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[bookmark: OLE_LINK5]Supplementary Figure 1. Bioanalyzer electropherograms profiles of exosomal total RNA from non-cancerous lung nodule and patients with small cell lung cancer (SCLC).
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Supplementary Figure 2. Venn diagrams show the number of all miRNAs differentially expressed between Vesiclepedia and ExoCarta exosomal miRNA databases to compare our miRNA array data sets.
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[bookmark: OLE_LINK88][bookmark: OLE_LINK117]Supplementary Figure 3. Numerical results of miRNA array data and qRT-PCR results. (a) Significantly more than 2-fold up- and down-regulated 31 exosomal miRNAs (p < 0.05). (b) Ten exosomal miRNAs; each with the highest or lowest expression rates in patients with SCLC compared to non-cancerous lung nodules (controls). The 25 miRNAs validated in the "Analytic set" are shown in red and blue (red: upregulated, blue: downregulated), and the seven miRNAs validated in the "Test set" are indicated by orange arrows.
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Supplementary Figure 4. Validation of the reference gene within the exosomes. Quantitative real-time PCR was performed using serum-derived exosomes from 28 limited disease (LD)-small cell lung cancer (SCLC), 48 extensive disease (ED)-SCLC, and 50 healthy participants. The expression level of exosomal internal control Let-7a-5p was assessed via real-time PCR analysis.
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[bookmark: OLE_LINK79]Supplementary Figure 5. Kaplan–Meier survival curve stratified by high and low (a) miR-3656 (b) miR-200b-3p; (c) miR-3124-5p; (d) miR-3126-3p; (e) miR-6515-5p; (f) miR-9-5p, and (g) miR-92b-5p separately exosomal miRNAs expression level.
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Supplementary Figure 6. Quantitative real-time PCR was performed using serum-derived exosomes from 50 healthy participants, including 28 non-smokers (NON), 11 ex-smokers (EX; no longer smoking), and 11 current smokers (Current). (a) Expression levels of hsa-miR-200b-3p; (b) hsa-miR-3656; (c) hsa-miR-3124-5p; (d) hsa-miR-6515; (e) hsa-miR-3126-3p; (f) hsa-miR-9-5p, and (g) hsa-miR92b-5p. Let-7a-5p was used as an internal control. 
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Supplementary Figure 7. Pathway related gene ontology (GO) analysis of significantly increased or decreased mRNAs by the miRNA treatment group (fold change cut-off of 2 and p-value cut-off of 0.05).
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Supplementary Figure 8. Heatmap and DO (Disease Ontology) cluster of significantly increased or decreased mRNAs by the miRNA treatment group (fold change cut-off of 2 and p-value cut-off of 0.05).
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Supplementary Figure 9. Heatmap analysis of leading-edge genes from the lung cancer-related disease ontology (DO) terms.

