggz”;ﬁ;é"eaﬂ;‘br” ok
breast protective effects but also progesterone action by studying its G0:0005583 Fibrillar collagen trimer 1.13E-08
counteraction in healthy breast tissue.
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mitogen in healthy breast tissue and may ! VI GO:0017171 Serine hydrolase activity 2.17779E-05

consequently play a key role in breast © Not significant

carcinogenesis. \We have previously shown 1o
that treatment with a low continuous dose

with the PR antagonist mifepristone exert o o __

Table 1. The top 15 enriched gene ontology terms of the differentially expressed upregulated genes.

anti-proliferative effects in human breast Qé o R-HSA-1474228  Degradation of the extracellular matrix 1.80E-09 g-cr)|S_§A PgéE;AfONII_IJ/Ié; COL1AZ2,
epithelial cells in vivo. However, the o b R-HSA-1474244  Extracellular matrix organization 257E-09 CTSG, TPSAB1, COL1A1, COL1A2,
molecular changes relevant to the above | oo o o COL3A1, ADAMTSZ, COL5A1, MMP2
observation have never previously been le-2 * 9 ~m R-HSA-1650814  Collagen biosynthesis and modifying 9.22E-08  COL1A1, COL1A2, COL3A1, ADAMTS?2,
explored. enzymes COLS5A"

) : R-HSA-1442490 Collagen degradation 0.22E-08 COL1A1, COL1A2, COL3A1, COL5A1,
Materials and methods le-1 3°0 98 oo’ BPeoo, . MMP2
at baseline and after two months of 50 mg A e e S R Pragen Iormation T COLSAT | | |
mifepristone treatment every other day from R-HSA-8874081 MET activates PTK2 signaling 2.30E-07 COL1A1, COL1A2, COL3A1, COLSA"
healthy pre-menopausal women aged 18-43. 32 16 8 4 2 0 2 4 8 16 32 R-HSA-8875878  MET promotes cell motility 6.69E-07 COL1A1, COL1A2, COL3A1, COL5A"
The changes g” MRNA e;(press'otr_‘ level Fold change R-HSA-8948216  Collagen chain trimerization 8.81E-07 COL1A1, COL1A2, COL3A1, COL5A"
were screened using next generation - - A A , ,
sequencin The DEgGS We?.e analvzed usin Fig.1: Volcano plot showing the distribution of the differentially R-HSA-3000171 !\lon-mtggrm membrane-ECM 2.46E-06 COL1A1, COL1AZ, COL3AT, COLSA

J- y J expressed genes (DEGs) between breast samples from baseline and interactions

Gene Ontology (GO) and Reactome after mifepristone treatment. X-axis represent log2 fold change and
pathway analyses in the g:Profiler database. Y-axis represent logFDR (adjusted p-value). Table 2. The top 10 enriched pathways of the upregulated differentially expressed genes.
Results
We found 27 DEGs after treatment compared KA T
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