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Ceff (total ~ Ceff (free HLM HLM HLM HLM HLM HLM  HLM  HLM . cFumi MDR MDR MDR MDR MDR MDR MDR
ID TradeName Set drug, M) drug, nM) hFu,p CLIA OP CLIA CLIASD CLIACV CLIA CLIA  CLIA CLIA ClLintu c BAABR BAABR BAABR BAABR BAABR BAABR BAABRC
! ’ Mean SEM Upp95 Low95 TotCnt COP CMean CSD CCV CSEM CUpp95 Low95
Candidate-001 Candidate-001 Candidates 0.91
Candidate-002 Candidate-002 Candidates < 50.8 31.6 62.2 141 903 11.2 5 98.4 0.52 = 26 1.0 38.1 0.5 4.2 1.0
Candidate-003 Candidate-003 Candidates = 39.4 21.0 53.1 105 73.0 5.9 4 439.7  0.09 = 6.2 22 35.8 1.6 25.9 -13.6
Candidate-004 Candidate-004 Candidates 0.74
Candidate-005 Candidate-005 Candidates 0.86
Candidate-006 Candidate-006 Candidates 0.90
Candidate-007 Candidate-007 Candidates = 19.6 104 53.4 52 363 29 5 222 0.88 > 6.3 1.9 29.8 0.8 8.7 4.0
Candidate-008 Candidate-008 Candidates 1.00
Candidate-009 Candidate-009 Candidates < 248 13.3 53.7 6.7 46.1 35 10 255 0.97
Candidate-010 Candidate-010 Candidates = 26.7 3.5 13.2 25 583 -4.9 2 46.4 0.58 = 1.9 0.0 1.0 0.0 2.0 1.9
Candidate-011 Candidate-011 Candidates = 75.3 79.1 1050 39.6 2019 -51.3 5 267.1 0.28 = 23 0.0 0.9 0.0 25 21
Candidate-012 Candidate-012 Candidates = 31.8 14.2 447 71 545 9.1 6 929.9 0.03 = 29 0.9 29.6 0.5 5.1 0.8
Candidate-013 Candidate-013 Candidates = 47.7 0.0 0.0 0.0 477 47.7 4 308.0 0.16 = 5.6 7.3 130.0 2.1 10.0 1.2
Candidate-014 Candidate-014 Candidates = 38.5 1.6 4.2 1.1 531 23.9 2 55.1 0.70 = 14 0.1 7.0 0.1 1.7 1.2
Candidate-015 Candidate-015 Candidates < 8.8 1.2 13.8 07 119 5.8 3 9.2 0.96 = 1.2 0.1 10.8 0.1 1.5 0.9
Candidate-016 Candidate-016 Candidates < 10.5 29 27.3 1.0 127 8.3 9 10.9 0.96 = 14 0.2 115 0.1 1.6 1.2
Candidate-017 Candidate-017 Candidates < 8.0 0.0 0.0 0.0 8.0 8.0 1 12.3 0.65 = 3.1 0.0 0.0 0.0 3.1 3.1
Candidate-018 Candidate-018 Candidates < 13.5 9.7 M7 40 2338 3.2 6 82.5 0.16 = 23 0.3 12.2 0.1 27 1.8
Candidate-019 Candidate-019 Candidates = 46.7 7.5 16.1 43 654 281 7 417.3 0.11 = 2.2 0.7 33.1 0.5 8.7 -4.3
Candidate-020 Candidate-020 Candidates = 375 21 5.6 1.5 56.4 18.6 2 1258 0.30 = 3.0 0.0 0.0 0.0 3.0 3.0
Candidate-021 Candidate-021 Candidates < 20.5 14.7 71.4 6.6 389 2.2 6 224 0.92 > 6.4 3.0 47.3 0.9 8.2 4.6
Candidate-022 Candidate-022 Candidates > 246.3  56.1 228 212 2972 1954 7 1549.0 0.16 = 13.8 1.9 14.1 1.1 18.6 8.9
Candidate-023 Candidate-023 Candidates < 8.1 1.0 11.9 0.4 9.4 6.9 5 104 0.78 = 1.2 0.2 16.6 0.1 1.5 0.9
Candidate-024 Candidate-024 Candidates 1.00
Candidate-025 Candidate-025 Candidates = 79.3 21.8 27.5 126 1335 251 3 762.5 0.10 > 5.3 0.7 13.8 0.4 7.2 35
Candidate-026 Candidate-026 Candidates = 52.3 52.7 100.8 19.9 100.1 4.5 7 182.8  0.29 = 3.9 1.8 44.9 0.9 6.8 1.1
Candidate-027 Candidate-027 Candidates = 43.9 12.0 27.3 69 736 14.2 3 2049 0.21 = 16.0 0.0 0.0 0.0 16.0 16.0
Candidate-028 Candidate-028 Candidates < 13.1 5.2 39.5 1.8 174 8.7 8 14.4 0.91 = 1.2 0.1 7.2 0.0 1.3 1.0
Candidate-029 Candidate-029 Candidates = 27.9 11.5 41.2 81 1310 -75.2 3 28.5 0.98 = 1.3 0.1 10.4 0.1 25 0.1
Candidate-030 Candidate-030 Candidates = 2426 220 9.1 12.7 2971 188.0 3 416.8  0.58 = 1.8 0.4 20.8 0.2 2.8 0.9
Candidate-031 Candidate-031 Candidates = 158.8 29.8 18.8 13.3 196.1 1214 5 183.8  0.86 = 1.1 0.1 7.2 0.0 1.2 1.0
Candidate-032 Candidate-032 Candidates < 14.5 7.8 53.9 39 269 2.0 6 14.7 0.98 = 1.3 0.2 11.9 0.1 1.5 1.0
Candidate-033 Candidate-033 Candidates < 237 16.2 68.6 51 344 12.9 10 40.7 0.58 = 2.8 0.8 29.6 0.2 3.3 23
Candidate-034 Candidate-034 Candidates < 343 23.2 67.6 6.7 483 203 13 150.4  0.23 = 35 0.5 14.4 0.3 4.3 27
Candidate-035 Candidate-035 Candidates 1.00
Candidate-036 Candidate-036 Candidates 0.03
Candidate-037 Candidate-037 Candidates = 46.2 14.9 32.2 74 70.0 224 4 50.9 0.91 = 0.8 0.2 22.6 0.1 1.0 0.7
Candidate-038 Candidate-038 Candidates 0.24
Candidate-039 Candidate-039 Candidates = 82.2 6.6 8.0 38 986 658 3 968.3  0.08 > 55 14 255 0.5 6.6 45
Candidate-040 Candidate-040 Candidates < 76 0.0 0.0 0.0 76 7.6 1 8.2 0.93 = 1.3 0.0 0.0 0.0 1.3 1.3
Candidate-041 Candidate-041 Candidates = 47.2 18.8 39.7 94 772 17.2 4 308.6 0.15 > 6.6 8.1 121.3 1.6 10.1 3.2
Candidate-042 Candidate-042 Candidates < 211 321 1519 121 50.2 -8.0 9 84.8 0.25 = 1.8 0.2 12.8 0.1 24 1.2
Candidate-043 Candidate-043 Candidates < 15.2 11.6 75.9 58 337 -3.3 8 24.6 0.62 = 24 0.2 6.4 0.1 2.8 2.0
Candidate-044 Candidate-044 Candidates = 61.9 48.2 77.8 19.7 1131 108 6 134.0 0.46 = 5.7 26 45.7 0.8 5.7 5.7
Candidate-045 Candidate-045 Candidates = 23.6 0.0 0.0 00 236 236 1 1419 017 = 6.0 0.0 0.0 0.0 6.0 6.0
Candidate-046 Candidate-046 Candidates = 91.3 25.1 275 112 1228 59.8 6 1207.5 0.08 > 9.7 18.2 187.0 6.1 237 -4.2
Candidate-047 Candidate-047 Candidates = 8.8 0.0 0.0 0.0 8.8 8.8 4 8.8 1.00
Candidate-048 Candidate-048 Candidates = 4.7 18.1 43.3 9.0 706 12.8 5 585.0 0.07 > 3.8 1.1 30.0 0.5 4.9 26
Candidate-049 Candidate-049 Candidates = 95.5 37.7 39.5 143 129.7 613 9 18435 0.05 = 35 0.7 19.8 0.2 41 3.0
Candidate-050 Candidate-050 Candidates < 10.9 5.9 54.4 34 257 -3.8 4 14.2 0.77 = 26.7 10.9 40.9 6.3 53.7 -0.4
Candidate-051 Candidate-051 Candidates < 17.2 15.8 92.0 6.5 339 0.4 6 33.3 0.52 = 43 0.9 21.4 0.5 6.6 2.0
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Ceff (total ~ Ceff (free HLM HLM HLM HLM HLM HLM  HLM  HLM . cFu.mi MDR MDR MDR MDR MDR MDR MDR
ID TradeName Set drug, M) drug, nM) hFu,p CLIA OP CLIA CLIASD CLIACV CLIA CLIA  CLIA CLIA ClLintu c’ BAABR BAABR BAABR BAABR BAABR BAABR BAABRC
! ’ Mean SEM Upp95 Low95 TotCnt COP CMean CSD CCV CSEM CUpp95 Low95
Candidate-052 Candidate-052 Candidates 0.01
Candidate-053 Candidate-053 Candidates < 13.4 4.5 33.7 1.8 182 8.6 7 171 0.78 = 1.2 0.1 10.2 0.0 1.3 1.1
Candidate-054 Candidate-054 Candidates 0.08
Candidate-055 Candidate-055 Candidates = 89.7 37.2 415 215 1821 -27 3 504.1 0.18 = 27 0.9 35.5 0.5 5.0 0.3
Candidate-056 Candidate-056 Candidates = 39.6 28 7.0 14 440 35.1 4 356.3 0.11 = 1.9 0.4 19.0 0.1 23 1.5
Candidate-057 Candidate-057 Candidates 0.19
Candidate-058 Candidate-058 Candidates = 229 1.5 6.7 1.1 368 9.1 2 30.2 0.76 > 1.2 0.0 0.0 0.0 1.2 1.2
Candidate-059 Candidate-059 Candidates = 33.8 0.0 0.0 0.0 338 33.8 1 7725  0.04
Candidate-060 Candidate-060 Candidates = 68.7 30.8 448 13.8 107.2 301 6 1006.7 0.07
Candidate-061 Candidate-061 Candidates < 12.0 6.9 57.2 3.1 206 3.4 5 18.2 0.66 = 1.2 0.1 9.5 0.1 14 1.1
Candidate-062 Candidate-062 Candidates = 39.6 22.6 57.2 113 7538 34 4 288.8 0.14 = 2.7 0.0 0.0 0.0 2.7 2.7
Candidate-063 Candidate-063 Candidates < 10.5 1.9 18.5 08 126 8.4 6 10.9 0.97 = 35 1.0 27.3 0.6 5.9 1.1
Candidate-064 Candidate-064 Candidates < 494 326 65.9 16.3 1016 -27 7 1772 0.28 = 1.9 0.6 344 0.4 3.5 0.3
Candidate-065 Candidate-065 Candidates = 1043 415 39.8 240 2074 1.3 3 966.2  0.11 = 1.8 0.4 19.6 0.2 27 0.9
Candidate-066 Candidate-066 Candidates = 1423 36.7 258 212 2334 512 3 3584 040 = 24 0.8 314 0.4 4.3 0.5
Candidate-067 Candidate-067 Candidates = 48.5 15.3 315 76 73.0 241 6 504.7  0.10
Candidate-068 Candidate-068 Candidates > 2633 983 373 567 5072 194 4 3810.1  0.07 < 1.0 0.0 0.0 0.0 1.0 1.0
Candidate-069 Candidate-069 Candidates = 52.8 10.8 204 62 796 26.0 3 4226 0.13 = 4.3 0.3 74 0.2 5.1 3.5
Candidate-070 Candidate-070 Candidates < 15.1 10.0 66.3 71 1046 -745 2 15.7 0.96 = 0.9 0.1 8.8 0.1 1.5 0.2
Candidate-071 Candidate-071 Candidates = 30.3 1.8 5.8 0.9 331 275 4 31.2 0.97 = 4.1 1.1 271 0.6 5.9 23
Candidate-072 Candidate-072 Candidates = 255 0.0 0.0 00 255 255 9 50.3 0.51 = 1.9 0.2 10.2 0.1 24 1.4
Candidate-073 Candidate-073 Candidates = 15.4 26 17.2 1.0 178 13.0 8 22.0 0.70 = 9.2 1.0 10.5 0.6 11.6 6.8
Candidate-074 Candidate-074 Candidates = 45.5 0.0 0.0 0.0 455 455 4 1199.3  0.04
Candidate-075 Candidate-075 Candidates < 228 74 325 21 273 18.3 14 23.0 0.99 = 1.3 0.1 9.4 0.1 1.6 1.0
Candidate-076 Candidate-076 Candidates < 11.0 6.0 54.8 3.0 207 1.4 4 11.9 0.93 = 1.2 0.1 4.9 0.0 14 1.1
Candidate-077 Candidate-077 Candidates = 1739  26.9 15.4 134 2169 131.0 4 304.1 0.57 = 1.3 0.2 14.2 0.1 1.8 0.9
Candidate-078 Candidate-078 Candidates < 214 15.4 721 51 333 9.6 9 40.8 0.53 = 1.8 0.3 18.4 0.1 21 1.5
Candidate-079 Candidate-079 Candidates < 8.0 0.0 0.0 0.0 8.0 8.0 3 8.0 1.00
Candidate-080 Candidate-080 Candidates = 31.9 0.0 0.0 00 319 31.9 4 46.4 0.69 = 1.7 0.3 19.5 0.1 1.9 1.6
Candidate-081 Candidate-081 Candidates = 29.8 16.4 55.1 6.7 473 12.4 7 63.1 0.47 = 1.6 0.2 13.3 0.1 1.9 1.2
Candidate-082 Candidate-082 Candidates < 14.1 10.6 75.2 6.1 406 -12.3 6 16.7 0.85 = 26 1.1 42.0 0.6 5.4 -0.1
Candidate-083 Candidate-083 Candidates < 13.4 5.5 40.7 32 270 -0.2 4 145.0  0.09 = 2.0 0.6 28.2 0.3 35 0.6
Candidate-084 Candidate-084 Candidates = 46.9 344 734 109 698 240 10 52.1 0.90 = 1.2 0.3 271 0.2 1.7 0.7
Candidate-085 Candidate-085 Candidates = 15.6 4.2 271 25 262 5.1 3 19.7 0.79 = 21 0.6 26.2 0.3 3.0 1.2
Candidate-086 Candidate-086 Candidates = 40.8 0.0 0.0 0.0 408 4038 3 76.4 0.53 = 1.2 0.1 9.1 0.1 1.5 1.0
Candidate-087 Candidate-087 Candidates = 222 9.7 43.7 6.9 1093 -64.9 3 2242 0.10 > 1.5 0.0 0.0 0.0 1.5 1.5
Candidate-088 Candidate-088 Candidates = 16.4 4.4 27.0 3.1 563 -234 2 1889  0.09 = 24 1.2 49.0 0.7 5.3 -0.5
Candidate-089 Candidate-089 Candidates < 16.3 7.3 44.9 42 345 -1.9 3 221 0.74 = 3.2 0.4 113 0.1 34 3.0
Candidate-090 Candidate-090 Candidates < 15.4 4.2 271 1.0 175 13.3 22 16.0 0.96 = 1.6 0.2 14.7 0.1 1.7 1.5
Candidate-091 Candidate-091 Candidates = 29.9 6.1 20.5 27 376 222 5 46.4 0.64 = 14 0.2 13.6 0.1 1.9 0.9
Candidate-092 Candidate-092 Candidates < 1.2 6.0 53.9 35 262 -3.8 4 20.4 0.55 = 3.9 1.9 49.3 0.8 6.0 1.9
Candidate-093 Candidate-093 Candidates = 78.5 0.2 0.3 0.2 807 76.3 2 167.7 047 = 14 0.3 18.9 0.1 2.0 0.7
Candidate-094 Candidate-094 Candidates = 96.7 10.3 10.7 6.0 1223 711 3 1189.4  0.08 = 35 1.2 35.4 0.5 4.7 24
Candidate-095 Candidate-095 Candidates = 98.8 0.0 0.0 00 988 988 7 165.2  0.60 = 1.2 0.0 3.3 0.0 1.6 0.9
Candidate-096 Candidate-096 Candidates 0.35
Candidate-097 Candidate-097 Candidates = 91.9 347 37.7 13.1 1234 60.5 7 268.8 0.34 = 3.3 0.6 16.6 0.3 4.7 2.0
Candidate-098 Candidate-098 Candidates < 45.8 35.4 773 145 834 8.2 6 996.2  0.05 = 24 0.2 8.8 0.1 2.8 21
Candidate-099 Candidate-099 Candidates = 37.6 12.7 33.8 7.3 691 6.1 5 5235  0.07 = 10.0 4.3 43.1 1.1 123 7.7
Candidate-100 Candidate-100 Candidates = 32.0 3.8 11.8 27 658 -1.8 2 12413.5 0.00
Candidate-101 Candidate-101 Candidates < 62.9 777 1234 549 760.3 -634.5 2 610.8  0.10 = 4.4 1.2 28.1 0.9 15.6 -6.8
Candidate-102 Candidate-102 Candidates = 2604 644 247 37.2 4203 1004 3 488.5  0.53 = 1.9 0.5 26.2 0.2 23 1.4
Candidate-103 Candidate-103 Candidates 0.06
Candidate-104 Candidate-104 Candidates = 39.7 8.8 222 44 538 256 4 63.6 0.62 = 9.2 21 224 1.2 14.3 41
Candidate-105 Candidate-105 Candidates = 129.1 115 8.9 6.6 157.6 100.6 3 193.6  0.67 = 1.5 0.2 14.5 0.1 21 1.0
Candidate-106 Candidate-106 Candidates > 320.0 0.0 0.0 0.0 320.0 320.0 2 2601.6 0.12 = 5.5 23 41.6 1.6 25.8 -14.9
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ID

