WO 2020/047099 PCT/US2019/048574

1/43

Fold increase over IgG

concentration DLL1

FIG. 1



WO 2020/047099

2/43

T Lo W—
.

cD8
£ 1gG

-
................................. o
: @&
g wlle 38
L
(] e
= : D
§ o
&
Y ¥
o Je
L
i
q—
(]
&
;|
<
™~

{(aareu p 03) uoissaidxa aAneOY

3 DLL1
FIG. 2A

V4 TC

Bl pre

PCT/US2019/048574



WO 2020/047099 PCT/US2019/048574

3/43

ai I
Te ]
- |2
a o)
3 m PR
e
.
iz =
N\ S " ~
g 1 @2 3\
O n..o -
o T , <
g : - B QO Py
i S
H e
3 o
& 5
B
N ©
=
3

pre
Ch4

(aaieu ¢ 03) uoissaidxa aaneeYy



PCT/US2019/048574

VE "IId

4/43

WO 2020/047099

o6 1 T E] 21 ad Bl
8o $a5
i Aep g Aep ¢ Aep pAep aud 1) Aep g Aep < Aep | hep  oad
) Rl
$a0

.z
-Z

© 0w

{sajeu p 03) uoissaidxa aagejay



WO 2020/047099 PCT/US2019/048574

5/43

day 11

day 5

cD8
day 3
1 igG

.

day 1
DLL1

Y

- Q
3 - 58 )
° T He o &
2 F ey
-l >
iH
& ©
S g
<3
g - M
g
‘v-
-
3
o
o g_s
$ T »

(saleu ¢ 0)) uoissasdxs aanejay



WO 2020/047099 PCT/US2019/048574

6/43

day 11

5

Y 2
a e S
Q 0
,,,,,, L]
= 0
3
0
- )
5 4
27 i
S
l =
o
[=%
=¥
3 .
w2

(saeu ¢ 03) uoissaidxa aaneeYy



WO 2020/047099

cD8

Ch4

PCT/US2019/048574

7/43

£ oG

DLLA

5

FIG. 3D

U/

Bl pre

(oAU ¢ 03) uocissaidxa saneiey



PCT/US2019/048574

WO 2020/047099

8/43

548253 RO 20581358

1071

FeessBr gt

22 AN

286

B1G

Visvdd «——

kTR FWNN)

188

SINRE  FEWS TVEY J

LH

b 4
i A
2ol ey i

(0}, 1) 7/ € jo [ —

s B adbxedk.....s....c,

BrorBis..s To oo BB 0R . t TYTS TOR9N :i&.ﬂgﬂiuuh:: Besckos.
£ S S 050 g¢1
&
A
P70 G467 L10 66, SIv

rasdl

v "IId

OHsPd)

e

1€9Qd




WO 2020/047099 PCT/US2019/048574

9/43

T/ Tsem

5

U
i
=
=
W
o
-

2.5 0.6 IgG1 TC
DLL1
FIG. 5A

10

80~

[ |
o Q
@©

20=
0

+(19 jo abejuaniad



PCT/US2019/048574

WO 2020/047099

qas ‘Ild
111a

21 196]

