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Discovery of TAK-659, an Orally Available Investigational Inhibitor of Spleen Tyrosine Kinase (SYK)
PDB DOI: https://doi.org/10.2210/pdb5TR6/pdb

Classification: Transferase/Transferase Inhibitor
Organism(s): Homo sapiens

Expression System: Baculovirus expression vector pFastBac1-HM
Mutation(s): No
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Deposition Author(s): Yano, J., Jennings, A., Lam, B., Hoffman, I.D.
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10/28/24, 9:52 AM RCSB PDB - 5TR6: Discovery of TAK-659, an Orally Available Investigational Inhibitor of Spleen Tyrosine Kinase (SYK)

Primary Citation of Related Structures:
5TR6, 5TT7

PubMed Abstract:

Spleen Tyrosine Kinase (SYK) is a non-receptor cytoplasmic tyrosine kinase that is primarily expressed in hematopoietic cells. SYK is a key mediator for a variety of
inflammatory cells, including B cells, mast cells, macrophages and neutrophils and therefore, an attractive approach for treatment of both inflammatory diseases and
oncology indications. Using in house co-crystal structure information, and structure-based drug design, we designed and optimized a novel series of heteroaromatic...
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Binding Affinity Annotations
ID Source Binding Affinity
1C50: min: 2, max: 4620 (nM) from 6 assay(s)

7KG BindingDB:
EC50: 9.8 (nM) from 1 assay(s)

Experimental Data & Validation

Experimental Data

Method: X-RAY DIFFRACTION
Resolution: 1.93 A

R-Value Free: 0.217

R-Value Work: 0.193
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R-Value Observed: 0.195
Space Group: P 2,4 2, 2,

Unit Cell:
Length (A) Angle ()
a=39.941 a=90
b = 85.283 B =90
c=90.283 y=90

Software Package:

Software Name Purpose
HKL-2000 data collection
REFMAC refinement
PDB_EXTRACT data extraction
HKL-2000 data reduction
HKL-2000 data scaling
MOLREP phasing
DENZO data reduction
SCALEPACK data scaling

Structure Validation
View Full Validation Report

Metric Percentile Ranks Value
Rfrec NN W 0.222
Clashscore NN

W 0.4%
0.4%
M 10.7%

Worse Better

Ramachandran outliers IS I
Sidechain outliers IS

RSRZ outliers

W percentile relative to all X-ray structures

[ Percentile relative to X-ray structures of similar resolution

Ligand Structure Quality Assessment @

Worse 0 [N I 1 Beteer

Ligand structure goodness of fit to experimental data

Entry History

Deposition Data

Released Date: 2016-11-30
Deposition Author(s): Yano, J., Jennings, A., Lam, B., Hoffman, I.D.

Revision History (Full details and data files)

Version 1.0: 2016-11-30

Type: Initial release

Version 1.1: 2016-12-14

Changes: Database references

Version 1.2:2017-11-22

Changes: Refinement description

Version 1.3: 2024-03-06

Changes: Data collection, Database references

RCSB PDB Core Operations are funded by the U.S. National Science Foundation (DBI-2321666), the US Department of Energy (DE-SC0019749), and the National Cancer
Institute, National Institute of Allergy and Infectious Diseases, and National Institute of General Medical Sciences of the National Institutes of Health under grant R0O1GM157729.
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