Candidate-107
Candidate-108
CNS MPO Candidate-01
CNS MPO Candidate-02
CNS MPO Candidate-03
CNS MPO Candidate-04
CNS MPO Candidate-05
CNS MPO Candidate-06
CNS MPO Candidate-07
CNS MPO Candidate-08
CNS MPO Candidate-09
CNS MPO Candidate-10
CNS MPO Candidate-11
CNS MPO Candidate-12
CNS MPO Candidate-13
CNS MPO Candidate-14
CNS MPO Candidate-15
CNS MPO Candidate-16
CNS MPO Candidate-17
CNS MPO Candidate-18
CNS MPO Candidate-19
CNS MPO Candidate-20
CNS MPO Candidate-21
Acamprosate
Alprazolam
Amfebutamone
Amisulpride
Amphetamine
Aniracetam
Apomorphine
Aprepitant
Aripiprazole
Atomoxetine
Bromazepam
Bromocriptine
Brotizolam
Budipine
Buprenorphine
Buspirone
Cabergoline
Caffeine
Carbamazepine
Carisoprodol
Chlorpromazine
Citalopram
Clomipramine
Clonazepam
Clozapine
Cyclobenzaprine
Dexmethylphenidate
Dextropropoxyphene
Diazepam
Donepezil
Dronabinol
Duloxetine
Eletriptan
Escitalopram
Eszopiclone

TradeName

Candidate-107
Candidate-108
CNS MPO Candidate-01
CNS MPO Candidate-02
CNS MPO Candidate-03
CNS MPO Candidate-04
CNS MPO Candidate-05
CNS MPO Candidate-06
CNS MPO Candidate-07
CNS MPO Candidate-08
CNS MPO Candidate-09
CNS MPO Candidate-10
CNS MPO Candidate-11
CNS MPO Candidate-12
CNS MPO Candidate-13
CNS MPO Candidate-14
CNS MPO Candidate-15
CNS MPO Candidate-16
CNS MPO Candidate-17
CNS MPO Candidate-18
CNS MPO Candidate-19
CNS MPO Candidate-20
CNS MPO Candidate-21
Campral
Alprazolam
Zyban
Solian
Adderall
Aniracetam
Apokyn
Emend
Abilify
Strattera
Lexotan
Parlodel
Brotizolam
Budipine
Buprenex
Buspar
Cabergoline
Caffeine
Carbatrol
Carisoprodol
Chlorpromazine
Celexa
Anafranil
Klonopin
Clozapine
Cyclobenzaprine
Focalin
Dextropropoxyphene
Diastat
Aricept
Marinol
Cymbalta
Relpax
Lexapro
Lunesta
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Set

Candidates
Candidates

CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates
CNS MPO Candidates

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Drugs

Ceff (total ~ Ceff (free
drug, nM) drug, nM)

52 1.7
118.0 55.5
6.3 0.5
5.0 23
67.9 13.6
27.0 10.3
174.0 40.0
273.0 101.0
0.4 0.4
10.0 1.9
193.0 17.4
30.0 12.9
234.0 4.7
323.0 32
70.5 4.9
421 7.2
73.0 11.0
137.0 219
313.0 31.3
11.3 3.5
31.0 8.4

HLM
hFUP o 1a oP

0.33
0.47
0.08
0.45
0.20
0.38
0.23
0.37
0.93
0.19
0.09
0.43
0.02
0.01
0.07
0.17
0.15
0.16
0.10
0.31
0.27

n AN

nm n A 1 A

A

A AN AN AN A

A A

vV A

nm A A Al

A

A

A A

HLM
CLIA
Mean

10.5
27.0
111
123
345
16.7
54.9
8.0
50.8
8.0
18.2
14.0
8.0
42.9
42.0
8.0
8.0
10.8
8.3
10.7
11.6
19.8

8.0
28.8
14.8

14.0
14.7
33.5
146.6

280.7
16.1

156.1
52.4
73
14.2

64.8
14.6
411
8.0
276
256

52.5
8.5
10.2

33.6
311
113

HLM

CLIASD CLIACV

1.8
4.9
27
4.6
5.6
22

32.6
7.3
0.6

15.7
0.5

15.3

29.2
0.0
10.9
20.8

3.6
0.7
3.9

10.2
11.6
5.8
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HLM

17.0
18.2
23.9
37.2
16.3

4.9
225
91.6

60.3
63.6
36.2
21.7

243
52.6

20.9
13.9

110.5
5.8
237
56.2
711
0.0
39.4
81.4

6.8
7.9
38.1

30.3
37.4
50.9

HLM
CLIA
SEM

0.9
14
11
26
3.3
11
14
0.0
26

0.2
37
6.8

5.1
4.7
3.3

HLM  HLM  HLM
CLIA CLIA CLIA
Upp95 Low95 TotCnt

13.4 7.7 4
29.8 241 13
13.9 8.3 6
23.6 0.9 4
48.4 20.5 3
20.2 13.1 4
59.4 50.4 4
8.0 8.0 7
56.3 453 12
8.0 8.0 4
216 14.8 4
16.4 1.7 6
8.0 8.0 2
64.6 213 5
58.8 252 7
8.0 8.0 2
8.0 8.0 2
458 -243 2
8.8 7.8 6
19.3 21 4
12.7 10.5 3
19.8 19.8 1
9.0 7.0 3
44.9 12.7 4
36.4 -6.9 4
895 -61.6 8
246 4.8 6
445 225 10
2257 676 5
8.0 8.0 2
4498 1116 4
26.8 5.5 5
190.7 1215 6
61.5 43.3 5
8.8 59 4
30.9 24 10
12.7 4.0 2
89.3 40.3 4
277 1.5 4
87.9 -5.7 4
8.0 8.0 2
342 21.0 12
2126 -1614 2
61.4 43.6 4
14.5 24 3
15.1 53 5
49.9 17.3 5
43.4 18.7 6
256 -3.0 5

ClLint,u

13.7
15.2
16.2
13.8
253

10.5
37.8
15.2

17.6
272.7
576.1
211.6

11.6

10281.2

527

163.1
772
8.6
15.1
8.7
573.3
25.6
285.5
11.4
166.4
157.0

142.6
13.3
26.8

208.8
83.5
16.4

cFu,mi

1.00
0.96
0.80
0.83
0.60
0.75
0.73
0.85
0.83
0.86
0.89
0.74
0.84
0.87
0.21
0.18
0.60
0.78
0.79
0.55
0.66
0.84
0.78
0.99
0.76
0.76
0.97
0.93
0.89
0.79
0.05
0.06
0.69
0.69
0.03
0.31
0.18
0.40
0.96
0.68
0.85
0.94
0.96
0.11
0.57
0.14
0.70
0.17
0.16
0.87
0.37
0.64
0.38
0.00
0.16
0.37
0.69
0.81

MDR MDR MDR MDR MDR MDR MDR
BAABR BAABR BAABR BAABR BAABR BAABR BAABRC
COP CMean CSD CCV CSEM CUpp95 Low9s
= 1.2 0.2 18.2 0.1 1.6 0.9
= 1.5 0.2 1.8 0.1 1.7 1.3

