	Supplementary Table 1: eRNAs shown to exhibit biological activity, mechanism of action if known, and methods used to determine biological function.

	eRNA
	Target Gene
	Method
	Notes on eRNA
	Mechanism of action
	Ref

	IL1β-eRNA

	IL1β
CXCL8
	LNA* knockdown
	Upregulated in response to LPS in human primary monocytes. Regulated by NF-κB.
	Unknown
	(NE et al., 2014)

	IL1β-RBT46
	IL1β
CXCL8
	LNA (both + and - strands) knockdown
	Upregulated in response to LPS in human primary monocytes. Regulated by NF-κB.
	Unknown
	(NE et al., 2014)

	Gadd45b eRNA
	Growth arrest and DNA-damage-inducible, beta
	shRNA (+ strand) knockdown
	Induced by membrane depolarization in primary mouse cortical neurons. Does not affect looping.
	Facilitates NELF release during gene activation
	(Schaukowitch et al., 2014)

	Arc eRNA
	Activity-regulated cytoskeletal protein (Arc)
	shRNA and LNA (- strand) knockdown in vitro and in vivo
	Induced by membrane depolarization in primary mouse cortical neurons. Does not affect looping.
	Facilitates NELF release during gene activation
	(Schaukowitch et al., 2014; Kyzar et al., 2019)

	774 and 775
	SERPINB2 (plasminogen activator inhibitor-2, (PAI-2))
	ASO** knockdown
Vector overexpression
	Upregulated in response to LPS in MonoMac6 human monocyte cell line.
	Alters chromatin modifications and interacts with CDK9 to promote NELF eviction and release of RNAP II pausing
	(Shii et al., 2017)

	HPSE eRNA
	Heparanase (HPSE)
	shRNA knockdown
Ectopic overexpression
	Super enhancer derived. Promotes cancer progression in multiple cell lines. Can serve as independent prognostic of poor outcome in cancer patients.
	Binds hnRNPU to promote chromatin looping
	(Jiao et al., 2018)

	Cx3cr1 eRNA
	Cx3cr1
	siRNA and ASO knockdown (anti-sense strand), in vitro enhancer assay
	Mouse macrophages. Rev-Erb may regulate regions by repressing eRNA expression.
	Unknown
	(Lam et al., 2013)

	Mmp9 eRNA
	Mmp9
	siRNA and ASO knockdown (sense strand), in vitro enhancer assay
shRNA
	Mouse macrophages and human SW480 and 293T cells. Upregulated in response to TNF-α. Rev-Erb may regulate regions by repressing eRNA expression. In vivo knockdown reduced Mmp9 demonstrating potential therapeutic potential in mouse model.
	May interact with BRD4 to increase BRD4 binding to acetylated histones
	(Lam et al., 2013; Rahnamoun et al., 2018)


	CCL2 eRNA
	CCL2
	shRNA
	Human SW480 and 293 T cells. Upregulated in response to TNF-α.
	May interact with BRD4 to increase BRD4 binding to acetylated histones
	(Rahnamoun et al., 2018)

	C/EBPβ eRNA
	CCAAT/enhancer-binding protein-beta (C/EBPβ)
	siRNA
	Expression tied to enhancer hypomethylation. Expressed in human hepatocellular carcinoma and linked with tumor progression. Expression reinforced by its gene product (C/EBPβ).
	Unknown
	(Xiong et al., 2019)

	DRReRNA
	Myogenin
	siRNA
	Expressed from MyoD super enhancer, but regulates Myogenin in trans in C2C12 cells (myoblast) and myotubes.
	Specific domains interact with SMC3 to recruit and maintain Cohesin at the myogenin locus. Establishes promoter/enhancer looping.
	(Mousavi et al., 2013; Tsai et al., 2018)


	CERNA
	MYOD1
	siRNA
	Derived from same super enhancer locus as DRReRNA.
	Increases chromatin accessibility
	(Mousavi et al., 2013)

