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Biological and analytical characterization of combinatorial mixtures

Mono Amine MIC of Purity & Verification
derivative® mixture® | mixtures® | HPLC® | MALDI-TOF® MALDI-TOF'
14 {1-16, 18} | 13 {1-18} (mg/L) (Calculated) (Observed)
1 1,2,3,4 <20 18.65 | 734.43 (25.00) 735.41 (26.68)
2578 | 720.40 (25.00) 721.38 (16.64)
17.20 | 736.37 (25.00) 737.40 (16.24)
20.61 | 750.43 (25.00) 751.43 (25.87)
1 17,5, 6, <8.0 27.73 | 727.36 (25.00) 728.35 (6.20)
10 32.41 | 677.30 (25.00) 678.29 (6.20)
12.75 | 736.43 (25.00) 737.42 (38.27)
11.26 | 734.40 (25.00) 735.40 (37.41)
1 7,8,9 <8.0 37.30 |749.40 (33.33) 750.39 (20.10)
18.76 | 714.38 (33.33) 715.36 (27.31)
17.63 | 728.34 (33.33) 729.39 (32.13)
2 1,2,3,4 <8.0 15.16, | 720.36 (25.00) 721.38 (26.86)
29.02, |706.37 (25.00) 707.34 (15.91)
20.39, |722.38 (25.00) 723.36 (15.36)
22.48 |736.41 (25.00) 737.39 (24.10)
2 17,5, 6, >8.0 21.49, |713.39 (25.00) 714.40 (4.12)
10 26.05, | 663.31 (25.00) 664.33 (10.23)
17.30, | 722.44 (25.00) 723.47 (29.44)
11.25 | 720.44 (25.00) 721.45 (29.56)
2 7,8,9 >8.0 2492, |700.32 (33.33) 701.33 (26.6)
25.00, |714.36 (33.33) 715.37 (18.4)
17.88 | 735.39 (33.33) 736.37 (22.8)
3 1,2,3,4 <20 18.46, | 736.38 (25.00) 737.41 (27.82)
28.30, | 722.35 (25.00) 723.37 (17.28)
20.49, | 738.40 (25.00) 739.39 (12.80)
23.81 | 752.44 (25.00) 753.42 (20.05)
3 17,5, 6, >8.0 26.71, | 729.41 (25.00) 730.41 (4.02)
10 20.00, |679.31 (25.00) 680.34 (4.56)
10.29, | 738.52 (25.00) 739.49 (37.40)
13.37 | 736.46 (25.00) 737.47 (36.75)
3 7,8,9 >8.0 37.54, | 716.39 (33.33) 717.36 (23.6)
15.52, |730.42 (33.33) 731.40 (32.7)
2111 [ 751.00 (33.33) 752.03 (18.91)
4 1,2,3,4 >8.0 18.53, | 750.43 (25.00) 751.43 (28.11)
29.98, | 736.44 (25.00) 737.40 (19.36)
21.17, | 752.41 (25.00) 753.42 (14.96)
24.22 | 768.44 (25.00) 767.45 (23.40)
4 17,5, 6, >8.0 29.82, | 743.41 (25.00) 744.43 (2.98)
10 32.65, | 693.38 (25.00) 694.36 (3.66)
14.00, | 752.52 (25.00) 753.50 (35.51)
11.88 | 750.46 (25.00) 751.48 (34.49)
4 7,8,9 >8.0 41.92, |730.40 (33.33) 731.42 (25.5)
11.42, |744.49 (33.33) 745.46 (33.6)
