WO 2019/191728 PCT/US2019/025057

Title: Novel Anti-PSMA Antibody Drug Conjugates
Appl. No.:  Not Assigned
- Atty: Sharon Beresford Telephone: 858-875-2447

Docket No.:  AMBX-0225.00PCT

FIGURE 1
Non-cleavahle MIMAF Short Cleavable MMAF
- - M
1000 M 1000 1 2 -
— — —§—Fl
E —=Fl E
My )
£ 1o ~-a--F3 B 100 - --h--F3
8 8
P =
10 T 10
1 ; i 1 14 : a L
0 100 200 300 0 100 260 300
Time {h} Time (h}
Cleavable MMAF Short Cleavable MMAE
10000 10000
2000 - 1000 W
= —— il
£ £ ——Fi
B B
2 0 M- T R --A--F3
3 8
< 4
10 4 10 +
1 f f f 1 } } i
0 100 200 300 0 100 200 300
Time {h) Time (h}

1/8



WO 2019/191728 PCT/US2019/025057

Title: Novel Anti-PSMA Antibody Drug Conjugates
Appl. No.:  Not Assigned
Atty: Sharon Beresford Telephone: 858-875-2447

Docket No.: AMBX-0225,00PCT

FIGURE 2

1000000

100000 @
j ."h@ﬁ.w.ﬁm. -~
T@r.mm.w,@,wm__mm 2 —8— 10mg/ke 'L
10000 :
war e e === 1.0 mgfkg F3

£ ~—8
N
lég 1000 -
;3 —— 5.0mg/mg, Fi
[ua ]
<
»o oy o0 5.0 mg/me, F3
100
10 4
1 f f } | :
¢ 100 200 300 400 500 600
Time {h)

2/8



WO 2019/191728 PCT/US2019/025057

Title: Novel Anti-PSMA Antibody Drug Conjugates
Appl. No.:  Not Assigned
Atty: Sharon Beresford Telephone: 858-875-2447

Docket No.: AMBX-0225.00PCT

FIGURE 3

1600000

100000

—— Hlaked Anzibody
10000 -

wmdim= ADC

1000 ~+

100 +

Analyte {ng/ml)

10 +

0 100 200 300 400 500 600
Time (h)

3/8



WO 2019/191728 PCT/US2019/025057

Title: Novel Anti-PSMA Antibody Drug Conjugates
Appl. No.:  Not Assigned
Atty: Sharon Beresford Telephone: 858-875-2447

Docket No.:  AMBX-0225.00PCT

FIGURE 4A
2000+
-8 Vehicle
-+ Unconjugated mAb 5mg/kg
- anti-PSMA-ADC 0.1mg/kg
1500 - anti-PSMA-ADC 1mg/kg
~ 0 ¥- anti-PSMA-ADC 5mg/kg
g 7+ ant-PSMA-ADC 10mg/kg
o
E
_g 1000+
=
g
E
=
'— 4
500+
0 u L) T T v T b T ol T ¥ T ¥ 1
1] 10 20 30 40 50 60 70
Time (Days)
FIGURF. 4B
20
g -8 Vehicle
2 10+ 1 Uncenjugated mAk Bmg/kg
E - ant-PSMA-ADC 0.1mg/kg
5 - ant-PSMA-ADC 1mgikg
.*t:':'” \ ¥ anti-PSMA-ADC 5mg/kg
g < anti-PSMA-ADC 10mg/kg
g
(=]
m
"10 T T L L L) 1
Q 10 20 30 40 50 60

Time (Days)

4/8




WO 2019/191728 PCT/US2019/025057

Title: Novel Anti-PSMA Antibody Drug Conjugates
Appl. No.:  Not Assigned
Atty: Sharon Beresford Telephone: 858-875-2447

Docket No.:  AMBX-0225,00PCT

FIGURE 5A
2000+
- Vehicle
O Unconjugated mAb 5mg/kg
= anti-PSMA-ADC 0.1mg/kg
2 ant-PSMA-ADC 1mgrky
1800 -+ ant-PSMA-ADC 5mg/kg
”E <+ anti-PSMA-ADC 10mp/kg
Y
E
% 1000+
-
5
E
3
l—
500+
0 ¥ 1 T L) T T 1
0 10 20 30 40 50 80 70
Time (Days)
FIGURE 5B
20
9 -o- Vehicle
2 10 3 Unceonjugated mAbk 5mg/kg
g & anti-PSMA-ADC 0.1mg/kg
5 2+ anti-PSMA-ADC 1mgrkg
E ¥ ant-PSMA-ADC 5mg/kg
B = anti-PSMA-ADC 10ma/kg
=
= 04
o]
[}
i3]
-10 T T T T |
0 10 20 40 50 60

