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(57) ABSTRACT 

The invention relates to substituted polycyclic aryl and 
heteroaryl tertiary-heteroalkylamine compounds useful as 
inhibitors of cholesteryl ester transfer protein (CETP; 
plasma lipid transfer protein-I) and compounds, composi 
tions and methods for treating atherosclerosis and other 
coronary artery diseases. 
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SUBSTITUTED N, N-DISUBSTITUTED 
CYCLOALKYL AMINOALCOHOL COMPOUNDS 
USEFUL FOR INHIBITING CHOLESTERYL 
ESTER TRANSFER PROTEIN ACTIVITY 

FIELD OF THE INVENTION 

[0001] This invention is in the ?eld of treating cardiovas 
cular disease, and speci?cally relates to compounds, com 
positions and methods for treating atherosclerosis and other 
coronary artery disease. More particularly, the invention 
relates to substituted polycyclic aryl and heteroaryl teriary 
heteroalkylamine compounds that inhibit cholesteryl ester 
transfer protein (CETP), also knoWn as plasma lipid transfer 
protein-I. 

BACKGROUND OF THE INVENTION 

[0002] Numerous studies have demonstrated that a loW 
plasma concentration of high density lipoprotein (HDL) 
cholesterol is a poWerful risk factor for the development of 
atherosclerosis (Barter and Rye, Atherosclerosis, 121, 1-12 
(1996)). HDL is one of the major classes of lipoproteins that 
function in the transport of lipids through the blood. The 
major lipids found associated With HDL include cholesterol, 
cholesteryl ester, triglycerides, phospholipids and fatty 
acids. The other classes of lipoproteins found in the blood 
are loW density lipoprotein (LDL) and very loW density 
lipoprotein (VLDL). Since loW levels of HDL cholesterol 
increase the risk of atherosclerosis, methods for elevating 
plasma HDL cholesterol Would be therapeutically bene?cial 
for the treatment of atherosclerosis and other diseases asso 
ciated With accumulation of lipid in the blood vessels. These 
diseases include, but are not limited to, coronary heart 
disease, peripheral vascular disease, and stroke. 

[0003] Atherosclerosis underlies most coronary artery dis 
ease (CAD), a major cause of morbidity and mortality in 
modern society. High LDL cholesterol (above 180 mg/dl) 
and loW HDL cholesterol (beloW 35 mg/dl) have been shoWn 
to be important contributors to the development of athero 
sclerosis. Other diseases, such as peripheral vascular dis 
ease, stroke, and hypercholesterolaemia are negatively 
affected by adverse HDL/LDL ratios. Inhibition of CETP by 
the subject compounds is shoWn to effectively modify 
plasma HDL/LDL ratios, and to check the progress and/or 
formation of these diseases. 

[0004] CEFP is a plasma protein that facilitates the move 
ment of cholesteryl esters and triglycerides betWeen the 
various lipoproteins in the blood (Tall, J. Lipid Res., 34, 
1255-74 (1993)). The movement of cholesteryl ester from 
HDL to LDL by CETP has the effect of loWering HDL 
cholesterol. It therefore folloWs that inhibition of CETP 
should lead to elevation of plasma HDL cholesterol and 
loWering of plasma LDL cholesterol, thereby providing a 
therapeutically bene?cial plasma lipid pro?le (McCarthy, 
Medicinal Res. Revs., 13, 139-59 (1993); Sitori, Pharmac. 
T her., 67,443-47 (1995)). This eXact phenomenon Was ?rst 
demonstrated by SWenson et al., (J. Biol. Chem, 264, 14318 
(1989)) With the use of a monoclonal antibody that speci? 
cally inhibited CETP. In rabbits, the antibody caused an 
elevation of the plasma HDL cholesterol and a decrease in 
LDL cholesterol. Son et al. (Biochim. Biophys. Acta 795, 
743-480 (1984)), Morton et al. (J. Lipid Res. 35, 836-847 
(1994)) and Tollefson et al. (Am. J. Physiol., 255, (Endo 
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crinol. Metab. 18, E894E902 (1988))) describe proteins 
from human plasma that inhibit CETP. US. Pat. No. 5,519, 
001, issued to KushWaha etal., describes a 36 amino acid 
peptide derived from baboon apo C-1 that inhibits CETP 
activity. Cho et al. (Biochim. Biophys. Acta 1391, 133-144 
(1998)) describe a peptide from hog plasma that inhibits 
human CETP. Bonin et al. (J. Peptide Res., 51, 216-225 
(1998)) disclose a decapeptide inhibitor of CETP. A dep 
sipeptide fungal metabolite is disclosed as a CETP inhibitor 
by Hedge et al. in Bioorg. Med. Chem. Lett., 8, 1277-80 
(1998). 
[0005] There have been several reports of non-peptidic 
compounds that act as CETP inhibitors. Barrett et al. (J. Am. 
Chem. Soc., 188, 7863-63 (1996)) and Kuo et al. (J. Am. 
Chem. Soc., 117, 10629-34(1995)) describe cyclopropane 
containing CETP inhibitors. PietZonka et al. (Bioorg. Med. 
Chem. Lett, 6, 1951-54 (1996)) describe phosphonate-con 
taining analogs of cholesteryl ester as CETP inhibitors. 
Coval et al. (Bioorg. Med. Chem. Lett., 5, 605-610 (1995)) 
describe Wiedendiol-A and -B, and related sesquiterpene 
compounds as CETP inhibitors. Japanese Patent Application 
No. 10287662-A describes polycyclic, non-amine contain 
ing, polyhydroXylic natural compounds possessing CETP 
inhibition properties. Lee et al. (J. Antibiotics, 49, 693-96 
(1996)) describe CETP inhibitors derived from an insect 
fungus. Busch et al. (Lipids, 25, 216-220, (1990)) describe 
cholesteryl acetyl bromide as a CETP inhibitor. Morton and 
Zilversmit (J. Lipid Res., 35, 836-47 (1982)) describe that 
p-chloromercuriphenyl sulfonate, p-hydroXymercuriben 
Zoate and ethyl mercurithiosalicylate inhibit CETP. Con 
nolly et al. (Biochem. Biophys. Res. Comm. 223, 42-47 
(1996)) describe other cysteine modi?cation reagents as 
CETP inhibitors. Xia et al. describe 1,3,5-triaZines as CETP 
inhibitors (Bioorg. Med. Chem. Lett., 6, 919-22 (1996)). 
Bisgaier et al. (Lipids, 29, 811-8 (1994)) describe 4-phenyl 
5-tridecyl-4H-1,2,4-triaZole-thiol as a CETP inhibitor. 
Oomura et al. disclose non-peptidic tetracyclic and heXacy 
clic phenols as CETP inhibitors in Japanese Patent Appli 
cation No. 10287662. In WO Patent Application No. 
09914204, Sikorski describes 1,2,4-triaZolylthiols useful as 
chlolesteryl ester transfer protein inhibitors. 

[0006] Some substituted heteroalkylamine compounds are 
knoWn. In European Patent Application No. 796846, 
Schmidt et al. describe 2-aryl-substituted pyridines as cho 
lesteryl ester transfer protein inhibitors useful as cardiovas 
cular agents. One substitutent at C3 of the pyridine ring can 
be an hydroXyalkyl group. In European Patent Application 
No. 801060, DoW and Wright describe heterocyclic deriva 
tives substituted With an aldehyde addition product of an 
alkylamine to afford 1-hydroXy-1-amlnes. These are 
reported to be [33-adrenergic receptor agonists useful for 
treating diabetes and other disorders. In Great Britain Patent 
Application No. 2305665, Fisher et al. disclose 3-agonist 
secondary amino alcohol substituted pyridine derivatives 
useful for treating several disorders including cholesterol 
levels and artherosclerotic diseases. In European Patent 
Application No. 818448, Schmidt et al. describe tetrahyd 
roquinoline derivatives as chlolesteryl ester transfer protein 
inhibitors. European Patent Application No. 818197, 
Schmek et al. describe pyridines With fused heterocycles as 
cholesteryl ester transfer protein inhibitors. Brandes et al. in 
German Patent Application No. 19627430 describe bicyclic 
condensed pyridine derivatives as cholesteryl ester transfer 
protein inhibitors. In WO Patent Application No. 09839299, 
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Muller-Gliemann et al. describe quinoline derivatives as 
cholesteryl ester transfer protein inhibitors. US. Pat. No. 
2,700,686, issued to Dickey and ToWne, describes N-(2 
haloalkyl-2-hydroXyethyl)amines in Which the amine is fur 
ther substituted With either I to 2 aliphatic groups or one 
aromatic group and one aliphatic group. US. Pat. No. 
2,700,686 further describes a process to prepare the N-(2 
haloalkyl-2-hydroXyethyl)amiines by reacting halogenated 
1,2-epoXyalkanes With the corresponding aliphatic amiines 
and N-alkylanilines and their use as dye intermediates. 

SUMMARY OF THE INVENTION 

[0007] The present invention provides compounds that 
can be used to inhibit cholesteryl ester transfer protein 
(CETP) activity and that have the general structure: 

R6 

[0008] In another aspect, the present invention includes 
pharmaceutical compositions comprising a pharmaceuti 
cally effective amount of the compounds of this invention 
and a pharmaceutically acceptable carrier. 

[0009] In another aspect, this invention relates to methods 
of using these inhibitors as therapeutic agents in humans to 
inhibit cholesteryl ester transfer protein (CEIP) activity, 
thereby decreasing the concentrations of loW density lipo 
protein (LDL) and raising the level of high density lipopro 
tein (HDL), resulting in a therapeutically bene?cial plasma 
lipid pro?le. The compounds and methods of this invention 
can also be used to treat dyslipidemia (hypoalphalipopro 
teinemia), hyperlipoproteinaemia (chylomicronemia and 
hyperapobetalipoproteinemia), peripheral vascular disease, 
hypercholesterolaemia, atherosclerosis, coronary artery dis 
ease and other CETP-mediated disorders. The compounds 
can also be used in prophylactic treatment of subjects Who 
are at risk of developing such disorders. The compounds can 
be used to loWer the risk of atherosclerosis. The compounds 
of this invention Would be also useful in prevention of 
cerebral vascular accident (CVA) or stroke. Besides being 
useful for human treatment, these compounds are also useful 
for veterinary treatment of companion animals, eXotic ani 
mals and farm animals such as primates, rabbits, pigs, 
horses, and the like. 

DESCRIPTION OF THE INVENTION 

[0010] The present invention relates to a class of com 
pounds comprising substituted polycyclic aryl and het 
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eroaryl tertiary-heteroalkylamines Which are bene?cial in 
the therapeutic and prophylactic treatment of coronary artery 
disease as given in Formula V-H (also referred to herein as 
generic substituted polycyclic aryl and heteroaryl tertiary 
omegaheteroalkylamines): 

(V-H) 

R2 

[0011] or a pharmaceutically acceptable salt thereof, 
Wherein; 

[0012] m is an integer selected from 0 through 5; 

[0013] n is an integer selected from 0 through 5; 

[0014] m plus n is an integer selected from 0 through 
6; 

[0015] R1 is selected from the group consisting of 
haloalkyl, haloalkenyl, haloalkoXyalkyl, and 
haloalkenyloXyalkyl; 

[0016] X is selected from the group consisting of O, 
H, F, S, S(O), NH, N(OH), N(alkyl), and N(alkoXy); 

[0017] R16 is selected from the group consisting of 
hydrido, alkyl, alkenyl, alkynyl, aryl, aralkyl, ary 
loXyalkyl, alkoXyalkyl, alkenyloXyalkyl, alkylthio 
alkyl, arylthioalkyl, aralkoXyalkyl, heteroaralkoXy 
alkyl, alkylsul?nylalkyl, alkylsulfonylalkyl, 
cycloalkyl, cycloalkylalkyl, cycloalkylalkenyl, 
cycloalkenyl, cycloalkenylalkyl, haloalkyl, haloalk 
enyl, halocycloalkyl, halocycloalkenyl, haloalkoXy 
alkyl, haloalkenyloXyalkyl, halocycloalkoXyalkyl, 
halocycloalkenyloXyalkyl, perhaloaryl, perha 
loaralkyl, perhaloaryloXyalkyl, heteroaryl, het 
eroarylalkyl, monocarboalkoXyalkyl, monocar 
boalkoXy, dicarboalkoXyalkyl, monocarboXamido, 
monocyanoalkyl, dicyanoalkyl, carboalkoXycy 
anoalkyl, acyl, aroyl, heteroaroyl, heteroaryloXy 
alkyl, dialkoXyphosphonoalkyl, trialkylsilyl, and a 
spacer selected from the group consisting of a cova 
lent single bond and a linear spacer moiety having 
from 1 through 4 contiguous atoms linked to the 
point of bonding of an aromatic substituent selected 
from the group consisting of R4, R8, R9, R13, R14, 
and R15 to form a heterocyclyl ring having from 5 
through 10 contiguous members With the provisos 
that said spacer moiety is other than a covalent single 
bond When R2 is alkyl and there is no R16 Wherein X 
is H or F; 
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[0018] D1, D2, J1 J2 and K1 are independently 
selected from the group consisting of C, N, O, S and 
a covalent bond With the provisos that no more than 
one of D1, D2, J1 J2 and K1 can be a covalent bond, 
no more than one of D1, D2, J1, J2 and K1 can be O, 
no more than one of D1, D2, J1, J2 and K1 can be S, 
one of D1, D2, J1, J2 and K1 must be a covalent bond 
When tWo of D1, D2, J1, J2 and K1 are 0 and S, and 
no more than four of D1, D2, J1, J2 and K1 can be N; 

