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Myc dimerizes with MAX to bind E-Box DNA

and initiate gene transcription MAX

Myc
Myc modulates 15% of the genome and is
involved in >50% of all cancers

Under abnormal Myc levels, otherwise silent
genes become activated. This eventually leads to
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Myc's implication in cancer TAD
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Max can homodimerize and acts as endogenous %activator E-Box DNA
MYC inhibitor —-CACGTG--

Concept and Design

ReCHENbinant proteins

MAX MAX

No TAD = endogenous inhibitor

Optimized cell penetrating
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Mutated coiled-coil
*dimerization selectivity
*dimerization affinity

Mutations enabling
site specific
functionalization

Chemical staple
*Stabilizes a-helix
*Promotes cell penetration
* Protects from proteolysis
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Protein Modification and DNA Binding
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EMSA of HeloMyc1421

Physical Properties ||[Myc Reporter Gene Assay

HEK293T

Tm (°C) t,; (h)
71.9 5.3

Protein

HeloMyc714
HeloMyc1421  74.3 4.8
Omomyc 76.0 1.2

HeloMyc1421 and 714
reduce Myc-driven
transcription in a Myc
reporter gene assay

HeloMyc1421

0.1M Carbonate
buffer, pH 9

1.7 eq. FITC

4 h,rt

b

FITC-labelled

i Obs.11665.8
Calc. 11666.3
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HeloMyc1421
Protein K, (nM)
HeloMyc1421 15
HeloMyc714 9
HeloMyc37 8
HeloMyc711 9
ArgiMyc 99
ArtiMyc 24
Omomyc 22

Cell Penetration of HeloMyc1421

5 uM HeloMyc
1 hour

5 uM HeloMyc
4 hours

5 uM HeloMyc
24 hours

HeloMyc714 and 1421 display
good stability

EC;,(HeloMyc714) ~ 572 nM
EC;,(HeloMyc1421) ~ 325 nM

HeloMyc1421 exhibits favorable cell

HeloMyc1421 . .
penetrating properties
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