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Figure 3 (continued)
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Figure 6 (continued)
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Figure 7 (continued)
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Figure 7 (continued)
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Figure 7 (continued)
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Figure 8 (continued)
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Figure 8 (continued)
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Figure 9 (continued)
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Figure 9 (continued)
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Figure 9 (continued)
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Figure 10
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Figure 10 (continued)
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Figure 10 (continued)
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Figure 10 (continued)
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Figure 11
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Figure 11 (continued)
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Figure 11 (continued)
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Figure 11 (continued)
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Figure 11 (continued)
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Figure 11 (continued)
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Figure 12
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Figure 12 (continued)

6000

5000

4000 -

3000 T oy

RFU

2000

1000 ok,

Hours

Pgp1 and BCRP gene expression on epithelium monolayer

0.0204

0.015+

0.0104

GAPDH

0.005+

0.000-

ABCB1 ABCG2

36/73



WO 2023/281122 PCT/EP2022/069354

Figure 12 (continued)
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Figure 15
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Figure 16
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Figure 16 (continued)
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Figure 16 (continued)
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Figure 17 (continued)
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Figure 18
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Figure 18 (continued)

PCT/EP2022/069354

25

20

15

10

Papp {pm/s)

Lucifer Yellow permeability

cLuhd LL

i Day3+4 W Day 3+8

blank

Papp (umy/s)
5

Lucifer Yellow permeability

Lul LU

B H .

Lulvi AL cLuhd LL cLumvl AL

® Day 8+4 ® Day 8+8

47/73



WO 2023/281122 PCT/EP2022/069354

Figure 19
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Figure 19 (continued)
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Figure 19 (continued)
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Figure 19 (continued)

14d LuM

21d LuM

28d LuM

7d LuM + 7d cbuM
7d LuM + 14d cL.uM
7d LuM + 21d cl.uM

FOXJ1

BEERRE

lung-A lung-B lung-C
OCTN1 W Dx+d - LuM LLI
wm Dx+8 - LuM LLI
B Dx+4 - LuM ALY
mm Dx+8 - Lubt ALL

@ Dx+4 - cLuM LLI
s Dx+8 - cLuM LLI
W Dx+4 - cLubt AL
@ Dx+8 - cLuM AL

0.10=
0.08+
0.06+
0.04-

0.02-

NN\

Expression relative to RHOA

0.00~

lung-A lung-B lung-C

Dx + 4/8: 4/8 days after differentiation
51/73



WO 2023/281122 PCT/EP2022/069354

Figure 19 (continued)
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Figure 20
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Figure 20 (continued)
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Figure 21
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Figure 21 (continued)
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Figure 22

kidney-B

@ Matrigel 100,000 cells

i
1600+ = Matrigel 150,000 cells
-8 Matrigel 200,000 cells
1400+ -8 Matrigel 250,000 cells
1200
& 1000
[
<
E s00-
(=]
% i
o 600 |
-
400+
2no~f
0+
1 ¥ ¥ 1 1
0 5 10 15 20 25
B days
kidney-C
1400
1200+
1000+
a E
£ 1 Matrigel 60,000 cells
G 800
£ -
£ i
=} J
& 600
w
j ]
400+ No coating 60,000 cells
] i
] No coating 30,000 cells
200+ M;j///‘? 9
] & ——@ Matrigel 30,000 cells
04 L§ 1 ]
0 2 4 6 8 10 12 14



PCT/EP2022/069354

WO 2023/281122

Figure 23
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Figure 23 (continued)
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Figure 23 (continued)
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Figure 24
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Figure 24 (continued)
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Figure 25

kidney-A LY permeability

2,50E-05

2,00E-05

v 1,50E-05

{cm/s

& 1,00E-05 T

O,00E+00 oo DR e "

KEM KEM + DAC D4 KDM Blank

LY: Lucifer Yellow

kidney-A LY permeability

3,00E-05

2,50E-05

2,00E-05

1,50E-05

Pc{cm/s)

1,00E-05

5,00E-06 -

0,00E+00

KEM KEM + DAC D4 KDM Blank
LY: Lucifer Yellow

66/73



WO 2023/281122 PCT/EP2022/069354

Figure 25 (continued)
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Figure 26
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Figure 26 (continued)
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Figure 26 (continued)
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Figure 26 (continued)
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Figure 26 (continued)
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Figure 27

kidney-C Calcein-AM accumulation

160000
14000.0 T
120000
S AR . S
65000.0 - |
4000.0 - - -
20000 o
CalceinAM P5C-833 Controls
B KEM @ DAC @ No CalceinAM
Figure 28
kidney-C Rhodamine accumulation
GOO000

S0000.0

400000
[+
20000.0
10000.0 I I
T 1 1 |

Rhodamine PSC-833 Decynium PSC-833+ Controls
Decynium

mKEM m DAC 1 No Rhodamine

73/73