[0019] D3, D4, J3, J4 and K2 are independently 
selected from the group consisting of C, N, 0, S and 
a covalent bond With the provisos that no more than 
one of D3, D4, J3, J4 and K2 can be a covalent bond, 
no more than one of D3, D4, J3, J4 and K2 can be O, 
no more than one of D3, D4, J3) J4 and K2 can be S, 
one of D3, D4, J3, J4 and K2 must be a covalent bond 
When tWo of D3, D4, J3, J4 and K2 are 0 and S, and 
no more than four of D3, D4, J3, J4 and K2 can be N; 

[0020] R2 is independently selected from the group con 
sisting of hydrido, hydroXy, hydroXyalkyl, amino, ami 
noalkyl, alkylamino, dialkylamino, alkyl, alkenyl, alkynyl, 
aryl, aralkyl, aralkoXyalkyl, aryloXyalkyl, alkoxyalkyl, het 
eroaryloXyalkyl, alkenyloxyalkyl, alkylthioalkyl, aralkylth 
ioalkyl, arylthioalkyl, cycloalkyl, cycloalkylalkyl, 
cycloalkylalkenyl, cycloalkenyl, cycloalkenylalkyl, 
haloalkyl, haloalkenyl, halocycloalkyl, halocycloalkenyl, 
haloalkoXy, haloalkoXyalkyl, haloalkenyloXyalkyl, halocy 
cloalkoXy, halocycloalkoXyalkyl, halocycloalkenyloxyalkyl, 
perhaloaryl, perhaloaralkyl, perhaloaryloXyalkyl, het 
eroaryl, heteroarylalkyl, heteroarylthioalkyl, heteroaralky 
lthioalkyl, monocarboalkoxyalkyl, dicarboalkoxyalkyl, 
monocyanoalkyl, dicyanoalkyl, carboalkoXycyanoalkyl, 
alkylsul?nyl, alkylsulfonyl, alkylsul?nylalkyl, alkylsulfony 
lalkyl, haloalkylsul?nyl, haloalkylsulfonyl, arylsul?nyl, 
arylsul?nylalkyl, arylsulfonyl, arylsulfonylalkyl, aralkyl 
sul?nyl, aralkylsulfonyl, cycloalkylsul?nyl, cycloalkylsul 
fonyl, cycloalkylsul?nylalkyl, cycloalkylsufonylalkyl, het 
eroarylsulfonylalkyl, heteroarylsul?nyl, heteroarylsulfonyl, 
heteroarylsul?nylalkyl, aralkylsul?nylalkyl, aralkylsulfony 
lalkyl, carboXy, carboXyalkyl, carboalkoXy, carboXamide, 
carboXamidoalkyl, carboaralkoXy, dialkoXyphosphono, diar 
alkoXyphosphono, dialkoXyphosphonoalkyl, and diar 
alkoXyphosphonoalkyl; 

[0021] R2 and R3 can be taken together to form a 
linear spacer moiety selected from the group con 
sisting of a covalent single bond and a moiety having 
from 1 through 6 contiguous atoms to form a ring 
selected from the group consisting of a cycloalkyl 
having from 3 through 8 contiguous members, a 
cycloalkenyl having from 5 through 8 contiguous 
members, and a heterocyclyl having from 4 through 
8 contiguous members; 

[0022] R2 and R14 can be taken together to form a 
linear spacer moiety selected from the group con 
sisting of a covalent bond and a linear spacer moiety 
having from 1 through 5 contiguous atoms to form a 
heterocyclyl ring having from 5 through 8 contigu 
ous members With the proviso that said spacer group 
is other than —N=; 

[0023] R2 and R15 can be taken together to form a 
linear spacer moiety selected from the group con 
sisting of a covalent bond and a linear spacer moiety 
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having from 1 through 5 contiguous atoms to form a 
heterocyclyl ring having from 5 through 8 contigu 
ous members With the proviso that said spacer group 
is other than —N=; 

[0024] R2 and R19 can be taken together to form a 
linear spacer moiety selected from the group con 
sisting of a covalent single bond and a linear moiety 
having from 1 through 5 contiguous atoms to form a 
ring selected from the group consisting of a 
cycloalkyl having from 3 through 8 contiguous 
members, a cycloalkylenyl having from 5 through 8 
contiguous members, and a heterocyclyl having from 
4 through 8 contiguous members; 

[0025] R2 and R4, R2 and R8, R2 and R9, and R2 and 
R13 can be independently selected to form spacer 
pairs Wherein a spacer pair is taken together to form 
a linear spacer moiety Wherein said linear spacer 
moiety is selected to form a heterocyclyl ring having 
from 5 through 10 contiguous members; 

[0026] R3 is selected from the group consisting of 
hydrido, hydroXy, halo, cyano, aryloXy, hydroXy 
alkyl, amino, alkylamino, dialkylaamino, acyl, sulf 
hydryl, acylamido, alkoXy, alkylthio, arylthio, alkyl, 
alkenyl, alkynyl, aryl, aralkyl, aryloXyalkyl, alkoXy 
alkyl, heteroarylthio, aralkylthio, aralkoxyalkyl, 
alkylsul?nylalkyl, alkylsulfonylalkyl, aroyl, het 
eroaroyl, aralkylthioalkyl, heteroaralkylthioalkyl, 
heteroaryloXyalkyl, alkenyloxyalkyl, alkylthioalkyl, 
arylthioalkyl, cycloalkyl, cycloalkylalkyl, 
cycloalkylalkenyl, cycloalkenyl, cycloalkenylalkyl, 
haloalkyl, haloalkenyl, halocycloalkyl, halocy 
cloalkenyl, haloalkoXy, haloalkoXyalkyl, haloalk 
enyloXyalkyl, halocycloalkoXy, halocycloalkoXy 
alkyl, halocycloalkenyloxyalkyl, perhaloaryl, 
perhaloaralkyl, perhaloaryloXyalkyl, heteroaryl, het 
eroarylalkyl, heteroarylthioalkyl, monocarboalkoXy 
alkyl, dicarboalkoxyalkyl, monocyanoalkyl, dicy 
anoalkyl, carboalkoXycyanoalkyl, alkylsul?nyl, 
alkylsulfonyl, haloalkylsul?nyl, haloalkylsulfonyl, 
arylsul?nyl, arylsul?nylalkyl, arylsulfonyl, arylsul 
fonylalkyl, aralkylsul?nyl, aralkylsulfonyl, 
cycloalkylsul?nyl, cycloalkylsulfonyl, cycloalkyl 
sul?nylalkyl, cycloalkylsufonylalkyl, heteroarylsul 
fonylalkyl, heteroarylsul?nyl, heteroarylsulfonyl, 
heteroarylsul?nylalkyl, aralkylsul?nylalkyl, aralkyl 
sulfonylalkyl, carboXy, carboXyalkyl, carboalkoXy, 
carboXamide, carboXamidoalkyl, carboaralkoXy, 
dialkoXyphosphono, diaralkoXyphosphono, 
dialkoXyphosphonoalkyl, and diaralkoXyphospho 
noalkyl; 

[0027] R3 and R14 can be taken together to form a 
linear spacer moiety selected from the group con 
sisting of a covalent bond and a linear moiety having 
from 1 through 5 atoms to form a heterocyclyl ring 
having from 5 through 8 contiguous members; 

[0028] R3 and R15 can be taken together to form a 
linear spacer moiety selected from the group con 
sisting of a covalent bond and a linear moiety having 
from 1 through 5 atoms to form a heterocyclyl ring 
having from 5 through 8 contiguous members; 

[0029] R3 and R19 can be taken together to form a 
linear spacer moiety selected from the group con 
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sisting of a covalent single bond and a linear moiety 
having a chain length of 1 to 5 atoms to form a ring 
selected from the group consisting of a cycloalkyl 
having from 3 through 8 contiguous members, a 
cycloalkylenyl having from 5 through 8 contiguous 
members, and a heterocyclyl having from 4 through 
8 contiguous members; 

[0030] R3 and R4, R3 and R8, R3 and R9, and R3 and 
R13 can be independently selected to form spacer 
pairs Wherein a spacer pair is taken together to form 
a linear spacer moiety Wherein said linear spacer 
moiety is selected to form a heterocyclyl ring having 
from 5 through 10 contiguous members; 

[0031] Y is selected from a group consisting of a 
covalent single bond, (C(R14)2)q Wherein q is an 
integer selected from 1 through 4 and (CH(R14))g— 
W—(CH(R14))p Wherein g and p are integers inde 
pendently selected from 0 through 2; 

[0032] R14 is independently selected from the group 
consisting of hydrido, hydroXy, halo, cyano, aryloXy, 
amino, alkylamino, dialkylamino, 3 0 hydroXyalkyl, 
acyl, aroyl, heteroaroyl, heteroaryloXyalkyl, sulfhy 
dryl, acylamido, alkoXy, alkylthio, arylthio, alkyl, 
alkenyl, alkynyl, aryl, aralkyl, aryloXyalkyl, 
aralkoXyalkylalkoXy, alkylsul?nylalkyl, alkylsulfo 
nylalkyl, aralkylthioalkyl, heteroaralkoXythioalkyl, 
alkoxyalkyl, heteroaryloXyalkyl, alkenyloXyalkyl, 
alkylthioalkyl, arylthioalkyl, cycloalkyl, cycloalky 
lalkyl, cycloalkylalkenyl, cycloalkenyl, cycloalk 
enylalkyl, haloalkyl, haloalkenyl, halocycloalkyl, 
halocycloalkenyl, haloalkoXy, haloalkoXyalkyl, 
haloalkenyloXyalkyl, halocycloalkoXy, halocy 
cloalkoXyalkyl, halocycloalkenyloxyalkyl, perha 
loaryl, perhaloaralkyl, perhaloaryloXyalkyl, het 
eroaryl, heteroarylalkyl, heteroarylthioalkyl, 
heteroaralkylthioalkyl, monocarboalkoxyalkyl, 
dicarboalkoxyalkyl, monocyanoalkyl, dicyanoalkyl, 
carboalkoXycyanoalkyl, alkylsul?nyl, alkylsulfonyl, 
haloalkylsul?nyl, haloalkylsulfonyl, arylsul?nyl, 
arylsul?nylalkyl, arylsulfonyl, arylsulfonylalkyl, 
aralkylsul?nyl, aralkylsulfonyl, cycloalkylsul?nyl, 
cycloalkylsulfonyl, cycloalkylsul?nylalkyl, 
cycloalkylsufonylalkyl, heteroarylsulfonylalkyl, het 
eroarylsul?nyl, heteroarylsulfonyl, heteroarylsul? 
nylalkyl, aralkylsul?nylalkyl, aralkylsulfonylalkyl, 
carboXy, carboXyalkyl, carboalkoXy, carboXamide, 
carboXamidoalkyl, carboaralkoXy, dialkoXy 
phosphono, diaralkoXyphosphono, dialkoXy 
phosphonoalkyl, diaralkoXyphosphonoalkyl, a 
spacer selected from a moiety having a chain length 
of 3 to 6 atoms connected to the point of bonding 
selected from the group consisting of R9 and R13 to 
form a ring selected from the group consisting of a 
cycloalkenyl ring having from 5 through 8 contigu 
ous members and a heterocyclyl ring having from 5 
through 8 contiguous members, and a spacer selected 
from a moiety having a chain length of 2 to 5 atoms 
connected to the point of bonding selected from the 
group consisting of R4 and R8 to form a heterocyclyl 
having from 5 through 8 contiguous members With 
the proviso that, When Y is a covalent bond, an R14 
substituent is not attached to Y; 

[0033] R14 and R15 can be taken together to form a 
spacer selected from a moiety having a chain length 
of 2 to 5 atoms to form a heterocyclyl ring having 
from 5 through 8 contiguous members; 
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[0034] R14 and R19 can be taken together to form a 
spacer selected from a moiety having a chain length 
of 2 to 5 atoms to form a heterocyclyl ring having 
from 5 through 8 contiguous members; 

[0035] R14 and R14, When bonded to the different 
atoms, can be taken together to form a group selected 
from the group consisting of a covalent bond, alky 
lene, haloalkylene, and a spacer selected from a 
group consisting of a moiety having a chain length of 
2 to 5 atoms connected to form a ring selected from 
the group of a saturated cycloalkyl having from 5 
through 8 contiguous members, a cycloalkenyl hav 
ing from 5 through 8 contiguous members, and a 
heterocyclyl having from 5 through 8 contiguous 
members; 

