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LIBRARY OF BIPHENYL DERIVATIVES 

CROSS-REFERENCE TO RELATED 
APPLICATIONS 

[0001] This application claims the bene?t of US. Provi 
sional Application No. 60/447,843, ?led on Feb. 14, 2003; 
and US. Provisional Application No. 60/467,035, ?led on 
May 1, 2003; the entire disclosures of Which are incorpo 
rated herein by reference in their entirety. 

BACKGROUND OF THE INVENTION 

[0002] 1. Field of the Invention 

[0003] The present invention relates to a library or col 
lection of novel biphenyl derivatives. This invention also 
relates to methods of using the library of biphenyl deriva 
tives to identify compounds having both [32 adrenergic 
receptor agonist and muscarinic receptor antagonist activity. 
Compounds having both [32 adrenergic receptor agonist and 
muscarinic receptor antagonist activity are useful for treat 
ing pulmonary disorders. 

[0004] 2. State of the Art 

[0005] Pulmonary disorders, such as asthma and chronic 
obstructive pulmonary disease (COPD), are commonly 
treated With bronchodilators. One class of bronchodilator in 
Widespread use consists of [32 adrenergic receptor (adreno 
ceptor) agonists, such as albuterol, formoterol and salme 
terol. These compounds are generally administered by inha 
lation. Another class of bronchodilator consists of 
muscarinic receptor antagonists (anticholinergic com 
pounds), such as ipratropium and tiotropium. These com 
pounds are also typically administered by inhalation. 

[0006] Pharmaceutical compositions containing both a [32 
adrenergic receptor agonist and a muscarinic receptor 
antagonist are also knoWn in the art for use in treating 
pulmonary disorders. For example, US. Pat. No. 6,433,027 
discloses medicament compositions containing a muscarinic 
receptor antagonist, such as tiotropium bromide, and a [32 
adrenergic receptor agonist, such as formoterol fumarate. 

[0007] Although compounds having either [32 adrenergic 
receptor agonist or muscarinic receptor antagonist activity 
are knoWn, no compound having both [32 adrenergic receptor 
agonist and muscarinic receptor antagonist activity has been 
previously disclosed. Compounds possessing both [32 adr 
energic receptor agonist and muscarinic receptor antagonist 
activity are highly desirable since such bifunctional com 
pounds Would provide bronchodilation through tWo inde 
pendent modes of action While having single molecule 
pharmacokinetics. Accordingly, a need eXists for methods of 
identifying compounds having both [32 adrenergic receptor 
agonist and muscarinic receptor antagonist activity. 

SUMMARY OF THE INVENTION 

[0008] The present invention provides a library or collec 
tion of novel biphenyl derivatives useful for identifying 
compounds having both [32 adrenergic receptor agonist and 
muscarinic receptor antagonist activity. This invention also 
provides methods of evaluating or screening such a library 
to identifying compounds having bifunctional activity. 
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[0009] Accordingly, in one of its composition aspects, the 
present invention is directed to a library comprising com 
pounds of formula I: 

[0010] Wherein: 

[0011] 
[0012] each R1 is independently selected from 

(1-4C)alkyl, (2-4C)alkenyl, (2-4C)alkynyl, 
(3-6C)cycloalkyl, cyano, halo, —OR1"‘, 
—C(O)OR1b, —SR1°, —S(O)R1d, _s(o)2R1e and 
_NR1fR1g; 

[0013] each of R13, Rlb, Rlc, Rld, R16, R1f and R1g is 
independently hydrogen, (1-4C)alkyl or phenyl-(1 
4C)alkyl; 

[0014] b is 0 or an integer of from 1 to 3; 

[0015] 

a is 0 or an integer of from 1 to 3; 

each R2 is independently selected from 

[0016] each of R23, Rzb, RZC, Rzd, R26, R2f and R2g is 
independently hydrogen, (1-4C)alkyl or phenyl-(1 
4C)alkyl; 

[0017] W is attached to the 3- or 4-position With 
respect to the nitrogen atom in the piperidine ring 
and represents O or NW'‘‘; 

[0018] Wa is hydrogen or (1-4C)alkyl; 

[0019] c is 0 or an integer of from 1 to 4; 

[0020] each R3 is independently selected from 
(1-4C)alkyl, (2-4C)alkenyl, (2-4C)alkynyl, 
(3-6C)cycloalkyl, cyano, halo, —OR3"‘, 
—C(O)OR3b, —SR3°, —S(O)R3d, _s(o)2R3e and 
—NR3fR3g; or tWo R3 groups are joined to form 
(1-3C)alkylene, (2-3C)alkenylene or oXiran-2,3 
diyl; 

[0021] each of R33, R3b, R3°, R3d, R36, R3f and R3g is 
independently hydrogen or (1-4C)alkyl; 

[0022] R4 represents a divalent hydrocarbon group 
containing from 4 to 28 carbon atoms and optionally 
containing from 1 to 10 heteroatoms selected inde 
pendently from halo, oxygen, nitrogen and sulfur; 

[0023] R5 represents hydrogen or (1-4C)alkyl; 
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[0025] each of R68, R?b, RGC, R6d and R66 is indepen 
dently hydrogen or (1-4C)alkyl; and 

[0025] each of R73, R“’, R7°, R7d, R76, R”, R7g, R71“, 
R71, R7], R71‘, R71, R7m, R7“, R70 and R7p is indepen 
dently hydrogen or (1-4C)alkyl; 

[0027] or a salt or stereoisomer thereof. 

[0028] In one embodiment, this invention is directed to a 
library that contains a compound of formula II: 

OH 

NH 

[0029] Wherein 

[0030] R4 is as de?ned herein (including any speci?c 
or preferred embodiments); 

[0031] W represents O or NH; 

[0032] or a salt or stereoisomer thereof. 

[0033] In another embodiment, this invention is directed 
to a library that contains a compound of formula III: 

III 

H 
N W 

T OH 
H 

o N\R4/N 

H NH 

OH 
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[0034] Wherein 

[0035] R4 is as de?ned herein (including any speci?c 
or preferred embodiments); 

[0036] W represents O or NH; 

[0037] or a salt or solvate or stereoisomer thereof. 

[0038] In yet another embodiment, this invention is 
directed to a library that contains a compound of formula IV: 

IV 

H 
N W 

Y OH 
H 

o N\R4,N 

OH 

OH 

[0039] Wherein 

[0040] R4 is as de?ned herein (including any speci?c 
or preferred embodiments); 

[0041] W represents O or NH; 

[0042] or a salt or stereoisomer thereof. 

[0043] The libraries or collections of this invention are 
useful for identifying or ?nding or discovering compounds 
having both [32 adrenergic receptor agonist activity and 
muscarinic receptor antagonist activity. Speci?cally, by 
evaluating or screening the members of the library in the 
appropriate assays, those members having bifunctional 
activity, if any, can be identi?ed. 

[0044] Accordingly, in one of its method aspects, this 
invention provides a method of identifying a compound of 
formula I having both [32 adrenergic receptor agonist activity 
and muscarinic receptor antagonist activity; the method 
comprising: 

[0045] evaluating a library comprising compounds of 
formula I to determine Whether a compound in the 
library has both [32 adrenergic receptor agonist activ 
ity and muscarinic receptor antagonist activity. 

[0046] In another of its method aspects, this invention 
provides a method of identifying a compound of formula I 
having both [32 adrenergic receptor agonist activity and 
muscarinic receptor antagonist activity; the method com 
prising: 

[0047] (a) preparing a library comprising compounds 
of formula I; 

[0048] (b) evaluating the compounds of formula I in 
the library to determine Whether a compound has 
both [32 adrenergic receptor agonist activity and mus 
carinic receptor antagonist activity. 
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[0049] When identifying compounds having both [32 adr 
energic receptor agonist activity and muscarinic receptor 
antagonist activity, it is often desirable to ?rst identify 
compounds that bind to both a [32 adrenergic receptor and a 
muscarinic receptor. Accordingly, in another of its method 
aspects, this invention provides a method of identifying a 
compound of formula I that binds to a [32 adrenergic receptor 
and a muscarinic receptor; the method comprising: 

[0050] evaluating a library comprising compounds of 
formula I to determine Whether a compound in the 
library has a Ki value of less than about 300 nM for 
a [32 adrenergic receptor and a K value less than 300 
nM for a muscarinic receptor. 

[0051] In still another of its method aspects, this invention 
provides a method of identifying a compound of formula I 
that binds to a [32 adrenergic receptor and a muscarinic 
receptor; the method comprising: 

[0052] (a) preparing a library comprising compounds 
of formula I; 

[0053] (b) evaluating the compounds of formula I in 
the library to determine Whether a compound has a 
Ki value of less than about 300 nM for a [32 adrenergic 
receptor and a Ki value less than 300 nM for a 
muscarinic receptor. 

[0054] In yet another of its method aspects, this invention 
provides a method of identifying a compound of formula I 
that binds to a [32 adrenergic receptor and a muscarinic 
receptor; the method comprising: 

[0055] evaluating a library comprising compounds of 
formula I to determine Whether a compound in the 
library has an EC5O value of less than about 100 nM 
for a [32 adrenergic receptor and a K value less than 
100 nM for a muscarinic receptor. 

