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Important Notice and Disclaimers
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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 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 or regional 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 Annual Report on Form 10-K for the fiscal year ended November 30, 

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.

Certain information contained in this presentation relates to or is based on studies, publications, surveys and other data obtained from third-party sources and 

the Company’s own internal estimates and research. While the Company believes these third-party sources to be reliable as of the date of this presentation, it 

has not independently verified, and makes no representation as to the adequacy, fairness, accuracy or completeness of, any information obtained from third-

party sources. In addition, all of the market data included in this presentation involves a number of assumptions and limitations, and there can be no guarantee 

as to the accuracy or reliability of such assumptions. Finally, while we believe our own internal estimates and research are reliable, such estimates and research 

have not been verified by any independent source.



Plastic / Disordered 
Regions

Low 
Ligandability

No Enzymatic 

Activity

Sequence-
specific DNA 

binding

3

The Nurix DEL Screening and Analysis Process is Designed to Unlock 
Challenging Targets, including Transcription Factors

Transcription

Factors

• Nurix’s DEL collection is designed to address 

targets with low ligandability

• >5 billion molecule DEL

• Including scaffold-based libraries

• Diverse chemical space

• Approach to DEL affinity screening focused on 

capturing novel binding sites

• In DEL screening, the DNA tag may contain 

consensus sequence for transcription factor

• A combination experimental and 

bioinformatic approaches can mitigate this 

issue

Challenges in ligand identification for transcription factors



EWS-FLI1 Is a Fusion Protein and the Main Oncogenic Driver for Ewing 
Sarcoma

EWS-FLI1 FL

EWS FLI1

ETS-DBD

• Ewing sarcoma (ES) is a pediatric bone and soft tissue cancer with 
no therapies available.

• Ewing sarcoma impacts children and young adults, constituting 10-
15% of all bone sarcomas.

• ~200 patients are diagnosed with Ewing sarcoma each year in the 
United States.

• EWS-FLI1 is a fusion protein caused by chromosomal translocation.

• EWSR1 - strong transactivation domain (TAD)

• FLI1 – ETS-DBD transcription factor

• Binds to 5’ GGAA 3’ dsDNA sequences

• This leads to aberrant transcription of oncogenes in Ewing 
sarcoma.

• >85% of Ewing sarcoma’s have EWS-FLI1

EWS-FLI1 Alphafold Model

EWSR1 FL

TAD

TAD

FLI1 FL

ETS-DBD
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Extensive Protein Screening was Required to Enable Productive DEL 
Discovery

2 Targets

EWS-FLI1

EWSR1

24 Clones 3 Expression 

Systems
13 Protein 

Forms

24 Target Forms

3 Affinity Tags

2 Fusion Partners

5 Mutants

Insect 

E.coli

Mammalian

EWS-FLI1 FL

EWSR1

FLI1 DBD

EWS-FLI1 FL 
Mutants

FLI1 DBD Mutants

DEL Screen

High-Throughput Protein Expression 

Protein Quality Control

SEC SDS-PAGE LCMS

DSF with binder (if available)

15kDa

20kDa
25kDa
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Structured FLI1 DNA Binding Domain Prioritized for DEL Screening

EWS-FLI1 FL

EWS FLI1

ETS-DBDTAD

FLI1

ETS-DBD

WT FLI1 DBD

EWS-FLI1 Alphafold Model

EWS-FLI1 full length fusion phase separates, 
requiring denaturation and refolding
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Nurix's DEL Analysis Platform Applies Multiple Rounds of Filtering To Identify Hits

Historical data 

comparisons

SAR, 

Enrichment, 

Selection Profiles

Replicate 

mapping
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FLI1 DNA Binding Domain Library Enrichment Driven by Affinity to DNA 
Tag

72% FASTA reads contain known 

consensus sequence

WT FLI1 DBD

ETS-DBD

304-445
bb2

bb1

bb3

Strategies to mitigate DNA tag-driven enrichment 

of consensus sequence

DNA blockers

• Literature-reported DNA consensus sequence

• Computationally identify DNA consensus 

sequence by analyzing DEL sequence output

DEL selections performed against mutant 
proteins

• Mutations that lack ability to bind DNA 
reported

Informatic Flagging of 
Consensus Sequence
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Literature DNA Consensus Sequence Binds to FLI1 DNA Binding Domain 
(DBD)