ﬁnum.._..\z.._.
?NOF .
uwm.mr\_em.h §

10/43

+8(1D jo abejusaviagd

j-os

=001



WO 2020/047099 PCT/US2019/048574

11/43

B
o
o %,
2 | - )
— o 8
< | S 5, O
— o B
e o,

+$d9 Jo abejusalad



WO 2020/047099 PCT/US2019/048574

12/43

Yorareords T E M l] TE F F

W Tem
Bl T,/ Tsom

““\\\\\\\\\\\\\\\\\\\\\\\\\ 455

_ &,
— :°
m\\\\\\\\\\\\\\\\ s

_— 2
- 2

[ o,
\\\\\\\\ o

eo “ < 13}

NOTCH2

FIG. 5D

NOTCH1

DLL1

100+

+99 jo abejuasiad



13/43

DLL4

N

|

1009

<
o

Q o
) =t

+8C1) Jo abejuasiad

o
o™

L=

0.5

2.5

L=
1

\ Tem
FIG. 5E

)
L Tem/ Tere



PCT/US2019/048574

WO 2020/047099

9v01 X Sidqunu [jso |80}

DLL1

FIG. 6A

DLL1

day 11

| 4
© b o w
N ko ko

9v0iX Staquunu jjad [ejo}

DLL1

FIG. 6B

DLL1



WO 2020/047099 PCT/US2019/048574

total cell numbers x1046

15/43

BE Days
NN Day ¢

MP2.2 d5 and d11 counts




PCT/US2019/048574

WO 2020/047099

16/43

8180 | ¥vD 196
SlIed L ¥VO IN
S22 L Wv0 DL

81180 | [OHUOD

g

st

sssselponsy

8 OId

uonoaful Jowng 1aye sieq

oy
$ oV $ G

1 3 3 H
a0,
E p 5 } y
L T Y

\\\s\\\\\w\\\\ i \.\\\\\\N& Ay o,
5 gt \\\n\\\W\\\\\w mw 7

\ » \\\§\ ik \\\\\\“\\\\\

. % 7 %
\\\\\\ 2

921S lowing

[1s g woysid]
saueipey Bay



PCT/US2019/048574

WO 2020/047099

17/43

se0 1 WvD 196
slle9 L’V LN
sieo L MvD OL
Sjje0 ] [0QUoD

\\\&\Nw\\\«

iy

V6 "IId

uonosful sowny Jaye skeq

4 p v Y ‘\\\\k\%\.\v\\\\\
L= i
2 s,

¥z
P

poolq ul sii90 1 /8040

) =00

g 0
=90
=30
=30
-4

0t
A

+GP00+493 %

&
-



PCT/US2019/048574

WO 2020/047099

18/43

sliao L ¥vD 196
s|I92 L ¥vO IN
sfe0 | ¥vD OL
SHE0 | JO4u00

e

q6 IId

uonosiul towny sye sieq

L.0°0

7
R

\\v.

-

3
N S 3
‘\\.&\\

Y

\\\%\\\\ f

Wv
sy 0}
w 5
. |
.\\\\\\\ |
; o
\ 5L
zZ
Z
Z
Z
e V\\ m
\\m\\\\ M\\\ &\W | @ 9 N
w w. . s
i ; G g
W : s
W\&.\\\\\«\“\\\ m m e, m

Z Z "y, .

Z
Z
s i
%z
1
0L

pooIq ul sjj8d | 800

N

AR

sajlooydwi] JO +SPAD+8QO+HADT %



PCT/US2019/048574

WO 2020/047099

19/43

$1190 L HvD 190
Sll20 L ¥vD IN
SHO0 L MVYD OL

sj20 |

|

OLU0D

o

J6 “IId

uonoaiul jowmny eye sheq

y ”. \\\\ % 4 Iy
*\ \\\\\\ \\\ \\\\\w\\\ \\ m@ Q
_ V [
m i \\ i .
. \ ‘@ w‘ @

N

\Q\“\\\\\\\“\\ N
P

S

i
.
el
f’ﬁ\é
e

w
\.\\m\\ \\\\\\ e, \\\.\. \\‘N\\ ity M\\ 7 w\ ¢4 \\\\ \\\\\ \\\\\\\\ §
L ST 4
R 2.
\ \\\\\\\ \\x\\.\ \\\\\\\\ \\\\ W \\
\\\\\\ \\\\\\ \ “ “ i
P d N N
\ B !
. \\\\\ T

pooiq ui |82 1 Ao

sajhooydwiA] JO +GHaD+PAD+EADE %



PCT/US2019/048574

WO 2020/047099

20/43

VoI "IId

|JeAIAINS
€9 95 6V ¥ S€ 8CZ LZ ¥ L O
] 1  / | 3 | § £

Si199 L ¥VO LHOLON

SII80 1 MYD LOB] e
S8 L ¥VO LHOLON =~
S|80 | HYD DL we

%

SIj80 L LHOLON [0JUOD e

k3

Sj90 L |OUOD  wepm

[1s/,wo/s/d]
aosueipey Bay

S|[83 L HOLON [04u0)

9ZIs JOUInj



PCT/US2019/048574

WO 2020/047099

21/43

5}j80 1 ¥vD 1O

|80 | ¥VO LN

Sji80 L ¥vO 0L

sjj90 L LHOLON jo5juoD
Bi=0 | 0QUOD

e ed

K

g
%

%‘

S||80 |
w S||90 | |0Jjuo)
w N
7
Z
7 7
7 7
Z Z
7 7
Z
WW
7
%
7
ey W\\\\\\\\\\\\\\\\\\\\\\\m
% ; 7
7 7
~~5[190 1 ¥V IN m
. 7
j 7

q01 “II4

uonosiul Jowny Joye sheq

2000055

JEAIAING

Lz

S||sv L
HOLON [o4u0)