Supplementary Table 1. Primer sequences.
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P-value Top 31 miRNA array QRT-PCR Expression Top 10 miRNA array QRT-PCR
SCLC UP 19 SCLC/CON SCLC/CON SCLC UP 10 SCLC/CON SCLC/CON
Gene symbol Fold change | p-value | Fold change | p-value Gene symbol Fold change | p-value| Fold change | p-value
hsa-miR-487b-5p 416 0.005 3.32 0.013 hsa-miR-130b-3p 64.02 0133 3.45 0.047
hsa-miR-16-5p | 280 0.006 145 0.181 » hsa-miR-3126-3p 0.119 3.90 0.026
hsa-miR-152-5p | 332 0.007 186 0078 hsa-miR-892b 0.164 3.98 0.036
hsa-miR-2052  [_]251 0.008 ND ND hsa-miR-4742-3p 0.168 2.98 0.032
hsa-miR-3613-3p [ | 231 0.008 5.39 0.008 hsa-miR-450b-5p 0073 ND ND
hsa-miR-4497 0016 3.23 0.074 » hsa-miR-9-5p 0.089 6.25 0.009
hsa-miR-5587-3p || 2.04 0018 3.65 0.009 hsa-miR-372-5p . 0173 6.47 0.008
hsa-miR-4695-3p [ 12.66 0022 175 0013 hsa-miR-664a-3p | 26.49 0135 5.81 0.010
hsa-miR-606 0023 ND ND hsa-miR-1185-1-3p | 26.12 0.161 7.49 0.003
>  hsa-miR-3656 0.025 416 0.049 hsa-miR-1254 26,03 0.173 2.65 0.040
» hsa-miR-3124-5p || 220 0.025 433 0.042
b hsa-miR-200b-3p 7.88 0025 2.85 0.040 SCLC DOWN 10 CON/SCLC CON/sCLC
hsa-miR-3916 0028 155 0.248 Gene symbol Fold change | p-value | Fold change | p-value
hsa-miR-4496 [ 1217 0.037 3.78 0.017 heamR323p 550 T3 b )
hsa—m'uR—smoap | Bo2 0.038 173 0.156 hsa-miR-505-5p 0012 9.160 0085
» hsa-miR-6515-5p || 243 0041 2.77 0.036 hsa-miR-7851-3p ) 0008 13938 | 0.023
hsa-miR-3684 | 3.23 0.046 215 0.132 hsa-miR-200b-5p 0165 0810 0415
hsa-miR-144-3p || ] 223 sl A oL hsa-miR-3614-5p 0137 | o082 | 0404
hsa-miR-8054 46 0.049 4.55 0.035 hsa-miR-1278 0243 1584 0102
SCLC DOWN 12 CON/SCLC CON/SCLC hsa-miR-6716-3p 0320 1814 0216
hsa-miR-5189-5p 0.193 4.074 0.090
Gene symbol Fold change | p-value| Fold change | p-value hsa-miR-6772-3p 0.200 0.805 0.390
b hsa-miR-92b-5p | k.96 0.007 9.761 0.041 hsa-miR-146a-3p 0.150 8.517 0.151
hsa-miR-7851-3p 1864 | 0.008 13.938 | 0.023
hsa-miR-2110 [ 699 0011 6.208 0087
hsa-miR-505-5p 18.77 0012 9.160 0.085
hsa-miR-335-3p [0 262 0015 2.818 0.049
hsa-miR-766-50 | 16.76 0017 10.460 0.141
hsa-miR-130b-5p |1 3.12 0.026 3.486 0.101
hsa-miR-3913-5p  |__1077 0028 13.502 0.099
hsa-miR-3913-3p | 857 0036 3.696 0.105
hsa-miR-483-3p [0 238 0.043 5.329 0.056
hsa-miR-3151-3p  [] 234 0.044 5516 0078
| hsa-miR-26b-3p | 149 | 0045 | 2008 | 0.059 |
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Primer name Primer sequences

Poly(T) adaptor   5’-GCGAGCACAGAATTAATACGACTCACTATAGG(T)12VN-3’

Adaptor (Reverse)     5’-GCGAGCACAGAATTAATACGAC-3’

hsa-miR-200b-3p (Forward)  5’-TAATACTGCCTGGTAATGATGA-3’

hsa-miR-3124-5p (Forward)  5’-TTCGCGGGCGAAGGCAAAGTC-3’

hsa-miR-92b-5p (Forward)  5’-AGGGACGGGACGCGGTGCAGTG-3’

hsa-miR-487b-5p (Forward)  5’-GTGGTTATCCCTGTCCTGTTCG-3’

hsa-miR-16-5p (Forward)  5’-TAGCAGCACGTAAATATTGGCG-3’

hsa-miR-152-5p (Forward)  5’-AGGTTCTGTGATACACTCCGACT-3’

hsa-miR-2052 (Forward)  5’-TGTTTTGATAACAGTAATGT-3’

hsa-miR-3613-3p (Forward)  5’-ACAAAAAAAAAAGCCCAACCCTTC-3’

hsa-miR-4497 (Forward)  5’-CTCCGGGACGGCTGGGC-3’

hsa-miR-5587-3p (Forward)  5’-GCCCCGGGCAGTGTGATCATC-3’

hsa-miR-4695-3p (Forward)  5’-TGATCTCACCGCTGCCTCCTTC-3’

hsa-miR-606 (Forward)  5’-AAACTACTGAAAATCAAAGAT-3’

