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Self-emulsifying Formulations of Cholesteryl Ester

Transfer Protein Inhibitors

Field Of The Invention .
This invention relates to encapsulated formulations of cholesterol ester transfer

protein (CETP) inhibitors for use in mammals, especially humans, which for mulations
provide increased concentrations of CETP inhibitors for absorption, hence higher

. bioavailability.

Background of the Invention
CETP inhibitors, as a class, are characterizeq by high binding activity. Such

CETP inhibitors are generally hydrophobic, however, with the consequence that they
have extremely low aqueous solubility and have low oral bioavailability. Such
compounds have generally proven to be difficult to formulate for oral administration
such that high bioavailabilities are achieved.

Atherosclerosis and its associated coronary artery disease (CAD) is the
leading cause of death in the industriglized world. Despite attempts to modify
secondary risk factors (smoking, obesity, lack of exercise) and treatment of
dyslipidemia with dietary modification and drug therapy, coronary heart disease
(CHD) remains the most common cause of death in the U.S., where cardiovascular
disease accounts for 44% of all deaths, with 53% of these associated with
atherosclerotic cdronary heart disease.

Risk for development of this condition has been shown to be strongly
correlated with certain plasma lipid levels. While elevated LDL-cholesterol may be
the most recognized form of dyslipidemia, it is by no means the only significant lipid-
associated contributor to CHD. Low HDL-cholesterol is also a known risk factor for
CHD (Gordon, D.J., et al.,: "High-density Lipoprotein Cholestero! and Cardiovascular
Disease", Circulation, (1989), 79: 8-15).

High LDL-cholesterol and triglyceride levels are positively correlated, while
high levels of HDL-cholesterol are negatively correlated, with the risk for developing
cardiovascular diseases. Thus, dyslipidemia is not a unitary risk profile for CHD but
may be comprised of one o;:moré lipid aberrations. A '
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Among the many factors controlling plasma levels of these disease
dependent principles, cholesteryl ester transfer protein (CETP) activity affects all
three. The role of this 70,000 dalton plasma glycoprotein found in a number of
animal species, including humans, is to transfer cholesteryl ester and triglyceride
between lipoprotein particles, including high density lipoproteins (HDL), low density
lipoproteins (LDL), very low density lipoproteins (VLDL), and chylomicrons. The net
result of CETP activity is a lowering of HDL cholesterol and an increase in LDL -
cholesterol. This effect on lipoprotein profile is believed to be pro-atherogenic,
especially in subjects whose lipid profile constitutes an increased risk for CHD. -

No wholly satisfactory HDL-elevating therapies exist. Niacin can significantly
increase HDL, but has serious toleration issues that reduce compliance. Fibrates
and the HMG CoA reductase inhibitors raise HDL-cholesterol only modestly (~10- B
12%). As a result, there is a significant unmet medical need for a well-tolerated
agent that can significantly elevate plasma HDL levels, thereby reversing or slowing
the progression of atherosclerosis.

CETP inhibitors have been developed that inhibit CETP activity, and thus, if
present in the blood, should result in higher HDL cholesterol levels and lower LDL
cholesterol levels. To be effective, such CETP inhibitors must be absorbed into the
blood. Oral dosing of CETP inhibitors is preferred because to be effective such CETP
inhibitors must be taken on a regular basis, such as daily. Accordingly, it is preferred
that patients be able to take CETP inhibitors by oral dosing rather than by injection.

However, it has proven to be difficult to formulate CETP inhibitors for oral
administration such that therapeutic blood levels are achieved. CETP inhibitors, in
general, possess a number of characteristics that render them péoriy bioavailable
when dosed orally in a conventional manner. CETP fnhi_bitors tend to be quite
hydrophobic and exiremely water insoluble, with solubility in aqueous solution of
usually less than about 10 pg/mi and typically less than 1 pg/mi. Often the aqueous
solubility of CETP inhibitors is less than 0.1 pg/ml. Indeed, the solubility of some
CETP inhibitors is so low that it is in fact difficult to measure. Accordingly, when
CETP inhibitors are dosed orally, concentrations of CETP inhibitor in the aqueous '
environment of the gastrointestinal tract tend to be extremely low, resuilting in poor
absorption from the Gl tract to blood. The hydrophobicity of CETP inhibitors not only
leads to low equilibrium aqueous solubility but also tends to make the drugs poor_ly e

wetting and slow to dissolve, further reducing their tendency to dissolve and be
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absorbed from the gastrointestinal tract. This combination of characteristics has
resulted in the bicavailability for orally dosed conventional crystalline or amorphous
forms of CETP inhibitors generally to be quite low, often having absolute
bioavailabilities of less than 1%.

Various attempts have been made to improve the aqueous concentration of
CETP inhibitors, but generally have met with limited success. Conventional methods
of formulation do not provide sufficient solubilities and thus poor oral bicavailabilities
have been obtained. Pre-dissolving CETP inhibitors in hydrophilic solvents such as
acetone or PEG followed by delivery as a solution have failed due to inadequate
éolubility in the solvent or precipitation upon dilution into the aqueous medium .
‘Suspensions of crystaliine drug do not provide sufficient concentrations of drug in
solution due to very low aqueous solubilities and therefore yield inadequate blood
levels.

One approach that has been disclosed to formulate CETP inhibitors is the
formation of CETP solutions in lipids. Solutions in medium chain triglycerides have

_been of value either as oral solutions or encapsulated in softgels. However, the
solubility (65 mg/mL or less) for some of the most potent and useful CETP inhibitors
known to the inventors has limited the dose to 30 mg in a reasonable sized softgel.
The efficacious dose is expected to be several multiples of this and therefore may
require administration of more than 2 softgels per day.

It has also been found that it is n(ecessary to administer triglyceride solutions
with food in order to achieve efficacious blood levels of CETP inhibitors. Food effects
of 20-30x have been observed in man for some CETP inhibitors, with considerable
variability between patients. The food effect is the ratio of plasma AUC values
measured for administration of drug with a meal vs. administration in the fasted state.
In addition, there is minimal CETP inhibition in the absence of food due to low fasted
plasma exposure. As a result, labeling would need to indicate administration with
food. This strong dependence of exposure on food could compromise the
effectiveness of this medication in the treatment of atherosclerosis if there is a lack of
compliance with labeling instructions.

Therefore, there remains a need to develop oral formulations of CETP
inhibitors that would reduce the food effect substantially, primarily by improving fasted
exposure, thereby minimizing patient-to-patient variability in clinical outcome. An

" increase in the dose per capsule would also be a desirable improvement.



10

15

20

25

30

012619

4-

Lack of mixing between oil formulations and the aqueous environment of the
Gl tract is known to fead to variable gastric emptying and thus variable absorption.
A frequent means of increasing fasted bioavailability of hydrophobic drugs is to use
a surfactant or combination of surfactants to produce an emulsion, which, if of
sufficiently small particle size can lead to enhanced absorption of the drug. Lipid
solutions containing surfactants that spontaneously form emulsions when mixed with
an aqueous medium are referred to in the literature as self-emulsifying drug delivery
systems (SEDDS) ( S. Charman, et. al., Pharm Res., vol. 9, 87 (1992)). They are
isotropic mixtures of oil, typically medium chain triglycerides, and non-ionic emulsifier
that yield fine emulsions when gently mixed with aqueous fluid, such as in the
stomach and intestine, and have the appropriate polarity for fast drug release (C. W.

~ Pouton, Adv. Drug Deliv. Rev, vol. 25, 47 (1997); P.P. Constantinides, Pharm. Res.,

vol. 12, 1561 (1995); A. Humberstone and W. Charman, Adv. Drug Del. Rev., vol 25,
103 (1997)). Early SEDDS were defined as forming an. emulsion with particle size
below 5 microns (S. Charman, et. al., Pharm Res., vol. 9, 87 (1992)) and utilized
MIGLYOL® and a single surfactant, Tagat TO, which has an HLB (hydrophilic-
lipophilic balance) of 10, to form a emulsion with a droplet size of 3 microns. Tagat
is not available for human use as are other excipients with the appropriate
properties.

Much of the effort in both the open and patent literature has been invested in
formulations of cyclosporin. A formulat{on of cyclosporin that was found to increase
bioavailability by in situ generation of an emulsion utilized long chain triglyceride, a
polyglycolyzed glyceride, and ethanol and was marketed as Sandimmune®
(Cavanak (Sandoz)). See US 4,388,307 (1983). This had the disadvantage of
considerable variability in oral bioavailability and PK profile. Subsequently, a self-
microemulsifying system was developed (Meinzer, (Sandoz) WO 93/20833; Ritschel,
Clin. Transplant., vol. 10, 364 (1996)) using polyethoxylated hydrogenated castor oil
(Cremophc:r® RH40), corn oil mono-, di- and triglycerides, propylene glycol and
ethanol. This softgel formulation, marketed as Neoral®, reduced variability in
exposure and also reduced the moderate food effect (Mueller, Pharm . Res. vol 11,
151 (1994)).

Lipophilic solvents have been used in place of ethanol or propylene glycol
which will not migrate to the shell and affect shell integrity and/or volatilize and thus _ .

" impact on the concentration in the fill and on solubility. Triacetin has been used as a
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lipophilic cosolvent for cyclosporin microemulsion preconcentrates with a long chain
triglyceride and high HLB surfactant (Hong (Chong Kun Dang Corp.) WO
99/000002). It has also been used alone and in a mixture with propylene glycol
dicaprylate/dicaprate and a high HLB surfactant for ketoprofen and related anti-
inflammatory acids (Sheliey and Wei (Scherer) WO 95/31979A).

US 5,993,858 discloses the use of an oil, high HLB surfactant, cosurfactant
and triacetin as cosolvent for self-emulsifying formulations of hydrophobic drugs.
Propylene carbonate has also been used as a lipophilic solvent for cyclosporm self-
emulsifying systems (Woo (Novartis)

WO 97/48410 and US 5,958,876 (1999)). Use of ethyl lactate as a cosolvent
for cyclosporin formulations, including clinical evaluation, has also been reported
(WO 00/40219).

Summary Of The Invention
This invention provides pharmaceutical compositions that are liquid solutions,

suspensions, and (oil-in-water) emulsions of CETP inhibitors, said solutions being
orally administrable. The solutions or dispersions may be administered, for example,
as fill in encapsulated dosage forms such as hard or soft gelatin capsules. The CETP
inhibitors can be dissolved or dispersed in a variety of lipophilic vehicles, as further
described and discussed below, such as digestible oils, solvents and surfactants,
including mixtures of any two or more of the aforementioned vehicles.

Reference to a compositional component such as a “digestible oil”, to a
“surfactant” and so forth, shall be understood as including mixtures of such
components such as mixtures of digestible oils and surfactants.

In a first embodiment, the CETP inhibitor is dissolved or dispersed in a
digestible oil such as a medium chain triglyceride oil or a mixture of digestible oils.

In a second embodiment, the CETP inhibitor is dissolved or dispersed in a
digestible oil with one or more high HLB surfactants. The aforementioned solution or
dispersion containing a high HLB surfactant or surfactant mixture may optionally
contain one or more low HLB surfactants.

In a third embodiment, the CETP inhibitor is dissolved in a pharmaceutically
acceptable lipophilic solvent optionally containing a digestible oil or digestible oil
mixture. The CETP inhibitor solvent solution or dispersion or solvent/digestible oil
solution or dispersion may optionally contain one or more high HLB surfactants and/or
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one or more low HLB surfactants.

The presence of one or more surfactants can, upon contacting the
pharmaceutical composition with water, yield an emulsion that is either preformed by
mixing with an aqueous phase or that is generated in vivo by contacting the aqueous
fluids of the gastrointestinal tract. Formation of an emulsion can improve fasted
bioavailability and thus reduce the food effect in man (j.e., the effect of food upon
absorption and/or bioavailability of a drug). It can also allow the oil to be consumed as
a beverage in addition to being administered in capsules. Use of surfactants to
provide an emulsion can also be of value for increasing exposures in toxicology

'species. Combination of a digestible oil with a cosolvent can have the advantage of
- higher solubility and thus a higher dose in a given volume of formulation than is

obtainable with the digestible oil alone. It is advantageous for bicavailability to have

the entire dose dissolved. The presence of a third component in any of the above

embodiments may also improve miscibility between the first two components.
Thus, in a first embodiment, the invention provides an orally administrabie

- pharmaceutical composition comprising a CETP inhibitor and a lipophilic vehicle

selected from a digestible oil, a lipophilic solvent (also referred to herein as a
“cosolvent’, whether or not another solvent is in fact present), a lipophilic surfactant,
and mixtures of any two or more thereof. Preferred embodiments include a CETP
inhibitor and: (1) the combination of a pharmaceutically acceptable digestible oil and a
surfactant; (2) the combination of a pharmaceutically acceptable digestible oil and a
lipophilic solvent which is miscible therewith; and (3) the combination of a
pharmaceutically acceptable digestible oil, a lipophilic solvent, and a surfactant.

In a particularly preferred embodiment, the invention provides a corﬁposition of
matter for increasing the oral bioavailability of a CETP . inhibitor. The composition
comprises:

1. a CETP inhibitor;

a cosolvent;

a surfactant having an HLB of from 1 to not more than 8;
a surfactant having an HLB of over 8 up to 20; and

o LD

optionally, a digestible oil.
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In such formulations, all of the excipients are pharmaceutically
acceptable. The above composition is sometimes referred to herein as a “pre~
concentrate”, in reference to its function of forrhing a stable emulsion when gently
mixed with water or other aqueous medium, usually gastrointestinal fluids. It is also
referred to herein as a “fill", referring to its utility as a fill for a softgel capsule.

Reference herein is frequently made fo a softgel as a preferred dosage form
for use with this invention, “softgel” being an abbreviation for soft gelatin capsules. ltis
understood that when reference is made to the term “softgel” alone, it shall be
understood that the invention applies equally to all types of gelatin and non-gelatin

- capsules, regardless of hardness, softness, and so forth.
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20
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A cosolvent means a solvent in which the CETP inhibitor of interest is highly
soluble, having, for any given CETP inhibitor, a solubility of at least 150 mg/mL.

As noted above, and as discussed further below, a digestible oil can form a part
of the pre-concentrate. If no other component of the pre-concentrate is capable of
functioning as an emulsifiable oily phase, a digestible oil can be induded as the oil
which acts as a solvent for the CETP inhibitor and which disperses to form the
(emulsifiable) oil droplet phase once the pre-concentrate has been added to water.
Some surfactants can serve a dual function, however, i.e., that of acting as a
surfactant and also as a solvent and an oily vehicle for forming an oil-in-water
emulsion. In the event such a surfactant is employed, and, depending on the amount
used, a digestible oil may be required in less of an amount, or not required at all.

The pre-concentrate can be self-emulsifying or self-microemulsifying.

The term “self-emulsifying” refers to a formulation which, when diluted by a
factor of at least 100 by water or other aqueous medium and gently mixed, yields an
opaque, stable oil/water emulsion with a mean droplet diameter less than about § °
microns, but greater than 100 nm, and which is generally polydisperse. Such an
emulsion is stable for at least several (i.e., for at least 6) hours, meaning there is no
visibly detectable phase separation and that there is no visibly detectable
crystallization of CETP inhibitor.

The term “self-microemulsifying” refers to a pre-concentrate which, upon at

least 100 x dilution with an aqueous medium and gentle mixing, yields a non-opaque,

stable oil/water emulsion with an average droplet size of about 1 micron or less, said

average particle size preferably being less than 100 nm. The particle size is primarily
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unimodal. Most preferably the emulsion is transparent and has a unimodal particle
size distribution with a mean diameter less than 50 nm as determined, for example, by
dynamic light scattering. The microemulsion is thermodynamically stable and without
any indication of crystallization of CETP inhibitor.

“Gentle mixing” as used above is understood in the art to refer to the formation
of an emulsion by gentle hand (or machine) mixing, such as by repeated inversions on
a standard laboratory mixing machine. High shear mixing is not required to form the
emulsion. Such pre-concentrates generally emulsify nearly spontaneously when
introduced into the human (or other animal) gastrointestinal tract.

The term “CETP inhibitor” implies any such compound that is sparingly or
poorly water soluble. Generally, and as mentioned above, such compounds exhibit
an aqueous solubility (e.g., in water) of less than about 10 rg/mL measured at about
22°C and at a physiologically relevant pH of from 1 through 8.

Combinations of 2 surfactants, one being a low HLB surfactant with an HLB of
1 to 8, the other being a high HLB surfactant with a higher HLB of over 8 to 20,

. -preferably 9 to 20, can be employed to create the right conditions for efficient

emulsification. The HLB, an acronym for “hydrophobic-lipophilic balance”, is a rating
scale which can range from 1-20 for non-ionic surfactants. The higher the HLB, the
more hydrophilic the surfactant. Hydrophilic surfactants (HLB ca. 8 -20), when used
alone, provide fine emulsions which are, advantageously, more likely to empty
uniformly from the stomach and provide a much higher surface area for absorption.
Disadvantageously, however, limited miscibility of such high HLB surfactants with oils
can limit their effectiveness, and thus a low HLB, lipophilic surfactant (HLB ca. 1-8) is
also included. This combination of surfactants can also provide superior -
emulsification. A combination of a medium chain triglyceride (such as Miglyo!® 812),
Polysorbaie 80 (HLB 15) and medium chain mono/diglycerides (Capmul® MCM, HLB
=6) was found to be as efficient as Miglyol® 812 and a surfactant with an HLB of 10
(Labrafac® CM). N.H. Shah etal. Int. J. Phamm., vol 106, 15 (1994). The advantages
of using combinations of high and low HLB surfactants for self-emulsifying systems,
including promotion of lipolysis, have been demonstrated by Lacy, US 6,096,338,
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Detailed Description

Suitable digestible oils, which can be used alone as the vehicle or in a vehicle
which includes a digestible oil as part of a mixture, include medium chain triglycerides
(MCT, C6-C12) and long chain triglycerides (LCT, C14-C20) and mixtures of mono-,
di~, and triglycerides, or lipophilic derivatives of fatty acids such as esters with alkyl
alcohols. Examples of preferred MCT's include fractionated coconut oils, such as
Miglyol® 812 which is a 56% caprylic (C8) and 36% capric (C10) triglyceride, Miglyol®
810 (68% C8 and 28% C10), Neobee® M5, Captex® 300, Captex® 355, and
Crodamol® GTCC. The Miglyols are supplied by Condea Vista Inc. (Huls), Neobee®
by Stepan Europe, Voreppe, France, Captex® by Abitec Corp., and Crodamol® by

- Croda Corp. Examples of LCTs include vegetable oils such as soybean, éafﬂower,

comn, olive, cottonseed, arachis, sunflowerseed, palm, or rapeseed. Examples of fatty
acid esters of alky! alcohols include ethyl oleate and glyceryl monooleate. Of the
digestible oils MCT'’s are preferred, and Miglyol® 812 is most preferred.

The vehicle may also be a pharmaceutically acceptable solvent, for use alone,

- or as a cosolvent in a mixture. Suitable solvents include any solvent that is used to

increase solubility of the CETP inhibitor in the formulation in order to allow delivery of
the desired dose per dosing unit. 1t is not generally possible to predict the solubility of
CETP inhibitors in the individual solvents, but such can be easily determined by “trial
runs”. Suitable solvents include triacetin: (1,2,3-propanetriyl triacetate or glyceryl
triacetate available from Eastman Chemical Corp.) or other polyol esters of fatty acids,
trialkyl citrate esters, propylene carbonate, dimethylisosorbide, ethyl lactate, N-methyl
pyrrolidones, transcutol, glycofurol, peppermint oil, 1,2- propylene glycol, ethanol, and
polyethylene glycols. Preferred as solvents are triacetin, propylene carbonate
(Huntsman Corp.), transcuto! (Gatiefosse), ethyl lactate (Purac, Lincolnshire, NE) and
dimethylisosorbide (sold under the registered trademark ARLASOLVE DM, ICl
Americas). A hydrophilic solvent is more likely to migrate to the capsule shell and
soften the shell, and, if volatile, its concentration in the composition can be reduced,
but with a potential negative impact on active component (CETP inhibitor) solubility.
More preferred are the lipophilic solvents triacetin, ethyl lactate and propylene
carbonate. Most preferred is triacetin. 7

Hydrophilic surfactants having an HLB of 8-20, preferably having an HLB
greater than 10, are particularly effective at reducing emulsion droplet particle size.
Suitable choices include nonionic surfactants such as polyoxyethylene 20 sorbitan
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monooleate, polysorbate 80, sold under the trademark TWEEN 80, available
commercially from ICI; polyoxyethylene 20 sorbitan monolaurate (Polysorbate 20,
TWEEN 20); polyethylene (40 or 60) hydrogenated castor oil (available under the
registered trademarks CREMOPHOR® RH40 and RH80 from BASF), polyoxyethylene
(35) castor oil (CREMOPHOR® EL); polyethylene (60) hydrogenated castor oil
(Nikkol® HCO-60); alpha tocopheryl polyethylene glycol 1000 succinate (Vitamin E
TPGS); -glyceryl PEG 8 caprylate/caprate (available commercially under the registered
frademark LABRASOL® from Gattefosse); PEG 32 glyceryl laurate (sold commercially
under the registered trademark GELUCIRE® 44/14 by Gattefosse), polyoxyethylene
fatty acid esters (availble commercially under the registered trademark MYRJ from
ICI), polyoxyethylene fatty acid ethers (available commercially under the registered
trademark BRIJ from ICI). Preferred are Polysorbate 80, CREMOPHOR® RH40
(BASF), and Vitamin E TPGS (Eastman). Most preferred are Polysorbate 80 and
CREMOPHOR® RH40.

Lipophilic surfactants having an HLB of less than 8 are useful for achieving a

- —balance of polarity to provide a stable emuision, and have also been used to reverse

the lipolysis inhibitory effect of hydrophilic surfactants. Suitable lipophilic surfactants
include mono and diglycerides of capric and caprylic acid under the following
registered trademarks: Capmul® MCM, MCM 8, and MCM 10, available commercially
from Abitec; and Imwitor® 988, 742 or 308, available commercially from Condea Vista:
polyoxyethylene 6 apricot kernel oil, available under the registered trademark Labrafil®
M 1944 CS from Gattefosse; polyoxyethylene corn oil, available commercially as
Labrafil® M 2125; propylene glycol monolaurate, available commercially as -
Lauroglycol from Gattefosse; propylene glycol dicaprylate/caprate available
commercially as Captex® 200 from Abitec or Miglyol® 840 from Condea Vista,
polyglycery! oleate available commercially as Plurol oleique from Gattefosse, sorbitan
esters of fatty acids (e.g. Span® 20, Crill® 1, Crill® 4, available commercially from IC}
and Cro:Ja), and glyceryl monooleate (Maisine, Peceol). Preferred from this class are
Capmul® MCM (Abitec Corp.) and Labrafil® M1944 CS (Gattefosse). Most preferred
is Capmul® MCM,

In addition to the main liquid formulation ingredients previously noted, other
stabilizing additives, as conventionally known in the art of softgel formulation, can be
introduced to the fill as needed, usually in relatively small quantities, such as |
antioxidants (BHA, BHT, tocopherol, propyl gallate, etc.) and other preservatives such
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as benzyl alcohol or parabens. ,

The composition can be formulated as a fill encapsulated in a soft gelatin
capsule, a hard gelatin capsule with an appropriate seal, a non-gelatin capsule such
as a hydroxypropy! methyicellulose capsule or an oral liquid of emulsion by methods

5 commonly employed in the art. The fill is prepared by mixing the excipients and CETP
inhibitor with heating if required.

The ratio of CETP inhibitor, digestible oil, cosolvent, and surfactants depends
upon the efficiency of emulsification and the solubility, and the solubility depends on
the dose per capsule that is desired. A self-emulsifying formulation is génerally useful

10  if the primary goals are to deliver a high dose per sofigel (at least 60 mg) with,
generally, a much lower food effect than with an oil solution alone. In general, softgel
preconcentrates having solubilities of CETP inhibitor of at least 140 mg/mL in the
preconcentrate, and thus requiring higher amounts of cosolvent and lower levels of
surfactants and oil, are preferred.

15 in general, the following ranges, in weight percent, of the components for a

. self-emulsifying formulation of CETP inhibitors are: A

1 - 50 % CETP inhibitor
5~ 60 % cosolvent

20 5 - 75 % high HLB surfactant
5 — 75 % low HLB surfactant

Preferred ranges which have advantageously low food effects include those stated
immediately below: - ' )
25 1 - 33 % CETP inhibitor
0 - 30 % digestible oil
15 - 55 % cosolvent
5 - 40 % high HLB surfactant
10 - 50 % low HLB surfactant
30
More preferred ranges include
1 - 25 % CETP inhibitor
10 - 25 % digestible oil
20 - 35 % cosolvent
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10 - 30 % high HLB surfactant
15 - 35 % low HLB surfactant

If a specific goal is a minimal food effect, then a self-microemulsifying
5  formulation is advantageous. Such formulations generally require relatively high
levels of surfactants and a reduced amount of cosolvent. These formulations can,
however, result in lower solubilities and, accordingly, a lower dose per capsule.
These formulations have been found to increase fasted exposure,
General ranges, in weight percent, for the components for a self- -
10 microemulsifying formulation of CETP inhibitors are
1 - 40% CETP inhibitor
5 - 65 % digestible oil
5 — 60 % cosolvent
10 ~ 75 % high HLB surfactant
15 5 =75 % low HLB surfactant
Preferred ranges include those which follow
— 1- 20 % CETP inhibitor
5 - 30 % digestible oil
5 - 45 % cosolvent
20 30 - 55%, high HLB surfactant
10 - 40 %, low HLB surfactant

-

Specific examples of preferred formulations include:
A composition comprising '

25 a compound which is [2R,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-
methoxycarbonyl-amino]—2-ethyl-6-triﬂuoromethyl-3,4~dihydro-2H-quinoline-1—
carboxylic acid ethyl ester; or a compound which is [2R,48] 4-[acetyl-(3,5-bis-
triﬂuoromethyl-benzyl)-amino]-2-ethyl-6—triﬂuoromethyl-3,4-dihydro—2H-quinoline-1 -
carboxylic acid isopropyl ester; or a compound which is [2R, 4S] 4-[(3,5-Bis-

30 triﬂuoromethyl—benzyl)-methoxycarbonyl-amino}-2-ethyl~6-triﬂuoromethyl-3,4-
dihydro-2H-quinoline-1-carboxylic acid isopropy! ester

a cosolvent;
a high HLB surfactant;
a low HLB surfactant; and
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optionally, a digestible oil.
A more preferred composition is that noted immediately above, wherein

said cosolvent is friacetin or ethyl lactate;

said high HLB surfactant comprises polysorbate 80 or a polyethylene
hydrogenated castor oil;

said low HLB surfactant comprises a mixture of mono- and diglycerides of
capric and caprylic acids;

said digestible oil comprises a medium chain triglyceride, wherein each of the
three hydrocarbon chains therein is predominantly C6-C12.

A more specific preferred composition is that noted immediately above, which
comprises, by weight:

5 -25% of said CETP inhibitor;

10-25% of said digestible oil;

20-35% of said cosolvent:

10-35% of said high HLB surfactant; and

10-35% of said low HLB surfactant;

A still more specific preferred embodiment is that noted immediately above which
comprises, by weight:

8-12% of [2R,48] 4-[(3,S-bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]—2—
ethyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester

10-20% of said digestible oil;

25-35% of said cosolvent which comprises triacetin:

10-30% of said high HLB surfactant which comprises polysorbate 80; and

15-35% of said low HLB surfactant which comprises a mixture of medium chain

mono- and di-glycerides.

Another still more specific preferred embodiment is one, which comprises, by weight:
8-12% of [2R 48] 4-[acetyl-(3,5-bis-triﬂuoromethyl-benzyl)-amino]-2—ethyl-6—
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;
10-20% of said digestible oil;
~ 25-35% of said cosolvent which comprises triacetin;
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10-30% of said high HLB surfactant which comprises a polyethylene 40)
hydrogenated castor oil;

15-35% of said low HLB surfactant, which comprises a mixture of medium
chain mono- and di-glycerides. '

5
Another still more specific preferred embodiment is one which comprises, by weight
8-25% of [2R, 49] 4-[(3,5-Bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-
2-ethyl-s-triﬂuoromethyl-s,4~dihydro-2H-quinoline-1-carboxylic acid isopropy! ester;
10-25% of digestible oil; :
10 20-35% of said cosolvent which comprises triacetin;

10-30% of said high HLB surfactant which comprises polysorbate 80; and

15-35% of said low HLB surfactant which comprises a mixture of medium chain

mono-~ and di-glycerides.

As indicated by the broadest range above, the digestible oil may be optionally

15 omitted in order to further increase the amount of cosolvent and, therefore, solubility
of the CETP inhibitor in the pre-concentrate.

o In addition to the main softgel capsule ingredients previously noted, other .
stabilizing additives, as conventionally known in the art of softgel formulation, can be
introduced to the fill as needed, usually in relatively small quantities, such as

20  antioxidants (BHA, BHT, tocopherol, propyl gallate, etc.) and other preservatives such
as benzyl alcohol or parabens.

The composition can be formulated as a fill encapsulated in a soft gelatin
capsule, a hard gelatin capsule with an appropriate seal, a non-gelatin capsule such
as a hydroxypropyl methylcellulose capsule or an oral liquid or emulsion by methods

25  commonly employed in the art. The fill is prepared by mixing the excipients and CETP
inhibitor with heating if required.

Preferred embodiments comprise a CETP inhibitor with:
30 (a) solubility less than 10 pg/mi;

(b) clog P greater than 5; and/or

(c) dose greater than 10 mg, preferably at least 30 mg.



10

15

20

25

30

012619

-15-

The invention is not limited by any particular structure or group of CETP
inhibitors. Rather, the invention has general applicability to CETP inhibitors as a class,
the class tending to be composed of compounds having low solubility. Compounds
which may be the subject of the invention may be found in a number of patents and
published applications, including DE 19741400 A1; DE 19741399 A1, WO 9914215
A1, WO 9914174, DE 19709125 A1; DE 19704244 A1; DE 19704243 A1; EP
818448 A1; WO 9804528 A2; DE 19627431 A1; DE 19627430 A1 ; DE 19627419
A1, EP 796846 A1; DE 19832159; DE 818197; DE 19741051 ; WO 9941237 A1;
WO 9914204 A1, WO 9835937 A1; JP 11049743; WO 200018721; WO
200018723; WO 200018724; WO 200017164; WO 200017165, WO 200017166

. EP 992496; and EP 987251, all of which are hereby incorporated by reference in their

entirety.

Oral delivery of many CETP inhibitors is particularly difficult because their
aqueous solubility is usually extremely low, typically being less than 2 pg/ml, often
being less than 0.1 ug/ml. Such low solubilities are a direct consequence of the
particular structural characteristics of species that bind to CETP and thus act as CETP
inhibitors. This low solubility is primarily due o the hydrophobic nature of CETP
inhibitors. Log P, defined as the base 10 logarithm of the ratio of the drug
concentration in octanol to the drug concentration in water in a partitioning experiment,
is a widely accepted measure of hydrophobicity. In general, Log P values for CETP
inhibitors are greater than 4 and are often greater than 5 to 7. This property may also
be calculated from the structure of the molecule and is designated “clog P.”. The
calculation of cLog P values from chemical structures is given in Leo, A.J.
“Calculating log P from structures”, Chem. Rev. 1993, 93, 1281. Thus, the
hydrophobic and insoluble nature of CETP inhibitors as a class pose a particular
challenge for oral delivery. Achieving therapeutic drug levels in the blood by oral
dosing of practical quantities of drug generally requires a large enhancement in drug
concentrations in the gastrointestinal fluid and a resulting large enhancement in
bioavailability.

