1/10

105%

100%

Body weight (%)

85%

80%

Figure 1.

i1 2 3 4 s
Days postinduction

e [0y TNFR1 ex0
e nmodified exo
sw @ Signal competent TNFR1 exo

e e 00 Mocktreated



2/10

CHO3-TNFRY
Coll hesate

D O3-TRFR)
Exosomes

Ladder

Figure 2.



3/10

100

80
70

60

% cell survival after 20 h
wi
QO

o Docoy TNFRL EXO

o | ymodificd exo

7

am s Signal competent TNFRL EXO

W g, i
L
"
oy
%@ . S
0. 8,5 5 25 50 100

ug/mitotal protein/welt

Figure 3.




4/10

12000
10000 ¥ 4
”g 8000
b o Syndecan-sVEGFREXO
E
..g 6000 - e C63-sVEGFR EXO
g s | Junodiified EXO
£
3 4000 sse = Signal competent sVEGFREXO
*see Mock
2000
13 % 7 9 11 13 1% 17 19 21
Days post tumor implantation

Figure 4.




ViTo S

)
)

5/10

(2]
w

Body weight {g)

20

15

Figure 5.

Weeks

1 2 3 4 5 6 7 8 9 10 11 12

s A ctivin-Syndecan
=z Activin-Synaptotagmin
- e In-modified exosomes

PBS



6/10

>murine (D623 (bold are sequences removed from (D63 to insert the
constructs)

Below all parts in bold represent the insert (i.e. either TNFR1 or
ACVRZDb)

>psTNFRia-Syt7-Eis THFRI-Synaptotagmin (with His tag)

i LIARGIHPSGVTGLYESLGRREKRD SLCPOCK
Y’JHSICNNSICCH{CS{GEYL‘JSDCPSEGRD“JCRECEKBTETAS%IMSUWEI SBC
CADKD TVCGCKENCFORY LSETHFQCYVDCSPCENGT VT I PCKETONT CRCBAGFFLRESECVPCSHCK
MM@PPQWS

VEISIGQNS ICCTKCHKGTYLV SDCPSPGZDTVCRECEKGTPW‘}CMM{SUVE’SPU}
ADKDTVCGCKENGFURYLSETHFQCVDC SPCPNGTVT IPCKETONTY ’CNCHAGFFL’RE S‘EC‘JPCSHGO(
wmm FINPODSGTEZT

>pSTNFRLa-Syt7-aGFF TNFRI-Synaptotagmin {with ESFP)
MARFIHPSGVTGLVPSLEDREKRS SLCPOGK Y VHSKNNS I COTHCHKG TYLYSDCPS PGRDTVCRECEK
GTFTASONYLROCLSCXTCRKEMSQVEL S?COADI@TJCGCWBEDR‘ILSBTEPDCVDCS?CFNGTT
Imm'mmmszmnmmcmm FINPCDSGT.

ATAVTIVLOGLO i aput

A GSGHEEAETRECMWQ&RCEGP@MWASWRNSSG
TIELVRKGWI.DDFNCYDRQEC’ mmmmmmmsr ?”XWDQ‘EAPTHT

Figure 6.



7/10

110%

105%

100%

95%

Body weight
D
<

75%

70%

Figure 7.

o | F-| C-Decoy TNFRL ¢x0

o U C-Decoy TNFRL exo

s nmodifiod exo

N s s s Mocktreated contro

Signal competent e

i
3 4 5 6 7 g
Days post induction and treatment




8/10

500%
4504
400%
350%
300¢%
250%
200%
150%
100%

50%

Concentration of exosomes {normalized to cirf}

0%

Figure 8.

Inhibition of autophagy increases the exosomal yield
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