hsa-miR-3656 (Forward)  5’-GGCGGGTGCGGGGGTGG-3’

hsa-miR-3916 (Forward)  5’-AAGAGGAAGAAATGGCTGGTTCTCAG-3’

hsa-miR-4496 (Forward)  5’-GAGGAAACTGAAGCTGAGAGGG-3’

hsa-miR-5010-3p (Forward)  5’-TTTTGTGTCTCCCATTCCCCAG-3’

hsa-miR-6515-5p (Forward)  5’-TTGGAGGGTGTGGAAGACATC-3’

hsa-miR-3684 (Forward)  5’-TTAGACCTAGTACACGTCCTT-3’

hsa-miR-144-3p (Forward)  5’-TACAGTATAGATGATGTACT-3’

hsa-miR-8054 (Forward)  5’-GAAAGTACAGATCGGATGGGT-3’

hsa-miR-7851-3p (Forward)  5’-TACCTGGGAGACTGAGGTTGGA-3’

hsa-miR-2110 (Forward)  5’-TTGGGGAAACGGCCGCTGAGTG-3’

hsa-miR-505-5p (Forward)  5’-GGGAGCCAGGAAGTATTGATGT-3’

hsa-miR-335-3p (Forward)  5’-TTTTTCATTATTGCTCCTGACC-3’

hsa-miR-766-5p (Forward)  5’-AGGAGGAATTGGTGCTGGTCTT-3’

hsa-miR-130b-5p (Forward)  5’-ACTCTTTCCCTGTTGCACTAC-3’

hsa-miR-3913-5p (Forward)  5’-TTTGGGACTGATCTTGATGTCT-3’

hsa-miR-3913-3p (Forward)  5’-AGACATCAAGATCAGTCCCAAA-3’

hsa-miR-483-3p (Forward)  5’-TCACTCCTCTCCTCCCGTCTT-3’

hsa-miR-3151-3p (Forward)  5’-CCTGATCCCACAGCCCACCT-3’

hsa-miR-26b-3p (Forward)  5’-CCTGTTCTCCATTACTTGGCT-3’

hsa-miR-130b-3p (Forward)  5’-CAGTGCAATGATGAAAGGGCAT-3’

hsa-miR-3126-3p (Forward)  5’-CATCTGGCATCCGTCACACAGA-3’

hsa-miR-892b (Forward)  5’-CACTGGCTCCTTTCTGGGTAGA-3’

hsa-miR-4742-3p (Forward)  5’-TCTGTATTCTCCTTTGCCTGCAG-3’

hsa-miR-450b-5p (Forward)  5’-TTTTGCAATATGTTCCTGAATA-3’

hsa-miR-9-5p (Forward)  5’-TCTTTGGTTATCTAGCTGTATGA-3’

hsa-miR-372-5p (Forward)  5’-CCTCAAATGTGGAGCACTATTCT-3’

hsa-miR-664a-3p (Forward)  5’-TATTCATTTATCCCCAGCCTACA-3’

hsa-miR-1185-1-3p (Forward)  5’-ATATACAGGGGGAGACTCTTAT-3’

hsa-miR-1254 (Forward)  5’-AGCCTGGAAGCTGGAGCCTGCAGT-3’

hsa-miR-32-3p (Forward)  5’-CAATTTAGTGTGTGTGATATTT-3’

hsa-miR-200b-5p (Forward)  5’-CATCTTACTGGGCAGCATTGGA-3’

hsa-miR-3614-5p (Forward)  5’-CCACTTGGATCTGAAGGCTGCCC-3’

hsa-miR-1278 (Forward)  5’-TAGTACTGTGCATATCATCTAT-3’

hsa-miR-6716-3p (Forward)  5’-TCCGAACTCTCCATTCCTCTGC-3’

hsa-miR-5189-5p (Forward)  5’-TCTGGGCACAGGCGGATGGACAGG-3’

hsa-miR-6772-3p (Forward)  5’-TTGCTCCTGACTCTGTGCCCACA-3’

hsa-miR-146a-3p (Forward)  5’-CCTCTGAAATTCAGTTCTTCAG-3’

let-7a-5p (Forward)  5’-TGAGGTAGTAGGTTGTATAGTT-3’
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