11 0.3 27.2 0.1 14 0.9
= 1.3 0.5 38.5 0.3 22 0.5
= 1.8 0.4 22.0 0.2 28 0.8
1.2 0.4 34.6 0.2 1.7 0.7
= 14 0.3 20.0 0.1 1.8 0.9
= 1.2 0.2 17.6 0.1 1.3 1.0
3.1 0.8 25.8 0.3 3.8 23
= 0.6 0.0 0.0 0.0 0.6 0.6
= 1.3 0.0 0.0 0.0 1.3 1.3
1.2 0.1 9.1 0.1 1.5 0.9
= 1.2 0.2 15.8 0.1 29 -0.5
= 1.2 0.2 16.2 0.1 1.5 0.9
4.8 23 48.5 0.5 5.9 3.8
= 1.2 0.1 5.8 0.0 1.8 0.6
= 1.3 0.0 0.0 0.0 1.3 1.3
14 0.4 29.7 0.3 5.1 -2.3
= 22 0.3 13.3 0.1 27 1.7
= 23 0.9 40.5 0.4 35 1.2
22 0.7 33.3 0.4 4.0 0.4
= 1.9 0.5 242 0.3 3.1 0.8
= 14 0.0 0.0 0.0 14 1.4
= 1.2 0.3 233 0.1 1.6 0.7
> 9.2 9.4 102.3 54 326 -14.2
= 11 0.0 0.0 0.0 11 1.1
= 6.9 8.6 123.7 6.1 83.8 -70.0
> 55 1.8 334 0.7 74 35
= 25 0.9 33.8 0.5 4.7 0.4
1.2 0.0 0.0 0.0 1.2 1.2
= 5.8 0.0 0.0 0.0 5.8 58
= 1.3 0.2 15.0 0.1 1.8 0.8
= 1.3 0.2 16.0 0.1 1.5 1.0
= 143 59 413 29 237 4.8
= 1.0 0.1 13.9 0.1 1.2 0.9
= 1.2 0.0 0.0 0.0 1.2 1.2
= 5.7 0.0 0.0 0.0 57 57
= 1.9 0.4 204 0.2 25 1.3
> 10.9 79 724 4.0 23.6 -1.7
= 1.3 0.0 0.0 0.0 13 1.3
= 25 0.9 36.3 0.3 33 1.7
28 0.0 0.0 0.0 28 28
= 1.6 0.4 215 0.2 25 0.8
= 1.8 20 114.0 1.4 20.0 -16.4
= 226 6.6 29.3 1.6 259 19.4
= 20 0.4 20.9 0.2 26 1.3



ID

Ethosuximide
Felbamate
Fentanyl
Flumazenil
Fluoxetine
Fluvoxamine
Gabapentin
Galantamine
Haloperidol
Hydrocodone
Indeloxazine
Lamotrigine
Levetiracetam
Levomethadyl Acetate
Lofexidine
Lorazepam
Meprobamate
Methylphenidate
Metoclopramide
Midazolam
Milnacipran
Minaprine
Mirtazapine
Moclobemide
Modafinil
Morphine
Nalmefene
Naltrexone
Nemonapride
Nicergoline
Nicotrol
Nimodipine
Nortriptyline
Olanzapine
Oxcarbazepine
Oxycodone
Paliperidone
Paroxetine
Pergolide
Perospirone
phenytoin
Piracetam
Pramipexole
Pregabalin
Propofol
Propoxyphene
Quazepam
Quetiapine
Ramelteon
Rasagiline
Reboxetine
Remifentanil
Riluzole
Rimonabant
Risperidone
Rivastigmine
Ropinirole
Ropivacaine

TradeName

Ethosuximide
Felbatol
Actiq
Mazicon
Prozac
Fluvoxamine
Neurontin
Razadyne
Haloperidol
Vicodin
Indeloxazine
Lamictal
Keppra
Orlaam
Lofexidine
Lorazepam
Meprobamate
Concerta
Metoclopramide
Midazolam
Milnacipran
Minaprine
Remeron
Aurorix
Provigil
Alpharma
Revex
Vivitrol
Nemonapride
Nicergoline
Nicorette
Nimotop
Nortriptyline
Zyprexa
Trileptal
Oxycodone
Invega
Paxil
Pergolide
Lullan
Dilantin
Nootropil
Mirapex
Lyrica
Propofol
Propoxyphene
Doral
Seroquel
Rozerem
Rasagiline
Edronax
Ultiva
Rilutek
Rimonabant
Risperdal
Exelon
Requip
Nanropin

Central Nervous System Multi-Parameter Optimization (CNS MPO) Desirability: Application in Drug Discovery
Travis T. Wager, Xinjun Hou, Patrick R. Verhoest and Anabella Villalobos

Set

Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs
Drugs

Ceff (total ~ Ceff (free
drug, nM) drug, nM)

HLM
hFUP o 1a oP

A

AANNANANANANNAI

A A

nm A A Al

n A A A A v

AV V

A A

HLM
CLIA
Mean

8.0
323
10.5
35.5
22.0

7.0

8.0
13.7
10.1

8.0
13.2

7.0
48.2
11.6

8.5

111

19.7
319.8

12.0
9.4
1.2

100.6

295.2

313.8
8.5

12.4

133.3
52.7
23.8
12.7

229
62.2
38.7

10.9
44.6

HLM HLM
CLIASD CLIACV

0.0 0.0
3.1 9.6
4.1 38.7
232 65.3
14.9 67.6
0.0 0.0
0.0 0.0
8.1 58.8
3.6 36.0
0.0 0.0
14.6 110.6
0.0 0.0
37 76
3.1 26.9
0.7 8.8
26 232
55.5 28.4
131 10.1
10.2 61.5
0.0 0.0
0.0 0.0
5.8 28.1
14 12.0
34 324
18.2 10.4
0.0 0.0
0.6 0.2
5.9 493
1.2 12.9
3.5 30.8
0.0 0.0
49.0 48.7
37.7 12.8
10.7 34
11 13.2
76 61.5
52.5 39.4
10.4 19.7
53 22.0
7.2 56.5
9.9 43.2
326 52.5
5.5 143
0.4 4.8
32 29.2
75 16.9
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HLM
CLIA
SEM

214

HLM  HLM  HLM
CLIA CLIA CLIA
Upp95 Low95 TotCnt

8.0 8.0 5
40.0 246 3
171 4.0 5
60.1 10.9 8
35.5 8.5 7
7.0 7.0 8
8.0 8.0 3
86.0 -58.6 2
19.1 1.1 3
8.0 8.0 2
26.4 0.0 10
7.0 7.0 7
57.3 39.1 3
19.3 3.9 3
9.4 76 5
15.2 7.0 5
205.9 1850 125
1621 9741 3
27.3 57 6
8.0 8.0 3
8.0 8.0 2
35.1 6.3 3
15.6 8.4 3
13.7 7.5 7
2196 129.2 3
19.7 19.7 8
320.3 3193 8
17.4 6.6 8
124 6.4 6
16.8 57 4
8.0 8.0 4
2224 211 4
388.8 2015 3
3404 2873 3
9.3 7.8 12
314 -6.5 4
189.0 775 6
69.3 36.1 5
36.9 10.8 3
242 1.2 4
38.7 71 4
1144 10.0 6
38.7 38.7 11
8.9 7.7 4
14.9 6.9 5
56.7 326 4

ClLint,u

8.2
52.6
1.1

2731
416

7.0

8.8
48.9
11.3
10.6
16.1

7.3
70.9
12.7
12.5

11.9

399.7

177.0
24.0

10.5
217
15.0
12.5
401.8

20.7
2076.6

20.8
10.3
11.6
11.5
3154
661.8
825.9
8.7

12.6

250.0
64.9
35.0
20.2

39.3
4675.1
56.3

11.8
60.8

cFu,mi

0.97
0.97
0.61
0.95
0.13
0.53
1.00
0.91
0.28
0.90
0.75
0.82
0.96
0.68
0.91
0.68
0.99
0.93
0.85
0.49
0.96
0.73
0.69
0.92
0.76
0.95
0.80
0.85
0.43
0.14
0.96
0.15
0.13
0.58
0.92
0.97
0.69
0.32
0.45
0.38
0.98
0.95
0.99
1.00
0.34
0.37
0.04
0.53
0.81
0.68
0.63
0.96
0.58
0.01
0.69
0.96
0.92
0.73

MDR MDR MDR MDR MDR MDR MDR
BAABR BAABR BAABR BAABR BAABR BAABR BAABRC
COP CMean CSD CCV CSEM CUpp95 Low9s
= 11 0.1 13.7 0.1 14 0.7
= 52 4.9 941 25 131 -2.6
= 3.1 21 66.8 0.9 5.8 0.5
= 1.0 0.1 124 0.1 13 0.7
= 1.3 0.0 0.0 0.0 1.3 1.3
= 14 0.0 0.0 0.0 14 1.4
= 11 0.1 6.5 0.0 1.2 1.0
= 1.3 0.0 0.0 0.0 13 1.3

1.2 0.0 34 0.0 1.6 0.8
= 1.2 0.0 1.6 0.0 13 1.0
= 11 0.0 0.0 0.0 11 1.1
= 1.2 0.2 14.4 0.1 1.7 0.8
= 1.2 0.1 8.8 0.0 14 1.1
= 11 0.0 3.1 0.0 1.2 1.0

11 0.0 4.0 0.0 1.3 1.0
= 11 0.1 75 0.0 1.3 0.9

1.6 0.1 7.8 0.1 1.9 1.3
= 1.3 0.4 28.7 0.3 4.8 -2.1

1.5 0.2 10.6 0.1 1.7 1.2
= 20 0.6 28.3 0.2 25 1.5
= 14 0.4 30.7 0.2 24 0.3
= 11 0.0 0.0 0.0 11 1.1
= 4.1 0.8 18.5 0.4 5.9 22
= 5.5 3.8 69.1 1.9 11.6 -0.6
= 1.6 0.2 13.7 0.1 21 1.0
= 7.8 20 26.2 1.2 12.9 27

11 0.2 17.8 0.1 14 0.9
= 1.0 0.4 38.3 0.3 4.5 -25
= 1.8 0.7 37.2 0.3 29 0.7
= 1.0 0.1 8.3 0.0 1.2 0.8
= 1.0 0.0 0.0 0.0 1.0 1.0
= 14 0.4 291 0.2 25 0.4
= 1.5 0.5 311 0.3 26 0.3
> 25 1.5 58.9 0.7 4.8 0.1
= 26 0.4 15.8 0.1 3.0 23
= 1.0 0.1 12.7 0.1 1.2 0.8
= 1.3 0.3 219 0.1 1.6 0.9
= 1.0 0.1 9.9 0.0 1.2 0.8
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Ceff (total ~ Ceff (free HLM HLM HLM HLM HLM HLM  HLM  HLM . cFu.mi MDR MDR MDR MDR MDR MDR MDR
ID TradeName Set drug, M) drug, nM) hFu,p CLIA OP CLIA CLIASD CLIACV CLIA CLIA  CLIA CLIA ClLintu C’ BAABR BAABR BAABR BAABR BAABR BAABR BAABRC
! ’ Mean SEM Upp95 Low95 TotCnt COP CMean CSD CCV CSEM CUpp95 Low95
Selegiline Emsam Drugs 0.66
Sertindole Serdolect Drugs = 30.0 10.1 33.8 72 1208 -60.9 2 218.6 0.14 = 10.4 5.8 55.9 4.1 62.8 -41.9
Sertraline Zoloft Drugs = 37.4 19.1 51.1 68 536 212 9 394.1 0.09 = 11.2 0.0 0.0 0.0 11.2 11.2
Sinequan Sinequan Drugs = 43.7 10.9 24.8 54 611 26.3 4 162.4 0.27 = 2.0 0.4 20.7 0.3 5.6 1.7
Sulpiride Sulpiride Drugs 0.94
Tacrine Cognex Drugs = 29.0 8.7 30.1 31 364 216 9 452 0.64 = 1.3 0.6 46.1 0.3 2.0 0.5
Talipexole Talipexole Drugs 0.99 = 1.2 0.2 20.6 0.1 1.7 0.6
Terguride Terguride Drugs 0.82
Thiopental Thiopental Drugs 0.64
Tiagabine Gabitril Drugs < 8.6 1.3 14.7 06 10.1 7.0 5 11.0 0.78 = 1.5 0.2 10.3 0.1 1.9 1.1
Tianeptine Tianeptine Drugs < 8.0 0.0 0.0 0.0 8.0 8.0 3 25.6 0.31 = 1.5 0.1 9.8 0.1 1.8 1.1
Topiramate Topamax Drugs < 9.2 1.5 16.7 08 117 6.8 4 10.5 0.88 = 1.1 0.1 8.5 0.1 1.4 0.9
Tramadol Tramadol Drugs < 8.0 0.0 0.0 0.0 8.0 8.0 6 9.2 0.87
Trazodone Trazodone Drugs 0.18
Tropisetron Tropisetron Drugs = 16.5 8.3 49.9 48 37.0 -4.0 4 44.6 0.37 = 1.2 0.2 129 0.1 1.6 0.8
Valproic Acid Depakote Drugs 1.00
Varenicline Chantix Drugs < 10.7 54 50.4 27 193 21 8 10.9 0.98 = 1.2 0.2 21.0 0.1 1.3 1.0
Venlafaxine Effexor Drugs < 125 6.0 48.1 25 190 6.1 6 18.0 0.70 = 1.3 0.2 14.6 0.1 1.6 1.0
Verapamil Verapamil Drugs = 102.7  33.0 32.1 5.7 1147 90.6 33 862.8 0.12 = 23 1.2 52.8 0.9 13.5 -8.8
Vigabatrin Vigabatrin Drugs 0.99
Vinpocetine Cavinton Drugs 0.25 = 21 0.9 411 0.4 35 0.7
Zaleplon Sonanta Drugs = 15.2 4.8 31.4 24 228 7.6 4 15.9 0.96 = 14 0.0 0.0 0.0 14 1.4
Ziprasidone Geodon Drugs = 43.8 8.6 19.7 31 511 36.5 9 2028 0.22 = 23 0.9 40.1 0.5 4.7 0.0
Zolpidem Ambien Drugs < 9.0 15 16.8 08 114 6.6 4 12.0 0.75 = 1.2 0.0 0.0 0.0 1.2 1.2
Zonisamide Zonegran Drugs < 10.6 6.4 60.0 26 173 3.9 6 10.7 0.99 = 1.0 0.0 4.7 0.0 1.1 0.9
Zotepine Nipolept Drugs = 51.0 26.9 52.7 1565 1179 -158 6 425.4 0.12 = 5.1 0.0 0.0 0.0 5.1 5.1