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13.28 | 765.44 (33.33) | 766.45 (15.13)
1,2,3,4| >80 21.02, | 677.29 (25.00) | 678.29 (28.69)
31.72, |663.26 (25.00) | 664.25 (19.25)
20.29, | 679.28 (25.00) | 680.27 (13.31)
21.23 | 693.34 (25.00) | 694.31 (21.58)
17, 5, 6, > 8.0 38.88, |670.27 (25.00) | 670.29 (0.80)
10 42.30, |620.16 (25.00) | 621.16 (0.11)
6.91 |679.35(25.00) | 680.33 (45.68)
677.33 (25.00) | 678.31 (44.56)
7,8,9 >8.0 39.51, |657.28 (33.33) | 658.28 (22.8)
36.52, |671.30(33.33) | 672.32 (49.5)
227 |692.28(33.33) | 693.29 (1.5)
1,2,3,4 | <80 21.61, | 738.46 (25.00) | 737.46 (21.12)
21.91, |722.42(25.00) | 723.43 (14.83)
25.09, |738.43(25.00) | 739.45 (16.78)
23.18 | 752.44 (25.00) | 753.48 (16.75)
17,5, 6, > 8.0 27.01, | 729.40 (25.00) | 730.42 (5.21)
10 20.24, |679.38 (25.00) | 680.36 (7.09)
13.59, |738.51(25.00) | 739.49 (38.90)
12.34 | 736.46 (25.00) | 737.48 (37.71)
7,8,9 >8.0 26.78, | 716.45(33.33) | 717.45 (27.27)
31.94, |730.51(33.33) | 731.49 (36.18)
20.07 |751.51(33.33) | 752.49 (16.6)
1,2,3,4| >80 20.12, | 749.29 (25.00) | 750.29 (30.93)
2210, |735.27 (25.00) | 736.25 (20.28)
20.07, |751.29 (25.00) | 752.27 (12.26)
19.69 |765.32 (25.00) | 766.30 (19.96)
17, 5, 6, >8.0 39.30, |742.27 (25.00) | 743.29 (0.53)
10 40.19 |690.28 (25.00) | 691.23 (0.12)
751.33 (42.04) | 752.37 (42.04)
749.31 (42.08) | 750.35 (42.08)
7,8,9 >8.0 4115, |764.22 (33.33) | 765. 28 (0.43)
3456 |729.34 (33.33) | 730.34 (20.62)
743.34 (33.33) | 744.38 (47.59)
1,2,3,4| >80 19.04, | 714.27 (25.00) | 715.27 (28.33)
29.63, |700.20 (25.00) | 701.23 (19.80)
2347, |716.28 (25.00) | 717.25 (11.49)
24,67 |730.27 (25.00) | 731.29 (20.63)
17,5, 6, > 8.0 34.19, |709.29 (25.00) | 708.29 (1.10)
10 33.13, |657.21(25.00) | 658.23 (1.49)
13.70, |716.41(25.00) | 717.38 (43.11)
10.73 | 714.37 (25.00) | 715.37 (41.84)
7,8,9 > 8.0 31.85, | 694.35(33.33) | 695.35 (22.69)
32.00, |708.40(33.33) |709.38 (39.11)
13.91 |729.38(33.33) | 730.39 (10.02)
1,2,3,4| <80 19.40, |728.32(25.00) | 729.33 (29.76)
2500, |714.31(25.00) | 715.30 (19.28)
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28.06,