The formulations of this invention will be administered in such an amount that
an effective dose of the CETP inhibitor of interest is administered to the patient. The
amount of CETP inhibitor will generally be known or determined by the attending
physnc:an Thus the amount or volume of preconcentrate administered will be
determmed by the amount of CETP inhibitor prescribed and/or otherwise desired as a
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dose and the solubility of the CETP in the preconcentrate. In general, an effective -
dose for most CETP inhibitors is in the range of from 5 o 500 mg, preferably 10-300
mg, more preferablly 10-200 mg per day, in single or divided doses. The compositions
of the invention are pre-concentrates for emulsification which are generally
administered orally, in soft or hard gelatin capsules, gelatin encapsulation technology
being well known to the pharmaceutical arts. Such pre-concentrates can also be
administered in aqueous oral emulsions by adding the pre-concentrate to water or
other aqueous liquid (e.g., soda). They can be mixed with an aqueous liquid and sold
as pre-formed emulisions, or added to food such as ice cream. o

Turning now to the chemical structures of specific CETP inhibitors, one class of
CETP inhibitors that finds utility with the present invention consists of oxy substituted

‘4-carboxyamino-2-methyl-1 ,2,3,4-tetrahydroquinolines having the Formula |

O

I-1

Formula |

and pharmaceutically acceptable sa”lts,l enantiomers, or stereoisomers of said
compounds;
wherein R4 is hydrogen, Y, W-X;, W-Y;;
wherein W, is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl;
X is -O-Y), -8-Y,, -N(H}-Y, or -N-(Y});;

wherein Y, for each occurrence is independently Z, or a fully saturated, partially
unsaturated or fully unsaturated one to ten membered straight or branched carbon
chain wherein the carbons, other than the connecting carbon, may optionally be
replaced with one or two heteroatoms selected independently from oxygen, sulfur and
nitrogen and said carbon is optionally mono-, di- or tri-substituted independently with
halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally

mono-substituted with oxo, said sulfur is optionally mono- or di-substituted with oxo,
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said nitrogen is optionally mono-, or di-substituted with oxo, and said carbon chain is
optionally mono-substituted with Z;;

wherein Z, is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected independently
from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two fused partially
saturated, fully saturated or fully unsaturated three to six membered rings, taken
independently, optionally having one to four heteroatoms selected independently from
nitrogen, sulfur and oxygen; )

wherein said Z, substituent is optionally mono-, di- or tri-substituted
independently with halo, (C,-Cs)alkenyl, (C-Cy) alkyl, hydroxy, (C;-Cg)alkoxy, (C;-

. Cy)alkylthio, amino, nitro, cyano, oxo, carboxyl, (C+-Ce)alkyloxycarbonyl, mono-N- or di-

N,N~(C+-Cs)alkylamino wherein said (C4-Cs)alkyl substituent is optionally mono-, di- o
tri-substituted independently with halo, hydroxy, (C4-Ce)alkoxy, (C+-Cy)alkyithio, amino,
nitro, cyano, oxo, carboxyl, (C1-Cs)a|kyloxycarbonyl mono-N- or di-N,N-(C;-
Ce)alkylamino, said (C;-Cs)alky! substituent is also optionally substituted with from one
to nine fluorines;
Rz is hydrogen or Q;

wherein Q, is a fully saturated, partially unsaturated or fully unsaturated one to
six membered straight or branched carbon chain wherein the carbons, other than the
connecting carbon, may optionally be replaced with one heteroatom selected from
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted
independently with halo, said carbon is optionally mono-substituted with hydroxy, said
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and
said carbon chain is optionally mono-substituted with V;; )

wherein V; is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected independently
from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially
saturated, fully saturated or fully unsaturated three to six membered rings, taken
independently, optionally having one to four heteroatoms selected independently from
nitrogen, sulfur and oxygen;

wherein said V, substituent is optionally mono-, di-, tri-, or tetra-substituted
mdependently w:th halo (C1-Cs)alkyl (C-Ce)alkenyl, hydroxy, (Cy-Ce)alkoxy, (Ci-
C,,)alkylthuo ammo mtro cyano, 0xo, carbamoyl mono-N- or di-N,N~(C;-Cg)
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alkylcarbamoyl, carboxyl, (C,-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino wherein said (C+-Ce)alkyl or (C2-Ce)alkenyl substituent is optionally
mono-, di- or tri-substituted independently with hydroxy, (C+-Ce)alkoxy, (C+-Cy)alkyithio,
amino, nitro, cyano, oxo, carboxyl, (C+-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino, said (C,-Cs)alky! or (C-Ce)alkeny! substituents are also optionally
substituted with from one to nine fluorines;
Rigis Q4 or Vi,

wherein Q.4 is a fully saturated, partially unsaturated or fully unsaturated one to
six membered straight or branched carbon chain wherein the carbons, other than the
connecting carbon, may optionally be replaced with one heteroatom selected from
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted

' independently with halo, said carbon is optionally mono-substituted with hydroxy, said
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carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and
said carbon chain is optionally mono-substituted with
Vi

wherein V.1 is a partially saturated, fully saturated or fully unsaturated three to
six membered ring optionally having one to two heteroatoms selected independently
from oxygen, sulfur and nitrogen;

wherein said V., substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C,-Cs)alkyl, (Cf1-C6)alkoxy, amino, nitro, cyano, (C;-
Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-Cs)alkylamino wherein said (C4-Ce)alkyl
substituent is optionally mono-substituted with oxo, said (C4-Ce)alkyl substituent is also
optionally substituted with from one to nine fluorines;

wherein either Ris must contain V, or R4 must contain V,.,; and -
Ris, Ris , R.7and Ryg are each independently hydrogen, hydroxy or oxy wherein said
oxy is substituted with T, or a partially saturated, fully saturated or fully unsaturated one
to twelve membered straight or branched carbon chain wherein the carbons, other
than the connecting carbon, may optionally be replaced with one or two heteroatoms
selected independently from oxygen, sulfur and nitrogen and said carbon is optionally
mono-, di- or tri-substituted independently with halo, said carbon is optionally mono-
substituted with hydroxy, said carbon is optionally mono-substituted with oxo, said
sulfur is optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or
di-substituted with oxo, and said carbon chain is optionally mono-substituted with T;;
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wherein T, is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four hetercatoms selected independently
from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially
saturated, fully saturated or fully unsaturated three to six membered rings, taken
independently, optionally having one to four heteroatoms selected independently from
nitrogen, sulfur and oxygen;

wherein said T, substituent is optionally mono-, di- or tri-substituted
independently with halo, (C-Ce)alkyl, (C2-Ce)alkenyl, hydroxy, (C+-Ce)alkoxy, (C;-

. C4)alkylthio, amino, nitro, cyano, oxo, carboxy, (C+-Cs)alkyloxycarbonyl, mono-N- or di-

N,N-(C,;-Cs)alkylamino wherein said (C,-Cs)alkyl substituent is optionally mono-, di- or

- tri-substituted independently with hydroxy, (C4-Ce)alkoxy, (C4-Cy)alkyithio, amino, nitro,

cyano, oxo, carboxy, (C4-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C,-Cg)alkylamino,
said (C,-Cs)alkyl substituent is also optionally substituted with from one to nine
fluorines.

Compounds of Formula | are disclosed in commonly assigned pending U.S.

- Patent Application Serial No. 09/390,731, the complete disclosure of which is herein

incorporated by reference.
In a preferred embodiment, the CETP inhibitor is selected from one of the
following compounds of Formula I

[2R,4S] 4-[(3,5-d ichloro-benzyl)-methoxycarbonyl-amino}-6,7-dimethoxy-2-methyl-3,4-
dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,4S] 4—[(3,S—dinitro—benzyl)-methoxycarbonyl—amino]-6,7-dimethoxy-2—methyl-3,4-
dihydro-2H-quinoline-1-carboxylic acid ethyl ester; .

[2R,48] 4—[(2,6—dichloro-pyridin-4-ylmethyl)-methoxycarbonyl-amino]-G,7-dimethoxy—2—
methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester:

[2R,48] 4-[(3.5—bis-triﬂuoromethyl—benzyl)-methoxycarbonyl-amino]-e,7-dimethoxy—2-
methyi-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,4S] 4—[(3,5-bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-B-methoxy-2-
methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethy! ester:

[2R,4S] 4-[(3,5—bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-?-methoxy-z-
methyi-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester,

[2R,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino}-6,7-dimethoxy-2-
methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;
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[2R,48] 4~[(3,5-bis~triﬂuoromethyl-benzyl)-ethoxycarbonyl-amino]-ﬁ,7-dimethoxy-2- :
methyl-3,4-dihydro—2H-quinoline—1-carboxylic acid ethyl ester;

[2R,4S] 4-[(3,5-bis-triﬂuoromethyl-benzyl)—methoxycarbonyl—amino]-S,7-dimethoxy-2-
methyl—3,4-dihydro—2H-quinoline-1-carboxylic acid 2,2,2-trifluoro-ethylester:

[2R,4S] 4-[(3,5—bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-s,7~dimethoxy—2-
methyl-3,4—dihydro-2H-quinoline—1-carboxylic acid propyl ester;

10 [2RA49] 4-[(3,5-bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-6,7-dimethoxy—2-
methyl-3,4—dihydro—2H—quinoline-1-carboxylic acid tert-butyi ester:

[2R 48] 4-{(3 5-bis-trifluoromethyk-benzyl)-methoxycarbonyl-amino}-2-methyl-6-
triﬂuoromethoxy-S,4—dihydro—2H-quinoline-1-carboxylic acid ethyl ester,

15
[2R,48] (3,5-bis—trifluoromethyl—benzyl)—(1-butyryl—6,7-dimethoxy—2-methyl-1 2,3,4~
: tetrahydro-quinolin-4-yl)-carbamic acid methyl ester;

[2R 4S] (3,5-bis-trifluoromethyl-benzyl)-(1 -butyl-6,7-dimethoxy—2-methyl-1 ,2,3,4-
20 tetrahydro-quinolin-4-yl)-carbamic acid methyl ester;

[2R,4S] (3,5-bis-triﬂuoromethyl-benzyl)—[1—(2~ethyl-butyl)—6,7-dimethoxy-z-methyl-
1.2,3,4-tetrahydro-quinolin-4-yl]-carbamic acid methyl ester, hydrochloride

25 Another class of CETP inhibitors that finds utility with the present invention
consists of 4—carboxyamino—2-methyl-1,2,3,4,-tetrahydroquinolines, having the

Formula Il

-1

RH-B

30 Formula Il
and pharmaceutically acceptable salts, enantiomers, or stereoisomers of said
compounds;
wherein Ry is hydrogen, Yy, Wy-X,, Wy-Y;;
wherein Wy is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl; 7
35  Xyis -O-Yy, -S-Yy, -N(H)-Y, or N-(Yy)y: -
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wherein Yy, for each occurrence is independently 2, or a fully saturated, partially
unsaturated or fully unsaturated one to ten membered straight or branched carbon
chain wherein the carbons, other than the connecting éarbon, may optionally be
replaced with one or two heteroatoms selected independently from oxygen, sulfur and
nitrogen and said carbon is optionally mono-, di- or tri-substituted independently with
halo, said carbon is optionally mono-substituted with hydroxy, said carbon is optionally
mono-substituted with oxo, said sulfur is optionally mono- or di-substituted with oxo,
said nitrogen is optionally mono-, or di—substitu;ed with oxo, and said carbon chain is

_optionally mono-substituted with Z;

Zy is a partially saturated, fully saturated or fully unsaturated three to twelve

~ membered ring optionally having one to four heteroatoms selected independently from

oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially
saturated, fully saturated or fully unsaturated three to six membered rings, taken
independently, optionally having one to four heteroatoms selected independently from
nitrogen, sulfur and oxygen;

wherein said Z substituent is optionally mono-, di- or tri-substituted
independently with halo, (C-Ce)alkenyl, (C-Cs) alkyl, hydroxy, (C-Ce)alkoxy, (C;-
C,)alkylthio, amino, nitro, cyano, oxo, carboxy, (C-Cg)alkyloxycarbonyl, mono-N- or di-
N,N-(C4-Cs)alkylamino wherein said (C4-C)alkyl substituent is optionally mono-, di- or
tri-substituted independently with halo, hydroxy, (C,-Cg)alkoxy, (C,-C,)akkylthio, amino,
nitro, cyano, oxo, carboxy, (C4-Cs)alkyloxycarbonyl, mono-N- or di-N,N~(C;-
Cs)alkylamino, said (C1-Cg)alkyl is also optionally substituted with from one to nine
fluorines;
Ry is hydrogen or Qy;

- wherein Qq is a fully saturated, partially unsaturated or fully unsaturated one to
six membered straight or branched carbon chain wherein the carbons, other than the
connecting carbon, may optionally be replaced with one heteroatom selected from
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted
independently with halo, said carbon is optionally mono-substituted with hydroxy, said
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and
said carbon chain is optionally mono-substituted with Vy;

wherein V, is a partially saturated, fully saturgted or fuuy‘ unsaturated three to

twelve membered ring optionally having one to four heteroatoms selected
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independently from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, sulfur and oxygen;

wherein said V; substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C,-Cs)alkyl, (C2-Cs)alkenyl, hydroxy, (C+-Cs)alkoxy, (C,-
C4)alkylthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N,N~(C,-C;)
alkylcarboxamoyl, carboxy, (C,-Cg)alkyloxycarbonyl, mono-N- or di-N,N-(C;-
Cs)alkylamino wherein said (C,-Cg)alkyl or (Cx-Cs)alkenyl substituent is optionally
mono-, di- or tri-substituted independently with hydroxy, (C+-Ce)alkoxy, (C4-Cy)alkyithio,
amino, nitro, cyano, oxo, carboxy, (C4-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Cs)alkylamino or said (C;-Cg)alkyl or (Cz-Cs)alkenyl substituents are optionally
substituted with from one to nine fluorines;
R4 is Quy Or Vi,

wherein Q. a fully saturated, partially unsaturated or fully unsaturated one to
six membered straight or branched carbon chain wherein the carbons, other than the
connecting carbon, may optionally be replaced with one heteroatom selected from
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted
independently with halo, said carbon is optionally mono-substituted with hydroxy, said
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and
said carbon chain is optionally mono-substituted with V,,.q:

wherein V., is a partially saturated, fully saturated or fully unsaturated three to
six membered ring optionally having one to two heteroatoms selected inéependenﬂy
from oxygen, sulfur and nitrogen;

wherein said V., substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C,-Cs)alkyl, (C4-Cs)alkoxy, amino, nitro, cyano, (C,-
Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C;-Cs)alkylamino wherein said (C1~Ce)alkyl
substituent is optionally mono-substituted with oxo, said (C4-Ce)alkyl substituent is
oplionally substituted with from one to nine fluorines;

wherein either Ry s must contain V, or Ry, must contain Vy.4; and
Rus , Ris , Ruzand Ry5 are each independently hydrogen, a bond, nitro or halo
wherein said bpnd is substituted with Ty or a partially saturated, fully saturated or fully
u“nsaturated (C+-Cy2) straight or branched carbon chain wherein carbon may optionally
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be replaced with one or two heteroatoms selected independently from oxygen, sulfur
and nitrogen wherein said carbon atoms are optionally mono-, di- or tri-substituted
independently with halo, said carbon is optionally mono-substituted with hydroxy, said
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and
said carbon is optionally mono-substituted with Ty;

wherein T is a partially saturated, fully saturated or fully unsaturated three to
twelve membered ring optionally having one to four heteroatoms selected
independently from oxygen, suffur and nitrogen, or, a bicyclic ring consistihg of two
fused partially saturated, fully saturated or fully unsaturated three to six membered

_rings, taken independently, optionally having one to four heteroatoms selected

independently from nitrogen, sulfur and oxygen;

wherein said Ty substituent is optionally mono-, di- or tri-substituted
independently with halo, (C,-Cg)alkyl, (C=Ce)alkenyl, hydroxy, (C+-Ce)alkoxy, (C;-
Cs)alkylthio, amino, nitro, cyano, oxo, carboxy, (C+~Ce)alkyloxycarbonyl, mono-N- or di-
N,N-(C+-Ce)alkylamino wherein said (C;-Cg)alkyl substituent is optionally mono-, di- or
tri-substituted independently with hydroxy, (C+-Ce)alkoxy, (C4-Cy)alkylthio, amino, nitro,
cyano, oxo, carboxy, (C;-Cg)alkyloxycarbonyl, mono-N- or di-N,N-(C;-Cs)alkylamino,
said (C-Ce)alkyl substituent is also optionally substituted with from one to nine
fluorines; ‘
provided that at least one of substituents Rys, Rys, Rz and Ry is not hydrogen and is
not linked to the quinoline moiety through oxy.

Compounds of Formula Il are disclosed in commonly assigned pending U.S.
Patent 6,147,090 the complete disclosure of which is herein incorporated by reference.

In a preferred embodiment, the CETP inhibitor is selected from one of the
following compounds of Formula ii:

[2R 48] 4—[(3,5-Bis-triﬂuoromethyl—benzyl)-methoxycarbonyl—amino]-2-methy(—7—
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,4S] 4-[(3,5-Bis-triﬂuoromethyl-benzyl)—methoxycarbonyl—amino]—?—chloro-z-methyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester:

[2R,48) 4-[(3,5-Bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]—6-chloro—2-methyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid ethy! ester;

[2R/4S] 4-[(3,5~Bis—triﬂuoromethyl—benzyl)-methoxycarbonyl—amino]-2,6,7-trimethyl—3,4-‘ ‘

dihydro-2H-quinoline-1-carboxylic acid ethyl ester
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[2R,4S] 4—[(3,5-Bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-6,7-diethyl-2— '
methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethy! ester;

[2R,48] 4-[(3,5-Bis-tn'ﬂuoromethyl—benzyl)-methoxycarbonyl-amino]-s-ethyl-2—methyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,4S] 4~[(3,5-Bis-tn'ﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-2-methyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester.

[2R,4S] 4-[(3,5-bis-triﬂuoromethyl—benzyl)-methoxycarbonyl-amino]-2-methyl-6-
trifluoromethyi-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester.

Another class of CETP inhibitors that finds utility with the present invention
consists of annulated 4-carboxyamino-2-methyi-1 »2,3,4,-tetrahydroquinolines, having
the Formula Il

‘Rll I-8

-1

Formula Ill
and pharmaceutically acceptable salts, enantiomers, or stereoisomers of said
compounds, .
wherein Ry is hydrogen, Yy, Wy-Xu, Wy-Yy;
wherein Wy, is a carbonyi, thiocarbonyl, sulfiny! or sulfonyl;
Xy is ~O-Yu, -S-Yu, -N(H)-Yy, or -N-(Yin)z:

Yy for each occurrence is independently Zy or a fully saturated, partially
unsaturated or fully unsaturated one to ten membered straight or branched carbon
chain wherein the carbons, other than the connecting carbon, may optionally be
replaced with one or two heteroatoms selected independently from oxygen, sulfur and
nitrogen and said carbon is optionally mono-, di- or tri-substituted independently with
halo, said carbon is optionauy,mono-substituted with hydroxy, said carbon is optionally

mono-substituted with oxo, said sulfur is optionally mono- or di-substituted with oxo,
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said nitrogen is optionally mono-, or di-substituted with oxo, and said carbon chain is’
optionally mono-substituted with Z,;:

wherein Zy is a partially saturated, fully saturated or fully unsaturated three to
twelve membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, sulfur and oxygen; )

wherein said Z;, substituent is optionally mono-, di- or tri-substituted
independently with halo, (C,-Cs)alkenyl, (C4-Ce) alkyl, hydroxy, (C4-Ce)alkoxy, (C,-

.Ca)alkylthio, amino, nitro, cyano, oxo, carboxy, (C1-Ca)alkyloxycarbonyl mono-N- or di-

N,N-(C,-Cq)alkylamino wherein said (C4-Cs)alkyl substituent is optionally mono-, di- or
tri-substituted independently with halo, hydroxy, (C,-Ce)alkoxy, (C+-Cy)alkylthio, amino,
nitro, cyano, oxo, carboxy, (C+-Cyalkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino, said (C4-Ce)alkyl optionally substituted with from one to nine fluorines;

- Rm.3 is hydrogen or Qm;

wherein Qu is a fully saturated, partially unsaturated or fully unsaturated one to
six membered straight or branched carbon chain wherein the carbons, other than the
connecting carbon, may optionally be replaced with one heteroatom selected from
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted
independently with halo, said carbon is optionally mono-substituted with hydroxy, said
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono- or di-substituted wnth oxo, and
said carbon chain is optionally mono-substituted with Vi,

wherein Vy, is a partially saturated, fully saturated or fully unsaturated three to
twelve membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, sulfur and oxygen;

wherein said V,, substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (Cs-Ce)alkyl, (C2-Cg)alkenyl, hydroxy, (C1-Ce)alkoxy, (C,-
Ca)alkylthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N,N~(C,-C)
alkylcérboxambyl, cérboxy, (C1-C6)alkytoxycarbony{, mono-N- or di-N,N-(C;,-
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Cs)alkylamino wherein said (C1-Cs)alkyl or (C,-Cs)alkenyl substituent is optionally
mono-, di- or tri-substituted independenty with hydroxy, (C,-Cs)alkoxy, (C1~C4)alkylthio;
amino, nitro, cyano, oxo, carboxy, (C+-Ce)alkyloxycarbonyl, mono-N- or di-N,N~(C4-
Cs)alkylamino or said (C;-Cs)alkyl or (C=~Cs)alkenyl are optionally substituted with from
one to nine fluorines;
Rus is Qu.y Or Vigy;

wherein Q. a fully saturated, partially unsaturated or fully unsaturated one to
six membered straight or branched carbon chain wherein the carbons, other than the
connecting carbon, may optionally be replaced with one heteroatom selected from
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted

_ independently with halo, said carbon is optionally mono-substituted with hydroxy, said

carbon is optionally mono-substituted with 0xo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and
said carbon chain is optionally mono-substituted with
Vi

wherein Vi is a pariially saturated, fully saturated or fully unsaturated three to
six membered ring optionally having one to two heteroatoms selected independently
from oxygen, sulfur and nitrogen;

wherein said V., substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (Cy-Ce)alkyt, (C;-Ce)alkoxy, amino, nitro, cyano, (C,-
Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-Cs)alkylamino wherein said (C4-Ce)alkyl
substituent is optionally mono-substituted with ox0, said (C-Cg)alkyl substituent
optionally having from one to nine fluorines;

wherein either Ry,3 must contain Vy, or Rus must contain Vy.4; and .
Ru.s and Rus, or Rus and Ry.;, and/or R,,; and Ru.s are taken together and form at
least one four to eight membered ring that is partially saturated or fully unsaturated
optionally having one to three heteroatoms independently selected from nitrogen,
sulfur and oxygen;

wherein said ring or rings formed by Ris and Ry, or Ry and Ry, and/or Rz
and Ry are optionally mono-, di- or tri-substituted independently with halo, (Cs-
Ce)alkyl, (C4-Cs)alkylsulfonyl, (C=-Ce)alkenyl, hydroxy, (C+-Ce)alkoxy, (C4-Cy)alkylthio,
amino, nitro, cyano, oxo, carboxy, (C4-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C;-
Cs)alkylamino wherein said (C1-Ca)alky| substituent is optionally mono-, di- or tri-
substituted i‘ndepéndently with hydroxy, (C-Cs)alkoxy, (C4-Cu)alkylthio, amino, nitro,
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cyano, oxo, carboxy, (C;-C)alkyloxycarbonyl, mono-N- or di-N,N-(C1-Cs)alkylaﬁwino;
said (C4-Cs)alky! substituent optionally having from one to nine fluorines;
provided that the Rys , Ry , Ru.z and/or Ru.s, as the case may be, that do not
form at least one ring are each independently hydrogen, halo, (C-Cs)alkoxy or (Cs-
5 Cealkyl, said (C,-Cg)alky! optionally having from one to nine fluorines.

Compounds of Formula Il are disclosed in commonly assigned
pending U.S. Patent 6,147,089 the complete disclosure of which is herein incorporated
by reference.

In a preferred embodiment, the CETP inhibitor is selected from -or;e of the
10 'following compounds of Formula 1il:
[2R, 48] 4-[(3,5-bis-triﬂuoromethyl—benzyl)—methoxycarbonyl-amino]-2—methyl-
2,3,4,6.7,8-hexahydro—cyclopenta[g]quinoline~1-carboxylic acid ethyl ester;

[6R, 8S] 8-[(3,5—bis-triﬂuoromethyl—benzyl)—methoxycarbonyl—amino]~6-methyl-3,6,7,8-
15 tetrahydro-1 H-2-thia-5-aza-cyclopenta[b]naphthalene—S—carboxyﬁc acid
ethylester;

[6R, 88] 8-[(3,5-bis-triﬂuoromethyi-benzyl)-methoxycarbonyl-amino]-6-methyl—3,6,7,8—
R tetrahydro-2H-furo[2,3-g]quinoline-5-carboxylic acid ethyl ester;
20
[2R,48] 4-[(3,5-bis-triﬂuoromethyl-benzyl)-rnethoxycarbonyl—amino}—2-methyl-3,4,6,8-
tetrahydro-2H-furo[3,4-g]quinoline-1-carboxylic acid ethyl ester;

[2R,4S] 4-[(3,5—bis-triﬂuoromethyl-benzyl)-methoxycarbonyl—amino]-2-methyl-
25 3,4,6,7,8,9-hexahydro-ZH-benzo{g]quinoline-1-carboxylic acid propyl ester;

[7R,98] 9-[(3,5-bis—triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]—?-methyl-
1,2,3,7,8,Q-hexahydro—6—aza-cyclopenta[a]naphthalene-G-carboxylic acid ethyl
ester; and

30 : )

[6S,8R] 6—[(3,5-bis-triﬂuoromethyl-benz"yl)-methoxycarbonyl—amino]-8-methyl-
1,2,3,6,7,8-hexahydro-9—aza—cyc|0penta[a]naphthalene—g-carboxylic acid ethyl
ester.

35 Another class of CETP inhibitors that finds utility with the present invention
consists of 4-carboxyamino-2-substituted-1 2,3,4,-tetrahydroquinolines, having the

Formula IV
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Formula IV

and pharmaceutically acceptable salts, enantiomers, or stereoisbmers of said
compounds;
wherein Ry.¢ is hydrogen, Yy, Wy-Xy or WYy
wherein Wy is a carbonyl, thiocarbonyl, sulfinyl or sulfonyt;
Xy is -O-Yy, -S-Yy, -N(H)-Yy or -N-(Yy)z;

wherein Y}y for each occurrence is independently Zy, or a fully saturated,
partially unsaturated or fully unsaturated one to ten membered straight or branched
carbon chain wherein the carbons, other than the connecting carbon, may optionally
be replaced with one or two heteroatoms selected independently from oxygen, sulfur
and nitrogen and said carbon is optionally mono-, di- or tri-substituted independentiy
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is
optionally mono-substituted With 0Xo, said sulfur is optionally mono- or di-substituted
with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said carbon
chain is optionally mono-substituted with Zy; .

wherein Zy, is a partially séturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected independently
from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially
saturated, fully saturated or fully unsaturated three to six membered rings, taken
independently, optionally having one to four heteroatoms selected independently from
nitrogen, sulfur and oxygen;

wherein said Z, substituent is optionally mono-, di- or tri-substituted
independently with halo, (C,-Ce)alkenyl, (Cs-Cs) alkyl, hydroxy, (C+-Ce)alkoxy, (Cs-
C,)alkyithio, amino, nitro, cyano, oxo, carboxy, (C4~Ce)alkyloxycarbonyl, mono-N- or di-

N,N-(C4-Cs)alkylamino wherein said (C1-Cg)alkyl substituent is optionally mono-, di- or

tri-substituted independently with halo, hydroxy, (C+-Ce)alkoxy, (C4-Cy)alkylthio, amino,
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nitro, cyano, oxo, carboxy, (Cs-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino, said (C;-Cs)alky! substituent is also optionally substituted with from one
to nine fluorines;

Rw.2is a partially saturated, fully saturated or fully unsaturated one to six membered
straight or branched carbon chain wherein the carbons, other than the connecting
carbon, may optionally be replaced with one or two heteroatoms selected
independently from oxygen, sulfur and nitrogen wherein said carbon atoms are
optionally mono-, di- or tri-substituted independently with halo, said carbon is optionally
mono-substituted with oxo, said carbon is optionally mono-substituted with hydroxy,
said sulfur is optionally mono- or di-substituted with oxo, said nitrogen is optionally

- mono- or di-substituted with oxo; or said Ry., is a partially saturated, fully saturated or

fully unsaturated three to seven membered ring optionally having one to two
heteroatoms selected independently from oxygen, sulfur and nitrogen, wherein said
R ring is optionally attached through (C;-C,)alky};

wherein said Ry., ring is optionally mono-, di- or tri-substituted independently

- with halo, (C>-Cs)alkenyl, (C4-Cs) alkyl, hydroxy, (Cs-Ce)alkoxy, (C4-Cy)alkylthio, amino,

nitro, cyano, oxo, carboxy, (C,-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C;-
Cs)alkylamino wherein said (C,-Cg)alky! substituent is optionally mono-, di- or tri-
substituted independently with halo, hydroxy, (C+-Ce)alkoxy, (C4-Cy)alkylthio, oxo or
(C4-Ce)alkyloxycarbonyl; .

with the proviso that Ry is not methyi;
Rw. is hydrogen or Qy;

wherein Qu is a fully saturated, partially unsaturated or fully unsaturated one to
six membered straight 6r branched carbon chain wherein the carbons other than the
connecting carbon, may optionally be replaced with one heteroatom selscted from
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted
independently with halo, said carbon is optionally mono-substituted with hydroxy, said
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and
said carbon chain is optionally mono-substituted with Vyy;

wherein Vy is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected independently
from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially
saturatéd, fully saturated or fully unsaturated three to six membered rings, taken
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independently, optionally having one to four heteroatoms selected independently from
nitrogen, sulfur and oxygen; . _

wherein said Vjy substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C4-Cg)alkyl, (CxCe)alkenyl, hydroxy, (C+-Ce)alkoxy, (Cs-
C,)alkylthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N,N-(C,-Ce)
alkylcarboxamoyl, carboxy, (C+-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C;-
Cs)alkylamino wherein said (C4-Ce)alkyl or (Cx-Ce)alkenyl substituent is optionally
mono-, di- or tri-substituted independently with hydroxy, (Ci-Ce)alkoxy, (C4-C,)alkyithio,
amino, nitro, cyano, oxo, carboxy, (C+-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino, said (C,-Cg)alkyl or (C2-Ce)alkenyl substituents are also optionally
substituted with from one to nine fluorines;
R is Qv or Viyg;

wherein Q.4 a fully saturated, partially unsaturated or fully unsaturated one to
six membered straight or branched carbon chain wherein the carbons, other than the
connecting carbon, may optionally be replaced with one heteroatom selected from

__oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted

independently with halo, said carbon is optionally mono-substituted with hydroxy, said
carbon is optionally mono-substituted with 0Oxo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono- or di-substituted with 0x0, and
said carbon chain is optionally mono-substituted with
Viva;

wherein V., is a partially saturated, fully saturated or fully unsaturated three to
six membered ring optionally having one to two heteroatoms selected mdependently
from oxygen, sulfur and nitrogen;

wherein said Vyy.; substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C;-Cg)alkyl, (C4-Ce)alkoxy, amino, nitro, cyano, (Cy-
Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C4-Ce)alkylamino wherein said (C1-Ce)alkyl
substituent is optionally mono-substituted with oxo, said (C-Cs)alkyl substituent is also
optionally substituted with from one to nine fluorines;

wherein either Ry.; must contain V,y or Riv4 must contain Vy,.,;
Rw.s , R , Rivyand Ry.sare each independently hydrogen, a bond, nitro or halo
wherein said bond is substituted with T, or a partially saturated, fully saturated or fully
unsaturated (C,-C;,) straight or branched carbon chain wherein carbon, may optionally
be replaced with one or two heteroatoms selected independently from oxygen, sulfur
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and nitrogen wherein said carbon atoms are optionally mono-, di- or tri-substituted
independently with halo, said carbon is optionally mono-substituted with hydroxy, said
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and
said carbon is optionally mono-substituted with T;

wherein Ty is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected independently
from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two fused partially
saturated, fully saturated or fully unsaturated three to six membered rings, —taken
independently, optionally having one to four heteroatoms selected independently from

-nitrogen, sulfur and oxygen;

wherein said Ty substituent is optionally mono-, di- or tri-substituted
independently with halo, (C,-Ce)alkyl, (Co-Cs)atkenyl, hydroxy, (Ci-Ce)alkoxy, (C4-
C,)alkylthio, amino, nitro, cyano, oxo, carboxy, (C4-Cs)alkyloxycarbonyl, mono-N- or di-
N,N-(C-Cs)alkylamino wherein said (C;-Cs)alkyl substituent is optionally mono-, di- or

- tri-substituted independently with hydroxy, (C+-Cs)alkoxy, (C+-Cs)alkylthio, amino, nitro,

cyano, 0xo, carboxy, (C+-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-Cg)alkylamino,
said (C-Ce)alkyl substituent is also optionally substituted with from one to nine
fluorines; and

wherein Ry.s and Ry, or Ry.s and Ry., and/or Ry and Ry may also be
taken together and can form at least one four to eight membered ring that is partially
saturated or fully unsaturated optionally having one to three heteroatoms
independently selected from nitrogen, sulfur and oxygen;

wherein said ring or rings formed by Ry.s and Ry, or Ry.s and Ry, and/or
Ru.7and Ru.s are optionally mono-, di- or tri-substituted independently with halo, (Cy-
Celalkyl, (Cs-Ca)alkylsulfonyl, (C~Ce)alkenyl, hydroxy, (C1-Csg)alkoxy, (Cs-Cy)alkylthio,
amino, nitro, cyano, oxo, carboxy, (C-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino wherein said (C,-C)alky! substituent is optionally mono-, di- or tri-
substituted independently with hydroxy, (C-Cs)alkoxy, (C+-Cy)alkylthio, amino, nitro,
cyano, 0Xo, carboxy, (C4-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C4-Cs)alkylamino,
said (C-Cs)alkyl substituent is also optionally substituted with from one to nine

fluorines;

