WO 2021/139722

WT PUVEC
/

100000

MFI

FIGURE 1

1/28

80000 +

60000

PCT/CN2021/070659

® WT PUVEC
~ 4-7 PUVEC
s HUVEC




WO 2021/139722

Bdnaniire mytoateeioty

(e} cets S Setive with B}

Eo o om0 o5 0 9N 000 S S N o o o e o

PCT/CN2021/070659

Human Complement Toxicity

*w

® WT PUVEC
S 4-7 PUVEC
« HUVEC

4%

R 3m% -

5

& 2% ¢

]

O e b

12.5% HC

FIGURE 2

2/28

25% HC

50% HC



WO 2021/139722 PCT/CN2021/070659

ADPase Activity Measured by
Hydrolysis of ADP

el
> >
5 5
a (a8
o~
= <

FIGURE 3

3/28



WO 2021/139722 PCT/CN2021/070659

Adding ¥ ml specific chrome

subzirate ﬁe“m‘“& fCa

r

400 wm absarbance yomicropiate veader
o

©00. KK 00N WD K - OO, KKK D00 00O, KA. D00, 0D DX P0G KK GO0 1000, 30O, OO | 000L 000 O0L DOO. X0 DG 100G J0%. 0GOL . 1000 00 900

FIGURE 4

4/28



WO 2021/139722 PCT/CN2021/070659

; 2
3
. b
N *
i B o ks
N 1
: {\"\\‘.{ R0 ARG Aue) ; ) a
‘ : £
: * P B + WT PUVEC
. N -
‘ : E s 4-7 PUVEC
v : = 4%
; : « HUVEC
;
v :
4 % n
. 1
H s H
N T
N b
L. ; Inbukation time with whale human klaad

FIGURE S

5/28



WO 2021/139722 PCT/CN2021/070659

WT PUVECS 4-7PUVECS HUVEC

25-WT-45min-2 : All Events

. 26-4-7-45mini-1 : All Events 28-HUVEC-45min-1 . All Events
- o
=)
45 g
2%
min o
+
=)
EE! ST o |5 %S :
P e [IRI T T T Tt P PR R
CD41 PE-A CD41 PE-A
33-WT-B60min-2 : All Evenls 34-4-7-60min-1 : All Events 36-HUVEC-B0min-1 © All Events
=)
=)
60 3
2%
min .
<
)
5 Ll T T > T T B I’ T u
[URRE R [T (1 [ LRET T T T T UYL [ A [ R i
CD41 PE-A CO41 PE-A CD41 PE-A

FIGURE 6

6/28



WO 2021/139722 PCT/CN2021/070659

Remaining Platelet Number
MFI (CD41+)

| p— ~ _~HUVEC
X vaoous \
D R Rt v AT R—
8 e '
— mmwme oo )
3 50000 \\ 4-7 PUVEC

SO000 ﬁwa

- WT PUVEC

K 20 48 80

Incubation time with whole
human blood (min)

FIGURE 7

7/28



WO 2021/139722 PCT/CN2021/070659

NK-mediated cell toxicity
(Effector: Target cells = 10:1)
*

—~ 60%

&

o

©

O 40% * WT PUVEC
ki s 4-7 PUVEC
) s HUVEC

5 20%

|_

o

2

¥ 0%

Coculture time

FIGURE 8

8/28



WO 2021/139722 PCT/CN2021/070659

Domor srgan Tslet felat fadet Rudease
?'f@i}‘i\i?‘{?‘ﬁ’!ﬁﬁi insHudisg §§3§§$§3§5¥‘§E3H§}ﬁ Lahuse erikerds

= >5,000 IEQ;
» Endotoxin <
SEU/kg;

» Gram stain
negative;

= Viability > 70
%

= Purity: Islet
concentration >
20,000 total
IEQ /mL total
settled tissue
volume;

= Settled tissue
volume < 15.0
mL total

FIGURE 9

9/28




WO 2021/139722 PCT/CN2021/070659

4-7-3 Bama minipig Newbormn 635 1.07 10849.5
TG
4-7 -4 Bama minipig Newborn 675 0.99 11512.6
FIGURE 10