730.35 (25.00)

731.32 (12.72)

(
2424 | 744.33(25.00) | 745.35 (23.00)
9 17, 5, 6, >8.0 26.74, | 72127 (25.00) | 722.29 (2.15)
10 24.00, |671.20 (25.00) | 672.22 (2.88)
13.79, |730.35(25.00) | 731.37 (37.32)
10.42 | 728.39 (25.00) | 729.36 (35.65)
9 7,8,9 > 8.0 32.00, |708.26 (33.33) | 709.28 (26.38)
33.00, |722.30(33.33) |723.32(49.95)
17.21 | 743.30(33.33) | 744.32 (14.86)
10 1,2,3,4| >80 18.56, | 734.20 (25.00) | 735.22 (22.79)
23.38, |720.23(25.00) | 721.19 (13.72)
27.01, |736.22 (25.00) | 737.21 (15.25)
23.97 |750.20 (25.00) | 751.23 (21.50)
10 17,7, 8, >8.0 17.01, | 727.21(25.00) | 728.20 (27.23)
9 30.43, |749.25(25.00) | 750.21 (1.33)
18.27, | 714.14 (25.00) 15.16 (17.34)
17.56 | 728.18 (25.00) | 729.20 (24.97)
10 15, 10, > 8.0 29.98, | 748.43(25.00) | 749.44 (27.20)
11, 12 14.53, | 734.40 (25.00) | 735.41 (22.20)
20.92, |748.43(25.00) |763.48 (13.70)
2235 | 762.47 (25.00)
10 13,14,6,| >80 32.62, |795.43(25.00) | 796.41 (9.99)
8 20.96, |781.36 (25.00) | 782.39 (8.93)
15.29, |735.42(25.00) | 736.41 (37.85)
18.31 | 735.42 (25.00)
11 1,2,3,4| <80 13.83, | 748.34 (25.00) | 749.31 (28.33)
19.92, |734.29 (25.00) | 735.28 (18.43)
17.93, |750.33 (25.00) | 751.30 (19.05)
2939 |764.31(25.00) | 765.33 (26.22)
11 17,7, 8, >8.0 32.01, | 741.30 (25.00) | 742.29 (35.11)
9 2446, |763.32 (25.00) | 764.30 (1.70)
15.42, | 728.26 (25.00) | 729.24 (23.22)
16.00 |742.31(25.00) | 743.29 (32.66)
11 15, 10, <8.0 30.90, | 762.56 (25.00) | 763.55 (29.90)
11, 12 15.83, |748.50 (25.00) | 749.52 (21.68)
23.95, |762.52(25.00) |777.59 (12.67)
2156 | 776.58 (25.00)
11 13,14,6, | >8.0 34.69, |809.40 (25.00) | 810.42 (10.77)
8 20.69, |795.44 (25.00) | 796.41 (7.79)
11.80, | 749.41(25.00) 750.42 (42.38)
19.15 | 749.40 (25.00)
12 1,2,3,4 | <80 18.11, | 762.35(25.00) | 763.36 (27.24)
27.65, |748.31(25.00) | 749.33 (18.36)
2359, |764.39 (25.00) | 765.36 (18.65)
23.03 | 778.41 (25.00) | 779.38 (25.63)
12 17,7, 8, > 8.0 2362, | 755.40 (25.00) | 756.42 (31.45)
9 28.67, |777.02(25.00) | 778.00 (0.30)
15.24, | 742.41(25.00) | 743.38 (23.69)
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16.00 | 756.41(25.00) | 757.42 (30.86)
12 15, 10, >8.0 29.63, | 776.59 (25.00) | 777.56 (20.60)
11, 12 14.23, | 762.51(25.00) | 763.52 (24.18)
18.74, |776.58 (25.00) | 791.59 (14.50)
21.15 | 790.58 (25.00)
12 13,14,6,| >8.0 35.50, | 824.42 (25.00) | 825.44 (12.53)
8 20.89, |810.40 (25.00) | 811.42 (9.04)
12.45, | 764.43 (25.00) | 765.44 (46.68)
20.41 | 764.43 (25.00)
13 1,2,3,4| >80 13.52, | 796.49 (25.00) | 797.46 (21.94)
2224, |782.42(25.00) | 783.43 (12.37)
19.50, |798.46 (25.00) | 799.45 (12.05)
19.31 | 812.47 (25.00) | 813.48 (17.44)
13 17,7, 8, > 8.0 2142, |789.58 (25.00) | 790.55 (22.48)
