LINC01996 suppresses non-small cell lung cancer proliferation and metastasis by orchestrating the has-mir-12115/CNRIP1/ Ras signaling axis
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Supplementary tables and figures
Table S1.The sequences of primers for qPCR.
	Primer name 
	Sequences (5’ to 3’)

	LINC01996
	F: TCTCATTCCCCTCCGTCACT
R: GACAAACAACGGCAGGTTCC

	CNRIP1
	F: TAATGACGGCCCGGTCTTTTA 
R: TGCAGCGTGCTGGGTTTAAT

	hsa-miR-12115
	TAGTGGAGCTGGGAGGCAGCTC

	hsa-miR-6756-5p
	GTGGGGCTGGAGGTGGGGCTA

	hsa-miR-1285-5p
	GCGATCTCACTTTGTTGCCCAGG

	hsa-miR-4685-5p
	AGGGCTTGGAGTGGGGCAAGGTT

	hsa-miR-6851-5p
	AGGAGGTGGTACTAGGGGCCAG

	hsa-miR-6722-3p
	AGGGGTCGGGTGGGCCAGGAA

	hsa-miR-6165
	F:GACAGCAGGAGGTGAGGGGAG

	U6
	F: GCTTCGGCAGCACATATACTAAAAT
R: CGCTTCACGAATTTGCGTGTCAT

	β-actin
	F: CTCCATCCTGGCCTCGCT
R: GCTGTCACCTTCACCGTTCC













Figure S1
[image: SF-1.tif]
Figure S1. LINC01996 was down-regulated in NSCLC tissues and inhibited the proliferation and migration of A549 cells. (A) Nine pairs of NSCLC tumor tissues and corresponding normal lung tissues were processed transcriptome deep sequencing. Heatmap showed all the variations including protein-coding and noncoding genes between NSCLC tumor tissues compared with peripheral normal lung tissues. (B) Relative expression of LINC01996 in PC9-LINC01996-OE cells and A549-LINC01996-OE cells compared with PC9-Ctr and A549-Ctr cells, respectively (n=4). (C) CCK-8 assay showed that LINC01996 stable overexpression inhibited the proliferation of A549 cells. Transwell assay (D) and scratch assay (E) showed that LINC01996overexpression inhibited the migration of A549 cells.Error bars represent the mean ± SD.** p<0.01, *** p<0.001, ****p<0.0001, two-way t-test.






Figure S2
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Figure S2. Hsa-mir-12115 mimics promoted proliferation and migration of A549 cells. (A) Subcellular location assay showed that LINC01996 was mainly located in cytoplasm in both PC9 and A549 cells. (B) CCK-8 assay showed that hsa-mir-12115 mimicsinduced the proliferation of A549 cells. (C) Transwell assay showed that hsa-mir-12115 mimicsfacilitated the migration of A549 cells.Error bars represent the mean ± SD.** p<0.01, ****p<0.0001, two-way t-test.
Figure S3
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Figure S3. CNRIP1 was down-regulated in NSCLC cell lines and abrogated proliferation of A549 cells.(A) Pearson correlation analysis via GEPIA database showed that CNRIP1 is correlated with LINC01996 expression in NSCLC and normal lung tissues. (B) QRT-PCR was performed to evaluate the mRNA level of CNRIP1 in NSCLC cell lines and Beas-2B cells (n=3). (C) Western blotting was used to detect protein level of CNRIP1 in A549-Ctr cells and A549-LINC01996-OE cell. (D) Western blotting data confirmed that CNRIP1 was overexpressed in A549-CNRIP1-OE cells. (E) CCK-8 assay showed that CNRIP1 overexpression suppressed the proliferation of A549 cells. (F) Western blotting data confirmed that CNRIP1 was down-regulated in A549-CNRIP1-sh1 cells. (G) CCK-8 assay showed that CNRIP1 down-regulation induced the proliferation of A549 cells. Error bars represent the mean ± SD. ** p<0.01, ****p<0.0001, two-way t-test.
Figure S4
[image: R1]Figure S4. Differential expression of LINC01996 across clinicopathological subgroups in patients with NSCLC. This figure compares the expression level of 
[bookmark: _GoBack]LINC01996 (RNA-seq, TPM) among different categories of clinical and pathological variables in an NSCLC patient cohort. Each row represents one variable: age (dichotomized at 60 years), sex, AJCC pathologic tumor stage, and individual pathological T, N, and M stages. One-way ANOVA was performed to test for differences in expression across groups, and the corresponding p-values are annotated above the respective comparisons.
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