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	Background: Azathioprine (AZA) is a commonly used immunosuppressive agent in renal patients. TPMT is a genetically moderated enzyme involved in the metabolism of thiopurine compounds. TPMT activity assays identify patients with deficient and low (~8.5% population), normal or high activity. Screening for low/ deficient TPMT activity prior to treatment identifys patients at risk of bone marrow toxicity from thiopurine drugs. This enables dose adjustments or avoidance, minimizing serious adverse events. Low TPMT activity is associated with the TPMT*1/*3 or TPMT*1/*2 genotypes.
We noticed an increasing frequency of low TPMT results within our hospital. An audit was undertaken to investigate this finding and low TPMT activity was checked for phenotype-genotype concordance.



	Methods: A list of TPMT assay tests between 01/05/2006 and 31/07/2007 was generated. Medical records were retrospectively reviewed with the following recorded: diagnosis; timing of TPMT assays (pre/post AZA); co-prescribed medication which may inhibit TPMT activity. TPMT genotypes were also assayed and correlated with TPMT activity.



	Results: 302 patients had TPMT assay requests; inflammatory bowel disease (41.7%), dermatology (18.5%), rheumatology (13.6%), vasculitis (7.6%), lung disease (7.6%), other (10.9%). The mean activity was 38.8nmol. 81 patients (26.5%) had low / deficient TPMT activity (≤34nmol). 290 patients (96%) had tests done prior to starting AZA; of these 76 (26.2%) had low activity. 12 patients had TPMT activity checked whilst on AZA, of these 5 (41.7%) had low activity.
91 patients were on aminosalicylate derivatives, 12 sulphasalazine, 12 furosemide , when TPMT tests were requested. Only patients co-prescribed sulphasalazine had a mean TPMT activity lower than the total mean, 5 (41.7%) had low TPMT activity. When corrected for inhibitory drugs the prevalence of low TPMT was 26.2%. Phenotype-genotype concordance in our population showed a concordance rate of 79% between low TPMT activity and TPMT*1/*3 or TPMT*1/*2 genotypes.


	Conclusions:  In our population we found a mean whole blood TPMT activity  of 38.8nmol with 26.5% having low TPMT activity. Low TPMT activity was not associated with co-prescribed inhibitory drugs but did show an association with TPMT genotype.
  
Further pharmacogenetic investigation is required to explain a possible regional difference in TPMT activity in this population.

	

	

	

	

	

	