‘with the proviso that when Ry, is carboxyl or (Q1-C4)alkylcarboxyl, then Ry.qis not

hydrogen.
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Compounds of Formula IV are disclosed in corhmonly assigned pending U.S.
Patent 6,197,786 the complete disclosure of which is herein incorporated by reference.
In a preferred embodiment, the CETP inhibitor is selected from one of the
following compounds of Formula IV: )
[28,45] 4-[(3,5-bis-triﬂuoromethyl—benzyl)-methoxycarbonyl-amino]-2-isopropyl—6-
trifluoromethyl-3 4-dihydro-2H-q uinoline-1-carboxylic acid isopropyl ester;

[28,48] 4-[(3,5-bis-triﬂuoromethyl-benzyl)—methoxycarbonyi-amino]-B-chloro—Z-
cyclopropyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester:

[25,4S] 2-cyclopr0pyl-4-[(3,5~dichloro-benzyl)-methoxycarbonyl—amino]-6- i
trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid isopropy! ester;

[28,4S) 4-[(3,5-bis-triﬂuoromethyl-benzyl)—methoxycarbonyl—amino]-2-cyclopropyl-6—
: triﬂuoromethyl—3,4—dihydro-2H-quinoline-1—carboxylic acid tert-butyl ester;

[2R4R] 4-[(3,5-bis-trifluoromethyl-benzyl)-
methoxycarbonyl-amino]-2—cyclopropyl—6—triﬂuoromethyl-3,4-dihydro-2H-
quinaline-1-carboxylic acid isopropy! ester:

[28,4S) 4-[(3,5-bis-triﬂuoromethyl-benzy!)-methoxycarbonyl-amino]~2—cyclopropyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid isopropyl ester;

IR

[28,4S) 4-[(3,5-bis—triﬂuoromethyl—benzyl)-methoxycarbonyl—amino]—2-cyclobutyl—6-
triﬂuoromethyl-B,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester,

[2R,4S] 4-[(3,5-bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]—2-eﬂ1yl-6-
triﬂuoromethyl-B,4-dihydro-2H—qujnoline-1-carboxylic acid isopropyl ester;

[2S,4S] 4—[(3,5—bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-Z-methoxymethyl—
6-triﬂuoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropy! ester:

[2R,48] 4-[(3,5-bis-triﬂuoromethyl-benzyl)—methoxycarbonyl—amino]—Z-ethyl—G-
trifluoromethyl-3,4-dihydro-2H-q uinoline-1-carboxylic acid 2-hydroxy-ethyl
ester, -

[28,45) 4-[(3,5-bis-triﬂuoromethyl-benzyl)—methoxycarbonyl-amino]—2-cyclopropyl-6-
triﬂuoromethyl-3,4-dihydro-2H-quinoline—1-carboxylic acid ethyl ester;

[2R,45] 4—[(3,5-bis-trif|uoromethyl-benzyl)—methoxycarbonyl-aminO]—Z—ethyI-S-
triﬂuoromethyl—3,4-dihydro-2H-quinoline-1~carboxylic acid ethyl ester:

[2S,4S) 4-[(3,5-bis—triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-2-cyclopropyl-6-
triﬂuoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid propyl ester; and

[2R,48] 4-[(3,5-bis-trif iuoromethyl-benzyl)—methoxycarbonyl-amino]—Z-ethyl-S—
trifluoromethy!-3,4-dihydro-2H-quinoline-1 ~carboxylic acid propyl ester.
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Another class of CETP inhibitors that finds utility with the present invention
consists of 4-amino substituted-2-substituted-1 :2,3,4,-tetrahydroquinolines, having the
Formula V

Formula V

and pharmaceutically acceptable salts, enantiomers, or stereoisomers of said
compounds;
wherein Ry, is Yy, Wy-Xy or W\~Yy;
wherein Wy is a carbonyl, thiocarbonyl, sulfiny! or sulfonyl;
Xy is -O-Yy, -8-Yy, -N(H)-Yy or -N-(Yy);

wherein Yy for each occurrence is independently Z,, or a fully saturated,
partially unsaturated or fully unsaturated one to ten membered straight or branched
carbon chain wherein the carbons, other than the connecting carbon, may optionally
be replaced with one or two heteroatoms selected independently from oxygen, sulfur
and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted
with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said carbon
chain is optionally mono-substituted with Zy;

wherein Zy is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected independently
from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially
saturated, fully saturated or fully unsaturated three to six membered rings, taken
independently, optionally having one to four heteroatoms selected independently from
nitrogen, sulfur and oxygen;

wherein said Zy substituent is optionally mono-, di- or tri-substituted
independently with halo, (Co-Cs)alkenyl, (C4-Cs) alky!, hydroxy, (C;-Cg)alkoxy, (C;-
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Ca)alkyithio, amino, nitro, cyano, oxo, carboxy, (C+-Cs)alkyloxycarbonyl, mono-N- or di-
N,N-(C;-Ce)alkylamino wherein said (C+-Ce)alkyl substituent is optionally mono-, di- or
tri-substituted independently with halo, hydroxy, (C,-Ce)alkoxy, (C+-Cy)alkyithio, amino,
nitro, cyano, oxo, carboxy, (C+-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C;-
Ce)alkylamino, said (Ci-Cg)alkyl substituent is also optionally substituted with from one
to nine fluorines;

Ry is a partially saturated, fully saturated or fully unsaturated one to six
membered straight or branched carbon chain wherein the carbons, other than the
connecting carbon, may optionally be replaced with one or two heteroatoms selected
independently from oxygen, sulfur and nitrogen wherein said carbon atoms are
optionally mono-, di- or tri-substituted independently with halo, said carbon is optionally
mono-substituted with oxo, said carbon is optionally mono-substituted with hydroxy,
said sulfur is optionally mono- or di-substituted with ox0, said nitrogen is optionally
mono- or di-substituted with oxo; or said Ry, is a partially saturated, fully saturated or
fully unsaturated three fo seven membered ring optionally having one to two
heteroatoms selected independently from oxygen, sulfur and nitrogen, wherein said
" Ryz ring is optionally attached through (C+-Cu)alkyl;

wherein said Ry.; ring is optionally mono-, di- or tri-substituted independently
with halo, (C>-Ce)alkenyl, (C4-Cs) alkyl, hydroxy, (C;-Ce)alkoxy, (C4-Cy)alkylthio, amino,
nitro, cyano, oxo, carboxy, (C1-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino wherein said (C;-Cg)alkyl s:ubstituent is optionally mono-, di- or tri-
substituted independently with halo, hydroxy, (C4-Cs)alkoxy, (Cy-Cy)alkyithio, oxo or
(C+~Ce)alkyloxycarbonyi;

Rv. is hydrogen or Qy;

wherein Qy is a fully saturated, partially unsaturated or fully unsaturated one to
six membered straight or branched carbon chain wherein the carbons, other than the
connecting carbon, may optionally be replaced with one heteroatom selected from
oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted
independently with halo, said carbon is optionally mono-substituted with hydroxy, said
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and
said carbon chain is optionally mono-substituted with Wv;

wherein Vy is a partially saturated, fully saturated or fully unsaturated three to

eight membered ring optionally having one to four heteroatoms selected independently
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from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially
saturated, fully saturated or fully unsaturated three to six membered rings, taken
independently, optionally having one to four heteroatoms selected independently from
nitrogen, sulfur and oxygen;

wherein said Vy substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (Ci-Ce)alkyl, (C-Ce)alkenyl, hydroxy, (Ci-Cg)alkoxy, (C;-
Cy)alkyithio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N,N~(C;-Cs)
alkylcarboxamoyl, carboxy, (C4-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C;-

'Ce)alkylamino wherein said (C,-Cs)alky! or (C,-Cs)alkenyl substituent is optionally

mono-, di- or tri-substituted independently with hydroxy, (C-Cg)alkoxy, (C+-Cy)alkylthio,

. amino, nitro, cyano, oxo, carboxy, (Cs-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C,-

Ce)alkylamino, said (Cs-Cg)alkyl or (C--Ce)alkenyl substituents are also optionally
substituted with from one to nine fluorines;
Ry is cyano, formyl, Wy.4Qu.1, Wy.4Vv.4, (C1-Cy)alkyleneVy., or Vi

wherein Wy.¢ is carbonyl, thiocarbonyl, SO or SO,

wherein Qy.4 a fully saturated, partially unsaturated or fully unsaturated one to
six membered straight or branched carbon chain wherein the carbons may optionally
be replaced with one heteroatom selected from oxygen, sulfur and nitrogen and said
carbon is optionally mono-, di- or tri-substituted independently with halo, said carbon is
optionally mono-substituted with hydroxy, said carbon is optionally mono-substituted
with oxo, said sulfur is optionally mono- or di-substituted with oxo, said nitrogen is
optionally mono-, or di-substituted with oxo, and said carbon chain is optionally mono-
substituted with Vy.,;

wherein V.4 is a partially saturated, fully saturated or fully unsaturated three to
six membered ring optionally having one to two heteroatoms selected independently
from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially
saturated, fully saturated or fully unsaturated three to six membered rings, taken
independently, optionally having one to four heteroatoms selected independently from
nitrogen, sulfur and oxygen;

wherein said Vy.; substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C;-Cg)alkyl, (C1-C5)alkoxy, hydroxy, oxo, amino, nitro, cyano,
(Cs-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-Cs)alkylamino wherein said (Cs-
Ce)alkyl substituent is optionally mono-substituted with oxo, said (C,-Cs)alkyl
sﬁbsﬁtuent is é!so optio'haﬂy'substitu‘t'ed \'rviih“from onae to nine ﬂuorineé;
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wherein V., is a partially saturated, fully saturated or fully unsaturated five to
seven membered ring containing one to four heteroatoms selected independently from
oxygen, sulfur and nitrogen;

wherein said V., substituent is optionally mono-, di- or tri-substituted
independently with halo, (C,-Cz)alkyl, (C+-Cz)alkoxy, hydroxy, or oxo wherein said (C;-
C,)alky! optionally has from one to five fluorines; and

wherein Ry. does not include oxycarbony! linked directly to the ct nifrogen;

wherein either Rys must contain Vy, or Ry, must contain Vy.;

Rvs , Rvs , Ruzand Rysare independently hydrogen, a bond, nitro or halo
wherein said bond is substituted with Ty or a partially saturated, fully saturated or fully
unsaturated (C4-C,2) straight or branched carbon chain wherein carbon may optionally
be replaced with one or two heteroatoms selected independently from oxygen, sulfur
and nitrogen, wherein said carbon atoms are optionally mono-, di- or tri-substituted
independently with halo, said carbon is optionally mono-substituted with hydroxy, said
carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or di-
substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo, and

- “said carbon chain is optionally mono-substituted with Ty;

wherein Ty is a partially saturated, fully saturated or fully unsaturated three to
twelve membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, sulfur and oxygen;

wherein said Ty substituent is optionally mono-, di- or tri-substituted -
independently with halo, (C-Cg)alkyl, (C-Cs)alkenyl, hydroxy, (C+-Ce)alkoxy, (Cs-
C,)alkylthio, amino, nitro, cyano, oxo, carboxy, (C+-Ce)alkyloxycarbonyl, mono-N- or di-
N,N-(C4-Cg)alkylamino wherein said (C1-Ce)alkyl substituent is optionally mono-, di- or
tri-substituted independently with hydroxy, (C4-Ce)alkoxy, (C4-Cs)alkylthio, amino, nitro,
cyano, oxo, carboxy, (C+-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C,-Ce)alkylamino,
said (C-Cs)alkyl substituent also optionally has from one to nine fluorines;

wherein Rys and Ry, or Ry and Ry, andlor Ry and Ry may also be taken
together and can form at least one ring that is a partially saturated or fully unsaturated
four to eight membered ring optionally having one to three heteroatoms independently

selected from nitrogen, sulfur and oxygen;
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wherein said rings formed by Rysand Ry., or Ry.s and Ry, and/or Rvzand -
Rv.s are optionally mono-, di- or tri-substituted independently with halo, (Cy-Ce)alkyl,
(C+-Cy)alkylsulfonyl, (Co-Ce)alkenyl, hydroxy, (Cs-Cs)alkoxy, (C+-Cy)alkyithio, amino,
nitro, cyano, oxo, carboxy, (C1-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C;-

5 Cg)alkylamino wherein said (C4-Cs)alkyl substituent is optionally mono-, di- or tri-
substituted independently with hydroxy, (C;-Ce)alkoxy, (C4-Cs)alkyithio, amino, nitro,
cyano, oxo, carboxy, (C,-Cg)alkyloxycarbonyl, mono-N- or di-N,N-(C4-Cs)alkylamino,
said (C,-Cs)alkyl substituent also optionally has from one to nine fluorines,

Compounds of Formula V are disclosed in commonly assfgﬁed pending
10 US Patent 6,140,343 the complete disclosure of which is herein incorporated by
_reference.
In a preferred embodiment, the CETP inhibitor is selected from one of
the following compounds of Formula V:
[28,43] 4-[(3,5-bis-trifluoromethyl-benzyl)-formyl-amino}-2-cyclopropyl-6-
16 trifluoromethyl-3,4-dihydro-2H-guinoline-1-carboxylic acid isopropyl ester;

. [28,48] 4—[(3,5—bis-triﬂuoromethyl-benzyl)-formyl-amino]-2—cyclopropyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid propyl ester,;

20  [2S.48] 4-[acetyl-(3,5-bis-trifluoromethyl-benzyl}-amino}-2-cyclopropyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid tert-butyl ester;

[2R48) 4-[acety!—(3,5—bis-triﬂuoromethyl-(benzyl)-amino]-2—ethyl—6—tn’ﬂuoromethyl—3,4-
dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;

25
[2R,4S] 4—[acetyl-(3,5—bis—triﬂuoromethyl-benzyl)—amino]—2—methyl—6-triﬂuoromethyl-3,4-
dihydro-2H-quinoline-1-carboxylic acid ethyl ester,
[28,4S] 4-1 -(3,5-bis-triﬂuoromethyl—benzyl)—ureido]-2-cyc|0pr0pyl—6-triﬂuordmethyl-B,4—
30 dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;

[2R,4S] 4-[acetyl-(3,5-bis-triﬂuoromethyl—benzyl)-amino]-2—ethy!—6-triﬂuoromethyl—3,4-
dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

35 [25,4S] 4-[acetyl—(3.5-bis-triﬂuoromethyl-benzyl)-amino]-2—methoxymethy|—6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;

[25,48] 4-[acetyl-(3,5-bis-triﬂuoromethyl-benzyl)—amino]—2-cyclopropyl—6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid propyl ester;
40
[2S,4S] 4-[acetyl-(3,5-bis—triﬂuoromethyl—benzyl)-amino]-2-cyc!opropyl-6—
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

' [éR,#S] 4-[(3;5—bis-triﬂudrdmethyl—beﬁiyl);fofmyl—aﬁ1in‘o]—2-e»t'h‘yl-6-triﬂuorbmethyl;3,4-
45 dihydro-2H-quinoline-1-carboxylic acid isopropyl ester,
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[2R,4S] 4—[(3,5-bis—triﬂuoromethyl-benzyl)—fonnyl-amino]—2-methyl—6-triﬂuoromethyl—3,4-
dihydro-2H-quinoline-1 -carboxylic acid ethyl ester; '

[2S,4S] 4-[acetyl-(3,5-bis—trifluoromethyl-benzyl)-amino]-2—cyclopropyl-6-
triﬂuoromethyl-3,4-dihydro—2H-quinoline—1 ~carboxylic acid isopropy! ester;

[2R,4S] 4-[(3,5-bis-triﬂuoromethyl—benzyl)-formyl-amino]-2-ethyl-6~triﬂuoromethyl-3,4—
dihydro-2H-quinoline—1-carboxylic acid ethyl ester;

[2S,4S] 4-[(3,5-bis-triﬂuoromethyl—benzyl)«formyl-amino]-2—cyclopropyl-6-
triﬂuoromethyl-3,4—dihydro-2H-quinoline-1 -carboxylic acid ethyl ester;

[2R,4S] 4-[(3,5-bis-tn’ﬂuoromethyl-benzyl)—formyLamino]-2~methyl-6—triﬂuoromethyl—3,4—
dihydro-ZH-quino!ine-1-carboxylic acid isopropyl ester; and '

[2R,48] 4—[acetyl-(3,5—bis—triﬂuoromethyl-benzyl)-amino]-2-methyl—6—triﬂuoromethyl-3,4-
dihydro-2H-quinoline-1-carboxylic acid isopropyl ester.

Another class of CETP inhibitors that finds utility with the present
invention consists of cycloalkano-pyridines having the Formula VI

- Ay
Dy Z R
\N
Ev, ‘ Ryiz
Formula Vi

and pharmaceutically acceptable salts, enantiomers, or sterecisomers of said
compounds;
in which

Ay denotes an aryl containing 6 to 10 carbon atoms, which js optionaily
substituted with up to five identical or different substituents in the form of a haiogen,
nitro, hydroxyl, trifluoromethyl, trifluoromethoxy or a straight-chain or branched alkyl,
acyl, hydroxyalkyl or alkoxy containing up to 7 carbon atoms each, or in the form of a
group according to the formula -BNRy1.sRvi4, Wherein

Rwis and Rviy are identical or different and denote a hydrogen, phenyl or a
straight-chain or branched alkyi containing up to 6 carbon atoms,

Dv denotes an aryl containing 6 to 10 carbon atoms, which is optionally
substituted with a phenyl, nitro, halogen, trifluoromethyl or trifluoromethoxy, or a radical -

according to the formula Ry, s-Ly-,
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Rv|.7>< RVI-B

RV!-B

or Rui.e~Tvir-Vvr-Xu, wherein )

Rwvis, Ruis and Ry denote, independently from one another, a cycloalkyl
containing 3 to 6 carbbn atoms, or an aryl containing 6 to 10 carbon atom or a 5 to 7-
membered, optionally benzo-condensed, saturated or unsaturated, mono-, bi- or
tricyclic heterocycle containing up to 4 heteroatoms from the series of S, N and/or O,

“wherein the rings are optionally substituted, in the case of the nitrogen-containing rings

also via the N function, with up to five identical or different substituents in the form of a
halogen, trifluoromethyl, nitro, hydroxyl, cyano, carboxyl, trifluoromethoxy, a straight-
chain or branched acyl, alkyl, alkylthio, alkylalkoxy, alkoxy or alkoxycarbonyl containing
up to 6 carbon atoms each, an aryl or trifluoromethyl-substituted aryl containing 6 to 10
carbon atoms éach, or an optionally benzo-condensed, aromatic 5- to 7-membered
heterocycle containing up to 3 heteoatoms from the series of S, N and/or O, and/or in
the form of a group according to the formula BORwi10, “SRwi11, -SO3R15 OF BNRy.
13Rwi.14, Wherein

Rwvi-10, Rvr11 @nd Ry, denote, inbependenﬂy from one another, an aryl
containing 6 to 10 carbon atoms, which is in turn substituted with up to two identical or
different substituents in the form.of a phenyl, halogen or a straight-chain or branched
alkyl containing up to 6 carbon atoms,

Rvi1z and Ryi.44 are identical or different and have the meaning of Ryi3 and Ry,
given above, or

Rwi.s and/or Ry, denote a radical according to the formula

.9><F or ,‘l—:@‘

Rvi7 denotes a hydrogen or halogen, and

Rvi.s denotes a hydrogen, halogen, azido, trifluoromethyi, hydroxyl,
trifluoromethoxy, a straight-chain or branched alkoxy or alky! containing up to 6 carbon

- - atoms each, or a radical according to the formula - -
30 “

'NRVM 5RV|-1G:
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wherein

Rviis and Ry are identical or different and have the meaning of Ry, and Ry,
given above, or

Rw.z and Ruig together form a radical according to the formula =0 or =NRy,47,
wherein

Rw.17 denotes a hydrogen or a straight-chain or branched alkyl, alkoxy or acyl
containing up to 6 carbon atoms each,

Lv denotes a straight-chain or branched alkylene or alkenylene chain
containing up to 8 carbon atoms each, which are optionally substifutéd with up to two .
hydroxyl groups, ‘

Twi and Xy, are identical or different and denote a straight-chain or branched
alkylene chain containing up to 8 carbon atoms, or

Tw or Xy, denotes a bond,

Vy denotes an oxygen or sulfur atom or an BNRy,.4s group, wherein

Rvi1s denotes a hydrogen or a straight-chain or branched alkyl containing up to
6 carbon atoms or a pheny,

Ev denotes a cycloalkyl containing 3 to 8 carbon atoms, or a straight-éhain or
branched alkyl containing up to 8 carbon atoms,'which is optionally substituted with a
cycloalkyl containing 3 to 8 carbon atoms or a hydroxyl, or a phenyl, which is optionally
substituted with a halogen or trifluoromethyl,

Rwvi1 and Ry, together form a straight-chain or branched alkylene chain
containing up to 7 carbon atoms, which must be substituted with a carbonyl group

and/or a radical according to the formula

"OH
(CH,),— CH, ]
O0—CH, o —_ o)
o $ 1,3 ’ ’ 7 ORvi1g or 1,2 | (CRy1.20R21)b
v ‘ !
wherein

a and b are identical or different and denote a number equaling 1, 2 or 3,

Rvi1e denotes a hydrogen atom, a cycloalkyl containing 3 to 7 carbon atoms, a
straight-chain or branched silylalky} containing up to 8 carbon atoms, or a straight-
chain or branched alkyl containing up to 8 carbon atoms, which is optionally
substituted with a hydroxyl, a straight-chain or a branched alkoxy containing up to 6

* carbon atoms or a phényl, which may in tufn bé sﬁbstituted with a halogen, nitro,
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trifluoromethyl, trifluoromethoxy or phenyl or tetrazole-substituted phenyl, and an alkyl
that is optionally substituted with a group according to the formula BOR\y5,, wherein

Rwi.2z denotes a straight-chain or branched acyl containing up to 4 carbon
atoms or benzyl, or

Rvi1s denotes a straight-chain or branched acyl containing up to 20 carbon
atoms or benzoyl, which is optionally substituted with a halogen, trifluoromethyl, nitro
or trifluoromethoxy, or a straight-chain or branched fluoroacyl containing up to 8
carbon atoms,

Rvi.20 and Ry,.2¢ are identical or different and denote a 'hydrogen; p-henyl ora

.straight—chain or branched alkyl containing up to 6 carbon atoms, or

Rvi.zo and Ry,.z together form a 3- to 6-membered carbocyclic ring, and a the
carbocyclic rings formed are optionally substituted, optionally also geminally, with up to
six identical or different substituents in the form of trifluoromethyl, hydroxyl, nitrile,
halogen, carboxyl, nitro, azido, cyano, cycloalkyl or cycloalkyloxy containing 3 to 7
carbon atoms each, a straight-chain or branched alkoxycarbonyl, alkoxy or alkylthio
containing up {o 6 carbon atoms each, or a straight-chain or branched alkyl containing
up to 6 carbon atoms, which is in turn substituted with up to two identical or different
substituents in the form of a hydroxyl, benzyloxy, trifluoromethyl, benzoyl, a straight-
chain or branched alkoxy, oxyacyl or carboxyl containing up to 4 carbon atoms each
and/or a phenyl, which may in turn be substituted with a halogen, trifluoromethyl or
trifluoromethoxy, and/or the carbocyclic rings formed are optionally substituted, also
geminally, with up to five identical or different substituents in the form of a phenyl,
benzoyl, thiopheny! or sulfonylbenzyl, which in turn are optionally substituted with a
halogen, triflucromethyl, triﬂuéromethoxy or nitro, and/or optionally in the form of a
radical according to the formula

1 '2 / (CHz)c\ '
-80,-CgHs, (CO)sNRy1.23Rv1 24 OF =0,
wherein

c is a number equaling 1, 2, 3 or 4,

d is @ number equaling 0 or 1,

Ruizs and Rvi.24 are identical or different and denote a hydrogen, cycloalkyl
containing 3 to 6 carbon atoms, a straight-chain or branched alkyl containing up to 6
carbon atoms, benzyi or phenyl, which is optionally substituted with up to two identical
or different substituents in the form of halogen, trifluoromethyl, Cyano, phenyl or nitro,



10

15

20

25

012619 -

42-

and/or the carbocyclic rings formed are optionally substituted with a spiro-inked radical
according to the formula

Vi-31

( X R
Wy-Yv . (CRyz7Rvi26)s C>=O or <
(CRy.2sRvi.z0)s Ry

1-33

wherein

Wy, denotes either an oxygen atom or a sulfur atom,

Yv and Y=y, together form a 2- to 6-membered straight-chain or branched
alkylene chain,

e is a number equaling 1, 2, 3,4, 5,6 or 7,

fis a number equaling 1 or 2,

Rvi-2s, Rvi26, Ruiz7, Rvizs, Ruizs, Rviao @and Rysy are identical or different and
denote a hydrogen, trifluoromethyl, phenyl, halogen or a straight-chain or branched
alkyl or alkoxy containing up to 6 carbon atoms each, or

Rwvi2s and Ryi.s or Ryizz and Ry.s each together denote a straight-chain or
branched alky! chain containing up to 6 carbon atoms or

Ruvizs and Ryi.z6 or Ryizz and Ryi.3 €ach together form a radical according to the
formula

Wy~ CH;

W,,— (CHy),

wherein

Wi, has the meaning given above,

gis a numberequaling 1,2, 3,4, 5,6 or 7,

Ruiaz and Ry,a; together form a 3- to 7-membered heterocycle, which contains
an oxygen or sulfur atom or a group according to the formula SO, SO, or BNRy,14,
wherein

Rwas denntes a hydronen atom, a phenyl, benzyl, or a straight-chain or
branched alkyl containing up to 4 carbon atoms, and salts and N oxides thereof, with
the exception of 5(6iH)-quinolones, 3-benzoyl-7,8-dihydro-2,7,7-trimethyi-4-phenyl.

Compounds of Formula VI are disclosed in European Patent Application No.
EP 818448 A1, U.S. Patent 6,207,671 and U.S. Patent 6,064,148 the complete

disclosures of which are herein incorporated by reference.
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In a preferred embodiment, the CETP inhibitor is selected from one of theA
following compounds of Formula VI:
2-cyclopentyl-4-(4-ﬂuoropheny!)-7,7—dimethyl-3-(4—triﬂuoromethylbenzoyl)—4,6,7,8-

tetrahydro-1H-quinolin-5-one;

2—cyc|opentyl-4-(4-ﬂuorophenyl)—7,7—dimethyl-3—(4-triﬂuoromethylbenzoyl)-?,8-dihydro-
6H-quinolin-5-one;

[2-cyclopentyl—4—(4-ﬂuorophenyl)-5-hydroxy-7,7-dimethyl—5,6,7,8-tetrahydr6quinolin-3—
yi}-(4-trifluoromethyiphenyl)-methanone; :

[5-(t-butyldimethylsilanyloxy)-z-cyclopentyl-4-(4—ﬂuorophenyl)—7,7—dirheihyl—5,6,7,8-
tetrahydroquinolin-3-yi]-(4-trifluoromethylphenyl)-methanone;

[5-(t-buty|dimethylsiianyloxy)—2—cyc|opentyl-4~(4-ﬂuorophenyl)-7,7-dirnethyl-5,6,7,8-
tetrahydroquinolin-3-yi}-(4-trifluoromethylphenyl)-methanol;

5—(t-butyldimethylsilanyloxy)-2-cyc|opentyl—4-(4—ﬂuorophenyl)—3—[ﬂuoro~(4-
trifluoromethylphenyl)-methyl}-7,7-dimethyl-5,6,7,8-tetrahydroquinoline;

2-cyclopentyl-4-(4-fluorophenyl)- 3-{fluoro-(4-trifluoromethylphenyl)}-methyl}-7,7-
dimethyl-5,6,7,8-tetrahydroquinolin-5-ol.

Another class of CETP inhibitors that finds utility with the present invention

L

consists of substituted-pyridines having the Formula Vi

Ry
Rvis Z Ryis
X
.RV!?fB N Runz
, Formula VI
or a pharmaceutically acceptable salt or tautomer thereof,
wherein
Rz and Ry are independently selected from the group consisting of

hydrogen, hydroxy, alkyl, fluorinated alkyl, fluorinated aralkyl, chlorofluorinated alkyl,
cycloalkyl, heterocyclyl, aryl, heteroaryl, alkoxy, alkoxyatkyl, and alkoxycarbonyl;
provided that at least one of Ry, and Ry, is fluorinated alkyl, chiorofluorinated alkyl

or alkoxyalkyl;
Rwis is selected from the group consisting of hydroxy, amido, arylcarbonyl,

“heteroarylcarbonyl, hydroxymethyl

-CHO,
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~CO-Rvnz, Wherein Rz is selected from the group consisting of hydrogen, alky! and-
cyanoalkyl; and

RVN-15a

|
f RVIHGa

wherein Ruw.is, is selected from the group consisting of hydroxy, hydrogen,
halogen, alkyithio, alkenyithio, alkynylthio, aryithio, heteroaryithio, heterocyclyithio,
alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy and heterocyclyloxy, and
' Rvi-ea is selected from the group consisting of alkyl, haloalkyl, alkenyl,
haloalkenyl, alkynyl, haloalkynyl, aryl, heteroaryl, and heterocyclyl, arylalkoxy,
tnalkylsulyloxy,

Rwvi4 is selected from the group consisting of hydrogen, hydroxy, halogen,
alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, haloalkyl, haloalkenyl, haloalkynyl, aryl,
heteroaryl, heterocyclyl, cycloalkylalkyl, cycloalkenylalkyl, aralkyl, heteroarylalkyl,
heterocyclylalkyl cycloalkylalkenyl, cycloalkenylalkenyl, aralkenyl, hetereoarylalkenyl,
heterocycly!alkenyl alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy,
heterocyclyloxy, alkanoyloxy, alkenoyloxy, alkynoyloxy, aryloyloxy, heteroaroyloxy,
heterocyclyloyloxy, alkoxycarbonyl, alkenoxycarbonyl, alkynoxycarbonyl,
aryloxycarbonyl, heteroaryloxycarbonyl, heterocyclyloxycarbonyl, thio, alkylthio,
alkenylthio, alkynylthio, aryithio, heteroar);lthio, heterocyclylthio, cycloalkyithio,
cycloalkenyithio, alkylthioalkyl, alkenylthioalkyl, alkynyithioalkyl, aryithioalkyl,

~ heteroaryithioalkyl, heterocyclyithioalkyl, alkyithioalkenyl, alkenylthioalkenyi,

alkynylthioalkenyl, arylthioalkenyl, heteroarylthioalkenyl, heterocyclythioalkeny,
alkylamino, alkenylamino, alkynylamino, arylamino, heteroarylamino,

~ heterocyclylamino, aryldialkylamino, diarylamino, diheteroarylamino, alkylarylamino,

alkylheteroarylamino, arylheteroarylamino, trialkylsilyl, trialkenylsityl, triaryisilyl,
-CO(O)N(Rvi-8aRviab), Wherein Ryysa and Ryygs are independently selected from the
group consisting of alkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl, -SO,Ry.0,
wherein Ry is selected from the group consisting of hydroxy, alkyl, alkenyl, alkynyl,
aryl, heteroaryl and heterocyclyl, -OP(O)(ORyy.10a) (ORwvi.100), Wherein Rui-10a @and Rvic1op
are independently selected from the group consisting of hydrogen, hydroxy, alkyl,
alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl, and -OP(S) (ORwi11a) (ORviate),

~ wherein Ryy.115 and Rypy1b are mdependent{y selected from the group consustmg of

alkyl, alkenyl, alkynyl, aryl, heteroary! and heterocyclyl;
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Rwuis is selected from the group consisting of hydrogen, hydroxy, halogen,
alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, haloalkyl, haloalkenyl, haloalkynyl, aryl,
heteroaryl, heterocyclyl, alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy,
heterocyclyloxy, alkylcarbonyloxyalkyl, alkenylcarbonyloxyalkyl,

5  alkynylcarbonyloxyalkyl, arylcarbonyloxyalkyl, heteroarylcarbonyloxyalky!,
heterocyclylcarbonyloxyalkyl, cycloalkylalkyl, cycloalkenylalkyl, aralkyl, heteroarylalkyl,
heterocyclylalkyl, cycloalkylalkenyl, cycloalkenylalkenyl, aralkenyl, heteroarylalkenyl,
heterocyclylalkenyl, alkylthioalkyl, cycloalkyithicalkyl, alkenyithioalkyl, alkynylthioalkyl,
arylthioalkyl, heteroarylthioalkyl, heterocyclylthioalkyl, alkylthioalkenyl,

10  alkenylthioalkenyl, alkynyithioalkenyl, arylthioalkenyl, heteroarylthioalkenyl,
_heterocyclylthioalkenyl, alkoxyalkyl, alkenoxyalkyl, alkynoxylalkyl, aryloxyalkyl,
heteroaryloxyalkyl, heterocyclyioxyalkyl, alkoxyalkenyl, alkenoxyalkenyl,
alkynoxyalkenyl, aryloxyalkenyl, heteroaryloxyalkenyl, heterocyclyloxyalkeny!, cyano,
hydroxymethyl, -CO,Rv;.14, Wherein Ryy.14 is selected from the group consisting of alkyl,
15 alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl;

