Supplementary Table 1

Species raised in;

Name of Antibody Manufacturer and catalog # monaclonal or polyclonal Applications | Dilution used
ANGPTL4 abcam (ab206420) Polyclonal rabbit Ab WB 2000x
ANGPTL4 Invitrogen (40-9800) Polyclonal rabbit Ab IHC 50x
GPER abcam (ab154069) Polyclonal rabbit Ab WB/IHC 1000x/100x
Phospho-YAP (Ser127)  Cell Signaling Technology (13008)  Monoclonal rabbit Ab WB 1000x
YAP Cell Signaling Technology (12395)  Monoclonal mouse Ab WB/IHC 2000x/100x
Phospho-LATS1 (Ser909) Cell Signaling Technology (9157) Polyclonal rabbit Ab WB 1000x
LATS1 Cell Signaling Technology (3477) Molyclonal rabbit Ab WB 1000x
Phospho-MST1 (Thr183) Cell Signaling Technology (49332)  Molyclonal rabbit Ab WB 1000x
MST1 Cell Signaling Technology (14946)  Molyclonal rabbit Ab wWB 1000x
a-Tubulin Santa Cruz (sc-23948) Monoclonal mouse Ab WB 5000x

Flag Sigma (F1804) Monoclonal mouse Ab IF 100x



Supplementary Table 2

Name of Gene

Forward

Reverse

ANGPTL4
GPER
CYRG61
CTGF
AREG
YAP
GAPDH

CCTCTCCGTACCCTTCTCCA
CTCTTCCCCATCGGCTTTGT
CCAGTGTACAGCAGCCTGAA
GCGTGTGCACCGCCAAAGAT
GAGCACCTGGAAGCAGTAACA
CCCGACTCCTTCTTCAAGC
GAGTCAACGGATTTGGTCGT

AGTACTGGCCGTTGAGGTTG
TACAGGTCGGGGATGGTCAT
ACTTGGGCCGGTATTTCTTC
CAGGGCTGGGCAGACGAACG
GGCTGCTAATGCAATTTTTGA
GAGAAACAGCTCCCAACTGC
GACAAGCTTCCCGTTCTCAG



Genes significantly upregulated upon treatment
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Genes significantly downregulated upon treatment
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Supplementary Figure 1. Relative expression levels (log2 FPKM values) of the top 30 significantly altered genes

regulated by G1 treatment.
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KEGG pathways enriched by upregulated genes

Chagas disease (American trypanosomiasis)
Colorectal cancer

Th17 cell differentiation

IL=17 signaling pathway

ErbB signaling pathway

Pancreatic cancer

Th1 and Th2 cell differentiation

Pertussis

Adipocytokine signaling pathway

Prolactin signaling pathway

Epstein-Barr virus infection

Description

Tuberculosis

Fatty acid metabolism

Fatty acid degradation

Hepatitis C

Viral myocarditis

Endocrine resistance

Natural killer cell mediated cytotoxicity
PPAR signaling pathway

Cholestercl metabolism
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KEGG pathway enriched by downregulated genes

GnRH signaling pathway

Toll-like receptor signaling pathway
Protein digestion and absorption
PPAR signaling pathway

Basal cell carcinoma

Fec epsilon Rl signaling pathway
Drug metabolism - other enzymes
Bile secretion

Amyotrophic lateral sclerosis (ALS)
Arachidonic acid metabolism

Hedgehog signaling pathway

Description

Chemical carcinogenesis

Fatty acid degradation

Metabolism of xenobiotics by cytochrome P450
Endocytosis

Drug metabolism - cytochrome P450

Steroid hormone biosynthesis

Linoleic acid metabolism

Inflammatory mediator regulation of TRP channels

Retinol metabolism

Supplementary Figure 2. KEGG signaling pathway analysis of DEGs.
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ANGPTLA1 ANGPTL2 ANGPTL3
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Supplementary Figure 3. RNA-seq results of ANGPTLSs levels.
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Supplementary Figure 4. Activation of GPER stimulates ANGPTL4 expression in human trophoblast cells. a, HTR-
8/SVneo cells were transfected with 50 nM control siRNA (si-Ctrl) or GPER siRNA (si-GPER) for 48 h and then treated
with 0.1 pM G1 for 24 h. ANGPTL4 and GPER mRNA levels were examined by RT-qgPCR (n=3). b, HTR-8/SVneo cells
were pretreated with vehicle control (DMSO) or 1 uM G15 for 1 h and then exposed to 100 nM E2 for 24 h. ANGPTL4
mMRNA levels were examined by RT-gPCR (n=3). RT-gPCR results are expressed as the mean £ SEM. Values without a

common letter are significantly different (p<0.05).
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Supplementary Figure 5. RNA-seq results of the levels of Hippo pathway components.
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Supplementary Figure 6. YAP mediates the activation of GPER-induced ANGPTL4 expression. HTR-8/SVneo cells
were transfected with 50 nM control siRNA (si-Ctrl) or YAP siRNA (si-YAP) for 48 h and then treated with 0.1 uM G1
for 24 h. ANGPTL4 and YAP mRNA levels were examined by RT-gPCR (n=3). RT-gPCR results are expressed as the

mean + SEM. Values without a common letter are significantly different (p<0.05).
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Supplementary Figure 7. Overexpression of YAP induces CYR61 and AREG expression. HTR-8/SVneo cells were
transfected with 1 pg control vector ()CMV) or vector containing YAP3?”2 cDNA (pCMV-Flag-YAP®**™ for 48 h.
CYR61, CTGF, and AREG mRNA levels were examined by RT-gPCR (n=3). RT-gPCR results are expressed as the mean

+ SEM. Values without a common letter are significantly different (p<0.05).



g 57 = Ctrl
s 4 - G1
S |+ E2
£ 31+ ANGPTL4
: 2
8.
0

24h 48h  T72h

Supplementary Figure 8. The effects of G1, E2, and ANGPTL4 treatment on cell proliferation. HTR-8/SVneo cells
were treated with 0.1 uM G1, 100 nM E2, or 300 ng/mL human recombinant ANGPTL4 every 24 h and cultured for up to
72 h. Cell numbers were measured by trypan blue exclusion assay (n=3). The results are expressed as the mean + SEM.



Unedited blot for Figure 2b
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Unedited blot for Figure 2f
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Unedited blot for Figure 2h
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Unedited blot for Figure 2i
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Unedited blot for Figure 3a
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Unedited blot for Figure 3e
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Unedited blot for Figure 3g
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Unedited blot for Figure 3h
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Unedited blot for Figure 4c
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Unedited blot for Figure 4h

Supplementary Figure 9. Images for uncropped blots.