0%

1001

IBAIAINS U943



PCT/US2019/048574

WO 2020/047099

22/43

VIL JOId
s1938.e) pappy

o sty L

8dO 0l —w— 800 0L
QD 96| -~
8dO IN —& 800 96|

800 IN

80O SII®D 1L 61dD-C9GA SA

~0000S

~000001

000051

00002

SIUNOYD [|8D 1 PeZI|eULION



PCT/US2019/048574

WO 2020/047099

23/43

a1l "IId

|

9 1 4
I I

s}os.ie) pappy
ol 8
L |
ea0 Ol —»-
800 Ob| -e-
800 OL
800 IN —&-

8D slied 1 iley sA

~00005

~000001

~-000051

~000002

-00005¢

SJUNOY |89 | pezI|ew.loN



WO 2020/047099

24/43

PCT/US2019/048574

resterprereg

Ty

org
4

lgG

e T
3

HIQY TLGD D VoG

SID LGS eFuncharny

<
©

CD5

6100

ST TLOD T ol dieny

™~
©

000,
o
0
sy
Ry
3
()
g
%)
8 -
N
[ ] L X 8
»n E
e L
o 2 8 .
Sy e
S 2 s
=% -
o L e
W F-
e < i
St o o
E @ N
e T — grerrerggreyomy

FIG. 11C



WO 2020/047099

9 YTceIIs

4

Teedls
£

had
2 .
%o
N
=
T U YT v FOTTRECTIY
. N o Lol
el & W
2 3 b
B

[ Exi s Flh Be O SRS IO

Teels

Ty

T

SR TLED & e

PEITTURE TSR

nd

pig

3

%

~%

25/43

PCT/US2019/048574

¥
g

R

L
‘ev.

b

L

7

©w

ey

>y N
2 °
R =

o
w

¥

T eelx
F31]

(CONT.)

FIG. 11C

Ty

. RARRIARL: |
3

AT gty




PCT/US2019/048574

WO 2020/047099

26/43

Ob|9aG'Z +--v-
LN 99G°Z »--O
061999} -=%
IN999'} -—O-
ob19980
IN98gQ =—O-

OO »==@-

980(Q {190 1 ¥VO +¥C

VZL "DId
uolyoafuj 18D L MO 1sod she(
IS (% 2 62 Gl 0

B B B B B ﬂQW.

[4s/,wio/s/d]
aouelpey abelaay



PCT/US2019/048574

WO 2020/047099

27/43

Ob| 939G «v-¥e--
IN9SGT ==-0---

Ob| 9897} + e
IN939') -=O-—
9619980

IN 9980 —O—

HOUOA = e =

8s0( |i120 L ¥VO +¥A0

a1 "JId

uoijoafuj 1199 L ¥VO 1sod sheg

%0

" %01

%02

- %0€

- %0V

- %08

s||o9 1uaiad



PCT/US2019/048574

WO 2020/047099

28/43

sj@D ©b1 9980 ©-
Sl®D LN 9980 @-
slle0 6] 9960 A
SIED LN 99G°0 =k~
slie0 ©6j 9970 £
S8 LN 9820 <l

S|S0 YOOI =i

VEL "IId

uonooful jjo2 | 1oye sheq

001

[EAIAINS JURDIRd



PCT/US2019/048574

WO 2020/047099

29/43

sjje0 96} 998°0
sli8D LN 998°0
slie0 ©bf 996°0
sl®0 LN 9950
sjjeD 96} 99Z°0
sl@0 LN 992°0
S|180 YOO

tehixre0

81 DIA

uonoalul |99 | 19yye sheq

00L

JEAIAINS JU249d



PCT/US2019/048574

WO 2020/047099

30/43

V¥L “IId

uonoalul 183 1 ¥VD 1s0d sAeq

08 09 op 0z 0

E | B * 2 hmcr

e AT TR :

bl 1 A H\\\HIH..H\ 2 Lo
IN 20 =k , =
_ , .ma_‘ .ﬂﬁ
ob| L1a & | B | ¥
INLLO | on 28
YOO -  [B Dm



PCT/US2019/048574

WO 2020/047099

31/43

ar1 ‘HId
uonoaluj [|99 L YV Isod sheq
5 6y 2 S£ 82 Iz ¥l

obl g 96} /0 A

INZQ INZQ =& '\ \M
| - \\T ,
obl LLaobi g & x.% \
IN11Q INLLO - /

r %0

=% 1

" QGN

= %€

SR %



PCT/US2019/048574

WO 2020/047099

32/43

Lp ©b] 8sop ybIy
/P LN @sop ybiH
LLp OB} asop ybiH
LLP LN @sop ybiH
sjj9D YOO

g
=

é

%
4

00}

IVL OId
sAeqg

09

11 96) asop ybiH

Sl[80 %0N

Lp 96} asop ybiH
R ———
|
|
|
i

——~11P LN @sop ybiH4

i
m
m
m

r MR KWWY KWWY Lw%
LP LN @sop ybiy

=001

[EAIAINS JUBD19d



PCT/US2019/048574

WO 2020/047099

33/43

VS 914

o ((0«%@&%%&@%:&%

§§.