9 23.30, |811.46 (25.00) | 812.47 (1.76)
13.53, |776.40 (25.00) | 77.41 (13.46)
14.00 |790.42 (25.00) | 791.45 (20.73)
13 15, 10, > 8.0 31.53, |810.59 (25.00) | 811.58 (26.88)
11, 12 14.74, | 796.50 (25.00) | 797.52 (20.75)
17.92, |810.57 (25.00) | 825.59 (14.19)
23.83 | 824.57 (25.00)
13 13,14,6,| >80 37.07, |858.40 (25.00) | 859.42 (10.28)
8 18.73, |844.40 (25.00) | 845.41 (6.70)
6.88, |798.43(25.00) |799.42 (34.97)
16.59 | 798.43 (25.00)
14 1,2,3,4 | <80 13.80, |782.38 (25.00) | 783.40 (19.71)
19.54, |768.39 (25.00) | 769.37 (9.80)
17.85, |784.37 (25.00) | 785.39 (9.06)
17.93 | 798.41(25.00) | 799.42 (11.60)
14 17,7, 8, > 8.0 18.54, | 775.38 (25.00) | 776.40 (18.71)
9 19.78, |797.40 (25.00) | 798.41 (0.30)
9.78, |762.39(25.00) | 763.37 (10.34)
19.80 | 776.40 (25.00) | 777.41 (17.22)
14 15, 10, > 8.0 31.59, |796.57 (25.00) | 797.55 (20.60)
11, 12 14.07, |782.52(25.00) | 783.52 (15.49)
17.31, |796.54 (25.00) | 811.58 (11.34)
23.83 | 810.57 (25.00)
14 13,14,6, | >8.0 32.83, | 844.41(25.00) | 845.41 (4.60)
8 16.49, |830.39 (25.00) | 831.38 (2.69)
3.34, |784.41(25.00) |785.43(19.38)
5.54 | 784.41 (25.00)
15 1,2,3,4 | <20 16.94, | 748.29 (25.00) | 749.31 (25.88)
25.03, |734.25(25.00) | 735.27 (17.87)
26.90, |750.29 (25.00) | 751.30 (16.10)
2413 | 764.34 (25.00) | 765.35 (21.60)
15 17,7, 8, >8.0 26.26, | 741.32(25.00) | 742.33 (36.27)
9 27.67, |763.35(25.00) | 764.36 (0.62)
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16.16, | 728.28 (25.00) 729.29 (22.11)
16.18 | 742.31 (25.00) 743.33 (34.13)
15 15, 10, <2.0 32.30, |762.42 (25.00) 763.44 (33.96)
11,12 15.29, | 748.40 (25.00) 749.40 (26.54)
21.17, | 762.43 (25.00) 777.47 (16.90)
23.31 | 776.45 (25.00)
15 13, 14, 6, <8.0 39.23, |809.40 (25.00) 810.42 (11.39)
8 21.38, |795.39 (25.00) 796.41 (7.79)
12.07, | 749.41 (25.00) 50.42 (40.84)
18.75 | 749.41 (25.00)
16 1,2,3,4 >8.0 10.73, | 782.38 (25.00) 783.40 (4.26)
23.74, | 768.37 (25.00) Not pure
17.60, | 784.37 (25.00)
17.80 | 798.39 (25.00)
16 17,7, 8, >8.0 18.13, | 775.35(25.00) Not pure
9 14.65, | 797.31 (25.00)
13.00 |762.33 (25.00)
776.34 (25.00)
16 15, 10, > 8.0 Not pure | 796. 41(25.00) Not pure
11,12 782.39 (25.00)
796.41 (25.00)
810.42 (25.00)
16 13, 14, 6, > 8.0 Not pure | 844.41 (25.00) Not pure
8 830.39 (25.00)
784.41 (25.00)
784.41 (25.00)
18 1,2,3 >8.0 27.82, |734.41 (33.00) 735.41 (25.58)
18.01, | 721.37 (33.00) 722.39 (15.02)
34.23 | 737.40 (33.00) 738.39 (31.31)
18 4,6, 10 >8.0 15.16, | 751.38 (33.00) 752.40 (11.49)
36.12, | 737.42 (33.00) 738.42 (42.76)
25.13 | 735.40 (33.00) 736.41 (20.97)
18 17,7, 8, >8.0 23.12, |728.34 (25.00) 729.36 (21.02)
9 11.12, | 750.33 (25.00) 751.33 (1.75)
22.23 | 715.36 (25.00) 16.34 (9.34)

