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MV4-11 (AML) - CDX, n=9

% Cell viability

150 1400-
—@— Vehicle
1200 -O- Synagis-SMol249
1004 6E‘ 1000+ -#- OR283 (CD33 Ab)
E —#- SMol006
o 800
§ —— Venetoclax (po, 50 mg/kg qd x 21)
50- 'S 600+ ~- CC-90009 (ip, 5 mg/kg bid x 10)
g 400- —&— Mylotarg (iv, 0.1 mg/kg x 1)
= o~ ORM-6151 (iv, 3 mg/kg x 1)
200

T T T T T T T T _I Days
3 6 9 12 15 18 21 24 27 30 33

ORM-6151: £| XM=&l CD33 SH|QF SALS| A 21 GSPT1 ol H| 0|2 5(SMol249)2 T+ &l HetH|
AMLAMZON =2 252 E0|HA =8 H|W 2F= 21 gentuzumab ozogamicin (mylotarg) % CC-900009 CiH| 43t Z2 0t S Tt

ORM-6151/BMS-9864972 2023\ 32 7| 4k Z1Q! CHA|(clinic-ready stage)Oll Al BMSO]| 7| & 0| £SO, S| O] =7 LiCtH-7 Z 0| Al
SIPNE PPN S
Oo o o &

A ASH 2022, Abstract #1319
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Total Erythroid CFU-GM CFU-Mk

(CFU-E + BFU-E) (Erythroid + CFU-GM + CFU-GEMM)
_ 1204 —+— CC-90009 120 100
o $ ~e~ ORM-6151 i
S 100 i—{ 100
g ® —+— Mylotarg 80—
U 80 80
Q 60—
2 60 60
S ¢
o a0 40 40
2 } ¢
S 20 1 20 20
X
0 : = i Log (M) 0- Log (M) 0 , , 2— Log (M)
-10 -8 -6 -10 -8 -6 -10 -8
1C50 (M) Description Total Erythroid CFU-GM CFU-MK
CC-90009 Small molecule GSPT1 degrader 2.8E-08 1.00E-08 4.00E-08
ORM-6151 GSPT1-CD33 TPD? 5.6E-07 1.95E-07 > 1.00E-06
Mylotarg Approved CD33-targeting ADC 2.40E-10 <1.0E-10 6.70E-09

CFU-E: Colony-forming unit-erythroid / This colony-forming cell generates small colonies containing less than 200 erythroblasts.

BFU-E: Burst-forming unit-erythroid / This is a more primitive colony-forming cell that generates larger colonies containing more than 200 erythroblasts.

CFU-GM: Colony-forming unit - granulocyte, macrophage / This myeloid colony-forming cell is capable of producing colonies with 40 or more granulocyte-monocyte and/or macrophage cells

CFU-GEMM: Colony-forming unit - granulocyte, erythroid, macrophage, megakaryocyte / This primitive colony-forming cell is capable of producing colonies containing erythroid cells as well as 20 or more granulocytes,
macrophages and megakaryocytes.

CFU-Mk: Colony-forming unit - megakaryocytes.

1EFZE: ASH 2022, Abstract #1319
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TPD2 GSPT1: 58 H (AML) A& 7}578

== A = ol & =
0|55 oz SEY A AR UK Ay £
R/REX} K| & 2t /=3 SHAO| M 7| 2hXt CHH| X3 2 K| & * 2024 $3.5B - 2034 $9.7B2 AE 0f| A i
M Ee B1H(0f: mOS 2 1174 2) 20241 7|F 5017k &M 2| O 37% KHK| i
XSHHEY K2 Venetoclax+HMA -8 0 2 7| CR 24 27H58}Lt, $9.68 i [
gH 85 715 ekt o A1t ot gk ZA o |
$3.5B ey ;
" - o ; 454| 02Ol M=
TP53 #10] AMLO]| st mﬂ AML 2HR}EO| OF 5-10% ALX|, 7| & &L @ #H30| ‘ EEALM Bo AT AE:
=] In =% ot slalg| g= oo ! OF 68N
SoC &1 LN 0STHEX| U M HEE BE KB QS 2024 2034 : 68A|
£ X : Towards Healthcare; American Cancer Society
. = —
20254 7|F O|= AML 2tXt M| 23t HZ X|Z(Standard of Care)
chel g Unfit Fit And /
90% SH2l kA 00% 1X} x| 2 500 Xit 5! ( ) 1% J Intensive or Targeteczl)
>90% 2 & % %
g8y K= Venetoclax + HMA" Chemotherapy Therapy
+Hematopoietic stem cell transplantation
22,010 19,800 .
17,800 Intensive )
o chemotherapy And / or Targeted Therapy?
NE/=S
o + Hematopoietic stem cell transplantation
Latel oy 1A K Z(11) NEV=]
TH| B gx 719 sx § X