Page 5 of 15
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MDR Pa Papp Papp Papp Pa TO BASIC
D BAABR A:ipopp ABprE AgipSpD Agipgv ABpr ABprE ABprE ABpr ToMW  TocLogp 10 ';(2)?)[’ O ToTPSA TOHBD  pKa(v MW CLOGP TPSA C"?;E; ¢ hep ﬁ';i()" C(':ﬁ g/f)o
C TotCnt Mean SEM Upp95 Low95 TotCnt 12.1)

Candidate-001 = 399 00 00 00 399 399 5 1.00 1.00 1.00 0.26 0.50 1.00 276 05 112 1.6 2 6.9 4.8
Candidate-002 4 = 58 1.0 173 06 83 33 3 1.00 0.67 1.00 0.06 0.83 0.38 255 37 21 12 1 9.2 3.9
Candidate-003 2 = 27 00 00 00 27 27 4 1.00 0.00 0.38 0.06 0.83 0.30 326 55 21 32 1 9.4 26
Candidate-004 0.78 1.00 1.00 1.00 0.50 0.00 391 2.0 79 0.8 2 10.3 43
Candidate-005 0.85 1.00 0.80 1.00 0.83 0.58 380 1.2 58 24 1 8.9 5.1
Candidate-006 0.86 1.00 1.00 1.00 0.50 0.43 379 26 54 0.4 2 9.1 48
Candidate-007 6 = 09 05 540 03 20 03 5 1.00 0.44 0.99 1.00 0.50 0.67 3N 4.1 51 2.0 2 8.7 4.6
Candidate-008 1.00 1.00 1.00 1.00 017 0.00 159 0.8 63 1.1 3 10.6 4.2
Candidate-009 1.00 1.00 1.00 0.70 0.83 0.00 269 1.0 34 1.3 1 10.2 45
Candidate-010 3 = 194 06 31 04 248 140 2 0.91 0.16 1.00 1.00 0.83 0.32 373 47 49 1.7 1 9.4 4.2
Candidate-011 2 65 03 39 02 88 42 5 0.45 0.66 0.82 1.00 0.83 1.00 437 37 87 24 1 75 4.8
Candidate-012 3 08 00 53 00 12 04 4 0.29 0.00 0.13 1.00 0.83 1.00 460 55 80 37 1 52 33
Candidate-013 12 = 40 22 545 13 94  -14 3 0.87 0.00 047 0.66 1.00 0.60 379 53 33 3.1 0 8.8 36
Candidate-014 3 = 194 48 249 28 314 74 3 0.74 0.84 1.00 1.00 1.00 0.43 397 33 46 0.9 0 9.2 5.0
Candidate-015 3 = 235 84 357 42 370  10.1 5 1.00 1.00 1.00 1.00 0.83 0.45 271 1.7 58 0.2 1 9.1 53
Candidate-016 6 = 241 18 73 10 285 197 3 1.00 1.00 0.87 1.00 1.00 1.00 336 2.0 61 23 0 6.2 5.9
Candidate-017 1 0.22 1.00 1.00 0.47 0.83 1.00 469 22 106 0.9 1 7.1 45
Candidate-018 4 = 18 06 331 03 32 03 7 0.46 0.00 0.00 0.91 1.00 1.00 436 5.6 38 5.1 0 1.0 34
Candidate-019 2 = 31 00 00 00 31 31 5 077 0.00 0.00 1.00 0.50 1.00 393 6.0 81 41 2 40 33
Candidate-020 1 = 162 46 285 27 217 48 4 0.70 0.90 1.00 1.00 0.83 1.00 402 32 66 2.0 1 8.0 54
Candidate-021 12 = 10 06 579 03 20 0.1 5 1.00 0.97 1.00 1.00 0.50 0.68 315 3.1 61 1.1 2 8.6 5.1
Candidate-022 4 = 06 05 894 03 14 02 9 0.07 0.00 0.63 1.00 017 0.00 490 5.6 71 2.7 3 10.4 1.9
Candidate-023 4 = 385 79 206 40 511 258 4 1.00 1.00 1.00 0.00 0.83 0.03 227 26 12 0.4 1 10.0 3.9
Candidate-024 1.00 1.00 1.00 1.00 017 0.00 187 0.1 63 0.4 3 11.2 4.2
Candidate-025 3 = 10 00 00 00 10 10 6 1.00 0.24 0.69 0.06 0.83 0.19 320 45 21 26 1 96 3.0
Candidate-026 4 = 13 041 94 01 24 02 5 1.00 1.00 0.60 1.00 0.83 0.79 323 2.9 50 258 1 8.4 52
Candidate-027 2 > 334 577 1726 333 1766 -1097 6 0.37 0.46 0.52 1.00 1.00 0.65 448 41 58 3.0 0 8.7 40
Candidate-028 4 = 267 28 104 14 314 222 4 1.00 1.00 1.00 0.62 0.83 0.42 322 24 32 0.5 1 9.2 4.9
Candidate-029 3 194 82 421 27 256 131 18 1.00 1.00 1.00 1.00 017 0.59 327 1.8 64 0.2 3 8.8 4.8
Candidate-030 3 104 47 450 27 219 12 3 1.00 0.80 1.00 0.66 0.50 0.42 296 34 33 1.1 2 9.2 44
Candidate-031 5 = 300 27 89 12 333 266 5 0.83 1.00 1.00 1.00 1.00 1.00 383 1.9 70 0.7 0 77 58
Candidate-032 4 = 435 120 275 69 732 138 3 1.00 1.00 0.84 1.00 1.00 1.00 310 1.1 61 23 0 6.5 58
Candidate-033 14 = 161 40 247 13 191 130 10 0.52 0.95 1.00 1.00 0.50 0.00 427 3.1 70 0.1 2 10.3 4.0
Candidate-034 4 = 13 05 358 03 25 01 4 1.00 0.75 0.15 1.00 0.83 0.94 308 35 41 37 1 8.1 4.7
Candidate-035 1.00 1.00 1.00 1.00 017 0.00 185 0.2 63 0.9 3 10.3 42
Candidate-036 1.00 0.00 0.00 0.71 0.83 1.00 326 76 34 45 1 72 35
Candidate-037 8 = 224 49 219 28 346 103 4 1.00 1.00 1.00 1.00 0.50 0.00 324 25 74 1.9 2 12.4 45
Candidate-038 0.59 0.00 0.42 0.34 1.00 1.00 417 5.1 27 32 0 7.8 33
Candidate-039 9 = 25 18 692 10 69 -1.8 3 0.26 0.00 0.00 1.00 1.00 077 463 56 51 41 0 85 3.0
Candidate-040 1 075 1.00 1.00 0.61 0.83 1.00 395 1.5 102 0.9 1 7.9 52
Candidate-041 24 = 12 08 661 04 25  -01 4 0.85 0.20 0.93 1.00 0.50 0.44 380 46 43 2.1 2 9.1 3.9
Candidate-042 3 = 58 3.0 514 13 96 21 5 1.00 1.00 1.00 1.00 0.83 0.88 305 2.9 50 15 1 8.2 57
Candidate-043 3 = 201 32 109 18 370 213 3 075 1.00 1.00 1.00 1.00 0.67 395 2.1 50 0.2 0 8.7 54
Candidate-044 11 = 25 05 189 03 36 13 3 1.00 0.84 1.00 0.87 0.83 0.69 355 33 37 1.9 1 8.6 52
Candidate-045 1 = 66 00 00 00 66 66 2 0.00 0.46 0.00 0.60 0.17 1.00 510 4.1 102 47 3 7.0 22
Candidate-046 9 = 13 00 00 00 13 13 5 0.37 0.00 0.38 0.34 1.00 1.00 448 57 27 32 0 77 3.
Candidate-047 1.00 1.00 1.00 1.00 017 0.00 187 0.1 63 0.3 3 10.3 42
Candidate-048 6 = 12 03 265 02 40 17 6 0.50 0.00 0.77 1.00 0.83 1.00 431 5.2 58 25 1 77 4.1
Candidate-049 9 = 57 06 106 04 111 03 7 0.32 0.00 0.85 1.00 0.83 0.88 455 57 48 23 1 8.3 3.9
Candidate-050 3 = 62 25 400 12 102 22 4 0.90 1.00 1.00 1.00 017 0.35 373 25 83 1.5 3 9.3 44
Candidate-051 3 = 09 03 325 02 17 02 4 0.98 0.65 1.00 1.00 0.83 0.87 363 37 48 1.2 1 8.3 53
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MDR Papp Papp Papp Papp Papp TO BASIC
D BAABR A;ipopp ABF AgipSpD Agipgv ABF ABF ABF ABF  TOMW TOCLOGP '° ';(2)?)[’ O ToTPSA TOHBD  pKa(v MW CLOGP TPSA CL?2G1E; ¢ hep ‘1'231()" C(':ﬁ g"f)o