[0056] In still another of its method aspects, this invention 
provides a method of identifying a compound of formula I 
that binds to a [32 adrenergic receptor and a muscarinic 
receptor; the method comprising: 

[0057] (a) preparing a library comprising compounds 
of formula I; 

[0058] (b) evaluating the compounds of formula I in 
the library to determine Whether a compound has a 
EC50 value of less than about 100 nM for a [32 
adrenergic receptor and a Ki value less than 100 nM 
for a muscarinic receptor. 

[0059] This invention is also directed to processes for 
preparing a library of compounds of formula I. Accordingly, 
in another of its method aspects, this invention is directed to 
a process of preparing a library comprising compounds of 
formula I, the process comprising: 

[0060] (a) reacting a compound of formula 1 or a salt 
thereof, With a compound of formula 2; 

[0061] (b) reacting a compound of formula 3 or a salt 
thereof, With a compound of formula 4; 

[0062] (c) coupling a compound of formula 5 With a 
compound of formula 6; 
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[0063] (d) for a compound of formula I Wherein R5 
represents a hydrogen atom, reacting a compound of 
formula 3 With a compound of formula 7 or a hydrate 
thereof, in the presence of a reducing agent; 

[0064] (e) reacting a compound of formula 1 With a 
compound of formula 8 or a hydrate thereof, in the 
presence of a reducing agent; 

[0065] reacting a compound of formula 9, With a 
compound of formula 10; or 

[0066] (g) reacting a compound of formula 11 or a 
hydrate thereof, With a compound of formula 10, in 
the presence of a reducing agent; and 

[0067] (h) removing any protecting groups to form a 
compound of formula I; Wherein the compounds of 
formula 1-11 are as de?ned therein; 

[00681 orepea?ngswp(a),(b>,(c),(d),(e),(t)or(g) 
and step (h) to prepare a library comprising com 
pounds of formula I. 

DETAILED DESCRIPTION OF THE 
INVENTION 

[0069] In one of its aspects, the present invention is 
directed to a library or collection comprising novel biphenyl 
derivatives useful for identifying compounds having both [32 
adrenergic receptor agonist and muscarinic receptor antago 
nist activity. In this regard, the compounds of formula I 
Which comprise the library contain one or more chiral 
centers and therefore, this invention is directed a libraries 
containing racemic mixtures; pure stereoisomers (i.e., enan 
tiomers or diastereomers); stereoisomer-enriched miXtures 
and the like unless otherWise indicated. When a particular 
stereoisomer is shoWn or named herein, it Will be understood 
by those skilled in the art that minor amounts of other 
stereoisomers may be present in the compositions of this 
invention unless otherWise indicated, provided that the util 
ity of the composition as a Whole is not eliminated by the 
presence of such other isomers. 

[0070] In particular, compounds of formula I contain a 
chiral center at the carbon atom indicated by the symbol * 
in the folloWing formula: 

[0071] In one embodiment of this invention, the carbon 
atom identi?ed by the symbol * has the (R) con?guration. In 
this embodiment, it is preferred for compounds of formula 
I to have the (R) con?guration at the carbon atom identi?ed 
by the symbol * or to be enriched in a stereoisomeric form 
having the (R) con?guration at this carbon atom. In another 
embodiment of this invention, the carbon atom identi?ed by 
the symbol * has the (S) con?guration. In this embodiment, 
it is preferred for compounds of formula I to have the (S) 
con?guration at the carbon atom identi?ed by the symbol * 
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or to be enriched in a stereoisomeric form having the (S) 
con?guration at this carbon atom. In some cases, in order to 
optimiZe the [32 adrenergic agonist activity of the compounds 
of formula I, it is preferred that the carbon atom identi?ed 
by the symbol * has the (R) con?guration. 

[0072] The compounds of formula I also contain several 
basic groups (e.g., amino groups) and therefore, the com 
pounds of formula I can eXist as the free base or in various 
salt forms. All such salt forms are included Within the scope 
of this invention. Furthermore, solvates of compounds of 
formula I or salts thereof are included Within the scope of 
this invention. 

[0073] Additionally, Where applicable, all cis-trans or E/Z 
isomers (geometric isomers), tautomeric forms and topoi 
someric forms of the compounds of formula I are included 
Within the scope of this invention unless otherWise speci?ed. 

[0074] The nomenclature used herein to name the com 
pounds of formula I and intermediates thereof has generally 
been derived using the commercially-available AutoNom 
softWare (MDL, San Leandro, Calif.). Typically, compounds 
of formula I Wherein W is O have been named as ester 
derivatives of biphenyl-2-ylcarbamic acid; and compounds 
of formula I Wherein W is NWa have been named as urea 
derivatives. 

[0075] Representative Embodiments 

[0076] The folloWing substituents and values are intended 
to provide representative eXamples of various aspects and 
embodiments of this invention. These representative values 
are intended to further de?ne and illustrate such aspects and 
embodiments and are not intended to eXclude other embodi 
ments or to limit the scope of this invention. In this regard, 
the representation that a particular value or substituent is 
preferred is not intended in any Way to eXclude other values 
or substituents from this invention unless speci?cally indi 
cated. 

[0077] The libraries or collections of this invention are 
comprised of compounds of formula I or salts or stereoiso 
mers thereof. 

[0078] In particular embodiments of the compounds of 
formula I, a and b are independently 0, 1 or 2; including 0 
or 1. In one embodiment, both a and b are 0. 

[0079] When present, each R1 may be at the 2, 3, 4, 5 or 
6-position of the phenyl ring to Which it is attached. In one 
embodiment, each R1 is independently selected from 
(1-4C)alkyl, halo, —OR13 and —NR1fR1g; such as methyl, 
?uoro, chloro, bromo, hydroXy, methoXy, amino, methy 
lamino, dimethylamino and the like. Particular values for R1 
are ?uoro or chloro. 

[0080] When present, each R2 may be at the 3, 4, 5 or 
6-position on the phenylene ring to Which it is attached 
(Where the carbon atom on the phenylene ring attached to the 
nitrogen atom is position 1). In one embodiment, each R2 is 
independently selected from (1-4C)alkyl, halo, —OR2"‘ and 
—NR2fR2g; such as methyl, ?uoro, chloro, bromo, hydroXy, 
methoXy, amino, methylamino, dimethylamino and the like. 
Particular values for R2 are ?uoro or chloro. 

[0081] Each R13, Rlb, R12 Rld, R16, R1f and R1g and R23, 
Rzb, RZC, Rzd, R26, R2f and R2g as used in R1 and R2, 
respectively, is independently hydrogen, (1-4C)alkyl or phe 
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nyl-(1-4C)alkyl; such as hydrogen, methyl, ethyl, n-propyl, 
isopropyl, n-butyl, sec-butyl, isobutyl, tert-butyl and benZyl. 
In one embodiment, these groups are independently hydro 
gen or (1-3C)alkyl. In another embodiment, these groups are 
independently hydrogen, methyl or ethyl. 

[0082] In one embodiment of this invention, W is O. In 
another embodiment, W is NW3. 

[0083] Generally, it has been found that compounds in 
Which W represents O exhibit particularly high af?nity for 
muscarinic and [32 adrenergic receptors. Accordingly, in a 
particular embodiment of this invention, W preferably rep 
resents O. 

[0084] When referring to W, particular mention may be 
made of compounds Wherein W is attached to the piperidine 
ring at the 4-position With respect to the nitrogen atom of the 
piperidine ring. 

[0085] When W is NW3, Wa is hydrogen or (1-4C)alkyl; 
such as hydrogen, methyl, ethyl, n-propyl, isopropyl, n-bu 
tyl, sec-butyl, isobutyl and tert-butyl. In one embodiment, 
W2 is hydrogen or (1-3C)alkyl. In another embodiment, Wa 
is hydrogen, methyl or ethyl; such as hydrogen or methyl. In 
yet another embodiment, Wa is hydrogen and NW8 is NH. 

[0086] In a particular embodiment of the compounds of 
formula I, c is 0, 1 or 2; including 0 or 1. In one embodiment, 
c is 0. 

[0087] In one embodiment, each R3 is at the 3, 4 or 
5-position on the piperidine ring (Where the nitrogen atom of 
the piperidine ring is position 1). In another embodiment, R3 
is at 4-position on the piperidine ring. In a particular aspect 
of these embodiments, each R3 is independently selected 
from (1-4C)alkyl; such as methyl, ethyl, n-propyl, isopropyl, 
n-butyl, sec-butyl, isobutyl and tert-butyl. In another aspect, 
each R3 is independently methyl or ethyl. 

[0088] In another embodiment, R3 is at the 1-position of 
the piperidine ring, i.e., on the nitrogen atom of the piperi 
dine ring thus forming a quaternary amine salt. In a particu 
lar aspect of this embodiment, each R3 is independently 
selected from (1-4C)alkyl; such as methyl, ethyl, n-propyl, 
isopropyl, n-butyl, sec-butyl, isobutyl and tert-butyl. In 
another aspect, each R3 is independently methyl or ethyl. 

[0089] In yet another embodiment, tWo R3 groups are 
joined to form a (1-3C)alkylene or (2-3C)alkenylene group. 
For eXample, tWo R3 groups at the 2 and 6-positions on the 
piperidine ring can be joined to form an ethylene bridge (i.e., 
the piperidine ring and the R3 groups form an 8-aZabicyclo 
[3.2.1]octane ring); or tWo R3 groups at the 1 and 4-positions 
on the piperidine ring can be joined to form an ethylene 
bridge (i.e., the piperidine ring and the R3 groups form an 
1gaZabicyclo[2.2.2]octane ring). In this embodiment, other 
R groups as de?ned herein may also be present. 

