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Supplementary Figure 1: Characterisation of the positive hits from the cell-based screening.
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Supplementary Figure 2: Characterisation of anti-CDA VHHs.
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Supplementary Figure 3: Characterisation of CDA biodegraders in AsPC-1 pancreatic cancer cells.
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Supplementary Figure 5: Characterisation of CDA biodegrader effect on cell proliferation and apoptosis
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Supplementary Figure 6: Characterisation of CDA biodegrader in AML cells
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Supplementary Figure 7: Characterisation of BXxPC-3 and H441 clones and effect of the Ctl biodegrader on
tumour growth.



2. 2x10° AsPC-1 2 x 108
‘0
5%
c E £15x10° 1.5 x 106
O 0T
S 6 6
o % 5 1x10 sesuboss 1x10
N g2 5 os® 5
S0 5x10 g 5x 10
s 9 o
= o - : : : : , . —
= 6 12 18 24 30 36 42 48
Time (h)
B PC-9
2 1x 107 1x107
2o
§ 2 8x108 8 x 10°
c £ E
$8§ 6 x 108 6 x 106
T o
283 axioe Seeetetetea e 4x10°
N
83 2x100 2x 109
° 0O
2> 0 o0 0-009-0-00-0-090-0-00-0-09-0-09— 0
6 12 18 24 30 36 42 48
Time (h)
C Cell population Single cells
<
O
)
%]

=

o

o
|

100 - 40
o
E —_
<
g 75- 75 5 3-
2 =
2 =
LL
o 50 50 s 2
(] c
£ 3
o o
2 25 25 2 1
“6 N
X
ZsGreen - ZsGreen
VLPs VLPs

0 4

BxPC-3 2 x 108
1.5x 108
1x 106
5x 105

04

Time (h)

HCC4006

1x 107
8 x 108
6 x 108
4 x 108
2 x 108

24 30 36 42 48
Time (h)

0
6

GFP intensity in GFP positive cel

CFP_FICA FSEH sk
en

W w

GFP-FITC-A

E

PC-9 HCC4006 H441

F

Incubation time

CDA biodegrader VLPs

AsPC-1 BxPC-3 Capan-2

ZsGreen VLPs
(pg p24icell)

1
< 5

10

-

Time (h)
H441 ZsGreen VLPs
(pg p24/cell)
1
- 5
- 10
12 18 24 0 3 42 48
Time (h)

Is

MFI

-l - el

G

Incubation time

PC-9 HCC4006 H441

AsPC-1 BxPC-3 Capan-2

CDA biodegrader VLPs

(days) - 1 2 3 4 5 6 (daysy - 1 2 3 4 5 6
16 KDa | w— ——— — | CDA 16 kDa | == = e | cDA
1 0 0.1 0.8 0.5 0.65 0.7 CDA /a-tubulin ratio 1 03 03 02 05 0.7 0.7 CDA//a-tubulin ratio
37 kDa -— FLAG 37KkDa| - FLAG
(Biodegrader) (Biodegrader)
52kDa ] e s e e e = | g tubulin 52 kD2l | s e s s e e == | g-tubulin
PC-9 AsPC-1
H PC-9 I
507 * 30+
@ U7Z] Gemcitabine < 20 P77] Gemcitabine
S 30+ 3
L 2
S 20- S
) 8_ 10
< 10- g
o <
0- 0- 2
Gemcitabine - + - + - + Gemcitabine - + - + - +
Biodegrader VLPs - Ctl CDA Biodegrader VLPs - Ctl CDA

Supplementary figure 8: In vitro characterisation of CDA biodegrader mRNA delivery via VLPs in pancreatic

and lung cancer cell lines.
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model.



