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Alzhelmer’s disease (AD) 1s recognized as a maJor cause of lmpalred cognl- 
tlve ability among the elderly [l-5] Velnacrme (HP 029), 1,2,3,4_tetrahydro- 
9-amlnoacndm-l-01 maleate (Fig. 1 ), IS a new drug currently being studied for 

(A) velnacrme (HP 029) 

(B) memal standard 

Fig 1 Chemical structures of (A) velnacrme (HP 029), 1,2,3,4-tetrahydro-9-ammoacrldm-l-01 
maleate, and (B) internal standard, 9-ammo-3,4-dlhydro-7-methoxyacrldm-l(2H) -one 
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weighted least-squares regression analysis, correspondmg to plasma concen- 
trations of 1, 5, 10, 50,100 and 500 ng/ml, were 84, 17,8 7, 2 1, 1 4 and 1 8%, 
respectively. C V for the urine concentrations of 10, 50, 100, 500, 1000 and 
5000 ng/ml were estimated as 36, 7.3, 3 7, 1 0,O 8 and 2 7%, respectively 

Quantitation limit for the method is defined as the munmum concentration 
that can be detected with a pre-defined level of confidence [ 121 The estimated 
quantitation hmrt with a 20% C V of prediction is 4 and 18 ng/ml for plasma 
and urine, respectively (Tables II and III) The F ratios for the hnearity test 
for plasma and urine are 0.739 and 0 648, respectively, which are much less 
than the critical value FO 95, 4 24= 2 73, indicatmg that lmearity is fully 
acceptable 

Method precmon 
The reproducibihty of the plasma and urine assays was evaluated by analyz- 

ing the quahty control samples used in the phase I cluncal trials. The results 
of within-day and between-day precision are expressed as the C V The within- 
day and between-day variation for plasma at levels of 50 and 500 ng/ml is 2 8- 
6 1 and 8 4-10 6%, respectively, while the assay variation for urine at levels of 
500 and 5000 ng/ml is 2 O-2 1 and 7 8-9 8%, respectively (Table IV) 
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