
	Clinicopathological characteristics described for pooled miRNA sample cohort:

	
	miRNA differential expression analysis for let-7 and mir-125 families:

	MSI-L LCC pooled samples:

	Age
	Sex
	Colon side
	Site
	Subtype
	Grade
	TIL
	CIR
	LIN
	VIN
	PIN
	+ LN
	TNM stage
	MSI Status
	
	Let-7
	Mir-125
	Control Group

	53
	F
	L
	Sigmoid
	Inv aden
	LG
	Mild-Mod
	Mild-Mod
	Absent
	Absent
	Absent
	3
	IIIB
	MSI-L
	
	7a:-239
7e:-115
7f:-187
	125a:4399
	MSS(LCC)

	40
	F
	L
	Rectum
	Inv aden
	LG
	Mild-Mod
	Mild-Mod
	Present
	Extramural
	Present
	26
	IIIB
	MSI-L
	
	
	
	

	45
	M
	L
	Rectum
	Inv aden
	LG
	Mild-Mod
	Mild-Mod
	Present
	Absent
	Present
	10
	IIIC
	MSI-L
	
	7a:-2332
7e:-852
7f:-1307
	125b:-5626
	MSI-L(RCC)

	30
	M
	L
	Sigmoid
	Inv aden
	LG
	None
	Mild-Mod
	Absent
	Absent
	Present
	0
	IIA
	MSI-L
	
	
	
	

	
	
	7e:-537
7f:-1117
	
	MSS(RCC)

	

	MSI-L RCC pooled samples:

	42
	M
	R
	Hepatic flexure
	Inv aden
	LG
	None
	None
	Absent
	Absent
	Absent
	2
	IIIB
	MSI-L
	
	7a:1090
	125b:2631
	MSS(RCC)

	69
	M
	R
	Ascending
	Inv aden
	LG
	Mild-Mod
	None
	Absent
	Absent
	Absent
	0
	IIA
	MSI-L
	
	
	125a:838
125b:1030

	MSS(LCC)

	60
	M
	R
	Caecum
	Inv aden
	LG
	None
	None
	Absent
	Absent
	Absent
	0
	IIA
	MSI-L
	
	7a:2332
7e:852
7f:1307
	125b:5626
	MSI-L(LCC)

	

	MSS LCC pooled samples:

	50
	F
	L
	Rectum
	Inv aden
	LG
	Mild-Mod
	None
	Absent
	Absent
	Absent
	0
	II
	MSS
	
	7a:522
	125a: -439

	MSS(RCC)

	43
	F
	L
	Descending
	Inv aden
	LG
	None
	None
	Absent
	Absent
	Absent
	0
	IIA
	MSS
	
	
	
	

	30
	M
	L
	Rectum
	Inv aden
	LG
	None
	None
	Absent
	Absent
	Present
	0
	IIA
	MSS
	
	7a:239
7e:115
7f:187
	125a:-4399
	MSI-L(LCC)

	44
	F
	L
	Sigmoid
	Inv aden
	LG
	Mild-Mod
	None
	Present
	Absent
	Present
	2
	IIIB
	MSS
	
	
	125a:-838
125b:-1030

	MSI-L (RCC)

	
	
	

	MSS RCC pooled samples:

	53
	M
	R
	Caecum
	Inv aden
	LG
	Mild-Mod
	Mild-Mod
	Absent
	Absent
	Absent
	0
	IIA
	MSS
	
	7e:537
7f:1117
	
	MSI-L(LCC)

	38
	M
	R
	Caecum
	Inv aden
	LG
	None
	Mild-Mod
	Absent
	Absent
	Absent
	1
	III
	MSS
	
	7a:-1090
	125b:-2631
	MSI-L(RCC)

	57
	F
	R
	Caecum
	SRC aden
	HG
	None
	Mild-Mod
	Present
	Intramural
	Present
	8
	III
	MSS
	
	7a:-522
	125a: 439

	MSS(LCC)

	44
	M
	R
	Ascending
	Inv aden
	LG
	None
	Mild-Mod
	Absent
	Absent
	Absent
	4
	III
	MSS
	
	
	
	


[bookmark: _GoBack]Table 1: CRC pooled sample list for groups: MSI-L LCC, MSI-L RCC, MSS LCC and MSS RCC.
Abbreviations: F=female; L=left; R=right; Inv Aden= Invasive adenocarcinoma; SRC aden=Signet ring cell adenocarcinoma; HG=High grade; LG=Low grade; TIL=Tumour infiltrating lymphocytes; CIR= Chrohns like inflammatory response; LIN= Lymphatic Invasion; VIN=Venous invasion; PIN= Perineural invasion; + LN= Positive lymph nodes; TNM= Tumour node metastasis; MSI status= Microsatellite instability status. LCC= Left-sided colon cancer; RCC= Right sided colon cancer

Table 1: CRC pooled sample list for molecular subgroups: MSI-L LCC, MSI-L RCC, MSS LCC and MSS RCC.
Results were only reported when an “A”fold change and differential expression log value of 100 was obtained.  Values >1=upregulation; <1=downregulation. Two main miRNA families were considerably dysregulated in this cohort of pooled samples.  MiR-125a was upregulated for MSI-L LCC, MSI-L RCC and MSS RCC when compared to MSS LCC by approximately 4.3K, 0.8K and 0.4K log fold respectively. Let-7a however was downregulated for MSI-L LCC and MSS RCC when compared to MSS LCC by- 0.2K and -0.5K respectively. MSI-L RCC showed upregulation of approximately 1.0K for let-7a when compared to MSS RCC. Let-7a was also considerably down-regulated (-2.3K) when MSI-L LCC was compared to control group MSI-L RCC. Isoforms let-7e and let-7f were also downregulated when MSI-L LCC was compared to the 3counterpart subgroups, with considerable down regulation when compared to RCC subgroups. MiR-125b was downregulated in MSI-L LCC, MSS RCC, and MSS LCC when compared to MSI-L RCC by approximately -5.6K, -2.6K, and -1.0K respectively. Overall this data demonstrates the loss of tumour suppressor function of let-7a and mir-125b by downregulation, as well as a possible oncogenic role of the upregulated mir-125a in the dominantly more advanced TNM staged subgroups (MSI-L LCC and MSS RCC).  

