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ABDHETLEE

Y UAAR%E M) 7V A TR (TFA) (3947 A7) 12
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L AHZE B SRS & L C Fig. 1, Fig. 212773,

ABIERINEE (BB MExTEE) TIZTAMRA B I3 M S 7z
VAT AR RN (B HR) TIZE G TE 72, Yeast
EVR @i STHRMC X5, 3707 TABAKRED
ZAL L 72 DB IO TE L, R BIEE O A TIEEF Al A
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2707 TOAR AL 720 SCSTICIZ BTk
EBEN DD ENRENT,

<A 7 a7 VA R

ARAEBIZI7u sz ) T AT, 3 F LV TE
HERIZTHEIPEBRIET L7720, v 707 LA % Hwn
THRIETHEHOEALZ T L 72. Gene Ontology (GO) 12
LB RATAE BT A 7 0 & A (biological process)
(Fig. 4-a). MK E % (cellular component) (Fig. 4-b) .
451 1% g (Fig. 4-c¢) (molecular function) @ 3 2|24 8 &
N7z EWFERH 7T 0L AT, M7 ot 20fl#E, £
)70 2 OFIE, R REIE, RIS 2 MRS
B VT T IREIL BV CEIEFEBOEPBIE SN2,
Ml S Tld, MO I FRIC B W ClRIZ 58
BoZALrBlgE SNz, o TR, ¥ 7PV 2EREG
Y 7PV RER, RE BB ZHEEE, Gy sy gk
BRI ZBAREE CRIZ T BB S 1z,

AR ERICI 70 7)) TICEBICHY ATFN T, 5F
LAV THEBERIZL TV AL ELERFET 272012, ¥
4707 VAL @R TFIRBIOZAL % AT L 720 Gene
Ontology (GO; #fr T4 v My —) TS E % EW 1
7'at A (Fig. 4). MBaMMER (Fig.5). 771k (Fig. 6)
DIODOHTIT) =G EL T, BTG RE R L, £
B 70t AT, Ml 7 0 AOHE (regulation of cellular
processes). W47 1 £ 2D Hf (regulation of biological
processes). AW)2EMFAET (biological regulation). HIFIZ K
3 % Mgl % (cellular response to stimuli), > 7" - )V {niE
(signal transduction) 7% &\ EIET-FEBUAB A3 A S 17z il
Jaf R Cld. Ml 51221 548 (anatomical entity of
cells) 2 EIZEIRFRBAB S A SNz FFHEEETIZY
T IV EARIEYE (signal receptor activity) X° > 77 VARE
¥ A7 A (signal transduction system) . [ B i 52 25 R 6 7
(transmembrane receptor activity), G#& H & ki B 4K0E
% (G protein-coupled receptor activity) 7 &2 # fnT- 583
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Fluorescence TAMRA image Optical image

a) Negative Control (AP -) b) Phase contrast

¢) Positive Control (A +) d) Phase contrast

e) Yeast EV x100 f) Phase contrast

- AR

g) Yeast EV x1,000 h) Phase contrast

Fig.1. Cultured microglia image (Plate 1).

EV, extracellular vesicle.
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Fluorescence TAMRA image Optical image

e B

a) Yeast EV x10,000 b) Phase contrast

¢) SCST-A x2 d) Phase contrast

e) SCST-A x20

i
)

Jj) SCST-A x200 h) Phase contrast
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i) SCST-B x2 j) Phase contrast

k) SCST-B x5 1) Phase contrast

i uf LURSE

m) SCST-B x20 n) Phase contrast

Fig.2. Cultured microglia image (Plate 2).

EV, extracellular vesicle. SCST, mesenchymal stem cell-derived secretome.
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Table 1. Results of fluorescence intensity: Af phagocytosis index (Plate 1).

FI Area F1/Area

Group (Plate 1) (Integrated) (Integrated) (Corrected) Average SEM % NC % PC
5,662 5,886,304 9.62.E-04

Negative control (NC) AB (<) 108 5,173,551 2.09.E-05  » 57 E-04  2.03.E-04 100% -
135 6,504,722 2.08.E-05
162 6,253,515 2.59.E-05
604,653 4,816,245 1.26.E-01
720,560 5,875,886 1.23.E-01
1,163,465 6,7042,90 1.74.E-01

Positive control (PC) AP (+) 1,332,503 7,369,924 1.81.E-01  1.51.E-01  1.33.B-02  58,529% 100%
978,860 6,210,947 1.58.E-01
756,885 6,543,283 1.16.E-01
871,041 6,453,243 1.35.E-01
395,331 4,434,738 8.91.E-02
746,704 6,398,303 1.17.E-01

Yeast EV x100 AB (+) 820,308 6409 137 28 F.01 120.E-01  1.03E-02 46,600%  80%
915,831 6,278,260 1.46.E-01
295,519 4,741,174 6.23.E-02

Yeast EVX 1,000 AP (+) 471,174 3,434,813 I.37.E-01 1 03 E-01 1.37.B-02 39,831%  68%
494,521 4,304,150 1.15.E-01
422,725 4,420,153 9.56.E-02

FI, fluorescence intensity; SEM, standard error mean; EV, extracellular vesicle.

