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Fig.6 A

Days-2 0 2 4 6 8 1012 1416 18 20 22 24 26 28 40 30 60
| I I T L1 gy Lyl

APT

TGF1 bela.

i
o
4

OCT4 - Froa2 GFAP

Helative mRNA expression
{normalized to GAPDH)

4 0 3 &8 158 28 &0 50 @& 4 0 3 8 15 28 40 S0 &0

1500+

PAX6 MAP2

1000+

- 88888

Relative mRNA expression
{normalized to GAPDH])

4 0 3 B 15 28 40 50 60 4 0 3 8 15 28 40 50 60

| caBBR2

100+

GRIN1

Relative mRNA expression
{normalized to GAPDH)

4 0 3 & 15 28 40 50 &0 4 0 3 8 15 28 40 80 &0
Days Days



WO 2018/228948 PCT/EP2018/065204

5/12

Fig. 6 C
NEUROFILAMENT __ GFAP SYNAPTOPHYSIN MERG

NEUROFILAMENT GFAP MAP2 MERGE

Fig. 6 D Spontaneous

calcium activity
150+

g

g

% positive areas

£

e



WO 2018/228948 PCT/EP2018/065204

6/12

Fig.7A oay i g Fig. 7D

o 40
3 |50 |
. 8 §O0 210123

Stem Call
Neuroactoderm

Neural. progen [ il

Newons

Gabaergic

Glutamatergic

Dopaminergic m

Cholinergic

SLCATAT
SLC17A8
FOXAZ
™

CHAT

dAcHe

SLC18A3

Serotonergic

Layer I-IV

Laver V-vi

Subplate

1 SLCBAd
TPHA1
L TPH2

Neuronal Receptors

lon Channels

Synapses

DOPAR.

GABAR.

MNa+ channet

K+ channel

Ca+ channel

- DRD2

DRDS

| DRD1
. GRINZD
. GRID2

| GRIN2A

 GRINZB
_ GRIAZ

GABRB2
GABRR1
GABRAZ
GABRG1
GABRAS
GABRD
SCN4A
SCN1B
SCON2A

KCNA4
CACNALG
CACNATI



WO 2018/228948 PCT/EP2018/065204

7/12




WO 2018/228948 PCT/EP2018/065204

8/12




WO 2018/228948 PCT/EP2018/065204

9/12




PCT/EP2018/065204
10/12

WO 2018/228948

o P

5,

o e

UoRiqIyLl
INOUSBAA Joydeoal eges)

0T "S1d



WO 2018/228948 PCT/EP2018/065204

11/12
Fig. 11 A

Days2 0 1 2 3 45 6 7 8 9 1011 12 13 14 15
; I I O A

¥
e IR
s
Standard Conditon TS B
NCM NPEM
o
° 0.8+
oy
@ —
¢ T 5%
2 06+ S
o <
(9 *#
2 | — F o=
E ‘“% Gl4-
D N
-
lg w©
% E 0.27
w D
S Z =
z
o 0.0 T T T T T
NCM 3 5] 8 8 g
NPEM 15 15 10 13 15

Days of treatment



WO 2018/228948 PCT/EP2018/065204

12/12

Fig. 11 B
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