[0090] In still another embodiment, tWo R3 groups are 
joined to form a oXiran-2,3-diyl group. For eXample, tWo R3 
groups at the 2 and 6-positions on the piperidine ring can be 
joined to form a 3-oXatricyclo[3.3.1.02’4]nonane ring). In 
this embodiment, other R3 groups as de?ned herein may also 
be present. 

[0091] Each R33, R3b, R3°, R3d, R36, R3f and R3g as used 
in R3 is independently hydrogen or (1-4C)alkyl; such as 
hydrogen, methyl, ethyl, n-propyl, isopropyl, n-butyl, sec 
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butyl, isobutyl and tert-butyl. In one embodiment, these 
groups are independently hydrogen or (1-3C)alkyl. In 
another embodiment, these groups are independently hydro 
gen, methyl or ethyl. 

[0092] In one embodiment of the compounds of formula I, 
R5 is hydrogen or (1-4C)alkyl; such as hydrogen, methyl, 
ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, isobutyl and 
tert-butyl. In another embodiment, each R5 is independently 
hydrogen, methyl or ethyl. In a particular embodiment, R5 is 
hydrogen. 

[0093] In one embodiment of this invention, R6 is 
—NR6aCR6b(O) and R7 is hydrogen, Where each of R63 and 
R6b is independently hydrogen or (1-4C)alkyl, such as 
hydrogen, methyl, ethyl, n-propyl, isopropyl, n-butyl, sec 
butyl, isobutyl and tert-butyl. In one embodiment, these 
groups are independently hydrogen or (1-3C)alkyl. In 
another embodiment, these groups are independently hydro 
gen, methyl or ethyl. A particular value for R6 in this 
embodiment is —NHCHO. 

[0094] In another embodiment, R6 and R7 together form 
—NR7"‘C(O)—CR7b=CR 7°_, —CR7d=CR7e—C(O)— 
NR7f—, —NR7gC(O)—CR7hR7i—CR7jR7k— or 
—CR71R7m—CR7“R7O—C(O)—NR7P—; Where each of 
R72, R71), R7c, R7d, R7e, R7f, R7g, R7h, R7i, R7], R71: R71, R7rn, 
R7“, R70 and R7p is independently hydrogen or (1-4C)alkyl; 
such as hydrogen, methyl, ethyl, n-propyl, isopropyl, n-bu 
tyl, sec-butyl, isobutyl and tert-butyl. In one embodiment, 
these groups are independently hydrogen or (1-3C)alkyl. In 
another embodiment, these groups are independently hydro 
gen, methyl or ethyl. Particular values for R6 and R7 in this 
embodiment are R6 and R7 together form —NHC(O)— 
CH=CH—, —CH=CH—C(O)—NH—, —CH2—CH2— 
C(O)NH— or —NHC(O)—CH2—CH2—; including Where 
R6 and R7 together form —NHC(O)—CH=CH— or 
—CH=CH—C(O)—NH—; and in particular, Where R6 and 
R7 together form —NHC(O)—CH=CH— (i.e., the nitro 
gen atom is attached at R6 and the carbon atom is attached 
at R7 to form, together With the hydroXyphenyl ring to Which 
R6 and R7 are attached, a 8-hydroXy-2-oXo-1,2-dihydro 
quinolin-S-yl group). 
[0095] In the compounds of formula I, R4 is a divalent 
hydrocarbon group containing from 4 to 28 carbon atoms 
and optionally containing from 1 to 10 heteroatoms selected 
independently from halo, oxygen, nitrogen and sulfur. In one 
embodiment, this group contains from 4 to 24 carbon atoms, 
including from 6 to 20 carbon atoms, such as from 8 to 18 
carbon atoms; and optionally contains from 1 to 8 heteroa 
toms, including from 1 to 6 heteroatoms. 

[0096] The divalent hydrocarbon may contain any 
arrangement of atoms including alkylene, cycloalkylene, 
arylene, heteroarylene and heterocyclene groups or combi 
nations thereof. The hydrocarbon group may be interrupted 
by one or more heteroatoms or combinations of heteroatoms 
and carbon atoms to form various functional groups, such as 

ethers, thioethers, amines, amides, esters, carbamates, ureas, 
sulfones, sulfoXides, sulfonamides and the like. 

[0097] In a particular aspect of this invention, the divalent 
hydrocarbon group of the compounds of formula I is a 
divalent group of the formula: 
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[0098] Wherein 

[0099] d, e, f, g, h and i are each independently 
selected from 0 and 1; 

[0100] R43, R4b, R4c and R4d are each independently 
selected from (1-10C)alkylene, (2-10C)alkenylene 
and (2-10C)alkynylene, Wherein each alkylene, alk 
enylene or alkynylene group is unsubstituted or 
substituted With from 1 to 5 substituents indepen 
dently selected from (1-4C)alkyl, ?uoro, hydroXy, 
phenyl and phenyl-(1-4C)alkyl; 

[0101] A1 and A2 are each independently selected 
from (3-7C)cycloalkylene, (6-10C)arylene, 
—O—(6-10C)arylene, (6-10C)arylene-O—, 
(2-9C)heteroarylene, —O-(2-9C)heteroarylene, 
(2-9C)heteroarylene-O— and (3-6C)heterocyclene, 
Wherein each cycloalkylene is unsubstituted or sub 
stituted With from 1 to 4 substitutents selected inde 
pendently from (1-4C)alkyl, and each arylene, het 
eroarylene or heterocyclene group is unsubstituted or 
substituted With from 1 to 4 substituents indepen 
dently selected from halo, (1-4C)alkyl, 
(1-4C)alkoXy, —S-(1-4C)alkyl, —S(O)-(1-4C)alkyl, 
—S(O)2-(1-4C)alkyl, —C(O)O(1-4C)alkyl, car 
boXy, cyano, hydroXy, nitro, tri?uoromethyl and tri 

are each independently selected from hydrogen, 
(1-6C)alkyl, A3 and (1-4C)alkylene-A4, Wherein the 
alkyl group is unsubstituted or substituted With from 
1 to 3 substituents independently selected from 
?uoro, hydroXy and (1-4C)alkoXy; or together With 
the nitrogen atom and the group R4b or R40 to Which 
they are attached, form a 4-6 membered aZacy 
cloalkylene group; 

[0104] A3 and A4 are each independently selected 
from (3-6C)cycloalkyl, (6-10C)aryl, (2-9C)het 
eroaryl and (3-6C)heterocyclyl, Wherein each 
cycloalkyl is unsubstituted or substituted With from 
1 to 4 substitutents selected independently from 
(1-4C)alkyl and each aryl, heteroaryl or heterocyclyl 
group is unsubstituted or substituted With from 1 to 
4 substituents independently selected from halo, 
(1-4C)alkyl and (1-4C)alkoXy. 

[0105] In a particular embodiment, the values of each of 
the components R43, A1, R4b, Q, R“, A2 and R4d are selected 
such that the number of contiguous atoms in the shortest 
chain betWeen the tWo nitrogen atoms to Which R4 is 
attached is in the range of from 4 to 16, (speci?cally, 4, 5, 
6, 7, 8, 9, 10, 11, 12, 13, 14, 15 or 16); including 8, 9, 10, 
11, 12, 13 or 14; such as 8, 9, 10 or 11; or 9 or 10. When 
selecting values for each variable in R4, it Will be appreci 
ated by those skilled in the art that values should be selected 
such that a chemically stable group is formed. 
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[0106] When determining the number of contiguous atoms 
in the shortest chain betWeen the tWo nitrogen atoms to 
Which R4 is attached, each contiguous atom of the chain is 
counted consecutively starting from the ?rst atom in the R4 
group adjacent to the nitrogen of the piperidine ring ending 
With the last atom in the R4 group adjacent to the nitrogen 
of the aminohydroXyethyl group. Where tWo or more chains 
are possible, the shortest chain is used to determine the 
number of contiguous atoms. As shoWn below, for eXample, 
When R4 is —(CH2)2—NHC(O)—CH2-(phen-1,4-ylene) 
CH2—, there are 10 contiguous atoms in the shortest chain 
counted consecutively starting from the ?rst atom in the R4 
group adjacent to the nitrogen of the piperidine ring ending 
With the last atom in the R4 group adjacent to the nitrogen 
of the aminohydroXyethyl group as shoWn beloW: 

1 

[0107] In one embodiment of R4, R4'‘) is selected from 
(1-10C)alkylene, (2-10C)alkenylene and (2-10C)alkynylene 
Wherein the alkylene group is unsubstituted or substituted 
With 1 or 2 substituents independently selected from 
(1-4C)alkyl, hydroXy and phenyl. Representative eXamples 

—(CH2)2C(phenyl)2-. In another aspect, R48 is 

[0109] In one embodiment, A1 is an optionally substituted 
(3-7C)cycloalkylene group; including a cycloheXylene 
group, such as cycloheX-1,4-ylene and cycloheX-1,3-ylene; 
and a cyclopentylene group, such as cyclopent-1,3-ylene. 

[0110] In another embodiment, A1 is an optionally substi 
tuted (6-10C)arylene group, including a phenylene group, 
such as phen-1,4-ylene, phen-1,3-ylene and phen-1,2-ylene; 
and a naphthylene group, such as naphth-1,4-ylene and 
napth-1,5-ylene. 

