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Number of Launched Drugs (Total and F-containing) or

Percentage (%) # of F-containing Drugs/Total # of Drugs
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I Total # of Drugs Launched
B Total # of F-containg Drugs
B F-containing drug/total drugs (%)
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pKafg, 1 CH,COOH 4.76. CH,FCOOH 2.59 . CHF,COOH 1.24
CF,COOH 0.23

CH,CH,NH, 10.7. CH,FCH,NH,8.97. CHF,CH,NH, 7.52.
CF,CH,NH, 5.7
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Ezetimib (SCH 58235,

oral cholesterol absorption inhibitor)
EDso (hamster) = 0.04 mg kg™’

SCH 48461
EDsg (hamster) = 2.2 mg kg™’
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NK-1 agonist-induced
NK-11Cso SYVAL® IDgg at foot-tapping® IDso at
compd R' R? (nM)* 24 h (mg/kg po) 24 h (mg/kg iv)

3 H H 0.09 54 2.88
¥ F H 0.07 2.3 1.24
40 H CHs 0.09 2.3 1.11
41 F CH; 0.09 1.8 0.33
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Table 14. Plasma Half-Lives of COX-2 Inhibitors Related to

Celecoxib®
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compd X Y rat plasma half-life #;, (h)
68 F CHsSO» 221
69 Cl H>NSO» 117
70 CH;, H>NSO, 3.5

“ Reference 80.
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Table 9. Effect of Fluorine Substitution on DPP-4 Inhibitors Related to Sitagliptin®

3
N N, 0
R |
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rat pharmacokinetics”
compd R! R2 DPP-4 ICss (nM) Cly ((mL/min)/kg) Ty (h) Cax (M) F (%)
42 34-F; CFs 128 51 1.8 0.14 44
43 2.5-F CFs 27 43 1.6 0.19 51
44 24.5-F, CF, 18 60 1.7 0.33 76
45 2.3.5-F, CF, 805
46 2.3.6-F, CF, 151
47 24.6-Fa CFxs 87
48 24.5-F2 H 68 40 1.0 0.03 3
49 24.5-Fa CzHs 37 70 1.7 nd 2
50 24.5-Fa CaFs 71 58 23 0.16 61

@ References 60-62. * Cl, = rate of compound clearance from plasma;: Ty = half-life of compound circulating in plasma; Cpe = maximum concentration
of compound achieved after an oral dose of 2 mg/kg; F = oral bioavailability.
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