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Figure 1. CD123 Target A2t
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GSPT1 degrader payload & Z&st ORM-1153

Antigen target:

CD123

Highly expressed in AML

>97% at diagnosis | >98% at relapse

Indication:
Acute myeloid leukemia (AML)

Potential expansion into additional CD123-
positive hematologic malignancies

MoA:
CD123-directed GSPT1 protein degradation

Status:
IND/CTA filing expected in Q4 2026

Antibody
Orum’s proprietary Fc-silenced

CD123 antibody with enhanced
internalization and cross-
reactivity to cynomolgus monkey

B-glucuronide linker.
Interchain cysteines for
conjugation with DAR ~4'

Payload e -

SMol006: proprietary CRBN-based
molecular glue degrader targeting
GSPT1. Released in the cytosol with
limited intrinsic cell permeability

(Source: 2EH|2HFEl, IV Research)

Figure 2. ORM-1153
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pHAb***-labeled antibody conc. [nM]
Binding kinetics ka (1/Ms) kd (1/s) KD (M)
ORM-1153 antibody 8.33E+06 5.38E-03 6.46E-10
Talacotuzumab 8.24E+05 5.20E-06 6.30E-12
Pivekimab 2.90E+06 7.35E-05 2.53E-11
HT12-GL 6.01E+05 4.89E-05 8.13E-11

*Talacotuzumab: Anti-CD123 humanized monoclonal antibody (formerly CSL362)
**HT12-GL: antibody portion of AZD9829 (CD123-Topo1 ADC)

***pHAb Reactive dye

(Source: 2EE|2tFEl, IV Research)

Figure 3. TP53 WT/KO cell line 0llA] Efficacy 74l & 43t Potency

ORM-1153 Venetoclax Pivekimab sunirine (IMGN632) Pivekimab-SMol249*
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Log conc. [M] Log conc. [M] Log conc. [M] Log conc. [M]
Test article DAR Fold change (KO /WT) TP53 WT IC, (M) TP53 KO IC;, (M)
ORM-1153 4 0.90 1.66E-12 1.50E-12
Venetoclax - 16.26 2.09E-09 3.40E-08
Pivekimab sunirine 2 57.95 2.64E-12 1.53E-10
Pivekimab-SMol249* 2 1.23 6.93E-12 8.58E-12

“Pivekimab-SMol249 is a control generated by conjugating SMol248, the linker-payload used in 1153, to the 442C mutation site

of pivekimab, the antibody used in IMGN632

(Source: 2EH|2HFEl, IV Research)
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Figure 4. =2 Therapeutic window 7}54 &t

— 6 mglkg (NHP tolerated dose)

— 0.1 mg/k MED!
mglkg (mouse ) v Wide therapeutic margin established between the minimal

efficacious dose (MED; 0.1 mg/kg in mice) and the anticipated
highest non-severely toxic dose (6.0 mg/kg in NHPs).
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target effects strictly limited to mild, transient, and reversible
reductions in platelets and increases in liver enzymes
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(Source: 2EH|2HFE, IV Research)

Figure 5. 2026 4 £ Timeline
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(Source: 2EE|2tFEl, IV Research)

Figure 6. 2027 4 Next-gen Payload Platform &70E 7|C{

GSPT1 and next-generation payload : Unlocking platform potential across diverse targets
« Address limited activity or resistance associated with conventional payloads

TPD? GSPT1 ° TPD?New Payloads

GSPT1 Payload New Payloads
O, O,
Antigen 1 | | Antigen 2 | | Antigen 3 I I Antigen 4 | | Antigen 5§ I | Antigen 6
“ORM-1153” “ORM-1023” “mAb + TPD” “Program X” “Program Y” “Program Z”

Indication-tailored payloads: Matching payload-antigen pairs to disease contexts
+ “Ultra-specific” dual-targeting approach, with both antibody and payload aligned to disease-specific biology to maximize therapeutic index

“Indication 1” “Indication 2” “Indication 3”
v v v
TPD A TPDB
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(Source: 2EH|2HFE], IV Research)
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