figure S1: ROC curve analysis for differential expression of investigated network panel between T2DM and control
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Table S1: Comparison between lymphocytes’ count and viability among the 3 investigated cell line groups:

95% Confidence,
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One-way ANOVA, Post Hoc test, p: NS, not significant (>0.05), **p < 0.01: is highly significant, *p<0.05: is significant.




figure S2(a): Expression of RET mRNA in insulin resistance and T2DM in Gene Atlas Database. Snapshot shows the expression of RET

gene in T2DM (available at https://www.ebi.ac.uk) accessed on 9" of June 2017.
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figure S2(b): Differential expression of RET mRNA in normal adipose and skeletal muscle in Protein Atlas Database . Snapshot shows the

expression of RET mRNA in normal skeletal muscle and adipose
(available at https://www.proteinatlas.org/) accessed on 6th of September 2017.
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figure S2(c): Verification of expression of RET mRNA in normal skeletal muscle, adipose tissue and in WBCs. Snapshot shows the
verification of expression of RET mRNA in normal skeletal muscle and adipose tissue and in WBCs (available at

https://www.genecards.org/)
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figure S2(d): Expression of mTOR mRNA in insulin resistance and T2DM in Gene Atlas Database (figure 4s). Snapshot shows the

expression of mTOR gene in IR (available at https://www.ebi.ac.uk)
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figure S2(e): k map and string map show involvement of m7TOR gene in insulin signaling pathway and its relation to RET gene in insulin

resistance in T2DM. Snapshot verifying that the identified mTOR gene is linked to IR in T2DM (available at http://www.kegg.jp/)
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figure S2(f): Snapshot shows verification of the identified candidate genes interaction in the pathogenesis of IR in T2DM (available at:

http://string-db.org/
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figure S2(g): Retrieval of long non-coding RNA LncRNA-RP11-773H22.4 and

the associated miRNAs: miR-3163 & miR-1 that acting as ceRNAs for RET mRNA
through Database of LncRNA acting as competing endogenous. Snapshot shows

search for LncRNA-RP11-773H22.4(ENSG00000266969) and miR-3163 miRNA

(available at http://gyanxet-beta.com/Incedb/index.php) accessed on 18th of July 2017.
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figure S2(h): Snapshot shows identification of miR-1 miRNA related to LncRNA-RP11-773H22.4 in T2DM (available at http://gyanxet-beta.com/Incedb/index.php) accessed

on 18" of July 2017.
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miRNA Name Number of target sites miRNA seed type Predicted from Ago interaction sites
1 ENSTO0000588211.1 1 E-mer, no
2 hsa-miR-101-Gp ENSTO0000588211.1 1 G-mer, no
3 hsg-miR-1183 ENSTO0000588211.1 1 7-mermé, no
4 hsa-miR-1224-5p ENSTO0000588211.1 1 7-merAl, no
5 hsg-miR-1234-3p ENSTO0000588211.1 1 B-mer, no
] hsg-miR-1220 ENSTO0000588211.1 1 G-mer, no
7 hsg-miR-1282-5p ENSTO0000588211.1 1 7-mermé, no
H] hsg-miR-1289 ENSTO0000588211.1 1 7-mermé, no

] hsa-miR-146-5p EMSTO0000528211.1 1 8-mer, no




figure S2(i): Verification of miR-3136 and miR-1 miRNAs that act as epigenetic regulators for RET and mTOR mRNAs in IR in T2DM. Snapshot shows
identification of m-TOR mRNA related to miR-3163miRNA in IR and in T2DM (available at http://mirwalk.umm.uni-heidelberg.de/) accessed on 237 of December 2017.
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figure S2(j): Verification of expression of LncRNA-RP11-773H22.4 in normal skeletal muscle, adipose tissue and in WBCs. Snapshot shows the verification of

expression of LncRNA-RP11-773H22.4 or ENSG00000266969 in normal skeletal muscle, adipose tissue and in WBCs (available at http://www.noncode.org/)
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figure S2(k): Verification of expression of miR-3163 miRNA in normal skeletal muscle and adipose tissue.
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figure S2(1): Alignment between LncRNA-RP11-773H22.4 and miR-3163 miRNA (available at https://www.ebi.ac.uk)
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figure S2(m): Snapshot shows alignment of miR-1 miRNA
(available at https://www.ebi.ac.uk) accessed on 11" April 2019.
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figure S2(n): Alignment between mTOR mRNA miR-3163 (available at https://www.ebi.ac.uk)
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Figure S2(0): Snapshot shows alignment of miR-1 miRNA with mTOR mRNA (available at https:/www.ebi.ac.uk)
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figure S3: Snapshot shows alignment between IncRNA and the 2 guides, flanking the sequence of IncRNA and miRNAs interaction (available at

https://www.ebi.ac.uk).

15t guide alignment with IncRNA

T CRISFR design tocl Catslog | % | Rasalt] CRISAR = | B Detedinforution of HOMHS 3¢ ERBOSS Needle - Abgnmem = | 4 L=l S b
n =

L

Y e p——— reemcie D1 TORL2 -1 551408030 03358 15— o e |[ax & T &




2"d guide alignment with IncRNA

T COREFPA design tood Crtslog | ™ - Cetsil infomesion of MOKHE = I Apgule | THEFR H_Jl' ERBITE Hepdie - Aligremerm = \l___'l-
W} D | werrmmoeioe ko T bt merwtoebereitolemm it ebi i — errivoen,_roeedie TRILTORLD. L3503 B0 50T o IR trE s w =




Table S2: Sequences of the forward and reverse primers of the 2 guide RNAs:

ATCT

TS-fwd

TTCTAGCTCTAAAACAGAGAGATATCGTCT

GCGA

IVT-NONHSAT0584-gRNA-

TS-rev

Sequence Primer name GUIDE
TAATACGACTCACTATAGAGATATCGTCTG IVT-NONHSAT0584-gRNA- | 1% guide
CGAG T1-fwd
TTCTAGCTCTAAAACCACCCTCGCAGACGA IVT-NONHSAT0584-gRNA-
TATC T1-rev
TAATACGACTCACTATAGCTCGCAGACGAT IVT-NONHSAT0584-gRNA- .
2nd guide




