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Important Notice and Disclaimers
This presentation contains statements that relate to future events and expectations and as such constitute forward-looking statements within 
the meaning of the Private Securities Litigation Reform Act of 1995. When or if used in this presentation, the words “anticipate,” “believe,” 
“could,” “estimate,” “expect,” “intend,” “may,” “outlook,” “plan,” “predict,” “should,” “will,” and similar expressions and their variants, as they 
relate to Nurix Therapeutics, Inc. (“Nurix”, the “Company,” “we,” “us” or “our”), may identify forward-looking statements. All statements that 
reflect Nurix’s expectations, assumptions or projections about the future, other than statements of historical fact, are forward-looking 
statements, including, without limitation, statements regarding our future financial or business plans; our future performance, prospects and 
strategies; future conditions, trends, and other financial and business matters; our current and prospective drug candidates; the planned 
timing and conduct of the clinical trial programs for our drug candidates; the planned timing for the provision of clinical updates and initial 
findings from our clinical studies; the potential advantages of our DELigase™ platform and drug candidates; the extent to which our scientific 
approach and DELigase™ platform may potentially address a broad range of diseases; the extent animal model data predicts human 
efficacy; and the timing and success of the development and commercialization of our current and anticipated drug candidates. Forward-
looking statements reflect Nurix’s current beliefs, expectations, and assumptions. Although Nurix believes the expectations and assumptions 
reflected in such forward-looking statements are reasonable, Nurix can give no assurance that they will prove to be correct. Forward-looking 
statements are not guarantees of future performance and are subject to risks, uncertainties and changes in circumstances that are difficult to 
predict, which could cause Nurix’s actual activities and results to differ materially from those expressed in any forward-looking statement. 
Such risks and uncertainties include, but are not limited to: (i) risks and uncertainties related to Nurix’s ability to advance its drug candidates, 
obtain regulatory approval of and ultimately commercialize its drug candidates; (ii) the timing and results of clinical trials; (iii) Nurix’s ability to 
fund development activities and achieve development goals; (iv) the impact of macroeconomic conditions, including inflation, increasing 
interest rates and volatile market conditions, and global events, including regional conflicts, on Nurix’s clinical trials and operations; (v) 
Nurix’s ability to protect intellectual property; and (vi) other risks and uncertainties described under the heading “Risk Factors” in 
Nurix’s Quarterly Report on Form 10-Q for the fiscal quarter ended August 31, 2023, and other SEC filings. Accordingly, readers are 
cautioned not to place undue reliance on these forward-looking statements. The statements in this presentation speak only as of the date of 
this presentation, even if subsequently made available by Nurix on its website or otherwise. Nurix disclaims any intention or obligation to 
update publicly any forward-looking statements, whether in response to new information, future events, or otherwise, except as required by 
applicable law.



Targeted Protein Modulation:  TPM = TPD + TPE

Nurix Drugs Engage Ligases for the Treatment of Cancer

Targeted Protein 
Degradation 

(TPD)

Ubiquitin is ligated to 
target proteins to tag 

them for degradation by 
the proteasome

Targeted Protein 
Elevation 

(TPE)

A Powerful 
Cellular System
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Inhibit ligases 
to increase 

specific protein levels

Harness ligases 
to decrease 

specific protein levels



Harnessing the Ubiquitin Proteasome System for Therapeutic 
Benefit
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Assay Toolbox for Degrader Characterization

• These tools can be used to evaluate and optimize each step in the process
• These assay technologies can be scaled to rapidly profile degrader libraries

Protein Degradation 
(HiBit Luminescence)

• Does the degrader eliminate 
the target protein in cells?

Ubiquitylation  Activity (TR-FRET)

• Can the ternary complex enable 
ubiquitin transfer to target protein?

Ternary Complex (TR-FRET)

• Does the degrader engage 
target protein and ligase 
simultaneously?