10/28



PCT/CN2021/070659

WO 2021/139722

e WT
A &

260

Ypesepredlpgegedipnsars

0
Himefming

Yprensensensinggrassnsipslidysd;
s i 5

5 Gty
¥ L4 ¥ \\\\.E
B £ & =
bu pyg
gt
ZE 4
-
Kil
2
o
g
bl
@
e
g% &
.-
R E =
g )
rooooee +8
“\\\\\\\uu,\\\!\.\\\\\«d.\\.\t\\\.\ ﬁ
L, [
m\\\\wywwwa&w\\\w\\\%\wi{.\“
jf|-5
g 2 &

-

(o} 3E ARG 6 OREY F8BSIS6N

FIGURE 11

11/28



WO 2021/139722 PCT/CN2021/070659

Human Antibody Human Complement
cad

FIGURE 12

12/28



222222222222222222222222222222

o R
2 |~
= 50 \

Neutrophil

\\ \ \\



WO 2021/139722 PCT/CN2021/070659

IEQ of NICC after Culture

25008+

- \\x\x\\“\\\\\

3 NN
g \\\\\\\\ &
R
R e 5

Day
IEQ after 7 days culture

EGM-2 10700 (63.3%)

10 : 970 SN 80003
§¥ e S FER IR A N
Fl0 JU0 (57.4a%)

FIGURE 14

14/28



WO 2021/139722 PCT/CN2021/070659

NEQ vs F10
15000 -

=#= NEO

5000 -

IEQ after 7 days culture

F10: 2154 (22.53%)

FIGURE 15

15/28



WO 2021/139722

PCT/CN2021/070659

EQofNICE after Cultire JEQ of NICC after Culture:
2 . s
R el B g B TR s EOKEE 6
N e Bt fned) o EBREHAP LT
Cyseond 14900+ S
g g ~ ~ T N
G = RN
100864 R
B0
T T T T T T T T T
3 ¥ 3 & & i 3 2 3 4 § s H
Bey oay

By day 7, the IEQ of each group were:
Group 1 (EGM-~2+1uM MP) 83.5%
Group 2 {F-10) 37 4%

By day 7, the IEQ of each droup wers:
Group 1 {(EGM-2+1uM MP) 83.7%
Group 2 (EGM-2): 58.48%

FIGURE 16

16/28



WO 2021/139722

3 i i
E R i
M 3 i
H R St RN ;
+ W 3
o R
RO R
S Ry
M8
W N N
N N
3 ]
~ N
s R :\‘g
R sy
. " 5% H
aa FTe N 2 WV —
R ¥ b ¥ R0 53 - >
. S ; B "
E3 sk agveuEeK N N
o
s
3
R
=
N
*\
»
&
R
S
Qc i
RS
; 3
3 o i
after
2 B

I w

culture

FIGURE 17

17/28

PCT/CN2021/070659

Ssagrsand
Y.':
B

W

Blank
0 -SamP e a
positive control for 7-A4D



PCT/CN2021/070659

WO 2021/139722

4.7 Pig

WT Pig

FIGURE 18

18/28



WO 2021/139722 PCT/CN2021/070659

4
AR
e

BG{mmaol/L) o B ~a diahetic NCG-1
’ ~a dishetic NCG-2
H!gh e et e £ oo e s T K RO i e - 6ia&§ti£ mta*g

1. 8T 15mylgll doselimouse.

