[image: ]Supplementary Figure 1: TEM images of plasma-derived EVs (A); CFM Split image showing Alexa-Fluor-CD9 signals in all channels (B) and in negative control (PBS) (C); Western blot (Full blot) for EVs marker proteins and co isolated protein (Apo-B)(D).
[image: ]Supplementary Figure 2: TEM images of different Amyloid-β aggregates(A); CFM Split image showing Alexa-Fluor-647 Amyloid-β  signals in all channels (B)and in negative control (PBS) (C); ThT Fluorescence for three Aβ groups (D).
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Supplementary Figure 3: Confocal image of EVs treated with different concentration of H2O2(A), Ultrasonicated EVs(B) , TIRF split images showing Alexa-Fluor-488 CD9 (Green) and Alexa-Fluor-647 Amyloid-β (Magenta) signals of: normal EVs+ Aβ(SA) & H2O2-treated EVs + AβSA. Colour white is the merged signal of EVs (Green) and Aβ (Magenta) (C), H2O2-treated EVs+ AβSA at 0-72hrs at 4℃. Colour yellow is the merged signal of EVs (Green) and Aβ (Red)(D)Scale bar= 20μm.(C) PCC graphs for 0,24,48 and 72 hours) (D).
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Supplementary Figure 4: TEM images of EVs and Aβ UA, SA and BA. Scale bar 50nm. (A); CFM Split image showing Alexa-Fluor-488 CD9 and Alexa-Fluor-647 Amyloid-β  signals for all 3 groups. Colour yellow is the merged signal of EVs (Green) and Aβ (red). Scale bar= 20μm. PCC graph (C) .
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Supplementary Figure 5: CFM Split image showing Alexa-Fluor-488 CD9 and Alexa-Fluor-647 Amyloid-β signals of experimental group 24, 48 and 72 hours at 37℃ (A) and at 4℃ (B). Colour yellow is the merged signal of EVs (Green) and Aβ (red). Scaler bar= 20μm.
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Supplementary Figure 6: TEM images of EVs and Aβ in control, sonicated and sonicated & agitated condition (Scale bar 50nm) (A); CFM Split image showing Alexa-Fluor-488 CD9 and Alexa-Fluor-647 Amyloid-β  signals for all 3 groups (B). Colour yellow is the merged signal of EVs (Green) and Aβ (red). Scaler bar= 20μm. In-Vitro analysis of alpha-synuclein and EVs (C)
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[bookmark: _Hlk215715431]Supplementary Figure 7: CFM Split image showing Alexa-Fluor-488 CD9 (Green) and Alexa-Fluor-647 Amyloid-β (Red) signals of EVs+ Aβ SA and EVs+ BA under higher magnification shows EVs (Green) sequestering Aβ (Red) (A). TIRF Images of H2O2-treated EVs+ Aβ SA and with BA (B). CFM Split image showing Cell internalisation of Alexa-Fluor-488 CD9 (Green) and Alexa-Fluor-647Amyloid-β (Red) signals of: EVs only; Aβ; and EVs and Aβ together (C). Scale bar= 20μm. PCC Graph (D).
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Supplementary Figure 8: CFM Split image showing Alexa-Fluor-488 CD9 (Green) and Alexa-Fluor-647Amyloid-β (Red) signals of: Circulating EVs in Age-matched control, MCI and AD patient (A); EVs from healthy control + Aβ SA (B); EVs from AD patient + Aβ SA (C). Scaler bar= 20μm.
	
	Non-demented Controls
(AMC) n=10
	Mild Cognitive Impairment
(MCI) n=3
	Alzheimer’s Disease
(AD) n=9

	Age (Mean±SEM)
	61.23 ± 1.25
	73.18 ± 1.05
	75.01 ± 0.81

	Gender Percentage
(Male)
	69.7%
	61.08 %
	63.05 %

	ACE-III ((Mean±SEM))
	-------
	68.94 ± 2.30
	39 ± 3.60

	MMSE (Mean±SEM)
	------
	23.92 ± 0.83
	12.76 ±1.04



Supplementary Table 1: Demographics Details of the subjects.
2

image5.tiff
P age
AlexaFluor647 Anti-AB AlexaFluor488 Anti-CD9 Merged =i
AlexaFluor647 Anti-AB AlexaFluor488 Anti-CD9 Merged |
8 ©o,
- I
AlexaFluorg47 Anti-AB AlexaFluor488 Anti-CD9 Merged |
14 r
’ . ’ . ’
(] L4 (]
s # P
- .
D age 4°
AlexaFluor647 Anti-AB AlexaFluor488 Anti-CD9 Merged |
' -
AlexaFluor647 Anti-AB AlexaFluor488 Anti-CD9 Merged
» "
L ] - |
AlexaFluor647 Anti-AB AlexaFluor488 Anti-CD9 Merged





image6.tiff
0 ated 0
P age of AB42 8
AlexaFluor488 Anti- Merged
CD9
AlexaFluor488 Anti- Merged
CD9
/ A 0 0
/ / %
AlexaFluor488 Anti- Merged
CD9
- !
d O d d O DE e dip
EV Merged

a-Syn Aggregates]





image7.tiff
AR4

AR4

oo
J
U

o age a
Merged hEev
5um 5pum 5um AP
=] H —
Merged
R ag
i sum 2 Ml hEV
AB BA
d < O < < d d O PDE <
Merged
Merged
Merged

Merged

Merged

10 pm

1pm

1m




image8.tiff
Merged
Wergea
Merged
O O Al
Merged
ik
b
=]
Merged
) .
Merged
5
.
e AD AR
Merged
|
5
.
Merged §
.
Werged
o]





image1.tiff
Transmission Electron Micrographs of EVs

B Human CD9 Alexa Fluor® 488-conjugated Antibody tagged EVs

Negative Control

AF514-T4

AF594-T2 AF568-T3

DAPI-T6

D
Western Blot
- Ti9101 cD9 cD81 Apolipoprotein B
- 5 . SR

ceeswwew g S S SIS Z}JJ’“&
— - ~cww - cowgeg s
Do
CD63__ {

- - - -

J

[ {
“~ ~ |
d




image2.tiff
AB SAB UA

TEM Image

1 —

Alexa Fluor® 647 Anti-beta Amyloid 1-42 antibody tagged AB42

AF594-T2 AF568-T3

AF514-T4 AF488-TS [AF647-T1, AFS94.T2, AFS68.T3, AF514-T4, AF485-TS, DAPL-T6 (Merged)

Negative Control

AF594-T2 AF568-T3 AF514-T4

T —

ThT Assay

Fluorescence Intensity (A.

Wavelength (nm)




image3.tiff
A

72 hour

Different Concentration H20:

+EVs
0hr 24 hr

D

H:0:-treated EVs +AB SA

AFa8ETS

Ultrasonicated EVs

TIRF split images

Merged

Ag6a7-TL

AF4S8T3

Merged

AFaseT3

Merged

AFas8TI

Merged

48 Hours

24 Hours

72 Hours





image4.tiff
AF514-T4 ARG
e
AF514-T4 HEES
<
e
AF647-T1 AF514-T4 et
o0
o)
<