HMA (Hypomethylating Agent): azacitidine or decitabine
2) FLT3i (midostaurin, quizartinib), IDHi (ivosidenib), CD33-ADC (gemtuzumab ozogamicin)
3) FLT3i (gilteritinib), IDH1i (ivosidenib, olutasidenib), IDH2i (enasidenib), Menin-i (revumenib)
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ORM-1153: CD123E X GSPT1 2o X HetA|

CD123 MU E}ZIEInl GSPT1 £aljx| ZAE

A

R E9| EXtA QI Fe-silenced CD123 & H| £, Internalization (M| Z LY
7 2)0| Z3E[A 20, cynomolgus monkey®t WA HHS N H G

HOo|2E + &AFH

~ - NH

+ H|O|ZE (SMol006): Al I Z 0| A GSPT1ZTtE S %L_)ZO
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‘\E'ﬂ-
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Staining index

relapsed
AML

% of positive cells

relapsed
AML

17

B cD34+/CD38- (Stem cells)
CD34+/CD38+ (Progenitor cells)

-_r‘*ﬂioil*'l

CD123 CD33

e R 97.0% 96.4%

T A
.gﬂ.;ul'% 98.1% 98.1%
- - ™ ZO|MC
E/HTHE L QApSt THEAM
Eosinophil, o
B =% g neutrophi, O':ﬁ"r:]atgl‘;?éegl
plasmacytoid DC -y
MDS, CML, B-
¥ 7ts 835 | ALLCLLHL MDS
BPDCN
AMU/H -‘Hﬂi B5 ERISHY
fer ZEA 7| cf

FLT3 CLL1
88% 80.01%
- 71.4%
oAbt XJ—TLHIE_QOHH H
HSC, Granulocyte,
progenitors monocyte
MDS, ALL MDS

Blood Adv. 2020 Oct 27;4(20):5118-5132. Haubner S, et al. Leukemia. 2019;33(1):64-74. Carow CE et al. Blood. 1996;87(3):1089-1096.
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ORM-1153: =4 U BZA MZF DT M =2 invitro 25 €S

MV4-11 (AML) TOM-1 (B-ALL)

150+ 150 —

-8 Vehicle
1254 -0~ Non-binding ADC control

2 o
= 100- E 100 - Naked Ab OR559
8 ,
> 2 75- -8~ ORM-1153
% % 50 —a— SMol006
O 50+ (&) —-A— CC-885
* 2

25+ —+— CC-90009

0_
0 T T T T I
-18 -16 14 12 -10 -8 -6 14 12 10 -8 6
log concentration [M] Log concentration [M]

o XFHEHO| GSPT1 2ol{A| HO|2E = A dHo =2 AS = A2 Xt GSPT1 degrader (CC-90009) CHH| 2F 1,0000 =2 &6

|
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ORM-1023: & M| =

o 2 5L

% A "2
.do -§C kl-/ (l-(¢;)
)"
GSPT1 activity in SCLC/NET Broad antigen expression Expansion beyond SCLC

CHA A2 XFGSPT1
rader?} EtXIOf| A 2t
SO LE X| & X|2~(T1)7¢
S|

S

O|= ES-SCLC A7 2K} 4= A 7H
24,0007 0|2, 25 909% Of| A B &

a9l el

i a0 oot X=X 72
HN$HE - ORM-10232 & XA
first-in-class 7| 2| £

IR LN 52 B2
- AR MY

- NFBNES

- QU s oy

High Unmet medical needs £
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E3 ligase 7|2t 2oli X H&hS #let O E

