PCT/US2022/019847

WO 2022/192605

1/17

gonpasasadods

T 'Did

I¥1 1340

A

SPRIA THIS
THOBESTRS AT 1%
s
TSR0 28 1001
uoNERILIS V] 1040

SpIA T¥T 1040 Sumey

A

4157 W oosuadsnsey
1 U HeESnIne )

|

RURHS a0 Wiy
BIA BOHLIRA

JWAZUR BHIN055H)
1193 JO IDBeeamy

N

o,

&4
¥4

S| fusn
10 1040 189AdRY

K\,

<

psesiag
B e-g7 sAe(]
PN 1040




WO 2022/192605 PCT/US2022/019847
2/17

Lreect
improve
process

GPOR
process

3
*

Do, A, A £GF, FoF

_

) i
* )

G ARS8 £
o

NBs ~ Neurobodies - Aggregates post neuroectoderm direct differentiation
£8s - Embryoid Bodies - Aggregates from hESCs without pre aggregates direction

FIG. 2



WO 2022/192605 PCT/US2022/019847
3/17

OPC

tor

B3

progent

FIG. 3

MNeurpectoderm




PCT/US2022/019847

4/17

¥ 'Ol

(212138] UG PISEY B34 33ELN% BUPaas) IUBWRINSRaUL 21B138]
Bssosse ABojnydion

UDISS3LAXD SIWLIBUE ~ YdD
LOISSI0RS SHEDITUE ~ D
UBURINSEIWE 9381087
siayausesed Sudessey
uBlussesse Afonydion

UOISEBILNS SIIRW ~ Yogb
UOISSaMNG Shamtieus Aduayodiunid ~ WD v
5593040 UOIBHUSIDHP FUBIRS 107 UOIIEDIPUL - JUSWBINSRW 93108 me
uBussosse Afopydion

WO 2022/192605

52dl
vt e ) i
T LBOISUBEXS gopsdia BOISUBANS s
upisuptxs pog Bbming o i e Bupayod HOSUOYND
340 vonpisess [ Juoiimiauab siopuslosd SdOpuafrId P PO ey
- e QTARGL S ag0-3ig  JRTAR( RLENY ~QiNB £ #eg ’ ool
S/ 24
Zp-6¢ sADQ SE-87 sAvg gz-1Z shog [2-y shog ti-¢ shog £0540g g-{¢1-}shng
R T ;
H |
i 8338 188835



PCT/US2022/019847
5/17

WO 2022/192605

S 'Ol

oo

2b-SE S40( $E-gZ Avg §Z-1Z sAog [Z-y1 shog

DM T
X Raam | WFAA \\\ Raam 1
uosundse - . - \ NG T DB T
- " : w1 uDSUpDX3 | UDISUDUNB \ uoseuods ., - -
| dopspodXs | e pug s g LT ORI b Bupsaypod OIS UBAD
i . I fucinisual sivyusbont \ SIOPBAPOIT  jilii N
d O i \ Y larred sagpeig |12Rea . \ g Lheg] WHAPOIRVOINAN | L. s
SO 24 \
\

yI-£ 5A0Q £-pshag -0 {rr-}shog

¥l Aep g0 014N — || 9BE3IS jogess



WO 2022/192605 PCT/US2022/019847
6/17

Nllmnnunn

N \ \ X A \ ‘\\_\\\\\ \\\\\
\\\ R ) \ ‘\\ \\\\ \
[

\

\\\X\\ . N \g \\\ \\\ \
. F

FIG. 6



WO 2022/192605 PCT/US2022/019847
717

N
N

N

N

N

N

N

N
N N

3
D

N

X

FIG. 7



PCT/US2022/019847

WO 2022/192605

8/17

X 20

x10

&
\

g

\

\
\

%
.
_

FIG. 8



WO 2022/192605 PCT/US2022/019847
9/17

FIG.9



WO 2022/192605 PCT/US2022/019847
10/17

Ciri - System #1 - GPM/E System #2 - 100% N2.1

FIG. 10



PCT/US2022/019847

WO 2022/192605

11/17

BRI,

1T 'Ol

L

Bugints
21edes88y
FEREG

UOISUBURD SI0IBOIE-0IIN
BE-YT S40G

OO St 4

Noam [

fATh i,

.