729.37 (25.00)

730.36 (17.94)

2 Column 1 shows the mono derivatives; ° Column 2 shows the mixture of amines used; ° Column 3 shows

the MIC of the combinatorial mixtures; *HPLC analysis of mixture after removal of excess amine. Numbers
represent the percent of total peak area for each individual peak. The chemical identity of each peak is
unknown. ' MALDI-TOF analysis of the mixture. Each number is the mass identified in the spectra with
the number in parenthesis indicating the percent of the total area for that mass.

Page 5




Am ne Properties

nol | 0gS ASA P | ogP( 0/ w) Sl ogP

.
HN
1 _\_ 0.0661|  85.5290 0. 2250 0. 4310
NHs

2 N+/\/+NH3 0.2678 86. 2755 -0. 2170 0. 0409

o HN
3 \ / _\— 0. 5287 127. 2743 -1.1830 -0.7227
NH

0]
4 O N 0. 3270 121. 7837 -0. 7410 -0. 3326

5 NH; 0.0894| 111.9074 0. 1930 0. 3551

H\/\/NH3 -0. 0360 83. 8038 0. 3750 0.6770

7 F@—\ -1.6398 70. 7086 1.5030 1. 6899
NH

8 / \ 0. 0554 78. 3572 -0. 1090 0. 8067




Am ne Properties

nol | 0gS ASA P | ogP( 0/ w) Sl ogP
N
9 \\ // 0. 1469 85. 8361 0.0180 0.5828
NHs
HN;
10 0. 0661 88. 0674 0. 2250 0. 4310
NH;
11 . -0. 1357 88. 0937 0. 6670 0.8211
+NH\/\/NH3
HN:
12 -0. 3375 74. 8679 1. 1090 1.2112
NHs
+NMNH3
13 -1. 3333 80. 6339 1. 3870 1. 6599
NNH3
14 N -1.1316 72.2891 0. 9450 1. 2698
HN .
15 ;///\\\\,,//NHg -0. 1357 80. 9038 0. 6670 0.8211
16 N -1.3893 73. 6624 1. 2530 1.3979




Ami ne Properties

nol | 0gS ASA P | ogP( 0/ w) Sl ogP
17 -1.1113 67.0677 1. 2500 1.1878
NHa
\ N
18 +N NH3 0. 2149 93. 2955 0. 4500 0.5329




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
O
.NH\/\EJ\&Z ]
1 ) D _5.9743|  4.2710| 5.2490| 370.8581
) O wads
RESe
O
Nv\u/\\\ﬁz )
2 O .5.7725 3.8290| 4.8589| 370.6793
o O g—qy/ﬂ
REGS
O
ANH\/\Q‘)\\ﬁ/Z ]
3 ) 0 -5.5116 2.8630| 4.0953| 417.0092
J O gACNgy/H
- wq
(\/\N _
o
- )
4 ) 23\( -5.7134 3.3050| 4.4854| 410.6327
a
[
. ) -
5 : -5.9510 4.2390| 5.1731| 393.1143
\/(g
A/M |
o
gj/‘ku/\/\m
6 () -6.0764 4.4210| 5.4950| 368.1814




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
O
¢ ) TN
7 Yfg ° -7.6801 5. 5490 6.5079| 350.5934
Lo
Q O o§dN©
W e
8 @ 3 -5.9850 3.9370 5.6247| 361.8286
Lo
L
G
ANH\/\Q‘)\\ﬁ/Z )
9 O . -5.8935 4. 0640 5.4008| 370.5672
v L
: S ]
C'/N(\/\ﬁ [ .
10 ) “'ij -5.9743 4.2710 5.2490| 367.5844
[ Y .
I I
ONN\E%?’
11 ‘}1\( -6.1761 4.7130 5.6391| 372.2422
O
] I
~ N
12 ) N}j\( -6.3779 5. 1550 6. 0292| 355.1956
(Y
)

O




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
13 -7.3737 5. 4330 6.4779| 358.5959
14 -7.1719 4.9910 6.0878| 353.2386
15 -6.1761 4.7130 5.6391| 361.3736
16 -7.4297 5.2990 6.2159| 346.7029
17 -7.1516 5. 2960 6. 0058 | 348.0034
18 -5.8255 4. 4960 5.3509| 374.5561




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
19 -5.7725 3. 8290 4.8589| 372.3634
20 -5.5708 3.3870 4.4688| 364.7080
21 -5.3099 2.4210 3.7052| 413.8882
22 -5.5116 2.8630 4.0953| 414.6599
23 -5.7492 3.7970 4.7830| 394.1441
24 -5. 8746 3.9790 5.1049| 367.9439




