PCT/US2020/063230

WO 2021/113585

1/17

I "DIA

sy 7] antoraaw [
sN13A ] SOLLVHAWAT

; Z) \\|waom_z<.50m_:m
. LAY

|, — SIN¥3C

@vSNd40S m

SINY3dIdd 3HL
OLINI AY3ATT3A

SINY3AId3 () FONRIAS =
WN3aNY0d WO¥A
WNLY¥HLS ()

()



PCT/US2020/063230

WO 2021/113585

2/17

~

@vSNd40oS

3a0N  (m)
HANAT
IVIHOVYE

ONIgANL
CERRIERN)I di\nd

JONIHAS




WO 2021/113585 PCT/US2020/063230

3/17

| SOFUSA®

INTRADERMAL
FIG. 4A

AXILLARY
LYMPH NODES YMPH NODE

FIG. 4B



WO 2021/113585

RATIO OF LYMPH
PUMPING RATES

1.6

1.2

0.8

4/17

—o— ANKLE TO KNEE
— & — CALF TO THIGH
-—&—- ARM

PCT/US2020/063230

FIG. 5A

04

g
P
-

”
f’
—

-
—
__—--—l

0.8 12
INFUSION RATE (mL/h)




PCT/US2020/063230

WO 2021/113585

o

8¢-a0

| T-Qd-Hue HOo |-dd-hue )

-ad

11301

=1J1

OHW
By OWNL ONLINISTHd 00

5/17

(v)

SOILVHAWAT TVH3HdIYAd
WO SNTP OL JOVNIVHA

(oZa) h.
CEES5iy,
bm%
@%.g

HOWNL AYVYINTHd

9 'DId

SOILVHAWAT TVH3HdIY3d
WO¥4 SNTPH-NON OL JOVNIVYA

| Tad-ue ¥Oo |-dd-hue
I-ad

8¢-00
11301 By 4735 ONLLNASId 00

J

)]

a%_ﬂn__wwmo%u%hﬁ_\,,_% \ )\\ NOLLYINO¥IO dooT8 OL
AYIAIT30 T130 L GALVALLOY
~ NV NYNLIY HANAT

| 1-ad-hue Ho L-Ad-fue

\_ ¥0l OHW HOWNL

J

(o)




WO 2021/113585 PCT/US2020/063230

6/17

FIG. 7

100000

10000
=
=z 2
D >
S = 1000
Q9
53
EE
i 3 100
[
oo
= O
&
10
—_—— IV
— & — SOFUSA®
1 | I I [ I | [
0 100 200 300 400 500 600 700
TIME (h)
FIG. 8
0.08
0.07 — 1V
0.06 — & — SOFUSA®

SERUM IN 005
PERCENT 0.04

ID/mg 0.03 -
0.02

0.01

0

0 12 24 36 48 60 72
TIME (h)



WO 2021/113585 PCT/US2020/063230

7/17

FIG. 9
0.007

SOFUSA® DoseConnect
11v

0.006

0.005

0.004

0.003

0.002

MAX LYMPH NODE CONCENTRATION
OF anti-PD-L1/g OF LN TISSUE

0.001

0.000

: oo
I I

1 24 72
HOURS AFTER INFUSION



WO 2021/113585 PCT/US2020/063230

817
(=] o Q N
& & & &
p080
-
—
e
S
=
g
72]
2
L
O
(%)
3
[m]
o
-"E
<C
BT . et @
| | I | -4':9
Yol < (a2} N by [
= S S S S S
o o (o) o o o

PERCENT DELIVERED/TISSUE wt.



WO 2021/113585 PCT/US2020/063230

917

286
. |
&
v
&
»

[-2:] 285

N\ 282
] 28
7] 284

FIG. 10B

IV1h

| |
(2] (o]
S S
o o

PERCENT DELIVERED/TISSUE wt.

0.05
0.04
0.01



WO 2021/113585 PCT/US2020/063230

FIG. 11A

&

N

2

(72

-}

(Tl

o

wn

—

Y

(]

o

5

c

<

AR %
| | ] I | ] | | | §

o W o VW o W’ o Ww o v o
L & § ®© ® o4 g = - o o
S & o & 8 8o 8 o o S S
S o o o o o o O o o o

PERCENT DELIVERED/TISSUE wi.



WO 2021/113585 PCT/US2020/063230

11/17

©

[

(9}
¥

n 217
] 2re
] 219
[:5:] 280

FIG. 11B

IV 24h

] |
™ o
=1 S
oS o

PERCENT DELIVERED/TISSUE wt.

0.05
0.04
0.01



WO 2021/113585 PCT/US2020/063230

Q\
—
=
=
N
~
@
<C
w
-}
LL
O
wn
3
(]
a-
=
©
| | | | ‘%’
0 <+ ™ o ~ o
[=) o o o o o

PERCENT DELIVERED/TISSUE wi.



WO 2021/113585 PCT/US2020/063230

13/17
58883 o o,
AALINE |
é )”’)2&
S 1,
@
e
8 &
[
S
S
| | | |
= ) g g 5

PERCENT DELIVERED/TISSUE wit.



WO 2021/113585 PCT/US2020/063230
14/17
FIG. 13
DOSE ANIMAL |TARGET DOSE
DAY | GROUP r\m'\;é; SEX Té\A?VR ¢ | route | CONCENTRATION WEIGHTY| VOLUME®
LEVEL (mgimL) (kg) (mL)
PHASE I
7.755 0.15 (dose 1)
’ 1001 M 12.925 1 2745 0.25 (dose 2)
1 TA | 12925 517 ' 0.25 (dose 3)
12.925 0.25 (dose 4)
2 2501 | F NA NA 2.663 NA
PHASE II
3001 | M 2,557 20
3 CAW | o0 0
3501 | F " 2.768 2.1
4001 | M 2.865 22
4 TA 40 517
1 4501 | F 2,500 20
5001 | M 2,694 2.1
5 501 | F || O ] 0 2573 20
6001 | M 2725 2.1
6 TA 40 517
6501 | F 2.758 2.1
3001 | M 2688 2.1
3 /01 | F CAV| 0 v 0 2722 2.1
4001 | M 2877 22
4 TA 40 517
5 4501 | F 2.726 2.1
5 001 | Mol . 2.753 2.1
5501 | F ] 2613 20
; Boot | M| R 517 2933 23
8501 | F : 2.779 2.1

IV = INTRAVENOUS; L = LYMPHATIC; NA = NOT APPLICABLE
F = FEMALE; M= MALE

TA = TEST ARTICLE; CA/V = CONTROL ARTICLE/VEHICLE

8 DOSE VOLUMES ROUNDED TO NEAREST 0.1 mL SYRINGE INCREMENT

b ANIMAL 1001 RECEIVED FOUR DOSES WITH AN HOUR (£5 MINUTES)
APART USING ONE DEVICE AT A TIME, ANIMAL 2501 WAS NOT DOSED

C PHASE I DOSE LEVEL (mg/ANIMAL); PHASE II DOSE LEVEL (mglkg/dose)

d ANIMAL BODY WEIGHT DATA WERE ACQUIRED ON THE DAY PRIOR TO DOSING
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