[0111] In yet another embodiment, A1 is an optionally 
substituted (2-9C)heteroarylene group, including a 
pyridylene group, such as pyrid-1,4-ylene; a furylene group, 
such as fur-2,5-ylene and fur-2,4-ylene; a thienylene group, 
such as thien-2,5-ylene and thien-2,4-ylene; and a pyrro 
lylene, such as pyrrol-2,5-ylene and pyrrol-2,4-ylene. 

[0112] In still another embodiment, A1 is an optionally 
substituted (3-6C)heterocyclene group, including a piperidi 
nylene group, such as piperidin-1,4-ylene; and a pyrrolidi 
nylene group, such as pyrrolidin-2,5-ylene. 

[0113] In a particular embodiment, A1 is an optionally 
substituted phenylene, thienylene, cyclopentylene, cyclo 
heXylene or piperidinylene. 

[0114] 

In one embodiment, d is 1. 

In one embodiment, e is 0. 
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[0115] In a particular embodiment, R4b is (1-5C)alkylene. 
Representative examples of particular values for R4b are 
—CH2—> —(CH2)2—> —(CH2)3—> —(CH2)4—> 
—(CH2)5—; including methylene, ethylene and propylene. 

[0116] In one embodiment, f is 0. 

Another eXample of a value for Q, together with R“, is 
—C(O)(piperidin-l,4-ylene). 

[0118] In one embodiment, Q‘, Q’, Q°, Qd, Q6, Qf, Qg, Qh, 
Q, Q and Qk are each independently selected from hydro 
gen and (1-6C)alkyl, Wherein the alkyl group is unsubsti 
tuted or substituted With from 1 to 3 substituents indepen 
dently selected from ?uoro, hydroXy and (1-4C)alkoXy. For 
eXample, Q'‘‘, Q’, Q°, Qd, Qe, Qf, Qg, Q“, Q, Q and Qk are 
each independently selected from hydrogen, and 
(1-3C)alkyl, including hydrogen, methyl, ethyl, n-propyl 
and isopropyl. An eXample of a value for each of Q‘, Q’, Q°, 
Qd, Qe, Qf, Qg, Q“, Q, Q and Qk is hydrogen. 

[0119] In another embodiment, Q‘, Q’, Q°, Qd, Qe, Qf, Qg, 
Q“, Q, Q and Qk together With the nitrogen atom and the 
group R4b or R40 to Which they are attached, form a 4-6 
membered aZacycloalkylene group. For eXample, Qa and Qb 
together With the nitrogen atom and the group R4b or R40 to 
Which they are attached, form a piperidin-4-ylene group. By 
Way of illustration, When Q represents —N(Q"‘)C(O)— and 
Qa together With the nitrogen atom and the group R4b to 
Which it is attached, forms a piperidin-4-ylene group, R4 is 
a group of formula: 

[0120] Similarly, When Q represents —C(O)N(Qb)— and 
Qb together With the nitrogen atom and the group R40 to 
Which it is attached, forms a piperidin-4-ylene group, R4 is 
a group of formula: 

[0121] In a particular embodiment, R40 is (1-5C)alkylene. 
Representative examples of particular values for R40 are 
—CH2—> —(CH2)2—> —(CH2)3—> —(CH2)4—> 
—(CH2)5—; including methylene, ethylene and propylene. 

[0122] In one embodiment, A2 is an optionally substituted 
(3-7C)cycloalkylene group; including a cycloheXylene 
group, such as cycloheX-1,4-ylene and cycloheX-1,3-ylene; 
and a cyclopentylene group, such as cyclopent-1,3-ylene. 
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[0123] In another embodiment, A2 is an optionally substi 
tuted (6-10C)arylene group, including a phenylene group, 
such as phen-1,4-ylene, phen-1,3-ylene and phen-1,2-ylene; 
and a naphthylene group, such as naphth-1,4-ylene and 
napth-1,5-ylene. 
[0124] In yet another embodiment, A2 is an optionally 
substituted (2-9C)heteroarylene group, including a 
pyridylene group, such as pyrid-1,4-ylene; a furylene group, 
such as fur-2,5-ylene and fur-2,4-ylene; a thienylene group, 
such as thien-2,5-ylene and thien-2,4-ylene; and a pyrro 
lylene, such as pyrrol-2,5-ylene and pyrrol-2,4-ylene. 

[0125] In still another embodiment, A2 is an optionally 
substituted (3-6C)heterocyclene group, including a piperidi 
nylene group, such as piperidin-1,4-ylene; and a pyrrolidi 
nylene group, such as pyrrolidin-2,5-ylene. 

[0126] In a particular embodiment, A2 is optionally sub 
stituted phenylene, thienylene, cyclopentylene, cyclohexy 
lene or piperidinylene. 

[0127] By Way of illustration, either A1 or A2 or both can 
be phenylene, such as phen-1,4-ylene or phen-1,3-ylene, 
Where the phenylene group is unsubstituted or substituted 
With from 1 to 4 substituents independently selected from 
halo, (1-4C)alkyl, (1-4C)alkoxy, —S-(1-4C)alkyl, —S(O) 
(1-4C)alkyl, —S(O)2-(1-4C)alkyl, —C(O)O(1-4C)alkyl, 
carboxy, cyano, hydroxy, nitro, tri?uoromethyl and tri?uo 
romethoxy. Representative examples include phen-1,3 
ylene, phen-1,4-ylene, 4-chlorophen-1,3-ylene, 6-chlo 
rophen-1,3-ylene, 4-methylphen-1,3-ylene, 2-?uorophen-1, 
4-ylene, 2-chlorophen-1,4-ylene, 2-bromophen-1,4-ylene, 
2-iodophen-1,4-ylene, 2-methylphen-1,4-ylene, 2-methox 
yphen-1,4-ylene, 2-tri?uoromethoxyphen-1,4-ylene, 3-ni 
trophen-1,4-ylene, 3-chlorophen-1,4-ylene, 2,5-di?uo 
rophen-1,4-ylene, 2,6-dichlorophen-1,4-ylene, 2,6 
diiodophen-1,4-ylene, 2-chloro-6-methylphen-1,4-ylene, 
2-chloro-5-methoxyphen-1,4-ylene, 2,3,5,6-tetra?uo 
rophen-1,4-ylene. 
[0128] Alternatively, A1 or A2 or both can be cyclopenty 
lene or cyclohexylene; Wherein the cyclopentylene or cyclo 
hexylene group is unsubstituted or substituted With 
(1-4C)alkyl. Representative examples include cis-cyclo 
pent-1,3-ylene, trans-cyclopent-l,3-ylene, cis-cyclohex-1,4 
ylene and trans-cyclohex-l,4-ylene. A1 or A2 or both can 
also be optionally substituted thienylene or piperidinylene, 
for example, thien-2,5-ylene or piperidin-1,4-ylene. 

[0129] In one embodiment, R4d is selected from 
(1-10C)alkylene, (2-10C)alkenylene and (2-10C)alkynylene 
Wherein the alkylene is unsubstituted or substituted With 1 or 
2 substituents independently selected from (1-4C)alkyl, 
hydroxy and phenyl. Representative examples of particular 
values for R4d are —(CH2)—, —(CH2)2—, —(CH2)3—, 
—(CH2)4—> —(CH2)5—> —(CH2)6—> —(CH2)7—> 
—(CH2)8—> —(CH2)9—> —(CH2)10— and 
—(cHz)CH(CH3)—(CH2)—C(CH3)2—(CH2)2—~ 
[0130] In a particular embodiment, R4 is a divalent group 
of the formula: —(R4"‘)d— where R48 is (4-10C)alkylene. In 
one aspect of this embodiment, R4 is a divalent group of the 
formula: —(CH2)]-— Where j is 8, 9 or 10. Examples of 
particular values for R4 in this embodiment are —(CH2)4—, 
—(CH2)5—> —(CH2)6—> —(CH2)7—> —(CH2)8—> 
—(CH2)9, and —(CH2)10—; including —(CH2)8—, 
—(CH2)9> and —(CH2)10— 
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[0131] In another particular embodiment, R4 is a divalent 
group of the formula: 

[0132] where R48 is (1-10C)alkylene, such as 
—(CH2)—> —(CH2)2—> —(CH2)3—; A2 is 
(6-10C)arylene, such as phen-1,4-ylene or phen-1,3 
ylene, or (2-9C)heteroarylene, such as thien-2,5 
ylene or thien-2,4-ylene; and R4d is (1-10C)alkylene, 
such as —(CH2)—, —(CH2)2—, —(CH2)3—. 
Examples of particular values for R4 in this embodi 
ment are —CH2)-(phen-1,4-ylene)-(CH2)—; 
—(CH2)-(phen-1,4-ylene)-(CH2)2—; —(CH2) 
(phen-l,4-ylene)-(CH2)3—; —(CH2)2-(phen-1,4 
ylene)-(CH2)—; —CH2)2-(phen-1,4-ylene) 
(CH2)2—; —(CH2)2'(Phen'1>4'y1ene)'(CH2)3—; 
—(CH2)3'(phen'1>4'y1ene)'(CH2)—; —(CH2)3' 
(phen-l,4-ylene)-(CH2)2—, —(CH2)3-(phen-1,4 
ylene)-(CH2)3—, —(CH2)4-(phen-1,4-ylene) 
(CH2)—; —(CH2)4-(phen-1,4-ylene)-(CH2)2— and 
—(CH2)4-(phen-1,4-ylene)-(CH2)3—. 

