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Figure S1. Human PBMCs were activated using CD3/CD28 DYNABEAD in the presence of CBP EV to dose-

dependently inhibit MMPs, thereby confirming the recovery of immune activation of T cells. Activated PBMCs

indicate the positive control = @,
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Figure S2. CBP EVs downregulated the expression of activation marker CD25 but not CD69.
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Figure S3. (A) After disease onset, the CBP EV injection did not have a significant effect on EAE. To properly
treat the mice at various disease stages, the mice that exhibited early clinical signs of EAE (disease grade 2-3)
were provided late CBP EV treatment every alternate day for 10 days (n = 5). (B) The maximum and minimum
scores for each EAE group are shown. All disease scores for each EAE groups were represented as the daily

scores for the 30-days experiment.
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Figure S4. The size difference between CBP EVs and engineered EVs is not statistically significant. The CBP
EV size measured by DLS was 127.59 nm + 57.87. All genetically engineered EVs derived from HIME-5 cells

had a similar size of 145.61 nm + 75.89 when measured by DLS (n = 5).



A Mouse IL-2 B Mouse IFN-y o Mouse IL-17
600 il «» 600 100
2 = @
: : - §
“ K . > 80
5 % o I E
34 2 e
g. % Bl
» > [ ns
3 z 5 40
5 200 S 200 3
s ‘;’ 20
: £
ol Gl — ‘ 0 m—
- +) CBP ABP
() (+) CBP ABP (=) (+) CBP ABP O] (
control  control EVs EVs control  control EVs EVs control  control EVs EVs
(-) control (+) control (-) control (+) control (-) control (+) control

e O

CBPexo ABPexo CBPexo ABPexo CBPexo ABPexo

o
m
m

o
(=3

N
o
N
o

-
o
-
o

w &5

o (=3

-
o

»n

o

CD4+ IL-2+ Gated Cells (%)
o

CD4+ IFN-y+ Gated Cells (%)
5
5
»

CD4+ IL-17+ Gated Cells (%)

i

]
.

]

-
o

(=3

¢ & ¢ & &
& & &« <&
& & &
2 2 2 2
f ¥ & ¥
No peptide MOG33-35

Figure SS. ELISPOT assay was performed to quantify the levels of (A) IL-2-, (B) IFN-y-, and (C) IL-17-
secreting T cells at 6 days. Mouse splenocytes were stimulated with CBP or ABP EVs, and the IL-2-, [IFN-y-,
and IL-17-secreting cell patterns were observed. (D) IL-2, (E) IFN-y, and (F) IL-17 cytokine-gated CD4+ T cells
in the presence or absence of MOG33-55 peptide were analyzed for comparison with those of the EAE control,

CBP EV-injected EAE, and ABP EV-injected EAE groups using intracellular cytokine staining (n = 4).