C TotCnt Mean SEM Upp95 Low95 TotCnt . 12.1) . . .
Candidate-052 0.82 0.94 0.00 1.00 0.83 1.00 385 3.1 52 52 1 1.0 4.6
Candidate-053 6 = 265 35 134 20 353 177 4 1.00 1.00 1.00 0.00 0.83 0.03 227 26 12 0.4 1 10.0 3.9
Candidate-054 1.00 0.00 0.00 0.00 1.00 0.72 319 6.4 3 4.1 0 8.6 27
Candidate-055 4 = 29 13 456 08 61 04 3 0.80 0.00 0.00 0.72 1.00 0.59 389 5.1 34 4.0 0 8.8 3.
Candidate-056 6 = 37 24 641 11 68 07 7 077 0.58 0.00 1.00 1.00 1.00 392 3.8 53 45 0 43 43
Candidate-057 0.78 0.36 0.14 0.98 1.00 1.00 391 43 40 37 0 73 4.2
Candidate-058 2 = 09 00 00 00 09 09 3 0.00 0.00 0.71 0.00 0.00 1.00 615 6.0 150 26 5 1.0 1.7
Candidate-059 0.14 0.04 0.25 1.00 0.83 1.00 481 4.9 61 35 1 76 33
Candidate-060 = 02 00 00 00 02 02 7 0.25 0.00 0.82 1.00 1.00 0.18 465 53 45 24 0 9.7 3.2
Candidate-061 4 230 47 205 27 347 113 4 1.00 0.82 1.00 0.62 0.83 0.42 350 34 32 0.4 1 9.2 4.7
Candidate-062 2 03 00 00 00 03 03 1 047 0.06 073 1.00 0.83 1.00 434 49 45 25 1 77 4.1
Candidate-063 3 49 08 161 05 68 29 3 1.00 1.00 1.00 1.00 0.83 0.13 288 1.7 51 1.1 1 9.7 5.0
Candidate-064 3 = 42 07 175 05 107 -24 6 1.00 0.63 1.00 0.06 0.83 0.41 276 37 21 15 1 9.2 3.9
Candidate-065 3 = 59 26 438 15 123 05 3 0.59 0.00 0.00 1.00 0.50 1.00 417 6.2 63 4.1 2 6.4 3.
Candidate-066 3 = 106 42 400 24 210 041 3 0.45 0.84 0.89 1.00 0.83 1.00 437 33 60 22 1 7.8 5.0
Candidate-067 0.26 0.00 0.32 1.00 0.50 1.00 464 5.4 70 34 2 77 3.1
Candidate-068 3 0.22 0.00 0.24 1.00 0.83 0.88 469 6.2 48 35 1 8.3 3.2
Candidate-069 3 = 42 33 780 14 78 07 6 1.00 0.00 0.59 0.06 0.83 0.48 300 5.1 21 258 1 9.0 3.0
Candidate-070 2 = 239 441 172 24 341 137 4 1.00 1.00 1.00 1.00 0.50 1.00 221 13 42 13 2 7.0 55
Candidate-071 4 = 160 36 227 21 250 7.0 3 0.88 1.00 1.00 1.00 1.00 0.00 377 1.7 41 0.4 0 10.1 4.9
Candidate-072 5 1.00 0.97 0.49 1.00 1.00 1.00 360 3.1 41 3.0 0 7.8 55
Candidate-073 4 = 168 74 441 43 351 16 4 1.00 1.00 0.86 1.00 0.50 1.00 323 22 84 23 2 1.0 54
Candidate-074 1.00 0.00 0.00 0.57 1.00 1.00 327 76 31 6.1 0 5.6 36
Candidate-075 3 = 178 36 204 21 268 88 3 1.00 1.00 1.00 1.00 0.83 0.23 271 1.7 58 0.5 1 95 5.1
Candidate-076 3 = 204 167 569 97 710 -121 4 1.00 1.00 1.00 1.00 1.00 0.50 258 16 45 0.4 0 9.0 55
Candidate-077 3 = 209 143 478 83 654 56 3 1.00 1.00 1.00 1.00 0.50 1.00 316 2.0 71 03 2 1.0 55
Candidate-078 7 113 1.1 97 06 141 86 4 1.00 1.00 1.00 0.99 0.83 0.86 335 2.9 40 1.1 1 8.3 57
Candidate-079 1.00 1.00 1.00 1.00 017 0.00 187 0.2 63 -0.1 3 10.5 4.2
Candidate-080 27 87 44 500 25 196  -2.1 3 0.95 1.00 0.66 1.00 1.00 1.00 367 3.0 65 2.7 0 7.2 56
Candidate-081 5 = 169 47 280 27 286 5.1 3 0.84 1.00 0.36 0.98 1.00 1.00 382 28 40 33 0 72 52
Candidate-082 5 = 35 42 1196 17 80 -1.0 7 1.00 1.00 1.00 1.00 017 0.21 297 12 74 2.4 3 96 44
Candidate-083 3 = 31 07 217 05 91 29 3 0.34 0.00 0.00 1.00 1.00 1.00 452 5.8 47 55 0 1.0 33
Candidate-084 5 = 362 121 333 70 662 63 3 1.00 1.00 0.79 1.00 1.00 1.00 360 26 72 24 0 4.0 58
Candidate-085 4 = 145 32 222 16 197 94 4 1.00 0.88 1.00 1.00 0.83 0.81 294 32 53 15 1 8.4 55
Candidate-086 4 = 201 48 229 27 315 87 4 1.00 1.00 0.64 0.70 1.00 1.00 270 25 34 2.7 0 7.8 53
Candidate-087 3 = 768 00 00 00 768 768 7 0.03 0.37 0.00 0.62 017 1.00 496 43 101 45 3 57 22
Candidate-088 3 = 72 03 44 02 100 43 3 1.00 0.75 0.32 1.00 0.83 1.00 358 35 45 34 1 5.9 4.9
Candidate-089 17 = 78 25 327 13 119 37 6 1.00 1.00 1.00 1.00 017 0.33 271 22 60 03 3 9.4 45
Candidate-090 19 = 422 137 324 79 761 83 9 1.00 1.00 1.00 1.00 017 1.00 359 16 73 13 3 6.8 52
Candidate-091 3 = 222 123 551 74 527 82 3 1.00 1.00 1.00 1.00 0.50 1.00 330 25 71 0.7 2 1.0 55
Candidate-092 6 = 31 12 392 06 50 1.1 4 1.00 0.95 1.00 1.00 0.83 0.73 360 3.1 50 1.8 1 8.6 55
Candidate-093 3 = 121 08 70 06 196 45 4 1.00 0.00 0.19 0.00 1.00 1.00 269 5.2 16 36 0 7.3 32
Candidate-094 9 = 06 0.1 152 01 13 -0.2 6 0.57 0.05 0.02 1.00 0.83 1.00 421 49 44 4.0 1 7.8 35
Candidate-095 3 = 313 341 98 1.8 390 237 4 1.00 1.00 0.57 1.00 0.83 1.00 321 2.9 69 2.9 1 2.1 54
Candidate-096 0.57 0.46 0.88 1.00 0.83 1.00 420 4.1 47 22 1 7.8 48
Candidate-097 4 = 29 13 471 08 62 05 5 1.00 0.06 0.65 0.52 0.83 0.72 310 49 30 2.7 1 8.6 38
Candidate-098 4 = 03 00 00 00 03 03 6 0.28 0.43 0.00 1.00 1.00 1.00 460 4.1 53 5.0 0 4.1 37
Candidate-099 17 0.62 0.00 043 0.23 0.83 0.00 413 5.6 25 3.1 1 10.0 2.1
Candidate-100 0.71 0.00 0.00 1.00 0.50 1.00 400 8.6 49 5.6 2 1.0 32
Candidate-101 2 = 34 07 220 04 52 15 4 047 0.00 0.55 1.00 0.83 0.88 435 5.2 48 2.9 1 8.3 37
Candidate-102 8 = 131 24 180 14 189 72 3 0.35 0.48 0.01 1.00 1.00 1.00 451 4.1 70 4.0 0 8.0 38
Candidate-103 1.00 0.00 0.00 0.00 1.00 0.83 329 6.4 3 53 0 8.4 28
Candidate-104 3 = 60 27 452 16 127 07 3 0.57 0.88 1.00 1.00 0.50 0.35 420 32 54 03 2 9.3 43
Candidate-105 3 = 183 94 513 54 416 50 3 1.00 1.00 1.00 1.00 0.50 1.00 298 24 71 0.9 2 13 55
Candidate-106 3 = 304 402 1322 232 1302 -694 4 0.05 0.00 0.00 0.55 0.00 1.00 494 5.8 103 57 4 1.0 1.6
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MDR Papp Papp Papp Papp Papp TO BASIC

D BAABR A:ipopp ABF AgipSpD Agipgv ABF ABF ABF ABF  TOMW TOCLOGP '° ';(2)?)[’ O ToTPSA TOHBD  pKa(v MW CLOGP TPSA CL?2G1E; ¢ hep ﬁ';i()" C(':ﬁ 2":3)0
C TotCnt Mean SEM Upp95 Low95 TotCnt . 12.1) . . .
Candidate-107 1.00 1.00 1.00 1.00 0.7 0.00 173 0.3 63 0.6 3 10.5 42
Candidate-108 4 = 337 69 205 34 447 226 4 1.00 1.00 1.00 0.00 0.83 0.00 209 25 12 0.2 1 10.1 38
CNS MPO Candidate-01 5 = 213 66 312 19 253 173 14 0.47 1.00 1.00 1.00 0.50 0.41 434 2.1 82 0.3 2 9.2 4.4
CNS MPO Candidate-02 7 = 284 103 364 42 394 175 6 0.96 1.00 1.00 0.91 0.83 1.00 365 0.4 93 0.1 1 6.7 57
CNS MPO Candidate-03 4 = 251 90 360 45 395 106 4 077 0.73 0.15 1.00 0.83 1.00 392 35 88 37 1 1.0 45
CNS MPO Candidate-04 3 = 281 72 310 41 410 53 3 0.48 1.00 1.00 1.00 0.83 0.60 433 1.7 86 15 1 8.8 4.9
CNS MPO Candidate-05 5 = 250 39 158 18 299 2041 5 0.95 1.00 0.95 1.00 0.83 1.00 366 22 86 2.1 1 49 57
CNS MPO Candidate-06 4 = 259 12 46 08 366 152 2 0.61 1.00 075 1.00 1.00 1.00 414 16 77 25 0 39 54
CNS MPO Candidate-07 8 = 304 54 177 19 350 259 10 1.00 1.00 0.96 1.00 1.00 1.00 309 12 57 2.1 0 1.0 6.0
CNS MPO Candidate-08 7 = 182 64 349 23 236 128 8 0.38 0.31 0.51 1.00 0.83 0.59 447 44 62 3.0 1 8.8 36
CNS MPO Candidate-09 5 = 98 00 00 00 98 98 5 1.00 1.00 1.00 0.99 0.7 1.00 203 0.0 9 1.4 3 57 52
CNS MPO Candidate-10 1 = 37 77 215 38 479 234 4 46
CNS MPO Candidate-11 3 = 252 51 203 23 316 188 5 5.1
CNS MPO Candidate-12 2 = 342 83 242 41 475 210 4 6.0
CNS MPO Candidate-13 4 = 100 54 540 22 157 43 6 3.9
CNS MPO Candidate-14 21 = 77 73 952 33 168 -15 5 38
CNS MPO Candidate-15 2 = 171 09 53 06 253 90 2 50
CNS MPO Candidate-16 4 = 22 28 128 16 293 152 4 54
CNS MPO Candidate-17 2 = 180 59 328 42 712 351 2 50
CNS MPO Candidate-18 4 = 126 02 16 01 144 108 2 28
CNS MPO Candidate-19 5 = 174 55 319 28 262 85 4 33
CNS MPO Candidate-20 4 = 177 24 134 14 236 118 3 5.1
CNS MPO Candidate-21 3 = 176 104 571 74 1080 -727 2 4.2
Acamprosate 1.00 1.00 1.00 1.00 0.50 1.00 181 25 83 6.2 2 1.0 55
Alprazolam 1 = 302 73 241 42 482 121 3 1.00 1.00 1.00 1.00 1.00 1.00 309 26 43 1.9 0 24 6.0
Amfebutamone 4 = 2714 55 199 31 409 138 3 1.00 0.89 0.94 0.46 0.83 1.00 240 32 29 2.1 1 7.2 5.1
Amisulpride 4 = 1.0 03 315 02 17 02 4 0.93 1.00 1.00 0.61 0.7 0.52 369 1.8 102 0.3 3 9.0 42
Amphetamine 1.00 1.00 1.00 0.30 0.50 0.03 135 1.7 26 0.6 2 9.9 38
Aniracetam 1 = 571 341 598 241 3636 -2495 4 1.00 1.00 1.00 1.00 1.00 1.00 219 0.7 47 1.3 0 1.0 6.0
Apomorphine 3 > 551 396 720 198 1185 -83 9 1.00 1.00 1.00 1.00 0.50 1.00 267 25 44 12 2 7.9 55
Aprepitant 7 0.00 0.20 0.00 1.00 0.50 1.00 534 46 83 48 2 44 27
Aripiprazole 0.37 0.00 0.23 1.00 0.83 1.00 448 5.3 45 3.5 1 7.7 3.4
Atomoxetine 5 = 61 22 360 13 116 06 7 1.00 0.53 1.00 0.06 0.83 0.00 255 39 21 08 1 10.2 34
Bromazepam 1 = 325 69 213 35 436 215 4 1.00 1.00 0.86 1.00 0.83 1.00 316 1.7 54 2.3 1 2.0 5.7
Bromocriptine 4 0.00 0.00 0.00 0.06 0.7 1.00 655 6.6 118 85 3 6.4 1.2
Brotizolam 3 = 245 24 99 14 306 185 3 0.76 1.00 077 1.00 1.00 1.00 394 2.7 43 25 0 2.0 55
Budipine 1.00 0.00 0.87 0.00 1.00 0.00 293 56 3 23 0 10.4 2.9
Buprenorphine 0.23 0.51 1.00 1.00 0.50 0.85 468 40 62 1.9 2 8.3 4.1
Buspirone 6 = 243 57 234 25 314 172 5 0.82 1.00 1.00 1.00 1.00 1.00 386 2.2 70 1.2 0 7.7 58
Cabergoline 5 = 28 13 466 08 60 04 4 0.35 0.41 1.00 1.00 0.50 0.30 452 4.2 72 0.7 2 9.4 36
Caffeine 1.00 1.00 1.00 1.00 1.00 1.00 194 0.0 62 0.6 0 1.0 6.0
Carbamazepine 8 = 206 32 110 16 348 244 7 1.00 1.00 1.00 1.00 0.50 1.00 236 24 46 1.9 2 1.0 55
Carisoprodol 1 = 251 00 00 00 251 251 1 1.00 1.00 0.95 0.98 0.7 1.00 260 2.3 91 2.1 3 1.0 5.1
Chlorpromazine 1 1.00 0.00 0.38 0.00 1.00 0.30 319 53 6 32 0 94 27
Citalopram 4 = 143 44 305 22 212 73 4 1.00 0.93 1.00 0.81 1.00 0.22 324 31 36 1.4 0 96 50
Clomipramine 5 1.00 0.00 0.52 0.00 1.00 0.27 315 59 6 3.0 0 95 28
Clonazepam 1 = 413 101 244 58 664 163 3 1.00 1.00 0.74 1.00 0.83 1.00 316 24 85 25 1 1.6 56
Clozapine 7 = 76 16 217 07 97 55 7 1.00 0.64 0.24 0.54 0.83 1.00 327 37 31 35 1 73 43
Cyclobenzaprine 1 = 41 00 00 00 41 41 1 1.00 0.00 0.00 0.00 1.00 0.43 275 5.1 3 45 0 9.2 24
Dexmethylphenidate 1.00 1.00 1.00 0.92 0.83 0.25 233 26 38 0.2 1 95 50
Dextropropoxyphene = 150 34 228 20 235 65 5 1.00 0.00 0.84 0.48 1.00 0.41 339 52 30 23 0 9.2 37
Diazepam = 361 67 187 39 529 194 3 1.00 1.00 0.60 0.63 1.00 1.00 285 3.0 33 28 0 34 52
Donepezil 3 = 172 49 285 28 295 50 3 0.86 0.20 0.76 0.94 1.00 0.58 379 46 39 25 0 8.8 43
Dronabinol 1.00 0.00 0.00 0.47 0.83 1.00 314 72 29 6.8 1 1.0 33
Duloxetine 3 = 14 00 00 00 14 14 4 1.00 0.37 0.84 0.06 0.83 0.00 297 43 21 2.3 1 10.0 3.1
Eletriptan 20 = 149 32 211 18 228 74 3 0.84 0.82 1.00 1.00 0.83 0.00 383 34 53 0.2 1 10.4 45
Escitalopram 4 = 145 52 357 30 272 17 3 1.00 0.93 1.00 0.81 1.00 0.22 324 31 36 1.4 0 96 50
Eszopiclone 0.79 1.00 0.68 0.94 1.00 1.00 389 1.3 92 26 0 6.7 54
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MDR Papp Papp Papp Papp Papp TO BASIC

