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Figure 1. Agnostic assessment of design elements using matrix synthesis and screening. The properties of a DAC are not a 
simple sum of the individual components. Our approach is to optimize the DAC as a whole, making combinatorial matrices 
wherein we vary the antibody, linker and degrader simultaneously. The matrix approach accelerates the discovery of 
optimized DACs that are not currently predictable from their individual components.

Introduction. Our discovery 
engine leverages the combined 
power of our data-rich DEL 
ligand-finding capabilities, 
automated chemistry and DAC 
conjugation, HTP cell and in vivo 
biology, and advanced machine 
learning to accelerate drug 
discovery. We have initiated 
Degrader Antibody Conjugate 
(DAC) discovery programs to 
treat oncology and inflammatory 
diseases. We’re expanding into 
the next frontier of targeted 
protein degradation with DACs 
and novel ligases. Combined, 
these technologies allow for 
unprecedented selectivity, 
unlocking new opportunities to 
treat human diseases. 
Leveraging the specificity of 
novel ligases and DACs enables 
treatment profiles for intractable 
diseases.
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BACKGROUND

Next-Generation DAC Design Requires Multi-Parameter Optimization

There are No Apparent Properties of Individual Components that 
Currently Predict DAC Behavior

• DAC aggregation is undesirable and difficult to predict from 

degrader properties alone

• Degrader 2 DACs show much lower tendency to aggregate despite 

having a nearly identical property profile to Degrader 1

• Empirical screening of DACs is required to achieve optimization

Assessment of two degraders with highly optimized cell-based 

potency for the same target (DC50 = < 5 nM) and similar property 

profiles

MW ALogP PSA HBD HBA #ArRing

Degrader 1 818 3.55 198 4 9 3

Degrader 2 807 3.45 202 5 9 3

Figure 2. The physiochemical properties that determine good DAC conjugation are nonobvious. Linker matrix testing 

identified optimal parameter combinations to facilitate degrader conjugation with low aggregation. Matrix screening 

identifies productive linker payload pairs as shown by linker 4 combined with degrader 1.
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NOVEL LIGASE ENABLEMENT

Beyond Oncology: DACs in Inflammatory Diseases Allow for the Specific 
Modulation of Pathogenic Cell Types
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a) DAC efficacy and safety advantage 

can be leveraged to treat diseases 

beyond oncology. b) Antibodies 

targeting immune cell subtypes 

evaluated for cell type selective 

binding in primary human immune 

tissues. Cell Type 2 can be targeted 

alone, with an antibody against 

Antigen 1, or in combination with 

other cell types with antibodies 

targeting Antigens 2-3.
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Expression Profiles of Ligases in the Nurix Pipeline

DEGRADER ANTIBODY CONJUGATE (DAC) DISCOVERY

Figure 6. Our broad collection of ligases gives us access to tissue-selective profiles. a) Nurix pipeline include over 100 
ligases, with 14 ligases targeted by ligand series compatible for oral bioavailability. b) Expression profile of Nurix liganded 
ligases included broadly expressed, tumor-enhanced expression and liability tissue-sparing profiles. c) Representative liver- 
and platelet-sparing ligases in the Nurix collection with their RNA abundance across normal (GTEx/TCGA) and tumor (TCGA) 
tissues.

Proprietary High Resolution Crystal Structures Elucidate Ligand Binding 

Mode and Multiple Vectors For Degrader Design

Figure 8. Structure-guided enablement of Nurix ligase ligands. a) Examples of crystal structures obtained for Nurix ligases 
across diverse family members. b) Multiple vectors for linker attachment points exemplified for one ligand, enabled by 
structure determination. 
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Figure 3. Functional assays to enable DAC discovery. a) Degradation profiles for unconjugated degrader, two targeting 

antibodies (loncastuximab and polatuzumab) and one non-targeting antibody (trastuzumab). b) Subsequent cell growth 

inhibition is achieved with polatuzumab-based DAC. c) Cell surface binding reveals weaker affinity but higher expression of 

CD79b. d) Internalization shows polatuzumab-based DACs internalize slower but have a higher maximum efficacy
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Figure 4. In vivo activity and cell type specific delivery of DACs. Single dose IV injection of DAC (10 mg/kg, equivalent to 0.2 
mg/kg degrader) and unconjugated degrader (1 mg/kg). a) CD19-expressing tumor cells show target degradation. Enough 
unconjugated degrader is dosed to reach maximum degradation, and the DAC matches unconjugated degrader activity at 24 
hours. b) Minimal DAC-mediated degradation observed in cells that do not express CD19 while unconjugated degrader shows 
equivalent activity as antigen-positive cells.

Figure 7. High-throughput platform allows validation and characterization of the collection of novel Nurix ligase ligands. 

Scatter plot showing ligand binding affinities measured by TR-FRET (●) and SPR (●) assays, grouped by the ligase family. 

(Bottom) Representative dose-response curves from the TR-FRET displacement assay for selected high affinity binders.

Nurix’s Proprietary Collection of DEL-Derived Ligands Targeting Novel 
Ligases Validated by SPR or Biochemical Assays
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