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This is a list of tissue-based biomarkers from 25 papers that have been investigated by researchers using genomic techniques to identify patterns that could potentially differentiate BPH and PCa. 
	Biomarkers
	BPH (n)
	PCa (n)
	Method
	Significance
	Reference

	[bookmark: _GoBack]Androgen Receptor (AR)↑, Activator Of Transcription And Developmental Regulator (AUTS2)↑, Cyclin-Dependent Kinase 5 Regulatory Subunit 1 (CDK5R1)↓, Crystallin Alpha B (CRYAB)↑, Forkhead Box A2 (FOXA2)↑, Potassium Calcium-Activated Channel Subfamily M Alpha 1 (KCNMA1), Membrane Metalloendopeptidase (MME)↑, SCEL↑, SDPR↑, Activated Leukocyte Cell Adhesion Molecule (ALCAM)↑, Claudin 7 (CLDN7)↑, Distal-Less Homeobox 1 (DLX1)↑, Prostate Cancer Antigen 3 (PCA3)↑, Ras Related Dexamethasone Induced 1 (RASD1)↑
	15
	26
	RT‐PCR
	Yes
	1

	
	
	
	
	
	

	Kallikrein Related Peptidase 4 (KLK4)↑
	59
	60
	qPCR
	Yes
	2

	
	
	
	
	
	

	PRCAT17.3↑, PRCAT38↑
	30
	30
	qPCR
	Yes
	
3

	
	
	
	
	
	

	Receptor Activator of NF-κB (RANK)↓
	71
	60
	RT-PCR
	Yes
	4

	
	
	
	
	
	

	Retinoic Acid Receptor Beta (RARB)↑, Glutathione S-Transferase Pi 1 (GSTP1)↑, Ras Association Domain Family Member 1 (RASSF1)↑
	17
	149
	MS-PCR
	Yes
	
5

	
	
	
	
	
	

	Cluster miR-17-92↑
	16
	29
	RT-PCR
	Yes
	
6

	
	
	
	
	
	

	
AR-V4↓, AR-V1↑, AR-V7↑
	
30
	
25
	
qPCR
	
Yes
	
7

	
	
	
	
	
	

	
	Pim-1 Proto-Oncogene (PIM-1)↑, Hexokinase 2 (HK2) mRNA↑
	
37
	
23
	
qPCR
	
Yes
	
8

	
	
	
	
	
	

	
Ribonuclease Kappa (RNase κ)↓
	
101
	
111
	
qPCR
	
Yes
	
9

	
	
	
	
	
	

	
miR-301a↑
	
12
	
28
	
RT-PCR
	
Yes
	
10

	
	
	
	
	
	

	
Kallikrein Related Peptidase 5 (KLK5)↓
	
53
	
50
	
qPCR
	
Yes
	
11

	
	
	
	
	
	

	Scavenger Receptor Class B type I (SR-BI)↑
	19
	51
	qPCR
	Yes
	
12

	
	
	
	
	
	

	
Kallikrein Related Peptidase 15 (KLK15)↑
	
72
	
78
	
qPCR
	
Yes
	
13

	
	
	
	
	
	

	Kallikrein Related Peptidase 15 (KLK15)↑
	52
	52
	RT-PCR, Spectrophotometry
	Yes
	14

	
	
	
	
	
	

	Chymase 1 (CMA1)↑, Matrix Metallopeptidase 3 (MMP3)↑, Matrix Metallopeptidase 7 (MMP7)↑, Matrix Metallopeptidase 14 (MMP14)↑, Tissue Inhibitor Of Metalloproteinases 1 (TIMP1)↑,  Tissue Inhibitor Of Metalloproteinases 2 (TIMP2)↑
	10
	12
	qPCR
	Yes
	
15

	
	
	
	
	
	

	Ankyrin Repeat Domain 34B  (ANKRD34B)↑, NIMA Related Kinase 5 (NEK5)↑, Potassium Voltage-Gated Channel Modifier Subfamily G Member 3 (KCNG3)↑, Protein Tyrosine Phosphatase Receptor Type T (PTPRT)↑
	26
	4
	RNA-Sequencing, qPCR
	Yes
	16

	
	
	
	
	
	

	Homeobox C6 (HOXC6)↑, Alpha-Methylacyl-CoA Racemase (AMACR)↑, Prostate Cancer Antigen 3 (PCA3)↑
	19
	20
	Microarray, qPCR, RT-PCR
	Yes
	17

	
	
	
	
	
	

	miR-187-3p↓, miR-183-5p↑, miR-32-5p↑ and 
miR-141-5p↑
	14
	34
	qPCR
	Yes
	18

	
	
	
	
	
	

	miR-20a
	58
	53
	qPCR
	No
	19

	
	
	
	
	
	

	Prostate Cancer Antigen 3 (PCA3)↑, Transmembrane Serine Protease 2 (TMPRSS2): ERG↑
	48
	48
	qPCR
	Yes
	
20

	
	
	
	
	
	

	Osteopontin splicing isoforms↑
	30
	40
	qPCR
	Yes
	21

	
	
	
	
	
	

	RNA, Ro60-Associated Y1 (RNY1)↓, RNY3↓, RNY4↓, RNY5↓
	28
	56
	qPCR
	Yes
	
22

	
	
	
	
	
	

	Cell Division Cycle 6 (CDC6)↑
	66
	121
	qPCR
	Yes
	23

	
	
	
	
	
	

	S100 Calcium Binding Protein A8 (S100A8)↓, S100 Calcium Binding Protein A8 (S100A9)↓
	90
	132
	qPCR
	Yes
	24

	
	
	
	
	
	

