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Prior Authorization DRUG Guidelines 

Azathioprine is an imidazolyl derivative of mercaptopurine; metabolites are incorporated into 
replicating DNA and halt replication; also block the pathway for purine synthesis. The 6-
thioguanine nucleotide metabolites appear to mediate the majority of azathioprine’s 
immunosuppressive and toxic effects. 

Pre-authorization Criteria:  adjunctive therapy in prevention of rejection of kidney 
transplants; treatment of active rheumatoid arthritis (RA), to reduce signs and symptoms 

Dosing: 
Renal transplant:  Oral: Initial: 3 to 5 mg/kg once daily (usually given as a single daily dose), 
then 1 to 3 mg/kg once daily maintenance 

          IV*: Initial: 3 to 5 mg/kg once daily; Maintenance: dose reduction to 1 to 3 
mg/kg once daily is usually possible.  

Rheumatoid arthritis: 
         Oral:  Initial: 1 mg/kg/day (50 to 100 mg) given once daily or divided twice 

daily; after 6 to 8 weeks, may increase by 0.5 mg/kg every 4 weeks until response or up to 2.5 
mg/kg/day; an adequate trial should be a minimum of 12 weeks 

         Maintenance dose: Reduce dose by 0.5 mg/kg (~25 mg daily) every 4 
weeks until lowest effective dose is reached; optimum duration of therapy not specified; may 
be discontinued abruptly (monitor for delayed toxicities). 

         IV*:    Initial: ~1 mg/kg/day (50 to 100 mg) given once daily or divided twice 
daily; after 6 to 8 weeks, may increase by 0.5 mg/kg every 4 weeks until response or up to 2.5 
mg/kg/day; an adequate trial should be a minimum of 12 weeks 

         Maintenance dose: Reduce dose by 0.5 mg/kg (~25 mg daily) every 4 
weeks until lowest effective dose is reached; optimum duration of therapy not specified; may 
be discontinued abruptly (monitor for delayed toxicities) 

*Note: IV is indicated only in patients unable to tolerate oral medications (dosing should be
transitioned from IV to oral as soon as tolerated). 

Off Label Uses:  
Please see the VCHCP policy on Coverage of Prescription Medication for Off-Label Use for additional 
information. 
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Crohn disease, remission maintenance or reduction of steroid use: Oral: 2 to 3 mg/kg/day  

Dermatomyositis/polymyositis, adjunctive management: Oral: 50 mg/day in conjunction with 
prednisone; increase by 50 mg/week to total dose of 2 to 3 mg/kg/day; Note: Onset of beneficial 
effects may take 3 to 6 months; however, may be preferred over methotrexate in patients with 
pulmonary or hepatic toxicity. 

Immune thrombocytopenia, chronic (refractory or relapsed): Oral: 1 to 2 mg/kg/day; maximum dose: 
150 mg/day. Initial response is observed at 30 to 90 days; may take up to 6 months for peak 
response. 

Lupus nephritis, maintenance: Oral: Initial: 2 mg/kg/day; may reduce to 1.5 mg/kg/day after 1 month (if 
proteinuria <1 g/day and serum creatinine stable) or target dose: 2 mg/kg/day. 

Multiple sclerosis: Oral: 2 to 3 mg/kg/day  

Pericarditis, recurrent:  Oral: 150 mg once daily for 2 to 3 months, then 100 mg once daily to suppress 
clinical symptoms. 

Psoriasis: Oral: Initial: 0.5 mg/kg/day, if no occurrence of cytopenia after 6 to 8 weeks of therapy, may 
increase by 0.5 mg/kg/day every 4 weeks until response; usual dosage: 75 to 150 mg/day 

Ulcerative colitis, remission maintenance or reduction of steroid use: Oral: 1.5 to 2.5 mg/kg/day 

Uveitis: Oral: 2 to 3 mg/kg/day given either alone or in conjunction with corticosteroids and/or 
immunosuppressants  

 
How Supplied:   tablets 50, 75, 100mg; solution 100mg 
 
Adverse Reactions/Precautions: malaise; nausea; vomiting; diarrhea; leukopenia; 
hepatotoxicity; patients with genetic deficiency of TPMT (thiopurine S-methyltransferase) are 
more sensitive to myelosuppressive effects (consider TPMT testing in patients with abnormally 
low CBC unresponsive to dose reduction) 
Boxed Warning:  Chronic immunosuppression with azathioprine (a purine antimetabolite), 
increases the risk of malignancy. Malignancies reported have included post-transplant 
lymphoma and hepatosplenic T-cell lymphoma (HSTCL) in patients with inflammatory bowel 
disease. 

Drug Interactions:    numerous (see product literature) 
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