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Nortriptyline 
Class: Antidepressant, Tricyclic (Secondary Amine) 
 
Pharmacokinetics 
Absorption 

i.) Non-genetic 
a. Concomitant medications/substances 

i. Cholestyramine, colestipol, sucralfate may bind nortriptyline and reduce absorption 
ii. P-glycoprotein inhibitors 

ii.) Genetic 
a. Genetic variation in p-glycoprotein gene 

Distribution 
i.) Non-genetic 

a. Altered serum protein (~90% protein bound) 
b. Concomitant medications/substances: p-glycoprotein inhibitors or activators 

ii.) Genetic 
a. Genetic variation in p-glycoprotein gene 

Metabolism 
i.) Non-genetic 

a. Concomitant medications/substances: CYP1A2, CYP2C19, CYP2D6, CYP3A4 inducers or 
inhibitors 

ii.) Genetic 
a. Genetic variation in drug metabolizing gene(s): CYP2D6, CYP2C19, CYP1A2, CYP3A4 

Excretion 
i.) Non-genetic 

a. Age: half-life may be significantly greater in the elderly 
ii.) Genetic 

a. No clear genetic factors affecting excretion 
Pharmacodynamics 
Receptors 

i.) Non-genetic 
a. Concomitant medications/substances  

i. Serotonin receptor agonists or antagonists (may block or enhance effects of 
nortriptyline) 

ii. Adrenergic receptor agonists or antagonists (may block or enhance effects of 
nortriptyline) 

ii.) Genetic 
a. Genetic variation in serotonin receptor gene(s) 
b. Genetic variation in alpha-1 adrenergic receptor gene 
c. Genetic variation in G-protein beta-3 subunit gene 
d. Genetic variation in Gs protein alpha-subunit gene 

Transporters 
i.) Non-genetic 

a. Concomitant medications/substances 
i. Substrates or inhibitors or serotonin transporter or norepinephrine transporter (additive 

effects)  
ii. P-glycoprotein substrates, inhibitors, or activators  

ii.) Genetic 
a. Genetic variation in p-glycoprotein gene 
b. Genetic variation in serotonin transporter gene 
c. Genetic variation in norepinephrine transporter gene 


