WO 2021/146455 PCT/US2021/013478
1/66
Larereinint I
(4
@
O
Inhibitor
/ Universal MMP
/// Leader Cleavable Linker
72K | \4
==} y ff!fff!ffffy
e K Extender
: %“ i A)P///flfflll A
2X Linker

Minimal HMW
« aggregates

No Cleavage
Products

SUBSTITUTE SHEET (RULE 26)




WO 2021/146455 PCT/US2021/013478
2/66

\
Universal MMP
Leader Cleavable Linker
TITTITTTTTTIT W !I//llfll//?/'//
Hu IL-2Rqy pK Extende%/
HIEI' AT é/}//}/f/fff A
2X Linker )

20 ke

: Elimination of
: Cleavage

1: reduced 2: non-reduced 1: reduced 2: non-reduced

Fig. 1B

SUBSTITUTE SHEET (RULE 26)




WO 2021/146455

3/66

Universal MMP
Cleavable Linker

v

PCT/US2021/013478

yIIIIIIIIIIIIIIJ:’I

pK ExtenderZ,

TSI ITIIII SIS /d

kDa
191

97

. @=—— monomer
64

NR: non-reduced
R: reduced

Fig. 1C

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
4/66
Universal MMP
Cleavable Linker
IRIRIRARARARARARRIR RS y{!{f{f{f{f’f{f’
Hu IL-2Ra.| || 7pK Extender7;
SIS R AR AR R AR A AR AR 1Y A A A AT A AT /"

NRR NR R NR R NR R NRR NR R

G dimer

== monomer

NR: non-reduced
R: reduced

Fig. 1D

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

5/66

ve b

w\\\\, sy
i

:..&o.i uojisnd ybuai |in4

,9UDJ01A)-aA11dY,
03 ,aupjoif)-oid,
Jo uorsianuo)

I

dWIN

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

6/66

gz ‘614

M%\\\\ ........ 3_,‘,‘,.,.,.,...;

19pUDIXT Ad

B )
@ bdiAA SN+ UI2ISI N [OUIWIDI-)-IUY
UI31Sa/\ [DUIWIIY-N-IRUY

,9uDnjo1h)-aniidy,

aupjoihs-anpoy O AubloMd-0ld, aupjoI)-01d
<<<<<<<<<< I . #0 UOISIIAUQ, YYYYYYYY
12224200 sod// \\\\\\“\\ fo uol D 22455405540 3/l : :
64 UDPUDIXT e+ A-0YZ-T] ) #4J190UIIXT Nd \>$~_N-.__ : :
[ L 22 \\\\\\\\ dNIN s TTVIVRU IV oo \.\\\\\\\\ % 8
\,

WO 2021/146455

SUBSTITUTE SHEET (RULE 26)




PCT/US2021/013478

WO 2021/146455

7/66

|0J1UOD paleal] Uou (I N

6dANIN -  6dININ +

SIHX9-1IuY

oz b4

4 x> yd-101q
4=mm ;3 n0500)

|0J1UOD paleal]; Uou i N

6dINIIN - 6dININ +

aly-nuy

14"
61

8¢

6€

1S

v9

L6

61

e

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

8/66

az ‘614

6dWINW ou Y8T =D / 6dININW Y8T =Nl /paiealiun =Q

14
6T

8¢
6€
IS
9

L6

T6T
e

Zllw-1jue 1o|q uidlsaM

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455

Western blot anti-IL2

9/66

(§)
S
o
(§)
3
)
hed
(54
3
S
et
w
c
o
o
(§)
3
)
(§)
3
)
(§)
3
)
(§)
S
=)

SUBSTITUTE SHEET (RULE 26)

PCT/US2021/013478

Fig. 2E

untreated / M= 18h mMMP9 / C= 18h no mMMP9

0=



PCT/US2021/013478

WO 2021/146455

10/66

711 | wsoud peyeanun

LLE0 BN O/

LPL0°0 paigaq 5-dAN
eE

wsjoid PRSI e

B-dININ O/ -

paiead g-dilli e

ve 614
{u) siy-¥z e
112 2 Lo Wwo W00
| FTPPIR ISR T PRSI T T TR 11T W oo
-~ 10
-20 ©
=
o
g0
()
-

sjjnsey uonessyijoid Z-11LD

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

11/66

ges ‘614

919800  9¢8l00 | 0504
= AA A

u

2 VO 100 L00°0 10000

mﬁhuwu E T T 1 Yesssz 2 8 3 mnuvm«m-m Lacersd m:h....ma I A, 1 mim
M . — :
-2 0
BN - 0
+6diiN -8

TN - )

-3 0

yoc 6dINIINI -/+ g 3dNJISU0

045 QO

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

12/66

as b4
99000 05013
ainy AU
nu asoq
L0 LO'0 1000 LOOO0
3 1 } G,
——
<t )
o
&
Lot
<
-
-z =
ot

ey

¢ b
€0T0 9€L00°0 319n43sU0)
6dIANIIN - 6dININ + AU 05013
U 3800
L1211 S 1 8 i Ve W00 1000 L0000
H i H 5 H i | i)
'\:‘ \\\\\ ‘:.\:\*nu.....‘
. \,\, ‘\ -
0503 VX9'ET  / 7 >
» S/ o
f » .z &
.\, s ¢ W
!uuuu“wuu“Huﬂnunuﬁ.‘.\:ﬁ,\\\‘ =
27 -¢
HZL AN - .
YZT i+ e y

uzzZ 6dININW -/+ 3 3oN1sUo)

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

13/66

0S23 V X001

3¢ ‘614
qeEeo0 €000 g 10NnJ3suo)
6dININ - 6dINNIN + ANV 0503
INuU 8soq
(1] } 10 100 100°0 L0000
| [ | [ 1 00
=G0
(@)
=01 O
N
e
~S'l S
3
usl 6dININ - = | o'z
Usl 6dNIN + -e—
-G"C

6dININW -/+ g }ON5sUo)

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
14/66

Construct J +/- MMP9 22h

3_

£ 24

[

o

Qo - + MMP9

(]

O 14 - - MMP9
0 1 ] ] ] ] 1
0.0001 0.001 0.01 01 1 10 100

Dose nM
Fig. 3F

Construct K +/- MMP9 22h

3—
£ 2-
c
o
@

a - + MMP9
O 17 = - MMP9
0 ] ] ] T ! ]
0.0001 0.001 0.01 01 1 10 100
Dose nM
Fig. 3G

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
15/66

Construct F +/- MMP9 22h

4,...
-& + MMPO
3 - - MMPO
&
o
&
@ 27
o
QO
1...
B i ] 1} { { i
0.0001 0.001 0.01 0.1 1 10 100
Dose nM
Fig. 3H

Construct L +/- MMP9 22h

3—
n
£ 2-
c
o
b -~ + MMP9
CD) 1- -2+ - MMP9
0 T 1 T T T 1
0.0001 0.001 o0.01 01 1 10 100
Dose nM
Fig. 31

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
16/66

Construct | +/- MMP9 22h

4....
3:...4
£
el
S
@ 2
Q
O
1...
0 ] 1 H § i i
0.0001 0.001 0.01 0.4 1 10 100
Dose nM
Fig. 3J

CTLL-2 assay Construct M +/- MMP2 2h

1.25- ]
- MMP-2 (+)

1.00~-m MMP-2 (-)

© 0.75-
in.\
8 0.50 ~
37X A EC50
.25~

0!00 LR LA R Ak 3
0.0001 0.001 0.1 0.1 1 10

n
MMP-2 (+)  MMP-2 {-)
ECH0 | 0.02032 - 0.7380

Fig. 3K

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
17/66

CTLL-2 assay Construct N +/- MMP2 2h

1.25+-
- MMP-2 (+)

1.00- -= MMP-2 (-)

Q@ 0.75+
[te]

