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SUMMARY 

A modified high-performance liquid chromatographlc (HPLC) techmque for the assay of meth- 
otrexate 1s described and compared to the Abbott Fluorescence Polarlzatlon Radlolmmunoassay 
The reproduclblhty (coefficient of vanatlon) at low concentrations was similar for the two assays 
8 1 and 8 5% for the Abbott and HPLC assay, respectively The hmlt of detection of the two assays 
was also similar at 0 01 ,uM The correlation coefficient for Abbott versus HPLC was 0 9833 with 
a gradient of 0 9545 Asplrm was the only drug that interfered with HPLC Methotrexate’s me- 
tabohte 7-hydroxymethotrexate did not Interfere with the Abbott assay Plasma half-hves were 
similar to oncology patients m the two rheumatoloecal patients studied The ‘i-hydroxymetho- 
trexate half-life was 15 h 

INTRODUCTION 

Methotrexate (MTX), an anti-metabolite cytotoxic, has been a useful agent 
m the treatment of rheumatologlcal and oncological disorders In order to im- 
prove the response of tumours to methotrexate high-dose mfuslons have been 
used [ 11, unfortunately this is commonly associated with marrow and gas- 
tromtestmal toxicity Foluuc acid which bypasses the dlhydrofolate reductase 
mhlbltlon induced by methotrexate is admuustered 24 h later as an antidote 
to high-dose mfuslons Plasma methotrexate levels greater than lop6 and 10W7 
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enzymes, or even methotrexate itself, may be important m the conversion of 
methotrexate to 7-OH-MTX Since there 1s such an inter-mdlvldual varlabil- 
lty m AUC for 7-OH-MTX and because of its long ellmmatlon half-hfe, the 
posslblhty that methotrexate toxlclty may be partly related to this metabohte 
cannot be totally dlsregarded This may help explain the varlablhty m toxlclty 
seen when plasma methotrexate levels are non-toxic but patients manifest 
toxicity 

We are currently performing further mvestlgatlons with methotrexate 

toxicity 
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