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Fusosomes Parental Cells

Average diameter (nm} 1287 175.4

Min Diameter {(nm) 14 29

Max Diameter (nm) 18720 19802
Median Diameter {nm) 134 99

10% Quantile {(nm) 53 52

25% Quantile {nmj) 88 66

75% Quantile (nm) 226 241

90% Quantile {(nm) 4450 10649
Average volume (pm?) 0.067 7.421

Fig. 3
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Fusosomes Parental Cells

Average diameter (nm) 1287 1754
Average volume {um3) 0.067 7.421

Fig. 4
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2-NBDG negative control
}:;

A VSV-G fusasomes + phioretin
£ VOV-G fusosomes no phloretin




WO 2020/102499 PCT/US2019/061424
8/24

Cell Control
4 |E265h
- 8.75 h
0012+ [E1i5.25h
4 {8 Unstained Control
0.009
I5¥]
?_f} .
‘( -
£ 0.006-]
0.003~
0...

100 10l 102 103 104

Comp-BL1-A = CalceinAM-A

Fig. 8



PCT/US2019/061424
9/24

WO 2020/102499

GIGLL = KR
PoTEE = Uy
3HEIS SO0

v6 bid

{45/7ud>/235/d)
asuBicEy

cOix

Xg

%y

X



WO 2020/102499 PCT/US2019/061424
10/24

o 1x Spleen
& 3x Spleen

o 1 Liver

7
10 & 3x Liver

p=0.0004
f i & Mouse Background

® o Stage Background

.
[
[}

ot
<
£

Total Flux {photons/s)
o
[¥3]
aas s a i s s aapa a5l s s sy b ssr sl

(R T
s 2]
iz ]

b2l

it
Low]
a3

Tx Spleend
3x Spleen-
1x Liver
3x Liver

Mouse Background-
Stage Background-

Fig. 9B



WO 2020/102499

11/24

PCT/US2019/061424

e r T
R
) —— R}
e 1EmQ
gHigmo
Sy b BB
Q‘J i
ThH IR - X
w» Q:Eé‘?
o] s
SaM=
2
o
v
T
o Q:
& -
)
& o
U S
<
] h
3 @ 300000
& ok
=
=
o

1x



WO 2020/102499 PCT/US2019/061424

12/24
o 1x Gesicles
p<0.0001 8 3x Gesicles
E
1000000~
g ?
o 7 ®
% 1000004
o =
% 1 @ §
= ! e ®
S 100004 3
P 3 ®
“:,'.E .
o N $ o
S 1000+ L
g
10{} T i T ;\ Qi) J’ ¥ {
S = W o (]
: g 2 & £ § g =
= T = o @ Y. f=3 @
¥
g & 7 g
(€]

Fig. 10B



PCT/US2019/061424
13/24

WO 2020/102499

%LC+1'89
%V'E+ 688
%0+ ¥0

(as ¥)
UOISI9AUQD

ddd %

1T 'S4

jeg + awososny 4+OAIN + juaidioay
awWososny 4+OAIN + Juaididay

awososny ou + jualdiday

dnoup



WO 2020/102499

14/24

<
~

o < o Q o
o] & (o] <t o~

{8/84) uin1044 |RI0L:HALYD

<O

Cells

Fusosomes

PCT/US2019/061424

Fig. 12



WO 2020/102499

15/24

[
W
!

Cc O oo o o O O
S;NOOG\O'\TN

Do I |

(8/1ownd) uiei014:pdny

Cells

Fusosomes

PCT/US2019/061424

Fig. 13



WO 2020/102499

16/24

Q
<t

W

[en]

(3/3

22 NN oo TR ¥ TR - T ¥ o T
NN e e

} VNQ:uta104g4

Cells

Fusosomes

PCT/US2019/061424

Fig. 14



WO 2020/102499

17124

Cells

Fusosomes

0
<t

|

o) ]
{8wi/joum)} yNQ:spidi

PCT/US2019/061424

Fig. 15



WO 2020/102499

18/24

¥ X 3 ¥
&3 Q3 (] =
P [ o o

{1+ + Aysuaupoboj

PCT/US2019/061424

cohort

Fig. 16



WO 2020/102499

19/24
X 3 3 ¥
N 2 @) )
™~ € od oy

+

(1 + AysusiupoLBoj

PCT/US2019/061424
]
S
o
£
M~
© —
o
[



WO 2020/102499

20/24

0
<

< ) Mmoo N o
o ™~ v Q

(Sw/jowr) yna:spidi

o

Cells

Fusosomes

PCT/US2019/061424

Fig. 18



WO 2020/102499

Il Parental Celis

% Exosomes

%7 Fusosomes

PCT/US2019/061424

21124

(<]

LE8LE & Q"&O' @ TP Py

O

PO

\\
SIS

éo: | | | 1 | |
NS
N

4=

8 2 < !
pIdll 12303 jo Jusdieg

Fig. 19A



WO 2020/102499

0.6

Il Farental Cells

Z7 EXOS0omes

7%, Fusosomes

PCT/US2019/061424

22124

AR

2

HEE

o | - I R AR

I

R

AR

MMM
R

A Y

E A DI

< N <
o -] =

pidil [e303 jo Jusdiag



WO 2020/102499 PCT/US2019/061424
23/24

H

Fig. 20

$
WE
}
{
i
¥ b
i§) =3
N 3
™ o
o~ W
0
o

UOHNORI 18104



WO 2020/102499 PCT/US2019/061424
24/24

* &
. N
o
%
¥ §
N o
o &3 —
._'0
L
N
M \3\&\!‘«
o
W
¥ ¥ ¥ ¢ &
pred < O P &
& & & &
fo facd R <

Jusiuo usjosd 810} JO JUaDIad