=1
O 0.50+

0.25- 45X A EC50

Q.OQ ™Y 3 Ty TR T Yy
0.0001 0.001 0.01 0.1 1 10

nM
MMP-2 (+} | MMP-2 (-}
ECSK0 | 0.01977 0.8936

Fig. 3L

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
18/66

kDa
191
97

64

Fig. 3M

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455

19/66

Construct O

PCT/US2021/013478

1.0~
0.8~

2 0.6+

0D

8 0.4-

- MMP2 (+)
0.2+ - MMP2 (-)
0.0

0.001  0.01 0.1 1 10 100
nvl
MMP2 () . MMP2(-)
EC50 | 0.01707 | 0.7609
Fig. 3N

Construct P

0.001 0.1

0.1 1

nM

10 100

MMP2{+)  MMP2{-)

ECS50 | 0.01748

"0.7623

Fig. 30

SUBSTITUTE SHEET (RULE 26)

MMP2



WO 2021/146455 PCT/US2021/013478
20/66

Construct Q

1.0~
0.8+
= 0.6+
m £
8 0.4~
i -~ MMP2 (+)}
0.2~ -# MMP2 (-)
0.0"" LI LK1 B BN L M A E R 21
0.001  0.01 0.1 1 10 100

nM
MMP2(+) . MMP2 {-)
EC50 | 0.01952  0.7566

Fig. 3P

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
21/66

Construct CC +/- MMP

2.5~ 50x
2.0+
E
& 1.5+
™
o 1.0
g &+ MMP 18h
0.5+ P./-/ -# - MMP 18h
0.0 . . , Y T |
0.0001 0.001 0.01 0.1 1 10 100
Dose nM
Fig. 3Q
Construct EE +/- MMP
2.5-
178x
2.0
E /1/’
& 1.5-
S
o 1‘0“ . el 2 MMP '38"1
o -m - MMP 18h
0.5
00 1 I ¥ } 1 H
0.0001 6.001 0.01 0.1 1 10 100
Dose nM
Fig. 3R

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
22/66

Construct AA +/- MMP

. 41x
2.0 ' .
&
d 1.5"’
@ - + MMP 18h
g 1.0+ = - MMP 18h
0.5 - TO
0.0 1 H I T i
0.0001 0.001 0.01 0.1 1 10
Dose nM
Fig. 3S
Construct GG +/- MMP
2.5
20X
2.0
g gy
5 1.5
© ‘o -~ + MMP 18h
g = - MMP 18h
0‘-5"‘ '//
0.0 Y 1 1 I ] |
0.0001 0.001 0.01 0.1 1 10 100
Dose nM
Fig. 3T

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
23/66

Construct Il +/- MMP

2.5+
54x
2.0~
£ /;"‘i -
E 1.5+ }/‘/
@ -#-  + MMP 18h
1.0
8 - - MMP 18h
0.5~
[
0.9 1 T 1 H H ¥
0.0001 0.001 0.01 0. 1 19 100
Dase nM
Fig. 3U

Construct Y +/- MMP9 22h

OD 630nm
+
=
<
T
(o]

Dose nM

Fig. 3V

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
24/66

Construct AAA +/- MMP

2.5 27X
2.0-
£
S 1.5
™
[Je]
8 1.0 -~ + MMP 18h
= - MMP 18h
0.5-
00 1 1 1 1 1
0.0001 0.001 0.01 0.1 1 10
Dose nM
Fig. 3W
Construct DDD +/- MMP
37 19x
€ 24
[
o
™
0
a
O 1-
-e- + MMP 18h
= - MMP 18h
0 1 1 1 1 1
0.0001 0.001 0.01 0.1 1 10
Dose nM
Fig. 3X

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
25/66

Construct EEE +/- MMP

2.0
22X

1.5
£
[
a
3 1.0
8 -~ + MMP 18h

0.5 -+ - MMP 18h

0.0 1 1 1 1 1

0.0001 0.001 0.01 0.1 1 10
Dose nM
Fig. 3y

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

26/66

P s e
L a0 %
T IOHUOT B
LRI e

48

1

SINOH
b2 % YA

v ‘b4

Aaeis wnissg

by

0003

0054

(Apoqiiup uoi12313p

byz1w /Apoqiiup ainydod z7jw)
VSI73 YaImpups an130313uonb

Aq abpbnpa)d J10f )23y

yz/s Y8y ‘yrz Y8 ‘yr o
35/n023Wi |
D /L€ uonpgnouj

o

P3123J]0 WINIas

Z=ujojiuo)y -
adAy plim

-~

g 1on415u0)
ul ayids

Z=u asnow
) bulpag-Jowny P
Dgns 8N

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

27/66

¢ b4

120 (31/7)zA
(ounnul) ys3 aAnemueny sishjeuy ajdwes 10 (3/uw/Aw) D
02T 96 ‘2L QY Y2 2T ¥ ‘TS0 ‘CO (y) swurodawiy ¥2/40921 (Jw/ay.8u) =0o3ny
(1usjeAInba 77) 8%/8wg Q) 3% /3w € asoqg L0¥9TTT (Jw/ay.8u) ¥o3NY
UIdA |Ie] snjoq 3|3uIS ‘Al uoljelisiuiwpe/ a1noy 0 (4y) xewy
9/19.5) ules1s G6'LT (y)um
uSisop Apnis si91wesed ) d wnJas UedN
{4y} suy
3721 37 3414 {8 4 5% 14 ]

&1 -

=)

\” 2

o )

. pos

4

%\ \mu\w~ m

e W 33531 L

gy, o

et p Wt @

Iy 2

7 oooor <

- pnoonot

BAIND UOHEUSIU0T -BUIL UEBIA

(1urodawn Jad €=U) 3UIIY JAAO SUOIIEIIUSIUOD WINJIS g JNISUOD

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

28/66

v9 ‘614

2R NMED
V 10NASU0D 29 &~
BOWBA LD e

_ |
v 10n43su0)

%

1013U0) 321YIA

_

gy

i \\\\:

- 8001

~ G008

- G00%

~000%

- 3005

\. 5z 1z T L c L
% £ b m *v m |
444 v U <¢t§u=8 Jo X w,w\“«

uon3fuj [piowinniuj

WIS Wim (cunujezis Jown ueap

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

29/66

paafay uaaq spy jowny

g9 ‘614

v 19N11SUG)

AR R L BATIE
V 10NJsSU0D 29 -~
TSN LSS ol

St y o v L Lo
% . Y/ 4 [ I/ 4 § :
yupif Yyana uj 8EIN wow * * * * % # #c‘“:“mcw

abuajpy)-ay

Jo uoidafuy jpsownmpaiuy

-~ 0004

- 8002

~ 000E

-~ 000Y

-~ 000%

WIS unm {guwlezis towny uesy

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

30/66

v/, ‘b4

WO 2021/146455

sheq Apmis
oy 0t 0t 07 0
B - S S-S P — =0 0
- 008 &
- 0007 2
- 0057 &
- 0007 &
skep g Jo} QgD ‘Al - 0052 3
‘BY/BW QL ‘g IoNASU0D - Z dNOID) wigm - 00t E)
- 005€ 3
skep 1.2 - 000F T
10} @O ‘Al ‘9dIysA — | dnol) =
W3S + SWNJOA 10Wnj UESA 8EDN
) 8¢ i vl L 20 or-
) ’ w ¥ L S | 4 T4 [ ) [\ " 8e2W 131Uf
g 1on43sU0) 123fuf

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

31/66

0¢

ST

sheg Apnis
0T

GEC emm—
FAS o
CEC
BT E =i
9T E ==
TTE el
L€ ==
VOE =t

mng

g/ ‘614

o o o
S & 3
o n o
—

(3) 3o Apog

o
Q
0
—

¥ 0007

00°S¢

0¢

qT

sAeq Apmis
o]

O € e
Tee—i—
ECE=Om=
8TE =M=
9T E ==
(TE =N
oTE={=
T0E =—0—

3PIYaA - Y313 Apog aanjosqy

woolbe PN

e
\\\\.&.\\ & Q

o
Q
o

T
o
Q
un

- 00°9T

o
o
S
(8) 3yS1am Apog

00°0¢

- 00°S¢

oT-

2

-

L)