:......
g s([@D Yool
§§ Ly, By, W

\\\\ Ay, \\\\\\\\\\\\ \\ \\«w\\\\\ \\\ "

\\\\\\\
Q« won o S\\\\
7

o
IN 800 + IN ¥dD

\\\\\\\

g\\\m\\\\\\m\\\
\\\\\\

\
S

0B} 8a0 + 96} ¥A0
61 §C10 + LN PC1D i 96| 800 + 961 +00 % 4
618ao + IN Eo\/\\@w
LN 800 + 901 a0 0 ﬁ
INSQO + INPAD -~ IN 809 + 961 ¥a0

BN
N
N

Sl@0 HOOWN

sja|buls a3hooydwA] Jo s|199 | ¥V ¥AD %

\\\\ ‘;‘,

0’}

0¢

-0

b

&
™= ™

L~
o |
s)2|buIS Jo +5pAD+PAD+AUOA %



PCT/US2019/048574

WO 2020/047099

34/43

qasi Iid

5y, ;
\\\\\\\\\\\\\\\\\\\\\\\\\\\\ 2 :
P 2 \\\\\\\\\ \\\\\u
%

7
IN 80D + IN¥0D “

N\

%,
%
iy,
Ty,
,

Y

7z
9,7 Z

961800 + IN YA, 7
o8] a0 + 98] $aD -\

S

%

%

i)

061 8aD + LN QD =s i)
IN 800 + 961 +ad
LN 83D + 961 v
LN 8CQD + LN $0D =i
SE0 OO«

961 8a? + 961 ¥ad

sjo|buls 8jhooydwA| jo s|192 | YV 8AD

N I RIS GO I IR

SI[e3 %30

S
o

o

Ll

®

=
N
s3210uUIS JO +5PAD+YAD+OT %



WO 2020/047099 PCT/US2019/048574

35/43

4
o
i

b 43
=

Normalized To Mode
z
]

¥
of
§¥
R
&
&
lgG
&
&
&
&
K3
§

:tluni} TNy
0 10° 10*
Comp-PE-A :: TMRM

FIG. 16A



WO 2020/047099

PCT/US2019/048574

36/43

100 -

Normalization to mode

100 ~

0 10¢ 10°

TMRM mitochondrial stain (AWm)

FIG. 16B



WO 2020/047099 PCT/US2019/048574

37/43

igG
N1

N

Condition

S © poxi-g .

© payouuz 9b|-p
. O poyouugIN-¢
. O pouyduugTIN-Z
T 1© payouua TN~

H t

/

i
L)

IIsn|n 35 ${}190 ¥%

100

388

e £ & 5 )
S o2 2 82 s O
3w EEES B Ty
__S_Lumu.l(“;g '
CzzZDE >
-:—-Nmm k

UMAP 1

Z dYINN



000000000000

..
50
55
E =
= =~
Ll 5 >
- o 2
N 3

&

38/43

/////////////////

\

N




WO 2020/047099

39/43

PCT/US2019/048574

A

T T T
o g =
«© L =3

ChW
b TN / TSCM

+P0 Jo sbejusdioy

U Ten! Teer

NOTCH1

FIG. 184

T T
< (]
©w -f

t

+(1D Jo obejusalag

o]
™

]
e}



0000000000000

/////////////////

\\\N
\\\\\




WO 2020/047099

=
&)
-

Vi Tep! Terr

41/43

PCT/US2019/048574

d11

d7

ds

S =
© =

Ty / Tscm
100
80

+809 jo abejusdiod

NOTCH1

L]
L=
[y}

di1

d7

@ &
® <

100 -
80

+809 jJo abejuaniayg

o
(2]

FIG. 194



000000000000000000000000000000

S
m\\\\\x\\

FIG. 19B

5
i




0000000000000

1gG1

N

. L]
s ]
2 @0

L)
<3
(=
o

i

.

NOTCH1

FIG. 20