[0133] In yet another particular embodiment, R4 is a 
divalent group of the formula: 

[0134] Where Q is —O— or —N(Qk)—; Qk is hydro 
gen or (1-3C)alkyl, such as methyl or ethyl; R48 is 
(1-10C)alkylene, such as —(CH2)—, —(CH2)2—, 
—(CH2)3—; A2 is (6-10C)arylene, such as phen-1, 
4-ylene or phen-1,3-ylene, or (2-9C)heteroarylene, 
such as thien-2,5-ylene or thien-2,4-ylene; and R4d is 
(1-10C)alkylene, such as —(CH2)—, —(CH2)2—, 
—(CH2)3—. Examples of particular values for R4 in 
this embodiment are —(CH2)2—O-(phen-1,4 
ylene)-(CH2)—; —(CH2)2—O-(phen-1,4-ylene) 
(CH2)2—; —(CH2)2—O-(phen-1,4-ylene) 
(CH2)3—; —(CH2)3—O'(phen'1>4'y1ene)'(CH2)—; 
—(CH2)3—O-(phen-1,4-ylene)-(CH2)2—; 
—(CH2)3—O-(phen-1,4-ylene)-(CH2)3—; 
—(CH2)2—NH-(phen-1,4-ylene)-(CH2)—; 
—(CH2)2—NH-(phen-1,4-ylene)-(CH2)2—; 
—(CH2)2—NH-(phen-1,4-ylene)-(CH2)3—; 
—(CH2)3—NH-(phen-1,4-ylene)-(CH2)—; 
—(CH2)3—NH-(phen-1,4-ylene)-(CH2)2— and 
—(CH2)3—NH-(phen-1,4-ylene)-(CH2)3—. 

[0135] In yet another particular embodiment, R4 is a 
divalent group of the formula: 

[0136] Where Q is —N(Q"‘)C(O)— or 
—C(O)N(Qb)—. A particular value for R4 in this 
embodiment is the formula: 

0 

[0137] Where m is an integer from 2 to 10; and n is 
an integer from 2 to 10; provided that m+n is an 
integer from 4 to 12. In this formula for R4, d and g 
are 1 and e, f, h and i are 0; and R48 is —(CH2)m—, 
R40 is —(CH2)n— and Q is —C(O)NH—. Particular 
values for m are 2 or 3; and for n, 4, 5 or 6. 
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[0138] Another particular value for R4 is the formula: 

[0139] Where 0 is an integer from 2 to 7; and p is an 
integer from 1 to 6; provided that o+p is an integer 
from 3 to 8. In this formula for R4, d, h and i are 1 
and e, f and g are 0; and R48 is —(CH2)O—, A2 is 
phen-1,4-ylene, R4d is —(CH2)p— and Q is 
—C(O)NH—. Particular values for o are 2 or 3; and 
for p, 1 or 2. In this embodiment, the phen-1,4-ylene 
group may be optionally substituted as de?ned 
herein for A2. 

[0140] Another particular value for R4 is the formula: 

[0141] Where q is an integer from 2 to 6; r is an 
integer from 1 to 5; and s is an integer from 1 to 5; 
provided that q+r+s is an integer from 4 to 8. In this 
formula for R4, d, g, h and i are 1 and e and f are 0; 
and R4'‘) is —(CH2)q—, R40 is —(CH2)r—, A2 is 
1,4-phenylene, R4d is —(CH2)S— and Q is 
—C(O)NH—. Particular values for q are 2 or 3; for 
r, 1 or 2; and for s, 1 or 2. In this embodiment, the 
phen-1,4-ylene group may be optionally substituted 
as de?ned herein for A2. 

[0142] Another particular value for R4 is the formula: 

0 

[0143] Where t is an integer from 2 to 10; and u is an 
integer from 2 to 10; provided that t+u is an integer 
from 4 to 12. In this formula for R4, d and g are 1 and 
e, f, h and i are 0; and R48 is —(CH2 t—, R40 is 
—(CH2)u— and Q is —NHC(O)—. Particular val 
ues for t are 2 or 3; and for u, 4, 5 or 6. 

[0144] Another particular value for R4 is the formula: 

[0145] Where v is an integer from 2 to 7; and W is an 
integer from 1 to 6; provided that V+W is an integer 
from 3 to 8. In this formula for R4, d, h and i are 1 
and e, f and g are 0; and R48 is —(CH2 V—, A2 is 
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1,4-phenylene, R4d is —(CH2)W— and Q is 
—NHC(O)—. Particular values for v are 2 or 3; and 
for W, 1 or 2. In this embodiment, the phen-1,4-ylene 
group may be optionally substituted as de?ned 
herein for A2. 

[0146] Another particular value for R4 is the formula: 

[0147] Where X is an integer from 2 to 6; y is an 
integer from 1 to 5; and Z is an integer from 1 to 5; 
provided that X+y+Z is an integer from 4 to 8. In this 
formula for R4, d, g, h and i are 1 and e and f are 0; 
and R4'‘) is —(CH2)X—, R40 is —(CH2)y—, A2 is 
1,4-phenylene, R4d is —(CH2)Z— and Q is 
—NHC(O)—. Particular values for X are 2 or 3; for 
y, 1 or 2; and for Z, 1 or 2. In this embodiment, the 
phen-1,4-ylene group may be optionally substituted 
as de?ned herein for A2. 

[0148] By Way of further illustration, R4 can be selected 
from: 

[0149] 

[0150] 
[0151] 
[0152] 
[0153] 
[0154] 
[0155] 
[0156] 
[0157] 
[0158] 

[0161] —(CH2)2NHC(O)(cyclopent-1,3-ylene)-; 

[0164] —(CH2)2NHC(O)(trans-cycloheX-1,4-yle 
ne)CH2—; 

[0168] —CH2(phen-1,4-ylene)NH(phen-1,4-yle 
ne)CH2—; 
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[0289] —(CH2)4(phen- 1,4-ylene)(CH2)2—; 
[0290] —(CH2)3(furan-2,5-ylene)(CH2)3—; 

[0293] —(CH2)3(phen-1,3-ylene)(CH2)3—; 
[0294] —(CH2)3(tetrahydrofuran-2,5-ylene)(CH2)3—; 

and 

[0295] —(CH2)2O(phen-1,4-ylene)C(O)(CH2)2—. 
[0296] Representative Subgeneric Groupings 
[0297] The following subgeneric formulae and groupings 
are intended to provide representative examples of various 
aspects and embodiments of this invention and as such, they 
are not intended to exclude other embodiments or to limit the 
scope of this invention unless otherWise indicated. In par 
ticular, these subgeneric formulae and groupings provide 
representative examples of compounds of formula I that may 
be found in particular libraries of this invention. 

[0298] A particular group of compounds of formula I are 
those disclosed in US. Provisional Application No. 60/447, 
843, ?led on Feb. 14, 2003. This group includes compounds 
of formula I; Wherein: 

[0299] a is 0 or an integer of from 1 to 3; 

[0300] each R1 is independently selected from 
(1-4C)alkyl, (2-4C)alkenyl, (2-4C)alkynyl, 

[0301] each of R18, Rlb, Rlc, Rld, R16, R1f and R1g is 
independently hydrogen or (1-4C)alkyl; 

[0302] b is 0 or an integer of from 1 to 3; 

[0303] each R2 is independently selected from 
(1-4C)alkyl, (2-4C)alkenyl, (2-4C)alkynyl, 
(3-6C)cycloalkyl, cyano, halo, —ORZ", 
—C(O)OR2b, SR2°, —S(O)R2d, s(o)2R2e and 
—NRZfRZg; 

[0304] each of R28, Rzb, RZC, Rzd, R26, R2f and R2g is 
independently hydrogen or (1-4C)alkyl; 

[0305] W is attached to the 3- or 4-position With 
respect to the nitrogen atom in the piperidine ring, 
and represents O or NW8; 

is y rogenor - a y; 0306 Wa'hd 14C lkl 

[0307] 
[0308] each R3 is a substituent on carbon indepen 

dently selected from (1-4C)alkyl, (2-4C)alkenyl, 
(2-4C)alkynyl, (3-6C)cycloalkyl, cyano, halo, 
—OR3"‘, —C(O)OR3b, SR3°, —S(O)R3d, 
_s(o)2R3e and —NR3fR3g; 

[0309] each of R38, R3b, R3°, R3d, R36, R3f and R3g is 
independently hydrogen or (1-4C)alkyl; 

c is O or an integer of from 1 to 4; 

[0310] R4 is a divalent group of the formula: 
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[0311] Wherein 

[0312] d, e, f, g, h and i are each independently 
selected from 0 and 1; 

[0313] R43, R4b, R40 and R4d are each independently 
selected from (1-10C)alkylene, (2-10C)alkenylene 
and (2-10C)alkynylene Wherein each alkylene, alk 
enylene or alkynylene group is unsubstituted or 
substituted With from 1 to 5 substituents indepen 
dently selected from (1-4C)alkyl, ?uoro, hydroxy, 
phenyl and phenyl(l-4C)-alkyl; 

