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Macrophage Polarization State Specific Promoters

Macrophage Polarization Logic Promoter Discovery Strategies
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revert to an alternative phenotype if new cues are encountered. Macrophages contain
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Applications: Applications:
Immune deficiency, autoimmune disease,
oncology wound healing
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M2 Promoter 4 Therapeutic Payload Strong & Specific Strong & Specific

Strong & Specific

M2 Promoters

M1 Promoters M1 Promoters

Plasticity

Polarization state specific promoters sense pathological states Successful discovery of state-specific “sensors” from three
and locally control payload expression parallel promoter discovery strategies

M1 Promoter Discovery M2 Promoter Discovery

M1 Strength Native Macrophage Promoter Screening Identifies M1 State-Selective Promoters (left)

Genomic traces from ATAC-Seq provides insight into chromatin accessibility in different cell states 102
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Native promoter engineering into synthetic variants improves Our bioinformatics pipeline enables potent genomic loci selection
strength and specificity of M1-specific promoters with high M2c state selective activity
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 “Hits” empirically identified from M1 targeted library MPRA screening Minimal Promoter Minimal Promoter Minimal Promoter
* M1 selective hits in red, M2c selective hits in green

3 0 3 6 « Library hits were then clonally validated (above)

Expression in M1

Fully synthetic promoter library hits are as strong and M1 - Core promoter engineering increases both strength and specificity
selective as native promoters of M2c-state specific promoters
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