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Figure 2.
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Figure 3.
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Figure 4.
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Figure S.
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Figure 7.
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Figure 8.




WO 2004/033422 PCT/US2003/031844

Figure 9.
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Table 1.

Structures of selected carbamate inhibitors of FAAH activity

H
o) N
R \n/ \R1
(o}

R R, ICs(nM) S.E.M.
1 CHy  >100,000

2 CHy 18,600 708
3 oCgHyy 324 31
4 O/\O/Q/ n-C,Hy 396 63
5 C'CGH11 63 9

(o) KRHy
6 O c-CeHyy 46 16

QO

'D'CsH1 oF >100,000

o
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Table 3. Selectivity of various compounds for Inhibition of FAAH and Cholinesterase
Compound | Name of the compound Amidohydrolase | Cholinesterase
ICsp (UM) ICso (LM)
PL #1 1-phenyl-N-piperidine carboxylate >30 >30
PL#2 4-tolyl N-ethylcarbamate >30 >30
PL #3 6-bromo-2-napthylyl N-butylcarbamate 0.76 >30
PL #4 2-napthyl N-methyl carbamate 18.7 > 30
PL #5 4-biphenyl N-cylcohexylcarbamate 23 >30
PL #6 p-tolyl-N-cyclohexylcarbamate 5.4 >30
PL #7 4-(benzyloxy) phenyl N-butyl carbamate 0.4 >30
PL #38 4-(benzyloxy) phenyl N-(4-fluorophenyl)carbamate | >30 >30
PL #9 hexyl N-cyclohexyl carbamate 3.7 >30
PL #10 3-chloro-4-biphenyl N-tertbutylcarbamate >30 >30
PL #11 2-napthyl N-cyclohexylcarbamate 0.33 >30
PL #12 4-fluorophenyl N-butyl carbamate 11.5 > 30
PL #13 ethyl benzylformate >30 >30
PL #14 ethyl-2-oxo-4-phenylbutyrate 1256 > 30
PL #15 2,3-dihydro-2,2-dimethyl-7-benzofuranol N- >30 0.56
methylcarbamate
PL #16 physostigmine sulfate >30 0.58
PL #17 O-buty! 4-(4'methoxyphenoxycarbonyl)-phenyl 9.1 >30
carbonate
PL #18 carbaryl > 30 3.1

WC 9043203 v1
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Table 5. Inhibitory Potencies (ICsq) of Tested Compounds on FAAH activity.

H

R1

(2

SARe

Cpds R! R2 ICso (nM) £ S.E.M.

H H 63+9
3a H CKs 1,587+£148
3b H CH; 155.4+21
3¢ H C(O)NH, 5,909+951
3d H NH, 360459
3e H F 64.95+14.00
3f H C(O)NHC(O)NHc-CgHyy 3,017+688
3¢ CF3 H 145.7£16.0
3h CH; H 61.75+£19.00
3 C(O)NH, H 4.61.6
3j NH, H 64.6+£9.0
3k F H 96.624.0
3l OC(O)NHc-CeHy, H 361137
3m CgHsO H 420486
3n CsH; H 565442
30 CH,CeHs H . 1,857457
3p n-CyHy H 110+16
3q NO, H 49.6£2.0
3r SO,NH, H 26.54+4.5
3s C(O)CH; H 9.1£0.5
3t CN H 33.9+7.0
3u OH H 8.65+0.10
3v CH,0OH H 8.67+0.90
3w (CH,),0H H 18.7+4.5
3z CH,NH, H 21,177+7,277
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Table 6. Observed and Calculated pICs, Values for FAAH Inhibition of the Meta-substituted
Derivatives Included in QSAR Analysis.

R

e

Cpds PICso
obsd caled
URB524 H 7.20 7.28
3g CF, 6.84 6.83
3h CH;3 7.21 6.99
3i C(O)NH; 8.34 7.99
3j NH, 7.19 7.86
3k F 7.02 7.19
31 OC(O)NHce-CgHy, 6.44 6.74
3m C¢HsO 6.38 6.24
3n CeHs 6.25 6.30
3o CH,CgHs 5.73 6.28
3p n-CsH; 6.96 6.50
3q NO, 7.30 7.40
3r SO,NH, . 71.58 8.15
3s C(O)CH3, 8.04 7.53
3t CN 7.47 7.54
3u OH 8.06 7.59
3v CH,0H 8.06 7.76

3w . (CHp,0H 773 7.64