4

g 1on43su0) 123[uj

¥ 8eoW waluy

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
32/66

Vehicle Construct B

CD3

CD25

CD8

Ry
RO

RN

CD4
Foxp3

F A
VRN

ERIRE
[

%

CD4

(] Venhicle, IV, Q3D for 21 days
gy Construct B, 10 mg/kg, 1V,
Q3D for 21 days

CD25'TIL D Treg

HEG positive cells in total cells{%)

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

33/66

sinoy py| Sinoy ggL Sinoy gg Sinoy gz Sinoy gy SInoy pz

6 ‘614

uonoafu] Jaye awi]

anoy |

Z-19IN ‘80 dnoID ==
olLd9lg ‘20 dnoso-}-
zZoued ‘90 dnou) -
2711 ‘50 dnoID ==
8SOIN ‘0 dNOID ==
L1y ‘€0 dnoJO—%p—
9-1IN3 ‘20 dnoi9=-o-
9219 ‘10 dnoin—e-

(swwO}) SI9POIN Jown] JudIdiQg ul SAINARDY dININ

00+300°0

0L+300°¢C

0L+3d00°V

0L+300'9

01L+300°8

L1+300°L

LL+302°L

ALIAILDV dININ

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478

Tumor Volume (mm?3)

Tumor Volume (mm3)

34/66

—O— Vehicle (PBS), i.p., 10ul/g, BIW
—@— Construct B, 20mg/kg, i.v., 5ul/g, Q3d

Mean Tumor Volume CT-26 colorectal cancer model £ SEM

3000
2500
2000
1500
1000
500
0

2500
2000
1500
1000
500
0]

Study Days

Fig. 10A

Mean Tumor Volume EMT-6 breast cancer model = SEM

% %k %k

0 5 10 15 20
Study Days

Fig. 108

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455
35/66
—O— Vehicle (PBS), i.p., 10ul/g, BIW
—@— Construct B, 20mg/kg, i.v., 5ul/g, Q3d
Mean Tumor Volume RM-1 prostate cancer model + SEM

— 3500 A
£
é 3000
o 2500
£
S 2000
°
2 1500
g 1000
=
= 500

0 ]

12
Study Days
Fig. 10C

Mean Tumor Volume B16F10 melanoma model + SEM

3500 -
E 3000
£ 2500
:c_’ 2000
% 1500 %% %
2 1000
(=]
g 500
P 0 .

0 3 6 9 12
Study Days
Fig. 10D

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
36/66

—O— Vehicle (PBS), i.p., 10ul/g, BIW
—@— Construct B, 20mg/kg, i.v., 5ul/g, Q3d

Mean Tumor Volume B16F10 melanoma
model £ SEM

Study Days
Fig. 11A
200+
O
1504 ~—O— :
3 xi3
i ()
et o o
- 100
aneed
<X °
50
g 1

Vehicle Construct B

Fig. 11B

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
37/66

—O— Vehicle (PBS), i.p., 10ul/g, BIW
—@— Construct B, 20mg/kg, i.v., 5ul/g, Q3d

2000~
1800 - o
o
o 18004 Y
= 1400
= gy O el
< 1200- .
1000 -
800 , ,
Vehicle Construct B
Fig. 11C
2500 -
-
5 2000- o
%
£ 1500~
=
>
@ 1000 ~
£ o )
£ s
8 5004 © qeee
O
8 i i

Vehicle Construct B

Fig. 11D

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
38/66

—O— Vehicle (PBS), i.p., 10ul/g, BIW
—@— Construct B, 20mg/kg, i.v., 5ul/g, Q3d

Mean Tumor Volume RM-1
prostate cancer model = SEM

~ 3500 -
E 3000
E 2500
3 2000
>
s 1500
€ 1000
-
500
0 s
12
Study Days
Fig. 12A
40 =
@)
°
38~
—
awned
3
e 30 - o0
- 36 X
wd e
< D i
o0
25 °
0]
°
20

L H
Vehicle Construct B

Fig. 12B

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
39/66

—O=—Vehicle (PBS), i.p., 10ul/g, BIW
—@— Construct B, 20mg/kg, i.v., 5ul/g, Q3d

450 -
400~ ¢
o o)
§ 350~ o0
= .
0 300 O o
< :
250~  © o
o
200 ; ,
Vehicle Construct B
Fig. 12C
2500 -
-
= 2000 - )
&
] 1500 ~
&
¢
@ 1000 ~
£
®
@ 500 -
5 Qo 9°
O . o -
Y H

Vehicle Construct B

Fig. 12D

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
40/66

MMP Activities in Different Tumor Models (100mm?3)

=@==CGroup 01, CT26
«=Q==Group 02, EMT-6
=g Group 03, 4T1
[—i(—Group 04, MC38 ]
emjie=Group 05, LL2
=== Group 06, Pan02
[—D—Group 07, B16F10]
=== Group 08, MBT-2

1.20E+11 1

1.00E+11 A

8.00E+10 +

=
=
© 6.00E+10 -
<
o
=
=

4.00E+10

2.00E+10 -

0.00E+00 . . . : . :

1 hour 24 hours 48 hours 72 hours 96 hours 120 hours144 hours
Time after Injection
Fig. 13A
MC38 Mean Tumor Volume  SEM
=O=\Vehicle, IV, Q3D for 21 days

- 4000 -
£ 3500
E 2000 - ~@- Construct B, 10 mg/kg, IV, Q3D
g for 21 days
3
3
3
£
3
}-n

Study Days

Fig. 138

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478

3500
% 3000
£ 2500
§ 2000
$ 1500
% 1000
500

Tusm

41/66

B16F10 Mean Tumor Volume * SEM

=O=Vebhicle (PBS), i.p., 10ul/g BIW

3

3

== Construct B, 20mg/kg, i.v. Q3D

Study Days

Fig. 13C

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

42/66

vrL ‘614

3 D Ped 20 B AP N2

& AV 8 G2 S AT

PRGOS FR SO
*

ol s ok -0
m - 0002

~ 000y

¥

-~ (009

T 1
iy
iy
iy
iy
iy
iy
iy
iy
iy
iy
iy
iy
iy
iy
.“.
%
i

:

- 0008
¢z Wd 38 Buipuig osoueby ulieday

A
i

N

oUs 2o3uanbas
9[qpAb3lD buinabing
dWIN
vd ulredaH
ureday
¢d jdpuadaqg Hd
&d uiedaH
Jul] diNINI UsD EN
Ld/Td

U dWIN U T

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

43/66

gyl b4

> A% > W
0& a& @ @,N, & w
0 &7 & &e W2 ,N,
&& @% aww && @@ P

- (3002

- G00Y

- (008

- 6008
o sA ¢ Hd Buipuig ssoieby uliedoy

Ny

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

44/66

vl b4

AU 8s0(]

000001 00001 0001 00} 0k } 10

Y

e 5 %
bt W7 %, ke

b . o

9 Hd ¥Sg-DD 19NJISU0D 4
VSg-2D 19NnJ15U0) -~
¥S@-A 19N.15U07 -
vSg-9 1nJisuo)y %
¥S°0T 9 Hd DD 19nIIsU0) -

6°0/9 DD 1NJIsuU0) ¥
S19T A 1PnJIsuo) &
6ccl g 1onJisuo)y #

INU 0523

wuges ao

aouanbas
Sunadie]
+ Ul dININ

g nJjsuo)

aouanbas
Sunadie]

9D 19N4I5U0D)

+ Ul dWIN

SENT
dAIN

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

45/66

S LHd g zHd gHd

Fuipuig epndag suepy

o0

1RV AT4
ooy
GO0
o'ooe
0000T
0002Y
R0V 21
0008t

ougT

N4

aouanbas
apidad bunabing
3|qbAp3I|) WOo3
dWNWN / \ Jowinj
€1d undLduoIql4
3l
||
)ull dNIN

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

46/66

VsS4 — 11 19n43suo)

9Hd - vsg - 33 19n435U0)
VsS4 - 33 1nJ3suo)

VsS4 - d 1onJ43suo)

[ 39NJ3SU0D

9Hd - 33 39n135U0D

33 30NJ435U0D

g 19NJ3sU0)

000001

E R

00001

INU @soQ

0001 001

' Buipuig uposuolqid

I
2
-

|
<
o

|
0
o

wups9-0Sv Ao

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

47/66

4pL b4

S'/Hd STd

S’ /Hd $1d ARl |

0'0oy

0 Z295%%

Suipuig apndad suep]

00
0005
0°000T
0°00ST
00002
00523
000571
0°000¢€
0°00S€
0°000¥
0°00S¥
00005

STd

174%¢

Td

MuIT dNIN

| ua8e|j0)

Al udsejjo)

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

48/66

oy ‘b4

punogq asoJede |0J1U0d =y
punoq uagde||0d =)
jueleuladns 97 :S

ndul %z ;|

12NJ11SU0) |v.