5/8




WO 2019/191728 PCT/US2019/025057

Title: Novel Anti-PSMA Antibody Drug Conjugates
Appl. No.:  Not Assigned
Atty: Sharon Beresford Telephone: 858-875-2447

Docket No.: AMBX-0225,00PCT

FIGURE 6A
1000 -e- Non-tumor 1 mg/kg
-m- Non-tumor 5 mg/kg
100 ~4~ Tumor 1 mg/kg
=¥~ Tumor 5 mg/kg

Serum Concentration {ug/mL)

0-01 LI T L] L] 1

0 7 14 21 28
Days

FIGURE 6B

1.17 mg/kg
3.86 mg/kg
9.36 mg/kg
11.7 mg/kg
23.3 mg/kg
35 mg/kg

R oEe

Serum Concentration (ug/mL})

0.1

Days

6/8




WO 2019/191728 PCT/US2019/025057

Title: Novel Anti-PSMA Antibody Drug Conjugates
Appl. No.:  Not Assigned
Atty: Sharon Beresford Telephone: 858-875-2447

Docket No.: AMBX-0225.00PCT

FIGURE 7A
2000~
-@- Conirols
F anti-PSMA-ADC - 0.6mg/kg Qwx4
-k~ anti-PSMA-ADC - img/kg Qwx4
] -2 anti-PSMA-ADC - 3mg/kg Qwx4
Py - Enzalutamide - 10mg/kg Qdx28
E = anti-PSMA-ADC (1Tma/kg Qwx4) +
E Enzalutamide {10mg/kg Qdx28)
g
..g 1000+
=
T
=]
E
=
'-
500
D L) 1 1
4] 20 40 60
Time (Days)
FIGURE 7B
10
5_
;3 - Controls
3 O anti-PSMA-ADC - 0.5mg/kg Qwx4
£ o - anti-PSMA-ADC - 1mglkg Qwx4
S - anti-PSMA-ADC - 3mg/kg Qwx4
E ¥ Enzalutamide - 10mg/kg Qdx28
3 ] . BNU-PSMA-ADC (1mglkg Qwxd) +
= -5 Enzalutamlide (10mga/kg Qdx28)
=3
o
m
w104
«15 : ' 1 1 T '
0 10 20 30 40 B0 60

Time (Days)

7/8




WO 2019/191728 PCT/US2019/025057

Title: Novel Anti-PSMA Antibody Drug Conjugates
Appl.No.:  Not Assigned
Atty: Sharon Beresford Telephone: 858-875-2447
Docket No,: AMBX-0225.00PCT
FIGURE 8A
2000 :
& Vehicle
T+ ant-PSMA-ADC - 1 mg/ky, Qwxd
- ant-PSMA-ADC - 3 malkg, Qwxd
1500 - Enzalutamide - 10 mg/kg, Qdx28
°E s anti-PSMA-ADC (1 mg/kg, Qwx4)
E + Enzalutamide (10 mgrkg, Qdx28)
g o anti-PSMA-ADC (2 mg/kg, Quxd)
= 1000+ + Enzalutamids (10 mykg, Qdx28)
P
&
E
a
'-
500
U T T L) 1
70 80 20 100 110
Time {Days)
FIGURE 8B
6
1 -&- Vehicle
F anti-PSMA-ADC - 1 mg/kg, Qx4
41 - anti-PSMA-ADC - 3 mg/kg, Qwx4
-k Enzalutamide - 10 ma/kg, Qdx28
9 L @nti-PSMA-ADC (1 mgrkg, Qwxd)
+ Enzalutamide {10 mg/kg, Qdx28)
< anti-PSMA-ADC (3 mg/kg, Qwxd)

Body Weight Change (%)
<

i
1

-8

+ Enzalutamide (10 mg/kg, Qdx28)

70

80 . 9I0 ' 160 1'IIU
Time {Days}

8/8