[0036] R14 and R14, When bonded to the same atom 
can be taken together to form a group selected from 
the group consisting of OX0, thiono, alkylene, 
haloalkylene, and a spacer selected from the group 
consisting of a moiety having a chain length of 3 to 
7 atoms connected to form a ring selected from the 
group consisting of a cycloalkyl having from 4 
through 8 contiguous members, a cycloalkenyl hav 
ing from 4 through 8 contiguous members, and a 
heterocyclyl having from 4 through 8 contiguous 
members; 

[0037] W is selected from the group consisting of O, 
C(0), C(5), C(O)N(R14)> C($)N(R14), (R14)NC(O), 
(R14)NC($), 5, S(O), S(0)2, 5(O)2N(R14), 
(R14)NS(O)2, and N(R14) With the proviso that R14 is 
selected from other than halo and cyano; 

[0038] Z is independently selected from a group 
consisting of a covalent single bond, (C(R15)2)q 
Wherein q is an integer selected from 1 through 4, 
(CH(R15))]-—W—(CH(R15))k Wherein j and k are 
integers independently selected from 0 through 2 
With the proviso that, When Z is a covalent single 
bond, an R15 substituent is not attached to Z; 

[0039] R15 is independently selected, When Z is 
(C(R15)2)q Wherein q is an integer selected from 1 
through 4, from the group consisting of hydrido, 
hydroXy, halo, cyano, aryloXy, amino, alkylamino, 
dialkylamino, hydroXyalkyl, acyl, aroyl, heteroaroyl, 
heteroaryloXyalkyl, sulfhydryl, acylamido, alkoXy, 
alkylthio, arylthio, alkyl, alkenyl, alkynyl, aryl, 
aralkyl, aryloXyalkyl, aralkoXyalkyl, alkylsul?nyla 
lkyl, alkylsulfonylalkyl, aralkylthioalkyl, het 
eroaralkylthioalkyl, alkoxyalkyl, heteroaryloXy 
alkyl, alkenyloXyalkyl, alkylthioalkyl, arylthioalkyl, 
cycloalkyl, cycloalkylalkyl, cycloalkylalkenyl, 
cycloalkenyl, cycloalkenylalkyl, haloalkyl, haloalk 
enyl, halocycloalkyl, halocycloalkenyl, haloalkoXy, 
haloalkoXyalkyl, haloalkenyloXyalkyl, halocy 
cloalkoXy, halocycloalkoXyalkyl, halocycloalkeny 
loXyalkyl, perhaloaryl, perhaloaralkyl, perhaloary 
loXyalkyl, heteroaryl, heteroarylalkyl, 
heteroarylthioalkyl, heteroaralkylthioalkyl, mono 
carboalkoxyalkyl, dicarboalkoxyalkyl, monocy 
anoalkyl, dicyanoalkyl, carboalkoXycyanoalkyl, 
alkylsul?nyl, alkylsulfonyl, haloalkylsul?nyl, 
haloalkylsulfonyl, arylsul?nyl, arylsul?nylalkyl, 
arylsulfonyl, arylsulfonylalkyl, aralkylsul?nyl, 
aralkylsulfonyl, cycloalkylsul?nyl, cycloalkylsulfo 
nyl, cycloalkylsul?nylalkyl, cycloalkylsufonylalkyl, 
heteroarylsulfonylalkyl, heteroarylsul?nyl, heteroar 
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ylsulfonyl, heteroarylsul?nylalkyl, aralkylsul?nyla 
lkyl, aralkylsulfonylalkyl, carboXy, carboXyalkyl, 
carboalkoXy, carboXamide, carboXamidoalkyl, car 
boaralkoXy, dialkoXyphosphono, diaralkoXy 
phosphono, dialkoXyphosphonoalkyl, diaralkoXy 
phosphonoalkyl, a spacer selected from a moiety 
having a chain length of 3 to 6 atoms connected to 
the point of bonding selected from the group con 
sisting of R4 and R8 to form a ring selected from the 
group consisting of a cycloalkenyl ring having from 
5 through 8 contiguous members and a heterocyclyl 
ring having from 5 through 8 contiguous members, 
and a spacer selected from a moiety having a chain 
length of 2 to 5 atoms connected to the point of 
bonding selected from the group consisting of R9 and 
R13 to form a heterocyclyl having from 5 through 8 
contiguous members; 

[0040] R15 and R19 can be taken together to form a 
spacer selected from the group consisting of a cova 
lent single bond and a linear moiety having a chain 
length of 2 to 5 atoms to form a heterocyclyl ring 
having from 5 through 8 contiguous members; 

[0041] R15 and R15, When bonded to the different 
atoms, can be taken together to form a group selected 
from the group consisting of a covalent bond, alky 
lene, haloalkylene, and a spacer selected from a 
group consisting of a moiety having a chain length of 
2 to 5 atoms connected to form a ring selected from 
the group of a saturated cycloalkyl having from 5 
through 8 contiguous members, a cycloalkenyl hav 
ing from 5 through 8 contiguous members, and a 
heterocyclyl having from 5 through 8 contiguous 
members; 

[0042] R15 and R15, When bonded to the same atom 
can be taken together to form a group selected from 
the group consisting of OX0, thiono, alkylene, 
haloalkylene, and a spacer selected from the group 
consisting of a moiety having a chain length of 3 to 
7 atoms connected to form a ring selected from the 
group consisting of a cycloalkyl having from 4 
through 8 contiguous members, a cycloalkenyl hav 
ing from 4 through 8 contiguous members, and a 
heterocyclyl having from 4 through 8 contiguous 
members; 

[0043] R15 is independently selected, When Z is 
(CH(R15))]-—W—(CH(R15))k Wherein j and k are 
integers independently selected from 0 through 2, 
from the group consisting of hydrido, halo, cyano, 
aryloXy, carboXyl, acyl, aroyl, heteroaroyl, hydroXy 
alkyl, heteroaryloXyalkyl, acylamido, alkoXy, alky 
lthio, arylthio, alkyl, alkenyl, alkynyl, aryl, aralkyl, 
aryloXyalkyl, alkoXyalkyl, heteroaryloXyalkyl, 
aralkoXyalkyl, heteroaralkoxyalkyl, alkylsulfonyla 
lkyl, alkylsul?nylalkyl, alkenyloXyalkyl, alkylthio 
alkyl, arylthioalkyl, cycloalkyl, cycloalkylalkyl, 
cycloalkylalkenyl, cycloalkenyl, cycloalkenylalkyl, 
haloalkyl, haloalkenyl, halocycloalkyl, halocy 
cloalkenyl, haloalkoXy, haloalkoXyalkyl, haloalk 
enyloXyalkyl, halocycloalkoXy, halocycloalkoXy 
alkyl, halocycloalkenyloXyalkyl, perhaloaryl, 
perhaloaralkyl, perhaloaryloXyalkyl, heteroaryl, het 
eroarylalkyl, heteroarylthioalkyl, heteroaralkylthio 
alkyl, monocarboalkoxyalkyl, dicarboalkoxyalkyl, 
monocyanoalkyl, dicyanoalkyl, carboalkoXycy 
anoalkyl, alkylsul?nyl, alkylsulfonyl, haloalkylsul? 
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nyl, haloalkylsulfonyl, arylsul?nyl, arylsul?nylalkyl, 
arylsulfonyl, arylsulfonylalkyl, aralkylsul?nyl, 
aralkylsulfonyl, cycloalkylsul?nyl, cycloalkylsulfo 
nyl, cycloalkylsul?nylalkyl, cycloalkylsufonylalkyl, 
heteroarylsulfonylalkyl, heteroarylsul?nyl, heteroar 
ylsulfonyl, heteroarylsul?nylalkyl, aralkylsul?nyla 
lkyl, aralkylsulfonylalkyl, carboXyalkyl, car 
boalkoXy, carboXamide, carboXamidoalkyl, 
carboaralkoXy, dialkoXyphosphonoalkyl, diar 
alkoXyphosphonoalkyl, a spacer selected from a lin 
ear moiety having a chain length of 3 to 6 atoms 
connected to the point of bonding selected from the 
group consisting of R4 and R8 to form a ring selected 
from the group consisting of a cycloalkenyl ring 
having from 5 through 8 contiguous members and a 
heterocyclyl ring having from 5 through 8 contigu 
ous members, and a spacer selected from a linear 
moiety having a chain length of 2 to 5 atoms con 
nected to the point of bonding selected from the 
group consisting of R9 and R13 to form a heterocyclyl 
ring having from 5 through 8 contiguous members; 

[0044] R4, R5, R6, R7, R8, R9, R10, R11, R12, and R13 
are independently selected from the group consisting 
of perhaloaryloXy, alkanoylalkyl, alkanoylalkoXy, 
alkanoyloXy, N-aryl-N-alkylamino, heterocyclyla 
lkoXy, heterocyclylthio, hydroXyalkoXy, carboXami 
doalkoXy, alkoXycarbonylalkoXy, alkoXycarbonyla 
lkenyloXy, aralkanoylalkoXy, aralkenoyl, 
N-alkylcarboXamido, N-haloalkylcarboXamido, 
N-cycloalkylcarboXamido, N-arylcarboXami 
doalkoXy, cycloalkylcarbonyl, cyanoalkoXy, hetero 
cyclylcarbonyl, hydrido, carboXy, heteroaralkylthio, 
heteroaralkoXy, cycloalkylamiino, acylalkyl, acyla 
lkoXy, aroylalkoXy, heterocyclyloXy, aralkylaryl, 
aralkyl, aralkenyl, aralkynyl, heterocyclyl, perha 
loaralkyl, aralkylsulfonyl, aralkylsulfonylalkyl, 
aralkylsul?nyl, aralkylsul?nylalkyl, halocycloalkyl, 
halocycloalkenyl, cycloalkylsul?nyl, cycloalkyl 
sul?nylalkyl, cycloalkylsulfonyl, cycloalkylsulfony 
lalkyl, heteroarylamino, N-heteroarylarnino-N-alky 
lamino, heteroarylaminoalkyl,haloalkylthio, 
alkanoyloXy, alkoXy, alkoxyalkyl, haloalkoxylalkyl, 
heteroaralkoXy, cycloalkoXy, cycloalkenyloXy, 
cycloalkoXyalkyl, cycloalkylalkoXy, cycloalkeny 
loXyalkyl, cycloalkylenedioXy, halocycloalkoXy, 
halocycloalkoXyalkyl, halocycloalkenyloXy, halocy 
cloalkenyloXyalkyl, hydroXy, amino, thio, nitro, 
loWer alkylamino, alkylthio, alkylthioalkyl, ary 
lamino, aralkylamino, arylthio, arylthioalkyl, het 
eroaralkoxyalkyl, alkylsul?nyl, alkylsul?nylalkyl, 
arylsul?nylalkyl, arylsulfonylalkyl, heteroarylsul? 
nylalkyl, heteroarylsulfonylalkyl, alkylsulfonyl, 
alkylsulfonylalkyl, halo alkylsul?nylalkyl, halo alkyl 
sulfonylalkyl, alkylsulfonamido, alkylaminosulfo 
nyl, amidosulfonyl, monoalkyl amidosulfonyl, 
dialkyl amidosulfonyl, monoarylamidosulfonyl, 
arylsulfonamnido, diarylamidosulfonyl, monoalkyl 
monoaryl amidosulfonyl, arylsul?nyl, arylsulfonyl, 
heteroarylthio, heteroarylsul?nyl, heteroarylsulfo 
nyl, heterocyclylsulfonyl, heterocyclylthio, 
alkanoyl, alkenoyl, aroyl, heteroaroyl, aralkanoyl, 
heteroaralkanoyl, haloalkanoyl, alkyl, alkenyl, alky 
nyl, alkenyloXy, alkenyloxyalky, alkylenedioXy, 
haloalkylenedioXy, cycloalkyl, cycloalkylalkanoyl, 
cycloalkenyl, loWer cycloalkylalkyl, loWer cycloalk 
enylalkyl, halo, haloalkyl, haloalkenyl, haloalkoXy, 
hydroXyhaloalkyl, hydroXyaralkyl, hydroXyalkyl, 
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hydoXyheteroaralkyl, haloalkoXyalkyl, aryl, het 
eroaralkynyl, aryloXy, aralkoXy, aryloXyalkyl, satu 
rated heterocyclyl, partially saturated heterocyclyl, 
heteroaryl, heteroaryloXy, heteroaryloXyalkyl, aryla 
lkenyl, heteroarylalkenyl, carboXyalkyl, car 
boalkoXy, alkoXycarboXamido, alkylamidocarbony 
lamido, arylamnidocarbonylamido, 
carboalkoxyalkyl, carboalkoXyalkenyl, car 
boaralkoXy, carboXamido, carboXamidoalkyl, cyano, 
carbohaloalkoXy, phosphono, phosphonoalkyl, diar 
alkoXyphosphono, and diaralkoXyphosphonoalkyl 
With the proviso that there are one to ?ve non 
hydrido ring substituents R4, R5, R6, R7, and R8 
present, that there are one to ?ve non-hydrido ring 
substituents R9, R10, R11, R12, and R13 present, and 
R4, R5, R6, R7, R8, R9, R10’ R11’ R12’ and R13 are 
each independently selected to maintain the tetrava 
lent nature of carbon, trivalent nature of nitrogen, the 
divalent nature of sulfur, and the divalent nature of 
oxygen; 