WT FLI1 DBD

ETS-DBD

304-445

PDB: 5E8I

SPR confirms binding of DNA consensus 
sequence to FLI1 DBD

KD = 20 nM

DNA consensus 

sequence
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Addition of DNA Consensus Sequence Significantly Reduces DNA Driven 
Enrichment

Oligo with qPCR primer 

site (no consensus 
sequence)

Consensus 
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Heat ElutionWash

Strep 
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Recovery of consensus sequence tracer

DNA Consensus 
Sequence+

DNA consensus 
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DNA Blocker Reduces Recovery of Consensus Sequence Binders to Near 
Baseline

WT FLI1 DBD

ETS-DBD

304-445

bb2

bb1

bb3

Informatic Flagging of 
Consensus Sequence 25% Consensus Sequence

bb2

bb1 bb3

DNA blocker

Bead Only = 23%

Naïve = 26%

DNA Encoding contains 

Consensus Sequence

Consensus Sequence 

free Encoding

72% Consensus Sequence
+ DNA Blocker

Historical 
data 

comparisons

Replicate 
mapping

SAR, Enrichment, 
Selection Profiles
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Screening of FLI1 DBD Mutant Abrogates Consensus Sequence Driven 
Enrichment

R337

R340

dG

dG

dA

dA

FLI1 DBD

FLI1 DBDR337N/R340N mutant

N340

N337

PDB: 5E8I

Hou and Tsodikov, Biochemistry (2015)
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KD = 20 nM
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Hits Enriched in Both the Wild Type and Mutant FLI1 Selections 
Considered Higher Confidence Hits

Higher confidence hits for 
binding FLI1 DBD

=



bb2

bb3
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FLI1 DBDR337N/R340N Mutant DEL Output Overlaps with WT FLI1 DBD + 
DNA Blocker Selections

FLI1 DBDR337N/R340N Mutant Selection WT FLI1 DBD + DNA Blocker 

Selection

DNA Encoding contains 

Consensus Sequence

Consensus Sequence 

free Encoding

Historical 
data 

comparisons

Replicate 
mapping

bb1

Historical 
data 

comparisons

Replicate 
mapping

Informatic 
Flagging of 

Consensus 

Sequence

SAR, enrichment, 
Selection Profiles

SAR, enrichment, 
Selection Profiles

bb2

bb1
bb3
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Four Overlapping Series Identified From FLI1 DBDR337N/R340N Mutant and 
WT FLI1 DBD + DNA Blocker Selections 

FLI1 DBDR337N/R340N Mutant Selection WT FLI1 DBD + DNA Blocker 

Selection

Series 1

Series 1

bb2

bb1
bb3

bb2

bb3

bb1

Series 1

Series 2

Series 3

Series 4

Untagged
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Series 1 Hits Enriched in WT and Mutant FLI1 Selections Validated by SPR 
To Bind to WT-FLI1 DBD

bb1

Mutant and WT FLI1 DBD Selections

Mutant or WT FLI1 DBD Selections
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FRET Displacement Assay Reveals Binding Mode of Series 1 off-DNA DEL 
Hits 
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EWS-FLI1 Alphafold Model
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EWS-FLI1 FL

EWS FLI1

ETS-DBDTAD

Mutant FLI1 DBD

FLI1

ETS-DBD

WT FLI1 DBD

ETS-DBD

FLI1

Refolding, followed 
by tracer screen test

Validation of Ligand Binding to Oncogenic Fusion
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EWS-FLI1 Full Length Fusion Tracer Screen Test Set-Up

Biotin
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beads

Urea Gradient

4 M

2 M

1 M
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Oligo with qPCR primer 

site (no consensus 

sequence)
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Refolding of EWS-FLI1 FL on resin
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DEL Hit 2 Tracer Binds to EWS-FLI1 Fusion After On-Bead Refolding
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Conclusion : Experimental and Bioinformatic Strategies Enable 
Identification of Ligands for Transcription Factors

EWS-FLI1 FL

EWS FLI1

ETS-DBDTAD

Mutant FLI1 DBD
ETS-DBD

FLI1

ETS-DBD

WT FLI1 DBD

FLI1

WT FLI1 DBD + DNA blocker screening 

decreased consensus sequence containing 
DEL binders

Mutant FLI1-DBD screening provided increased 

confidence of WT FLI1 DBD hits/features

 Screening mutant FLI1-DBD can aid in identifying hits 

to WT-FLI1 that don’t enrich in WT FLI1 selections

Tracer screen test validated DEL ligand binding 

to refolded full length EWS-FLI1

Refolded oncogenic fusion protein can be 

screened using DELs
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