- FVIM 5b

C RV"-‘ISb e

|
H

wherein Ryy.1s, Is selected from the group consisting of hydroxy, hydrogen,
halogen, alkylthio, alkenylthio, alkynyithio, arytthio, heteroarylthio, heterocyclyithio,
alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy, heterocyclyloxy, aroyloxy, and
20  alkylsulfonyloxy, and
Rvaeb is selected form the group consisting of alkyl, alkenyl, alkynyl aryl,
heteroaryl, heterocyclyl, arylalkoxy, and trialkylsilyloxy; )

Il /Rvu-17
-CH,-S8-C-N N
Rvu-w
wherein Ryy.17 and Ryy.45 are independently selected from the group consisting
25  of alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl;
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wherein Ryy.qg is selected from the group consisting of alkyl, cycloalkyl, alkenyl
alkynyl, aryl, heteroaryl, heterocyclyl, -SRiz0, “ORviz1, and BRwi22CO-Ryuzs, wherein
Rw.o is selected from the group consisting of alkyl, alkenyl, alkynyi, aryl,
heteroaryl, heterocyclyl, aminoalkyl, aminoalkenyl, aminoalkynyl, aminoaryl,
5  aminoheteroaryl, aminoheterocyclyl, alkylheteroarylamino, arylheteroarylamino,
Rvi21 is selected from the group consisting of alkyl, alkenyl, alkynyi, aryl,
heteroaryl, and heterocyciyi,
Rwi22 is selected from the group consisting of alkylene or arylene, and
_ Rwizs Is selected from the group consisting of alkyl, atkenyl, alkyny, aryl,
10  heteroaryl, and heterocyclyt;

i
-C-NH ‘Rvn-24 ,

wherein Rvi.24 is selected from the group consisting of hydrogen, alkyl,
cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, aralkyl, aralkenyi, and

___aralkynyl;

c =N
15 -C— Rvn-zs.
wherein Ryy.zs is heterocyclylidenyl;
_ Ryikes
-CH,-N
' \
Ruizr

wherein Ryy.2s and Ry are independently selected from the grodp i:onsisting
of hydrogen, alkyl, cycloalkyl, alkenyl, alkkynyl, aryl, heteroaryl, and heterocyélyl;
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I
-C- NH2
@)
Il
-C-C- NH2
0]
” /Rvn-zs
- CH2 -S-C-N
AN
Rvu-zg

wherein Ryy.2s and Rvize are independently selected from the group consisting
of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and heterocyclyl;
il
-C 'r " Runao

RVll-31

wherein Ryys and Ry are independently alkoxy, alkenoxy, alkynoxy, aryloxy,
heteroaryloxy, and heterocyclyloxy; and-

hl RVII-32

-C-S- Rvu~33

wherein Ryy.s; and Ryyas aré indepéndently selected from the group consisting
of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and heterocyciyt;
H

-C=N-0H
C == C-Sl(Ry3)s,

wherein Rui.ss is selected from the group consisting of alkyl, alkenyl, aryl,
heteroaryl and heterocyclyl;
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/Rvn-37
— N
N
Rui-se

wherein Rys7 and Ryy.3s are independently selected from the group consisting
of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and heterocyclyl;

Ryiise
/
-N=C
AN
Ryviao .
5 wherein Ru.5 is selected from the group consisting of hydrogen, alkoxy,

alkenoxy, alkynoxy, aryloxy, heteroaryloxy, heterocyclyloxy, alkyithio, alkenylthio,
alkynylthio, arylthio, heteroarylthio and heterocyclylthio, and
Rvio is selected from the group consisting of haloalkyl, haloalkenyl,
haloalkynyl, haloaryl, haloheteroaryl, haloheterocycliyl, cycloalkyl, cycloalkenyl,
.10 heterocyclylalkoxy, heterocyclylalkenoxy, heterocyclylalkynoxy, alkylthio, alkenylthio,
alkynylthio, arylthio, heteroarylthio and heterocyclylihio;
-N=Ryn1,
wherein Ry, is heterocyclylidenyl;
0]
l

- NRvuuz -C- Rvn-43

15 wherein Ry, is selected from the group consisting of hydrogen, alkyl, alkenyl,
alkynyl, aryl, heteroaryl, and heterocyclyl, and )

Rviss is selected from the group consisting of hydrogen, alkyl, alkenyl, alkynyl,
aryl, heteroaryl, heterocyclyl, cycloalkyl, cycloalkenyl, haloalkyl, haloalkenyl,
haloalkynyl, haloaryl, haloheteroaryl, and haloheterocyélyi;

0
ll

2 -NH-C-NH-R,_,

wherein Ry is selected from the group consisting of hydrogen, alky},
cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl;
-N=8=0;
-N=C=§;
25 -N=C=0;
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- Ny
- SRvji4s
wherein Ry4s is selected from the group consisting of hydrogen, alkyl, alkenyl,
alkynyl, aryl, heteroaryl, heterocyclyl, haloalkyl, haloalkenyl, haloalkynyi, haloaryl,

5  haloheteroaryl, haloheterocyclyl, heterocyclyl, cycloalkylalkyl, cycloalkenylalkyl, aralkyl,
heteroarylalkyl, heterocyclylalkyl, cycloalkylalkenyl, cycloalkenylatkenyl, aralkenyl,
heteroarylalkenyl, heterocyclylalkenyl, alkyithioalkyl, alkenyithioalkyl, alkynyithioalkyl,
arylthioalkyl,heteroaryithioalkyl, heterocyclylthioalkyl, alkylthioalkenyi,

~ alkenylthioalkenyl, alkynylthioalkenyl, aryithioalkenyl, heteroarylthioalkén—)ll,
10 heterocyclylthioalkenyl, aminocarbonylalkyl, aminocarbonylalkenyi,

. aminocarbonylalkynyl, aminocarbonylaryl, aminocarbonylheteroaryl, and

aminocarbonylheterocyclyl,
~SRviise, @nd -CHRyy47,
wherein Ry Is selected from the group consisting of alkyl, alkenyl, alkynyl,
15  aryl, heteroary! and heterocyclyl, and
Rvisz is selected from the group consisting of hydrogen, alkyl, alkenyl, alkynyl,

aryl, heteroaryl and heterocyclyl; and

/RVII-48

-S-CH
\

RVll-49

wherein Ruis is selected from the group consisting of hydrogen, alkyl,
20 cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl, and
Rwis is selected from the Qroﬁp consisting of alkoxy, alkenoxy, élkynoxy,
aryloxy, heteroaryloxy, heterocyclyloxy, haloalkyl, haloalkenyl, haloalkynyi, haloaryl,
haloheteroaryl and haloheterocyclyi;
O
|

'S'C‘Rvn-so’

25 wherein Ryyso is selected from the group consisting of hydrogen, alkyl,
cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, alkoxy, alkenoxy, alkynoxy,
aryloxy, heteroaryloxy and heterocyclyloxy;
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I
-S- Rvn-.fn '
wherein Ruis; is selected from the group consisting of alkyl, alkenyl, alkynyl,

aryl, heteroaryl, heterocyclyl, haloalkyl, haloalkenyl, haloalkynyl, haloaryl,
haloheteroaryl and haloheterocyclyl; and

- Rvu-ss

O=—W0 =0

wherein Ryys; is selected from the group cdnsisting of alkyl, alkenyl, alkynyl,
aryl, heteroaryl and heterocyclyl;
provided that when Ry, is selected from the group consisting of
heterocyclylalkyl and heterocyclylalkenyl, the heterocyclyl radical of the corresponding
heterocyclylalkyl or heterocyclylalkenyl is other than &-lactone; and
provided that when Ry is aryl, heteroaryl or heterocyclyl, and one of

Rui2 and Ry is trifluoromethyl, then the other of Ry and Ry is difluoromethyl.

Compounds of Formula Vi are disclosed in WO 9941237-A1, the
complete disclosure of which is incorporated by reference.

In a preferred embodiment, the CETP inhibitor is selected from the
following compounds of Formula VIi:

Dimethy! 5,5-dithiobis[2-difluoromethyl-4-(2-methylpropyl)-6-(trifluoromethyt)-3-
pyridine-carboxylate]. -

Another class of CETP inhibitors that finds ulility with the present invention
consists of substituted pyridines having the Formula VIlI

AVHI
TVHI = Dvm
N
Luni N Evm
Formula Vil

or a pharmaceutically acceptable salt, enantiomers, or stereoisomers thereof,
in which
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Avu stands for aryl with 6 to 10 carbon atoms, which is optionally substituted up
to 3 times in an identical manner or differently by halogen, hydroxy, trifluoromethyl,
trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or alkoxy with upto?
carbon atoms each, or by a group of the formula

-NRvi-1Rvi2, wherein

Rvit and Rvu.; are identical or different and denote hydrogen, phenyl, or
straight-chain or branched alkyl with up to 6 carbon atoms,

Dwu stands for straight-chain or branched alkyl with up to 8 carbon atoms,

. which is substituted by hydroxy,

Evw and Lyy are either identical or different and stand for straight-chain or

- branched alkyl with up to 8 carbon atoms, which is optionally substituted by cycloalkyl

15

20

25

30

with 3 to 8 carbon atoms, or stands for cycloalkyl with 3 to 8 carbon atoms, or

Ew has the above-mentioned meaning and

Lvu in this case stands for aryl with 6 to 10 carbon atoms, which is optionally
substituted up to 3 times in an identical manner or differently by halogen, hydroxy,
trifluoromethyl, trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or alkoxy
with up to 7 carbon atoms each, or by a group of the formula

-NRvisRvis, Wherein

Rvms and Rwu are identical or different and have the meaning given above for
Ry and Rvw.o, or

Eww stands for straight-chain or branched alkyl with up to 8 carbon atoms, or
stands for aryl with 6 to 10 carbon atoms, which is optionally substituted up to 3 times
in an identical manner or differently by halogen, hydroxy, trifluoromethyl,
trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or alkoxy with upto?7
carbon atoms each, or by a group of the formula

-NRvisRvis, wherein

Rvs and Ry are identical or different and have the meaning given above for
Rt and Rvu, and

Lvu in this case stands for straight-chain or branched alkoxy with up to 8
carbon atoms or for cycloalkyloxy with 3 to 8 carbon atoms,

T stands for a radical of the formula

RVNI—Q : CRVIHJO

Rywr ~Xvm- or R
viz O Pvies -wherein
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Rviz and Ry are identical or different and denote cycloalkyl with 3t08
carbon atoms, or aryl with 6 to 10 carbon atoms, or denote a 5- 10 7-member aromatic,
optionally benzo-condensed, heterocyclic compound with up to 3 heteroatoms from the
series S, N and/or O, which are optionally substituted up to 3 times in an identical

S manner or differently by triflucromethyl, trifluoromethoxy, halogen, hydroxy, carboxyi,
by straight-chain or branched alkyl, acyl, alkoxy, or alkoxycarbonyl with up to 6 carbon
atoms each, or by phenyl, phenoxy, or thiophenyl, which can in turn be substituted by
halogen, trifluoromethyl, or triflucromethoxy, and/or the rings are substituted by a
group of the formula _

10 ~NRvi-11Rv.12, wherein

Rvi.11 and Ryy.2 are identical or different and have the meaning given above
for Rvi.s and Ruuz,

Xvm denotes a straight or branched alkyl chain or alkenyl chain with 2 to 10
carbon atoms each, which are optionally substituted up to 2 times by hydroxy,

15 Rviie denotes hydrogen, and

Rvi-10 denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy, mercapto,
trifluoromethoxy, straight-chain or branched alkoxy with up to 5 carbon atoms, or a
radical of the formula

-NRvi.13Rvin-14, wherein
20 Rvin.13 and Ryu.i4 are identical or different and have the meaning given above
for Rvis and Ry, OF

Rvae @nd Rvyso form a carbonyl group together with the carbon atom,

Compounds of Formula VIl are disclosed in WO 9804528, the
complete disclosure of which is incorporated by reference.
25 Another class of CETP inhibitors that finds utility with the present
invention consists of substituted 1,2,4-triazoles having the Formula IX
oy
R N R

RIX-Z

Formula I1X
or a pharmaceutically acceptable salt or tautomer thereof:
‘wherein Ry, is selected from higher alkyl, higher alkenyl, higher alkynyi, aryl,
30  aralkyl, aryloxyalkyl, alkoxyalkyl, alkylthioalkyl, arylthioalkyl, and cycloalkylalkyl,
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wherein R, is selected from aryl, heteroaryl, cycioalkyl, and Cycloalkenyl,
wherein
Rix.2 is optionally substituted at a substitutable position with one or more radicais
independently selected from alkyl, haloalkyl, alkyithio, alkylsulfinyl, alkylsulfonyl,
alkoxy, halo, aryloxy, aralkyloxy, aryl, aralkyl, aminosulfonyl, amino, monoalkylamino
and diatkylamino; and
wherein Rix; is selected from hydrido, -SH and halo;
provided Ry, cannot be phenyl or 4-methylphenyl when Ry is higher alkyl and when
Rixs is BSH. .
Compounds of Formula IX are disclosed in WO 9914204, the complete
disclosure of which is incorporated by reference.
In a preferred embodiment, the CETP inhibitor is selected from the
following compounds of Formula IX:
2,4-dihydro-4-(3-methoxyphenyl)-5-tridecyl-3H-1,2,4-triazole-3-thione;

2,4-dihydro-4-(2-fluorophenyl)-5-tridecyl-3H-1,2,4-triazole-3-thione;
2,4-dihydro-4-(2-methylphenyl)-5-tridecyl-3H-1,2,4-triazole-3-thione;
2,4-dihydro-4-(3-chlorophenyt)-5-tridecyl-3H-1,2,4-triazole-3-thione;

2, 4-dihydro—4-(2—methoxyphenyl)-5-tridecyl-3l-_i—1 ,2,4-triazole-3-thione;
2,4-dihydro-4-(3-methylphenyl)-5-tridecyi-3H-1 2,4-triazole-3-thione;
4-cyclohexyl-2 4-dihydro-5-tridecyl-3H-1,2,4-triazole-3-thione;

2,4-dihydro-4-(3-pyridyl)-5-trid ec3./l-3H-1 ,2,4-triazole-3-thione;

30  2,4-dihydro-4-(2-ethoxyphenyl)-5-tridecyl-3H-1,2,4-triazole-3-thione;

35

40

45

2,4-dihydro-4-(2,6-dimethylphenyl)-5-tridecyl-3H-1,2,4-triazole-3-thione;
2,4~dihydro-4-(4-phenoxyphenyl)-5-tridecyl-3H-1,2,4-triazole- 3-thione;
4-(1,3-benzodioxol-5-y1)-2,4-dihydro-5-tridecyl-3H-1,2,4- triazole-3-thione;
4-(2-chlorophenyl)-2,4-dihydro-5-tridecyl-3H-1,2 4-triazole-3-thione;
2,4—dihydro-4-(4-m§thoxyphenyl)-5-tridecyl-3H—1 2,4-triazole-3-thione;
2,4-dihydro-5-tridecyl-4-(3-trifluoromethylphenyl)-3H-1,2,4-triazole-3-thione;

2,4-dihydro-5-tﬁdeéyl-4;(3-ﬂuordphenyl)—SH—1 ,2”,4~triézole-3;—tﬁione';
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4-(3-chloro-4-methylphenyl)-2.4-dihydro-5-tridecyl-3H-1 »2,4-triazole-3-thione;
2,4-dihydro-4-(2-methylthiophenyl)-5-tridecyl-3H-1 ,2,4-triazole-3-thione;
4-(4-benzyloxyphenyl)-2,4-dihydro-5-tridecyl-3H-1 12,4-triazole-3-thione;
2,4-dihydro-4-(2-naphthyl)-5-tridecyl-3H-1 ,2.,4-triazole-3-thione;
2,4—dihydro-5-tridecyl~4-(4-triﬂuoromethylphenyl)—SH-1,2,4-triazole-3-thione ;
2,4-dihydro-4-(1-naphthyl)-5-tridecyl-3H-1 2,4-triazole-3-thione;
2,4-dihydro-4~(3-methyithiophenyl)-5-tridecyl-3H-1 ,2,4-tﬁazole-3-thioné;
2,4-dihydro-4-(4-methylthiophenyl)-5-tridecyl-3H-1 ,2,4-triazole-3-thione;
2,4-dihyd ro-4—(3 ,4-dimethoxyphenyl)-5-tridecyl-3H-1 2,4-triazole-3-thione;
2,4-dihydro-4-(2,5-dimethoxypheny!)-5-tridecyl-3H-1 ,2,4-triazole-3-thione;
2,4-dihydro-4-(2-methoxy-5-chlorophenyl)-5-tridecyl-3H-1 .2,4-triazole-3-thione;
4-(4-aminosulfonylphenyl)-2 4-dihydro-5-tridecyl-3H-1 ,2,4-triazole-3-thione;
2,4-dihydro-5-dodecyl-4-(3-methoxyphenyl)-3H-1 ,2,4-triazole-3-thione;
2,4-dihydro-4-(3-methoxyphenyl)-5-tetradecyl-3H-1 2,4-triazole-3-thione;
2,4-dihydro-4-(3-methoxyphenyl)-5-undecyl-3H-1 ,2,4~triazole-3-thione; and
2,4-dihydro-(4-methoxyphenyl)-5-pentadecyl-3H-1 ,2,4-triazole-3-thione.

Another class of CETP inhibitors that finds utiity with the present
invention consists of hetero-tetrahydroquinolines having the Formula X

Formula X
and pharmaceutically acceptable salts, enantiomers, or stereoisomers or N-oxides of
said compounds;

in which
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. Ax represents cycloalkyl with 3 to 8 carbon atoms or a 5 to 7-membered,
saturated, partially saturated or unsaturated, optionally benzo-condensed heterocyclic
ring containing up to 3 heteroatoms from the series comprising S, N and/or O, that in
case of a saturated heterocyclic ring is bonded to a nitrogen function, optionally
bridged over it, and in which the aromatic systems mentioned above are optionally
substituted up to 5-times in an identical or different substituents in the form of halogen,
nitro, hydroxy, trifluoromethyl, trifluoromethoxy or by a straight-chain or branched alkyl,
acyl, hydroxyalky! or alkoxy each having up to 7 carbon atoms or by a group of the

_formula BNRx sRx4,

in which
Rx.s and Ry are identical or different and denote hydrogen, phenyl or straight-
chain or branched alkyl having up to 6 carbon atoms,

or

Ax represents a radical of the formula

o O

Dx represents an aryl having 6 to 10 carbon atoms, that is optionally
substituted by phenyl, nitro, halogen, trifluormethy! or trifluormethoxy, or it represents a
radical of the formula o

R
7 X8

X-6

Ryg—T, —V,—X
Rys — Lx— or x X X %

t

_ inwhich

Rx-s: Rxs and Rxs independently of one another denote cycloalkyl having 3106
carbon atoms, or an aryl having B‘to 10 carbon atoms or a 5- to 7-membered aromatic,

optionally benzo-condensed saturated or unsaturated, mono-, bi-, or tricyclic
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heterocyclic ring from the series consisting of S, N and/or O, in which the rings are
substituted, optionally, in case of the nitrogen containing aromatic rings via the N
function, with up to 5 identical or different substituents in the form of halogen,
trifluoromethyl, nitro, hydroxy, cyano, carbonyl, trifluoromethoxy, straight straight-chain
or branched acyl, alkyl, alkyithio, alkylalkoxy, alkoxy, or alkoxycarbony! each having up
to 6 carbon atoms, by aryl or trifluoromethyl-substituted aryl each having 6 to 10
carbon atoms or by an, optionally benzo-condensed, aromatic 5- to 7-membered
heterocyclic ring having up to 3 heteroatoms from the series consisting of S, N, and/or
O, and/or substituted by a group of the formula BORy.10, "SRx.11, SOsz.1z or BNRx.
13Rx14

in which .

Rx.10, Rx-11 and Ry.q2 independently from each other denote aryl having 6 to 10
carbon atoms, which is in turn substituted with up to 2 identical or different substituents
in the form of phenyl, halogen or a straight-chain or branched alkyl havingup to 6
carbon atoms,

Rx.13 and Rx., are identical or different and have the meaning of Ry and Ry4
indicated above,
or

Rxs and/or Ry denote a radical of the formula

LI IS

or

Rxdenotes hydrogen or halogen, and

Rxs denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy,
trifluoromethoxy, straight-chain or branched alkoxy or alkyl having up to 6 carbon
atoms or a radical of the formula
BNRx.15Rx.16,
in which

Rx-1s and Rx.¢ are identical or different and have the meaning of Rx; and Ry
indicated above,

or
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Rx7 and Ry together form a radical of the formula =O or =NRy.5,
in which

Rx.17 denotes hydrogen or straight chain or branched alkyl, alkoxy or acy!
having up to 6 carbon atoms,

Lx denotes a straight chain or branched alkylene or alkenylene chain having up
fo 8 carbon atoms, that are optionally substituted with up to 2 hydroxy groups,

Tx and X are identical or different and denote a straight chain or branched
alkylene chain with up to 8 carbon atoms

or
| Tx or Xx denotes a bond,

Vx represents an oxygen or sulfur atom or an BNRy.1s-group, in which

Rx.1s denotes hydrogen dr straight chain or branched alkyl with up to 6 carbon
atoms or phenyl,

Ex represents cycloalkyl with 3 to 8 carbon atoms, or straight chain or
branched alky! with up to 8 carbon atoms, that is optionally substituted by cycloalkyl
with 3 to 8 carbon atoms or hydroxy, or represents a phenyl, that is optionally
substituted by halogen or trifluoromethyl,

Rx-1 and Rx., together form a straight-chain or branched alkylene chain with up
to 7 carbon atoms, that must be substituted by carbony! group and/or by a radical with

the formula

OH
(CHp),— CH,

(‘) l 1.3 O_—’CHZ O\-7 —'Oqug or 1,2 ? (CRX~2ORX'21)b

~ [ :
in which a and b are identical or differeﬁt and denote a number equaling 1,2, or 3,

Rx.19 denotes hydrogen, cycloalkyl with 3 up to 7 carbon atoms, étréight chain
or branched silylalky! with up to 8 carbon atoms or straight chain or branched alkyl with
up to 8 carbon atoms, that are optionally substituted by hydroxyl, straight chain or
branched alkoxy with up to 6 carbon atoms or by phenyl, which in tumn might be
substituted by halogen, nitro, trifluormethyl, trifluoromethoxy or by phenyl or by
tetrazole-substituted phenyl, and alkyl, optionally be substituted by a group with the
formula BORx.2,
in which
Rx.22 denotes a straight chain or-branched acyl with up to 4 carbon atoms or

benzyl,
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or

Rx-1¢ denotes straight chain or branched acyl with up to 20 carbon atoms or
benzoyl , that is optionally substituted by halogen , trifluoromethyl, nitro or
trifluoromethoxy, or it denotes straight chain or branched fluoroacyl with up to 8 carbon
atoms and 9 fluorine atoms,

Rx-20 and Rx. are identical or different and denote hydrogen, phenyl or straight
chain or branched alkyl with up to 6 carbon atoms,
or

Rx.20 and Rx.24 together form a 3- to 6- membered carbocyciic ring, and the
carbocyclic rings formed are optionally substituted, optionally also geminally, with up to
six identical or different substituents in the form of triflouromethyl, hydroxy, nitrile,
halogen, carboxyl, nitro, azido, cyano, cycloalkyl or cycloalkyloxy with 3 to 7 carbon
atoms each, by straight chain or branched alkoxycarbonyl, alkoxy or alkylthio with up
to 6 carbon atoms each or by straight chain or branched alkyl with up fo 6 carbon
atoms, which in turn is substituted with up to 2 identically or differently by hydroxyl,
benzyloxy, trifluoromethyl, benzoyl, straight chain or branched alkoxy, oxyacyl or
carbonyl! with up to 4 carbon atoms each and/or phenyl, which may in turn be
substituted with a halogen, trifuoromethyl or trifluoromethoxy, and/or the formed
carbocyclic rings are optionally substituted, also geminally, with up to 5 identical or
different substituents in the form of phenyl, benzoyl, thiopheny! or sulfonylbenzyl,
which in turn are optionally substituted by halogen, trifluoromethyi, trifluoromethoxy or

nitro, and/or optionally are substituted by a radical with the formula

1

12 A

-S02-CHs, -(CO)yNRx.23Rx24 OF =0,
in which

c denotes a number equaling 1, 2, 3, or 4,

d denotes a number equaling 0 or 1,

Rx-23 and Ryx.z4 are identical or different and denote hydrogen, cycloalkyl with 3
to 6 carbon atoms, straight chain or branched alkyl with up to 6 carbon atoms, benzyl
or phenyl, that is optionally substituted with up to 2 identically or differently by halogen,
trifluoromethyl, cyano, phenyl or nitro, and/or the formed carbocyclic rings are

substituted optionally by a spiro-linked radical with the formula
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RX-31

<Wx - Yx Rx-zs Rx-zs

X : <Rx-3z
WX - Y'X (CRx.27 RX-ZB)a <}O R
) 'X-33
or

(CRx_zg RX-30){ .

in which
W denotes either an oxygen or a sulfur atom
5 Yx and Y'x together form a 2 to 6 membered straight chain or branched

alkylene chain,

e denotes a number equaling 1, 2, 3,4,5,6,0r 7,

f denotes a number equaling 1 or 2,
Rx.25, Rx.26, Rx-z7 » Rx28, Rx20, Rxa0 and Ry.3¢ are identical or different and

10  denote hydrogen, trifluoromethyl, phenyl, halogen or straight chain or branched alkyl or
atkoxy with up to 6 carbon atoms each,
or
T Rx.2s and Rx.zs or Rx.27 and Rx.2s respectively form together a straight chain or
branched alkyl chain with up to 6 carbon atoms,

16 or
Rx.25 and Rx.2s or Rx.2; and Rxs each together form a radical with the formula
W, — CH,
WX I (CHz)g
in which -

] Wy has the meaning given above,
20 gdenotes a number equaling 1, 2, 3,4, 5, 6,0r 7,
Rx.s2 and Rx a3 form together a 3- to 7- membered heterocycle, which contains
an oxygen or sulfur atom or a group with the formula SO, SO, or
- NRx34,
in which
25 Rx.a4 denotes hydrogen, phenyl, benzyl or straight or branched alkyl with up to
4 carbon atoms. )
Compounds of Formula X are disclosed in WO 9914215, the complete
- dis&:ldsufe‘ of which is inéorborated b); reference. N
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In a preferred embodiment, the CETP inhibitor is selected from the following

compounds of Formula X:
2—cyclopentyl—5-hydroxy-7,7-dimethyl-4~(3-thienyl)—3-(4-triﬂuoromethylbenxoyl)—5,6,7,8-
tetrahydroquinoline;

2—cyclopentyl-S-[ﬂuoro-(4-triﬂuoromethy!phenyl)methyl]-s-hydroxy-7,7-dimethyl-4-(3-
thienyl)-5,6,7,8-tetrahydroquinoline; and

2—cyclop<—3_ntyl-5-hydroxy—7,7—dimethyl-4—(3—thienyl)-3—(triﬂuoromethylbenxyl)-s,6,7,8-
tetrahydroquinoline.
Another class of CETP inhibitors that finds utility with the present invention consists
of substituted tetrahydro naphthalines and analogous compound having the Formula

X

Formula Xi

and stereoisomers, stereoisomer mixtures, and salts thereof, in which

Ax stands for cycloalkyl with 3 to 8 carbon atoms, or stands for aryl with 6 to 10
carbon atoms, or stands for a 5- to 7-membered, saturated, partially unsaturated or
unsaturated, possibly benzocondensated, heterocycle with up to 4 heteroatoms from
the series S, N and/or O, where a'ryl and the heterocyclic ring systems mentioned
above are substituted up to 5-fold, identical or different, by cyano, halogen, nitro,
carboxyl, hydroxy, trifluoromethyl, trifluoro- methoxy, or by straight-chain or branched
alkyl, acyl, hydroxyalkyl, alkyithio, alkoxycarbonyl, oxyalkoxycarbony! or alkoxy each
with up to 7 carbon atoms, or by a group of the formula
'NRXI-SRXM»
in which

Rx.3 and Ry are identical or different and denote hydrogen, phenyl, or
straight-chain or branched alkyl with up to 6 carbon atoms

Dy stands for a radical of the formula
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RXI-T

Rye
Ryis— Ly — ><

RXI-S ' or Rm-s_ Txn - V)a —‘—-XX' T

in which
Rxs: Rx.s and Rx.q, independent of each other, denote cycloalkyl with 3 to 6
carbon atoms, or denote aryl with 6 to 10 carbon atoms, or denote a 5- to 7-

5 membered, possibly benzocondensated, saturated or unsaturated, mono-, bi- or
tricyclic heterocycle with up to 4 heteroatoms of the series S, N and/or O, where the
cycles are possibly substitutedCin the case of the nitrogen-containing rings also via the
N-functionCup to 5-fold, identical or different, by halogen, trifluoromethyl. nitro,
hydroxy, cyano, cérboxyl, trifluoromethoxy, straight-chain or branched acyl, alkyt,

10 alkyithio, alkylalkoxy, alkoxy or alkoxycarbony! with up to 6 carbon atoms each. by aryi
or trifluoromethy! substituted aryl with 6 to 10 carbon atoms each, or by a possibly
benzocondensated aromatic 5- to 7-membered heterocycle with up to 3 heteroatoms
of the series S, N and/or O, and/or are substituted by a group of the formula

" -ORx10, “SRxt11 , ~SO2Rx.12 OF -“NRy.13R 14,
15 inwhich
Rx10, Rxi-11 @and Ry, independent of each other, denote aryl with 6 to 10
carbon atoms, which itself is substituted up to 2-fold, identical or different, by phenyl,
halogen. or by straight-chain or branched alkyl with up to 6 carbon atoms,
Rx-13 and Rx.44 are identical or different and have the meaning given above for
20 Rxsand Ry,

or
Rx.s and/or Ry.s denote a radical of the formula
e Iy
JF Fe” T07
Rx.7 denotes hydrogen, halogen or methyl,
25 and

Rxs denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy,
trifluoromethoxy, straight-chain or branched alkoxy or alkyl with up to 6 carbon atoms
each, or a radical of the formula -NRy.1sRx.16,

in which
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Rx.15 and Ry.16 are identical or different and have the meaning given above for
Rxis and Ry,
or

Rx.z and Ry together form a radical of the formula =0 or =NRy.17, in which

Rx.17 denotes hydrogen or straight-chain or branched alkyl, alkoxy or acyl with
up to 6 carbon atoms each,

Lx denotes a straight-chain or branched alkylene- or alkenylene chain with up
to 8 carbon atoms each, which is possibly substituted up to 2-fold by hydroxy,

Tx and Xy, are identical or different and denote a straight-chain or branched
alkylene chain with up to 8 carbon atoms,

or
Tx and Xx denotes a bond,
Vx stands for an oxygen- or suifur atom or for an -NRy.1 group,
in which

Rx.1s denotes hydrogen or straight-chain or branched alky! with up to 6 carbon
atoms, or phenyl,

Ex stands for cycloalkyl with 3 to 8 carbon atoms, or stands for straight-chain
or branched alkyl with up to 8 carbon atoms, which is possibly substituted by cycloalkyl
with 3 to 8 carbon atoms or hydroxy, or stands for phenyl, which is possibly substituted
by halogen or trifluoromethyl,

Rx1 and Ry, together form a straight-chain or branched alkylene chain with up
to 7 carbon atoms, which must be substituted by a carbonyl group and/or by a radical

of the fOormula

OH
(CH,),— CH,
—CH, O —
O\/O " T ‘ \7 ORy1 or 1.2 ? (OReaocany

in which

a and b are identical or different and denote a number 1,20r3

Rx.1e denotes hydrogen, cycloalkyl with 3 to 7 carbon atoms, straight-chain or
branched silylalkyl with up to 8 carbon atoms, or straight-chain or branched alkyl with
up to 8 carbon atoms, which is possibly substituted by hydroxy, straight-chain or
branched alkoxy with up to 6 carbon atoms, or by phenyl, which itself can be
substituted by halogen, nitro, trifluoromethyl, trifluoromethoxy or by phenyl substituted
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by phenyl or tetrazol, and alkyl is possibly substituted by a group of the formula -ORy,
2,
in which

Rx-22 denotes straight-chain or branched acyl with up to 4 carbon atoms, or
benzyl,
or

Rxw-19 denotes straight-chain or branched acyl with up to 20 carbon atoms or
benzoyl, which is possibly substituted by halogen, trifluoromethyi, nitro or
trifluoromethoxy, or denotes straight-chain or branched fluoroacy! with ub to 8 carbon
atoms and 9 fluorine atoms,

Rxi20 and Rx.2; are identical or different, denoting hydrogen, phenyi or straight-

chain or branched alkyl with up to 6 carbon atoms,

or
Rx20 and Ry together form a 3- to 6-membered carbocycle, and, possibly
also geminally, the alkylene chain formed by Rx.; and Ry, is possibly substituted up

_to 6-fold, identical or different, by trifluoromethyl, hydroxy, nitrile, halogen, carboxyl,

nitro, azido, cyano, cycloalkyl or cycloalkyloxy with 3 to 7 carbon atoms each, by
straight-chain or branched alkoxycarbonyl, alkoxy or alkoxythio with up to 6 carbon
atoms each, or by straight- chain or branched alkyl with up to 6 carbon atoms, which
itself is substituted up to 2-fold, ‘

identical or different. by hydroxyl, benzyloxy, trifluoromethyl, benzoyl, straight-chain or
branched alkoxy, oxyacyl or carboxyl with up to 4 carbon atoms each, and/or phenyl-
which itself can be substituted by halogen, trifluoromethyl or trifluoromethoxy ,

and/or the alkylene chain formed by Rx.1 and Ry is substituted, also geminally,
possibly up to 5-fold, identical or different, by phenyl, benzoyl, thiophenyl or.
sulfobenzyl -which themselves are possibly substituted by halogen, trifluoromethyi,
trifluoromethoxy or nitro, and/or the alkyiene chain formed by Ry.s and Ry, is possibly
substituted by a radical of the formula

1 02 / (CHz) c\‘
‘SOz"CsHs, —(CO)dNRx;.23Rx].24 or '—'O,
in which
c denotes a number 1, 2, 3 or 4,
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d denotes a number 0 or 1, .

