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HaloTag® Technology
Driving mammalian protein expression forward

 ✓  Covalent binding of interchangeable  
synthetic ligands to fusion tag

 ✓  Use a single clone for protein purification, 
pull-down, and imaging studies

 ✓  Higher recovery, purity,  
functionality and solubility  
compared to other fusion tags

Compared to other tags:

• higher capacity than flag®

• cleaner than his6

• no leaching (unlike gst)

• more flexible than gfP
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Catalytic process Facilitated bond formation
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Origin and optimization
Optimized for mammalian protein expression

dhaa
origin: Rhodococcus rhodochrous 
Function: forms a covalent intermediate 
at his272 with chloroalkane substrates by 
removing cl- upon hydrolysis with water.

Halotag®

optimization: his272Phe mutation allows 
formation of a stable covalent bond. 
additional aa changes were made in dhaa to 
further optimize fusion tag performance.

result: a fusion tag which rapidly forms a covalent 
attachment to synthetic chloroalkane-based ligands. 
ideal for protein purification, pull-downs and imaging.
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HaloTag® ligand chemistry allows 
interchangeable functionality

• the reactive linker is identical between all halotag® ligands

•  move fluidly between protein purification, pull-downs and imaging 
assays by switching to a new functional group.
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HaloTag® structure and the site of the covalent bond
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HaloTag® TMR
Ligand

N-terminus

C-terminus

TMR
(functional group)

Chloroalkane
(reactive linker)

Phe272

Site of covalent interaction
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HaloTag® ligands
Many functionalities from a single fusion construct

R

HaloTag®

 Ligand
HaloTag®

Fluorescent ligands

Surfaces

Reactive ligands
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solid surfaces
• nonmagnetic resin 
• magnetic beads
• customizable arrays

Fluorescent ligands
• multiple fluorophores
• cell-permeable ligands
• cell-impermeable ligands

reactive & capture ligands
•  introduce novel functionalities 

with succinimidyl ester,  
amine, iodoacetamide  
and thiol reactive groups

•  tag and capture with biotin 
affinity groups
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More information

Get started

P r o d u c t s i z e c ata l o g  #

Halotag® cloning starter  system 1 each g6050

val idated Halotag® human orFs 20µg dna kazusa fhc clones

halotag is a registered trademark of Promega corporation. halolink is a trademark of Promega corporation. 

flag is a registered trademark of sigma aldrich.

Protein purification…

Protein interactions…

cellular imaging and labeling…

http://www.promega.com
http://www.promega.com/catalog/catalogredirect.aspx?partno=G6050
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file:/Volumes/MAC/marcomm/CURRENT%20WORK/MACIEK-Current%20Work/Current%20Projects/19471%20HaloTag%20pitchbook/19768%20HaloTag%20Purification%20Mammalian%20iSlides%20Route1.pdf
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http://www.promega.com/applications/prtn_exp/purification.htm
http://www.promega.com/applications/prtn_exp/interactions.htm
http://www.promega.com/applications/prtn_exp/immdet.htm