[0314] A1 and A2 are each independently selected from 
(3-7C)cycloalkylene, (6-10C)arylene, (2-9C)heteroarylene 
and (3-6C)heterocyclene; Wherein each cycloalkylene is 
unsubstituted or substituted With from 1 to 4 substitutents 
selected independently from (1-4C)alkyl and each arylene, 
heteroarylene or heterocyclene group is unsubstituted or 
substituted With from 1 to 4 substituents independently 
selected from halo, (1-4C)alkyl and (1-4C)alkoxy; 

each independently selected from hydrogen, 
(1-6C)alkyl, A3 and (1-4C)a1kylene-A4; Wherein the 
alkyl group is unsubstituted or substituted With from 
1 to 3 substituents independently selected from 
?uoro, hydroxy and (1-4C)alkoxy; or together With 
the nitrogen atom and the group R4b or R40 to Which 
they are attached, form a 4-6 membered aZacy 
cloalkylene group; 

[0317] A3 and A4 are each independently selected 
from (3-6C)cycloalkyl, (6-10C)aryl, (2-9C)het 
eroaryl and (3-6C)heterocyclyl; Wherein each 
cycloalkyl is unsubstituted or substituted With from 
1 to 4 substitutents selected independently from 
(1-4C)alkyl and each aryl, heteroaryl or heterocyclyl 
group is unsubstituted or substituted With from 1 to 
4 substituents independently selected from halo, 
(1-4C)alkyl and (1-4C)alkoxy; 

[0318] provided that the number of contiguous atoms 
in the shortest chain betWeen the tWo nitrogen atoms 
to Which R4 is attached is in the range of from 8 to 
14; 

[0319] R5 represents hydrogen or (1-4C)alkyl; 

[0320] R6 is —NR6aCR6b(O) and R7 is hydrogen, or 

—CR71R7m—CR7“R7O—C(O)—NR7P—; 
[0321] each of R63 and R6b is independently hydro 

gen or (1-4C)alkyl; and 

[0323] or a pharmaceutically acceptable salt or sol 
vate or stereoisomer thereof. 
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[0324] Another particular group of compounds of formula 
I are those disclosed in Us. Provisional Application No. 
60/467,035, ?led on May 1, 2003. This group of compounds 
includes compounds of formula I; Wherein: 

[0325] a is 0 or an integer of from 1 to 3; 

[0326] each R1 is independently selected from 
(1-4C)alkyl, (2-4C)alkenyl, (2-4C)alkynyl, 

[0327] each of R13, Rlb, Rlc, Rld, R16, R1f and R1g is 
independently hydrogen or (1-4C)alkyl; 

[0328] b is 0 or an integer of from 1 to 3; 

[0329] each R2 is independently selected from 
(1-4C)alkyl, (2-4C)alkenyl, (2-4C)alkynyl, 
(3-6C)cycloalkyl, cyano, halo, —ORZQ, 
—C(O)OR2b, SR2°, S(O)R2d, s(o)2R2e, and 
—NRZfRZg; 

[0330] each of R28, Rzb, RZC, Rzd, R26, R2f and R2g is 
independently hydrogen or (1-4C)alkyl; 

[0331] W is attached to the 3- or 4-position With 
respect to the nitrogen atom in the piperidine ring, 
and represents O or NW8; 

is y rogenor - a y; 0332 Wa'hd 14C lkl 

[0333] 
[0334] each R3 is a substituent on carbon indepen 

dently selected from (1-4C)alkyl, (2-4C)alkenyl, 
(2-4C)alkynyl, (3-6C)cycloalkyl, cyano, halo, 
—OR3"‘, c O)OR3b, SR3°, —S(O)R3d, 
_s(o)2R3e, and —NR3fR3g; 

[0335] each of R33, R3b, R3°, R3d, R36, R3f and R3g is 
independently hydrogen or (1-4C)alkyl; 

c is 0 or an integer of from 1 to 4; 

[0336] R4 is a divalent group of the formula: 

[0337] 
[0338] d, e, f, g, h and i are each independently 

selected from 0 and 1; 

[0339] R48, R4b, R4c and R4d are each independently 
selected from (1-10C)alkylene, (2-10C)alkenylene 
and (2-10C)alkynylene Wherein each alkylene, alk 
enylene or alkynylene group is unsubstituted or 
substituted With from 1 to 5 substituents indepen 
dently selected from (1-4C)alkyl, ?uoro, hydroXy, 
phenyl and phenyl(1-4C)-alkyl; 

[0340] A1 and A2 are each independently selected 
from (3-7C)cycloalkylene, (6-10C)arylene, 
(2-9C)heteroarylene and (3-6C)heterocyclene; 
Wherein each cycloalkylene is unsubstituted or sub 
stituted With from 1 to 4 substitutents selected inde 
pendently from (1-4C)alkyl and each arylene, het 
eroarylene or heterocyclene group is unsubstituted or 
substituted With from 1 to 4 substituents indepen 

Wherein 

dently selected from halo, (1-4C)alkyl and 
(1-4C)alkoXy; 

[0341] Q is selected from a bond, —O—, 

—5(O)2—, —N(QQ)C(O)—, —C(O)N(Qb)—, 
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[0342] Q8, ob, Q°, Qd, Q2 of, og, oh, Qi and Q are 
each independently selected from hydrogen, 
(1-6C)alkyl, A3 and (1-4C)alkylene-A4; Wherein the 
alkyl group is unsubstituted or substituted With from 
1 to 3 substituents independently selected from 
?uoro, hydroXy and (1-4C)alkoXy; or together With 
the nitrogen atom and the group R4b or R4c to Which 
they are attached, form a 4-6 membered aZacy 
cloalkylene group; 

[0343] A3 and A4 are each independently selected 
from (3-6C)cycloalkyl, (6-10C)aryl, (2-9C)het 
eroaryl and (3-6C)heterocyclyl; Wherein each 
cycloalkyl is unsubstituted or substituted With from 
1 to 4 substitutents selected independently from 
(1-4C)alkyl and each aryl, heteroaryl or heterocyclyl 
group is unsubstituted or substituted With from 1 to 
4 substituents independently selected from halo, 
(1-4C)alkyl and (1-4C)alkoXy; 

[0344] provided that the number of contiguous atoms 
in the shortest chain betWeen the tWo nitrogen atoms 
to Which R4 is attached is in the range of from 4 to 
14; 

[0345] R5 represents hydrogen or (1-4C)alkyl; 

[0347] each of R68, R?b, RGC, R6d and R66 is indepen 
dently hydrogen or (1-4C)alkyl; and 

[0343] each of R73, R71’, R7°, R7d, R76, R”, R7g, R71“, 
R71, R71, R71‘, R71, R7“: R7“, R7", and R7p is inde 
pendently hydrogen or (1-4C)alkyl; 

[0349] or a pharmaceutically acceptable salt or sol 
vate or stereoisomer thereof. 

[0350] Another particular group of compounds of formula 
I are those Where: a is 0; b is 0; c is 0; W is O; W is attached 
at the 4-position of the piperidinyl ring; R5 is hydrogen; and 
R4, R6 and R7 are as de?ned herein; or a salt or stereoisomer 
thereof. 

[0351] Still another particular group of compounds of 
formula I are those Wherein: a is 0; b is 0; c is 0; W is NH; 
W is attached at the 4-position of the piperidinyl ring; R5 is 
hydrogen; and R4, R6 and R7 are as de?ned herein; or a salt 
or stereoisomer thereof. 

[0352] Yet another particular group of compounds of 
formula I are those Wherein: a is 0; b is 0; c is 0; W is O; W 
is attached at the 4-position of the piperidinyl ring; R4 is 
—(CH2)]-— Where j is 8, 9 or 10; R5 is hydrogen; and R6 and 
R7 are as de?ned herein; or a salt or stereoisomer thereof. 

[0353] Another particular group of compounds of formula 
I are those Wherein: a is 0; b is 0; c is 0; W is NH;.W is 
attached at the 4-position of the piperidinyl ring; R4 is 
—(CH2)]-— Where j is 8, 9 or 10; R5 is hydrogen; and R6 and 
R7 are as de?ned herein; or a salt or stereoisomer thereof. 

[0354] Yet another particular group of compounds of 
formula I are those Wherein: a is 0; b is 0; c is 0; W is O; W 
is attached at the 4-position of the piperidinyl ring; R4 is 
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—(CH2)2— C(O)NH—(CH2)5—; R5 is hydrogen; and R6 
and R7 are as de?ned herein; or a salt or stereoisorner 
thereof. 

[0355] Another particular group of compounds of formula 
I are those Wherein: a is 0; b is 0; c is 0; W is NH; W is 
attached at the 4-position of the piperidinyl ring; R4 is 
—(CH2)2— C(O)NH—(CH2)5—; R5 is hydrogen; and R6 
and R7 are as de?ned herein; or a salt or stereoisorner 
thereof. 

[0356] Another particular group of compounds of formula 
I are those of formula II as de?ned herein; or a salt or 
stereoisorner thereof. 

[0357] Another particular group of compounds of formula 
I are those of formula III as de?ned herein; or a salt or 
stereoisorner thereof. 

[0358] Another particular group of compounds of formula 
I are those of formula IV as de?ned herein; or a salt or 
stereoisorner thereof. 