	Cga eRNA
	Chorionic gonadotropin alpha
	shRNA targeting negative strand
	Prolonged culture of murine gonadotrope cell line with shRNA led to increasing repression of Cga. Altered histone modifications.
	Promoter/enhancer looping, Histone modifications
	(Pnueli et al., 2015)

	KLK3e
	Kallikrein-related peptidase 3 (KLK3/PSA) and KLK2.
	siRNA of sense strand
	Bidirectionally transcribed, but forward strand carries greater biological activity.
	Promoter/enhancer looping
	(Hsieh et al., 2014)

	Bloodlinc
	Band3 in cis, multiple others (488) in trans.
	shRNA and ectopic overexpression
	Acts in trans to promote erythropoiesis. Interacts with HNRNPU protein. Super enhancer derived.
	Unknown. May act as scaffold.
	(Alvarez-Dominguez et al., 2014; Alvarez-Dominguez et al., 2017)


	Pfkl-eRNA
	Pfkl
	LNA
	Undergoes cytosine methylation by NSun7.
	Unknown
	(Aguilo et al., 2016)

	Sirt5-eRNA
	Sirt5
	LNA and doxycycline-inducible trans-activation model
	Undergoes cytosine methylation by NSun7.
	Unknown
	(Aguilo et al., 2016)

	p53BER2-eRNA
	PAPPA
	siRNA and luciferase reporter assays
	Necessary to p53-mediated gene expression. Decreased RNAPII binding after knockdown. Specific region of eRNA critical for function.
	Unknown
	(Melo et al., 2013)

	p53BER4
	IER5
	siRNA
	Necessary to p53-mediated gene expression. Decreased RNAPII binding after knockdown.
	Unknown
	(Melo et al., 2013)

	Zmynd8as
	Zmynd8
	ASO
	Knockdown altered isoform expression.
	Unknown
	(Onodera et al., 2012)

	FOXC1e
	FOXC1
	siRNA/LNA and GAL4-BoxB-tethering-based reporter assay
	Induced by E2 (17β-oestradiol) binding in MCF-7 human breast cancer cells. Interacts with SMC3 and RAD21 to recruit Cohesin to promoter.
	Suspected promoter/enhancer looping
	(Li et al., 2013)

	TFF1e
	TFF1
	siRNA/LNA
	Induced by E2 (17β-oestradiol) binding in MCF-7 human breast cancer cells. Interacts with SMC3 and RAD21 to recruit Cohesin to promoter.
	Suspected promoter/enhancer looping
	(Li et al., 2013)

	CA12e
	CA12
	siRNa/LNA
	Induced by E2 (17β-oestradiol) binding in MCF-7 human breast cancer cells.
	Unknown
	(Li et al., 2013)

	NRIP1e
	NRIP1
	LNA
	Induced by E2 (17β-oestradiol) binding in MCF-7 human breast cancer cells. Interacts with SMC3 and RAD21 to recruit Cohesin to promoter.
	Promoter/enhancer looping
	(Li et al., 2013)

	GREB1e
	GREB
	siRNA
	Induced by E2 (17β-oestradiol) binding in MCF-7 human breast cancer cells.
	Promoter/enhancer looping
	(Li et al., 2013)

	PGRe
	PGR
	siRNA
	Induced by E2 (17β-oestradiol) binding in MCF-7 human breast cancer cells.
	Unknown
	(Li et al., 2013)

	KCNK5e
	KCNK5
	siRNA
	Induced by E2 (17β-oestradiol) binding in MCF-7 human breast cancer cells.
	Unknown
	(Li et al., 2013)

	P2RY2e
	P2RY2
	siRNA
	Induced by E2 (17β-oestradiol) binding in MCF-7 human breast cancer cells. Interacts with SMC3 and RAD21.
	Suspected promoter/enhancer looping
	(Li et al., 2013)

