
History of Quantitative Structure-Activity Relationships 

5.1.1 Inhibition of Crude Pigeon Liver 
DHFR by Triazines (202),31 

5.1.2 Inhibition of Chicken Liver DHFR by 
3-X-Triazines (207),31 

5.1.3 Inhibition of Human DHFR by 3-X- 
Triazines (208), 32 

5.1.4 Inhibition of L1210 DHFR by 3-X- 
Triazines (2091, 32 

5.1.5 Inhibition of P. carinii DHFR by 3-X- 
Triazines (210), 32 

5.1.6 Inhibition of L. major DHFR by 3-X- 
Triazines (211),33 

5.1.7 Inhibition of T. gondii DHFR by 3-X- 
Triazines, 33 

5.1.8 Inhibition of Rat Liver DHFR by 2,4- 
Diamino, 5-Y, 6-Z-quinazolines (213), 
34 

5.1.9 Inhibition of Human Liver DHFR by 
2,4-Diamino, 5-Y, 6-Z-quinazolines 
(214), 34 

5.1.10 Inhibition of Murine L1210 DHFR by 
2,4-Diamino, 5-Y, 6-Z-quinazolines 
(2141, 34 

5.1.11 Inhibition of Bovine Liver DHFR by 
2,4-Diamino, 5-Y, 6-Z-quinazolines 
(215), 34 

5.1.12 Binding of X-Phenyl, N-Benzoyl-L- 
alaninates to a-Chyrnotqpsin in 
Phosphate Buffer, pH 7.4 (203),35 

5.1.13 Binding of X-Phenyl, N-Benzoyl-L-ala- 
ninates to a-Chymotrypsin in 
Pentanol(203), 35 

5.1.14 Binding of X-Phenyl, N-Benzoyl-L- 
alaninates in Aqueous Phosphate 
Buffer (218),35 

5.1.15 Binding of X-Phenyl, N-Benzoyl-L- 
alaninates in Pentanol(218), 35 

5.1.16 Inhibition of 5-a-Reductase by 4-X, 
N-Y-6-azaandrost-17-CO-Z-4-ene-3- 
ones, I, 36 

5.1.17 Inhibition of 5-a-Reductase by 170- 
(N-(X-pheny1)carbamoyl)-6-azaan- 
drost-4-ene-3-ones, II,36 

1 I N T R O D U C T I O N  

It has been nearly 40 years since the quantita- 
tive structure-activity relationship (QSAR) 
paradigm first found its way into the practice 
of agrochemistry, pharmaceutical chemistry, 
toxicology, and eventually most facets of 
chemistry (1). Its stayingpower may be attrib- 
uted to the strength of its initial postulate that 
activity was a function of structure as de- 
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scribed by electronic attributes, hydrophobic- 
ity, and steric properties as well as the rapid 
and extensive development in methodologies 
and computational techniques that have en- 
sued to delineate and refine the many vari- 
ables and approaches that define the para- 
digm. The overall goals of QSAR retain their 
original essence and remain focused on the 
predictive ability of the approach and its re- 
ceptiveness to mechanistic interpretation. 