Rx.23 and Rx.24 are identical or different and denote hydrogen, cycloalkyl with 3
to 6 carbon atoms, straight-chain or branched alkyl with up to 6 carbon atoms, benzyi
or phenyl, which is possibly substituted up to 2-fold. identical or different, by halogen,
trifluoromethyl, cyano, phenyl or nitro, and/or the alkylene chain formed by Rx.1 and
Rx-2 is possibly substituted by a spiro-jointed radical of the formula

RXI-31

< Wy - Y Rx;-zs Rx1-2s R
X X1-32
Wy, - Y, (CRy 2 %29, O=0 <R
' (CRy.29Rxw30r , or X33
in which

Wy, denotes either an oxygen or a sulfur atom,

Yx and Y'x, together form a 2- to 6-membered straight-chain or branched
alkylene chain,

eisanumber 1,2, 3,4,5,60r7,

f denotes a number ! or 2,

Rx.25, Rxi26, Rx-27, Rxe.28, Re.28, Ruao @nd Ry, are identical or different and
denote hydrogen, trifluoromethyl, phenyl, halogen, or straight-chain or branched alkyl
or alkoxy with up to 6 carbon atoms each,
or

Rxizs and Ry.26 or Ry 27 and Ry.s together form a straight-chain or branched
alkyl chain with up to 6 carbon atoms,

or
Rus2s and Ry.2s or Rxi.r and Rz together form a radical of the formula
W,,— CH2
W,,— (CHy),
in which

Wy has the meaning given above,
gisanumber1, 2, 3,4,5,60r7,
Rxs2 and Ry.33 together form a 3- to 7-membered heterocycle that contains an

oxygen- or sulfur atom or a group of the formula SO, SO, or -NRy.24,

in which
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Rx-s4 denotes hydrogen, phenyl, benzyl, or straight-chain or branched alkyl with up to 4
carbon atoms.
Compounds of Formula Xi are disclosed in WO 9914174, the complete
disclosure of which is incorporated by reference.
5 Another class of CETP inhibitors that finds utility with the present
invention consists of 2-aryl-substituted pyridines having the Formula (Xil)

Ay
Ty = Dy
|
Leim N Eqg
Formula XI||

or pharmaceutically acceptable salts, enantiomers, or stereoisomers of said
10  compounds,
-~ in which

Axq and Ex, are identical or different and stand for aryl with 6 to 10 carbon
atoms which is possibly substituted, up to 5-fold identical or different, by halogen,
hydroxy, trifluoromethyl, trifluoromethoxy, nitro or by straight-chain or branched alkyl,

15 acyl, hydroxy alkyl or alkoxy with up to 7 carbon atoms each, or by a group of the
formula -NR.1Rxir.2,
where

Rxi.1 and Rxy.2 are identical or different and are meant to be hydrogen, phenyl
or straight-chain or branched alkyl with up to 6 carbon atoms, '

20 Dy stands for straight-chain or branched alkyl with up to 8 carbon atoms,
which is substituted by hydroxy,

Lxy stands for cycloalkyl with 3 to 8 carbon atoms or for straight-chain or
branched alky! with up to 8 carbon atoms, which is possibly substituted by cycloalkyl
with 3 to 8 carbon atoms, or by hydroxy,

25 Txy stands for a radical of the formula Ryy.3-Xx- or
' RXH-S\/RXII-B
R4
where
' Rxiia éhd R4 are identical or different and are meant to be cycloalkyl with 3 td
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8 carbon atoms, or aryl with 6 to 10 carbon atoms, or a 5- to 7-membered aromatic,
possibly benzocondensated heterocycle with up to 3 heteroatoms from the series S, N
and/or O, which are possibly substituted. up to 3-fold identical or different, by
trifluoromethyl, trifluoromethoxy, halogen, hydroxy, carboxyl, nitro, by straight-chain or
branched alkyl, acyl, alkoxy or alkoxycarbony! with up to 6 carbon atoms each. or by
phenyl, phenoxy or phenylthio which in turn can be substituted by halogen.
trifluoromethyl or trifluoromethoxy, and/or where the cycles are possibly substituted by
a group of the formula -NRy,7Rx.s,
where

Rxuz and Ry are identical or different and have the meaning of Ry and Ry,
given above,

Xxu is a straight-chain or branched alkyl or alkenyl with 2 to 10 carbon atoms
each, possibly substituted up to 2-fold by hydroxy or halogen,

Rxis stands for hydrogen,
and

Rxi.s means to be hydrogen, halogen, mercapto, azido, trifluoromethyl,
hydroxy, trifluoromethoxy, straight-chain or branched alkoxy with up to 5 carbon
atoms, or a radical of the formula BNRygRx.10,
where

Rxis @nd Ry.10 are identical or different and have the meaning of Rxy.4 and Ry.»
given above,
or

Rxis and Ry, together with the carbon atom, form a carbony! group.

Compounds of Formula X1l are disclosed in EP 796846-A1, U.S. Patent
6,127,383 and U.S. Patent 5,925,645 the complete disclosures of which are
incorporated by reference.
In a preferred embodiment, the CETP inhibitor is selected from the

following compounds of Formula XIl:

4,6-bis-(p—fluorophenyl)-2~isopropyl-3-[(p-triﬂuoromethylphenyl)-(ﬂuoro)-methyl]-5-(1-
hydroxyethyl)pyridine;

2,4-bis-(4-ﬂuorophenyl)-6-isopropyl—S—[4-(triﬂuoromethylphenyl)—ﬂuoromethyl]-B—
hydroxymethyl)pyridine; and

2,4-bis-(4-ﬂuorophenyl)-6-isopropyl—S-[Z-(S-triﬂuoromethylphenyl)viny|]~3-
hydroxymethyl)pyridine.
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Another class of CETP inhibitors that finds utility with the present invention
consists of compounds having the Formula (Xili) '

/Yxm\
R NH

Xill
Xxan-1 S—2Zy,

XXlll-2 XXlll-4
XXIlI-3

Formula X!l

or pharmaceutically acceptable salts, enantiomers, stereoisomers, hydrates, or
-—~  solvates of said compounds, in which

10 Rxu is a straight chain or branched Cy.qo alkyl; straight chain or branched Ca.qo
alkenyl; halogenated C,. lower alkyl; Cs. cycloalkyl that may be substituted; Cs4
cycloalkenyl that may be substituted; Cs.4o cycloalkyl C,.4o alkyl that may be
substituted; aryl that may be substituted; aralkyl that may be substituted; or a 5- or 6-
membered heterocyclic group having 1 to 3 nitrogen atoms, oxygen atoms or sulfur
15  atoms that may be substituted,

X1, X2y Xz, Xxinis rﬁay be the same or different and are a hydrogen atom
halogen atom; C, lower alkyl; hélog"enated C+4 lower alkyl; C44 lower aikoxy; cyano
group; nitro group; acyl; or aryl, respectively; B

Yx is -CO-; or BSO,~; and
20 Zxu is a hydrogen atom; or mercapto protective group.

Compounds of Formula Xill are disclosed in WO 98/35937, the complete
disclosure of which is incorporated by reference.

In a preferred embodiment, the CETP inhibitor is selected from the following
compounds of Formula XIll:

25
N,N'-(dithiodi-2,1-phenylene)bis[2,2-dimethyl-propanamide];

N,N'-(dithiodi-2,1-phenylene)bis[ 1-methyl-cyclohexanecarboxamide];
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N,N'-(dithiodi-2, 1 -phenylene)bis[1 -(3-methylbuiyl)—cyclopenténecarboxamide];
N,N'-(dithiodi-2, 1-phenylene)bis[1 -(3-methylbutyl)-cyclohexanecarboxamide];
N,N'-(dithiodi-2,1-phenylene)bisn-(2-ethylbutyl)—cyclohexanecarboxamide];
N,N'-(dithiodi—2,1-phenylene)bis-tricyclo[&&1.13'7]decane-1-carboxamide;

10  propanethioic acid, 2—methyl-.S-[2[[[1-(2-ethy!butyl)cyclohexyl]carbony!]amino]phenyl]
ester;

propanethioic acid, 2,2-dimethyl-, S-[2-[[[1-(2-

ethylbutyl)cyclohexyl]carbonyl]amino]phenyi] ester; and
15 :
ethanethioic acid, S-[2~[[[1-(2—ethylbutyl)cyclohexyl]carbonyl]amino]phenyl] ester.

Another class of CETP inhibitors that finds utility with the present invention
20  consists of polycyclic aryl and heteroaryl tertiary-heteroalkylamines having the Formula
Xiv

Ryrv- 16N Ryrv-s

Z
XIV\Rxxv-.ls

Ry1v-1 [ (CRyry-3H) nyry] N

Rytv-2
R
0 Ve / XIV-9
AIV-14

DXIV- 3

Rerv-13"Dyrv-s /J x1v-3"Ryry_1g

JIx1v-4 Kxrv-2
AN

Ryrv.1- Ryrv-11
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and pharmaceutically acceptable forms thereof, wherein:

Nxv IS an integer selected from O through 5;

Rxwv-1 is selected from the group consisting of haloalkyl, haloalkenyl,
haloalkoxyalkyl, and haloalkenyloxyalkyl;

Xxv is selected from the group consisting of O, H, F, S, S(O),NH, N(OH),
N(alkyl), and N(alkoxy);

Rxv-1e is selected from the group consisting of hydrido, alkyl, alkenyl alkynyl,
aryl aralkyl, aryloxyalkyl, alkoxyalkyl, alkenyloxyalkyl, alkylthioalkyl, arylthioalkyl,
aralkoxyalkyl, heteroaralkoxyalkyl, alkylsulfinylalkyl, alkylsulfonyialkyl, cycloalky,
cycloalkylalkyl,
cycloalkylatkenyl, cycloalkenyl, cycloalkenylalkyl, haloalkyi, haloalkenyl, halocycloalkyl,
halocycloalkenyl, haloalkoxyalkyl, haloalkenyloxyalkyl, halocycloalkoxyalkyl,
halocycloalkenyloxyalkyl, perhaloaryl, perhaloaralkyl,

_.perhaloaryloxyalkyl, heteroaryl, heteroarylalkyl, monocarboalkoxyalkyl,

monocarboalkoxy, dicarboalkoxyalkyl, monocarboxamido, monocyanoalkyl,
dicyanoalkyl, carboalkoxycyanoalkyl, acyl, aroyl, heteroaroyl,

heteroaryloxyalkyl, dialkoxyphosphonoalkyl, trialkylsilyl, and a spacer selected from the
group consisting of a covalent 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 Rxv., Rxv.s, Rxv.e, @and Ryy.1s 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 Ryy.»is alkyl and there is
no Rywv.1 Wherein X is H or F;

Dxiv-1, Dxv-z, Jxvat, Jxav-z and Ky 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 Dxv.1, Dxv-2, Jxiv-1, Jxv.2 @and K4 is @ covalent bond, no more than one of Dxv,
Dxv2, Jxv-t, Jxv2 @nd Kyvs is O, no more than one of Dy, Dyv.a, Jxv-, Jxav-2 and Kyy.q
is S, one of Dxv.1, Dxwvz, Jxv.1, Jxiv.2 and Kxv.1 must be a covalent bond when two of
D1, Dxivz, Jxv-1, Ixav2 and Kyy.s are O and S, and no more than four of Dxiv.1, Dxiv-2,
Jxv-1, Jxovz @and Kx.q are N;

Dxv-s, Diwves, Jxva, Juavs and Kxv-2 are independently selected from the group
consnstmg of C,N,0,Sand a covalent bond w:th the provisos that no more than one
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Of Dxv.3, Dxivs, Jxiv-a, Jxva @nd Ky is a covalent bond, no more than one of Dyy.3,
Dy, Jxiva, Jxavw @nd Kyv.z is O, no more than one of Duov.s, Dxav, Jxvs, Jxvs @nd Ksavz
is S, one of Dyw.3, Dxiva, Jxv.s, Jxvs and Ky, must be a covalent bond when two of
Dxvs, Dxiva, Jxv-s, Jxvs and Kyy.» are O and S, and no more than four of Dxv-s, Dxvaa,
Jxv-a, Jxivs and Kyy.2 and K., are N;

Rxv-2 is independently selected from the group consisting of hydrido, hydroxy,
hydroxyalkyl, amino, aminoalkyl, alkylamino, dialkylamino, alkyl, alkenyl, alkynyi, aryi,
aralkyl, aralkoxyalkyl, aryloxyalkyl, alkoxyalkyl, heteroaryloxyalkyl, alkenyloxyalkyl,
alkylthioalkyl, aralkylthioalkyl, arylthioalky, cycloalkyl, cycloalkylalkyl, cycloalkylalkeny!,
cycloalkenyl, cycloalkenylalkyl, haloalkyl, haloalkenyl, halocycloalkyl, halocycloalkenyl,
haloalkoxy, aloalkoxyalkyl, haloalkenyloxyalkyl, halocycloalkoxy,
halocycloalkoxyalkyl, halocycloalkenyloxyalkyl, perhaloaryl, perhaloaralkyl,
perhaloaryloxyalkyl, heteroaryl, heteroarylalkyl, heteroarylthioalkyl,
heteroaralkylthioalkyl, monocarboalkoxyalkyl, dicarboalkoxyalkyl, monocyanoalkyl,
dicyanoalkyl, carboalkoxycyanoalkyl, alkylsulfiny!, alkylsulfonyl, alkylsulfinylalkyl,
alkylsulfonylalkyl, haloalkylsulfinyl, haloalkylsulfonyl, arylsulfinyl, arylsulfinylalkyl,
arylsulfonyl, arylsulfonylalkyl, aralkylsulfinyl, aralkylsulfonyl, cycloalkylsulfinyl,
cycloalkylsulfonyl, cycloalkylsulfinylalkyl, cycloalkylsufonylatkyl, heteroarylsulfonylalkyl
heteroarylsulfinyl, heteroarylsulfonyl, heteroarylsulfinylalkyl, aralkylsulfinylalkyl,
aralkylsulfonylalkyl, carboxy, carboxyalkyl, carboalkoxy, carboxamide,
carboxamidoalkyl, carboaralkoxy, dialkoxyphosphono, diaralkoxyphosphono,
dialkoxyphosphonoalkyl, and diaralkoxyphosphonoalkyl;

Rxv-2 and Ryy.; 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 cycloalkeny! having from 5 through 8
contiguous members, and a heterocyclyl having from 4 through 8 contiguous
members;

Rxv.s is selected from the group consisting of hydrido, hydroxy, halo, cyano,
aryloxy, hydroxyalkyl, amino, alkylamino, dialkylamino, acyl, sulfhydryl, acylamido,

. alkoxy, alkylthio, aryithio, alkyl, alkenyl, alkynyl, aryl,

aralkyl, aryloxyalkyl, alkoxyalkyl, heteroarylthio, aralkyithio, aralkoxyalkyl,
alkylsulfinylalkyl, alkylsulfonylalkyl, aroyl, heteroaroyl, aralkylthioalkyl,
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heteroaralkylthioalkyl, heteroaryloxyalkyl, alkenyloxyalkyl, alkyithioalkyi, arylthioalkyl,-
cycloalkyl, cycloalkylalkyl, cycloalkylalkenyl, cycloalkenyl, cycloalkenylalkyl, haloalkyl,
haloalkenyl, halocycloalkyl, halocycloalkenyl, haloalkoxy, haloalkoxyalkyl,
haloalkenyloxyalkyl, halocycloalkoxy,

halocycloalkoxyalkyl, halocycloalkenyloxyalkyl, perhaloaryl, perhaloaralkyl,
perhaloaryloxyalkyl, heteroaryl, heteroarylalkyl, heteroaryithioalkyl,
monocarboalkoxyalkyl, dicarboalkoxyalkyl, h'nonocyanoalkyl, dicyanoalkyl,
carboalkoxycyanoalkyl, alkylsulfinyl, alkylsulfonyl, haloalkylsulfinyl, haloalkyisulfonyl,
arylsulfinyl, arylsulfinylalkyl, arylsulfonyl, arylsulfonylaikyl, aralkylsulfinyl; a}alkylsulfonyl,
cycloalkytsulfinyl, cycloalkylsulfonyl, cycloalkylsulfinylalkyl, cycloalkylsufonylalkyl,

_heteroarylsulfonylalkyl, heteroarylsulfinyl, heteroaryisulfonyl, heteroaryisulfinylatkyl,

aralkylsulfinylalkyl, aralkylsulfonylalkyl, carboxy, carboxyalky!, carboalkoxy,
carboxamide, carboxamidoalkyl, carboaralkoxy, dialkoxyphosphono,
diaralkoxyphosphono, dialkoxyphosphonoalkyl, and diaralkoxyphosphonoalky};

Yxv is selected from a group consisting of a covalent single bond,(C(Rxv.
1a)2)pav Wherein quy is an integer selected from 1 and 2 and (CH(Ryv-14))gav-Wa-
(CH(Rxv-14)) pxiv Wherein gy and pxv are integers independently selected from 0 and 1:

Rxv-14 is independently selected from the group consisting of hydrido, hydroxy,
halo, cyano, aryloxy, amino, alkylamino, dialkylamino, hydroxyalkyl, acyl, aroyl,
heteroaroyl, heteroaryloxyalkyl, sulfhydryl, acylamido, alkoxy, alkylthio, aryithio, alkyl,
alkenyl, alkynyl, aryl, aralkyl, aryloxyalkyl, aralkoxyalkylaikoxy, alkylsulfinylalkyl,
alkylsulfonylalkyl, aralkylthicalkyl, heteroaralkoxythioalkyl, alkoxyalkyl,
heteroaryloxyalkyl, alkenyloxyalkyl, alkyithioalkyl, arylthioalkyl, cycloalkyl,
cycloalkylalkyl, cycloalkylalkenyl, cycloalkenyl, cycloalkenylalkyl, haloalkyl; haloalkenyl,
halocycloalkyl, halocycloalkenyl, haloalkoxy, haloalkoxyalkyl, haloalkenyloxyalkyl,
halocycloalkoxy, halocycloalkoxyalkyl, halocycloalkenyloxyalkyl, perhaloaryl,
perhaloaralkyl, perhaloaryloxyalkyl, heteroaryl, heteroarylalkyl, heteroaryithioalkyl,
heteroaralkylthioalkyl, monocarboalkoxyalkyl, dicarboalkoxyalkyl, monocyanoalkyl,
dicyanoalkyl, carboalkoxycyanoalkyl, alkylsulfinyl, alkylsuifonyl, haloalkylsulfinyl,
haloalkylsulfonyl, arylsulfinyl, arylsulfinylalkyl, arylsulfonyl, arylsulfonylalkyl,
aralkylsulfinyl, aralkylsulfonyl, cycloalkylisulfinyl, cycloalkylsulfonyl,
cycloalkyisulfinylalkyl, cycloalkylsufonylalkyl, heteroarylsulfonylalkyl, heteroarylsuifinyl,

heteroarylsulfonyl, heteroarylsulfinylalkyl, aralkylsulfinylalkyl, aralkylsulfonylalkyl,
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carboxy, carboxyalkyl, carboalkoxy, carboxamide, carboxamidoalkyl, carboaralkoxy,
dialkoxyphosphono, diaralkoxyphosphono,

dialkoxyphosphonoalkyl, 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 Ryv.s and Ryw.1s 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 Ryv4 and Ryy.s to form a héterocyclyl having
from § through 8 contiguous members with the proviso that, when Yxv is a covalent
bond, an Ryv.1s substituent is not attached to Yy )

Rxv.1a and Rxv.14, When bonded to the different atoms, are taken together to
form a group selected from the group consisting of a covalent bond, alkylene,
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
having from § through 8 contiguous members, and a heterocyclyl having from 5
through 8 contiguous members;

Rxv.14 @nd Rxu.14, when bonded to the same atom are taken together to form a
group selected from the group consisting of oxo, thiono, alkylene, haloalkylene, and a
spacer selected from the group consisting of a moiety having a chain lengthof 3to 7
atoms connected to form a ring selected from the group consisting of a cycloalkyl
having from 4 through 8 contiguous members, a cycloalkeny having from 4 through 8
contiguous members, and a heterocyclyl having from 4 through 8 contiguous
members;

Wy is selected from the group consisting of O, C(O), C(S), C(O)N(Rsxwv-14),
C(SIN(Rxv-14), (Rxv.1sNC(O), (Rxv-1)NC(8), S, §(0), S(O)z, S(O)2N(Ryvare), (Rov.
14)NS(O), and N(Rx.14) with the proviso that Ryy..4 is selected from other than halo
and cyano;

Zxy is independently selected from a group consisting of a covalent single
bond, (C(Rxv.15)2)guv-2 Wherein gxv-2 is an integer selected from 1 and 2, (CH(Rxyv.
15))pav-W-(CH(Rxv.15) Joxv Wherein jxv and yy are integers independently selected from
0 and 1 with the proviso that, when Zxy is a covalent single bond, an Rxv.15 substituent

is not attached to Zyy;
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Rxv-s Is independently selected, when Zyy is (C(Rxv-15)2)qxv Wherein oxiv is an
integer selected from 1 and 2, from the group consisting of hydrido, hydroxy, halo,
cyano, aryloxy, amino, alkylamino, dialkylamino, hydroxyalkyl, acyl, aroyl, heteroaroyl,
heteroaryloxyalkyl, sulfhydryl, acylamido, alkoxy, alkylthio, aryithio, alkyl, alkenyl,
alkynyl, aryl, aralkyl, aryloxyalkyl, aralkoxyalkyl, alkylsulfinylalkyl, alkylsulfonylalkyl,
aralkylthioalkyl, heteroaralkylthioalkyl, atkoxyalkyl, heteroaryloxya!kyl, élkenyloxyalkyl, ,
alkyithioalkyl, arylthioalkyl, cycloalkyl, cycloalkylalkyl, cycloalkylalkenyl, cycloalkenyl,
cycioalkenylalkyl, haloalkyl, haloalkenyl, halocycloalkyl, halocycloalkenyl, haloalkoxy,
haloalkoxyalkyl, haloalkenyloxyalkyl, halocycloalkoxy, halocycloalkoxyalkyl,
halocycloalkenyloxyalkyl, perhaloaryl, perhaloaralkyl, perhaloaryloxyalkyl, heteroaryl,
heteroarylalkyl, heteroarylthioalkyl, heteroaralkylthioalkyl, monocarboalkoxyalkyl,
dicarboalkoxyalkyl, monocyanoalkyl, dicyanoalkyl, carboalkoxycyanoalkyl, alkylsulfinyl,
alkylsutfonyl, haloalkylsulfinyl, haloalky'lsulfonyl, arylsulfinyl, arylsulfinylalkyl,
arylsulfonyl, arylsulfonylalkyl, aralkylsulfinyl, aralkylsulfonyl, cycloalkylsulfinyl,
cycloalkylsulfonyl, cycloalkylsulfinylalkyl, cycloatkylsufonylalkyl, heteroarylsulfonylalkyl,
heteroarylsulfinyl,
heteroarylsulfonyl, heteroaryisulfinylalkyl, aralkylsulfinylalkyl, aralkyisulfonylalkyl,
carboxy, carboxyalkyl, carboalkoxy, carboxamide, carboxamidoalkyl, carboaralkoxy,
dialkoxyphosphono, diaralkoxyphosphono, dialkoxyphosphonoalkyl,
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
Rxv- and Rxv. 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 Ryv.s and Ryw.13 to form a heterocyclyl
having from 5 through 8 contiguous members;

Rxv-15 and Ryy.1s, when bonded to the different atoms, are taken together to
form a group selected from the group consisting of a covalent bond, alkylene,
haloalkylene, and a spacer selected from a group consnstmg ofa moiety havnng a
chain length of 2 to 5 atoms connected to form a ring selected from the group of a
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saturated cycloalkyl having from 5 through 8 contiguous members, a cycloalkenyl
having from 5 through 8 contiguous members, and a heterocyclyl having from 5
through 8 contiguous members;

Rxv-1s and Ry.15, when bonded to the same atomn are taken together to form a
group selected from the group consisting of oxo, 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 having from 4 through 8
contiguous members, and a heterocyclyl having from 4 through 8 contiguous
members;

Rxv.1s is independently selected, when Zyy is (CH(RWﬁ))WV-W-(CH(RXN,,s))
v Wherein v and v are integers independently selected from 0 and 1, from the
group consisting of hydrido, halo, cyano, aryloxy, carboxyl, acyl, aroyl, heteroaroyl,
hydroxyalkyl, heteroaryloxyalkyl, acylamido, alkoxy, alkylthio, arylthio, alkyl, alkenyl,
alkynyl, aryl, aralkyl, aryloxyalkyl, alkoxyalkyl, heteroaryloxyalkyl, aralkoxyalkyl,

_ heteroaralkoxyalkyl, alkylsulfonylalkyl, alkylsulfinylalkyl, alkenyloxyalkyl, alkyithioalkyl,

arylthioalkyl, cycloalkyl, cycloalkylalkyl, cycloalkylalkenyl, cycloalkenyl,
cycloalkenylalkyl, haloalkyl, haloalkenyl, halocycloalkyl, halocycloalkenyl, haloalkoxy,
haloalkoxyalkyl, haloalkenyloxyalkyt, halocycloalkoxy, halocycloalkoxyalkyl,
halocycloalkenyloxyalkyl, perhaloaryl, perhaloaralkyl, perhaloaryloxyalkyl, heteroaryl,
heteroarylalkyl, heteroaryithioalkyl, heteroaralkylthioalkyl,

monocarboalkoxyalkyl, dicarboalkoxyalky!, monocyanoalkyl, dicyancalkyl,
carboalkoxycyanoalkyl, alkylsulfinyl, alkylsulfonyl, haloalkylsulfinyl, haloalkylsulfonyl,
arylsulfinyl, arylsulfinylalkyl, arylsulfonyl, arylsulfonylalkyl, aralkyisulfinyl, aralkylsulfonyl,
cycloalkylsulfinyl, cycloalkylsulfonyl, cycloalkylsulfinylalkyl, cycloalkylsufonylalkyl,
heteroarylsuifonylalkyl, heteroarylsulfinyl, heteroarylsulfonyl, heteroaryisulfinylalkyl,
aralkylsulfinylalkyl, aralkylsulfonylalkyl, carboxyalkyl, carboalkoxy, carboxamide,
carboxamidoalkyl, carboaralkoxy, dialkoxyphosphonoalkyl, diaralkoxyphosphonoalkyl,
a spacer selected from a finear moiety having a chain length of 3 to 6 atoms
connected to the point of bonding selected from the group consisting of Ry and Ry.
s 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
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selected from a linear moiety having a chain length of 2 to 5 atoms connected to the-
point of bonding selected from the group consisting of Ryv.o and Ryy.13 to form a
heterocyclyl ring having from 5 through 8 contiguous members;

Rsavas Ryvs, Rxves Rxva, Rxavia, Ruvis, Rvator Raver1, Rxavo12, @nd Ry.43 are
independently selected from the group consisting of perhaloaryloxy, alkanoylalkyl,
alkanoylalkoxy, alkanoyloxy, N-aryl-N-alkylamino, heterocyclylalkoxy, heterocyclyithio,
hydroxyalkoxy, carboxamidoalkoxy, alkoxycarbonylalkoxy, alkoxycarbonylalkenyloxy,
aralkanoylalkoxy, aralkenoyl, N-alkylcarboxamido, N-haloalkylcarboxamido,

‘N-cycloalkyicarboxamido, N-arylcarboxamidoalkoxy, cycloalkyicarbonyl, cyanoalkoxy,

heterocyclylcarbonyl, hydrido, carboxy, heteroaralkylthio, heteroaralkoxy,

. cycloalkylamino; acylalkyl, acylalkoxy, aroylalkoxy, heterocyclyloxy, aralkylaryl, aralkyl,
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aralkenyl, aralkynyl, heterocyclyl, perhaloaralkyl, aralkylsulfonyl, aralkylsulfonylatkyl,
aralkylsulfinyl, aralkylsulfinylalkyl, halocycloalkyl, halocycloalkenyl, cycloalkylsulfinyl,
cycloalkyisulfinylalkyl, cycloalkylsulfonyl, cycloalkylsulfonylalkyi, heteroarylamino, N-
heteroarylamino-N-alkylamino, heteroarylaminoalkyl, haloalkylthio, alkanoyloxy, alkoxy,
alkoxyalkyl, haloalkoxylalkyl, heteroaralkoxy, cycloalkoxy, cycloalkenyloxy,
cycloalkoxyalkyl, cycloalkylalkoxy, cycloalkenyloxyalkyl, cycloalkylenedioxy,
halocycloalkoxy, halocycloalkoxyalkyl, halocycloalkenyloxy, halocycloalkenyloxyalkyl,
hydroxy, amino, thio, nitro, lower alkylamino, alkylthio, alkylthioalkyl,

arylamino, aralkylamino, aryithio, aryithioalkyl, heteroaralkoxyalkyl, alkylsulfinyl,
alkylsulfinylalkyl, arylsulfinylalkyl, arylsulfonylalkyl, heteroarylsulfinylalkyl,
heteroaryisulfonylalkyl, alkylsulfonyl, alkylsulfonylalkyl, haloalkylsulfinylalkyl,
haloalkylsulfonylalkyl, alkylsulfonamido, alkylaminosulfonyl, amidosulfonyl, monoalkyl
amidosulfonyl, dialkyl amidosurlfonyl, monoarylamidosulfonyl, arylsulfonamido,
diarylamidosulfonyl, monoalky! monoaryl amidosulfonyl, arylsulfinyl, arylsulfonyl,
heteroarylthio, heteroarylsulfinyl, heteroaryisulfonyl, heterocyclylsulfonyi,
heterocyclylthio, alkanoyl, alkenoyl, aroyl, heteroaroyl, aralkanoyl, heteroaralkanoyl,
haloalkanoy!, alkyl, alkenyl, alkynyl, alkenyloxy, alkenyloxyalky, alkylenedioxy,
haloalkylenedioxy, cycloalkyl, cycloalkylalkanoyl, cycloalkenyl, lower cycloalkylalkyl,
lower cycloalkenylalkyl, halo, haloalkyl; haloalkenyl, haloalkoxy, hydroxyhaloalkyl,
hydroxyaralkyl, hydroxyaikyl, hydoxyheteroaralkyl, haloalkoxyalkyl, aryi,
heteroaralkynyl, aryloxy, aralkoxy, aryloxyalkyl, saturated heterocyclyl, partially

saturated heterocyclyl,_ heterogryl,ihet?rqaryloxy, heteroaryloxyalkyl, arylalkenyl,

heteroarylalkenyl, carboxyalkyl, carboalkoxy, alkoxycarboxamido,
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alkylamidocarbonylamido, arylamidocarbonylamido, carboalkoxyalkyi,

carboalkoxyalkenyl, carboaralkoxy, carboxamido, carboxamidoalkyl, cyano,

carbohaloalkoxy, phosphono, phosphonoalkyl, diaralkoxyphosphono, and
diaralkoxyphosphonoalky! with the proviso that there are one to five non-hydrido ring
substituents Ryv., Ruv.s. Rxv.s, Rxv.r, and Rxv.s present, that there are one to five non-
hydrido ring substituents Ruw.s, Rxv.10, Rxva11, Rxvot2, @nd Rygy.qs present, and Ry,
Ruvs: Rxv-s, Rxv-7, Ruves, Ryav.e, Ruv-10, Roav.r1, Rave12, and Rygy.13 are each
independently selected to maintain the tetravalent nature of carbon, trivalent nature of
nitrogen, the divalent nature of sulfur, and the divalent nature of oxygen;

Ryxvs and Ryw.s, Rxvs and Ruv.s, Ruvs and Ryv.z, Ryv.y and Ry, Rxvs and
Rxv-s, Ryav-g @and Ry.10, Rxv-10 and Ryv.11, Rxave1: and Ryy.1, and Ruv-2 and Ryy.43 are
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 cycloalkeny! ring having 5 through 8 contiguous members, a partially
saturated heterocyclyl ring having 5 through 8 configuous 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 Rxv4 and Rxy.s, Ryv.s and Rxvs, Rxive
and Rxv.7, and Rxv.; and Ry.s are used at the same time and that no more than one
of the group consisting of spacer pairs Ryv.s and Ryy.10, Rxiv-10 and Ryy.11, Ruv.14 and
Rxwv-12, @nd Ryv.12 and Ryuy.43 are used at the same time;

Rxv+ and Ryv.s, R4 @nd Ryw.13, Ryvs and Ryy.s, and Rxvs and Ryy.q3 are
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 heteroary! ring having from 5 through 6 contiguous
members with the proviso that no more than one of the group consisting of spacer
pairs Rxv-+ and Rxv.s, Ruv.4 and Ryw-13, Rxvs and Ryv.s, and Ryy.s and Rxv-13 is used at
the same time.