D BAABR A:ipopp ABF AgipSpD Agipgv ABF ABF ABF ABF  TOMW TOCLOGP '° ';(2)?)[’ O ToTPSA TOHBD  pKa(v MW CLOGP TPSA CL?2G1E; ¢ hep ﬁ';i()" C(':ﬁ g"f)o
C TotCnt Mean SEM Upp95 Low95 TotCnt . 12.1) . . .
Ethosuximide 1.00 1.00 1.00 1.00 0.83 1.00 141 0.4 46 0.2 1 1.0 58
Felbamate = 257 00 00 00 257 257 7 1.00 1.00 1.00 0.51 0.00 1.00 238 05 105 0.7 4 1.0 45
Fentanyl = 275 52 189 30 403 146 3 1.00 0.69 0.70 0.18 1.00 0.54 336 36 24 26 0 8.9 4.
Flumazenil 3 = 330 76 230 44 518 142 3 1.00 1.00 0.92 1.00 1.00 1.00 303 13 64 22 0 1.0 5.9
Fluoxetine 7 = 31 17 538 1.0 7.3 1.1 5 1.00 0.22 1.00 0.06 0.83 0.00 309 46 21 1.4 1 10.1 3.
Fluvoxamine 5 = 49 09 190 05 72 26 4 1.00 0.84 1.00 1.00 0.50 0.31 318 33 57 1.8 2 9.4 46
Gabapentin 1.00 1.00 1.00 1.00 017 0.00 171 0.7 63 1.4 3 10.3 4.2
Galantamine 3 = 175 32 181 18 253 96 3 1.00 1.00 1.00 1.00 0.83 1.00 287 1.0 42 0.7 1 7.9 58
Haloperidol 0.89 0.58 0.53 1.00 0.83 0.98 376 38 41 2.9 1 8.0 48
Hydrocodone 1 = 285 80 284 40 413 157 4 1.00 1.00 1.00 0.94 1.00 0.74 299 1.1 39 1.4 0 85 57
Indeloxazine 1 = 334 00 00 00 334 334 1 1.00 1.00 1.00 0.52 0.83 077 231 22 30 0.7 1 85 5.1
Lamotrigine 7 = 329 38 116 22 423 234 8 1.00 1.00 1.00 0.98 0.00 1.00 256 25 91 1.2 4 5.4 5.0
Levetiracetam 5 1.00 1.00 1.00 1.00 0.50 1.00 170 0.3 63 0.9 2 1.0 55
Levomethady! Acetate = 41 09 225 05 63 18 3 1.00 0.21 0.87 0.48 1.00 0.30 353 46 30 23 0 94 3.9
Lofexidine 2 = 282 52 185 30 411 153 3 1.00 0.77 1.00 0.68 0.83 0.10 259 35 34 1.2 1 9.8 44
Lorazepam 2 = 261 38 144 17 308 214 5 1.00 1.00 0.81 1.00 0.50 1.00 321 24 62 24 2 1.0 53
Meprobamate 1.00 1.00 1.00 0.51 0.00 1.00 218 0.9 105 0.7 4 1.0 45
Methylphenidate 2 = 250 44 175 22 320 180 5 1.00 1.00 1.00 0.92 0.83 0.25 233 26 38 0.2 1 95 50
Metoclopramide 1.00 1.00 1.00 1.00 017 0.46 300 22 68 03 3 9.1 46
Midazolam = 263 30 115 17 338 187 3 1.00 0.79 0.11 0.51 1.00 1.00 326 34 30 3.8 0 6.0 44
Milnacipran 1.00 1.00 1.00 1.00 0.50 0.00 246 1.9 46 1.9 2 10.4 45
Minaprine 3 = 319 19 374 69 615 23 4 1.00 0.91 1.00 1.00 0.83 1.00 298 32 50 1.9 1 6.8 57
Mirtazapine 5 = 209 63 299 31 310 109 4 1.00 1.00 1.00 0.00 1.00 0.95 265 28 19 03 0 8.1 50
Moclobemide 3 = 2717 72 261 42 456 9.8 3 1.00 1.00 1.00 1.00 0.83 1.00 269 22 42 13 1 6.5 58
Modafinil 1.00 1.00 1.00 1.00 0.50 1.00 273 0.9 60 1.2 2 1.0 55
Morphine = 71 12 173 09 182 -39 3 1.00 1.00 1.00 1.00 0.50 0.88 285 06 53 0.0 2 8.3 54
Nalmefene 3 = 232 34 146 20 316 148 3 1.00 1.00 1.00 1.00 0.50 1.00 339 26 53 1.1 2 77 55
Naltrexone 5 = 188 27 144 12 223 154 5 1.00 1.00 1.00 1.00 0.50 1.00 341 0.4 70 16 2 75 55
Nemonapride 3 = 131 50 385 29 256 06 3 0.80 0.40 0.64 1.00 0.50 0.82 388 42 54 2.7 2 8.4 4.2
Nicergoline 0.11 0.46 0.66 1.00 1.00 1.00 484 4.1 57 2.7 0 6.3 4.2
Nicotrol 3 1.00 1.00 1.00 0.00 1.00 1.00 162 0.9 16 0.6 0 8.0 50
Nimodipine 4 = 269 135 502 68 485 53 4 0.58 0.50 0.00 0.10 0.83 1.00 418 40 117 40 1 258 3.0
Nortriptyline 1.00 0.34 1.00 0.00 0.83 0.00 263 43 12 15 1 10.0 32
Olanzapine 7 = 106 79 740 32 189 23 6 1.00 1.00 0.83 0.54 0.83 1.00 312 3.0 31 23 1 7.8 52
Oxcarbazepine 4 = 252 52 206 30 381 123 6 1.00 1.00 1.00 1.00 0.50 1.00 252 12 63 1.7 2 1.0 55
Oxycodone 1 = 319 111 347 55 496 142 4 1.00 1.00 1.00 1.00 0.83 1.00 315 0.0 59 1.1 1 76 58
Paliperidone 3 > 449 435 968 217 1145 246 4 053 1.00 1.00 1.00 0.83 0.97 426 1.1 84 0.6 1 8.1 53
Paroxetine 4 = 10 00 00 00 10 10 6 1.00 0.38 1.00 0.99 0.83 0.16 329 42 40 15 1 9.7 4.4
Pergolide 3 = 64 24 370 14 122 05 3 1.00 0.30 075 0.00 0.83 1.00 314 44 19 25 1 8.0 3.9
Perospirone 3 = 70 14 202 08 105 35 3 0.52 0.62 0.83 1.00 1.00 0.88 427 38 57 23 0 8.3 48
phenytoin 7 = 274 62 226 31 373 175 5 1.00 1.00 1.00 1.00 0.50 1.00 252 2.1 58 1.4 2 1.0 55
Piracetam 1.00 1.00 1.00 1.00 0.50 1.00 142 1.2 63 A7 2 1.0 55
Pramipexole 4 1.00 1.00 1.00 1.00 017 0.27 211 12 51 0.4 3 95 4.4
Pregabalin 1.00 1.00 1.00 1.00 017 0.00 159 0.9 63 1.4 3 113 42
Propofol 1.00 0.54 017 0.01 0.83 1.00 178 39 20 37 1 1.0 35
Propoxyphene 1.00 0.00 0.84 0.48 1.00 0.41 339 52 30 23 0 9.2 37
Quazepam = 211 23 110 16 420 02 3 0.81 0.90 0.00 0.00 1.00 1.00 387 32 16 40 0 1.0 37
Quetiapine 4 = 126 19 147 14 172 80 3 0.83 1.00 075 1.00 0.83 1.00 384 3.0 48 25 1 6.7 54
Ramelteon 4 = 267 7.1 266 50 905 370 5 1.00 1.00 0.86 0.92 0.83 1.00 259 25 38 23 1 1.0 56
Rasagiline 1 = 324 83 255 59 1068 -420 4 1.00 1.00 1.00 0.00 0.83 1.00 171 25 12 15 1 7.0 4.8
Reboxetine 3 = 155 3.1 200 22 434 124 3 1.00 0.87 1.00 0.99 0.83 0.82 313 33 40 1.4 1 8.4 55
Remifentanil 0.88 1.00 1.00 1.00 1.00 1.00 376 2.0 76 1.8 0 6.7 59
Riluzole 4 = 264 39 149 23 361 166 3 1.00 0.88 0.54 1.00 0.50 1.00 234 32 48 2.9 2 3.0 49
Rimonabant 6 = 06 00 00 00 06 06 6 0.26 0.00 0.00 1.00 0.83 1.00 464 6.5 50 48 1 32 3.1
Risperidone 9 = 205 96 467 34 287 124 8 0.64 1.00 1.00 1.00 1.00 0.97 410 2.7 64 1.9 0 8.1 56
Rivastigmine 4 = 264 37 140 19 323 205 4 1.00 1.00 1.00 0.64 1.00 0.69 250 2.1 33 08 0 8.6 53
Ropinirole 5 = 221 35 157 17 277 166 4 1.00 1.00 1.00 0.62 0.83 0.28 260 258 32 05 1 95 47
Ropivacaine 4 = 337 79 236 40 463 210 4 1.00 0.92 0.79 0.62 0.83 0.94 274 32 32 24 1 8.1 5.1
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MDR Papp Papp Papp Papp Papp TO BASIC