Table 2. Results of fluorescence intensity: Af phagocytosis index (Plate 2).

FI Area FI/Area

Group (Plate 2) (Integrated)  (Integrated) (Corrected) ~ AAverage SEM %NC % PC
5 5,825,113 8.58.E-07

Negative control Ap (=) el e S 220E-04  183E-04 100% -

5.839 6,845,136 8.53.E-04
264,613 6.015.738 4.40.E-02

Positive control AB (+) 523{‘6‘8 giggg? Z';g'gzgi 6.00.E-02  1.01.E-02  27.333%  100%
554.611 5,852,807 9.48.E-02
163,736 6,176,329 2.65.E-02
196.163 5,547,236 3.54.E-02
168.509 5.372.446 3.14.E-02

Yeast EV x10,000 A (+) 321.880 6,555,047 491.E-02  3.56.E-02 421.E-03  16,198%  59%
1,103,828 5,097,519 2.17.E-01
875,578 4.886.988 1.79.E-01
1,525,473 5,143,644 2.97.E-01
1.277.428 2,781,199 4.59.E-01

2.37.E-

SCST-A x2 A (+) ;’10351’70859 3’23?’35@ IZ; E_g} 2.89.E-01  5.04.E-02 131,519%  481%
1,285,373 4,929,043 2.61.E-01
647,831 4.160.483 1.56.E-01
854,001 5,840,659 1.46.E-01

SCST-A x20 A (+) 074431 850179 el LS6E0L  361E-03  70917%  259%
895,619 5.788.828 1.55.E-01
491,261 4.412.781 111.E-01
620,828 5,920,794 1.05.E-01

SCST-A x200 AP (+) 696.461 6.465.712 108 E-01 1.09.E-01 1.66.E-03  49,771%  182%
721.674 6,359,165 1.13.E-01
137.547 4.530.323 3.04.E-02

SCST-Bx2 AB(+) o vl Sl 3SSE02 SA0E03  16178%  59%
281,414 5.191,789 5.42.E-02
262,819 4,586,097 5.73.5-02
332.899 6,202,677 5.37.E-02

SCST-B x5 AB(+) 371320 6.127.799 6.06.E-02 5.76.E-02  1.27.E-03  26,215% 96%
381,500 6,488,118 5.88.5-02
448,949 5,450,273 8.24.E-02
3.844.944 8.52.E-02

SCST-B x20 AB (+) ;éz’i% 2998 175 L% E-81 110.E-01  1.40.E-02  50232%  184%
417,598 3,362,082 1.24.E-01

FI, fluorescence intensity; SEM, standard error mean; EV, extracellular vesicle; SCST, mesenchymal stem cell-derived secretome.
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+

Yeast

JL
Dilution x100 x1,000 x10,000

vs. Positive control (AB +)

+
x2

+ +
x20 x200
SCST-A

+
x5

SCST-B

x20

Fig. 3. Microglia A} phagocytosis potential: Comparison with positive control.

Results are expresses as % change of fluorescence intensity derived from TMRA-A(
uptaken by microglia VB2 cell (data from Table 1& 2). EV, extracellular vesicle; SCST,

mesenchymal stem cell-derived secretome.

Fig. 4-a.
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Fig. 4-b.
Intersection size
® 25
Cellular anatomical | 30
entity . : 35
Membrane o . 40
Adj. p-value
Plasma membrane - ( } 0.0050
0.0075
Cell periphery [ ) 0.0100
0.0125
0.00 0.25 0.50 0.75 1.00
Gene Ratio
Fig.4-c.
Transmembrane signaling receptor
activity ] ‘
Molecular transducer activity - ‘ Intersection size
Signaling receptor activity - . : 4
8
G protein-coupled receptor activity o ®
Olfactory receptor activity - . . 16
Odorant binding | ® Ad). p-value
Methylation-dependent protein binding ) 0.01
Methylated histone binding [ ] 0.02
Endothelin A recptor binding °
Nicotinamide N-methyltransferase | °
activity
0.0 0.1 0.2 0.3 0.4 0.5
Gene Ratio

Fig. 4. Microarray GO functional analysis.

a) Biological process. b) Celluar component. ¢) Molecular function.

Results are expressed as Gene Ratio (intersection-size/query-size.). GO, gene ontology.
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