Compounds of Formula X1V are disclosed in WO 00/1 8721, the entire
disclosure of which is incorporated by reference.

In a preferred embodiment, the CETP inhibitor is selected from the following
compounds of Formula XIV:
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3-{[3-(3-trifluoromethoxyphenoxy)phenyl[3-(1,1,2,2-tetrafl uoroethoxy)-
phenyl]methyllamino}-1,1,1-trifluoro-2-propanol;

3-[[3-(3-isopropyiphenoxy)phenyl][[3-( 1,1 .2,2-tetraﬂuoroethoxy)phenyl]-methyl]amino]—
1,1,1-trifluoro-2-propanol;

3-[[3-(3-cyclopropylphenoxy)phenyl)[[3-( 1,1 2,2-tetrafluoroethoxy)phenyl)-
methyllamino}- 1,1, 1-trifluoro-2-propanol;

3-[[3-(3-(2-furyl)phenoxy)phenyl][[3-( 1,1 .2,2-tetrafluoroethoxy)phenyi]-
methyljamino]1, 1, 1-trifluoro-2-propanol;

3-[[3-(2,3-dichlorophenoxy)phenyll[[3-( 1,1,2,2-

 tetrafluoroethoxy)phenyl}-methyfjamino}- 1,1,1-trifluoro-2-propanol;

3-[[3-(4-fluorophenoxy)phenyl][[3-( 1,1 ,2,2-tetraﬂuoroethoxy)phenyl]-methyl]amino]-

~ 1,1,1-trifluoro-2-propanot;
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3-{[3-(4-methlylphenoxy)phenyl][[3-(1,1 ,2,2-tetraﬂuoroethoxy)phenyl]-nlrethyl]amino]—
1,1, 1-trifluoro-2-propanol;

3-{[3-(2-fluoro-5-bromophenoxy)phenyll[[3-( 1,1,2,2-
tetrafluoroethoxy)phenyl}-methyljamino]-1,1, 1-trifluoro-2-propanoi;

3-[[3-(4-chloro-3-ethylphenoxy)phenyl][[3~(1,1,2,2-
tetrafluoroethoxy)phenyl}-methyljamino}-1,1,1-triflucro-2-propanol;

3-{[3-[3-(1,1,2,2- tetrafluoroethoxy)phenoxyjphenylll[3-( 1,1,2,2-tetrafluoro-
ethoxy)phenyllmethyllamino}-1,1,1-trifluoro-2-propanol;

3-[[3-[3-(pentafluoroethyl)phenoxylphenyl][[3-( 1,1,2,2-
tetrafluoroethoxy)-phenylimethyljamino}-1,1,1-trifluoro-2-propanol;

3-[3~(3,5-dimethylphenoxy)phenyl)[[3-(1,1,2,2-
tetraﬂuoroethoxy)phenyl]-methyl]amin_p]—1 »1,1-trifluoro-2-propanol;

3-[[3-(3-ethylphenoxy)phenyl][[3-(1,1 2,2-tetrafluoroethoxy) phenyl}-methyllamino]-
1,1,1-trifluoro-2-propanol;

3-[[3-(3-t-butylphenoxy)phenyl[3-(1,1 2,2-tetrafluoroethoxy)phenyl]-
methylJamino]1,1,1-trifluoro-2-propanol;

3-{[3-(3-methylphenoxy)phenyl][[3-(1,1,2,2-tetrafluoroethoxy)phenyll-methyljamino}-
1,1, 1-trifluoro-2-propanol; .

3-[[3-(5,6,7 ,8-tetrahydro-2-naphthoxy)phenyl]{{3-(1,1,2,2-
tetrafluoroethoxy)phenyllmethyljamino}-1,1, 1-trifluoro-2-propanol;

3-{[3-(phenoxy)phenvi][[3-(1,1,2,2-tetrafluoroethoxy)
phenyljmethyllamino]-1,1,1-trifluoro-2-propanol;”
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3-{[3-[3-(N, N-dimethylamino)phenoxy]phenylj[[3-(1,1,2,2-
tetrafluoroethoxy)phenyl)methyllamino}-1,1 » 1-trifluoro-2-propanol;

3-{[[3-(1,1.2,2-tetrafluoroethoxy)phenyljmethy1 I3-[3- .
(trifluoromethoxy)-phenylimethoxy]phenyllaminoj-1,1 ,1-trifluoro-2-propanoi;

3-{[[3-(1.1 .2,2-tetraﬂuoroethoxy)phenyl]methyl]{3-[[3-(triﬂuoromethyl)-
phenyllmethoxy]phenyljamino}-1, 1, 1-trifluoro-2-propanol;

3-{I3-(1,1 ,2,2—tetraﬂuoroethoxy)phenyl]methyl]{3—[[3,5-dimethylphenyl]—
methoxy]phenyljamino}-1,1,1-trifluoro-2-propanol;

3-[[[3-(1,1,2,2-tetrafluoroethoxy)phenyljmethyl}[3-[[3-
(trifluoromethylthio)-phenyljmethoxylphenyl)amino}-1,1 ,~trifluoro-2-propanol:

3-[[13-(1,1 ,2,2.-tetraﬂuoroethoxy)phenyl]methyl][B—[[B,5—diﬂuorophenyl]-
methoxy]phenyllamino}-1,1,1-trifluoro-2-propanol;

3-[3-(1,1 ,2,2-tetraﬂuoroethoxy)phenyl]methyl][3-[cyclohexylmethoxy]—phenyl]amino]-
1,1,1-trifluoro-2-propanol;

3-[[3-(2-difluoromethoxy-4-pyridyloxy)phenyil{[3-(1,1,2,2-
tetrafluoroethoxy)-phenyljmethyllamino}-1, 1 , 1-trifluoro-2-propanol;

3-[[3-(2-trifluoromethyl-4-pyridyloxy)phenyl][[3-(1,1,2,2- tetrafluoroethoxy)-
phenyllmethyllamino}-1,1,1-trifluoro-2-propanol;

3-[[3-(3-difluoromethoxyphenoxy)phenyllf[3-(1,1 ,2,2-tetrafluoroethoxy)-
phenyljmethyljamino]-1,1,1-trifluoro-2-propanol;

3-[[[3-(3-trifluoromethylthio)phenoxylphenyll[[3-(1,1,2,2-
tetrafluoroethoxy)-phenylimethyljamino}-1, 1 , 1-trifluoro-2-propanol;

3-[[3-(4-chloro-3-trifluoromethylphenoxy)phenyl)[[3-( 1,1 2,2-tetrafluoroethoxy)-
phenyllmethyllamino}-1,1,1,-trifluoro-2-propanol;

3—[[3-(3-triﬂuoromethoxyphenoxy)phenyl][[s-(pentaﬂuoroethymethyl]a mino}-1,1,1-
trifluoro-2-propanol;

3-{[3-(3-isopropylphenoxy)phenyl][[3-(pentaflucroethyi) phenyllmethyl}-amino}-1,1,1-
trifluoro-2-propanol;

3-[[3-(3~cyclopropylphenoxy)phenyl][[3-(pentaﬂuoroethyl) phenyllmethyl}-amino}-1,1,1-
trifluoro-2-propanol;

3-[[3-(3-(2-furyl)phenoxy)phenyll[[3-(pentaflucroethyl) phenyllmethyl]-amino)-1,1,1-
trifluoro-2-propanol;

3-[[3-(2,3-dichlorophenoxy)phenyl]{[3-(pentafluoroethyl) phenyljmethyl}-amino}-1,1,1-
trifluoro-2-propanol;
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3{[3-(4-fluorophenoxy)phenylJi[3-(pentafiuoroethyl) phenyljmethyljamino}-1,1,1-
trifluoro-2-propanol;

3-[[3~(4-methylphenoxy)phenyl][[3-(pentafluoroethyi) phenyljmethyljamino}-1,1,1-
trifluoro-2-propanol;

3-[[3-(2-fluoro-5-bromophenoxy)phenyl][[3-(pentafiuoroethyl) phenylimethyi}-amino}-
1,1,1-trifluoro-2-propanol;

3-[[3-(4-chloro-3-ethylphenoxy)phenyl][[3-(pentafluoroethyl) phenyljmethyl}-amino}-
1,1,1-trifluoro-2-propanoi;

3-[13-[3-(1,1,2,2-tetrafluoroethoxy)phenoxylphenyl}[[3-
(pentafluoroethyl)-phenyllmethyllamino}-1,1, 1-trifluoro-2-propanol;

3-[[3-{3-(pentafluoroethyl)phenoxylphenyl][[3-(pentafluoroethyl)phenyl}-methyllamino]-
1,1, 1-trifluoro-2-propanol;

3-[[3-(3,5-dimethylphenoxy)phenyl][[3-(pentafluoroethyl) phenyl]methyl]-ammo] 1,1,1-
trifluoro-2-propanol;

3{[3-(3-ethylphenoxy)phenyl][[3-(pentafluoroethyl) phenylimethyljamino}-1,1,1-
trifluoro-2-propanol;

3-{[3-(3-t-butylphenoxy)phenyl][[3-(pentafiuoroethyl) phenyljmethyllamino}-1,1,1-
trifluoro-2-propanol;

3-[[3-(3-methylphenoxy)phenyl][[3-pentafluoroethyl) phenyljmethyljamino}-1,1,1-
trifluoro-2-propanol;

3-[3-(5,6,7,8-tetrahydro-2-naphthoxy)phenyl][[3-
(pentafluoroethyl)phenyl}-methyllamino}-1,1 .1—triﬂuoro—2-propanol;

3-[[3-(phenoxy)phenyl][[3-(pentaﬂuoroethyl)phenyl]methyl}
amino}-1,1,1-trifluoro-2-propanol;

3-[[3-{3-(N,N-dimethylamino)phenoxy]phenyl]{[3-
(pentafluoroethyl)phenyl]-methyl)lamino}-1,1,1-trifluoro-2-propanol;

3-[[[3-(pentafluoroethyl)phenyl)methyl][3-{[3-(trifluoromethoxy)phenyi]-
methoxylphenyllaminoc}-1,1,1-trifluoro-2-propanol;

3-{[[3-(pentafluocroethyl)phenyljmethyl][3-[[3-(trifluoromethyl)phenyl]-
methoxy]phenylJamino}-1,1,1-trifluoro-2-propanol;

3-[[[3—(pentaﬂuoroethyl)phenyl]methyq[3-[[3,5-
dimethylphenylJmethoxy}-phenyljamino}-1,1,1-trifluoro-2-propanol;

3-{[[3-(pentafluoroethyl)phenylimethyl][3-[[3-
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(triﬂuoromethylthio)phenyl]-methoxy]phenyl]amino]—1 +1,1-trifluoro-2-propanol;

3-[[13-(pentafiuoroethyl)phenylimethyi}[3-[[3,5-
difluorophenyljmethoxy}-phenyllamino}-1,1,1 ~trifluoro-2-propanot;

3—[[[3-(pentafluoroethyl)phenyl]methyl][S-[cyclohexylmethoxy]phenyl]-amino]-1 11
trifluoro-2-propanol;

3-[[3-(2-diﬂuoromethoxy-4—pyridyloxy)phenyl][[3—
(pentaﬂuoroethyl)phenyl]-methyl]amino]-1 »1,1-trifluoro-2-propanol;

3—[[3-(2-triﬂuoromethyl-4-pyridyloxy)phenyl][[3-
(pentaﬂuoroethyl)phenyl]-methyl]amino]-1 »1,1-trifluoro-2-propanol;

3-[[3-(3-diﬂuoromethoxyphenoxy)phenyl][[S-(pentaﬂuoroethyl) phenyll-methyljamino}-
1,1, 1-trifluoro-2-propanol;

3-{[[3-(3-trifluoromethyithio)phenoxylphenyl[[3-
(pentaﬂuoroethyl)phenyl]-methyl]amino]-1 ,1,1-trifluoro-2-propanol;

3-[[3-(4-chloro-3-triﬂuoromethylphenoxy)phenyl][[3-(pentaﬂuoroethyl)-
phenyljmethyllamino]-1,1,1-trifluoro-2-propanol;

3-[[3-(3-trifluoromethoxyphenoxy)phenyl][[3-
(heptaﬂuoropropyl)pheny!]-methyl]amino]—1 »1,1-trifluoro-2-propanol;

3-[[3-(3-isopropylphenoxy)phenyl][[3-(heptaﬂuoropropyl) phenyllmethyl}-amino}-1,1,1-
trifluoro-2-propanol;

3-[[3—(3-cyclopropylphenoxy)phenyl][[3-(heptaﬂuoropropyl) phenyljmethylf}-amino}-
1,1,1-trifluoro-2-propanoi;

3-[[3-(3-(2-furyl)phenoxy)phenyl][[3-(heptaﬂuoropropyl) phenyljmethyll-amino}-1,1,1-
trifluoro-2-propanal;

3-[[3-(2,3-dichlorophenoxy)phenyl][[3-(heptaﬂuoropropyl) phenyl]methyl]-amino]—‘l 1 1-
trifluoro-2-propanol;

3-[[3-(4-ﬂuorophenoxy)phenyl][[3-(heptaﬂuoropropyl) phenyllmethyljamino}-1,1,1-
trifluoro-2-propanol;

3-[[3-(4-methylphenoxy)phenyl][[3-(heptaﬂuoropropyl) phenyl]methyl]amino]—1 ,1,1-
trifluoro-2-propanol;

3-[[3-(2-ﬂuoro-5-bromophenoxy)phenyl][[3—(heptaﬂuoropropyl) phenyll-methyljamino]-
1,1,1-trifiuoro-2-propanol;

3~[{3—(4—chloro—3-ethylphenoxy)phenyl][[3-(heptafluoropropyl) phenyllmethyl}-amino]-
1,1,1-trifluoro-2-propanol;
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3-[[3-[3-(1,1,2,2-tetrafluoroethoxy)phenoxylphenylj[f3-
(heptafluoropropyl)-phenyllmethyllamino}-1,1,1-trifluoro-2-propanol;

3-[[3-[3-(pentafluoroethyl)phenoxy)phenyl)[[3-
5  (heptafluoropropyl)phenyl]-methyljamino}-1,1,1-trifluoro-2-propanot;

3-[[3-(3,5-dimethylphenoxy)phenyl][[3-(heptafiuoropropyl) phenyllmethyl}-amino}-1,1,1-
trifluoro-2-propanol;

10  3-[[3-(3-ethylphenoxy)phenyl][[3-(heptafluoropropyl) phenyljmethyllamino}-1,1,1-
trifluoro-2-propanol;

3-[[3-(3-t-butylphenoxy)phenyl][[3-(heptafiuoropropyl) phenyl]methyl]amiboﬁ 1=
trifluoro-2-propanol;
15 A
.3-[[3-(3-methylphenoxy)phenyl}[[3-(heptafluoropropyl) phenyllmethyllamino}-1,1,1-
trifluoro-2-propanol;

3-[[3-(5.6,7,8-tetrahydro-2-naphthoxy)phenyi][[3-
20  (heptafluoropropyl)phenyl}-methyljamino}-1,1,1-trifluoro-2-propanol:

3-[[3-(phenoxy)phenyl][[3-(heptafluoropropyl)phenylimethyi]
amino]-1,1,1-trifluoro-2-propanof;

25  3-[[3-[3-(N,N-dimethylamino)phenoxy]phenyl][[3-
(heptafluoropropyl)phenyl}-methylJamino}-1,1, 1-trifiuoro-2-propanol;

3-[[[3-(heptafluoropropyl)phenylimethyl][3-[[3-

(trifluoromethoxy)phenyl}-methoxy]phenyllamino}-1,1,1-trifluoro-2-propanol;
30 .
3-[[[3-(heptaﬂuoropropyl)pheny!]methyl]{3-[{3-(triﬂuorcmethyl)phenyl]-
methoxy]phenyllamino]-1,1, 1-trifluoro-2-propanol;

3-[[{3-(heptafluoropropyl)phenyllmethyl}{3-[[3,5-
35 dimethylphenyl]methoxy]—phenyl]aming]—1 ,1,1-trifluoro-2-propanol;

3-{l[3-(heptafluoropropyl)phenyljmethyl)[3-[[3- , "
(trifluoromethyithio)phenyl}-methoxylphenyl]amino}-1,1,1 ~trifluoro-2-propanol;

40  3-[[3-(heptafluoropropyl)phenylimethyl)[3-[[3,5-
difluorophenyljmethoxy]-phenyljamino}-1,1, 1-trifluoro-2-propanol;

3-[[[3-(heptafluoropropyl)phenyl] methyl][3-[cyclohexylmethoxylphenyl]-amino}-1,1,1-
trifluoro-2-propanol;

45
3-{[3-(2-difluoromethoxy-4-pyridyloxy)pheny][[3-
(heptafluoropropyl)phenyl}-methyljamino)-1,1,1-trifluoro-2-propanol;

3-[[3~(2-trifluoromethyl-4-pyridyloxy)phenyl]{[3-(heptafluoropropyl)phenyll
50  methyllamino}-1,1,1-trifluoro-2-propanol; -~



10

15

20

25

30

35

40

45

50

012618 -

L

3-[[3-(3-difluoromethoxyphenoxy)phenyl][[3-(heptafluoropropyl) phenyl}-methyllamino}-
1,1,1-trifluoro-2-propanol;

3-[[[3-(3-trifluoromethylthio)phenoxyjphenyl][[3- -
(heptafluoropropyl)phenyl}-methyllamino}-1,1, 1-trifluoro-2-propanol;

3—[[3-(4-chIoro-3-trifluoromethylphenoxy)phenyl][[S-(heptaﬂuoropropyl)-phenyl]—
methylJamino]-1,1,1-trifluoro-2-propanol;

3-[[3-(3-triﬂuoromethoxyphenoxy)phenyl][[2-ﬂuoro—5-(triﬂuoromethyl)—phenyl]-
methyl}Jamino]-1,1, 1-trifluoro-2-propanol;

3-[[3-(3-isopropylphenoxy)phenyl][[2—ﬂuoro—5-(triﬂuoromethyl)phenyﬂ~ﬁwethyl]amino]—
1,1,1-trifluoro-2-propanol;

3-{[3-(3-cyclopropylphenoxy)phenyl][[2-fluoro-5-
(trifluoromethyl)phenyl]-methyljamino}-1,1,1-trifluoro-2-propanol;

3-[[3-(3-(2-furyl)phenoxy)phenyl][[2-ﬂuoro-5-(triﬂuoromethyl)phenyl]-methyl]amino]—
1,1,1-trifluoro-2-propanol;

3-[[3-(2,3-dichlorophenoxy)phenyl][[2—ﬂuoro-5-(triﬂuoromethyl)phenyl]—methyl]amino]—
1,1,1-trifluoro-2-propanol;

3-[[3-(4-fluorophenoxy)phenyl][[2-fluoro-5-(trifluoromethyi) ‘
phenyll-methyllamino}-1,1, 1-trifluoro-2-propanol;

3-[[3-(4-methy|phenoxy)phenyl][[2-ﬂuoro-5-(triﬂuoromethyl)phenyl}-methyl]amino]—
1,1,1-trifluoro-2-propanol;

3-[[3-(2-fluoro-5-bromophenoxy)phenyl]f[2-fluoro-5-(trifluoromethyl)-
phenyijmethyllamino}-1,1,1-trifluoro-2-propanol;

3-[[3-(4-chloro-3-ethylphenoxy)phenyl][[2-fluoro-5-(trifluoromethyl)-
phenyljmethyilamino}-1,1,1-trifluoro-2-propanot;

3-[[3-[3-(1,1,2,2-tetrafluoroethoxy)phenoxylphenyl][[2-fluoro-5-(trifluoro-
methyl)phenyllmethyllamino}-1,1,1-trifluoro-2-propanol;

3-[[3—[3-(pentaﬂuoroethy_l)phenoxy]phenyl][[2-ﬂuoro-5-(triﬂuoromethyl)-phenyl]-
methylJamino]-1,1,1-trifluoro-2-propanol;

3-[[3-(3,5-dimethylphenoxy)phenyl]{[2-fluoro-5-
(trifluoromethyl)phenyl}-methyljamino]-1,1,1-trifluoro-2-propanol;

3-[[3-(3-ethylphenoxy)phenylj[[2-fluoro-5-(trifluoromethyl) phenyllmethyll-amino)-1,1,1-
trifluoro-2-propanol;

3-[3-(3-t-butylphenoxy)phenyl][[2-fluoro-5-(trifluoromethyt) phenyllmethyl}-amino]-
1,1,1-trifluoro-2-propanol;
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3-[[3-(3-methylphenoxy)phenyl][[2-ﬂuom-s-(triﬂuoromethyl) phenyllmethyl}-amino}-.
1,1,1-trifluoro-2-propanot;

3-[[3~(5,6,7,8-tetrahydro-2-naphthoxy)phenylj[[2-fluoro-5-
(trifluoromethyl)-phenyimethyljamino}-1,1,1 -trifluoro-2-propanol;

3-[[3-(phenoxy)phenyl][[2—ﬂuoro-5-(triﬂuoromethyl) phenyljmethyljlamino]-1,1,1-trifluoro-

2-propanol;

3-[[33-(N,N-dimethylamino)phenoxylphenyl][[2-fluoro-5-
(trifluoromethyl)-phenyl)methyllamino}-1,1, 1 ~trifluoro-2-propanol;

3-[[[2-ﬂuoro—5-(triﬂuoromethyl)phenyl]methyl][3-[[3-(triﬂuoromethoxy)-' —
phenyljmethoxylphenyl}amino]-1,1, 1-trifluoro-2-propanol;

3o[[[2-ﬂuoro-5-(triﬂuoromethyl)phenyl]methyl][3-[[3—(triﬂuoromethyl)—
phenyljmethoxy]phenyllamino}-1,1, 1-trifluoro-2-propanol;

3-[[[2—ﬂuoro-5-(triﬂuoromethyl)phenyl]methyl][3-[[3,5-dimethylpheny!]—
methoxylphenylJamino}-1,1,1-trifluoro-2-propanol;

3-{[[2-fluoro-5-(trifluoromethyl)phenyljmethyll[3-[[3-
(triﬂuoromethylthio)—phenyl]methoxy]phenyl]amino]-1 »1,1-trifluoro-2-propanol;

3-[[[2—ﬂuoro-5-(triﬂuoromethy})phenyi]methyl][3-[[3,5-diﬂuorophenyl]-
methoxy]phenyljamino}-1,1,1-trifluoro-2-propano;

3-[[[2-ﬂuoro-5-(triﬂuoromethyl)phenyl]methyl][3-[cyclohexylmethoxy]-phenyl]amino]-
1,1, 1-trifluoro-2-propanol;

3-[[3-(2-d'rﬂuoromethoxy-4—pyridy|oxy);5henyl][[2-ﬂuoro-5-
(trifluoromethyl)-phenyllmethyljamino}-1,1,1 ~trifluoro-2-propanol;

3-[[3-(2-trifluoromethyl-4-pyridyloxy)phenyl){[2-fluoro-5-
(triﬂuoromethyl)-phenyl]memyl]amino]-1 ,1,1-trifluoro-2-propanol;

3-[[3-(3-diﬂuoromethoxyphenoxy)phenyl][[2-ﬂuoro-5-(triﬂuoromethyl)- -
phenyllmethyllamino]-1,1,1-trifluoro-2-propanol:

3~[[[3—(3-triﬂuoromethylthio)phenoxy]phenyl][[Z-ﬂuoro-S-(triﬂuoromethyl)~
phenyllmethyllamino]-1,1,1-trifluoro-2-propanol;

3~[[3~(4-chloro-3-trifluoromethylphenoxy)phenyl][[2-fluoro-5-
(trifluoromethyl)phenyllmethyljamino}-1,1,1-trifluoro-2-propanol;

3-{[3-(3-trifluoromethoxyphenoxy)phenyl][[2-fluoro-4-(trifluoromethyt)-
phenyllmethyljamino]-1,1,1-trifluoro-2-propanol;

3-[[3-(3-isopropylphenoxy)phenyl][[z-ﬂuoro—4-(triﬂuoromethyl)phenyl]-methyl]am;no]-
1,1,1-trifluoro-2-propanol;. - - - . oL D DT
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3-[[3-(3-cyclopropyiphenoxy)phenyl][[2-fluoro-4-
(trifluoromethyl)phenyl]-methylJamino}-1,1,1-trifluoro-2-propanol;

3-[[3~(3-(2-furyl)phenoxy)phenyljf2-fluoro-4-(trifluoromethyl)phenyl]-methyljJamino}-
1,1,1-trifluoro-2-propanol; :

3-[{3-(2,3—dichlorophenoxy)phenyl][[2—ﬂuoro—4-(triﬂuoromethyl)phenyl]-methyl]amino]-
1,1, 1-trifluoro-2-propanol;

3-{[3-(4-fluorophenoxy)phenyl][[2-fluoro-4-(trifluoromethyl) phenyi}-methyflamino}-
1,1,1-trifluoro-2-propanol;

3-{[3-(4-methylphenoxy)phenyil{{2-fluoro-4-(trifluoromethyt) phenyl]-meihyl]
amino}-1,1,1-trifluoro-2-propanol;

3-[[3-(2-ﬂuoro=5-bromophenoxy)phenyl][[2-ﬂuoro~4-(triﬂuoromethyl)—
phenyllmethyljamino}-1,1,1-trifluoro-2-propanol;

3-[[3-(4-chloro-3-ethylphenoxy)phenyl][[2-fluoro-4-(trifluoromethyl)-
phenyllmethyl)amino}-1,1,1-trifluoro-2-propanol;

3-113-[3-(1,1,2,2-tetrafluoroethoxy)phenoxy)phenyl[[2-fluoro-4-(trifluoro-
methyl)phenyljmethylJamino}-1,1,1-trifluoro-2-propanol;

3—[[3-[3-(pentaﬂuoroethyl)phenoxy]phenyl][[2—ﬂuoro-4-(triﬂuoromethyl)—
phenyljmethyljamino]-1,1,1-trifluoro-2-propanol; ‘

3-[[3-(3,5-dimethylphenoxy)phenyl][[2-fluoro-4-
(trifluoromethyl)phenyl]-methyllamino]-1,1,1-trifluoro-2-propanol;

3-{[3-(3-ethylphenoxy)phenyl][[2-fluoro-4-(trifluoromethyl) phenyllmethyl}-amino}-1,1,1-
trifluoro-2-propanol;

3-[[3-(3-t-butylphenoxy)phenyljf[2-fluoro-4-(trifluoromethyl) phenylmethyl]-amino}-
1,1,1-trifluoro-2-propanol;

3-[[3-(3—methylphenoxy)phenyl][[2-ﬂuoro-4—(triﬂuoromethyl) phenyl]methyl]l-amino}-
1,1,1-trifluoro-2-propanol;

3-[[3-(5,6,7,8- tetrahydro-2-naphthoxy)phenyl][[2-ﬂuoro-4-(triﬂuoromethyl)—
phenyljmethyllamino]-1,1,1-trifluoro-2-propanol;

3-[[3-(phenoxy)phenyij[[2-fluoro-4-(trifluoromethyl) phenyllmethyllamino}-1,1,1-trifluoro-
2-propanol;

3-{[3-3-(N,N-dimethylamino)phenoxy]phenyl][[2-fluoro~4-
(triﬂuoromethyl)—phenyl]methyl]amino]-1 , 1, 1-trifluoro-2-propanol;

3-[[[2—ﬂuoro—4-(triﬂuoromethyl)phenyl]methy!][3-[[3-(triﬂuoromethoxy)-
phenyljmethoxy]phenyllamino}-1,1, 1-trifluoro-2-propanol;
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3—[[[2—ﬂuoro-4-(triﬂuoromethyl)phenyl]methyl][3-[[3-(triﬂuoromethyl)-
phenyljmethoxy]phenyllamino}-1,1 , 1-trifluoro-2-propanol;

3-[[[2-ﬂuoro-4-(triﬂuoromethyl)phenyl]methyl][3~[[3,5-dimethylphenyl]—
5  methoxylphenyllamino}-1,1 »1-trifluoro-2-propanol;

3-[[[2-ﬂuoro-4—(triﬂuoromethyl)phenyl]methyl]{S—[[S-
(trifluoromethyithio)-phenyljmethoxy}phenyllamino}-1,1 » 1-trifluoro-2-propanol;

10 3-[[[2-ﬂuoro-4—(triﬂuoromethyl)pheny!]methyl][3-[[3,5—diﬂuorophenyl]-
methoxy}phenyllamino]-1,1,1-trifluoro-2-propanol;

3-[[[2-ﬂuoro-4-(triﬂuoromethyl)phenyl]methyl][3-[cyclohexylmethoxy]—phén)'ll]amim}
“1,1,1-trifluoro-2-propanol;

15
3-{[3-(2-difluoromethoxy-4-pyridyloxy)phenylj[[2-fluoro-4-
(trifluoromethyl)-phenylimethyljamino]-1,1 , 1-trifluoro-2-propanol;

3-{[3-(2-trifluoromethyl-4-pyridyloxy)phenyl][[2-fiuoro-4-
20  (trifluoromethyl)-phenyllmethyljJamino}-1,1 ,1-trifluoro-2-propanol;

3-[[3—(3-diﬂuoromethoxyphenoxy)phenyl][[2-ﬂuoro—4—(triﬂuoromethyl)-
phenyljmethyllamino]-1,1,1-trifluoro-2-propanol:;

-

25
3-[[[3-(3-trifluoromethyithio)phenoxylphenylj[[2-fluoro-4-
(trifluoromethyl)-phenylmethyljamino)-1,1 »1-trifluoro-2-propanol; and

3-[[3-(4chloro-3-triﬂuoromethylphenoxy)phenyl][[ 2-fluoro-4-(trifluoro-
30  methyl)phenyljmethylJamino}-1,1, 1-trifluoro-2-propanol.