R ] KeA T

A

WA | wa ........... /B GL s b @.w ......
fRue /B 00} £ fusifbe gt gy
Bupfesseg 5 BusBesseg g4

B j TEREg B BEReG
R 4 o T

:e..aaanum M%.E . \Mw““wvax # s QOSUOOXS / UBp U8 53021

Zr5E sAog 2d0/24 0E-§T 540G 212 Aoy
TR S Hoain 1 SHDEM T
s T75H1 TE5M
;;;;;;;; ﬁ MM o ARG Y {r Tl o Lanny

I
&
y

{yus fla sy 46

Ui

s i} 3 [

BuiBessey 54
BTAER

e

T2 SAuE

HyBessey 51

ez

sOISURAXS SIOYPUSR0IS-0INAN

e 1} DO TIRTIGE | i BERLR
T gk
-3 SABCE 4 SABET

G AR

ROSYBOXS $353Y
gz} sheg

GG

Bupayind wuapoRRINes
SO SAUG



WO 2022/192605

_ER-ICBRD-02 day 42

ER-ICBRD-02 day 35

PCT/US2022/019847
12/17

\\x\ N §\\ —
D N X TR \\ Q\
T

X R

FIG. 12



PCT/US2022/019847

WO 2022/192605

13/17

€T 'Ol

Y9 ]

:.\&\\\\\WWW@»\%»\ ....... m mw ........ »«&\M@.w ?N« .l.v.M 4«?\& \.v\.\.&\.w\.‘%\\\m\.ww\.\.\\\\\\
5L Supiessed 51 Hudessed Si
g ~ ww wTE
papuid Joui4
g@u&m &% :Qﬁusa puw gaﬁm_tu uopsudns / wopmIRuaB 5, 1d0r2id
2458 sAog S240/34d ‘VE-87 A ) 4 m..,wm shug ’

Jasm T o T NESMT SYIIM T

ol §gs s

EERBETE

fussesw

Buged s Budessey 53 Ruftessed 53
aiedoidly el ARG g m&u& md&ca
TR % Y i
uppsupiya siojuaBosd-ofay vopsupdxs s1opusboid-0may mx:wug Ebmcwmegz uoKUDHN? @ﬁc
0741 480 £1-¢ Shogy g5 5heg G-¢t-sAog

31 Le@ 9DI



WO 2022/192605 PCT/US2022/019847
14/17

RDIG.I grRA
W SRR 9%

T3 A

FIG. 14



WO 2022/192605 PCT/US2022/019847
15/17

X
" X
Hnnn ;i \\\
R N N
\\\:\\\\\\Q\\\ X

N

N

N '\1‘;\\\\\\' X\
g
N

Nk
R N X \\\\\
R
N N N

NHine
X \\\ \\\\\\\\\\
N \\\ \ N \\\}g

X

N
N

N
N
NN

N
N

i\\\\ X \&'\‘ \ N \\
N MR
§§.\§:\\\\\\\ .
DI T

{CB10.1 grp.B day 335
SRR ¥ s X

\\ s‘zi\\\\g\\\‘\i\\\ \\\\\}
I H NN

=
Nl

2.B

R R NN
T

T T Gt vt
T T "t




WO 2022/192605 PCT/US2022/019847
16/17

day 43

KON g 3
T TN NHTTHnn it
Nk \Q{;&\ \‘\ e
nnnnrsn NI
Nk
X N

.
.

RN R X \\\\\\\
N nHitnit \\
\\\\\ X \\\Q T Nk
R \\\\\\\ \\\ N
R Y

\\ 2

A SREEENAN

RN

B

.
%@&\%@Qﬁ§ \\ -
AR RS

FIG. 15, continued
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