[0045] R4 and R5, R5 and R6, R6 and R7, R7 and R8, 
R9 and R10, R10 and R11, R11 and R12, and R12 and 
R13 can be independently selected to form spacer 
pairs Wherein a spacer pair is taken together to form 
a linear moiety having from 3 through 6 contiguous 
atoms connecting the points of bonding of said 
spacer pair members to form a ring selected from the 
group consisting of a cycloalkenyl ring having 5 
through 8 contiguous members, a partially saturated 
heterocyclyl ring having 5 through 8 contiguous 
members, a heteroaryl ring having 5 through 6 
contiguous members, and an aryl With the provisos 
that no more than one of the group consisting of 
spacer pairs R4 and R5, R5 and R6, R6 and R7, and R7 
and R8, can be used at the same time and that no 
more than one of the group consisting of spacer pairs 
R9 and R10, R10 and R11, R11 and R12, and R12 and 
R13 can be used at the same time; 

[0046] R4 and R9, R4 and R13, R8 and R9, and R8 and 
R13 can be independently selected to form a spacer 
pair Wherein said spacer pair is taken together to 
form a linear moiety Wherein said linear moiety 
forms a ring selected from the group consisting of a 
partially saturated heterocyclyl ring having from 5 
through 8 contiguous members and a heteroaryl ring 
having from 5 through 6 contiguous members With 
the proviso that no more than one of the group 
consisting of spacer pairs R4 and R9, R4 and R13, R8 
and R9, and R8 and R13 can be used at the same time; 

[0047] R5 and R10, R5 and R12, R7 and R10, and R7 
and R12 can be independently selected to form a 
spacer pair Wherein said spacer pair is taken together 
to form a linear moiety Wherein said linear moiety 
forms a C8 to C13 heterocyclyl ring having from 8 
through 13 contiguous members With the proviso 
that no more than one of the group consisting of 
spacer pairs R5 and R10, R5 and R12, R7 and R10, and 
R7 and R12 can be used at the same time; 

[0048] R19 is selected from the group consisting of 
hydrido, hydroXyalkyl, acyl, sulfhydryl, acylamido, 
alkoXy, alkylthio, arylthio, alkyl, alkenyl, alkynyl, 
aryl, aralkyl, aryloXyalkyl, aralkanoyl, het 
eroarylthio, aralkylthio, aroyl, heteroaroyl, aralkoXy 
alkyl, alkylsul?nylalkyl, alkylsulfonylalkyl, aralky 
lthioalkyl, heteroaralkylthioalkyl, alkoxyalkyl, 
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heteroaryloXyalkyl, alkenyloXyalkyl, alkylthioalkyl, 
arylthioalkyl, cycloalkyl, cycloalkylalkyl, 
cycloalkylalkenyl, cycloalkenyl, cycloalkenylalkyl, 
haloalkyl, haloalkenyl, halocycloalkyl, halocy 
cloalkenyl, haloalkoXy, haloalkoXyalkyl, haloalk 
enyloXyalkyl, halocycloalkoXy, halocycloalkoXy 
alkyl, halocycloalkenyloxyalkyl, perhaloaryl, 
perhaloaralkyl, perhaloaryloXyalkyl, heteroaryl, het 
eroarylalkyl, heteroarylthioalkyl, heteroaralkylthio 
alkyl, monocarboalkoxyalkyl, dicarboalkoxyalkyl, 
monocyanoalkyl, dicyanoalkyl, carboalkoXycy 
anoalkyl, alkylsul?nyl, alkylsulfonyl, haloalkylsul? 
nyl, haloalkylsulfonyl, arylsul?nyl, arylsul?nylalkyl, 
arylsulfonyl, arylsulfonylalkyl, aralkylsul?nyl, 
aralkylsulfonyl, cycloalkylsul?nyl, cycloalkylsulfo 
nyl, cycloalkylsul?nylalkyl, cycloalkylsufonylalkyl, 
heteroarylsulfonylalkyl, heteroarylsul?nyl, heteroar 
ylsulfonyl, heteroarylsul?nylalkyl, aralkylsul?nyla 
lkyl, aralkylsulfonylalkyl, carboXyalkyl, car 
boalkoXy, carboXamide, carboXamidoalkyl, 
carboaralkoXy, dialkoXyphosphono, diaralkoXy 
phosphono, dialkoXyphosphonoalkyl, diaralkoXy 
phosphonoalkyl, and a spacer group selected from 
the group consisting of a covalent single bond and a 
linear moiety having a chain length of 2 to 5 atoms 
connected to a point of bonding selected from the 
group consisting of R4, R8, R9, and R13 to form a 
heterocyclyl ring having from 5 through 8 contigu 
ous members. 

[0049] In another embodiment, the compounds corre 
spond to Formula V-H Wherein m is an integer selected from 
0 through 5; n is an integer selected from 0 through 5; the 
sum of m plus n is an integer selected from 0 through 6; D1, 
D2, D3, D4, J1, J2, J3, J4, K1, and K2 are each a carbon atom; 
and a terminal carbon atom of the CH(R3) moiety is directly 
connected by a covalent single bond to the nitrogen When 
m=0. Compounds of Formula V-H Wherein m is an integer 
selected from 0 through 5, n is an integer selected from 0 
through 5, the sum of m plus n is an integer selected from 
0 through 6, and D1, D2, D3, D4, J1, J2, J3, J4, K1, and K2 are 
each a carbon atom, have the CH(R3) moiety directly 
connected by a covalent single bond to the nitrogen When 
m=0 and correspond to Formula V (also referred to herein as 
generic phenyl tertiary omegaheteroalkylamines): 

(V) 
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[0050] or a pharmaceutically acceptable salt thereof, 
wherein; 

R1, R2, R3, R4, R5, R6, R7, R9, R9, R10’ R11, 
R12 R13> R14 R15> R16’ R19> X, Y, and Z are as 
de?ned for the compounds of Formula V-H; 

[0053] R16 and R4, R16 and R8, R16 and R9, R16 and 
R13, R2 and R3, R9 and R14, R13 and R14, R4 and R14, 
R8 and R14, R14 and R14, R4 and R15, R8 and R15, R9 
and R15, R13 and R15, R15 and R15, R4 and R5, R5 and 
R6, R6 and R7, R7 and R8, R9 and R10, R10 and R1 1 
R 11 and R12, R12 and R13, R4 and R9, R4 and R13, R8 
and R9, R8 and R13, R16 and R14, R16 and R15, R2 and 
R14, R2 and R15, R2 and R19, R2 and R4, R2 and R8, 
R2 and R9, R2 and R13, R3 and R14, R3 and R15, R3 
and R19, R3 and R4, R3 and R8, R3 and R9, R3 and 
R13, R14 and R19, R14 and R15, R15 and R19, R5 and 
R10, R5 and R12, R7 and R10, and R7 and R12 spacer 
pairs are as de?ned for the compounds of Formula 
V-H. 

[0054] In another embodiment, the compounds corre 
spond to Formula V-H Wherein m is an integer selected from 
0 through 5; n is an integer selected from 0 through 5; the 
sum of m plus n is an integer selected from 0 through 6; and 
a terminal carbon atom of the CH(R3) moiety is directly 
connected by a covalent single bond to the nitrogen When 
m=0. Compounds of Formula V-H Wherein Wherein m is the 
integer Zero, and n is an integer selected from 0 through 5, 
have the CH(R3) moiety directly connected by a covalent 
single bond to the nitrogen When m=0 and correspond to 
Formula VII-H (also referred to herein as generic substituted 
polycyclic heteroaryl tertiary 2-heteroalkylamines): 

(VII-H) 

R2 

[0055] or a pharmaceutically acceptable salt thereof, 
Wherein; 

[0057] R16 and R4, R16 and R8, R16 and R9, R16 and 
R13, R2 and R3, R9 and R14, R13 and R14, R4 and R14, 
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R8 and R14, R14 and R14, R4 and R15, R8 and R15, R9 
and R15, R13 and R15, R15 and R15, R4 and R5, R5 and 
R6, R6 and R7, R7 and R8, R9 and R10, R10 and R11, 
R11 and R12 R12 and R13, R4 and R9, R4 and R13, R8 
and R9, and R8 and R13 spacer pairs are as de?ned for 
the compounds of Formula V-H; 

[0058] R19 and spacer pairs R16 and R14, R16 and R15, 
R2 and R14, R2 and R15, R2 and R19, R2 and R4, R2 
and R8, R2 and R9, R2 and R13, R3 and R14, R3 and 
R15, R3 and R19, R3 and R4, R3 and R8, R3 and R9, 
R3 and R13, R14 and R19, R14 and R15, R15 and R19, 
R5 and R10, R5 and R12, R7 and R10, and R7 and R12 
are not present. 

[0059] 
VII-H, 

[0060] D1, D2, J1, J2 and K1 are each carbon With the 
proviso that at least one of D3, D4, J3, J4 and K2 is 
selected from the group consisting of O, S, and N, 
Wherein D3, D4, J3, J 4 and K2 are independently 
selected from the group consisting of C, N, O, S and 
covalent bond With the provisos that no more than 
one of D3, D4, J3, J4 and K2 can be a covalent bond, 
no more than one of D3, D4, J3, J4 and K2 can be 0, 
no more than one of D3, D4, J3, J4 and K2 can be S, 
one of D3, D4, J3, J4 and K2 must be a covalent bond 
When tWo of D3, D4, J3, J4 and K2 are 0 and S, and 
no more than four of D3, D4, J3, J4 and K2 can be N; 

[0061] D1, D2, J1, J2 and K1 can be selected from the 
group consisting of C, O, S, N and covalent bond 
With the provisos that D3, D4, J3, J 4 and K2 are each 
carbon and at least one of D1, D2, J1, J2 and K1 is 
selected from the group consisting of O, S, and N 
Wherein, When D1, D2, J1, J2 and K1 are selected 
from the group consisting of C, O, S, covalent bond, 
and N, no more than one of D1, D2, J1, J2 and K1 can 
be a covalent bond, no more than one of D1, D2, J1, 
J2 and K1 can be O, no more than one of D1, D2, J1, 
J2 and K1 can be S, one of D1, D2, J1, J2 and K1 must 
be a covalent bond When tWo of D1, D2, J1, J2 and K1 
are O and S, and no more than four of D1, D2, J1, J2 
and K1 can be N; 

In another embodiment of compounds of Formula 

[0062] n is an integer selected from 1 through 4; 

[0063] X is oXy; 

[0064] R16 is selected from the group consisting of 
hydrido, acyl, aroyl, and trialkylsilyl; 

[0065] R1 is selected from the group consisting of 
haloalkyl, haloalkenyl, haloalkoXyalkyl, and 
haloalkenyloXyalkyl; 

[0066] R2 is selected from the group consisting of 
hydrido, hydroXy, aryl, aralkyl, alkyl, alkenyl, alk 
enyloXyalkyl, haloalkyl, haloalkenyl, halocy 
cloalkyl, haloalkoXy, haloalkoxyalkyl, haloalkeny 
loXyalkyl, halocycloalkoXy, halocycloalkoXyalkyl, 
perhaloaryl, perhaloaralkyl, perhaloaryloXyalkyl, 
heteroaryl, dicyanoalkyl, and carboalkoXycy 
anoalkyl; 

[0067] R3 is selected from the group consisting of 
hydrido, hydroXy, cyano, aryl, aralkyl, acyl, alkoXy, 
alkyl, alkenyl, alkoxyalkyl, heteroaryl, alkenyloXy 
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alkyl, haloalkyl, haloalkenyl, haloalkoXy, 
haloalkoXyalkyl, haloalkenyloXyalkyl, monocy 
anoalkyl, dicyanoalkyl, carboXamide, and carboXa 
midoalkyl; 

[0068] Y is selected from the group consisting of 
covalent single bond and (C(RJHQZ)q Wherein q is an 
integer selected from 1 through 2; 

[0069] R14 is selected from the group consisting of 
hydrido, cyano, hydroXyalkyl, acyl, alkoXy, alkyl, 
alkenyl, alkoxyalkyl, haloalkyl, haloalkenyl, 
haloalkoXy, haloalkoXyalkyl, haloalkenyloXyalkyl, 
monocyanoalkyl, dicyanoalkyl, carboXamide, and 
carboXamidoalkyl; 

[0070] Z is selected from the group consisting of 
covalent single bond, (C(R15)2)q Wherein q is an 
integer selected from 1 through 2, and (CH(R15))]-— 
W—(CH(R15))k Wherein j and k are integers inde 
pendently selected from 0 through 2; 

[0071] W is oXy; 

[0072] R15 is selected from the group consisting of 
hydrido, cyano, hydroXyalkyl, acyl, alkoXy, alkyl, 
alkenyl, alkoxyalkyl, haloalkyl, haloalkenyl, 
haloalkoXy, haloalkoXyalkyl, haloalkenyloXyalkyl, 
monocyanoalkyl, dicyanoalkyl, carboXamide, and 
carboXamidoalkyl; 

[0073] R 4, R8, R9, and R13 are independently selected 
from the group consisting of hydrido, halo, 
haloalkyl, and alkyl; 