	5'-tRNA-Asp-GUC-half↑, 3'-tRNA-Asp-GUC-half↑
	25
	58
	RT-PCR
	Yes
	25


miRNA = microRNA
qPCR = Quantitative Polymerase Chain Reaction                                                                                                                                  RT-PCT = Reverse Transcription Polymerase Chain Reaction                                                                                                           MS-PCR = Methylation-Specific Polymerase Chain Reaction      
↓/↑ = Expression levels in PCa group compared to that of BPH group                                                                                                   
Supplementary Table 1: Tissue-based biomarkers derived from genomic techniques
[bookmark: _Toc11233360]Proteomic Tissue Biomarkers
This is a list of tissue-based biomarkers from 21 papers that have been investigated by researchers using proteomic techniques to identify patterns that could potentially differentiate BPH and PCa.
	Biomarkers
	BPH (n)
	PCa (n)
	Method
	Significant
	Reference

	Nerve Growth Factor (NGF)↓, Glial Cell-Derived Neurotrophic Factor (GDNF)↑, Matrix Metallopeptidase 9 (MMP-9)↑
	30
	121
	IHC
	Yes
	26

	
	
	
	
	
	

	Beclin-1 (BCL1)↓, Beclin-2 (BCL2)↑
	30
	106
	IHC
	Yes
	
27

	
	
	
	
	
	

	Prostate Specific Membrane Antigen (PSMA)↓
	29
	33
	IHC
	Yes
	28

	
	
	
	
	
	

	Telomere Repeat Binding Factor 1 (TRF1)↑
	50
	50
	IHC
	Yes
	29

	
	
	
	
	
	

	Annexin II↓
	40
	85
	IHC
	Yes
	
30

	
	
	
	
	
	

	Placenta-Specific 1 (PLAC1)↑
	27
	154
	IHC
	Yes
	31

	
	
	
	
	
	

	Membrane-Associated Guanylate Kinase (MAGI-2)↑
	31
	139
	IHC
	Yes
	32

	
	
	
	
	
	

	Androgen Receptor Isoforms: AR-V4↓, AR-V1↑, AR-V7↑
	6
	6
	IHC
	Yes
	7

	
	
	
	
	
	

	Androgen Receptor (AR)
	10
	10
	IHC
	No
	
33

	
	
	
	
	
	

	Arginase 1 (Arg1)↑
	15
	36
	IHC
	Yes
	34

	
	
	
	
	
	

	Scavenger Receptor Class B type I (SR-BI)↑
	19
	51
	IHC
	Yes
	12

	
	
	
	
	
	

	Interleukin-6 (IL-6)↓
	25
	82
	IHC
	Yes
	                    35

	
	
	
	
	
	

	Caveolin-1↑
	25
	20
	IHC
	Yes
	
36

	
	
	
	
	
	

	Matrix Metallopeptidase 14 (MMP14)↑, Tissue Inhibitor Of Metalloproteinases 1 (TIMP1)↑, Tissue Inhibitor Of Metalloproteinases 2 (TIMP2)↑
	10
	12
	IHC
	Yes
	15

	
	
	
	
	
	

	Vitronectin↓
	41
	66
	IHC
	Yes
	37

	
	
	
	
	
	

	Caspase-8↑
	35
	112
	IHC
	Yes
	38

	
	
	
	
	
	

	
Transforming Growth Factor Beta (TGF-B)↑, Transforming Growth Factor Beta Receptor-1 (TGF-RI)↑, Transforming Growth Factor Beta Receptor-2 (TGF-RII)↑
 
	35
	86
	IHC
	Yes
	39

	

S100 Calcium Binding Protein P (S100P)↓, Basigin (CD147)↑, Octamer-Binding Transcription Factor 4 (OCT4)↑
	

40
	

54
	

IHC
	

Yes
	
40

	
	
	
	
	
	

	Connexin 43↓
	60
	243
	IHC
	Yes
	41

	
	
	
	
	
	

	Cell Division Cycle 6 (CDC6)↑
	66
	121
	IHC
	Yes
	23

	
	
	
	
	
	

	S100 Calcium Binding Protein A8 (S100A8)↓, S100 Calcium Binding Protein A9 (S100A9)↓
	90
	132
	IHC
	Yes
	24



IHC = Immunohistochemistry
↓/↑ = Expression levels in PCa group compared to that of BPH group                                                                                                   
Supplementary Table 2: Tissue-based biomarkers derived from proteomic techniques

[bookmark: _Toc11233364]
Seminal Fluid Biomarkers 
This is a list of seminal fluid-based biomarkers from 3 papers that have been investigated by researchers using various techniques to identify patterns that could potentially differentiate BPH and PCa. 
	Biomarkers
	BPH (n) 
	PCa (n)
	Method
	Significance
	Reference

	N-acetyllactosaminide beta-1, 3-N-acetylglucosaminyltransferase↑,
 Prostatic Acid Phosphatase↑, stabilin-2↑, GTPase IMAP family member 6↑, Semenogelin-1↓ and -2↓
	21
	70
	CE-MS
	Yes
	42

	
	
	
	
	
	

	
Prostate Specific Antigen (PSA)
Prostatic Acid Phosphatase (PAP) Glycoforms
	59
	92
	TAC, HPLC, MS
	Yes
	43

	
	
	
	
	
	

	Seminal Cell-Free DNA↑
	18
	25
	scfDNA Quantification
	Yes
	44

	
	
	
	
	
	


CE-MS = Capillary electrophoresis–mass spectrometry
TAC = Thiophilic Adsorption Chromatography
HPLC = High Performance Liquid Chromatography
MS = Mass Spectrometry
scfDNA = Seminal Cell-Free DNA
↓/↑ = Expression levels in PCa group compared to that of BPH group                                                                                                   
Supplementary Table 3: Seminal Fluid Based Biomarkers
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