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
25 -7.4784 5.1070 6.1178| 343.0169
26 -5.7832 3. 4950 5.2346| 347.7625
27 -5.6917 3.6220 5.0107| 365.7214
28 -5.7725 3. 8290 4.8589| 361.0215
29 -5.9743 4.2710 5.2490| 379.9564
30 -6.1761 4.7130 5.6391| 360.8293




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
31 -7.1719 4.9910 6.0878| 354.9537
32 -6.9702 4.5490 5.6977| 357.6259
33 -5.9743 4.2710 5.2490| 354.5495
34 -7.2279 4.8570 5.8258| 355.3706
35 -6.9499 4. 8540 5.6157| 351.0816
36 -5.6237 4. 0540 4.9608| 369.7337




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
! i |
37 ) D -5.5116|  2.8630| 4.0953| 416.0402
o, wads
T
|
\\/AN\AQ/\\\&Z )
38 ) 0 -5.3099 2.4210| 3.7052| 411.9531
o O Q—CNQ’/H
T
i
39 <) O -5.0490|  1.4550| 2.9416| 452.4784
W, Wads
T
NN, _
0
40 ) 23\( - 5. 2507 1.8970| 3.3317| 455.5341
s
I I
OO
o ialiat
41 - 5. 4883 2.8310| 4.0194| 432.8407
Y
A/M |
N
AR
42 <) -5.6137|  3.0130| 4.3413| 402.9304




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
O
<) PN
43 Yd . _7.2175 4.1410| 5.3542| 387.1193
Lo
o O o§dN©
<) TN
44 Y@ O _5.5223 2.5290| 4.4710| 406.1377
Lo
)
1
45 ) O -5.4308 2.6560| 4.2471| 415.9554
O L
1 “ I
@Mﬁ%iu
~ N
46 o *23\% _5.5116 2.8630| 4.0953| 409.2976
s
I \\\
Oy
-
47 ‘h\( _5.7134 3.3050| 4.4854| 411.7704
S
I \\\
-~ %.%{ D
48 = _5.9152 3.7470| 4.8755| 401.7935




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
49 -6.9110 4. 0250 5.3242| 410. 3122
50 -6.7093 3. 5830 4.9341( 399.5612
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304 -8.6070 6. 3240 6.9726| 327.1290
305 - 8. 3290 6. 3210 6. 7625 327.4195
306 -7.0028 5.5210 6.1077| 350.1994




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
NN O o
\.N\%Nj(‘&
307 ‘ U\( -5.8255 4.4960| 5.3509| 353.6850
! I
i O :
S aalle
308 s @\( -5.6237 4.0540| 4.9608| 356.4901
N
NN O o
\.N\%nﬁ(‘&
309 ‘ >@\( -5.3628 3.0880| 4.1972| 399.4469
N
/“/ Q‘
310 ° h\( -5. 5646 3.5300| 4.5873| 405.5731
/ \
O
3
@/&
311 g -5.8021 4.4640| 5.2750| 391.5518
o ¢ )
\N\ N [
)
312 -5.9275 4.6460| 5.5969| 356.7951




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
) el ..
) o/
313 - : e A\ -7.5313 5.7740 6. 6098 | 344.8359
‘ I
314 -5.8361 4.1620 5.7266| 348. 8666
315 -5.7447 4. 2890 5.5027| 366.7844
316 -5.8255 4. 4960 5.3509| 364.6262
317 -6.0272 4.9380 5.7410| 370. 0450
318 -6.2290 5. 3800 6.1311| 354.8804




Conput ed Propeties

nol | 0gS | ogP(o. .. Sl ogP ASA P
319 -7.2249 5. 6580 6.5798| 358.5013
320 -7.0231 5.2160 6.1897| 350.0672
321 -6.0272 4.9380 5.7410| 351.8972
o
322 /LWQZ -7.2808 5.5240 6.3178| 344.7777
a @ .\w\
H\N\s
A -
323 VA -7.0028 5.5210 6. 1077 349.0284
P
\ /
324 -5. 6766 4.7210 5.4528| 372.6595




