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log(1/ECso) = 0.489(0.143)ClogP + 6.069(+0.177)
n=11,r=0933,r>=0.79, s = 0.26, F, o = 60.19(10.56) o)

log(1/CCso) = — 0.104(20.101)CMR + 0.282(0.136)(ClogP) >+ 3.391(1.564)
n=10,r=0935, t,°=0.71,5 = 0.23, F, ; = 24.19(9.55), (ClogP) o - 0.0 0)

log(1/ECso) = — 0.369(0.347)ClogP — 0.571(0.344)CMR + 15.159(+3.576)
n=14,r=0.905, r.,>=0.72, s = 0.24, F 5 ;; =24.92(7.20) 3)

log(1/ECsp) = 0.595(+0.126)ClogP — 0.165(0.045) (ClogP)? — 0.177(0.091) CMR +9.010(1.347)
n=25,1=0910,r,’=0.65, s =0.30, F 5 2 = 33.69(4.87), (ClogP)y = 1.80 4)

log(1/CCsp) = — 0.158(20.087)CMR + 0.071(20.021)(ClogP)? + 4.664(1.279)
n=23,r=0923,,r,2=0.68,s =030, F 2 = 57.52(5.85), (ClogP) o = 0.0 )

log(1/ECso) = 0.761(0.403)E, + 0.528(::0.423)B1 + 0.486(+0.357)L,+ 5.057(+0.544)
n=10,r=0.925,s=0.200, F5,,= 11.77(9.78), ro,>= 0.48 (©6)
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Table 1: Bis (L-amino acid) ester prodrugs of 9-[2-(phosphonomethoxy) ethyl] adenine and their anti-HBV and toxic activities and
physicochemical parameters

log(1/ECso)* log(1/ CCso)*
Compd R X n ClogP CMR
Obsd Cald, Pred, Obsd Cald, Pred,
Eq.1 LOO Eq.2 LOO
4a Me O 2 -1.75 1194 490 521 534 273 301 3.15
4b Isopropyl O 2 0.10 13.79 588 6.12 6.4 259 1.96 -
4c 2-Me-Pr O 2 1.16 1472 7.02 664 656 218 232 225
4d Bz o 2 1.08 1696 6.51 6.60  6.61 2.59°  1.96 -
4e H S 2 216 1214 499 501 502 359 344 324
4f Me S 2 -154 1324 5381 5.31 515 262 263 269
49 Isopropyl S 2 0.31 1510 6.12 622 6.23 1.54 1.82 1.92
4h 2-Me-Pr S 2 137 16.02 6.67 674 675 247 232 220
4i Bz S 2 129 1826 6.68 670 670 196 1.93 1.98
4j Isopropyl O 1 —046 1286 6.52° 584 - 247 210 1.90
4k 2-Me-Pr O 1 059 13.79 647 636 634 207 210 2.06
41 Bz O 1 0.51 16.03 6.18 632  6.33 1.81 1.75 1.79

“Taken from ref [9]. "Not included in the derivation of Eq. 1. “Not included in the derivation of Eq. 2.

Table 2: 2-Amino-6-arythio-9-[2-(phosphonomethoxy) ethyl]purine bis (2,2,2-trifluoroethyl) esters and their anti-HBV and toxic activities
and physicochemical parameters.

