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Three-dimensional structures of amine 35, sulphonamide 62 and urea 63 were constructed using 

SymApps V 6.0 molecular modelling software from Bio-Rad laboratories (figure 5.2). SymApps has a 

built-in molecular mechanics program which utilises a modified .Ml\12 force field minimization module 

to convert 2-D structures to 3-D models. It is unclear whether the program perfonned an energy 

minimization calculation on the models. Although the exact interaction with the active site ofTryR of 

these molecules is not known, looking at the three-dimensional pictures (figure 5.2), it is observed that 

the tenninal amino group of these derivatives are located differently in space compared to the parent 

amine. It is possible that the interaction of this group is displaced from the putative binding site 

exemplified by the glutamic acid residues (Glu 467' and Glu 466') in the active site ofTryR. 

35 
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Key 

D canon 

• nitrogen 

oxygen 

D sulphur 

Figure 5.2. Three-dimensional representations of polyamine 35, sulphonamide 62 and urea 63. 
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Table 7. A comtparlson of the intrinsic anti-malarial of xanthene derivatives in a and strain of 

strain strain 

0.239 ± 0.028 

35 1.853 0.027 1.844 ± 0.390 

61 0.049 ± 0.008 0.059 ± 0.024 

62 0.097 ± 0.025 0.169 ± 0.027 

60 2.1 34 ± 0.117 3.798 ± 0.582 

38 2.444 0.111 0.209 ± 0.084 

38a 5.086 ± 0.206 1.022 ± 0.389 

39 2.868 ± 0.114 0.229 ± 0.130 

SS 25.52 ± 0.863 21.25 ± 2.497 

S6 37.24 ± 2.878 38.48 ± 3.179 

36 1.748 ± 0.115 0.392 ± 0.078 

74 3.120 ± 0.124 1.950 ± 0.624 

75a 2.807 ± 0.231 3.757 ± 0.499 

75b 2.213 ± 0.502 2.319 ± 0.323 

75c 1.130 ± 0.279 1.175 ± 0.293 

76a 13.76 ± 1.468 

76b 4.25 ± 0.575 

77a 18.21 ± 2.030 2.972 ± 1.054 

77b 26.61 ± 0.962 9.641 ± 1.027 
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Table 8. Table of the strain I) at 5 00 nM test ('nm nnn and Kesponse Modification Indices 

+VPL 75.72 ± 4.83 0.316 

+35 302.4 ± 5.82 1.264 

+ 61 29.68 ± 1.81 0.124 

+ 62 19.94 ± 7.00 0.083 

+60 226.5 ± 40.02 0.947 

+38 60.78 ± 20.97 0.254 

+38a 181.1 ± 19.83 0.753 

+39 29.99 ± 7.20 0.125 

+56 299.1 ± 29.11 1.250 

+55 281.3 ± 40.75 1.176 

+36 234.1 ± 37.98 0.978 

+74 46.68 ± 15.07 0.195 

+75a 186.2 ± 35.14 0.778 

+75b 153.6 ± 20.65 0.642 

+75c 162.4 ± 1.83 0.678 

+76a 109.37 ± 20.64 0.457 

+76b 90.99 ± 3.46 0.380 

+77a 127.6 6.72 0.533 

+77b 141.2 ± 13.56 0.590 
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