[0359] Another particular group of compounds of formula 
I are those of formula II, III or IV as de?ned herein, Wherein 
the piperidinyl ring is substituted at the 4-position With a 
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[0360] Representative compounds of formula I include 
compounds of formula V: 

R4 

R7 OH 

[0361] Wherein W, R4, R6 and R7 are as de?ned in 
Table I; or a pharrnaceutically acceptable salt or 

methyl group; or a salt or stereoisorner thereof. solvate thereof. 
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TABLE I-continued 
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TABLE I-continued 

R4 

163 
164 

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOOO g 
1In Tables I—III, “(racemic)” means the compound is racemic at the chiral carbon bearing the hydroXyl group in for 
mula V, VI or VII. 
2For this group, the nitrogen atom is attached at R6 and carbon atom is attached at R7. 

[0362] Another particular group of compounds of formula 
I are compounds of formula VI: 

RIB 

RlA 

RZA 

v1 

RIC 

H 
N W 

T H E 
o N\ , N ' 

RZB R4 

R7 OH 
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[0363] wherein W, RlA, RlB, Rlc, RZA, RZB, R4, R6 
and R7 are as de?ned in Table II; or a pharmaceuti 
cally acceptable salt or solvate thereof. 

16 
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[0364] Another particular group of compounds of formula 
I are compounds of formula VII: 

VII 

H CH3 
N W 

T O N\R4,N 

R7 OH 

R6 

[0365] Wherein W, R4, R6 and R7 are as de?ned in 
Table III; or a pharmaceutically acceptable salt or 
solvate thereof. 

[0369] The term “alkylene” means a divalent saturated 
hydrocarbon group Which may be linear or branched. Unless 
otherWise de?ned, such alkylene groups typically contain 
from 1 to 10 carbon atoms. Representative alkylene groups 
include, by Way of example, methylene, ethane-1,2-diyl 
(“ethylene”), propane-1,2-diyl, propane-1,3-diyl, butane-1, 
4-diyl, pentane-1,5-diyl and the like. 

[0370] The term “alkoXy” means a monovalent group of 
the formula (alkyl)-O—, Where alkyl is as de?ned herein. 
Representative alkoXy groups include, by Way of eXample, 
methoXy, ethoXy, n-propoXy, isopropoXy, n-butoXy, sec 
butoXy, isobutoXy, tert-butoXy and the like. 

[0371] The term “alkenyl” means a monovalent unsatur 
ated hydrocarbon group Which may be linear or branched 
and Which has at least one, and typically 1, 2 or 3, carbon 
carbon double bonds. Unless otherWise de?ned, such alk 
enyl groups typically contain from 2 to 10 carbon atoms. 
Representative alkenyl groups include, by Way of eXample, 

[0367] When describing the libraries, compounds, com 
positions, methods and processes of this invention, the 
folloWing terms have the folloWing meanings unless other 
Wise indicated. 

[0368] The term “alkyl” means a monovalent saturated 
hydrocarbon group Which may be linear or branched. Unless 
otherWise de?ned, such alkyl groups typically contain from 
1 to 10 carbon atoms. Representative alkyl groups include, 
by Way of eXample, methyl, ethyl, n-propyl, isopropyl, 
n-butyl, sec-butyl, isobutyl, tert-butyl, n-pentyl, n-heXyl, 
n-heptyl, n-octyl, n-nonyl, n-decyl and the like. 

enyl and the like. The term “alkenylene” means a divalent 
alkenyl group. 

[0372] The term “alkynyl” means a monovalent unsatur 
ated hydrocarbon group Which may be linear or branched 
and Which has at least one, and typically 1, 2 or 3, carbon 
carbon triple bonds. Unless otherWise de?ned, such alkynyl 
groups typically contain from 2 to 10 carbon atoms. Rep 
resentative alkynyl groups include, by Way of eXample, 
ethynyl, n-propynyl, n-but-2-ynyl, n-heX-3-ynyl and the 
like. The term “alkynylene” means a divalent alkynyl group. 
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[0373] The term “aryl” means a monovalent aromatic 
hydrocarbon having a single ring (i.e., phenyl) or fused rings 
(i.e., naphthalene). Unless otherWise de?ned, such aryl 
groups typically contain from 6 to 10 carbon ring atoms. 
Representative aryl groups include, by Way of example, 
phenyl and naphthalene-1-yl, naphthalene-2-yl, and the like. 
The term “arylene” means a divalent aryl group. 

[0374] The term “aZacycloalkyl” means a monovalent 
heterocyclic ring containing one nitrogen atom, i.e., a 
cycloalkyl group in Which one carbon atom has been 
replaced With a nitrogen atom. Unless otherWise de?ned, 
such aZacycloalkyl groups typically contain from 2 to 9 
carbon atoms. Representative examples of an aZacycloalkyl 
group are pyrrolidinyl and piperidinyl groups. The term 
“aZacycloalkylene” means a divalent aZacycloakyl group. 
Representative examples of an aZacycloalkylene group are 
pyrrolidinylene and piperidinylene groups. 

[0375] The term “cycloalkyl” means a monovalent satu 
rated carbocyclic hydrocarbon group. Unless otherWise 
de?ned, such cycloalkyl groups typically contain from 3 to 
10 carbon atoms. Representative cycloalkyl groups include, 
by Way of example, cyclopropyl, cyclobutyl, cyclopentyl, 
cyclohexyl and the like. The term “cycloalkylene” means a 
divalent cycloalkyl group. 

[0376] The term “halo” means ?uoro, chloro, bromo and 
iodo. 

[0377] The term “heteroaryl” means a monovalent aro 
matic group having a single ring or tWo fused rings and 
containing in the ring at least one heteroatom (typically 1 to 
3 heteroatoms) selected from nitrogen, oxygen or sulfur. 
Unless otherWise de?ned, such heteroaryl groups typically 
contain from 5 to 10 total ring atoms. Representative het 
eroaryl groups include, by Way of example, monovalent 
species of pyrrole, imidaZole, thiaZole, oxaZole, furan, 
thiophene, triaZole, pyraZole, isoxaZole, isothiaZole, pyri 
dine, pyraZine, pyridaZine, pyrimidine, triaZine, indole, ben 
Zofuran, benZothiophene, benZimidaZole, benZthiaZole, 
quinoline, isoquinoline, quinaZoline, quinoxaline and the 
like, Where the point of attachment is at any available carbon 
or nitrogen ring atom. The term “heteroarylene” means a 
divalent heteroaryl group. 

[0378] The term “heterocyclyl” or “heterocyclic” means a 
monovalent saturated or unsaturated (non-aromatic) group 
having a single ring or multiple condensed rings and con 
taining in the ring at least one heteroatom (typically 1 to 3 
heteroatoms) selected from nitrogen, oxygen or sulfur. 
Unless otherWise de?ned, such heterocyclic groups typically 
contain from 2 to 9 total ring carbon atoms. Representative 
heterocyclic groups include, by Way of example, monova 
lent species of pyrrolidine, imidaZolidine, pyraZolidine, pip 
eridine, 1,4-dioxane, morpholine, thiomorpholine, pipera 
Zine, 3-pyrroline and the like, Where the point of attachment 
is at any available carbon or nitrogen ring atom. The term 
“heterocyclene” means a divalent heterocyclyl or heterocy 
clic group. 

[0379] The term “divalent hydrocarbon group” means a 
divalent hydrocarbon group Which is composed primarily of 
carbon and hydrogen atoms and Which optionally contains 
one or more heteroatoms. Such divalent hydrocarbon groups 
may be branched or unbranched, saturated or unsaturated, 
acyclic or cyclic, aliphatic or aromatic, or combinations 
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thereof. The divalent hydrocarbon group can optionally 
contain heteroatoms incorporated into the hydrocarbon 
chain or as substituents attached to the hydrocarbon chain. 

[0380] When a speci?c number of carbon atoms is 
intended for a particular term used herein, the number of 
carbon atoms is shoWn in parentheses preceding the term. 
For example, the term “(1-4C)alkyl” means an alkyl group 
having from 1 to 4 carbon atoms. 

[0381] The term “library” means a collection of more than 
one compound, i.e., at least tWo compounds. 

[0382] The term “pharmaceutically acceptable salt” means 
a salt Which is acceptable for administration to a patient, 
such as a mammal (e.g., salts having acceptable mammalian 
safety for a given dosage regime). Such salts can be derived 
from pharmaceutically acceptable inorganic or organic bases 
and from pharmaceutically acceptable inorganic or organic 
acids. Salts derived from pharmaceutically acceptable inor 
ganic bases include ammonium, calcium, copper, ferric, 
ferrous, lithium, magnesium, manganic, manganous, potas 
sium, sodium, Zinc and the like. Particularly preferred are 
ammonium, calcium, magnesium, potassium and sodium 
salts. Salts derived from pharmaceutically acceptable 
organic bases include salts of primary, secondary and ter 
tiary amines, including substituted amines, cyclic amines, 
naturally-occurring amines and the like, such as arginine, 
betaine, caffeine, choline, N,N‘-dibenZylethylenediamine, 
diethylamine, 2-diethylaminoethanol, 2-dimethylaminoet 
hanol, ethanolamine, ethylenediamine, N-ethylmorpholine, 
N-ethylpiperidine, glucamine, glucosamine, histidine, 
hydrabamine, isopropylamine, lysine, methylglucamine, 
morpholine, piperaZine, piperadine, polyamine resins, 
procaine, purines, theobromine, triethylamine, trimethy 
lamine, tripropylamine, tromethamine and the like. Salts 
derived from pharmaceutically acceptable acids include 
acetic, ascorbic, benZenesulfonic, benZoic, camphosulfonic, 
citric, ethanesulfonic, edisylic, fumaric, gentisic, gluconic, 
glucoronic, glutamic, hippuric, hydrobromic, hydrochloric, 
isethionic, lactic, lactobionic, maleic, malic, mandelic, 
methanesulfonic, mucic, naphthalenesulfonic, naphthalene 
1,5-disulfonic, naphthalene-2,6-disulfonic, nicotinic, nitric, 
orotic, pamoic, pantothenic, phosphoric, succinic, sulfuric, 
tartaric, p-toluenesulfonic, xinafoic and the like. Particularly 
preferred are citric, hydrobromic, hydrochloric, isethionic, 
maleic, naphthalene-1,5-disulfonic, phosphoric, sulfuric and 
tartaric acids. 