V) S IVO"™WS |y S

119NAsuU0) DD PNJISUO) g IINJISU0)

Zllw-13ue 10|q uid1sa\

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
49/66

sec/cm?3/sr
puW/cm?

Min = 3.10e8

=104e9

Color Scale

Max

deiant Efficiency

84hr 96hr

12hr 24hr 36hr 48hr 60hr 72hr
Fig. 15A

6hr

|oJ3uo) 059AQ 0S9Ad
-HHoH PNIISU0) -dd PNJISU0)
i N o

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

50/66

gel b4

(y) swnL

9 ¥8 ¢ 09 8 9¢ ¥VvZ <l
| 1 ] ] L l l I

0

059AQ-aq nJisuo) -m-
059AQ-990 19NJI1SU0D) -

ds -/+ 92uadasaion|4 SIAI Uea\

—01 0L xC

=01 0L x¥

—01 0L %9

—01 01 %8

[zwo/md] / [s/d] Aousioy3 yueipey ejol

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478

51/66
-,
Q
&
3
l-@ee
<
M Ir ------------------------------ = ?Qr
k] Q’c:;& Q
= 2 ~
f o X
ﬁ 3 ﬁ’o' )Q) .9
& %9 %0 L
& % e
W o ! Y Y ] @
A + 9 o & 2 =Y ,
c O ST %,
°cws 9 >
= =2
@ 2 ayush) B sod Bu
—=
S
<t O
— O
55
0O «~
S
Q
&
=3 ;
= — - e,
&~ Q’o
o 2,
! Vo
$on -2 S, &)
% %y 2 s
& 5 : @ 5 o 2 A
Sg &8 & =8 s, S
9y w

djesA) Bu sad By

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455

Day 21 collection

Day 14 collection

24h post final dose

24h post final dose

Construct in Tumor

IL2 levels in Tumor

52/66

T T T
o o [=]
o (-] ©
=
a)esA| bw Jad Bu
) 1 ] é
=3 2 8 7
N - -

ajesA] bw aad Bu

SUBSTITUTE SHEET (RULE 26)

PCT/US2021/013478



WO 2021/146455 PCT/US2021/013478
53/66

|
5 ——EE %,
: - 3
= %2, s, s
.E '"% 02:3 v}‘p .
S 03., ’b,) 9 (T
] ) 1 ) 1 2, Y%
) o o o o o o Vo P+ ]

c o S © © < I 1:9'} aﬁb

O © A %v;» ()

T %

@ 2 ajesA| bw sad Bu D

—=

S 4

— O

N O

B =

O «~N
| -
O
e
-1
|_
=
o
O
S
o ®
[75]
S -
e 4, ¥, 2
DL e % T

'
= e,
%.

ajesA| bw Jad Bu

SUBSTITUTE SHEET (RULE 26)



WO 2021/146455 PCT/US2021/013478
54/66

— =
N 5 —— e,
o X0 n %

c e 4, 02,
D . — c (24 //

D c %
© O 4 N'*&*’“ 2, ]
v T o 9 %%, P
D < > H%,% %, 0 ™
v 3 s D%, % D
= &+ = - g, Y, %, N, =
O m© C 1 T 1 s D 25,0
O ~ O o o o o o *3? s, 9
E < O 8 S 8 S %
S5 N =] ] =] 0 o
el N - -
()]
n qw/bu

v -

v -}
53 o
Y T
- — v I' %0,
O © c %
L c oz 2,
Ke) 4= o ‘J.q, v
o5 3 Yo, % -
< O + Qb& %, >
o c T T T T 1 @ i
55 S8 8 8 8 °

Y
o Y 8 8 8 8 %
N -~ -~ o)
w/Bu

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

55/66

YSL ‘B4

—009

1 0001

—-00S1

WIiNJas Ul 19NJ1SU0)

asop |euly 3sod Aep 8 — gz0ogl u01309||0d TZ AeQ
9sop |euly 3sod Y 96 - 700G L UOI1399]|0d £LT Aeq

quw/bu

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

56/66

33 /3wQz A 1NIISU0) - 0 dnoin—m-
B5/8woz g 1nasuo) - 2o dnoin—e-

v9L b4

83/8woz 22 19NIISU0) - G0 dnoD -
/8wy g 1n43suo) - €0 dnoin-1-
3I1Y3aA - S9d - T0 dnoiH-o-

sheg Apnis

I9POIA 0T49T4
IN3S F SWN|OA Jowin] Ue3A|

00¢
0ot
009
008
000T
00¢T
o0ovT
0091
0081

000¢

wiw) dwnjop Jowng

(e

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

WO 2021/146455

57/66

g9, b4

1 39nJ3sU0) - G0 dnouH 2
9D PNJISUO) - 70 dnouH - 33 19n13sU07 - €0 dnouo {1~
g 1on4suo) - ¢o dnouo-@-  3PIY3A - Sgd - T0 dnoun-o-

sheq Apnis
0z ST 0T S 0

[9POINI 0T 4919
IN3S T SWN|OA Jown] UedA|

000T

000¢

000¢€

000t

000§

0009

000L

0008

0006

(sww) sawnjop Jowng

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/013478

58/66

g/ b4 vz ‘Bid4
@N%& &
5 5@
2 5
e ,@% &w@&
@ww: A.Wx %
S &3
ko &
4 4® Bt
. S S
o ,wmv% ,%uw %<
W b 3
Rl % g
5 \.\ -~ m 5
% Z 2
_ 2 3
-~ (334 53 i w3
e B .
2 g
& =y
~ 353 4
.t 1"

AOUUTIE 1 APl

SUBSTITUTE SHEET (RULE 26)

WO 2021/146455

JOUN U SIBABE AN

asop |eul} isod ypg
uoi199||02 TZ Aeqg

asop |eul} 1sod Aep g — A 19NJ1SUOD UOIIDR||0d T AeQ
2s0p |euly 3s0d Y 96 - g 19nJISU0D /3|D1YaA UOI129]|0d /T AeQ