D BAABR A:ipopp ABF AgipSpD Agipgv ABF ABF ABF ABF  TOMW TOCLOGP '° ';(2)?)[’ O ToTPSA TOHBD  pKa(v MW CLOGP TPSA CL?2G1E; ¢ hep ﬁ';i()" C(':ﬁ g"f)o
C TotCnt Mean SEM Upp95 Low95 TotCnt . 12.1) . . .
Selegiline 1.00 0.99 0.85 0.00 1.00 1.00 187 3.0 3 23 0 75 48
Sertindole 2 0.42 0.00 077 1.00 0.83 0.52 441 53 41 25 1 9.0 35
Sertraline 5 1.00 0.00 0.48 0.00 0.83 0.27 306 53 12 3.0 1 95 26
Sinequan 4 = 74 00 00 00 71 74 6 1.00 0.45 0.97 0.00 1.00 0.41 279 4.1 12 2.1 0 9.2 38
Sulpiride 1.00 1.00 1.00 0.61 0417 0.52 341 1.1 102 1.4 3 9.0 43
Tacrine 7 = 236 25 107 15 299 174 3 1.00 0.86 1.00 0.95 0.50 0.18 198 33 39 05 2 96 45
Talipexole 4 = 215 64 209 37 374 56 3 1.00 1.00 1.00 1.00 0.50 1.00 209 1.1 42 1.8 2 7.2 55
Terguride 1.00 1.00 1.00 1.00 0.50 0.96 340 258 51 1.6 2 8.1 55
Thiopental 1.00 1.00 1.00 1.00 0.83 1.00 242 1.8 59 0.9 1 1.0 58
Tiagabine 3 = 199 19 96 11 246  15.1 3 0.89 1.00 1.00 1.00 0.83 0.19 376 258 41 15 1 96 49
Tianeptine 3 = 207 38 183 22 301 113 3 0.45 1.00 1.00 1.00 0.50 1.00 437 15 87 16 2 75 5.0
Topiramate 4 = 119 08 63 04 138 100 4 1.00 1.00 0.92 0.15 0.50 1.00 339 0.0 116 22 2 1.0 46
Tramadol = 302 58 193 34 447 158 6 1.00 0.95 1.00 0.64 0.83 0.20 263 31 33 03 1 96 46
Trazodone 0.92 0.58 0.71 1.00 1.00 1.00 372 39 46 26 0 75 52
Tropisetron 3 = 206 35 174 20 293 119 3 1.00 1.00 1.00 1.00 0.83 0.00 284 2.9 45 05 1 10.0 48
Valproic Acid 1.00 1.00 1.00 0.87 0.83 1.00 144 28 37 0.0 1 1.0 57
Varenicline 18 = 407 157 385 78 658 157 8 1.00 1.00 1.00 0.89 0.83 0.20 211 0.9 38 1.1 1 96 4.9
Venlafaxine 4 = 213 78 366 45 406 1.9 3 1.00 0.87 1.00 0.64 0.83 0.37 277 33 33 08 1 9.3 47
Verapamil 2 = 131 78 503 45 324 6.2 3 0.32 0.27 077 1.00 1.00 0.52 455 45 64 25 0 9.0 3.9
Vigabatrin 1.00 1.00 1.00 1.00 0417 0.00 129 22 63 2.8 3 10.6 4.2
Vinpocetine 4 = 31 03 88 02 38 24 6 1.00 0.09 0.31 0.72 1.00 1.00 350 48 34 34 0 7.9 4.1
Zaleplon 1 1.00 1.00 1.00 1.00 1.00 1.00 305 1.4 74 1.4 0 1.0 6.0
Ziprasidone 8 = 30 00 00 00 30 30 3 0.62 0.40 0.85 1.00 0.83 0.88 413 42 48 23 1 8.3 46
Zolpidem 1 = 332 66 199 38 497 168 3 1.00 0.99 0.49 0.88 1.00 1.00 307 3.0 38 3.0 0 6.8 54
Zonisamide 5 = 37 100 281 58 606 108 3 1.00 1.00 1.00 1.00 0.50 1.00 212 0.4 86 0.7 2 1.0 55
Zotepine 3 1.00 0.00 0.00 0.00 1.00 0.64 332 5.1 12 4.1 0 8.7 26
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TO LOGD (v TOBASIC CLOGD (v pKa (v CNS MPO CNS MPO
ID 9.03) pKa (v 9.03) 9.03) (v9.03) PF-ClogD PF-pKa  (PF-ClogD,
9.03) PF-pKa)
Candidate-001 1.00 1.00 0.3 6.9 4.8 0.3 8.8 4.4
Candidate-002 1.00 0.46 1.7 9.1 4.0 2.0 9.5 3.8
Candidate-003 0.67 0.00 27 10.1 2.6 3.3 9.2 2.6
Candidate-004 1.00 0.00 0.0 10.3 4.3 0.9 8.8 5.0
Candidate-005 0.95 0.60 21 8.8 4.8 20 9.0 5.1
Candidate-006 1.00 0.07 0.2 9.9 4.4 0.8 9.3 4.7
Candidate-007 0.85 0.67 23 8.7 45 1.8 8.3 4.8
Candidate-008 1.00 0.00 -1.1 10.6 4.2 -0.2 10.5 4.2
Candidate-009 1.00 0.00 -2.2 10.2 45 0.4 8.5 53
Candidate-010 0.84 0.32 23 9.4 41 2.0 9.2 4.3
Candidate-011 0.45 1.00 3.1 6.6 4.4 3.1 7.9 4.5
Candidate-012 0.00 1.00 5.4 5.1 3.1 5.6 5.3 3.1
Candidate-013 0.52 0.61 3.0 8.8 3.7 3.8 8.6 33
Candidate-014 1.00 0.07 1.8 9.9 4.6 0.7 8.2 5.5
Candidate-015 1.00 0.45 -0.9 9.1 53 0.3 8.9 54
Candidate-016 0.91 1.00 22 6.2 59 1.6 6.4 6.0
Candidate-017 1.00 1.00 0.3 5.7 45 25 6.7 4.4
Candidate-018 0.00 1.00 4.9 1.0 3.4 4.7 1.0 3.6
Candidate-019 0.00 1.00 6.3 4.0 3.3 52 3.7 34
Candidate-020 0.90 0.96 22 8.1 5.3 4.1 6.7 4.6
Candidate-021 1.00 0.68 1.1 8.6 5.1 1.2 8.3 53
Candidate-022 0.97 0.00 21 10.4 22 5.5 9.0 1.8
Candidate-023 1.00 0.03 -0.2 10.0 3.9 0.6 91 43
Candidate-024 1.00 0.00 -0.3 11.2 4.2 -0.1 10.4 4.2
Candidate-025 1.00 0.00 1.5 10.3 3.1 1.6 9.6 34
Candidate-026 0.09 1.00 3.8 7.8 4.9 26 8.0 5.5
Candidate-027 1.00 0.65 1.5 8.7 45 2.2 8.8 4.4
Candidate-028 1.00 0.42 0.0 9.2 4.9 1.1 9.3 4.8
Candidate-029 1.00 0.90 0.8 8.2 5.1 0.0 8.2 5.1
Candidate-030 1.00 0.05 0.8 9.9 4.0 1.1 9.3 4.3
Candidate-031 1.00 1.00 20 6.7 5.8 1.7 7.4 5.9
Candidate-032 0.84 1.00 23 6.5 58 1.1 6.1 6.0
Candidate-033 1.00 0.00 0.8 10.3 4.0 2.7 8.7 43
Candidate-034 0.83 1.00 3.3 71 4.9 21 8.0 5.5
Candidate-035 1.00 0.00 -0.9 10.3 4.2 -0.3 10.3 4.2
Candidate-036 0.00 1.00 71 7.2 3.5 5.0 6.3 35
Candidate-037 1.00 0.00 -2.8 124 45 3.0 7.2 5.0
Candidate-038 0.20 1.00 3.6 7.8 3.1 3.9 8.2 3.0
Candidate-039 0.00 0.77 4.0 8.5 3.0 28 8.5 37
Candidate-040 1.00 1.00 -0.7 79 52 1.0 6.1 5.3
Candidate-041 1.00 0.08 1.9 9.9 3.6 23 9.3 3.9
Candidate-042 0.60 1.00 2.8 74 5.4 26 7.8 5.5
Candidate-043 1.00 0.67 0.7 8.7 54 1.9 4.9 5.8
Candidate-044 0.77 0.92 25 8.2 52 27 8.2 5.1
Candidate-045 0.26 1.00 2.7 7.0 29 4.1 6.6 24
Candidate-046 0.00 1.00 4.8 77 27 4.2 9.3 23
Candidate-047 1.00 0.00 -0.2 10.3 4.2 0.3 10.4 4.2
Candidate-048 0.00 1.00 4.8 71 3.3 4.2 7.7 3.3
Candidate-049 0.27 0.80 3.5 8.4 3.2 4.7 7.6 3.3
Candidate-050 1.00 0.35 -0.1 9.3 4.4 1.3 8.9 4.7
Candidate-051 1.00 0.87 1.9 8.3 53 3.0 8.1 4.9
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TO LOGD (v TO BASIC CLOGD (v pKa (v CNS MPO CNS MPO
ID 9.03) pKa (v 9.03) 9.03) (v9.03) PF-ClogD PF-pKa  (PF-ClogD,
9.03) PF-pKa)
Candidate-052 0.00 1.00 5.0 1.0 4.6 4.1 1.0 4.7
Candidate-053 1.00 0.03 -0.2 10.0 3.9 0.6 9.1 4.3
Candidate-054 0.00 0.72 53 8.6 27 5.1 8.1 3.0
Candidate-055 0.69 0.61 26 8.8 3.8 3.1 8.6 3.6
Candidate-056 0.24 1.00 3.5 43 4.6 4.0 5.3 4.2
Candidate-057 0.00 1.00 4.7 7.3 41 3.9 8.0 4.1
Candidate-058 0.91 1.00 22 1.0 1.9 1.9 1.0 2.0
Candidate-059 0.00 1.00 5.8 6.7 3.0 5.1 7.8 3.3
Candidate-060 1.00 0.18 1.5 9.7 3.4 26 8.7 3.7
Candidate-061 1.00 0.42 0.9 9.2 4.7 14 9.3 4.6
Candidate-062 0.34 1.00 3.3 6.8 3.7 4.0 7.8 34
Candidate-063 1.00 0.13 -0.7 9.7 5.0 0.3 9.1 5.3
Candidate-064 1.00 0.49 1.4 9.0 4.0 0.5 9.5 3.8
Candidate-065 0.08 1.00 3.8 6.3 3.2 4.7 55 34
Candidate-066 0.91 1.00 22 7.8 5.0 24 8.2 4.8
Candidate-067 0.00 1.00 4.3 6.8 2.8 3.9 7.7 29
Candidate-068 0.00 0.80 4.8 8.4 28 4.9 7.0 3.2
Candidate-069 0.33 0.48 3.4 9.0 27 27 8.8 3.1
Candidate-070 1.00 1.00 1.1 7.0 55 0.5 8.5 52
Candidate-071 1.00 0.00 -0.9 10.1 4.9 1.1 9.6 5.2
Candidate-072 0.00 1.00 41 7.8 5.0 4.6 7.3 5.0
Candidate-073 0.00 1.00 41 1.0 4.5 3.0 1.0 5.0
Candidate-074 0.00 1.00 6.2 5.6 3.6 77 3.0 3.6
Candidate-075 1.00 0.23 -1.2 9.5 5.1 0.3 8.9 54
Candidate-076 1.00 0.57 0.4 8.9 5.6 1.1 8.0 6.0
Candidate-077 1.00 1.00 1.4 1.0 55 3.1 1.0 5.0
Candidate-078 1.00 0.86 1.5 8.3 5.7 22 8.2 5.6
Candidate-079 1.00 0.00 0.0 10.5 4.2 0.2 10.5 4.2
Candidate-080 0.30 1.00 3.4 7.2 52 4.4 7.3 5.0
Candidate-081 0.86 1.00 23 7.2 5.7 29 7.9 54
Candidate-082 1.00 0.21 -1.9 9.6 4.4 -0.3 9.0 4.7
Candidate-083 0.00 1.00 5.1 1.0 3.3 4.9 1.0 37
Candidate-084 0.43 1.00 3.1 4.0 5.4 26 5.3 5.7
Candidate-085 1.00 0.81 1.5 8.4 55 1.2 8.6 54
Candidate-086 0.07 1.00 3.9 5.5 4.8 27 71 54
Candidate-087 0.90 1.00 22 5.7 3.1 5.5 5.7 24
Candidate-088 0.86 1.00 23 5.8 5.4 4.4 6.5 4.6
Candidate-089 1.00 0.33 0.3 9.4 4.5 0.4 9.7 4.3
Candidate-090 1.00 1.00 1.1 6.8 52 1.5 6.8 5.2
Candidate-091 1.00 1.00 2.0 1.0 55 35 1.0 4.8
Candidate-092 1.00 0.97 0.6 8.1 5.7 1.8 8.1 5.7
Candidate-093 0.88 1.00 23 7.3 3.9 25 9.9 2.8
Candidate-094 0.17 1.00 3.7 7.8 3.6 4.1 8.2 34
Candidate-095 1.00 1.00 0.9 21 58 24 1.0 5.6
Candidate-096 0.87 1.00 23 7.8 4.7 21 8.2 4.7
Candidate-097 0.44 0.72 3.1 8.6 3.6 3.1 8.6 3.6
Candidate-098 0.00 1.00 4.8 4.1 3.7 4.8 5.3 3.8
Candidate-099 0.27 0.00 3.5 10.0 2.0 2.8 8.6 29
Candidate-100 0.00 1.00 5.4 1.0 3.2 4.3 1.0 3.3
Candidate-101 0.14 0.80 3.7 8.4 3.2 4.5 7.8 3.3
Candidate-102 0.16 1.00 3.7 8.0 4.0 4.3 7.2 3.9
Candidate-103 0.00 0.83 5.0 8.4 2.8 4.7 8.9 26
Candidate-104 1.00 0.03 1.2 9.9 4.0 1.1 9.3 4.3
Candidate-105 1.00 1.00 1.5 1.3 55 26 1.0 5.2
Candidate-106 0.00 1.00 4.6 1.0 1.6 5.1 1.0 1.7
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TO BASIC CNS MPO
ID To ;%2)0 v oka (v C"g(?st; v pg'fga()" cxsé%;)o PF-ClogD  PF-pka (PF-ClogD,
’ 9.03) ’ PF-pKa)