[0074] R5, R6, R7, R10, R11, and R12 are indepen 
dently selected from the group consisting of perha 
loaryloXy, alkanoylalkyl, alkanoylalkoXy, alkanoy 
loXy, N-aryl-N-alkylamino, heterocyclylalkoXy, 
heterocyclylthio, hydroXyalkoXy, carboXami 
doalkoXy, alkoXycarbonylalkoXy, alkoXycarbonyla 
lkenyloXy, aralkanoylalkoXy, aralkenoyl, N-alkylcar 
boXamido, N-haloalkylcarboXamido, 
N-cycloalkylcarboXamido, N-arylcarboXami 
doalkoXy, cycloalkylcarbonyl, cyanoalkoXy, hetero 
cyclylcarbonyl, hydrido, carboXy, heteroaralkylthio, 
heteroarylsulfonyl, heteroaralkoXy, cycloalky 
lamino, acylalkyl, acylalkoXy, aroylalkoXy, hetero 
cyclyloXy, aralkylaryl, aralkyl, aralkenyl, aralkynyl, 
heterocyclyl, haloalkylthio, alkanoyloXy, alkoXy, 
alkoxyalkyl, cycloalkoXy, cycloalkylalkoXy, 
hydroXy, amnino, thio, nitro, loWer alkylamino, alky 
lthio, arylamino, aralkylamino, arylthio, arylthio 
alkyl,alkylsulfonyl, alkylsulfonamido, monoaryla 
midosulfonyl, arylsulfonyl, heteroarylthio, 
heterocyclylsulfonyl, heterocyclylthio, alkanoyl, 
alkenoyl, aroyl, alkyl, alkenyl, alkynyl, alkenyloXy, 
alkylenedioXy, haloalkylenedioXy, cycloalkyl, 
cycloalkylalkanoyl, halo, haloalkyl, haloalkoXy, 
hydroXyhaloalkyl, hydroXyalkyl, aryl, aralkyl, ary 
loXy, aralkoXy, saturated heterocyclyl, heteroaryl, 
heteroaryloXy, heteroaryloXyalkyl, arylalkyl, het 
eroarylalkyl, arylalkenyl, carboalkoXy, alkoXycar 
boXamido, alkylamidocarbonylamido, arylamidocar 
bonylamido, carboalkoxyalkyl, carboalkoXyalkenyl, 
carboXamido, carboXamidoalkyl, and cyano; 

[0075] R4 and R5, R5 and R6, R6 and R7, R7 and R8, 
R9 and R10, R10 and R11, R11 and R12, and R12 and 
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R13 spacer pairs can be independently selected from 
the group consisting of alkylene, alkenylene, alky 
lenedioXy, aralkylene, diacyl, haloalkylene, and ary 
loXylene With the provisos that no more than one of 
the group consisting of spacer pairs R4 and R5, R5 
and R6, R6 and R7, and R7 and R8 can be used at the 
same time and that no more than one of the group 

consisting of spacer pairs R9 and R10, R10 and R11, 
R11 and R12, and R12 and R13 can be used at the same 
time. 

[0076] In a more speci?c embodiment of compounds of 
Formula VII-H, 

[0077] D1, D2, J1, J2 and K1 are each carbon; 

[0078] D3, D4, J3, J 4 and K2 are independently 
selected from the group consisting of C, N, O, S and 
covalent bond With the provisos that at least one of 
D3, D4, J3, J4 and K2 is selected from the group 
consisting of O, S, and N, Wherein no more than one 
of D3, D4, J3, J4 and K2 can be a covalent bond, no 
more than one of D3, D4, J3, J4 and K2 can be O, no 
more than one of D3, D4, J3, J4 and K2 can be S, one 
of D3, D4, J3, J4 and K2 must be a covalent bond 
When tWo of D3, D4, J3, J4 and K2 are O and S, and 
no more than four of D3, D4, J3, J4 and K2 can be N; 

[0079] n is an integer selected from 1 through 3; 

[0080] X is oXy; 

[0081] R1 is selected from the group consisting of 
tri?uoromethyl, 1,1,2,2-tetra?uoroethoXymethyl, tri 
?uoromethoXymethyl, chloromethyl, ?uoromethyl, 
di?uoromethyl, chlorodi?uoromethyl, penta?uoro 
ethyl, 2,2,3,3,3-penta?uoropropyl, and hepta?uoro 
propyl; 

[0082] R16 is selected from the group consisting of 
acetyl, benZoyl, dimethyl tert-butylsilyl, hydrido, 
and trimethylsilyl; 

[0083] R2 is selected from the group consisting of 
hydrido, hydroXy, methyl, ethyl, propyl, butyl, iso 
propyl, isobutyl, vinyl, phenyl, tri?uoromethyl, 4-tri 
?uoromethylphenyl, 1,1,2,2-tetra?uoroethoXym 
ethyl, chloromethyl, tri?uoromethoXymethyl, 
?uoromethyl, di?uoromethyl, chlorodi?uoromethyl, 
penta?uoroethyl, 2,2,3,3,3-penta?uoropropyl, and 
hepta?uoropropyl, penta?uorophenyl, and pen 
ta?uorophenoXymethyl; 

[0084] R3 is selected from the group consisting of 
hydrido, hydroXy, cyano, acetyl, methoXy, ethoXy, 
methyl, ethyl, propyl, vinyl, phenyl, methoXymethyl, 
4-tri?uoromethylphenyl, tri?uoromethyl, 1,1,2,2-tet 
ra?uoroethoXymethyl, tri?uoromethoXymethyl, 
chloromethyl, ?uoromethyl, di?uoromethyl, chlo 
rodi?uoromethyl, penta?uoroethyl, 2,2,3,3,3-pen 
ta?uoropropyl, hepta?uoropropyl, penta?uorophe 
nyl, and penta?uorophenoXymethyl. 

[0085] In a more speci?c embodiment of compounds of 
Formula VII-H, 

[0086] D3, D4, J3, J4 and K2 are each carbon; 

[0087] D1, D2, J1, J2 and K1 are independently 
selected from the group consisting of C, N, O, S and 
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covalent bond With the provisos that at least one of [0095] or a pharmacuetically acceptable salt thereof, 
D1, D2, J1, J2 and K1 is selected from the group Wherein; 
consisting of O, S, and N, Wherein no more than one 
of D1, D2, J1, J2 and K1 can be a covalent bond, no 
more than one of D1, D2, J1, J2 and K1 can be O, no 
more than one of D1, D2, J1, J2 and K1 can be S, one 
of D1, D2, J1, J2 and K1 must be a covalent bond 
When tWo of D1, D2, J1, J2 and K1 are O and S, and 
no more than four of D1, D2, J1, J2 and K1 can be N; 

[0088] n is an integer selected from 1 through 3; 

[0089] X is oXy; 

[0090] R1 is selected from the group consisting of 
tri?uoromethyl, 1,1,2,2-tetra?uoroethoXymethyl, tri 
?uoromethoXymethyl, chloromethyl, ?uoromethyl, 
di?uoromethyl, chlorodi?uoromethyl, penta?uoro 
ethyl, 2,2,3,3,3-penta?uoropropyl, and hepta?uoro 
propyl; 

[0091] R16 is selected from the group consisting of 
acetyl, benZoyl, dimethyl tert-butylsilyl, hydrido, 
and trimethylsilyl; 

[0092] R2 is selected from the group consisting of 
hydrido, hydroXy, methyl, ethyl, propyl, butyl, iso 
propyl, isobutyl, vinyl, phenyl, tri?uoromethyl, trif 
luoromethylphenyl, 1,1,2,2-tetra?uoroethoXym 
ethyl, chloromethyl, tri?uoromethoXymethyl, 
?uoromethyl, di?uoromethyl, chlorodi?uoromethyl, 
penta?uoroethyl, 2,2,3,3,3-penta?uoropropyl, and 
hepta?uoropropyl, penta?uorophenyl, and pen 
ta?uorophenoXymethyl; 

[0093] R3 is selected from the group consisting of 
hydrido, hydroXy, cyano, acetyl, methoXy, ethoXy, 
methyl, ethyl, propyl, vinyl, phenyl, methoXymethyl, 
4-tri?uoromethylphenyl, tri?uoromethyl, 1,1,2,2-tet 
ra?uoroethoXymethyl, tri?uoromethoXymethyl, 
chloromethyl, ?uoromethyl, di?uoromethyl, chlo 
rodi?uoromethyl, penta?uoroethyl, 2,2,3,3,3-pen 
ta?uoropropyl, hepta?uoropropyl, penta?uorophe 
nyl, and penta?uorophenoXymethyl. 

[0094] In a preferred embodiment of compounds of For 

[0096] n is an integer selected from 0 through 4; 

[0097] X is selected from the group consisting of O, 
H, F, S, S(O), NH, N(OH), N(alkyl), and N(alkoXy); 

[0098] R16 is selected from the group consisting of 
hydrido, alkyl, acyl, aroyl, heteroaroyl, trialkylsilyl, 
and a spacer selected from the group consisting of a 
covalent single bond and a linear spacer moiety 
having a chain length of 1 to 4 atoms linked to the 
point of bonding of any aromatic substituent selected 
from the group consisting of R4, R8, R9, and R13 to 
form a heterocyclyl ring having from 5 through 10 
contiguous members With the proviso that said linear 
spacer moiety is other than covalent single bond 
When R2 is alkyl; 

[0099] R1 is selected from the group consisting of 
haloalkyl, haloalkenyl, haloalkoXyalkyl, and 
haloalkenyloxyalkyl; 

[0100] R2 is selected from the group consisting of 
hydrido, hydroXy, hydroXyalkyl, aryl, aralkyl, alkyl, 
alkenyl, aralkoXyalkyl, aryloXyalkyl, alkoxyalkyl, 
heteroaryloXyalkyl, alkenyloxyalkyl, cycloalkyl, 
cycloalkylalkyl, cycloalkylalkenyl, cycloalkenyl, 
cycloalkenylalkyl, haloalkyl, haloalkenyl, halocy 
cloalkyl, halocycloalkenyl, haloalkoXy, haloalkoXy 
alkyl, haloalkenyloXyalkyl, halocycloalkoXy, halo 
cycloalkoXyalkyl, halocycloalkenyloxyalkyl, 
perhaloaryl, perhaloaralkyl, perhaloaryloXyalkyl, 
heteroaryl, heteroarylalkyl, monocyanoalkyl, and 
dicyanoalkyl, carboalkoxycyanoalkyl; 

[0101] R3 is selected from the group consisting of 
hydrido, hydroXy, halo, cyano, hydroXyalkyl, aryl, 
aralkyl, acyl, alkoXy, alkyl, alkenyl, alkoxyalkyl, 
aroyl, heteroaroyl, alkenyloxyalkyl, haloalkyl, 
haloalkenyl, haloalkoXy, haloalkoxyalkyl, haloalk 
enyloXyalkyl, monocarboalkoxyalkyl, dicar 
boalkoXyalkyl, monocyanoalkyl, dicyanoalkyl, car 
boalkoXycyanoalkyl, carboXamide, and 
carboXamidoalkyl; mula VII-H, the compounds correspond to the Formula VII 

(also referred to herein as generic phenyl tertiary 2-het 
eroalkylaminesy [0102] Y is selected from the group consisting of 

covalent single bond and (C(R1 4)2)q Wherein q is an 
integer selected from 1 through 2; 

(VII) [0103] R14 is selected from the group consisting of 
hydrido, hydroXy, cyano, hydroXyalkyl, acyl, alkoXy, 

R5 R7 alkyl, alkenyl, alkynyl, alkoXyalkyl, haloalkyl, 
haloalkenyl, haloalkoXy, haloalkoxyalkyl, haloalk 
enyloXyalkyl, monocarboalkoxyalkyl, monocy 
anoalkyl, dicyanoalkyl, carboalkoXycyanoalkyl, car 
boalkoXy, carboXamide, carboXamidoalkyl; 

/]\(CR3H)H N/Z\R15 [0104] Z is selected from the group consisting of 
R2 | covalent smgle bond, (C(R15)2)q Wherem q is an 

/Y R9 integer selected from 1~through 2, and (CH(R15~))]-— 
R14 W—(CH(R15))k Wherem J and k are integers inde 

pendently selected from 0 through 2; 

[0105] W is selected from the group consisting of O, 
C(0), C(5), C(O)N(R14), C(S)N(R14), (R14)NC(O), 
(R14)NC(S)> S, S(O), S(0)2, S(O)2N(R14), 
(R14)NS(O)2, and N(R14) With the proviso that R14 is 
other than cyano; 
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[0106] R15 is selected from the group consisting of 
hydrido, cyano, hydroXyalkyl, acyl, alkoXy, alkyl, 
alkenyl, alkynyl, alkoxyalkyl, haloalkyl, haloalk 
enyl, haloalkoXy, haloalkoxyalkyl, haloalkenyloXy 
alkyl, monocarboalkoxyalkyl, monocyanoalkyl, 
dicyanoalkyl, carboalkoxycyanoalkyl, carboalkoXy, 
carboXamide, and carboXamidoalkyl; 