WO 2021/146455

59/66

Short pK for cytokine post activation

PCT/US2021/013478

Cytokine Protease Cleavable Linker Inhibitor pK Extender
N 4 ~ e
CYTOKINE PRO-LNK INHIBITOR PK EXT
CYTOKINE| LNK |PRO-LNK INHIBITOR PK EXT
CYTOKINE PRO-LNK| LNK [INHIBITOR PK EXT
CYTOKINE| LNK |PRO-LNK| LNK |INHIBITOR PK EXT
CYTOKINE | RET LNK| PRO-LNK INHIBITOR PK EXT
CYTOKINE |RET LNK|PRO-LNK| LNK [INHIBITOR PK EXT
CYTOKINE PRO-LNK|RET LNK|INHIBITOR PK EXT
CYTOKINE| LNK |PRO-LNK|RET LNK|INHIBITOR PK EXT
CYTOKINE | RET LNK|PRO-LNK |RET LNK [INHIBITOR PK EXT
RET LNK|CYTOKINE PRO-LNK INHIBITOR PK EXT
RET LNK|CYTOKINE| LNK [PRO-LNK INHIBITOR PK EXT
RET LNK|CYTOKINE PRO-LNK| LNK |INHIBITOR PK EXT
RET LNK|CYTOKINE| LNK [PRO-LNK| LNK [INHIBITOR PK EXT
RET LNK|CYTOKINE |RET LNK | PRO-LNK INHIBITOR PK EXT
RET LNK|CYTOKINE|RET LNK|{PRO-LNK| LNK [INHIBITOR PK EXT
RET LNK|CYTOKINE PRO-LNK|RET LNK[INHIBITOR PK EXT
RET LNK|CYTOKINE| LNK [PRO-LNK|RET LNK|INHIBITOR PK EXT
RET LNK|CYTOKINE |RET LNK|PRO-LNK|RET LNK|INHIBITOR PK EXT
CYTOKINE PRO-LNK INHIBITOR| RET LNK | PK EXT
CYTOKINE| LNK |PRO-LNK INHIBITOR| RET LNK | PK EXT
CYTOKINE PRO-LNK| LNK [INHIBITOR| RET LNK | PK EXT
CYTOKINE| LNK |PRO-LNK| LNK |INHIBITOR| RETLNK | PK EXT
CYTOKINE | RET LNK| PRO-LNK INHIBITOR| RET LNK | PK EXT
CYTOKINE | RET LNK|PRO-LNK| LNK [INHIBITOR| RET LNK | PK EXT
CYTOKINE PRO-LNK|RET LNK|INHIBITOR| RET LNK | PK EXT
CYTOKINE| LNK |PRO-LNK|RET LNK|INHIBITOR| RET LNK | PK EXT
CYTOKINE | RET LNK|PRO-LNK|RET LNK|INHIBITOR| RET LNK | PK EXT
CYTOKINE PRO-LNK INHIBITOR PK EXT | RET LNK
CYTOKINE| LNK |PRO-LNK INHIBITOR PK EXT | RET LNK
CYTOKINE PRO-LNK| LNK |INHIBITOR PK EXT | RET LNK
CYTOKINE| LNK |PRO-LNK| LNK [INHIBITOR PK EXT | RET LNK
CYTOKINE | RET LNK| PRO-LNK INHIBITOR PK EXT | RET LNK
CYTOKINE | RET LNK|PRO-LNK| LNK |[INHIBITOR PK EXT | RET LNK
CYTOKINE PRO-LNK|RET LNK|[INHIBITOR PK EXT | RET LNK
CYTOKINE| LNK |PRO-LNK|RET LNK|INHIBITOR PKEXT | RET LNK
CYTOKINE | RET LNK|PRO-LNK|RET LNK |INHIBITOR PK EXT | RET LNK
Fig. 18A
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RET LNK | CYTOKINE PRO-LNK INHIBITOR| RET LNK | PK EXT

RET LNK|CYTOKINE| LNK |PRO-LNK INHIBITOR| RET LNK | PK EXT

RET LNK|CYTOKINE PRO-LNK| LNK |[INHIBITOR| RET LNK | PK EXT

RET LNK|CYTOKINE| LNK |PRO-LNK| LNK |INHIBITOR| RET LNK | PK EXT

RET LNK|CYTOKINE | RET LNK|PRO-LNK INHIBITOR| RET LNK | PK EXT

RET LNK|CYTOKINE | RET LNK|PRO-LNK| LNK |INHIBITOR| RET LNK | PK EXT

RET LNK|CYTOKINE PRO-LNK|RET LNK|INHIBITOR| RET LNK | PK EXT

RET LNK|CYTOKINE| LNK |PRO-LNK|RET LNK|INHIBITOR| RET LNK | PK EXT

RET LNK|CYTOKINE | RET LNK|PRO-LNK|RET LNK|INHIBITOR| RET LNK | PK EXT

RET LNK|CYTOKINE PRO-LNK INHIBITOR PK EXT | RET LNK

RET LNK|CYTOKINE| LNK |PRO-LNK INHIBITOR PK EXT | RET LNK

RET LNK | CYTOKINE PRO-LNK| LNK [INHIBITOR PK EXT | RET LNK

RET LNK|CYTOKINE| LNK |PRO-LNK| LNK |INHIBITOR PK EXT | RET LNK

RET LNK|CYTOKINE | RET LNK| PRO-LNK INHIBITOR PK EXT | RET LNK

RET LNK|CYTOKINE |RET LNK|PRO-LNK| LNK |INHIBITOR PK EXT | RET LNK

RET LNK|CYTOKINE PRO-LNK|RET LNK|INHIBITOR PK EXT | RET LNK

RET LNK|CYTOKINE| LNK |PRO-LNK|RET LNK|INHIBITOR PK EXT | RET LNK

RET LNK|CYTOKINE | RET LNK|PRO-LNK|RET LNK|INHIBITOR PKEXT | RET LNK
CYTOKINE PRO-LNK INHIBITOR| RET LNK | PKEXT | RET LNK
CYTOKINE| LNK |PRO-LNK INHIBITOR| RET LNK | PKEXT | RET LNK
CYTOKINE PRO-LNK| LNK |[INHIBITOR| RET LNK | PKEXT | RET LNK
CYTOKINE| LNK |PRO-LNK| LNK |INHIBITOR| RETLNK | PK EXT | RET LNK
CYTOKINE | RET LNK|PRO-LNK INHIBITOR| RET LNK | PKEXT | RET LNK
CYTOKINE |RET LNK|PRO-LNK| LNK |INHIBITOR| RET LNK | PK EXT | RET LNK
CYTOKINE PRO-LNK|RET LNK|INHIBITOR| RET LNK | PK EXT | RET LNK
CYTOKINE| LNK |PRO-LNK|RET LNK|INHIBITOR| RET LNK | PK EXT | RET LNK
CYTOKINE | RET LNK|PRO-LNK|RET LNK|INHIBITOR | RET LNK | PK EXT | RET LNK