Candidate-107 1.00 0.00 -0.5 10.5 42 0.2 10.5 4.2
Candidate-108 1.00 0.00 0.2 10.1 3.8 0.5 9.5 4.1
CNS MPO Candidate-01 1.6 9.3 4.4
CNS MPO Candidate-02 1.6 3.2 5.7
CNS MPO Candidate-03 3.1 1.0 5.0
CNS MPO Candidate-04 14 8.7 5.1
CNS MPO Candidate-05 3.4 3.6 52
CNS MPO Candidate-06 23 3.2 5.6
CNS MPO Candidate-07 1.8 4.0 6.0
CNS MPO Candidate-08 1.6 7.2 4.5
CNS MPO Candidate-09 -0.3 7.2 5.2
CNS MPO Candidate-10 52
CNS MPO Candidate-11 57
CNS MPO Candidate-12 6.0
CNS MPO Candidate-13 4.0
CNS MPO Candidate-14 3.9
CNS MPO Candidate-15 52
CNS MPO Candidate-16 54
CNS MPO Candidate-17 53
CNS MPO Candidate-18 4.0
CNS MPO Candidate-19 43
CNS MPO Candidate-20 5.0
CNS MPO Candidate-21 5.1
Acamprosate 1.00 1.00 -6.1 1.0 55 -0.7 1.0 55
Alprazolam 0.75 1.00 25 1.9 5.8 2.0 6.2 6.0
Amfebutamone 0.37 1.00 3.3 7.2 45 2.0 7.9 5.2
Amisulpride 1.00 0.52 -0.2 9.0 4.2 0.2 9.0 43
Amphetamine 1.00 0.03 -0.6 9.9 3.8 -0.8 9.8 3.9
Aniracetam 1.00 1.00 0.3 1.0 6.0 0.8 1.0 6.0
Apomorphine 0.75 1.00 25 7.9 5.2 1.1 8.6 5.2
Aprepitant 0.00 1.00 4.1 4.0 2.7 5.6 55 2.9
Aripiprazole 0.00 1.00 55 6.7 3.2 5.1 7.6 34
Atomoxetine 1.00 0.00 0.7 10.1 34 1.2 9.6 3.6
Bromazepam 0.97 1.00 2.1 2.0 5.8 2.2 3.5 5.7
Bromocriptine 0.00 1.00 5.1 6.7 1.2 4.8 6.3 1.2
Brotizolam 0.83 1.00 23 22 5.6 24 6.3 5.8
Budipine 0.81 0.14 24 9.7 3.0 23 9.7 3.0
Buprenorphine 0.77 0.85 25 8.3 3.9 2.9 9.1 3.3
Buspirone 0.32 1.00 34 6.7 5.1 21 7.2 5.8
Cabergoline 1.00 0.30 0.0 9.4 3.6 1.3 8.4 4.0
Caffeine 1.00 1.00 -0.1 1.0 6.0 0.1 1.8 6.0
Carbamazepine 0.67 1.00 2.7 1.0 5.2 2.6 1.0 5.2
Carisoprodol 0.93 1.00 2.2 1.0 5.1 1.8 1.0 5.1
Chlorpromazine 0.57 0.30 29 9.4 29 3.2 9.1 2.8
Citalopram 1.00 0.22 0.4 9.6 5.0 1.3 9.3 5.1
Clomipramine 0.23 0.27 35 9.5 25 2.6 9.1 3.1
Clonazepam 0.83 1.00 23 1.6 5.7 2.7 1.8 5.5
Clozapine 0.33 1.00 34 71 4.3 3.4 7.6 4.3
Cyclobenzaprine 0.37 0.43 3.3 9.2 2.8 3.0 8.8 3.1
Dexmethylphenidate 1.00 0.00 -0.3 10.6 4.7 -0.4 9.0 52
Dextropropoxyphene 0.17 0.41 3.7 9.2 31 2.9 8.3 3.9
Diazepam 0.52 1.00 3.0 34 5.2 3.0 3.1 5.1
Donepezil 0.35 0.60 33 8.8 4.0 1.8 8.6 46
Dronabinol 0.00 1.00 7.7 1.0 3.3 5.7 1.0 3.3
Duloxetine 1.00 0.00 1.2 10.0 33 1.9 9.2 3.7
Eletriptan 1.00 0.00 0.3 10.4 45 0.7 9.3 4.9
Escitalopram 1.00 0.22 0.4 9.6 5.0 1.2 9.3 5.1
Eszopiclone 1.00 1.00 0.7 6.8 5.7 1.3 7.6 5.9
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TO BASIC CNS MPO
ID To 'é%g)D v oka (v C"é)gst; v pg'fga()" cxsé%;)o PF-ClogD  PF-pka (PF-ClogD,
’ 9.03) ’ PF-pKa)

Ethosuximide 1.00 1.00 0.4 1.0 5.8 0.2 1.0 58
Felbamate 1.00 1.00 1.2 1.0 45 0.7 1.0 4.5
Fentanyl 0.74 0.47 25 9.1 41 3.0 8.7 4.0
Flumazenil 1.00 1.00 0.9 1.1 6.0 0.8 23 6.0
Fluoxetine 1.00 0.00 1.6 10.1 3.1 1.9 9.6 33
Fluvoxamine 1.00 0.31 1.2 9.4 4.6 1.8 9.3 4.7
Gabapentin 1.00 0.00 -1.3 10.3 4.2 -0.1 10.3 4.2
Galantamine 1.00 1.00 1.1 7.9 5.8 0.3 8.1 5.8
Haloperidol 0.98 0.88 21 8.3 5.1 22 8.6 5.0
Hydrocodone 1.00 0.74 0.7 8.5 5.7 0.6 8.7 5.6
Indeloxazine 1.00 0.77 0.4 8.5 5.1 0.7 8.4 5.1
Lamotrigine 1.00 1.00 -0.2 54 5.0 1.7 54 5.0
Levetiracetam 1.00 1.00 -0.7 1.0 55 -0.2 1.0 55
Levomethadyl Acetate 0.26 0.30 35 9.4 3.2 25 8.7 4.0
Lofexidine 1.00 0.10 1.7 9.8 44 1.1 9.2 4.7
Lorazepam 0.77 1.00 2.5 1.0 5.3 2.8 1.0 5.1
Meprobamate 1.00 1.00 0.7 1.0 45 0.3 1.0 4.5
Methylphenidate 1.00 0.00 -0.3 10.6 47 -0.4 9.0 52
Metoclopramide 1.00 0.18 0.0 9.7 4.3 0.8 89 4.7
Midazolam 0.04 1.00 3.9 5.6 43 3.2 6.1 4.7
Milnacipran 1.00 0.00 -1.5 10.4 45 -0.6 9.7 46
Minaprine 1.00 1.00 1.2 71 5.7 2.0 71 5.7
Mirtazapine 0.95 0.95 2.1 8.1 49 2.6 7.3 4.7
Moclobemide 1.00 1.00 0.7 6.9 5.8 1.8 6.9 58
Modafinil 1.00 1.00 1.2 1.0 5.5 15 1.0 55
Morphine 1.00 0.88 -0.4 8.3 5.4 -0.1 8.2 54
Nalmefene 0.96 1.00 21 7.7 55 1.2 8.2 54
Naltrexone 1.00 1.00 1.4 7.5 55 1.2 7.8 55
Nemonapride 0.99 0.82 2.0 8.4 4.5 27 8.3 4.3
Nicergoline 0.10 1.00 3.8 7.8 3.7 3.7 7.6 41
Nicotrol 1.00 1.00 -0.5 8.0 5.0 0.4 8.8 46
Nimodipine 0.08 1.00 3.9 238 3.1 3.9 21 3.1
Nortriptyline 0.42 0.00 3.2 10.0 26 1.6 9.8 33
Olanzapine 0.75 1.00 2.5 7.8 5.1 1.9 7.6 5.4
Oxcarbazepine 1.00 1.00 1.3 1.0 55 1.7 1.0 55
Oxycodone 1.00 1.00 1.2 7.6 5.8 0.2 8.0 5.8
Paliperidone 1.00 1.00 1.0 7.9 5.4 1.6 7.9 55
Paroxetine 1.00 0.00 1.2 10.3 4.2 1.7 9.6 4.4
Pergolide 0.92 0.17 22 9.7 3.2 29 7.6 3.7
Perospirone 0.82 0.80 2.4 8.4 4.8 3.2 8.0 4.6
phenytoin 0.76 1.00 25 1.0 53 24 1.0 53
Piracetam 1.00 1.00 -1.6 1.0 55 -11 1.0 55
Pramipexole 1.00 0.27 -0.5 9.5 4.4 -0.8 10.4 4.2
Pregabalin 1.00 0.00 -1.4 1.3 4.2 -0.4 10.4 4.2
Propofol 0.00 1.00 42 1.0 34 41 1.0 34
Propoxyphene 0.17 0.41 3.7 9.2 3.1 29 8.3 3.9
Quazepam 0.00 1.00 4.1 1.0 3.7 4.8 1.8 3.9
Quetiapine 1.00 1.00 1.6 5.8 5.7 3.1 7.0 5.2
Ramelteon 0.72 1.00 26 1.0 5.5 238 1.0 54
Rasagiline 1.00 1.00 1.9 75 48 0.9 7.4 4.8
Reboxetine 1.00 0.82 1.8 8.4 5.5 1.6 8.2 5.6
Remifentanil 0.98 1.00 2.0 6.6 5.9 1.3 7.2 5.9
Riluzole 0.58 1.00 28 3.6 5.0 3.6 42 46
Rimonabant 0.00 1.00 6.0 32 3.1 5.8 1.2 34
Risperidone 0.86 1.00 2.3 7.9 55 1.6 7.9 57
Rivastigmine 1.00 0.69 0.9 8.6 53 0.9 8.5 54
Ropinirole 1.00 0.28 1.2 9.5 47 0.9 9.5 47
Ropivacaine 0.69 0.92 2.6 8.2 5.0 2.4 7.9 5.2
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TO BASIC CNS MPO
ID To ;%2)0 v oka (v C"é)gst; v pg'fga()" cxsé%;)o PF-ClogD  PF-pka (PF-ClogD,
’ 9.03) ’ PF-pKa)

Selegiline 0.71 1.00 2.6 7.5 4.7 2.8 7.7 4.6
Sertindole 0.10 0.47 3.8 9.1 28 4.0 85 3.2
Sertraline 0.62 0.27 2.8 9.5 2.7 3.0 9.8 25
Sinequan 0.96 0.41 21 9.2 3.8 22 8.8 3.9
Sulpiride 1.00 0.52 -1.4 9.0 43 -0.2 8.8 4.4
Tacrine 1.00 0.18 1.1 9.6 45 0.5 10.1 43
Talipexole 1.00 1.00 1.0 7.2 55 0.6 9.0 5.0
Terguride 1.00 0.11 1.4 9.8 4.6 1.9 7.4 55
Thiopental 1.00 1.00 -0.7 1.0 5.8 2.0 25 5.8
Tiagabine 0.42 0.31 3.2 9.4 4.4 1.1 9.4 5.1
Tianeptine 1.00 1.00 0.4 7.5 5.0 1.2 6.8 5.2
Topiramate 0.52 1.00 3.0 1.0 4.2 0.6 1.0 4.6
Tramadol 1.00 0.20 0.5 9.6 46 0.4 9.2 4.8
Trazodone 1.00 1.00 1.6 6.7 55 3.8 7.0 4.7
Tropisetron 1.00 0.00 1.0 10.0 4.8 1.2 9.8 4.9
Valproic Acid 1.00 1.00 0.2 1.0 5.7 0.8 1.0 57
Varenicline 1.00 0.20 -1.3 9.6 4.9 -0.8 9.2 5.1
Venlafaxine 1.00 0.37 1.2 9.3 4.7 0.7 9.2 4.8
Verapamil 0.84 0.52 2.3 9.0 3.9 2.6 9.1 3.7
Vigabatrin 1.00 0.00 -2.6 10.6 4.2 -0.6 10.0 4.2
Vinpocetine 0.00 1.00 46 7.8 3.8 42 6.5 3.8
Zaleplon 1.00 1.00 0.9 1.0 6.0 1.6 14 6.0
Ziprasidone 0.47 0.80 31 8.4 4.1 43 7.0 4.0
Zolpidem 0.57 1.00 29 6.6 5.4 2.8 5.6 55
Zonisamide 1.00 1.00 -0.1 1.0 55 0.6 1.0 55
Zotepine 0.00 0.64 5.2 8.7 26 35 7.7 33
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