[0107] R4, R8, R9, and R13 are independently selected 
from the group consisting of hydrido, halo, 
haloalkyl, and alkyl; 

[0108] R5, R6, R7, R10, R11, and R12 are indepen 
dently selected from the group consisting of perha 
loaryloXy, alkanoylalkyl, alkanoylalkoxy, alkanoy 
loXy, N-aryl-N-alkylamino, heterocyclylalkoXy, 
heterocyclylthio, hydroXyalkoXy, carboXami 
doalkoXy, alkoXycarbonylalkoXy, alkoXycarbonyla 
lkenyloXy, aralkanoylalkoxy, aralkenoyl, N-alkylcar 
boXamido, N-haloalkylcarboXamido, 
N-cycloalkylcarboxamido, N-arylcarboXami 
doalkoXy, cycloalkylcarbonyl, cyanoalkoXy, hetero 
cyclylcarbonyl, hydrido, carboXy, heteroaralkylthio, 
heteroaralkoXy, cycloalkylamino, acylalkyl, acyla 
lkoXy, aroylalkoXy, heterocyclyloXy, aralkylaryl, 
aralkyl, aralkenyl, aralkynyl, heterocyclyl, perha 
loaralkyl, aralkylsulfonyl, aralkylsulfonylalkyl, 
aralkylsul?nyl, aralkylsul?nylalkyl, halocycloalkyl, 
halocycloalkenyl, cycloalkylsul?nyl, cycloalkyl 
sul?nylalkyl, cycloalkylsulfonyl, cycloalkylsulfony 
lalkyl, heteroarylamino, N-heteroarylamino-N-alky 
lamino, heteroarylaminoalkyl,haloalkylthio, 
alkanoyloXy, alkoXy, alkoxyalkyl, haloalkoxylalkyl, 
heteroaralkoXy, cycloalkoXy, cycloalkenyloxy, 
cycloalkoxyalkyl, cycloalkylalkoxy, cycloalkeny 
loXyalkyl, cycloalkylenedioXy, halocycloalkoXy, 
halocycloalkoxyalkyl, halocycloalkenyloxy, halocy 
cloalkenyloxyalkyl, hydroXy, amino, thio, nitro, 
loWer alkylamino, alkylthio, alkylthioalkyl, ary 
lamino, aralkylamino, arylthio, arylthioalkyl, het 
eroaralkoxyalkyl, alkylsul?nyl, alkylsul?nylalkyl, 
arylsul?nylalkyl, arylsulfonylalkyl, heteroarylsul? 
nylalkyl, heteroarylsulfonylalkyl, alkylsulfonyl, 
alkylsulfonylalkyl, haloalkylsul?nylalkyl, haloalkyl 
sulfonylalkyl, alkylsulfonamido, alkylaminosulfo 
nyl, amidosulfonyl, monoalkyl amidosulfonyl, 
dialkyl amidosulfonyl, monoarylamidosulfonyl, 
arylsulfonamido, diarylamidosulfonyl, monoalkyl 
monoaryl amidosulfonyl, arylsul?nyl, arylsulfonyl, 
heteroarylthio, heteroarylsul?nyl, heteroarylsulfo 
nyl, heterocyclylsulfonyl, heterocyclylthio, 
alkanoyl, alkenoyl, aroyl, heteroaroyl, aralkanoyl, 
heteroaralkanoyl, haloalkanoyl, alkyl, alkenyl, alky 
nyl, alkenyloXy, alkenyloxyalky, alkylenedioXy, 
haloalkylenedioXy, cycloalkyl, cycloalkylalkanoyl, 
cycloalkenyl, loWer cycloalkylalkyl, loWer cycloalk 
enylalkyl, halo, haloalkyl, haloalkenyl, haloalkoXy, 
hydroXyhaloalkyl, hydroXyaralkyl, hydroXyalkyl, 
hydoXyheteroaralkyl, haloalkoxyalkyl, aryl, het 
eroaralkynyl, aryloXy, aralkoxy, aryloxyalkyl, satu 
rated heterocyclyl, partially saturated heterocyclyl, 
heteroaryl, heteroaryloXy, heteroaryloXyalkyl, het 
eroaralkyl, arylalkenyl, heteroarylalkenyl, carboXy 
alkyl, carboalkoXy, alkoXycarboXamido, alkylami 
docarbonylamido, arylamidocarbonylamido, 
carboalkoxyalkyl, carboalkoxyalkenyl, car 
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boaralkoXy, carboXamido, carboXamidoalkyl, cyano, 
carbohaloalkoXy, phosphono, phosphonoalkyl, diar 
alkoXyphosphono, and diaralkoXyphosphonoalkyl; 

[0109] R4 and R5, R5 and R6, R6 and R7, R7 and R8, 
R9 and R10, R10 and R11, R11 and R12, and R12 and 
R13 can be independently selected to form spacer 
pairs Wherein a spacer pair is taken together to form 
a linear moiety having from 3 through 6 contiguous 
atoms connecting the points of bonding of said 
spacer pair members to form a ring selected from the 
group consisting of a cycloalkenyl ring having 5 
through 8 contiguous members, a partially saturated 
heterocyclyl ring having 5 through 8 contiguous 
members, a heteroaryl ring having 5 through 6 
contiguous members, and an aryl With the provisos 
that no more than one of the group consisting of 

spacer pairs R4 and R5, R5 and R6, R6 and R7, and R7 
and R8, can be used at the same time and that no 
more than one of the group consisting of spacer pairs 
R9 and R10, R10 and R11, R11 and R12, and R12 and 
R13 can be used at the same time. 

[0110] In a preferred embodiment of compounds of For 
mula VII, compounds have the Formula VII-2: 

[0111] Wherein; 
[0112] n is an integer selected from 1 through 4; 

[0113] R16 is selected from the group consisting of 
hydrido, acyl, aroyl, and trialkylsilyl; 

[0114] R1 is selected from the group consisting of 
haloalkyl, haloalkenyl, haloalkoxyalkyl, and 
haloalkenyloxyalkyl; 

[0115] R2 is selected from the group consisting of 
hydrido, hydroXy, aryl, aralkyl, alkyl, alkenyl, alk 
enyloXyalkyl, haloalkyl, haloalkenyl, halocy 
cloalkyl, haloalkoXy, haloalkoxyalkyl, haloalkeny 
loXyalkyl, halocycloalkoXy, halocycloalkoxyalkyl, 
perhaloaryl, perhaloaralkyl, perhaloaryloXyalkyl, 
heteroaryl, dicyanoalkyl, and carboalkoXycy 
anoalkyl; 

[0116] R3 is selected from the group consisting of 
hydrido, hydroXy, cyano, aryl, aralkyl, acyl, alkoXy, 
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alkyl, alkenyl, alkoxyalkyl, heteroaryl, alkenyloXy 
alkyl, haloalkyl, haloalkenyl, haloalkoXy, 
haloalkoXyalkyl, haloalkenyloXyalkyl, monocy 
anoalkyl, dicyanoalkyl, carboXamide, and carboXa 
midoalkyl; 

[0117] Y is selected from the group consisting of 
covalent single bond and (C(R14)2)q Wherein q is an 
integer selected from 1 through 2; 

[0118] R14 is selected from the group consisting of 
hydrido, cyano, hydroXyalkyl, acyl, alkoXy, alkyl, 
alkenyl, alkoxyalkyl, haloalkyl, haloalkenyl, 
haloalkoXy, haloalkoXyalkyl, haloalkenyloXyalkyl, 
monocyanoalkyl, dicyanoalkyl, carboXamide, and 
carboXamidoalkyl; 

[0119] Z is selected from the group consisting of 
covalent single bond, (C(R15)2)q Wherein q is an 
integer selected from 1 through 2, and (CH(R15))]-— 
W—(CH(R15))k Wherein j and k are integers inde 
pendently selected from 0 through 2; 

[0120] W is oXy; 

[0121] R15 is selected from the group consisting of 
hydrido, cyano, hydroXyalkyl, acyl, alkoXy, alkyl, 
alkenyl, alkoxyalkyl, haloalkyl, haloalkenyl, 
haloalkoXy, haloalkoXyalkyl, haloalkenyloXyalkyl, 
monocyanoalkyl, dicyanoalkyl, carboXamide, and 
carboXamidoalkyl; 

[0122] R4, R8, R9, and R13 are independently selected 
from the group consisting of hydrido, halo, 
haloalkyl, and alkyl; 

[0123] R5, R6) R7, R10, R11, and R12 are indepen 
dently selected from the group consisting of perha 
loaryloXy, alkanoylalkyl, alkanoylalkoXy, alkanoy 
loXy, N-aryl-N-alkylamino, heterocyclylalkoXy, 
heterocyclylthio, hydroXyalkoXy, carboXami 
doalkoXy, alkoXycarbonylalkoXy, alkoXycarbonyla 
lkenyloXy, aralkanoylalkoXy, aralkenoyl, N-alkylcar 
boXamido, N-haloalkylcarboXamido, 
N-cycloalkylcarboXamido, N-arylcarboXami 
doalkoXy, cycloalkylcarbonyl, cyanoalkoXy, hetero 
cyclylcarbonyl, hydrido, carboXy, heteroaralkylthio, 
heteroarylsulfonyl, heteroaralkoXy, cycloalky 
lamino, acylalkyl, acylalkoXy, aroylalkoXy, hetero 
cyclyloXy, aralkylaryl, aralkyl, aralkenyl, aralkynyl, 
heterocyclyl, haloalkylthio, alkanoyloXy, alkoXy, 
alkoxyalkyl, cycloalkoXy, cycloalkylalkoXy, 
hydroXy, amino, thio, nitro, loWer alkylamino, alky 
lthio, arylamino, aralkylamino, arylthio, arylthio 
alkyl,alkylsulfonyl, alkylsulfonamido, monoaryla 
midosulfonyl, arylsulfonyl, heteroarylthio, 
heterocyclylsulfonyl, heterocyclylthio, alkanoyl, 
alkenoyl, aroyl, alkyl, alkenyl, alkynyl, alkenyloXy, 
alkylenedioXy, haloalkylenedioXy, cycloalkyl, 
cycloalkylalkanoyl, halo, haloalkyl, haloalkoXy, 
hydroXyhaloalkyl, hydroXyalkyl, aryl, aralkyl, ary 
loXy, aralkoXy, saturated heterocyclyl, heteroaryl, 
heteroaryloXy, heteroaryloXyalkyl, arylalkyl, het 
eroarylalkyl, arylalkenyl, carboalkoXy, alkoXycar 
boXamido, alkylamidocarbonylarnido, arylami 
docarbonylamido, carboalkoxyalkyl, 
carboalkoxyalkenyl, carboXamido, carboXami 
doalkyl, and cyano; 

[0124] R4 and R5, R5 and R6, R6 and R7, R7 and R8, 
R9 and R10, R10 and R11, R11 and R12, and R12 and 

11 

[0125] 
Formula VII-2, 

[0137] 
pounds of Formula VII-2, 
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R13 spacer pairs can be independently selected from 
the group consisting of alkylene, alkenylene, alky 
lenedioXy, aralkylene, diacyl, haloalkylene, and ary 
loXylene With the provisos that no more than one of 
the group consisting of spacer pairs R4 and R5, R5 
and R6, R6 and R7, and R7 and R8 can be used at the 
same time and that no more than one of the group 
consisting of spacer pairs R9 and R10, R10 and R11, 
R11 and R12, and R12 and R13 can be used at the same 
time. 