RET LNK|CYTOKINE PRO-LNK INHIBITOR| RET LNK | PK EXT | RET LNK

RET LNK|CYTOKINE| LNK |PRO-LNK INHIBITOR| RET LNK | PK EXT | RET LNK

RET LNK | CYTOKINE PRO-LNK| LNK [INHIBITOR| RET LNK | PKEXT | RET LNK

RET LNK|CYTOKINE| LNK |PRO-LNK| LNK |INHIBITOR| RET LNK | PKEXT | RET LNK

RET LNK|CYTOKINE | RET LNK| PRO-LNK INHIBITOR| RET LNK | PK EXT | RET LNK

RET LNK|CYTOKINE |RET LNK|PRO-LNK| LNK |INHIBITOR| RET LNK | PK EXT | RET LNK

RET LNK|CYTOKINE PRO-LNK|RET LNK|INHIBITOR| RET LNK | PKEXT | RET LNK

RET LNK|CYTOKINE| LNK |PRO-LNK|RET LNK|INHIBITOR| RET LNK | PKEXT | RET LNK

RET LNK|CYTOKINE | RET LNK|PRO-LNK|RET LNK|INHIBITOR | RET LNK | PK EXT | RET LNK

Fig. 18A (cont.)
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Long pK for cytokine post activation
pK Extender Cytokine Protease Cleavable Linker Inhibitor
N\ 4 e
PK EXT CYTOKINE PRO-LNK INHIBITOR
PK EXT CYTOKINE| LNK |PRO-LNK INHIBITOR
PK EXT CYTOKINE PRO-LNK| LNK |INHIBITOR
PK EXT CYTOKINE| LNK |PRO-LNK| LNK |INHIBITOR
PK EXT CYTOKINE | RET LNK |PRO-LNK INHIBITOR
PK EXT CYTOKINE | RET LNK [PRO-LNK| LNK |INHIBITOR
PK EXT CYTOKINE PRO-LNK| RET LNK |INHIBITOR
PK EXT CYTOKINE| LNK |PRO-LNK| RET LNK |INHIBITOR
PK EXT CYTOKINE | RET LNK |PRO-LNK| RET LNK |INHIBITOR
PK EXT|RET LNK | CYTOKINE PRO-LNK INHIBITOR
PK EXT|RET LNK|CYTOKINE| LNK  |[PRO-LNK INHIBITOR
PK EXT|RET LNK | CYTOKINE PRO-LNK| LNK |INHIBITOR
PK EXT|RET LNK|CYTOKINE| LNK |PRO-LNK| LNK |INHIBITOR
PK EXT|RET LNK|CYTOKINE | RET LNK |PRO-LNK INHIBITOR
PK EXT|RET LNK|CYTOKINE| RET LNK |PRO-LNK| LNK |INHIBITOR
PK EXT|RET LNK | CYTOKINE PRO-LNK| RET LNK |INHIBITOR
PK EXT|RET LNK|CYTOKINE| LNK |PRO-LNK| RET LNK |INHIBITOR
PK EXT|RET LNK|CYTOKINE | RET LNK |PRO-LNK| RET LNK |INHIBITOR
PK EXT CYTOKINE PRO-LNK INHIBITOR| RET LNK
PK EXT CYTOKINE| LNK |PRO-LNK INHIBITOR| RET LNK
PK EXT CYTOKINE PRO-LNK| LNK [INHIBITOR| RET LNK
PK EXT CYTOKINE| LNK |PRO-LNK| LNK |INHIBITOR| RET LNK
PK EXT CYTOKINE | RET LNK |PRO-LNK INHIBITOR| RET LNK
PK EXT CYTOKINE | RET LNK |PRO-LNK| LNK |INHIBITOR| RET LNK
PK EXT CYTOKINE PRO-LNK| RET LNK |INHIBITOR| RET LNK
PK EXT CYTOKINE| LNK |PRO-LNK| RET LNK |INHIBITOR| RET LNK
PK EXT CYTOKINE | RET LNK |PRO-LNK| RET LNK |INHIBITOR| RET LNK
RET LNK |PK EXT CYTOKINE PRO-LNK INHIBITOR
RET LNK |PK EXT CYTOKINE| LNK |PRO-LNK INHIBITOR
RET LNK |PK EXT CYTOKINE PRO-LNK| LNK |INHIBITOR
RET LNK |PK EXT CYTOKINE| LNK |PRO-LNK| LNK |INHIBITOR
RET LNK |PK EXT CYTOKINE| RET LNK |PRO-LNK INHIBITOR
RET LNK |PK EXT CYTOKINE| RET LNK |PRO-LNK| LNK |INHIBITOR
RET LNK |PK EXT CYTOKINE PRO-LNK| RET LNK |INHIBITOR
RET LNK |PK EXT CYTOKINE| LNK |PRO-LNK| RET LNK |INHIBITOR
RET LNK |PK EXT CYTOKINE | RET LNK |PRO-LNK| RET LNK |INHIBITOR
Fig. 18B
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PK EXT|RET LNK|CYTOKINE PRO-LNK INHIBITOR| RET LNK
PK EXT|RET LNK|[CYTOKINE LNK PRO-LNK INHIBITOR| RET LNK
PK EXT|RET LNK|CYTOKINE PRO-LNK| LNK INHIBITOR| RET LNK
PK EXT|RET LNK|[CYTOKINE LNK PRO-LNK LNK INHIBITOR| RET LNK
PK EXT|RET LNK|CYTOKINE| RET LNK [PRO-LNK INHIBITOR| RET LNK
PK EXT|RET LNK|CYTOKINE| RET LNK |PRO-LNK LNK INHIBITOR| RET LNK
PK EXT|RET LNK|[CYTOKINE PRO-LNK| RET LNK |INHIBITOR| RET LNK
PK EXT|RET LNK|CYTOKINE LNK PRO-LNK| RET LNK |INHIBITOR| RET LNK
PK EXT|RET LNK|CYTOKINE | RET LNK [PRO-LNK| RET LNK |INHIBITOR| RET LNK

RET LNK | PK EXT | RET LNK|CYTOKINE PRO-LNK INHIBITOR

RET LNK | PK EXT | RET LNK|CYTOKINE LNK PRO-LNK INHIBITOR

RET LNK | PK EXT | RET LNK|CYTOKINE PRO-LNK| LNK INHIBITOR

RET LNK | PK EXT | RET LNK|CYTOKINE LNK PRO-LNK| LNK INHIBITOR

RET LNK | PK EXT | RET LNK|CYTOKINE| RET LNK |PRO-LNK INHIBITOR

RET LNK |PK EXT | RET LNK|CYTOKINE| RET LNK |PRO-LNK| LNK INHIBITOR

RET LNK | PK EXT | RET LNK|CYTOKINE PRO-LNK| RET LNK |INHIBITOR

RET LNK | PK EXT | RET LNK|CYTOKINE LNK PRO-LNK| RET LNK |INHIBITOR

RET LNK | PK EXT | RET LNK|CYTOKINE| RET LNK |PRO-LNK| RET LNK |INHIBITOR

RET LNK | PK EXT CYTOKINE PRO-LNK INHIBITOR| RET LNK

RET LNK | PK EXT CYTOKINE LNK PRO-LNK INHIBITOR| RET LNK

RET LNK | PK EXT CYTOKINE PRO-LNK| LNK INHIBITOR| RET LNK

RET LNK | PK EXT CYTOKINE LNK PRO-LNK LNK INHIBITOR| RET LNK

RET LNK | PK EXT CYTOKINE | RET LNK [PRO-LNK INHIBITOR| RET LNK

RET LNK | PK EXT CYTOKINE | RET LNK |PRO-LNK LNK INHIBITOR| RET LNK

RET LNK | PK EXT CYTOKINE PRO-LNK| RET LNK |INHIBITOR| RET LNK

RET LNK | PK EXT CYTOKINE LNK PRO-LNK| RET LNK |INHIBITOR| RET LNK

RET LNK | PK EXT CYTOKINE | RET LNK [PRO-LNK| RET LNK |INHIBITOR| RET LNK

RET LNK | PK EXT | RET LNK|CYTOKINE PRO-LNK INHIBITOR| RET LNK

RET LNK | PK EXT | RET LNK|CYTOKINE LNK PRO-LNK INHIBITOR| RET LNK

RET LNK | PK EXT | RET LNK|CYTOKINE PRO-LNK| LNK INHIBITOR| RET LNK

RET LNK | PK EXT | RET LNK|CYTOKINE LNK PRO-LNK| LNK INHIBITOR| RET LNK

RET LNK | PK EXT | RET LNK|CYTOKINE| RET LNK |PRO-LNK INHIBITOR| RET LNK

RET LNK | PK EXT | RET LNK|CYTOKINE| RET LNK |PRO-LNK| LNK INHIBITOR| RET LNK

RET LNK | PK EXT | RET LNK|CYTOKINE PRO-LNK| RET LNK |INHIBITOR| RET LNK

RET LNK | PK EXT | RET LNK|CYTOKINE LNK PRO-LNK| RET LNK |INHIBITOR| RET LNK

RET LNK | PK EXT | RET LNK|CYTOKINE| RET LNK |PRO-LNK| RET LNK |INHIBITOR| RET LNK

Fig. 188 (cont.)
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Protease Cleavable
Cytokine Linker pK Extender Inhibitor
~ \ / /
CYTOKINE PRO-LNK | PK EXT INHIBITOR
CYTOKINE LNK PRO-LNK| PK EXT INHIBITOR
CYTOKINE PRO-LNK|PKEXT| LNK |INHIBITOR
CYTOKINE LNK PRO-LNK|PKEXT| LNK |INHIBITOR
CYTOKINE| RETLNK [PRO-LNK|PK EXT INHIBITOR
CYTOKINE| RETLNK ([PRO-LNK|PKEXT| LNK [INHIBITOR
CYTOKINE PRO-LNK| PK EXT |RET LNK|INHIBITOR

