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Graph A - Sequential Administration of Anti-cancer Agents

185G~
o
.g 1008
> \
§ \1\\3:\
R 53”%;:}!&\‘“«‘
\..&E*M ~~f“~..wwww_,j
o > S s ¥
f ! j ; }
o 2 & 5 8 10

Concentration of Mezigdomide (nM}

Graph B - Concurrent Administration of Anfi-cancer Agents

150~
&
3 100
2
-
3
e 80 B LT T,
0 '7*‘?‘;:;;3?3.”‘?"?1‘, M LN A I R
5¢ 100 150

Coneceantration of Mezigdomide {nhM}

-9 - Mezigdomide only
""" Mezigdomide + Compound -1 (0.5 pM)
. Mezigdomide + Compound {1 {1.0 uM}

o e Mezigdomide + Compaund -1 2.5 oM}



WO 2025/147514 PCT/US2025/010087

Figure 7. 7/12
";?:5 «%{}{} .
B .
2 ®
I~
3
=2 50 . ¢
. ‘e etmcry, tv‘:»:‘«\‘-?;«?‘« g:}.s‘; ‘?N;:wm%
0 :‘3§§=i:§§§§?(!Ei??si?iz???ig
0 50 100 150

Concentration of Pomalidomide {nl)

-4 Pomalidomide only
—-{_}-  Pomalidomide + Compound -1 (0.5 pM)

— Pomalidomide+ Compound -1 (1.0 pM}

e Pomalidomide + Compound -1 {2.5 pM)



WO 2025/147514 PCT/US2025/010087

Figure 8. 8/12

>0 Synergislic
BLISS Score 0.31 <. non-Synergistic

<1 {nM}

Concentration of Compound

8.0 10.0 20.0 50.0 750 100.0

Concentration of Pomalidomide {(nM)



PCT/US2025/010087

WO 2025/147514

9/12

Figure 9.

KMES11BTZ rasistant cells

- &.«gn %%Suuﬁ&?ﬁnwwvﬂﬂwﬂmﬂm
LTI EN T ww“xnv;“}kuﬂn\%u

0.8~

0.6~
z§

(ST} uogyuy 9% ueapy

)

(B)

Bortezomib Concentration Range of § nM to 30 nM Per Treatment Group

{A)

- Bortezomib only

Group A

~ Bortezomib + 100 nM Compound 47

Group B

b + 300 nM Compound 47

- Bortezom

Group C

804 nM Compound 47

Group D - Bortezomib +

Group £ - Bortezomib + 1000 nM Compound 47



WO 2025/147514 PCT/US2025/010087

Figure 10. 10/12

BLISS Spore 0.03

0.03 0.10 030 100 150 3.00 650 10 30

S | 5000

=

e R
3 1004
f oy

e

L

g _

O 83{} anan]
)

B

P 300
2

B

=

8 140 T : g i I i
f v

(o

)

Concertration of Bortezomib (nld)

BLISS Score >0: Synergistic

BLISS Score =0; Additive



WO 2025/147514 PCT/US2025/010087

Figure 11. 11/12
>{: Synergistic
- BLIBS Score .33 o Additive
= | 5000 g S
Z
g
o | 1000~
o
=
3
© - -
B
g 300
8
£ i
§ 100 | ; j i | P
& .03 610 030 100 150 3.00 88 10 30
&

Concentration of Carfilzomib {nM}



WO 2025/147514 PCT/US2025/010087

Figure 12. 12/12

>{: Synergistic

BLISS Score 0.16 0: Additive

S | 5000 _
& o 018
};; 1
° 1000 00
5
& -0.86
£ 600
3 o e e e e
s
& 00 -
&£
®
§ | 100 I S S S S
& 003 010 030 100 150 3.00 650 10 30
© Concentration of Carfilzomib {(nM)