Another class of CETP inhibitors that finds utility with the present
invention consists of substitued N-Aliphatic-N-Aromatic tertiary-Heteroalkylamines
having the Formula XV

35
Rxv-1e ~~ Ryv-1s
Xxv N — Ay
| 2
C
N
va-l// \<CH)mw/ N
Ryv-2 Yxxi
Rxv-3 Rxv-14

Formula Xv

and pharmaceutically acceptable forms thereof, wherein: -
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Nxv is an integer selected from 1 through 2;
" Axv and Qyy are independently selected from the group consisting of

AQ-1

and

AQ-2

Ryv-13
~CH2(CRxv-37Rxv.38)uxv-{CRxv-33Rxv-34)uxv=Toa- (CRxv-35Rxv.36 Jwxv-H,

with the provisos that one of Ay, and Qx, must be AQ-1 and that one of Axy and Quxy
must be selected from the group consisting of AQ-2 and - CHz(Cmeva.ag)va-(Cva
3aRoxv.34)uxv-Txv-{CRxv.asRxv-36 wxv-H;

" Txvis selected from the group consisting of a single covalent bond, O, S, S(0O),
S(0)2, C(Rxva3)=C(Rxv-3s), and

C=¢_
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wv is an integer selected from 0 through 1 with the proviso that wv is 1 when
any one Of Rxv.as, Rxv.s4, Rxv.3s, and Ryv.gs is aryl or heteroaryl,

wvand yxv are integers independently selected from 0 through 6;

Axv.1is C(Ryv.x0);

Dxv-1, Dxv2, Jxva1, Jxvez, and K4 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 Dxv.1, Dxv-2, Jxv-1, Jxv.2, and Kxy.4 is a covalent bond, no more than one of Dxv-1, Dxveo,
Jxv-1, JIxv-z, @nd Kyy.4 is O,no more than one of Dxv-1, Dxv.2, Jxva, Jxv.2, and Kyy.q is S,
one of Dxv-1, Dxv.2, Jxv-1, Jxv.2, and Kyy.s must be a covalent bond when two of Dyv.,

Dyv.zs Jxv1, Jxvz, and Kyyq are O and S, and no more than four of Dixv1, Dxv.2, Jxvets Jxy.
2, and Kxv.s are N;

Bxv-1, Bxv2, Dxva3, Dy, Jxvs, Jxvs, and Kxv.2 are independently selected from
the group consisting of C, C(Ryv.s0), N, O, S and a covalent bond with the provisos that
no more than 5 of Byy.1, Bxv.2, Dxv.s, Dxva, Jxv3, Jxva, @and Kyy., are a covalent bond, no
more than two of Bxy.1, Bxv.2, Dxv.3, Dxvs, Jxva, Jxva, @and Ky are O, no more than two
of Bxv.1, Bxv-2, Dxv.3, Dxva, Jxv.a, Jxv4, and Kxv. are S, no more than two of Byy.1, By,

i Dxv-3, Dxvaa, Jxv3, Jxva, and Kxv2 are simultaneously O and S, and no more than two of

Bxv.1 Bxv-2, Dxv.3, Dxvea, Jxva, Jxvs, @nd K.z are N:

Bxv-1 and Dyy.3, Dyxv.s and Jxv-a, JIxvs and K.z, Kxy.o and Jxva, Jxvq @and Dy,
and Dxy4 and By, are independently sglected to form an in-ring spacer pair wherein
said
spacer pair is selected from the group consisting of C(Rxv-33)=C(Rxv.35) and N=N with
the provisos that AQ-2 must be a ring of at least five contiguous members, that no
more than two of the group of said spacer pairs are simultaneously
C(Rxv-33)=C(Rxv.ss) and that no more than one of the group of said spacer pairs can be

=N unless the other spacer pairs are other than C(Rxv-33)=C(Rxv.35), O, N, and S;

Rxv-1is selected from the group consisting of haloalkyl and haloalkoxymethy!;

Rxv-2 is selected from the group consisting of hydrido, aryl, alkyl, alkenyl,
haloalkyl, haloalkoxy, haloalkoxyalkyl, perhaloaryl, perhaloaralkyl, perhaloaryloxyalkyl
and heteroaryl;

Rxv.s is selected from the group consisting of hydrido, aryl, alkyl, alkenyl,
haloalkyl, and haloalkoxyalky!;
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Yxv is selected from the group consisting of a covalent single bond, (CH.)q
wherein g is an integer selected from 1 through 2 and (CH,)~O-(CH,), wherein j and k
are integers independently selected from 0 through 1;

Zxv is selected from the group consisting of covalent single bond, (CH2),
wherein q is an integer selected from 1 through 2, and (CH,)-O-(CH,), wherein j and k
are integers independently selected from 0 through 1;

Ry, Rav-8, Ravo @nd Ry.13 are independently selected from the group consisting
of hydrido, halo, haloalkyl, and alkyl;

Rxvaois selected from the group consisting of hydrido, alkbxy, alkoxyalkyl, halo,
haloalkyl, alkylamino, alkyithio, alkylthioalkyl, alkyl, alkenyi, haloalkoxy, and
haloalkoxyalky! with the proviso that R, is selected to maintain the tetravalent nature
of carbon, trivalent nature of nitrogen, the divalent nature of sulfur, and the divalent
nature of oxygen;

Rxv-a0, when bonded to Axy., is taken together to form an intra-ring linear
spacer connecting the Axv.1-carbon at the point of attachment of Ryy .4, to the point of
bonding of a group selected from the group consisting of Ryy.10, Rxv.11, Rv.12, Rxv-31,
and Rxvsz Wherein said intra-ring linear spacer is selected from the group consisting of
a covalent single bond and a spacer moiety having from 1 through 6 contiguous atoms
to form a ring selected from the group consisting of a cycloalkyl having from 3 through
10 contiguous members, a cycloalkenyl having from 5 through 10 contiguous
members, and a heterocyclyl having from 5 through 10 contiguous members;

Rxv.a0, Wwhen bonded to Axyv.4, is taken together to form an intra-ring branched
spacer connecting the Axy.,-carbon at the point of attachment of Rxv-so to the points of
bonding of each member of any one of substituent pairs selected from the group
consisting of subsitituent pairs Rxy.10and Rxv-11, Rxv-10@nd Ryv.a1, Rxy.10and Ryv.a2, Rxv-
108Nnd Rxv-12, Rxv-11 @nd Ryvaas, Ryverr @nd Ruvaaz, Ruvr1 @nd Ryvirz, Ryvast and Ryy.az, Ry
3v@nd Rxv.12, @nd Rxvs2 and Ryv.12 and wherein said intra-ring branched spacer is
selected to form two rings selected from the group consisting of cycloalkyl having from
3.through 10 contiguous members, cycloalkeny! having from 5 through 10 contiguous
members, and heterocyclyl having from 5 through 10 contiguous members;

N Rxva: Rxv.s, Rxvs, Rxv7, Rivar Rvs, Rxvi10r Rxvr1, Rxverz, Ryyoa, Ryvaats Ruveazs
Rxv-33, Rxv-as, Rxvss, @and Ryy s are independently selected from the group consisting of
hydrido, carboxy, heteroaralkylthio, heteroaralkoxy, cycloalkylamino, acylalkyt,
acylalkoxy, aroylalkoxy, heterocyclyloxy, aralkylaryl, aralkyl, aralkenyl, aralkynyl,
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heterocyclyl, perhaloaralkyl, aralkylsulfonyl, aralkylsulfonylalkyl, aralkylsulfinyl,
aralkyisulfinylalkyl, halocycloalkyl, halocycloalkenyl, cycloalkylsulfinyl,
cycloalkylsulfinylalkyt, cycloalkylsulfonyl, cycloalkylsulfonylalkyl, heteroarylamino, N-
heteroarylamino-N-alkylamino, heteroarylaminoalkyl, haloalkyithio, alkanoyloxy, alkoxy,
alkoxyalkyl, haloatkoxylalkyl, heteroaralkoxy, cycloalkoxy, cycloalkenyloxy,
cycloalkoxyalkyl, cycloalkylalkoxy,

cycloalkenyloxyalkyl, cycloalkylenedioxy, halocycloalkoxy,

halocycloalkoxyalkyl, halocycloalkenyloxy, halocycloalkenyloxyalkyl, hydroxy, amino,
thio, nitro, lower alkylamino, alkylthio, alkyithioalkyl, arylamino, aralkylémfno, aryithio,
arylthioalkyl, heteroaralkoxyalkyl, alkylsulfinyl, alkylsulfinylalkyl, arylsulfinylalkyl,

arylsulfonylalkyl, heteroarylsulfinylalkyl, heteroarylsulfonylalkyl, alkylsulfonyl,

alkylsulfonylalkyl, haloalkylsulfinylalkyl, haloalkylsulfonylalkyl, alkylsulfonamido,
alkylaminosulfonyl, amidosulfonyl, monoalkyl

amidosulfonyl, dialkyl amidosulfonyl, monoarylamidosulfonyl, arylsulfonamido,
diarylamidosulfonyl, monoalkyl monoaryl amidosulfonyl, arylsulfinyl, arylsulfonyl,'
heteroarylthio, heteroarylsulfinyl, heteroaryisulfonyl, heterocyclylsulfonyl,
heterocyclylthio, alkanoyl, alkenoyl, aroyl, heteroaroyl, aralkanoyl, heteroaralkanoyl,
haloalkanoyl, alkyl, alkenyl, alkynyl, alkenyloxy, alkenyloxyalky, alkylenedioxy,
haloalkylenedioxy, cycloalkyl, cycloalkylalkanoyl, cycloalkenyl, lower cycloalkylalkyl,
lower cycloalkenylalkyl, halo, haloalkyl, haloalkenyl, haloalkoxy, hydroxyhaloalkyl,
hydroxyaralkyl, hydroxyalkyl, hydoxyheferoaralkyl, haloalkoxyalkyl, aryl,
heteroaralkynyl, aryloxy, aralkoxy, aryloxyalkyl, saturated heterocyclyl, partially
saturated heterocyclyl, heteroaryl, heteroaryloxy, heteroaryloxyalkyl, arylalkenyl,
heteroarylalkenyl, carboxyalkyl, carboalkoxy, alkoxycarboxamido,
alkylamidocarbonylamido, alkylamidocarbonyiamido, carboalkoxyalkyl, -
carboalkoxyalkenyl, carboaralkoxy, carboxamido, carboxamidoalkyl, cyano,
carbohaloalkoxy, phosphono, phosphonoalkyl, diaralkoxyphosphono, and
diaralkoxyphosphonoalky! with the provisos that Ruv., Ryv.s, Rxvs, Ry, Rxv.s, Rxv.o,
Rxv-10, Rxver1, Rxv12, Rxvas, Rxvat, Rxvaaz, Rxvass, Ryveas, Rxvias, @and Ryya6 are each
independently selected to maintain the tetravalent nature of carbon, trivalent nature of

nitrogen, the divalent nature of sulfur, and the divalent nature of oxygen, that no more
than three of the Ryy.a3 and Ryyv.a4 substituents are simultaneously selected from other

than the group consisting of hydrido and halo, and that no more than three of the Rxv-ss
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and Rxv.3s substituents are simultaneously selected from other than the group
consisting of hydrido and halo;

Rxv-s, Rxv10, Rxv11, Ryvrzs Ryvaz, Rxvaas, and Ryy.32 are independently selected
to be oxo with the provisos that Bx.1, Bxv2, Dxv.a, Dxva, Jxv-3, Jxv, and Kxy.; are
independently selected from the group consisting of C and S, no more than two of Ry,
g, Rxv-10, Rxvaa1, Rxveaz, Rxvas, Rvat, @nd Rxv.a2 are simultaneously oxo, and that Ryy.g,
Rxv-10, Rxv-11, Rxv12, Rxv-13, Rxvast, @nd Ryv.a are each independently selected to
maintain the tetravalent nature of carbon, trivalent nature of nitrogen, the divalent
nature of sulfur, and the divalent nature of oxygen;

Rxv4@nd Rxv.s, Rxvs and Ryvs, Rxv.s and Ryv.7, Rxv.7 and Ryy.e, Rxv.s and Ryv.10,
Rxv-10 and va.,.,, Rxv.11 and Ryv.31, Rxv.sr @and Rxv.az, Rxv.sz and Ryy.12, and Ryv.12 and
Rxv-13 are 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 Ryy4and Ryv.s, Rxv.s and
Rxvs, Rxvs @and va.7, Ryxv.z and Rxys is used at the same time and that no more than
one of the group consisting of spacer pairs Rxv.s and Rxv.10, Rxv-10 and Ryv.11, Rxva11
and Rxv.a1, vag,‘and Ryxv.a2, Rxva2 and Rxy.12, and Rxv.12 @nd Rxv.3 are used at the
same time;

Rxv-s @nd Rxy.11, Rxv.e @nd Ryv.12, Rxvs and Rxv.13 Rxvs @and Ryva1, Rxyv.g and Rxv.
32, Rxv-10 @Nd Ryv.12, Rxv.10 @nd Rxv.as, Rxv10 and Rxy.s1, Rxv.10 and Ryv.az, Ryv.1q and Ryv.
12 Rxv41 @nd Ryy.1a, Rxv.1 and Rxvaz, Rxv128nd Ryv.as, Rxv.as and Ryy.ss, and Ryy.13 and
Rxv-a2 are independently selected to form a spacer pair wherein said spacer pair is
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 3 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, a
saturated heterocyclyl having from 5 through 8 contiguous members and a partially
saturated heterocyclyl having from S through 8 contiguous members with the provisos

that no more than one of said group of spacer pairs is used at the same time;
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Rxv.a7 and Ryv.ss are independently selected from the group consisting of
hydrido, alkoxy, alkoxyalkyl, hydroxy, amino, thio, halo, haloalkyl, alkylamino, alkylthio,”
alkylthioalkyl, cyano, alkyl, alkenyl, haloalkoxy, and
haloalkoxyalkyi.

Compounds of Formula XV are disclosed in WO 00/18723, the entire
disclosure of which is incorporated by reference.

In a preferred embodiment, the CETP inhibitor is selected from the
following compounds of Formula XV:

3-[[3-(4-chloro-3-ethylphenoxy)phenyl]
(cyclohexylmethyl)amino}-1,1,1-trifluoro-2-propanol;

3-[[3-(4-chloro-3-ethylphenoxy)phenyi]
(cyclopentylmethyl)amino}-1,1,1-trifluoro-2-propanol;

3-[[3-(4-chloro-3-ethylphenoxy)phenyl]
(cyclopropylmethyl)amino}-1,1,1-trifluoro-2-propanol;

3-[[3-(4-chloro-3-ethylphenoxy)phenyl]i(3-trifiuoromethyl)cyclohexyl-methyljamino)-
1,1,1-trifluoro-2-propanol;

3-[[3-(4-chloro-3-ethylphenoxy)phenyl][(3-pentafiuoroethyl)
cyclohexyl-methyljamino]-1,1, 1-trifluoro-2-propanol;

3-{[3-(4-chloro-3-ethyiphenoxy)phenyl][(3-trifluoromethoxy)
cyclohexyl-methyljlamino}-1,1,1-trifluoro-2-propanot;

3-[[3-(4-chloro-3-ethylphenoxy)phenyl)[[3-(1,1,2,2-
tetraﬂuoroethoxy)cyclo—_hexylmethyl]amino]-1 ,1,1-trifluoro-2-propanol;

3—[[3-(3-triﬂuoromethoxyphénoiy)phenyl}
(cyclohexyimethyl)amino}-1,1 ,1-trifluoro-2-propanol;

3-[[3-(3-triflucromethoxyphenoxy)phenyl]
(cyclopentylmethyl)amino}-1,1,1 -trifluoro-2-propanol;

3-[[3-(3-trifluoromethoxyphenoxy)phenyl]
(cyclopropylmethyl)amino]-1,1,1-trifluoro-2-propanol;

3-[[3-(3-trifluoromethoxyphenoxy)phenyll[(3-trifluoromethyl)cyclohexyl-methyljamino]-
1,1,1-trifluoro-2-propanol; i

3-[[3-(3-trifluoromethoxyphenoxy)pheny!]](3-pentaﬂuoroethyl)cyclohexyl-methyl]amino]—

~1,1,1-trifluoro-2-propanol;

3-[[3-(3-trifluoromethoxyphenoxy)phenylli(3-



10

15

20

25

30

35

40

45

50

012619

-02-

triﬂuoromethoxy)cyclohexyl-methyl]amino]-1 1, 1-trifluoro-2-propanol;

3-[[3-(3-trifl uoromethoxyphenoxy)phenyl[[3-(1,1,2,2-
tetraﬂuoroethoxy)cyclohexyl-methyl]amino]-1 »1,1-trifluoro-2-propanol;

3-[[3-(3~isopropylphenoxy)phenyl](cyclohexylmethynamino]-1 »1,1-trifiuoro-2-propanol:
3-[[3-(3-isopropy!phenoxy)phenyl](cyclopentylmethyl]amino}-1 »1,1<trifluoro-2-propanol;
3-[[3-( 3~isopropylphenoxy)phenyl](cyclopropylmethyl)amino]-‘l +1,1-trifluoro-2-propanol;

3—[[3-(3—isopropy!phenoxy)phenyl][(s-triﬂuoromethyl) cyclohexyl-methyl]amino]-1 ,1,1-
trifluoro-2-propanol;

3-[[3-(3-isopropylphenoxy)phenyl][(s-pentaﬂuoroethyl) cyclohexyl-methyl}amino}-1, 1 1=
trifluoro-2-propanol;

3-[[3-(3-isopropylphenoxy)phenyl][(3-triﬂuoromethoxy) cyclohexyl-methyllamino}-1,1,1-
trifluoro-2-propanol;

3-[[3-(3-isopropylphenoxy)phenyl][3-( 1,1 ,2,2—tetraﬂuoroethoxy)cyclohexyl-
methyllamino]-1,1,1-trifluoro-2-propanol:

- 3-[[3-(2,3—dichlorophenoxy)phenyl](cyclohexylmethyl Yamino]-1,1 »1-trifluoro-2-propanol;

3-[[3-(2,3-dichlorophenoxy)phenyl](cyclopentylmethyl)
amino}-1,1,1-trifluoro-2-propanol;

3-{[3-(2,3-dichlorophenoxy)phenyl)( cyclopropylmethy)amino}-1,1 ,1-trifluoro-2-propanol;

3—[[3-(2,3—dichlorophenoxy)phenyl][(3-triﬂuoromethyl)
cyclohexyl-methyllamino}-1,1 ,1-trifluoro-2-propanol;

3-[[3-(2,3-dichlorophenoxy)phenyl][(3~pentaﬂuoroethyl) cyclohexyl-methyl}amino}-
1,1,1-trifluoro-2-propanot;

3-[[3-(2,3-dichlorophenoxy)phenyl][(3-triﬂuoromethoxy) cyclohexyl-methyl]amino]-
1,1,1-trifluoro-2-propanot;

3-{[3-(2,3-dichlorophenoxy)phenyl}[3-(1,1 ,2,2-tetraﬂuoroethoxy)cyclo—hexyl-
methyllamino]-1,1,1-trifluoro-2-propano;

3-[[3-(4-ﬂuorophenoxy)phenyl](cyclohexylmethyl)amino]-1 .1, 1-trifluoro-2-propanol;
3-[[3-(4~ﬂuorophenoxy)phenyl](cyclopentylmethyl)amino]-1 »1,1-trifluoro-2-propano!;
3-[[3—(4-ﬂuorophenoxy)phennyl](cyclopropylmethyl)amino]-1 »1,1-triflouro-2-propanof;

3—[[3—(4-ﬂuorophenoxy)phenyl][(3—triﬂuoromethyl)
cyclohexyl-methyllamino}-1,1, 1-trifluoro-2-propanol;
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3-[[3-(4-fluorophenoxy)phenyl][(3-pentafluoroethyl)
cyclohexyl-methyllamino}-1,1,1 -trifluoro-2-propanol;

3-[[3-(4-fluorophenoxy)phenyl]j(3-trifluoromethoxy)
cyclohexyl-methyllamino]-1,1, 1-trifluoro-2-propanol;

3-[[3-(4-fluorophenoxy)phenyil[[3-(1,1 ,2,2-tetraﬂuoroethoxy)cyclohexyl-methyl]amino]-
1,1,1-trifluoro-2-propanol;

3-[[3-(3-trifluoromethoxybenzyloxy]phenyl]
(cyclohexylmethyl)amino)-1,1,1-trifluoro-2-propanol;

3-[[3-(3-trifluoromethoxybenzyloxy)phenyl]
(cyclopentyimethyl)amino]-1,1,1-trifluoro-2-propanol;

- 3-[[3-(3-trifluoromethoxybenzyloxy)phenyi]

(cyclopropylmethyllamino]-1,1, 1-trifluoro-2-propanol;

3-[[3-(3-trifluoromethoxybenzyloxy)phenyl][(3-
trifluoromethyl)cyclohexyl-methyflamino]-1,1,1-trifluoro-2-propanol;

3-{[3-(3-triflucromethoxybenzyloxy)phenyl][(3-
pentafluoroethyl)cyclohexyl-methyljlamino}-1,1, 1-trifluoro-2-propanol;

3-[[3-(3-trifluoromethoxybenzyloxylphenyl[(3-
trifluoromethoxy)cyclohexyl-methyljJamino]-1,1,1-trifluoro-2-propanot;

3-{[3-(3-trifluoromethoxybenzyloxy)phenyl}[3-(1,1,2,2-
tetrafluoroethoxy)-cyclohexylmethyllamino}-1,1, 1-trifluoro-2-propano;

3-{[3-(3-trifluoromethylbenzyloxy)phenyl]
(cyclohexylmethyl)amino]-1,1, 1-trifluoro-2-propanol;

3-{[3~(3-trifluoromethylbenzyloxy)phenyl]
(cyclopentylmethyl)amino]-1,1,1-trifluoro-2-propanol;

3-[[3-(3-trifluoromethylbenzyloxy)phenyl]
(cyclopropyimethyl)amino]-1,1,1-trifluoro-2-propanol;

3—[{3-(3-triﬂuoromethylbenzyloxy)phenyl][(3-triﬂuoromethyl)cyclohexy!—methyl]amino]—
1,1,1-trifluoro-2-propanot;

3—[[3-(3-triﬂuoromethylbenzyloxy)phenyl][(S-pentaﬂuoroethyl)cyclohexyl-methyl]amino]-
1,1,1-trifluoro-2-propanol;

3-[[3-(3-trifluoromethylbenzyloxy)phenyl][(3-
trifluoromethoxy)cyclohexyl-methyllamino]-1,1, 1-trifluoro-2-propanot;

3[3-(3-triflucromethylbenzyloxy)phenyl(3-(1,1,22-
tetrafluoroethoxy)cyclohexyl-methylJamino}-1,1,1-trifluoro-2-propanol;
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3-[[[(3-trifluoromethyl)phenyi)methyi)(cyclohexyl)amino}-1,1, 1-trifluoro-2-propanal;
3-[[[(3-pentafiuoroethyl)phenyljmethyl](cyclohexyl)amino}-1,1,1-trifluoro-2-propanol
3-{[[(3-trifluoromethoxy)phenyljmethyi](cyclohexyl)amino}-1,1,1-trifluoro-2-propanol

3-[[[3-(1,1,2,2-tetrafluoroethoxy)phenyi]
methyl](cyclohexyl)amino]-1,1,1-trifluoro-2-propanol;

3-[[{(3-trifluoromethyl)phenyfjmethyl]
(4-methylcyclohexyl)amino]-1,1,1-trifluoro-2-propanol;

3-[[[(3-pentafluoroethyl)phenylimethyl]
(4-methylicyclohexyl)amino}-1,1,1-trifluoro-2-propanol,

3-[[[(3-trifluoromethoxy)phenyllmethyl]
(4-methylcyclohexyl)amino}-1,1,1-trifluoro-2-propanol;

3-[[[3-(1,1.2,2-tetrafluoroethoxy)phenyljmethyl}(4-
methylcyclohexyl)amino]-1,1,1-trifluoro-2-propanol;

3-[[(3-trifluoromethyllphenyl)methyl}(3-
trifluoromethylcyclohexyl)amino}-1,1,1-trifluoro-2-propanol;

3-[[[(3-pentafluoroethyl)phenyljmethyi}(3-
trifluoromethyicyclohexyl)amino}-1,1, 1-trifluoro-2-propanol;

3-[[[(3-trifluoromethoxy)phenyllmethyl}(3-
trifluoromethylcyclohexyl)amino}-1,1, 1-trifluoro-2-propanol;

3-[[3-(1,1,2,2-tetrafluoroethoxy)phenyl]methyl(3-triflucromethylcyclohexyl)amino}-
1,1,1-trifluoro-2-propanol;

3[[[(3-trifluoromethyl)phenyl}methyll[3-(4-chloro-3-ethylphenoxy)cyclo-hexyllamino
1,1,1-trifluoro-2-propanol,

3-[[[(3-pentaﬂuoroethyl)phenyl]methyl][3-(4-chIoro-3—ethylphenoxy)cyclo'-hexyllamir
1,1, 1-trifluoro-2-propanol;

3-[[[(3-trifluoromethoxy)phenyljmethyl][3-(4-chloro-3-
ethylphenoxy)cyclo-hexyljamino}-1,1,1-trifluoro-2-propanol;

3[[3-(1,1,2,2-tetrafluoroethoxy)phenylimethyl][3-(4-chloro-3-ethyliphenoxy)-
cyciohexyllamino]-1,1,1-trifluoro-2-propanol;

3-{[[(3-trifluoromethyljphenyllmethyl}(3-phenoxycyclohexyl)amino}-1,1,1 -trifluoro-2-
propanol;

3-A[[[(3-pentaﬂuoroethyl)phenyl]methyl](3-phenoxycyclohexyl)amino]—1 ,1,1-trifluoro-:
propanol;
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3-{[{(3-trifluoromethoxy)phenyljmethylj(3-phenoxycyclohexyl)amino}-1,1, 1-trifluoro-2-
propanol;

3-[l[3-(1,1,2,2-tetrafluoroethoxy)phenylimethyl}(3-
phenoxycyclohexyl)amino}-1,1, 1-trifluoro-2-propanol;

3{[[(3-trifloromethyl)phenylJmethyl}(3-isopropoxycyclohexyl)amino}-1,1,1-trifluoro-2-
propanol;

3+ [[[(3-pentaﬂuoroethyl)phenyl]methyl](3-lsopr0poxycyclohexyl)ammo]—1 1 »1-trifluoro-2-
propanol;

3-[[[(3-trifluoromethoxy)phenyllmethyl)( &nsopropoxycyclohexyl)amlno] 1,1 »1-trifluoro-2-
propanol;

3-[[3-(1,1 ,2,2-tetraﬂuoroethoxy)phenyl]methyl](3-

isopropoxycyclohexyl)-amino}-1,1,1-trifluoro-2-propanol;

3-{l[(3-trifluoromethyl)phenyllmethyi)(3-
cyclopentyloxycyclohexyljamino}-1,1,1-trifluoro-2-propanol;

3-{[[(3-pentafluoroethyl]phenylilmethyi)(3-
cyclopentyloxycyclohexyl)amino]-1,1, 1-trifluoro-2-propanol;

3-{[[(3-trifluoromethoxy)phenyllmethyl}(3-
cyclopentyloxycyclohexyl)amino}-1,1,1-trifluoro-2-propanol;

3-[l13-(1,1,2,2-tetrafluoroethoxy)phenyljmethyl](3-
cyclopentyloxycyclohexyl)-amino}-1,1,1-triflucro-2-propanol;

3-{[[(2-trifluoromethyl)pyrid-6-yljmethyl)(3-
isopropoxycyclohexyl)amino]-1 »1,1-trifluoro-2-propanol;

3-[[[(2-trifluoromethyl)pyrid-6-yljmethyl}(3-cyclopentyloxycyclohexyl)-amino}-1,1,1-
trifluoro-2-propanof; ,

3-{l[(2-trifluoromethyhpyrid-6-yllmethyl}(3-phenoxycyclohexyl)amino}-1, 1, 1-trifluoro-2-
propanol;

3-{[[(2-trifluoromethyl)pyrid-6-yljmethyl](3-
trifluoromethylcyclohexyl)amino}-1,1, 1-trifluoro-2-propanol;

3-[l[(2-trifluoromethyl)pyrid-6-yljmethyl}{3- -(4-chloro-3-ethylphenoxy)cyclo-hexyllamino}-
1,1,1-triflucro-2-propanol;

3-[[[(2-trifluoromethyl)pyrid-6-ylimethyl])[3-(1,1,2,2-
tetrafluoroethoxy)cyclo-hexyllamino}-1,1, 1-trifluoro-2-propanol;

3- [[[(2-tnﬂuoromethyl)pynd-ﬁ-yl]methyl](3-pentaﬂuoroethylcyclohexyl)-ammo] 1,1,1- -
trifluoro-2-propanol;
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3—[[{(2-triﬂuoromethyl)pyrid-a-yl]methyl](3-triﬂuoromethoxycyc!ohexyl)—amino]-1 11
trifluoro-2-propanol;

3—[[[(3-triﬂuoromethyl)phenyl}methyl]{S—(4-chloro—3-
ethylphenoxy)propyi}-amino}-1,1, 1-trifluoro-2-propanol;

3-{[{(3-pentaﬂuoroethyl)phenyl]methyl][s-(4-chloro-3-
ethylphenoxy)propyl}-amino}-1,1, 1-trifl uoro-2-propanol;

3-[[[(3-triﬂuoromethoxy)phenyl]methyl][3~(4—chloro—3-
ethylphenoxy)propyl}-amino}-1, 1 , 1-trifluoro-2-propanol;

3-[[13-(1,1 ,2,2—tetraﬂuoroethoxy)phenyl]methyl][B—(4—chloro~3~ethy}phenoxy)-
propyllamino}-1,1,1-trifluoro-2-propanol;

3-[[[(3-triﬂuoromethyl)pheny!]methyl][3-(4-chloro-3-ethylphenoxy}2,2,-di-
fluropropyl}amino)-1,1, 1-trifluoro-2-propanol;

3-[[[(3—pentaﬂuoroethyl)phenyl]methyl][s-(4-chloro-3-ethylphenoxy)-2,2-di-
fluropropyllamino}-1,1, 1-trifluoro-2-propanol;

3-[[[(3-triﬂuoromethoxy)phenyl]methyl][3-(4-chloro-3-ethylphenoxy)-2,2,-di—
fluropropyllamino)-1,1 , 1-trifiuoro-2-propanoi; ,

3-{[[3-(1,1 ,2,2—tetraﬂuoroethoxy)phenyl]methyl][3-(4-chloro-3-ethy!phenoxy)-2.2,-
difluropropyflamino}-1,1,1 ~trifluoro-2-propanol;

3—[[[(3-triﬂuoromethyl)phenyl]methyl][3-(isopropoxy)propyl]amino]-1 .1, 1-trifluoro-2-
propanol;

3—[[[(3-pentaﬂuoroethyl)phenyl]methyl][s-(isopropoxy)propyl]amino]-1 ,1,1-trifluoro-2-
propanol;

3-I( 3—triﬂuoromethoxy)phenyl]methyl][3—(isopropoxy)propyl]amino]~1 ,1,1-trifluoro-2-
propanol;

3-{[13-(1,1 ,2,2-tetraﬂuoroethoxy)phenyl]methyl]]3— .
(isopropoxy)propyllamino}-1,1 ,1-trifluoro-2-propanol;
and

3-[l13-(1,1 ,2,2-tetraﬂuoroethoxy)phenyl]methyl][s-
(phenoxy)propyljamino}-1,1 » 1-trifluoro-2-propanol.