[0383] The term “salt thereof” means a compound formed 
When the hydrogen of an acid is replaced by a cation, such 
as a metal cation or an organic cation and the like. Prefer 
ably, the salt is a pharmaceutically acceptable salt, although 
this is not required for salts of intermediate compounds that 
are not intended for administration to a patient. 

[0384] The term “solvate” means a complex or aggregate 
formed by one or more molecules of a solute, i.e. a com 
pound of formula I or a pharmaceutically acceptable salt 
thereof, and one or more molecules of a solvent. Such 
solvates are typically crystalline solids having a substan 
tially ?xed molar ratio of solute and solvent. Representative 
solvents include, by Way of example, Water, methanol, 
ethanol, isopropanol, acetic acid and the like. When the 
solvent is Water, the solvate formed is a hydrate. 
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[0385] It Will be appreciated that the term “or salt or 
stereoisomer thereof” is intended to include all permutations 
of salts and stereoisomers, such as a salt of a stereoisomer 
of a compound of formula I. 

[0386] The term “therapeutically effective amount” means 
an amount sufficient to effect treatment When administered 
to a patient in need of treatment. 

[0387] The term “treating” or “treatment” as used herein 
means the treating or treatment of a disease or medical 
condition (such as COPD) in a patient, such as a mammal 
(particularly a human) that includes: 

[0388] (a) preventing the disease or medical condi 
tion from occurring, i.e., prophylactic treatment of a 
patient; 

[0389] (b) ameliorating the disease or medical con 
dition, i.e., eliminating or causing regression of the 
disease or medical condition in a patient; 

[0390] (c) suppressing the disease or medical condi 
tion, i.e., sloWing or arresting the development of the 
disease or medical condition in a patient; or 

[0391] (d) alleviating the symptoms of the disease or 
medical condition in a patient. 

[0392] The term “leaving group” means a functional group 
or atom Which can be displaced by another functional group 
or atom in a substitution reaction, such as a nucleophilic 
substitution reaction. By Way of example, representative 
leaving groups include chloro, bromo and iodo groups; 
sulfonic ester groups, such as mesylate, tosylate, brosylate, 
nosylate and the like; and acyloXy groups, such as acetoXy, 
tri?uoroacetoXy and the like. 

[0393] The term “protected derivatives thereof” means a 
derivative of the speci?ed compound in Which one or more 
functional groups of the compound are protected from 
undesired reactions With a protecting or blocking group. 
Functional groups Which may be protected include, by Way 
of eXample, carboXylic acid groups, amino groups, hydroXyl 
groups, thiol groups, carbonyl groups and the like. Repre 
sentative protecting groups for carboXylic acids include 
esters (such as a p-methoXybenZyl ester), amides and 
hydraZides; for amino groups, carbamates (such as tert 
butoXycarbonyl) and amides; for hydroXyl groups, ethers 
and esters; for thiol groups, thioethers and thioesters; for 
carbonyl groups, acetals and ketals; and the like. Such 
protecting groups are Well-knoWn to those skilled in the art 
and are described, for eXample, in T. W. Greene and G. M. 
Wuts, Protecting Groups in Organic Synthesis, Third Edi 
tion, Wiley, NeW York, 1999, and references cited therein. 

[0394] The term “amino-protecting group” means a pro 
tecting group suitable for preventing undesired reactions at 
an amino group. Representative amino-protecting groups 
include, but are not limited to, tert-butoXycarbonyl (BOC), 
trityl (Tr), benZyloXycarbonyl (CbZ), 9-?uorenylmethoXy 
carbonyl (Fmoc), formyl, trimethylsilyl (TMS), tert-bu 
tyldimethylsilyl (TBS), and the like. 

[0395] The term “carboXy-protecting group” means a pro 
tecting group suitable for preventing undesired reactions at 
a carboXy group. Representative carboXy-protecting groups 
include, but are not limited to, esters, such as methyl, ethyl, 
tert-butyl, benZyl (Bn), p-methoXybenZyl (PMB), 9-?uroe 
nylmethyl (Fm), trimethylsilyl (TMS), tert-butyldimethylsi 
lyl (TBS), diphenylmethyl (benZhydryl, DPM) and the like. 
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[0396] The term “hydroXyl-protecting group” means a 
protecting group suitable for preventing undesirable reac 
tions at a hydroXyl group. Representative hydroXyl-protect 
ing groups include, but are not limited to, silyl groups 
including tri(1-6C)alkylsilyl groups, such as trimethylsilyl 
(TMS), triethylsilyl (TES), tert-butyldimethylsilyl (TBS) 
and the like; esters (acyl groups) including (1-6C)alkanoyl 
groups, such as formyl, acetyl and the like; arylmethyl 
groups, such as benZyl (Bn), p-methoXybenZyl (PMB), 
9-?uorenylmethyl (Fm), diphenylmethyl (benZhydryl, 
DPM) and the like. Additionally, tWo hydroXyl groups can 
also be protected as an alkylidene group, such as prop-2 
ylidine, formed, for eXample, by reaction With a ketone, such 
as acetone. 

[0397] General Synthetic Procedures for 
Library 

Preparing 

[0398] The biphenyl derivatives found in the libraries of 
this invention can be prepared from readily available starting 
materials using the folloWing general methods and proce 
dures or by using other information readily available to 
those of ordinary skill in the art. Although a particular 
embodiment of the present invention may be shoWn or 
described herein, those skilled in the art Will recogniZe that 
all embodiments or aspects of the present invention can be 
prepared using the methods described herein or by using 
other methods, reagents and starting materials knoWn to 
those skilled in the art. It Will also be appreciated that Where 
typical or preferred process conditions (i.e., reaction tem 
peratures, times, mole ratios of reactants, solvents, pres 
sures, etc.) are given, other process conditions can also be 
used unless otherWise stated. While the optimum reaction 
conditions may vary depending on the particular reactants or 
solvent used, such conditions can be readily determined by 
one skilled in the art by routine optimiZation procedures. 

[0399] Additionally, as Will be apparent to those skilled in 
the art, conventional protecting groups may be necessary or 
desired to prevent certain functional groups from undergo 
ing undesired reactions. The choice of a suitable protecting 
group for a particular functional group as Well as suitable 
conditions for protection and deprotection of such functional 
groups are Well-knoWn in the art. Protecting groups other 
than those illustrated in the procedures described herein may 
be used, if desired. For eXample, numerous protecting 
groups, and their introduction and removal, are described in 
T. W. Greene and G. M. Wuts, Protecting Groups in Organic 
Synthesis, Third Edition, Wiley, NeW York, 1999, and ref 
erences cited therein. 

[0400] By Way of illustration, the biphenyl derivatives 
employed in this invention can be prepared by a process 
comprising: 

[0401] (a) reacting a compound of formula 1: 

(R00 
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[0402] or a salt thereof; With a compound of formula 
2: 

OF1 

[0403] wherein X1 represents a leaving group, and P1 
and P2 each independently represent a hydrogen 
atom or a hydroXyl-protecting group; 

[0404] (b) reacting a compound of formula 3: 

[0405] or salt thereof; With a compound of formula 4: 

[0406] Wherein X2 represents a leaving group, and P3 
and P4 each independently represent a hydrogen 
atom or a hydroXyl-protecting group; 

[0407] (c) coupling a compound of formula 5: 
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[0408] With a compound of formula 6: 

P53 OPSb 

[0409] Wherein XQa and XQb each independently rep 
resent functional groups that couple to form a group 
Q, P5a represents a hydrogen atom or an amino 
protecting group; and P5b and P6 each independently 
represent a hydrogen atom or a hydroXyl-protecting 

group; 

[0410] (d) for a compound of formula I Wherein R5 
represents a hydrogen atom, reacting a compound of 
formula 3 With a compound of formula 7: 

OHC 

[0411] or a hydrate thereof (e.g., a glyoXal), in the pres 
ence of a reducing agent, Wherein P7 represents a hydrogen 
atom or a hydroXyl-protecting group; 

[0412] (e) reacting a compound of formula 1 With a 
compound of formula 8: 

P10 0 8 

[0413] or a hydrate thereof, in the presence of a 
reducing agent, Wherein P8 and P9 each indepen 
dently represent a hydrogen atom or a hydroXyl 
protecting group, P10 represents a hydrogen atom or 
an amino-protecting group, and R4’ represents a 
residue that, together With the carbon to Which it is 
attached, affords a group R4 upon completion of the 
reaction; 






































































