In a more preferred embodiment of compounds of 

[0126] n is an integer selected from 1 through 2; 

[0127] R1 is selected from the group consisting of 
haloalkyl and haloalkoXyalkyl; 

[0128] R16 is hydrido; 
[0129] R2 is selected from the group consisting of 

hydrido, aryl, alkyl, alkenyl, haloalkyl, haloalkoXy, 
haloalkoXyalkyl, perhaloaryl, perhaloaralkyl, perha 
loaryloXyalkyl, and heteroaryl; 

[0130] R3 is selected from the group consisting of 
hydrido, aryl, alkyl, alkenyl, haloalkyl, and 
haloalkoXyalkyl; 

[0131] Y is selected from the group consisting of a 
covalent single bond and alkylene; 

[0132] Z is selected from the group consisting of a 
covalent single bond and alkylene; 

[0133] R14 is selected from the group consisting of 
hydrido, alkyl, and haloalkyl; 

[0134] R15 is selected from the group consisting of 
hydrido, alkyl, and haloalkyl; 

[0135] R4, R8, R9, and R13 are independently selected 
from the group consisting of hydrido and halo; 

[0136] R5, R6, R7, R10, R11, and R12 are indepen 
dently selected from the group consisting of perha 
loaryloXy, N-aryl-N-alkylamino, heterocyclyla 
lkoXy, heterocyclylthio, hydroXyalkoXy, 
carboXamidoalkoXy, alkoXycarbonylalkoXy, alkoXy 
carbonylalkenyloXy, aralkanoylalkoXy, aralkenoyl, 
N-arylcarboXamidoalkoXy, cycloalkylcarbonyl, 
cyanoalkoXy, heterocyclylcarbonyl, hydrido, alkyl, 
halo, haloalkyl, haloalkoXy, aryl, alkylthio, ary 
lamino, arylthio, aroyl, arylsulfonyl, aryloXy, 
aralkoXy, heteroaryloXy, alkoXy, aralkyl, 
cycloalkoXy, cycloalkylalkoXy, cycloalkylalkanoyl, 
heteroaryl, cycloalkyl, haloalkylthio, hydroXyha 
loalkyl, heteroaralkoXy, heterocyclyloXy, aralky 
laryl, heteroaryloXyalkyl, heteroarylthio, and het 
eroarylsulfonyl. 
In an even more preferred embodiment of com 

[0138] n is the integer 1; 

[0139] R16 is hydrido; 

[0140] R1 is haloalkyl; 

[0141] R2 is selected from the group consisting of 
hydrido, alkyl, haloalkyl, aryl, and haloalkoXy; 

[0142] R3 is selected from the group consisting of 
hydrido, alkyl, and haloalkyl; 
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[0143] Y is alkylene; 

[0144] Z is covalent single bond; 

[0145] R14 is hydrido; 

[0146] R4, R8, R9, and R13 are independently selected 
from the group consisting of hydrido and halo; 

[0147] R5, R6, R7, R10, R11, and R12 are indepen 
dently selected from the group consisting of perha 
loaryloXy, N-aryl-N-alkylamino, heterocyclyla 
lkoXy, heterocyclylthio, hydroXyalkoXy, 
aralkanoylalkoXy, aralkenoyl, cycloalkylcarbonyl, 
cyanoalkoXy, heterocyclylcarbonyl, hydrido, alkyl, 
halo, haloalkyl, haloalkoXy, aryl, alkylthio, ary 
lamino, arylthio, aroyl, arylsulfonyl, aryloXy, 
aralkoXy, heteroaryloXy, alkoXy, aralkyl, 
cycloalkoXy, cycloalkylalkoXy, cycloalkylalkanoyl, 
heteroaryl, cycloalkyl, haloalkylthio, hydroXyha 
loalkyl, heteroaralkoXy, and heteroaryloXyalkyl. 

[0148] 
[0149] n is an integer selected from 1 to 3; 

In an embodiment of compounds of Formula VII-2, 

[0150] R1 is selected from the group consisting of 
tri?uoromethyl, 1,1,2,2-tetra?uoroethoXymethyl, tri 
?uoromethoXymethyl, chloromethyl, ?uoromethyl, 
di?uoromethyl, chlorodi?uoromethyl, penta?uoro 
ethyl, 2,2,3,3,3-penta?uoropropyl, and hepta?uoro 
propyl; 

[0151] R16 is selected from the group consisting of 
acetyl, benZoyl, dimethyl tert-butylsilyl, hydrido, 
and trimethylsilyl; 

[0152] R2 is selected from the group consisting of 
hydrido, hydroXy, methyl, ethyl, propyl, butyl, iso 
propyl, isobutyl, vinyl, phenyl, tri?uoromethyl, 4-tri 
?uoromethylphenyl, 1,1,2,2-tetra?uoroethoXym 
ethyl, chloromethyl, tri?uoromethoXymethyl, 
?uoromethyl, di?uoromethyl, chlorodi?uoromethyl, 
penta?uoroethyl, 2,2,3,3,3-penta?uoropropyl, and 
hepta?uoropropyl, penta?uorophenyl, and pen 
ta?uorophenoXymethyl; 

[0153] R3 is selected from the group consisting of 
hydrido, hydroXy, cyano, acetyl, methoXy, ethoXy, 
methyl, ethyl, propyl, vinyl, phenyl, methoXymethyl, 
4-tri?uoromethylphenyl, tri?uoromethyl, 1,1,2,2-tet 
ra?uoroethoXymethyl, tri?uoromethoXymethyl, 
chloromethyl, ?uoromethyl, di?uoromethyl, chlo 
rodi?uoromethyl, penta?uoroethyl, 2,2,3,3,3-pen 
ta?uoropropyl, hepta?uoropropyl, penta?uorophe 
nyl, and penta?uorophenoXymethyl. 

[0154] In a preferred embodiment of compounds of For 
mula VII-2, 

[0155] n is the integer 1; 

[0156] R16 is hydrido; 

[0157] R1 is selected from the group consisting of 
tri?uoromethyl, 1,1,2,2-tetra?uoroethoXymethyl, tri 
?uoromethoXymethyl, di?uoromethyl, chlorodi?uo 
romethyl, and penta?uoroethyl; 

[0158] R2 is selected from the group consisting of 
hydrido, methyl, ethyl, propyl, butyl, vinyl, phenyl, 
4-tri?uoromethylphenyl, tri?uoromethyl, 1,1,2,2-tet 
ra?uoroethoXymethyl, tri?uoromethoXymethyl, dif 
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luoromethyl, chlorodi?uoromethyl, penta?uoroet 
hyl, 2,2,3,3,3-penta?uoropropyl, and 
hepta?uoropropyl; 

[0159] R3 is selected from the group consisting of 
hydrido, phenyl, 4-tri?uoromethylphenyl, methyl, 
ethyl, vinyl, methoXymethyl, tri?uoromethyl, trif 
luoromethoXymethyl, di?uoromethyl, chlorodi?uo 
romethyl, and penta?uoroethyl; 

[0160] In a even more preferred embodiment of com 
pounds of Formula VII-2, 

[0161] n is the integer 1; 

[0162] R1 is selected from the group consisting of 
tri?uoromethyl, 1,1,2,2-tetra?uoroethoXymethyl, tri 
?uoromethoXymethyl, di?uoromethyl, chlorodi?uo 
romethyl, and penta?uoroethyl; 

[0163] R16 is hydrido; 
[0164] R2 is selected from the group consisting of 

hydrido, methyl, ethyl, phenyl, 4-tri?uorometh 
ylphenyl, tri?uoromethyl, tri?uoromethoXymethyl, 
1,1,2,2-tetra?uoroethoXymethyl, di?uoromethyl, 
chlorodi?uoromethyl, penta?uoroethyl, 2,2,3,3,3 
penta?uoropropyl, and hepta?uoropropyl; 

[0165] R3 is selected from the group consisting of 
hydrido, phenyl, 4-tri?uoromethylphenyl, methyl, 
tri?uoromethyl, di?uoromethyl, and chlorodi?uo 
romethyl; 

[0166] In a most preferred embodiment of compounds of 
Formula VII-2, 

[0167] n is the integer 1; 

[0168] R1 is selected from the group consisting of 
tri?uoromethyl and penta?uoroethyl; 

[0169] R16 is hydrido; 
[0170] R2 is selected from the group consisting of 

hydrido, phenyl, and tri?uoromethyl; 

[0171] R3 is selected from the group consisting of 
hydrido, methyl, tri?uoromethyl, and di?uorom 
ethyl; 

[0172] In another embodiment of compounds of Formula 
VII, compounds have the Formula Cyclo-VII: 
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[0173] wherein: dicyanoalkyl, carboalkoxycyanoalkyl, carboalkoXy, 

[0174] R16 is taken together With R4, R8, R9 or R13 to 
form a spacer selected from the group consisting of 
a covalent single bond and a linear spacer rnoiety 
having a chain length of 1 to 4 atoms to form a 
heterocyclyl ring having from 5 through 10 contigu 
ous members With the proviso that said linear spacer 
moiety is other than covalent single bond When R2 is 
alkyl; 

[0175] n is an integer selected from 1 through 3; 

[0176] X is selected from the group consisting of O, 
S, NH, N(alkyl), and N(alkoXy); 

[0177] R1 is selected from the group consisting of 
haloalkyl, haloalkenyl, haloalkoxyalkyl, and 
haloalkenyloxyalkyl; 

[0178] R2 is selected from the group consisting of 
hydrido, hydroXy, hydroXyalkyl, aryl, aralkyl, alkyl, 
alkenyl, aralkoxyalkyl, aryloxyalkyl, alkoxyalkyl, 
heteroaryloXyalkyl, alkenyloxyalkyl, cycloalkyl, 
cycloalkylalkyl, cycloalkylalkenyl, cycloalkenyl, 
cycloalkenylalkyl, haloalkyl, haloalkenyl, halocy 
cloalkyl, halocycloalkenyl, haloalkoXy, haloalkoXy 
alkyl, haloalkenyloxyalkyl, halocycloalkoXy, halo 
cycloalkoxyalkyl, halocycloalkenyloxyalkyl, 
perhaloaryl, perhaloaralkyl, perhaloaryloXyalkyl, 
heteroaryl, heteroarylalkyl, rnonocyanoalkyl, and 
dicyanoalkyl, carboalkoxycyanoalkyl; 

[0179] R3 is selected from the group consisting of 
hydrido, hydroXy, halo, cyano, hydroXyalkyl, aryl, 
aralkyl, acyl, alkoXy, alkyl, alkenyl, alkoxyalkyl, 
aroyl, heteroaroyl, alkenyloxyalkyl, haloalkyl, 
haloalkenyl, haloalkoXy, haloalkoxyalkyl, haloalk 
enyloXyalkyl, rnonocarboalkoxyalkyl, dicar 
boalkoxyalkyl, rnonocyanoalkyl, dicyanoalkyl, car 
boalkoxycyanoalkyl, carboXarnide, and 
carboxarnidoalkyl; 

[0180] Y is selected from the group consisting of 
covalent single bond and (C(R14)2)q Wherein q is an 
integer selected from 1 through 2; 

[0181] R14 is selected from the group consisting of 
hydrido, hydroXy, cyano, hydroXyalkyl, acyl, alkoXy, 
alkyl, alkenyl, alkynyl, alkoxyalkyl, haloalkyl, 
haloalkenyl, haloalkoXy, haloalkoxyalkyl, haloalk 
enyloXyalkyl, rnonocarboalkoxyalkyl, rnonocy 
anoalkyl, dicyanoalkyl, carboalkoxycyanoalkyl, car 
boalkoXy, carboXarnide, carboxarnidoalkyl; 

[0182] Z is selected from the group consisting of 
covalent single bond, (C(R15)2)q Wherein q is an 
integer selected from 1 through 2, and (CH(R15))]-— 
W—(CH(R15))k Wherein j and k are integers inde 
pendently selected from 0 through 2; 

[0183] W is selected from the group consisting of O, 
C(O), S, 5(0), and S(O)2; 

[0184] R15 is selected from the group consisting of 
hydrido, cyano, hydroXyalkyl, acyl, alkoXy, alkyl, 
alkenyl, alkynyl, alkoxyalkyl, haloalkyl, haloalk 
enyl, haloalkoXy, haloalkoxyalkyl, haloalkenyloXy 
alkyl, rnonocarboalkoxyalkyl, rnonocyanoalkyl, 

carboXarnide, and carboXarnnidoalkyl; 

[0185] R4, R8, R9, and R13 can be independently 
selected from the group consisting of hydrido, halo, 
haloalkyl, and alkyl; 

[0186] R5, R6, R7, R10, R11, and R12 are indepen 
dently selected from the group consisting of perha 
loaryloXy, alkanoylalkyl, alkanoylalkoxy, alkanoy 
loXy, N-aryl-N-alkylarnino, heterocyclylalkoXy, 
heterocyclylthio, hydroXyalkoXy, carboXarni 
doalkoXy, alkoxycarbonylalkoxy, alkoxycarbonyla 
lkenyloXy, aralkanoylalkoxy, aralkenoyl, N-alkylcar 
boXarnido, N-haloalkylcarboxarnido, 
N-cycloalkylcarboxarnido, N-arylcarboXarnni 
doalkoXy, cycloalkylcarbonyl, cyanoalkoXy, hetero 
cyclylcarbonyl, hydrido, carboXy, heteroaralkylthio, 
heteroaralkoXy, cycloalkylarnino, acylalkyl, acyla 
lkoXy, aroylalkoXy, heterocyclyloXy, aralkylaryl, 
aralkyl, aralkenyl, aralkynyl, heterocyclyl, perha 
loaralkyl, aralkylsulfonyl, aralkylsulfonylalkyl, 
aralkylsul?nyl, aralkylsul?nylalkyl, halocycloalkyl, 
halocycloalkenyl, cycloalkylsul?nyl, cycloalkyl 
sul?nylalkyl, cycloalkylsulfonyl, cycloalkylsulfony 
lalkyl, heteroarylarnino, N-heteroarylarnino-N-alky 
larnino, heteroarylarninoalkyl,haloalkylthio, 
alkanoyloXy, alkoXy, alkoxyalkyl, haloalkoxylalkyl, 
heteroaralkoXy, cycloalkoXy, cycloalkenyloxy, 
cycloalkoxyalkyl, cycloalkylalkoxy, cycloalkeny 
loXyalkyl, cycloalkylenedioXy, halocycloalkoxy, 
halocycloalkoxyalkyl, halocycloalkenyloxy, halocy 
cloalkenyloxyalkyl, hydroXy, arnino, thio, nitro, 
loWer alkylarnino, alkylthio, alkylthioalkyl, ary 
larnino, aralkylarnino, arylthio, arylthioalkyl, het 
eroaralkoxyalkyl, alkylsul?nyl, alkylsul?nylalkyl, 
arylsul?nylalkyl, arylsulfonylalkyl, heteroarylsul? 
nylalkyl, heteroarylsulfonylalkyl, alkylsulfonyl, 
alkylsulfonylalkyl, halo alkylsul?nylalkyl, halo alkyl 
sulfonylalkyl, alkylsulfonarnido, alkylarninosulfo 
nyl, arnidosulfonyl, rnonoalkyl arnidosulfonyl, 
dialkyl arnidosulfonyl, rnonoarylarnidosulfonyl, 
arylsulfonarnido, diarylarnidosulfonyl, rnonoalkyl 
rnonoaryl arnidosulfonyl, arylsul?nyl, arylsulfonyl, 
heteroarylthio, heteroarylsul?nyl, heteroarylsulfo 
nyl, heterocyclylsulfonyl, heterocyclylthio, 
alkanoyl, alkenoyl, aroyl, heteroaroyl, aralkanoyl, 
heteroaralkanoyl, haloalkanoyl, alkyl, alkenyl, alky 
nyl, alkenyloXy, alkenyloxyalky, alkylenedioXy, 
haloalkylenedioXy, cycloalkyl, cycloalkylalkanoyl, 
cycloalkenyl, loWer cycloalkylalkyl, loWer cycloalk 
enylalkyl, halo, haloalkyl, haloalkenyl, haloalkoXy, 
hydroXyhaloalkyl, hydroXyaralkyl, hydroXyalkyl, 
hydoXyheteroaralkyl, haloalkoxyalkyl, aryl, het 
eroaralkynyl, aryloXy, aralkoxy, aryloxyalkyl, satu 
rated heterocyclyl, partially saturated heterocyclyl, 
heteroaryl, heteroaryloXy, heteroaryloxyalkyl, het 
eroaralkyl, arylalkenyl, heteroarylalkenyl, carboXy 
alkyl, carboalkoXy, alkoXycarboXarnido, alkylarni 
docarbonylarnido, arylarnidocarbonylarnido, 
carboalkoxyalkyl, carboalkoxyalkenyl, car 
boaralkoXy, carboXarnido, carboxarnidoalkyl, cyano, 
carbohaloalkoXy, phosphono, phosphonoalkyl, diar 
alkoXyphosphono, and diaralkoXyphosphonoalkyl; 