Probe displacement (TR-FRET)

• Does the degrader still bind the target 
and E3 with the same affinity as the 
original binders?
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Ternary Complex Assay and Impact of Cooperativity

Ternary Complex

Hook Effect

Positive Cooperativity Negative Cooperativity

• Novel Protein-Protein 
Interactions

• Better resistance tolerance

• Antagonistic Protein-Protein 
Interactions

• Less stable ternary complex
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Parameters that Describe the Ternary Complex Bell Curve

Fit Parameters

TF50 2.5 nM ½ maximum formation of ternary complex

TCmax 11 nM Concentration of max ternary complex

TI50 85 nM ½ maximum inhibition of ternary complex

AUC 0.93 Proportional to cooperativity (red shading)

%TC 0.5 Maximum TC signal observed
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Ternary Complex Formation Assay is Scalable to High-Throughput
4-pt High Throughput Screen11-pt Dose Response

-10 -8 -6 -4

0

50

100

150

log[Degrader] M

%
 R

el
at

iv
e 

to
 C

on
tr

ol Degrader1
Degrader2
Degrader3
Degrader4
Degrader5
Degrader6
Degrader7

-8.5 -8.0 -7.5 -7.0 -6.5 -6.0

0

50

100

150

log[Degrader] M

%
 R

el
at

iv
e 

to
 C

on
tr

ol
Full Curve Assay

Determine TF50, TI50, 
TCmax, AUC, %TC

High Throughput Assay
Estimate AUC, %TC, TCmax
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Advantages of 4-point screen:
• Rapid analysis and rank order of degraders engaging both target protein and ligase 
• Reduced reagent consumption, >5-fold increase in number of compounds/assay plate

R2=0.9



9

High-Throughput Format for Early Degrader Discovery
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4-pt High Throughput 11-pt Dose Response Confirmation

• 422 bivalent molecules profiled for ternary complex formation
• No control molecule available to optimize assay before screen
• Rapidly identify potential tool compounds for assay development and prioritize 

molecules for further optimization



Ubiquitin

Target

E2

Ubiquitylation 
of Target Protein
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• Degrader mediated ubiquitylation of target protein
• Biotin-target/Streptavidin-terbium enables target specific TR-FRET signal

• No contribution of auto- or off-target ubiquitylation to assay signal
• Increase in TR-FRET is proportional to overall number of ubiquitin transferred to target
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Reconstituted Ubiquitylation Activity Assay 

E1: Activating enzyme; E2: Conjugating enzyme; E3: Ubiquitin ligase; U: FAM-Ubiquitin; 
N: Nedd8; SBM: Substrate binding module; T: Tagged substrate; Tb: Streptavidin-Terbium

Ubiquitin activation Ubiquitin transfer Kinetic readout Dose response
[Degrader]

[Degrader]
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Productive Ternary Complex is Critical for Cellular Protein Degradation

logTF50 Shift (Ubiquitylation/TCF)

Productive ternary complex- robust ubiquitylation

Non-Productive ternary complex- weak ubiquitylation

DC50 > 1 µM
DC50 < 1 µM

Hi
Bi

t D
C 50

 

5x Shift in TF50

1 µM
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Ubiquitylation Activity Assay Bridges the Gap Between TCF and Protein 
Degradation
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Ternary Complex and Ubiquitylation Assays in the Early Discovery Pipeline 

Degradation
HiBit 

Luminescence

Affinity Probe 
Displacement

TR-FRET

Ternary Complex 
Formation

TR-FRET

Ubiquitylation 
Activity
TR-FRET

Target 
Engagement/ 
Permeability

NanoBRET

Optimize Vector Attachment or 
Target Binder Affinity

Optimize Vector Attachment or
 Linker Length  Series 2

Series 3

Optimize 
PermeabilitySeries 1

If HiBit 
Primary 

Screen Shows 
No Protein 

Degradation
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Assay Toolbox for Degrader Characterization

Protein Degradation 
HiBit Luminescence

• Primary screening modality 
for protein degradation

Ubiquitylation Activity TRFRET

• Ubiquitylation assays better predict 
cellular degradation in a biochemical 
setting

• Describe ternary complex productivity

Ternary Complex TR-FRET

• Assay to assess simultaneous 
engagement with both target 
and ligase

• Scalable platform for degrader 
profiling 

Probe Displacement TR-FRET

• Confirm activity of target and ligase 
binder motifs when connected by a 
linker



Thank You!
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