	SMAD7e
	SMAD7
	siRNA
	Induced by E2 (17β-oestradiol) binding in MCF-7 human breast cancer cells.
	Unknown
	(Li et al., 2013)

	SIAH2e
	SIAH2
	siRNA
	Induced by E2 (17β-oestradiol) binding in MCF-7 human breast cancer cells.
	Unknown
	(Li et al., 2013)

	Plekhf2e
	Plekhf2
	ASO
	Down-regulated in response to ERα binding in MCF-7 human breast cancer cells.
	Enhancer/promoter looping
	(Tan et al., 2018)

	Sytl2e
	Sytl2
	ASO
	Down-regulated in response to ERα binding in MCF-7 human breast cancer cells.
	Enhancer/promoter looping
	(Tan et al., 2018)

	ncRNA-a3
	TAL1
	siRNA
luciferase reporter
	Recruits Med and RNAP II to enhancer region, promotes Med H3 kinase activity.
	Promoter/enhancer looping
	(Orom et al., 2010; Lai et al., 2013)


	ncRNA-a7
	SNAI1 and AURKA
	siRNA
luciferase reporter
	Recruits Med and RNAP II to enhancer region, promotes Med H3 kinase activity.
	Promoter/enhancer looping
	
(Ørom et al., 2010; Lai et al., 2013)

	ncRNA-a1
	ECM1
	siRNA
	
	Unknown
	(Ørom et al., 2010)

	ncRNA-a2
	KLHL12
	siRNA
	
	Unknown
	(Ørom et al., 2010)

	ncRNA-a4
	CMPK1
	siRNA
luciferase reporter
	
	Unknown
	(Ørom et al., 2010)

	ncRNA-a5
	ROCK2
	siRNA
luciferase reporter
	
	Unknown
	(Ørom et al., 2010)

	ncRNA-a6
	Snai2
	siRNA
	
	Unknown
	(Ørom et al., 2010)

	MYC-428 ESE eRNA
	MYC
	shRNA
	From super enhancer induced by EBV. Promotes cancer cell line growth and H3K27ac at enhancer.
	Histone modification and promoter/enhancer looping
	(Liang et al., 2016)

	MYE-525 ESE eRNA
	MYC
	shRNA
	From super enhancer induced by EBV. Promotes cancer cell line growth and H3K27ac at enhancer.
	Histone modification and promoter/enhancer looping
	(Liang et al., 2016)

	eRNA-YY1
	YY1
	ASO
	Interacts with regulatory domain of CBP.
	Promotes H3K27ac by CBP
	(Raisner et al., 2018)

	eRNA-Ccnd1
	Ccnd1
	ASO
	Interacts with regulatory domain of CBP.
	Promotes H3K27ac by CBP
	(Raisner et al., 2018)

	S-IRE1 eRNA
	Ifnb1
	siRNA
	Expressed from sumoylated enhancer upstream of Ifnb1. Decreased sumoylation increases expression in response to LPS.
	Unknown
	(Decque et al., 2016)

	L2 eRNA
	Ifnb1
	siRNA (+ and – strands)
	
	Uknown
	(Banerjee et al., 2014)

	eRNA E2-3
	HO-1
	siRNA
	Induced by oxidative stress. Positively regulated by NRF2, and negatively regulated by BACH1.
	Alters RNAP II binding to promoter and enhancer regions
	(Maruyama et al., 2014)

	AS1eRNA
	DHRS4-AS1
	siRNA
	Promotes RNAP II and P300 binding to promoter and enhancer regions.
	Enhancer/promoter looping
	(Yang et al., 2016)

	Lnc-LSC4A1-1
	CXCL8
	siRNA and RNA-IP
	Recruits NF-kB to the CXCL8 locus. Promotes unexplained recurrent pregnancy loss.
	Transcription factor trapping
	(Huang et al., 2018)


*LNA: locked nucleic acid anti-sense inihibitors
**ASO: antisense oligonucleotide
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