2. Islet TX= BODUIEGimouse,

3. High: The masimun measure range of the glucometer Is Snumolil.

4 HLimmoll When BSis more than 11 ol mouse Iscomsidersd diabelic.

FIGURE 19

19/28



WO 2021/139722 PCT/CN2021/070659

BG (mmol/L)
. wpee T Tx (n=6}

35.0 s WF Tx (n=3)
4 s~ Negative control (un=3)

N
‘ﬁ‘\\\o\“\\ m‘\“\\\“\\\\\\\\\\\m\\\\\\\\

R R e fn—u%
S S == Kormal comtrol (=3}
S

S \\\\\\\\\\\\

\\\\\\\\\\\\\“\\\\\\\\\ R

Day

—rrTTTT T T T T T T T T T T T T T T T T
fg—z-l\o 123245678 ¢1011121314151617181920

%k

P

4 Y

X
8 ; ©
[ I =1
NS &N

{2 3 B ¥ B3 3 R ¥ ¥

BT 34 St R N 4P & 5 8 W R A
’i‘:&m\?s

FIGURE 20

20/28



WO 2021/139722 PCT/CN2021/070659

SEE
Qunviclovin, gl tm Ilowhan
KTR 4, BN b UEMUNS
R48, W
CBC FRAT R, N
WBTY foshen  WETT § than weskly “\t*’““?'&‘hf W
. 3 § § aww
FE1 0 ) Wy B 343 {3 33 48 £33 5% 8} $3% i} e
P T o Fo 1
E - £ *
sniodivg STZ Induction bsied provusasment madpe T ¢ WRTY
{41 MW, gd, po Blogny ; wiopay
Bloahem m.
Smmaes for 0, 2,12, 24, 38, 48, 728,
3, 399, thon blwwekly
GHA, Mouhaw
£ 12 R
then biwoakly
FIGURE 21

21/28



WO 2021/139722 PCT/CN2021/070659

Blood glucose of MB-1

&
2

=
i

Hilood ghuzoseimgidl
2 € B
-
I

IE5 Il

250mg/dl

E3

8 oM P pSLSTZNGTY
W pr-SEL VRTET

W 155, 2wl

o

O 1 % 5 0 15 ¥ &0 85 120
TRy

C-peptite of MB-1

&84 % preSTINGTTY
@@\ﬁw i BRShETZ IVGTT

230 of W 3 g80gimt

@ 8.1 Tgdml

falmiag

Insulin of BB

W post ST RGEY

ol E-FTANNETY

& 2a oo

WY 3 B ¥ ) X B ]
¢ o1 E 8 WO O 8¢ ™
Twenievny

FIGURE 22

22/28



WO 2021/139722 PCT/CN2021/070659

White blcod call count

WBCII0EWL)

Lymphocyte count

NN Y7 %
cw D

Lymphncyiel 10E.)

S
¢t d8

Day

FIGURE 23

23/28



WO 2021/139722 PCT/CN2021/070659

L0 , i Eouly

]

R

R

S
W
B e ¥ o ) roN ; : ! i
eWE e s}.‘;‘ MW AN S SR W HE SRR SN &P @ @R N &8 R aR R e
d wag oy
o DR KR v
CHRAER
.3&-}
!
§
§
- 'zo‘s~§
S §
¥
£ %
§' iy
&
¥ &
& Sy N

R

I R T - TR LR RNt

oy R

FIGURE 24

24/28



WO 2021/139722 PCT/CN2021/070659

Rapamycin concentration

Rapamycin{ng/mb

FIGURE 25

25/28



WO 2021/139722 PCT/CN2021/070659

Anti-Chromogranin A
{dilution:1:100}

MA-T after 12 hrs ™Y HE MA-2 after T months DI HE

FIGURE 26

26/28



WO 2021/139722 PCT/CN2021/070659

P il MHP HEHP CDEL ] 3 dd HHP Berlropam v

Porcle gdusgore + FEIP OGS Msorophegek + BEMP OB~ BNP OO -

FIGURE 27

27/28



PCT/CN2021/070659

WO 2021/139722

- Bioog Glerose

Monkey S-paplidsinmolil}
Porcine eo-pagitialnadiny

e

&
W

iy T

Exogenous muiin

Pavgd

Annsssnnssnnn 5L
cvrssssrrssnneecdon 583
ol

2 2 g

& & g
B} mray
agoond poopy Bupsey

Timei{days}

FIGURE 28

28/28