US 2002/0165232 A1 

[0187] R5 and R6, R6 and R7, R7 and R8, R9 and R10, 
R10 and R11, R11 and R12, and R12 and R13 can be 
independently selected to form spacer pairs Wherein 
a spacer pair is taken together to form a linear moiety 
having from 3 through 6 contiguous atoms connect 
ing the points of bonding of said spacer pair mem 
bers to form a ring selected from the group consist 
ing of a cycloalkenyl ring having 5 through 8 
contiguous members, a partially saturated heterocy 
clyl ring having 5 through 8 contiguous members, a 
heteroaryl ring having 5 through 6 contiguous mem 
bers, and an aryl With the provisos that no more than 
one of the group consisting of spacer pairs R5 and R6, 
R6 and R7, and R7 and R8, can be used at the same 
time and that no more than one of the group con 
sisting of spacer pairs R9 and R10, R10 and R11, R11 
and R12, and R12 and R13 can be used at the same 
time. 

[0188] In an embodiment of compounds of Formula 
Cyclo-VII, 

[0189] n is the integer 1; 

[0190] X is selected from the group consisting of O, 
NH, and S; 

[0191] R16 is taken together With R4, R8, R9 or R13 to 
form a spacer selected from the group consisting of 
a covalent single bond, CH2, CH(CH3), CF2, C(O), 
C(S), and S02; 

[0192] R1 is selected from the group consisting of 
tri?uoromethyl, 1,1,2,2-tetra?uoroethoxymethyl, tri 
?uoromethoXymethyl, di?uoromethyl, chlorodi?uo 
romethyl, and penta?uoroethyl; 

[0193] R2 is selected from the group consisting of 
hydrido, phenyl, 4tri?uoromethylphenyl, vinyl, trif 
luoromethyl, penta?uoroethyl, 1,1,2,2-tetra?uoroet 
hoXymethyl, tri?uoromethoXymethyl, di?uorom 
ethyl, chlorodi?uoromethyl, 2,2,3,3,3 
penta?uoropropyl, and hepta?uoropropyl; 

[0194] R3 is selected from the group consisting of 
hydrido, methyl, ethyl, vinyl, phenyl, 4-tri?uorom 
ethylphenyl, methoXymethyl, tri?uoromethyl, trif 
luoromethoXymethyl, di?uoromethyl, chlorodi?uo 
romethyl, and penta?uoroethyl. 

[0195] In another embodiment of compounds of Formula 
Cyclo-VII, compounds have the formula: 

R6 
R5 

R7 

R1 X 

R8 
R2 Z—R15 

(CR3H)n/N 

Y R9 
R5 

R13 R10 

R12 R11 
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[0196] Wherein; 
[0197] n is the integer 1; 

[0198] X is oXy; 

[0199] R16 and R4 are taken together to form a cova 
lent single bond; 

[0200] R1 is selected from the group consisting of 
tri?uoromethyl, 1,1,2,2-tetra?uoroethoXymethyl, tri 
?uoromethoXymethyl, di?uoromethyl, chlorodi?uo 
romethyl, and penta?uoroethyl; 

[0201] R2 is selected from the group consisting of 
hydrido, phenyl, 4-tri?uoromethylphenyl, vinyl, tri 
?uoromethyl, penta?uoroethyl, 1,1,2,2-tetra?uoroet 
hoXymethyl, tri?uoromethoXymethyl, di?uorom 
ethyl, chlorodi?uoromethyl, 2,2,3,3,3 
penta?uoropropyl, and hepta?uoropropyl; 

[0202] R3 is selected from the group consisting of 
hydrido, methyl, ethyl, vinyl, phenyl, 4-tri?uorom 
ethylphenyl, methoXymethyl, tri?uoromethyl, trif 
luoromethoXymethyl, di?uoromethyl, chlorodi?uo 
romethyl, and penta?uoroethyl. 

[0203] In another embodiment of compounds of Formula 
VII, compounds have the Formula VII-3: 

[0204] or a pharmaceutically acceptable salt thereof, 
Wherein: 

[0205] R1 is selected from the group consisting of 
haloalkyl, haloalkenyl, haloalkoxyalkyl and haloalk 
enyloXyalkyl; 

[0206] R2 is hydroXyalkyl; 
[0207] Y is selected from the group consisting of 

covalent single bond and (C(RJHQZ)q Wherein q is an 
integer selected from 1 through 2; 

[0208] R14 is selected from the group consisting of 
hydrido, cyano, hydroXyalkyl, acyl, alkoXy, alkyl, 
alkenyl, alkoXyalkyl, haloalkyl, haloalkenyl, 
haloalkoXy, haloalkoXyalkyl, haloalkenyloxyalkyl, 
monocyanoalkyl, dicyanoalkyl, carboXamide, and 
carboXamidoalkyl; 

[0209] Z is selected from the group consisting of 
covalent single bond, (C(R15)2)q Wherein q is an 



[0215] 
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integer selected from 1 through 2, and (CH(R15))]-— 
W—(CH(R15))k Wherein j and k are integers inde 
pendently selected from 0 through 2; 

[0210] W is oXy; 

[0211] R15 is selected from the group consisting of 
hydrido, cyano, hydroXyalkyl, acyl, alkoXy, alkyl, 
alkenyl, alkoxyalkyl, haloalkyl, haloalkenyl, 
haloalkoXy, haloalkoXyalkyl, haloalkenyloXyalkyl, 
monocyanoalkyl, dicyanoalkyl, carboXamide, and 
carboXamidoalkyl; 

[0212] R4, R8, R9, and R13 are independently selected 
from the group consisting of hydrido, halo, 
haloalkyl, and alkyl; 

[0213] R5, R6, R7, R10, R11, and R12 are indepen 
dently selected from the group consisting of perha 
loaryloXy, alkanoylalkyl, alkanoylalkoXy, alkanoy 
loXy, N-aryl-N-alkylamino, heterocyclylalkoXy, 
heterocyclylthio, hydroXyalkoXy, carboXami 
doalkoXy, alkoXycarbonylalkoXy, alkoXycarbonyla 
lkenyloXy, aralkanoylalkoXy, aralkenoyl, N-alkylcar 
boXamido, N-haloalkylcarboXamido, 
N-cycloalkylcarboXamido, N-arylcarboXami 
doalkoXy, cycloalkylcarbonyl, cyanoalkoXy, hetero 
cyclylcarbonyl, hydrido, carboXy, heteroaralkylthio, 
heteroarylsulfonyl, heteroaralkoXy, cycloalky 
lamino, acylalkyl, acylalkoXy, aroylalkoXy, hetero 
cyclyloXy, aralkylaryl, aralkyl, aralkenyl, aralkynyl, 
heterocyclyl, haloalkylthio, alkanoyloXy, alkoXy, 
alkoxyalkyl, cycloalkoXy, cycloalkylalkoxy, 
hydroXy, amino, thio, nitro, loWer alkylamino, alky 
lthio, arylamino, aralkylamino, arylthio, arylthio 
alkyl,alkylsulfonyl, alkylsulfonamido, monoaryla 
midosulfonyl, arylsulfonyl, heteroarylthio, 
heterocyclylsulfonyl, heterocyclylthio, alkanoyl, 
alkenoyl, aroyl, alkyl, alkenyl, alkynyl, alkenyloXy, 
alkylenedioXy, haloalkylenedioXy, cycloalkyl, 
cycloalkylalkanoyl, halo, haloalkyl, haloalkoXy, 
hydroXyhaloalkyl, hydroXyalkyl, aryl, aralkyl, ary 
loXy, aralkoXy, saturated heterocyclyl, heteroaryl, 
heteroaryloXy, heteroaryloXyalkyl, arylalkyl, het 
eroarylalkyl, arylalkenyl, carboalkoXy, alkoXycar 
boXamido, alkylamidocarbonylamido, arylamidocar 
bonylamido, carboalkoxyalkyl, carboalkoXyalkenyl, 
carboXamido, carboXamidoalkyl, and cyano; 

[0214] R4 and R5, R5 and R6, R6 and R7, R7 and R8, 
R9 and R10, R10 and R11 R 11 and R12, and R12 and 
R13 spacer pairs can be independently selected from 
the group consisting of alkylene, alkenylene, alky 
lenedioXy, aralkylene, diacyl, haloalkylene, and aryl 
dioXylene With the provisos that no more than one of 
the group consisting of spacer pairs R4 and R5, R5 
and R6, R6 and R7, and R7 and R8 can be used at the 
same time and that no more than one of the group 

consisting of spacer pairs R9 and R10, R10 and R11, 
R11 and R12, and R12 and R13 can be used at the same 
time. 

In an embodiment of compounds of Formula VII-3, 

[0216] R1 is selected from the group consisting of 
tri?uoromethyl, 1,1,2,2-tetra?uoroethoXymethyl, 
chloromethyl, tri?uoromethoXymethyl, ?uorom 
ethyl, di?uoromethyl, chlorodi?uoromethyl, pen 
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[0218] 
VII, compounds have the Formula VII: 
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ta?uoroethyl, 2,2,3,3,3-penta?uoropropyl, 
ta?uoropropyl, and penta?uorophenoXymethyl; 

[0217] R2 is hydroXymethyl, 1-hydroXyethyl, and 
1,2-dihydroXyethyl. 

hep 

In another embodiment of compounds of Formula 

[0219] Wherein; 
[0220] X is oXy; 

[0221] R1 is selected from the group consisting of 
haloalkyl and haloalkoXyalkyl; 

[0222] R16 is hydrido; 

[0223] R2 and R3 are taken together to form a linear 
spacer moiety selected from the group consisting of 
a covalent single bond and a moiety having from 1 
through 6 contiguous atoms to form a ring selected 
from the group consisting of a cycloalkyl having 
from 3 through 8 contiguous members, a cycloalk 
enyl having from 5 through 8 contiguous members, 
and a heterocyclyl having from 4 through 8 contigu 
ous members; 

[0224] Y is selected from the group consisting of a 
covalent single bond and alkylene; 

[0225] Z is selected from the group consisting of a 
covalent single bond and alkylene; 

[0226] R14 is selected from the group consisting of 
hydrido, alkyl, and haloalkyl; 

[0227] R15 is selected from the group consisting of 
hydrido, alkyl, and haloalkyl; 

[0228] R4, R8, R9, and R13 are independently selected 
from the group consisting of hydrido and halo; 

[0229] R5, R6, R7, R10, R11, and R12 are indepen 
dently selected from the group consisting of perha 
loaryloXy, N-aryl-N-alkylamino, heterocyclyla 
lkoXy, heterocyclylthio, hydroXyalkoXy, 
carboXamidoalkoXy, alkoXycarbonylalkoXy, alkoXy 
carbonylalkenyloXy, aralkanoylalkoXy, aralkenoyl, 
N-arylcarboXamidoalkoXy, cycloalkylcarbonyl, 
cyanoalkoXy, heterocyclylcarbonyl, hydrido, alkyl, 




























































































































































































































































































































































