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SCLC: Small cell lung cancer. NET: Neuroendocrine tumor. AML: Acute myeloid leukemia
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Figure 4. TPD 7H2 (A 2H3HA, Molecular Glue 2F PROTAC 2| 2 x}0|)
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- Mechanism: inducing spatial proximity of E3
and POIs

- Molecular weight: 700~1200 Da

- Rule of five: beyond

- Feature: monovalent
- Linker: no linker
- Binding pocket: nonessential

- Feature: bivalent
- Linker: with linker
- Binding pocket: required

Source: Novel approaches to targeted protein degradation technologies in drug discovery.
Yu Xue a, Andrew A Bolinger a, Jia Zhou a*

(Source: 2EH|2tFEl, IV Research)
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Figure 6. ORUM-6151 72 (CD33 E}2!l €Al + GSPT1 Binding Portion, SMol006)

Antibody

ORM-6151 uses novel CD33-targeting antibody with gemtuzumab
binding domains, and engineered/optimized IgG1 Fc to inhibit Fc-yR
binding

Payload R
SMol006: IMID payload released in the GsPTI- %L_N)H:o
cytosol and poor cell penetrant b‘?;,ﬁf,&’::?n

chemisiry)

Glutarimide ring

Linker
ORM-6151 leverages clinically validated g-glucuronide linker. Platform is
agnostic to linker.

Payload + Linker
SMol249: SMol006 + linker

Conjugation
ORM-6151 uses interchain cysteines for conjugation and has DAR of
~41. Platform is agnostic to method of conjugation

(Source: 2EE|2tFEl, IV Research)
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Figure 8, ORUM-5029 7H2 (HER2 Target &A| Pertuzumab + GSPT1 Binding Portion, SMol006)

Antibody
ORM-5029 uses Pertuzumab to target HER2

Payload Q
SMol006: IMID payload released in the GSPTI- 2:“}":0

binding portion
cytosol and poor cell penetrant e

chemistry)
Glutarimide ring

Linker
ORM-5029 leverages clinically validated protease/cathepsin cleavable
ve-PAB linker. Platform is agnostic to linker

Payload + Linker
SMol012: SMol006 + linker

Conjugation
ORM-5029 uses interchain cysteines for conjugation and has DAR of
3.5+/-0.5". Platform is agnostic to method of conjugation

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