
   

Supplementary Table 1. hNET SNP effects on pharmacology and pathology. 

Mutation Pharmacological effect Pathology Reference 
• V69I • No effect in Km and Vmax for NE transport; no 

change in desipramine potency 
•  • (Runkel, Brüss et al. 2000) 

• T99I • No effect in Km and Vmax for NE transport; no 
change in desipramine potency 

•  • (Runkel, Brüss et al. 2000) 

• R121Q • Greater impact on NE transport than DA transport • Long QT syndrome 
(disorder of the heart's 
electrical activity) 

• (Hahn, Mazei-Robison et al. 
2005, Hahn and Blakely 
2007) 

• V244I • Little effect on hNET expression levels or 
transport of NE and DA. 

•  • (Hahn, Mazei-Robison et al. 
2005) 

• V245I • No effect in Km and Vmax for NE transport; no 
change in desipramine potency 

• Attention deficit 
hyperactivity disorder 
(ADHD) 

• (Runkel, Brüss et al. 2000) 

• N292T • Some loss of NE and DA transport and expression 
of functional transporter 

•  • (Hahn, Mazei-Robison et al. 
2005) 

• V356L • Little effect on hNET expression levels and 
transport of NE and DA.  

•  • (Hahn, Mazei-Robison et al. 
2005) 

• V356S • Increase in DA uptake but decrease in affinity for 
nortriptyline and desipramine. 

•  • (Hahn, Mazei-Robison et al. 
2005) 

• A369P • Complete loss of transport of NE and DA; 
retained intracellularly. 

•  • (Hahn, Mazei-Robison et al. 
2005) 

• N375S • Little effect on hNET expression levels and 
transport of NE and DA.  

•  • (Hahn, Mazei-Robison et al. 
2005) 

• N375P • 2-fold increase in NE and DA uptake. •  • (Hahn, Mazei-Robison et al. 
2005) 

• V449I • No effect in Km and Vmax for NE transport; no 
change in desipramine potency 

•  • (Runkel, Brüss et al. 2000) 

• A457P • 5-fold higher affinity for cocaine; two-fold lower 
affinity for nisoxetine, and unchanged affinity for 
desipramine. 40% expression of the wild-type 
hNET; 50-fold higher Km for NE 

•  • (Hahn, Robertson et al. 
2003) 

• K463R • Little effect on hNET expression levels and 
transport of NE and DA 

•  • (Hahn, Mazei-Robison et al. 
2005) 

• G478S • 4-fold increase in Km for NE uptake but no change 
in Vmax; no change in desipramine potency 

•  • (Runkel, Brüss et al. 2000) 

• F528C • Increase in ratio of NE to DA transport and Vmax 
to Km for NE transport; no change in Ki values for 
NE competition of NX binding or in DA uptake; 
increase in translocation of NE 

• Major depression 
•  

• (Hahn, Mazei-Robison et al. 
2005, Haenisch, Linsel et al. 
2009) 

• Y548H • 20% loss of NE and DA transport and expression 
of functional transporter. 

•  • (Hahn, Mazei-Robison et al. 
2005) 

• I549T • Decrease in protein expression but no change in 
NE and DA transport. 

•  • (Hahn, Mazei-Robison et al. 
2005) 
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