PROTADb

\N\N¢7

— Linker—(N

Ab R

CRBN 7|2t 25fi H|

Degrader

a E} E3 ligase =5l M| 2

Glutarimide
of SMol006

Z41: CRBN E3 20| 7| 0| =0f| Zgdt= SMol006 = A AT A 712

2024 ADC Linker and Conjugation Summit,

7|Et E3 ligase &
PROTAbE 7iE &

PROTAD 7|} Traceless Fgt 1}
Step 1. PROTAb-ADC &7 Z E.*
Step 3. M| L{ 0| A traceless
Step 2. E3 ligase =

SoprorEE Bel= =el

CRBN-based
Degrader &

PROTAb

&S (moiety-driven adaptation)2 Sl DAC 7HE A7t

—

CHFst
v EXEEH|(MGD) 2 015 7|5 d(Heterobifunctional) 28Kl 25
e
1O

2ol Ho| 2= s =
A
ts

Crfet A =g
v P
C

otea

rotease-cleavable, thiol-sensitive, B-glucuronide-cleavable &
te SJADC 27 CIApQlat = &
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PROTADb

2 GSPT1 2| E}Zl

H Xl

A 0|F7|5 T E MM = 2

nigs

CtFot EfZl 2 non-GSPT1

2ol ™ol PROTAb 7|5 A

H=
o

-
BCMA-BRD4 BRD4 HEX Folj0j 2 M| = 4d(cytotoxicity) 7= PROTAb-DAC PoC axr; oIM
invitro 7| & 253t 25 =0l
Anti-BCMA mAb 1407 MM cells
120+ v' BCMA-BRD4 DAC: 7| & 22X £h= Ti{H| >3 log
. 100 —®- BCMA-BRD4 DAC AZO| SHALEl 52 O]
% 80 & IgG-degrader A (non-cell binding control) v Lo L@ N
s ::: % Anti-BCMA antibody (naked antibodl) C|=|D+7HQE IERAK4 DAC: X2 L= =0l A1 IRAKA
& 204 —¥- BRD4 degrader A (naked degrader) hU
0 Formulation buffer
BRD4 Degrader 200 M0 9 8 7 5 5 4 - CIQFSH M= L EXoj| Cljct ESH=E
Concentration [M] SIXAFA] Ol =
- = O © HO
s N
. . . CD79B-IRAK4 Anti-CD79B IRAK4 Degrader
CD79B-IRAK4 ol-x-llgl- OI_I- #‘T"_E—O-I ﬂ:x_-ll ggiﬂl %X| [nM] 0 01 1 10 1OOE 0.46 46 46 460
Anti-CD79B mAb 20007 Ramos cells % Lt = %E(nM)O;I!kl IRAKS | e —— |
o 2k O| =X IRAK4 25} _ —
E 1500 B-actin |—-—-—--—- |
é 1000 -e- Anti-CD79B antibody CD7SE RAKA(10nM)
E' Anti-CD79B [nM] 1 10 0.05 05 5 50 500 5000
8 500 -o- CD79B-IRAK4 DAC 245t 7|u}o
(U] CD7QBE%7IL—I |RAK4|—-"“""'“——|
0 T T T T T 1 _1?’_x—-|I —E—B-H uH91 LI%
IRAK4 Degrader 42 11 10 9 8 7 6 B-actin l—----m|
Concentration [M]
N J

23
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ALL MM Asthma
AML NHL Atopic dermatitis
Breast NSCLC Castleman disease
CCL Sarcoma Lupus
Colon SCLC Multiple sclerosis
Gastric Rheumatoid arthritis

Sjogren's syndrome
Ulcerative colitis
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BCMA EGFR BCMA IL-11R
CcD19 HER2 CD19 IL-13R
CD20 HER3 IL-1R TACI
CD38 Nectin-4 IL-3R TNFR Family
CD56 PSMA IL-4R Integrin
CD123 ROR1 IL-5R a4/B7
CLND18.2 TROP2
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