CYTOKINE LNK PRO-LNK | PK EXT |RET LNK| INHIBITOR

CYTOKINE| RETLNK [PRO-LNK|PK EXT |RET LNK|INHIBITOR

RET LNK | CYTOKINE PRO-LNK | PK EXT INHIBITOR
RET LNK | CYTOKINE LNK PRO-LNK | PK EXT INHIBITOR
RET LNK | CYTOKINE PRO-LNK|PKEXT| LNK |INHIBITOR
RET LNK | CYTOKINE LNK PRO-LNK|PKEXT| LNK |INHIBITOR
RET LNK |CYTOKINE| RETLNK |[PRO-LNK|PK EXT INHIBITOR
RET LNK |CYTOKINE| RET LNK |PRO-LNK|PKEXT| LNK [INHIBITOR
RET LNK | CYTOKINE PRO-LNK | PK EXT |RET LNK| INHIBITOR

RET LNK | CYTOKINE LNK PRO-LNK | PK EXT | RET LNK| INHIBITOR

RET LNK |CYTOKINE| RET LNK |PRO-LNK|PK EXT |RET LNK|INHIBITOR

CYTOKINE PRO-LNK | PK EXT INHIBITOR| RET LNK
CYTOKINE LNK PRO-LNK | PK EXT INHIBITOR| RET LNK
CYTOKINE PRO-LNK|PK EXT| LNK |INHIBITOR| RET LNK
CYTOKINE LNK PRO-LNK|PKEXT| LNK |INHIBITOR| RET LNK
CYTOKINE| RET LNK |PRO-LNK|PK EXT INHIBITOR| RET LNK
CYTOKINE| RET LNK |PRO-LNK|PKEXT| LNK |INHIBITOR| RET LNK
CYTOKINE PRO-LNK | PK EXT |RET LNK|INHIBITOR| RET LNK

CYTOKINE LNK PRO-LNK | PK EXT |RET LNK|INHIBITOR| RET LNK

CYTOKINE| RET LNK |[PRO-LNK|PKEXT |RET LNK|INHIBITOR| RET LNK

RET LNK | CYTOKINE PRO-LNK | PK EXT INHIBITOR| RET LNK
RET LNK | CYTOKINE LNK PRO-LNK | PK EXT INHIBITOR| RET LNK
RET LNK | CYTOKINE PRO-LNK|PK EXT| LNK |INHIBITOR| RET LNK
RET LNK | CYTOKINE LNK PRO-LNK|PK EXT| LNK |INHIBITOR| RET LNK
RET LNK |CYTOKINE| RETLNK |[PRO-LNK|PK EXT INHIBITOR| RET LNK
RET LNK |CYTOKINE| RET LNK |PRO-LNK|PKEXT| LNK [INHIBITOR| RET LNK
RET LNK | CYTOKINE PRO-LNK | PK EXT |RET LNK|INHIBITOR| RET LNK

RET LNK | CYTOKINE LNK PRO-LNK | PK EXT |RET LNK|INHIBITOR| RET LNK

RET LNK |CYTOKINE| RET LNK |PRO-LNK|PKEXT |RET LNK|INHIBITOR| RET LNK
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Protease Cleavable Inhibitor
Cytokine pK Extender Linker
N I /

CYTOKINE }AEXT PRO-LNK INHIBITOR
CYTOKINE LNK PK EXT| PRO-LNK INHIBITOR
CYTOKINE PK EXT| PRO-LNK| LNK |INHIBITOR
CYTOKINE LNK PK EXT| PRO-LNK| LNK |INHIBITOR
CYTOKINE| RETLNK [PK EXT|PRO-LNK INHIBITOR
CYTOKINE| RETLNK ([PKEXT|PRO-LNK| LNK [INHIBITOR
CYTOKINE PK EXT| PRO-LNK |RET LNK|INHIBITOR

CYTOKINE LNK PK EXT | PRO-LNK | RET LNK| INHIBITOR

CYTOKINE| RETLNK |[PKEXT|PRO-LNK|RET LNK|INHIBITOR

RET LNK | CYTOKINE PK EXT| PRO-LNK INHIBITOR
RET LNK | CYTOKINE LNK PK EXT| PRO-LNK INHIBITOR
RET LNK | CYTOKINE PK EXT| PRO-LNK| LNK [INHIBITOR
RET LNK | CYTOKINE LNK PK EXT| PRO-LNK| LNK [INHIBITOR
RET LNK |CYTOKINE| RET LNK |[PKEXT|PRO-LNK INHIBITOR
RET LNK |CYTOKINE| RET LNK |PKEXT|PRO-LNK| LNK [INHIBITOR
RET LNK | CYTOKINE PK EXT | PRO-LNK | RET LNK[INHIBITOR

RET LNK | CYTOKINE LNK PK EXT| PRO-LNK|RET LNK|INHIBITOR

RET LNK |CYTOKINE| RET LNK |PKEXT|PRO-LNK|RET LNK|INHIBITOR

CYTOKINE PK EXT | PRO-LNK INHIBITOR| RET LNK
CYTOKINE LNK PK EXT | PRO-LNK INHIBITOR| RET LNK
CYTOKINE PK EXT|PRO-LNK| LNK |INHIBITOR| RET LNK
CYTOKINE LNK PK EXT|PRO-LNK| LNK [INHIBITOR| RET LNK
CYTOKINE| RET LNK |PK EXT|PRO-LNK INHIBITOR| RET LNK
CYTOKINE| RET LNK |PKEXT|PRO-LNK| LNK |INHIBITOR| RET LNK
CYTOKINE PK EXT | PRO-LNK |RET LNK|INHIBITOR| RET LNK

CYTOKINE LNK PK EXT | PRO-LNK |RET LNK|INHIBITOR| RET LNK

CYTOKINE| RET LNK |[PKEXT|PRO-LNK|RET LNK|INHIBITOR| RET LNK

RET LNK | CYTOKINE PK EXT| PRO-LNK INHIBITOR| RET LNK
RET LNK | CYTOKINE LNK PK EXT| PRO-LNK INHIBITOR| RET LNK
RET LNK | CYTOKINE PK EXT|PRO-LNK| LNK [INHIBITOR| RET LNK
RET LNK | CYTOKINE LNK PK EXT|PRO-LNK| LNK [INHIBITOR| RET LNK
RET LNK |CYTOKINE| RET LNK |[PKEXT|PRO-LNK INHIBITOR| RET LNK
RET LNK |CYTOKINE| RET LNK |PKEXT|PRO-LNK| LNK [INHIBITOR| RET LNK
RET LNK | CYTOKINE PK EXT| PRO-LNK |RET LNK|INHIBITOR| RET LNK

RET LNK | CYTOKINE LNK PK EXT| PRO-LNK|RET LNK|INHIBITOR| RET LNK

RET LNK |CYTOKINE| RET LNK |PKEXT|PRO-LNK|RET LNK|INHIBITOR| RET LNK
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Protease Cleavable Linker
Cytokine / pK Extender \ Inhibitpr
\ } /

CYTOKINE PRO-LNK| PK EXT [PRO-LNK INHIBITOR
CYTOKINE LNK PRO-LNK| PK EXT [ PRO-LNK INHIBITOR
CYTOKINE PRO-LNK| PK EXT [ PRO-LNK LNK INHIBITOR
CYTOKINE LNK PRO-LNK| PK EXT [PRO-LNK LNK INHIBITOR
CYTOKINE | RET LNK |PRO-LNK | PK EXT |PRO-LNK INHIBITOR
CYTOKINE| RET LNK |PRO-LNK | PK EXT |PRO-LNK LNK INHIBITOR
CYTOKINE PRO-LNK| PK EXT [ PRO-LNK| RET LNK |INHIBITOR
CYTOKINE LNK PRO-LNK| PK EXT [PRO-LNK| RET LNK |INHIBITOR
CYTOKINE| RET LNK [PRO-LNK|PK EXT [PRO-LNK| RET LNK [INHIBITOR