log(1/ ECs) log(1/CCsp)
Compd R ClogP  CMR
Obsd® Cald Pred LOO Obsd*
Eq.3

5a SPh 2.95 1145 7.30 7.54 7.62 NA®

5b SPh(4-Me) 3.45 1191 7.22 7.09  7.07 3.96

5¢ SPh(3-Me) 3.45 11.91 7.04 7.09 710 3.82

5d SPh(2-Me) 3.45 1191 7.10 7.09  7.09 3.47
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5e SPh(4-Et) 398 1238 640 663 667 3.77
5f SPh(4-iPr) 438 1284 601 622 629 3.77
5g SPh(4-NO,) 270 1206 628 728 - 3.42
5h SPh(4-Cl) 367 1194 692 699  7.00 421
5i SPh(4-OMe¢) 287 1206 752 722 715 NA
5j SPh(3-OMe) 287 1206 740 722 7.19 NA
5k SPh(2-OMe) 247 1206 710 737 756 NA
51 SPh(4-OEt) 340 1253 619 675 - NA
5m SPh(4-O-nPr) 393 1299 606 630 635 3.60
5n SPh(4-O-iPr) 371 1299 654 638 634 3.45
50 SPh(4-O-nBu) 446 1346 NA  NA  — 3.58
5p SPh(4-O-iBu) 411 1346 607 596 5.89 4.00
5q SPh(4-O-CF;) 398 1211 722 678 666 3.09
5r S-(-naphthyl) 413 13.14  7.04° 613 3.70

*Taken from ref [10]."NA: Not available. °Not included in the derivation of Eq. 3.

Table 3: A combine of Tables 1 and 2

log(1/ECs) log(1/CCsp)

Compd ClogP CMR
Obsd Cald Pred Obsd Cald Pred

Eq.4 LOO Eq.5 LOO
4a -1.75 1194 490 5.35 553 273 299 3.05
4b 0.10 1379 588" 6.63 — 259 249 248
4c 1.16 1472 7.02 687 6.66 2.18 244 246
4d 1.08 1696 6.51 645 645 259 207 1.92
4e -2.16 12.14 499 4.81 466 359 3.07 3.02
4f -1.54 1324 581 536 523 262 274 276
49 0.31 15.10 6.12 6.50 6.54 1.54° 229 -
4h 137  16.02  6.67 6.68  6.68 247 227 224
4i 129 1826 6.68 6.27  6.03 1.96 1.90 1.86
4j -046 12.86 6.52 642 640 247 265 2.69
4k 0.59 13.79 6.47 686 691 207 251 257
4] 0.51 16.03  6.18 643 646 1.81 2,16 221
5a 295 1145 1730 730 731 NA NA NA
5b 345 1191 7.22 699 698 396 3.63 285
5c 345 1191 7.04 699 699 382 363 3.6l
5d 345 1191 7.10 699 698 347 3.63  3.65
5e 398 1238 6.40 6.58 6.59 377 3.83 383
5f 438 1284 6.01 6.18 625 377 399 4.05
59 270  12.06 628" 729 - 342 328 3.26
5h 3.67 1194 692 686 6.85 421 3.74  3.68
5i 2.87 1206 7.52 722 719 NA NA NA
5j 2.87 12.06 7.40 722 720 NA NA NA
5k 247 12.06 7.10 734 738 NA NA NA
51 340 1253 6.19" 690 - NA NA NA
5m 393 1299 6.06 6.51 658 3.60 3.71 3.72
5n 3.7 1299  6.54 6.65 629 345 359  3.60
50 446 1346 NA® NA NA 358 395  4.04
5p 4.11 13.46  6.07 629 636 4.00 374 371
5q 398 1211 7.22 6.63 656 3.09 388 —
5r 413  13.14 7.04" 6.34 370 380 3.82

*Not included in the derivation of Eq. 4. "NA: Not available. © Not included in the derivation of Eq. 5.

Table 4: 1-Isopropylsulfonyl-2-amine benzimidazoles and their anti-HBV and toxic activities and physicochemical parameters

Compd log (1/ECs)

X R Eq B, L Obsd® Caled Pred

Eq.6 LOO

6a° CO H 0.00 1.00 1.00 447 6.07 -
6b CO 2-F -046 135 1.00 6.03 591 5.88
6¢ CO 4-F -046 135 1.00 5.92 591 5.90
6d CO 2,6-DiF —092 270 1.00 6.15 6.27 7.53
6e Cco 2-Cl -0.97 1.80 1.00 6.09 575  5.68
6f CO 4-CH; -1.24 152 1.00 5.38 5.40 541
69 SO, H 0.00 1.00 1.00 5.82 6.07 6.28
6h SO, 4-CH; -1.24 152 1.00 5.32 540 5.44
6i° SO, 3NO, -101 170 100 498 567 -
7a CO H 0.00 1.00 0.00 5.70 5.85 5.47
7b CO 4-F -046 135 0.00 543 5.42 541

“Taken from ref [11].Not included in the derivation of Eq. 6.
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