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Figure S1. Full images of Western blotting of MMP3 (A), CD9 (B), and GAPDH (C), supporting Figure
1D. (D) The number of cells applied to each lane was shown.
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Figure S2. (A) Western blot showing MMP3 and GAPDH in recipient Colon26 cells after the addition
of LuM1-EVs. LuM1-EVs (8 or 20 pg/mL) enriched with MMP3 were added to culture media of the
recipient Colon26 cells (MMP3 low) for 9 h. (B, C) Full images of western blotting of MMP3 (B) and
GAPDH (C). To each well, 50 ug was applied.
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Figure S3. Basic data of genome editing, supporting Figure 3. (A) A flow chart of genome editing. (B)
Agarose gel electrophoresis of the synthesized gRNA. #1, gRNA that targets exon 1 in mouse Mmp3
gene, used in the present study. #2, gRNA that targets exon 2 in mouse Mmp3 gene, not used in the
present study. M, molecular weight marker. (C) Genome cleavage and detection (GCD) assay. The
transfection conditions including the amount of gRNA, Cas9, and cells were shown on the top.
Genome cleavage efficiencies were shown on the bottom. Parental band, cleavage band 1 and 2 were

indicated by arrows.



A Cell EV non-EV

(@] O
g e 8 X
Marker Colon26 LuM1 [ &’ S = 8
<o 3 2 = s = =
o 3 S © 5 =
-50
. -37 ' -40 -40

- -35 -35

30 30
- -
25
-— ~‘- 20 - 20

-
CCN2/CTGF CCN2/CTGF CCN2/CTGF
EV Cell
B C D The:number,or Cell lysate EVs non-EV
(o] (@] applied cells Vs
© s © X |
S _ o . ) CCN2/CTGF . 8.0x10°  7.2x10°
S s 2 s s & . "
cD9 = 2.0x10°  8.0x10
S 5 = o 5 =
© 4O = G- = GAPDH 1.2x10°
-150
-150 100
-100 75
-75
-50
-50
-37
-37 | — — —
25 =25
e 2
-20 15
GAPDH
CcD9

Figure S4. Full images of Western blotting of CCN2/CTGF (A), CD9 (B), and GAPDH (C), supporting
Figure 5E. (D) The number of cells applied to each lane was shown.
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Figure S5. Protein concentrations in each EV fraction derived from Colon26, LuM1, and MMP3-KO
cells.
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Figure S6. Full images of Western blotting, supporting Figure 3F and Figure 6A. (A, B) Western
blotting of MMP3 (A) and GAPDH (B) in cell lysates. To each well, 30 pg was applied. (C, D) Western
blotting of CD9 (C) and MMP3 (D), supporting Figure 6A. Protein samples prepared from 8.0 x 10*
cells were applied to each lane.
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Figure S7. Full images of western blotting of MMP3 (A), CCN2/CTGF (B), and GAPDH (C),
supporting Figure 7A. (A) For MMP3, 50 ug protein sample was loaded to each lane; (B) 30 ug was
loaded for CCN2/CTGEF; (C) 15 pug was loaded for GAPDH.