RET LNK |CYTOKINE PRO-LNK| PK EXT [ PRO-LNK INHIBITOR

RET LNK |CYTOKINE LNK PRO-LNK| PK EXT [ PRO-LNK INHIBITOR

RET LNK |CYTOKINE PRO-LNK| PK EXT [ PRO-LNK LNK INHIBITOR

RET LNK |CYTOKINE LNK PRO-LNK| PK EXT [ PRO-LNK LNK INHIBITOR

RET LNK |CYTOKINE| RET LNK [PRO-LNK|PK EXT [PRO-LNK INHIBITOR

RET LNK |CYTOKINE | RET LNK |PRO-LNK| PK EXT [PRO-LNK LNK INHIBITOR

RET LNK |CYTOKINE PRO-LNK| PK EXT [PRO-LNK| RET LNK |INHIBITOR

RET LNK |CYTOKINE LNK PRO-LNK| PK EXT [ PRO-LNK| RET LNK |INHIBITOR

RET LNK |CYTOKINE | RET LNK |PRO-LNK| PK EXT [PRO-LNK| RET LNK [INHIBITOR
CYTOKINE PRO-LNK| PK EXT [PRO-LNK INHIBITOR| RET LNK
CYTOKINE LNK PRO-LNK| PK EXT [ PRO-LNK INHIBITOR| RET LNK
CYTOKINE PRO-LNK| PK EXT [ PRO-LNK LNK INHIBITOR| RET LNK
CYTOKINE LNK PRO-LNK| PK EXT [PRO-LNK LNK INHIBITOR| RET LNK
CYTOKINE| RET LNK |PRO-LNK | PK EXT |PRO-LNK INHIBITOR| RET LNK
CYTOKINE| RET LNK |PRO-LNK|[PK EXT |PRO-LNK LNK INHIBITOR| RET LNK
CYTOKINE PRO-LNK| PK EXT [PRO-LNK| RET LNK |INHIBITOR| RET LNK
CYTOKINE LNK PRO-LNK| PK EXT [PRO-LNK| RET LNK |INHIBITOR| RET LNK
CYTOKINE| RET LNK [PRO-LNK|PK EXT [PRO-LNK| RET LNK [INHIBITOR| RET LNK

RET LNK |CYTOKINE PRO-LNK| PK EXT [ PRO-LNK INHIBITOR| RET LNK

RET LNK |CYTOKINE LNK PRO-LNK| PK EXT [ PRO-LNK INHIBITOR| RET LNK

RET LNK |CYTOKINE PRO-LNK| PK EXT [ PRO-LNK LNK INHIBITOR| RET LNK

RET LNK |CYTOKINE LNK PRO-LNK| PK EXT [ PRO-LNK LNK INHIBITOR| RET LNK

RET LNK |CYTOKINE| RET LNK [PRO-LNK|PK EXT [PRO-LNK INHIBITOR| RET LNK

RET LNK |CYTOKINE | RET LNK |PRO-LNK| PK EXT [PRO-LNK LNK INHIBITOR| RET LNK

RET LNK |CYTOKINE PRO-LNK| PK EXT [PRO-LNK| RET LNK |INHIBITOR| RET LNK

RET LNK |CYTOKINE LNK PRO-LNK| PK EXT [PRO-LNK| RET LNK |INHIBITOR| RET LNK

RET LNK |CYTOKINE | RET LNK |PRO-LNK| PK EXT [PRO-LNK| RET LNK |INHIBITOR| RET LNK
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CYTOKINE PRO-LNK | PK EXT | PRO-LNK INHIBITOR
CYTOKINE PRO-LNK| PK EXT | PRO-LNK LNK  [INHIBITOR
CYTOKINE LNK PRO-LNK | PK EXT | PRO-LNK INHIBITOR
CYTOKINE LNK PRO-LNK| PK EXT | PRO-LNK LNK  |[INHIBITOR
CYTOKINE PRO-LNK | PK EXT | PRO-LNK| RET LNK |[INHIBITOR
CYTOKINE LNK PRO-LNK | PK EXT | PRO-LNK| RET LNK |INHIBITOR
CYTOKINE | RET LNK |PRO-LNK|PK EXT | PRO-LNK INHIBITOR
CYTOKINE | RET LNK [PRO-LNK|PK EXT | PRO-LNK LNK [INHIBITOR
CYTOKINE | RET LNK |PRO-LNK | PK EXT [PRO-LNK| RET LNK [INHIBITOR

RET LNK | CYTOKINE PRO-LNK | PK EXT | PRO-LNK INHIBITOR

RET LNK | CYTOKINE PRO-LNK | PK EXT | PRO-LNK LNK  [INHIBITOR

RET LNK | CYTOKINE LNK PRO-LNK| PK EXT | PRO-LNK INHIBITOR

RET LNK | CYTOKINE LNK PRO-LNK | PK EXT | PRO-LNK LNK [INHIBITOR

RET LNK | CYTOKINE PRO-LNK [ PK EXT | PRO-LNK| RET LNK |INHIBITOR

RET LNK | CYTOKINE LNK PRO-LNK | PK EXT | PRO-LNK| RET LNK |INHIBITOR

RET LNK |CYTOKINE | RET LNK |PRO-LNK|PK EXT | PRO-LNK INHIBITOR

RET LNK |CYTOKINE | RET LNK |PRO-LNK| PK EXT | PRO-LNK LNK  |[INHIBITOR

RET LNK |CYTOKINE | RET LNK |PRO-LNK|PK EXT |PRO-LNK| RET LNK |[INHIBITOR
CYTOKINE PRO-LNK | PK EXT | PRO-LNK INHIBITOR| RET LNK
CYTOKINE PRO-LNK| PK EXT | PRO-LNK LNK  |INHIBITOR| RET LNK
CYTOKINE LNK PRO-LNK | PK EXT | PRO-LNK INHIBITOR| RET LNK
CYTOKINE LNK PRO-LNK| PK EXT | PRO-LNK LNK  |INHIBITOR| RET LNK
CYTOKINE PRO-LNK [ PK EXT | PRO-LNK| RET LNK |[INHIBITOR| RET LNK
CYTOKINE LNK PRO-LNK [ PK EXT | PRO-LNK| RET LNK [INHIBITOR| RET LNK
CYTOKINE| RET LNK |PRO-LNK|PK EXT | PRO-LNK INHIBITOR| RET LNK
CYTOKINE | RET LNK [PRO-LNK|PK EXT | PRO-LNK LNK  [INHIBITOR| RET LNK
CYTOKINE | RET LNK [PRO-LNK | PK EXT [PRO-LNK| RET LNK |[INHIBITOR| RET LNK

RET LNK | CYTOKINE PRO-LNK | PK EXT | PRO-LNK INHIBITOR| RET LNK

RET LNK | CYTOKINE PRO-LNK | PK EXT | PRO-LNK LNK  [INHIBITOR| RET LNK

RET LNK | CYTOKINE LNK PRO-LNK| PK EXT | PRO-LNK INHIBITOR| RET LNK

RET LNK | CYTOKINE LNK PRO-LNK | PK EXT | PRO-LNK LNK  |[INHIBITOR| RET LNK

RET LNK | CYTOKINE PRO-LNK [ PK EXT | PRO-LNK| RET LNK [INHIBITOR| RET LNK

RET LNK | CYTOKINE LNK PRO-LNK | PK EXT | PRO-LNK| RET LNK [INHIBITOR| RET LNK

RET LNK |CYTOKINE | RET LNK |PRO-LNK| PK EXT | PRO-LNK INHIBITOR| RET LNK

RET LNK |CYTOKINE | RET LNK |PRO-LNK| PK EXT | PRO-LNK LNK  |INHIBITOR| RET LNK

RET LNK |CYTOKINE | RET LNK |PRO-LNK| PK EXT |PRO-LNK| RET LNK [INHIBITOR| RET LNK

Fig. 18E (cont.)

SUBSTITUTE SHEET (RULE 26)