Another class of CETP inhibitors that finds utility with the present invention
consists of (R)-chiral halogenated 1-substituted amino-(n+l)-alkanols having the
Formula XV!
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Ryvr- Kyvi- Ryvi-
XVI-SN 7 KVIl o TRVI-T

Jxvi-1 ‘Txv:-z
N Dyvi-1 /vax\-z
xI-6\  Ravid Ryvi-s
Xyvr Ryvi-
z XVI 15\vaI Ryvi-s

/ /vaz—'m
—F Dyvi.3==Jxy1-3
Ryvi-1 l\ (CH)H/N\

\
Ryvi-2 (g /YXVI \ //vaz-:a“Rm,I_:ll

Ryvi-14
Dyyr o a™3J _
Ryyr .3 XVI-4 XVI-4
Ryvi-13 Ryyr-12
. Formula XVI

and pharmaceutically acceptable forms thereof, wherein:

nxv is an integer selected from 1 through 4,

Xy IS OXY;

Rxvi1 is selected from the group consisting of haloalkyl, haloalkenyl,
haloalkoxymethyl, and haloalkenyloxymethyl with the proviso that Ry, 4 has a
higher Cahn-Ingold-Prelog stereochemical system ranking than both Ry.2 and
(CHRxv3)n-N(Axw)Qxv Wherein Axy is Formula XVI-(ll) and Q is Formula XVI-(ill);
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Ryvi-g .
XVI~9 R.
XVI-10
Ryvi- -5\ /va: 1/var -7 \ J/
D ————J
Jxvi-1 tirxvx -2 \ XVI;3 xvx 3

Ryvr-d Ryvr-s Dxvia™Jxvi-q

YIWI Kyv1-2—0
D D R
xv1 1Y x{z-z Ryvr- 14 \ // XVI-11

/ZXVI RXVI-13 Ryvi-12
AN

Ryvi-is

XVI-II XVI-I

Rxwi1s is selected from the group consisting of hydrido, alkyl, acyl, aroyl,
heteroaroyl, trialkylsilyl, and a spacer selected frdm 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

Rovias Rxvis, Rxvie, @nd Rxwiaa to form a heterocyclyl ring having from 5 through 10

contiguous members;

Dxvi1, Dxviz, Jxvier, Jxviz @nd Kxwe are independently selected from the group
consisting of C, N, O, S and covalent bond with the provisos that no more than one of
Dxvi-1, Dxvi-zs Jxvit, Jxwiz @nd Ky is @ covalent bond, no more than one Dy, Dxviz,
Jxvi1, dxviz and Ky is be O, no more than one of Dy1, Dxwizs Jxvis Jxwiz and Kyyq is
S, one of Dxvi.1, Dxvi2, Jxn1, Jxwz @nd Kxv.e must be a covalent bond when two of Dy,
1» Dxviz, Jxwis, Jxviz @and Ky @re O and S, and no more than four of Dy, Dxvia, Jxviets
Jxvi.2 and Ky is N;

Dixvi3, Dxvia, Jxvis, Ixvie @nd Kyi2 are independently selected from the group
consisting of C, N, O, S and covalent bond with the provisos that no more than one is
a covalent bond, no more than one of Dy, Dxvis, Jxvia, Jxvia @and Kxyz is O, no more
than one of Dxvia, Dxvis, Jxvia, Jxvie @nd Kz is S, no more than two of Dy, s, Dxyia,
Jsvia, Jxvie @nd Ko is 0 and S, one of Dyyia, Dxvia Jxvis, Jxvia and Kyyomust be a
covalent bond when two of Dxy;.3, Dxyia, Jxwis: Jxvis @and Kxwizare O and S, and no
more than four of Dxyi.3, Dxviu, Jxvias Jxvie and Kxvi are N;

‘ Rxwi2 is selected from the group consisting of hydrido, aryl, aralkyi, alky!,
alkenyl, alkenyloxyalkyl, haloalkyl, haloalkenyl, halocycloalkyl, haloalkoxy,
haloalkoxyalkyl, haloalkenyloxyalkyl, halocycloalkoxy, halocycloalkoxyalkyl,
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perhaloaryl, perhaloaralkyl, perhaloaryioxyalkyl, heteroaryl, dicyanoalkyl, and
carboalkoxycyanoalkyl, with the proviso that Rxu.z has a lower Cahn-ingold-Prelog
system ranking than both Rxyis and (CHRxvis)a-N{(Axv)Qxwi;

Rxvia is selected from the group consisting of hydrido, hydroxy, cyano, aryl,
aralkyl, acyl, alkoxy, alkyl, alkenyl, alkoxyalkyl, heteroaryl, alkenyloxyalkyl, haloalkyi,
haloalkenyl, haloalkoxy, haloalkoxyalkyl, haloalkenyloxyalkyl, monocyanoalkyl, .
dicyanoalkyl, carboxamide, and carboxamidoalkyl, with the provisos that (CHRxw.s),-
N(Axw)Qxv has a lower Cahn-Ingold-Prelog stereochemical system ranking than Ry.4
and a higher Cahn-ingold-Prelog stereochemical system ranking than Ryu;

Yxw is selected from a group consisting of a covalent single bond, (C(Rxvis)2)q
wherein q is an integer selected from 1 and 2 and (CH(Rxw14))eWsxvi-(CH(Rsv-14))p
wherein g and p are integers independently selected from 0 and 1;

Rxvi4 is selected from the group consisting of hydrido, hydroxy, cyano,
hydroxyalkyl, acyl, alkoxy, alkyl, alkenyl, alkynyl, alkoxyalkyl, haloalkyl, haloalkenyl,
haloalkoxy, haloalkoxyalkyl, haloalkenyloxyalkyl, monocarboalkoxyalkyl,

- ~monocyanoalkyl, dicyanoalkyl, carboalkoxycyanoalkyl, carboalkoxy, carboxamide, and

carboxamidoalkyl;

Zxw is selected from a group consisting of a covalent single bond, (C(Rxvi1s)2)q,
wherein q is an integer selected from 1 and 2, and (CH(Rsxv15))-Wxu-(CH(Rxvi.15) X
wherein j and k are integers independently selected from 0 and 1;

Wy is selected from the group consisting of O, C(O), C(S),C(O)N(Rxvi.1a),
C(SIN(Rxvi-14),(Rxvi1a)NC(O), (Ruviaa NC(S), S, S(0), S(O)z, S(O)N(Rxr14), (Roan.
1a)NS(O),, and N(Rxvi14) with the proviso that Rxwi4 is other than cyano;

Rxwi1s is selected, from the g'rou'p consisting of hydrido, cyano, hydrbxya!kyl,
acyl, alkoxy, alkyl, alkenyl, alkynyl, alkoxyalkyl, haloalkyl, haloalkenyl, haloalkoxy,
haloalkoxyalkyl, haloalkenyloxyalkyl, monocarboalkoxyalkyl, monocyanoalkyl,
dicyanoalky!, carboalkoxycyanoalkyl, carboalkoxy, carboxamide, and
carboxamidoalkyl;

Rxvi: Rxwvis, Ruvis, Roviery Raviss Roxvior Rxvieto, Rxviers, Rxviaz, @and Rywias are
independently selected from the group consisting of hydrido, carboxy,
heteroaralkylthio, heteroaralkoxy, cycloalkylamino, acylalkyl, acylalkoxy, aroylalkoxy,
heterocyclyloxy, aralkylaryl, aralkyl, aralkenyl, aralkynyl, heterocyclyl, perhaloaralkyl,

. aralkylsulfonyl, aralkylsuifonylalkyl, aralkylsulfinyl, aralkylsulfinylalkyl, halocycloalkyl,
halocycloalkenyl, cycloalkylsulfinyl, cycloélkylsulﬁnyialky!, cycloalkylsulfonyl,
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cycloalkylsulfonylalkyl, heteroarylamino, N-heteroarylamino-N-alkylamino,
heteroaralkyl, heteroarylaminoalkyl, haloalkylthio, alkanoyloxy, alkoxy, alkoxyalkyl,
haloalkoxylatkyl, heteroaralkoxy, cycloalkoxy, cycloalkenyloxy, cycloalkoxyalkyi,
cycloalkylalkoxy, cycloalkenyloxyalkyl, cycloalkylenedioxy, halocycloalkoxy,
halocycloalkoxyalkyl, halocycloalkenyloxy, halocycloalkenyloxyalkyl, hydroxy, amino,
thio, nitro, lower alkylamino, alkylthio, alkylthioalkyl, arylamino, aralkylamino, aryithio,
arylthioalkyl, heteroaralkoxyalkyl, alkylsulfinyl, alkylsulfinylalkyl, arylsulfinylalky,
arylsulfonylalkyl, heteroarylsulfinylalkyl, heteroarylsulfonylalkyl, alkyisulfonyl,
alkylsulfonylalkyl, haloalkylsulfinylalkyl, haloalkylsulfonylalkyl, alkylsulfbnamido,
alkylaminosulfonyl, amidosulfonyl, monoalkyl amidosulfonyl, dialkyl, amidosulionyl,
monoarylamidosulfonyl, arylsulfonamido, diarylamidosulfonyl, monoalkyl monoaryl
amidosulfonyi. arylsulfinyl, arylsulfonyl, heteroarylthio, heteroarylsulfinyl,
heteroarylsulfonyl, heterocyclylsulfonyl, heterocyclylthio, alkanoyl, alkenoyl, aroyl,
heteroaroyl, aralkanoyl, heteroaralkanoyl, haloalkanoyl, alkyl, alkenyl, alkynyl,
alkenyloxy, alkenyloxyalky, alkylenedioxy, haloalkylenedioxy, cycloalkyl,
cycloalkylalkanoyl, cycloalkenyl, lower cycloalkylalkyl, lower cycloalkenylalkyl, halo,
haloalkyl, haloalkenyl, haloalkoxy, hydroxyhaloalkyl,
hydroxyaralkyl, hydroxyalkyl, hydoxyheteroaralkyl, haloalkoxyalkyl, aryl,
heteroaralkynyl, aryloxy, aralkoxy, aryloxyalkyl, saturated heterocyclyl, partially
saturated heterocyclyl, heteroaryl, heteroaryloxy, heteroaryloxyalkyl, arylalkenyl,
heteroarylalkenyl, carboxyalkyl, carboalkoxy, alkoxycarboxamido,
alkylamidocarbonylamido, arylamidocarbonylamido, carboalkoxyalkyl,
carboalkoxyalkenyl, carboaralkoxy, carboxamido, carboxamidoalkyl, cyano,
carbohaloalkoxy, phosphono, phosphonoalkyl, diaralkoxyphosphono, and
diaralkoxyphosphonoalkyl with the proviso that Ryvia, Rxuis, Rxvis, Rxviz, Ruvis, Rxvio,
Rywi10, Roavi-11, Rxvisz, and Ryxya3 are each independently selected to maintain the
tetravalent nature of carbon, trivalent nature of nitrogen, the divalent nature of sulfur,
and the divalent nature of oxygen;

Rxviz and Ryu.s, Rxvis @and Rxvis, Rxvis @nd Rxviz, Rxviz @and Ryvis, Rxve and
Rxvi-10, Rxvi-to @nd Rxwia1, Ryni1 @nd Ryviz, and Ryw1z @nd Ryy.43 are 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
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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 Rxvs and Rxvis, Rxvis and Rxvis, Rxvis and Ryviz,
and Rz and Ry is used at the same time and that no more than one of the group

5  consisting of spacer pairs Rxvs and Ry10, Rxwi-10 @nd Ryxvi11, Rxvis @and Ry, and
Rywv12 and Rxu.13 can be used at the same time,

Rxvis and Ryvig, Rxvis and Ryvis, Rxvis @nd Ryvig, @nd Rxvis and Ryvs is
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 sélécted from

10  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 Ryvis and Rxvig, Rxvis and Ryviis, Rxvies @nd Ryxvis, @nd Rxvis and Rxwaa is used at
the same time.

15 Compounds of Formula XV1 are disclosed in WO 00/1 8724, the entire

. —-disclosure of which is incorporated by reference.
In a preferred embodiment, the CETP inhibitor is selected from the

following compounds of Formula XVI:

20  (2R)-3-[[3-(3-trifluoromethoxyphenoxy)phenyll[[3-(1,1,2,2-
tetrafluoroethoxy)phenyllmethyljamina)-1,1, 1-trifluoro-2-propanal;

(2R)-3-[[3-(3-isopropylphenoxy)phenyl][[3-(1,1,2,2-

tetrafluoroethoxy)phenyl}-methyl}amino]-1,1, 1-trifluoro-2-propanol,
25

(2R)-3-[[3~(3-cyclopropylphenoxy)phenyl]l[3-(1,1,2,2-

tetrafluoroethoxy)phenyl}-methyl}jamino}-1,1, 1-trifluoro-2-propanol;

(2R)-3-{[3-(3-(2-furyl)phenoxy)phenyljl[3-(1,1 ,2,2-tetrafluoroethoxy)phenyl}-
30  methylJamino}-1,1,1-trifluoro-2-propanoal;

(2R)-3-{[3-(2,3-dichlorophenoxy)phenyl]{{3-(1,1,2,2-
tetrafluoroethoxy)phenyl]-methyilamino}-1,1, 1-trifluoro-2-propanol;

35  (2R)-3-[[3-(4-fluorophenoxy)phenylli{3-(1,1,2,2-
tetrafluoroethoxy)phenyl}-methyllamino}-1,1, 1-trifluoro-2-propanol;

(2R)-3-[[3-(4-methylphenoxy)phenyl]([3-(1,1,2,2-
tetrafluoroethoxy)phenyl}-methyljamino}-1,1 ,1-trifluoro-2-propanol;
40 o ‘
(2R)-3-[[3-(2-fluoro-5-bromophenoxy)phenylli[3-(1,1,2,2-
tetrafluoroethoxy)phenyl}-methyllamino}-1,1,1-trifluoro-2-propanot;
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(2R}S-[[3—(4-chloro~3-ethylphenoxy)pheny!][[3-( 1,1,2,2-
tetraﬂuoroethoxy)phenyl]»methyl]amino]—1 1,1 -trifluoro-2-propanol;

(2R)-34[3-[3-(1,1 ,2,2-tetraflucroethoxy)phenoxy] phenyl]
[[3-(1,1 .2,2-tetraﬂuoro-ethoxy)phenyl]methyl]amino]-1 1,1 ~trifluoro-2-propanol;

(2R)—3~[[3~f3—(pentaﬂuoroethyl)phenoxy]phenyl][[3-( 1,1 ,2.2-tetraﬂuoroethoxy)-
phenylimethyljamino}-1,1,1 ~trifluoro-2-propanol;

(2R)-3-[[3-(3,5—dimethylphenoxy)phenyl][[3-( 1,1,2,2- )
tetraﬂuoroethoxy)phenyl]-methyl]amino]-1 +1,1-trifluoro-2-propanol:

(2R)-3-[[3-(3-ethylphenoxy)phenyl[[3-(1, 1 ,2,2-tetraﬂuoroethoxy)phenyl]—methyl]amino]-
1,1, 1-trifluoro-2-propanol;

(2R)—S-[[S-(S-t-butylphenoxy)phenyl][[3-(1 1,2,2-
tetraﬂuoroethoxy)phenyl]-methyl]amino]—1 +1,1-trifluoro-2-propanot:

(2R)-3-[[3—(3—methylphenoxy)phenyl][[3-(1 1,2,2-
tetraﬂuoroethoxy)phenyl]-methyl]amino]-1 .1, 1-trifluoro-2-propanol;

(2R)-3-[[3-(5,6,7.8-tetrahydro-2—naphthoxy)phenyl][[3-(1 »1,2,2-tetrafluoro-
ethoxy)phenyl] methyllamino}-1,1 ,1-trifluoro-2-propanol; :

(2R)-3-[[3-(phenoxy)phenyll[[3-(1,1,2,2-
tetraﬂuoroethoxy)phenyl]methyl]amino]-1 »1,1-trifluoro-2-propanol;

(2R)-3-[[3—[3—(N,N-dimethylamino)phenoxy]phenyl][[3~(1 ,1,2,2-tetrafluoro-
ethoxy)phenyl]methyl]amino]-1 »1,1-trifluoro-2-propanol;

(2R)-3-[[[3-(1,1 ,2,2,-tetraﬂuoroethoxy)phenyl]methy!][3-[[3-(triﬂuoromethoxy)-
phenyl]methoxy]phenyl]amino]—1 +1,1 -trifluoro-2-propanol;

(2R)-3-[[[3~(1,1 ,2,2-tetraﬂuoroethoxy)phenyl]methyl][3-[[3-(triﬂuoro-
methyl)phenyl]methoxy]phenyl]amino]-1 +1,1-trifluoro-2-propanol;

(2R)-3-[[[3-(1,1 ,2,2-tetraﬂuoroethoxy)phenyl]methyl][B—[[B,5-dimethylphenyl]-
methoxy]phenyljamino}-1,1 ,1-trifluoro-2-propanol;

(2R)-3-[[[3-(1,1 ,2,2-tetraﬂuoroethoxy)phenyl]methyl][3-[[3-(triﬂuoromethylthio)—
phenyllmethoxylphenyljamino}- 1,1,1 ~trifluoro-2-propanoi; '

(2R)-3-[[[3-(1,1 ,2,2—tetraﬂucroethoxy)phenyl]methyl][3—[[3,5-d ifluorophenyi]-
mcthoy.y]phonyl]amino] 1,1,1 trifluoroc 2 propancl;

(2R)-3-[[[3-(1,1 ,2,2-tetraﬂuoroethoxy)phenyl]methyl][3-[cyclohexylmethoxy]—
phenyllamino]-1,1 » 1-trifluoro-2-propanol;
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(2R)-3-[[3-(2-difluoromethoxy-4-pyridyloxy)phenyllf[3-(1,1,2,2-tetrafluoroethoxy)-
phenyllmethyllamino}-1,1, 1-trifluoro-2-propanol;

(2R)-3-[[3-(2-trifluoromethyl-4-pyridyloxy)phenyll[[3-( 1,1,2,2-tetrafluoroethoxy)-
5 phenyljmethyllamino}-1,1,1-trifluoro-2-propanol;

(2R)-3-{[3-(3-difluoromethoxyphenoxy)phenyl]{{3-(1,1,2,2-
tetrafluoroethoxy)-phenyljmethyl)lamino}-1,1,1-trifluoro-2-propanol;

10  (2R)-3-[[[3-(3-trifuoromethylthio)phenoxylphenyl]l[3-( 1,1,2,2-tetrafluoroethoxy)-
phenyllmethyljamino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-(4-chloro-3-trifluoromethylphenoxy)phenyll{[3-( 1,1,2,2-tetrafluoroethoxy)-
phenylmethyljamino]-1,1,1-triflucro-2-propanal;

15 ,
(2R)-3-[[3-(3-trifluoromethoxyphenoxy)phenyl}{[3-
(pentafluoroethyl)phenyl]-methyl}amino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-(3-isopropylphenoxy)phenyl}f{3-
20 (pentafluoroethyl)phenyljmethyl]-amino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[3-(3-cyclopropylphenoxy)phenyl][[3-
. - (pentafluoroethyl)phenyl]methyl}-amino}-1,1,1-trifluoro-2-propanol;

25  (2R)-3-[[3-(3-(2-furyl)phenoxy)phenyl][[3-
(pentafluoroethyl)phenyljmethyl]-amino]-1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-(2,3-dichlorophenoxy)phenyl]([3-

(pentafluoroethyl)phenyljmethyi}-amino]-1,1,1-trifluoro-2-propanol;
30

(2R)-3-[3-(4-fluorophenoxy)phenyl][[3-

(pentafluoroethyl)phenyljmethytjamino}-1,1,1-trifluoro-2-propanot;

(2R)-3-[[3-(4-methylphenoxy)phenyl]{[3-
35  (pentafluoroethyl)phenyllmethyljamine]-1,1,1-trifluoro-2-propanol;

(2R)-3-{[3-(2-fluoro-5-bromophenoxy)phenyl)i[3-
(pentafluoroethyl)phenylmethyl}-amino}-1,1,1-trifluoro-2-propanol;

40
(2R)-3-[[3-(4-chloro-3-ethylphenoxy)phenyl}f[3-
(pentafluoroethyl)phenyljmethyl]-amino}-1,1, 1-trifluoro-2-propanol;

(2R)-3-[[3-[3-(1,1,2,2-tetrafluoroethoxy)phenoxylphenyl][ [3-(pentafluoroethyl)-
45  phenyljmethyllamino]-1,1,1-trifluoro-2-propanol;

(2R)-3-{[3-[3-(pentafluoroethyl)phenoxyjphenyl]({3-
(pentafluoroethyl)phenyll-methyllamino}-1,1, 1-trifluoro-2-propanol;

50 (2R) 3-[[3 -(3, 5-dnmethylphenoxy)pheny!][{3-(pentaﬂuoroethyl) phenyl]methyl]—amuno]—
1,1,1-trifluoro-2-propanol; :
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(2R)-3-[{3—(3-ethylphenoxy)phenyl][[S—(pentaﬂuoroethyl) phenyl]methyl]amino]-1 ,1,1-

trifluoro-2-propanol:

(2R)—3-[[3-(3—t—butylphenoxy)phenyl][[B-(pentaﬂuoroethyl) phenyl]methyl]amino]-1 ,1,1-

trifluoro-2-propanol;

(2R)-3-[[3-(3-methylphenoxy)phenyl][[3-(pentaﬂuoroethyl) phenyl]methyl]amino]—1 1,1-

trifluoro-2-propanol;

(2R)-3-[[3-(5,6,7,8-tetrahydro—z-naphthoxy)phenyl][[s-
(pentaﬂuoroethyl)phenyl]-methyl)amino]—1 »1,1-trifluoro-2-propanol;

(2R)-3~[[3-(phenoxy)phenyl][[3(pentaﬂuoroethyl)
phenyllmethyllamino}-1,1,1 ~trifluoro-2-propanol;

(2R)-3—[[3-[3-(N,N-dimethylamino)phenoxy]phenyl][[3—
(pentaﬂuoroethyl)phenyl]-methyl]amino]-1 »1,1-trifluoro-2-propanol;

(2R)-3-[[[3-(pentaﬂuoroethyl)phenyl]methyl][3-[[3-
(triﬂuoromethoxy)phenyl]—methoxy]phenyl]amino]-1 »1,1-trifluoro-2-propanol:

(2R)-3-[[[3-(pentaﬂuoroethyl)phenyl]methyl][3-[[3-(triﬂuoromethyl)—phenyl]-

- methoxylphenyllamino}-1,1 »1-trifluoro-2-propanol;

(2R)-3-[[[3—(pentaﬂuoroethyl)phenyl]methyl][S-[[S.5-
dimethylphenyl]methoxy]-phenyl]amino]-‘l +1,1-trifluoro-2-propanol;

(2R)-3-[[[3—(pentaﬂuoroethyl)phenyl]methyl][B—[[3-
(triﬂuoromethylthio)phenyl]-methoxy]phenyl]amino]—1 »1,1-trifluoro-2-propanol;

(2R)-3-[[[3-(pentaﬂuoroethyl)phenyl]methyl][B—[[B,5—
diﬂuorophenyl]methoxy]-phenyl]amino]-1 »1,1-trifluoro-2-propanol;

(2R)—3-[[[3-(pentaﬂuoroethyl)phenyl]methyl][B-

[cyclohexylmethoxy]phenyl]-amino]-1 »1,1-trifluoro-2-propanol;

(2R)-3—[[3—(2-diﬂuoromethoxy-4-pyridyloxy)phenyl][[3- :
(pentaﬂuoroethyl)phenyl}-methyl]amino]—1 .1, 1-trifluoro-2-propanol;

(2R)—3-[[3-(2—triﬂuoromethyl-4—pyridyloxy)phenyl][[3-
(pentaﬂuoroethyl)phenyl]—methyl]amino]—1 »1,1-trifluoro-2-propanol;

(2R)-3-[[3-(3~diﬂuoromethoxyphenoxy)phenyl][[3-
(pentaﬂuoroethyl)phenyl]-methyl]amino]-‘] »1,1-trifluoro-2-propanol;

(2R)—3-[[[3-(3-trifluoromethylthio)phenoxy]phenyl][[S-
(pentaﬂuoroethyl)phenyl]-methyl]amino]—1 ,1,1-trifluoro-2-propanol;

(2R)-3—[[3-(4—chloro-3-triﬂuoromethylphenoxy)phenyl][[3—
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(pentafluoroethyl)-phenyljmethyllamino]-1,1, 1-trifluoro-2-propanol;

(2R)-3-[[3~(3-trifluoromethoxyphenoxy)phenyl[[3-
(heptafluoropropyl)phenyl}-methylJamino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[[3~(3-isopropyiphenoxy)phenyl][[3-
(heptafluoropropyl)phenyllmethyl}-amino}-1,1, 1-trifluoro-2-propanol;

(2R)-3-[[3-(3-cyclopropylphenoxy)phenyl][[3-(heptaﬂuoropropyl)phenyl]methyl]—amino]-
1,1,1-trifluoro-2-propanol;

(2R)-3-[[3~(3-(2-furyl)phenoxy)phenyl][[3-(heptafluoropropyl) phenyljmethylj-amino]-
1,1, 1-trifluoro-2-propanol;

(2R)-3-[[3-(2,3-dichlorophenoxy)phenyl][[3-(heptafiuoropropyl) phenyllmethyl}-amino]-
1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-(4-fluorophenoxy)phenyll[[3-(heptafluoropropyl) phenyllmethyllamino}-1,1, 1-
trifluoro-2-propanol;

(2R)-3-[3-(4-methylphenoxy)phenyl][[3-(heptaflucropropyl) phenylmethyljamino]-
1,1,1,-trifluoro-2-propanol;

"7 (2R)-3-[[3-(2-fluoro-5-bromophenoxy)phenyl][[3-

(heptafiuoropropyl)phenyl}-methyllamino]-1,1, 1-trifluoro-2-propanol;

(2R)—3—[[3-(4-chIoro-3-emylpheno$<y)phenyl][[3-
(heptafluoropropyi)phenylmethyl}-amino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-[3-(1,1,2,2-tetrafluoroethoxy)phenoxylphenyl][ [3-(heptafluoropropyl)-
phenyljmethyljamino}-1,1,1-trifluoro-2-propanof;

(2R)-3-[[3-[3-(pentafluoroethyl)phenoxy]phenyl][[3-
(heptafluoropropyl)phenyl)-methyljamino]-1,1,1-trifluoro-2-propanol;

(2R)-3—[[3—(3,5-dimethylphenoxy)phengll][[3—(heptaﬂuoropropyl) phenyl}methyl}-amino}-
1,1,1-trifluoro-2-propanol; S

(2R)-3-[[3-(3-ethylphenoxy)phenyl}[[3-(heptafluoropropy}) phenyljmethyllamino)-1,1,1-
trifluoro-2-propanol;

(2R)-3-[[3-(3-t-butylphenoxy)phenyll[[3-(heptafluoropropy!) phenyllmethyllamino}-1,1,1-
trifluoro-2-propanol;

(2R)-3-[[3-(3-methylphenoxy)phenyl][[3-(heptafluoropropyl) phenyllmethyljlamino]-
1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-(5,6,7,8-tetrahydro-2-naphthoxy)phenyl][[3-
(heptafluoropropyl)phenyl}-methyljamino}-1,1, 1-trifluoro-2-propanol;
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(2R)-3—[[3-(phenoxy)phenyl][[S-(heptaﬂuoropropyl) phenyl]methyl}amino}-1 .1, 1-trifluoro-

2-propanol;

(2R)-3-[[3-[3-(N,N~dimethylamino)phenoxy]phenyl][[3-
(heptafluoropropyl)phenyll-methyljamino}-1,1 , 1-trifluoro-2-propanol;

(2R)-3-[[[3—(heptaﬂuoropropy!)phenyl]methyl]{S-[[3-
(triflucromethoxy)phenyl]-methoxylphenyllamino]-1,1,1-trifl uoro-2-propanol;

(2R)-3—[[[3-(heptaﬂuoropropyl)phenyl]methyl][3-[[3—
(triﬂuoromethyl)phenyl]-methoxy]phenyl]amino]-1 »1,1-trifluoro-2-propanol:

(2R)-3-[[{3-(heptaﬂuoropmpyl)phenyl]methyl][3—[[3,5-
dimethylphenyllmethoxy}-phenyljamino}-1,1,1 ~trifluoro-2-propanol;

(2R)-3-[[[3-(heptaﬂuoropropyl)phenyl]methy!][B—[[S-
(triﬂuoromethylthio)phenyl]-methoxy]phenyl]amino]-1 »1,1-trifluoro-2-propanol;

(2R)-3-[[[3-(heptaﬂuoropropyl)phenyl]methyl][B—[[3,5-
diﬂuorophenyl]methoxy]—phenyl]amino]-‘l »1,1-trifluoro-2-propanotl:

(2R)-3-[[[3~(heptaﬂuoropropyl)phenyl]methyl][3-
[cyclohexyimethoxy]phenyl]-amino]-1,1 -trifluoro-2-propanol;

(2R)-3-[[3-(2—diﬂuoromethoxy—4~pyﬁdyloxy)phenyl][[3-
(heptaﬂuoropropyl)phenyl]—methyl]amino]-1 1, 1-trifluoro-2-propanol;

(2R)-3-[[3-(2—triﬂuoromethyl-4-pyridyloxy)phenyl][[3-
(heptaﬂuoropropyl)phenyl]-methyl]amino]-1 »1,1-trifluoro-2-propanol;

(2R)-3-[[3-(3-diﬂuoromethoxyphenoxy)phenyl][[3-
(heptafluoropropyl)phenyl]-methyl]amino]—1 »1,1-trifluoro-2-propanol;

(2R)-3-[[[3—(3-triﬂuoromethylthib)phenoxyjphenyl][[B-
(heptaﬂuoropropyl)phenyl]-methyl]amino]-1 .1, 1-trifluoro-2-propanol;

(2R)-3-[[3-(4-chloro-3-triﬂuoromethylphenoxy)phenyl][[3-
(heptafluoropropyl)-phenyiimethyllamino}-1, 1 ,1-trifluoro-2-propanot;

(2R)-3-[[3-(3-trifluoromethoxyphenoxy)phenyl)[[2-fluoro-5-
(trifluoromethyl)-phenyljmethyllamino}- 1,1,1 ~trifluoro-2-propanol;

(2R)-3-[[3-(3-isopropylphenoxy)phenyij[[2-fluoro-5-
(trifluoromethyl )phenyl}-methyllamino]-1, 1 ,1-trifluoro-2-propanol:

(2R)-3-[[3-(3-eyclopropyiphenoxy)phenylj[[2-fluoro-5-
(triﬂuoromethyl)phenyl]—methyl]amino]—1 »1,1-trifluoro-2-propanol;
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(2R)-3-[[3-(3—(2-furyl)phenoxy)phenyl][[z-ﬂuoro-5-(triﬂuoromethyl)phenyl]- _
methylJamino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-(2,3-dichlorophenoxy)phenyl][[2-fluoro-5-
5 (trifluoromethyl)phenyl]-methyllamino}-1,1 ,1-trifluoro-2-propanol;

(2R)-3—[[3-(4-ﬂuorOphenoxy)phenyl][[2-ﬂuoro—5-(triﬂuoromethyl)phenyl]-methyl]amino]—
1,1,1-trifluoro-3-propanol;

10  (2R)-3-[[3-(4-methylphenoxy)phenyl][[2-fluoro-5-
(trifiuoromethyl)phenyl}-methyllamino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-(2-ﬂuoro-5-bromophenoxy)phenyl][[Z—ﬂuoro-S—(triﬂuoromethyl)-
phenyljmethyljamino}-1,1,1-trifluoro-2-propanol;

15 .
(2R)-3-[[3-(4-chloro-3-ethylphenoxy)phenyl][[2-fluoro-S-(trifluoromethyl)-
phenyljmethyllamino]-1,1,1-trifluoro-2-propanol;

(2R)-3-[3-[3-(1,1,2,2-tetrafluoroethoxy)phenoxylphenyl]
20  [[2-fluoro-5-(trifluoro-methyl)phenyljmethyljamino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-[3~(pentafluoroethyl)phenoxylphenyljf[2-fluoro-5-(trifluoromethyl)-
- —-phenyljmethylJamino]-1,1,1-trifluoro-2-propanol;

25  (2R)-3-[[3-(3,5-dimethylphenoxy)phenylj{[2-fluoro-5-
(trifluoromethyl)phenyl}-methyljamino}-1,1 , 1-trifluoro-2-propanol;

(2R)-3-[[3-(3-ethylphenoxy)phenyl]{[2-fluoro-5-(trifluoromethyi)phenyllmethyf}-amino]-
1,1,1-trifluoro-2-propanol; .

30
(2R)-3-[[3-(3-t-butylphenoxy)phenyl]{{2-fiuoro-5-
(trifiluoromethyl)phenyllmethyl}-amino}-1,1,1 ~trifluoro-2-propanof;

(2R)-3-[[3-(3-methylphenoxy)phenyll{[2-fluoro-5-
35 (trifluoromethyl)phenyljmethyll-aminoj-1,1 ,1-trifluoro-2-propanol;

(2R)-3-[[3—(5,6,7,8—tetrahydro-2—naphthoxy)phenyl][{2—ﬂuoro—S-(triﬂuorométhyl)-
phenyljmethyllamino}-1,1 ,1-trifluoro-2-propanol;

40  (2R)-3-[[3-(phenoxy)phenyllf[2-flucro-5-(trifluoromethyl) phenyllmethyflamino}-1,1,1-
trifluoro-2-propanol;

(2R}3-[[3-[3-(N,N-dimethylamino,phenoxy]phenyl][[2-ﬂuoro-s-(triﬂuoromethyl)-
phenyljmethyljamino]-1,1,1-trifluoro-2-propanol;

45
(2R)-3-[[[2-fluoro-5-(trifluoromethyl)phenyljmethyl][3-[[3-
(triﬂuoromethoxy)—phenyl]methoxy]phenyl]amino}-1 ,1,1-trifluoro-3-propanol;

(2R)-3-[[[2-ﬂuoro-5-(trifluoromethyl)phenyl]methyl][a-[[s-‘

50 (triﬂqoromethyl)-phenyﬁ]methoxy]phenyl]ammo]—1 | ,1-tr'rﬂuoro—2-propéhol; 4
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(2R)—3-[[[2-ﬂuoro-5~(triﬂuoromethyl)phenyl]methyl][3-[[3,5-dimethylphenyl]-
methoxylphenyllamino}-1,1,1 ~trifluoro-2-propanol;

(2R)-3-[[[2—ﬂuoro-5-(triﬂuoromethyl)phenyl]methyl][B—[[S-(triﬂuoromethylthio)~
phenyl]methoxy]phenyl]amino]—1 » 1,1-trifluoro-2-propanol:

(2R)—3-[[[2—ﬂuoro-5-(triﬂuoromethy!)phenyl]methyl]{3—[[3,5-diﬂuorophenyl]—
methoxy]phenyljamino}-1,1 , 1-trifluoro-2-propanol;

(2R)-3-[[[2—ﬂuoro-5-(triﬂuoromethyl)phenyl]methy!][3-
[cyclohexylmethoxyl—phenyl]amino]—1 »1,1-trifluoro-2-propanol;

(2R)—3-[[3—(2-diﬂuoromethoxy—4~pyridyloxy)phenyl][[2-ﬂuoro-5-(triﬂuoromethyl)-
phenyilmethyllamino)-1,1 ,1-trifluoro-2-propanol; :

(2R)-3-[[3;(2—triﬂuoromethyl—4-pyridyloxy)phenyl][[2-ﬂuoro-S-(triﬂuoromethyl)—
phenyljmethyllamino}-1,1 »1-trifluoro-2-propanol;

(2R)~3-[[3-(3-diﬂuoromethoxyphenoxy)phenyl][[2-ﬂuoro-5-(triﬂuoromethyl)-
phenyljmethyljamino]-1,1 »1-trifluoro-2-propanol; -

(2R)~3-[[[3-(3-triﬂuoromethylthio)phenoxy]phenyl][[2-ﬂuoro-S-(triﬂuoromethyl)-
phenylmethyl}amino}-1,1,1 -trifluoro-2-propanol;

(2R)-3-[[3-(4—chloro-3—triﬂuoromethylphenoxy)phenyl][[2-ﬂuoro—5—(triﬂuoro-
methyl)phenyI]methyl]amino]—1 »1,1-trifluoro-2-propanol:

(2R)—3-[[3—(3-triﬂuoromethoxyphenoxy)phenyl][[Z-ﬂuoro—4-
(triﬂuoromethyl)—phenyl]methyl]amino]-1 .1, 1-trifluoro-2-propanot;

(2R)-3—[[3-(3-isopropylphenoxy)phenyl][[2—ﬂuoro-4-
(triﬂuoromethyl)phenyl]~methyl]amino]l—1 »1,1-trifluoro-2-propanol;

(2R)—3-[[3-(3-cyclopropy!phenoxy)phenyl][[z-ﬂouro-4-(triﬂuoromethyl)phenyl]-
methyllamino}-1,1 1-trifluoro-2-propanol:

(2R)—3-[[3~(3-(2-furyl)phenoxy)phenyl][[2—ﬂuoro—4—(triﬂuoromethyl)phenyl]-
methyllamino}-1,1,1 -trifluoro-2-propanol;

(2R)-3—[[3—(2,3-dich|orophenoxy)phenyl][[2—ﬂuor0-4—
(triﬂuoromethyl)phenyl]-methyl]amino]-1 ,1,1-trifluoro-2-propano;

(2R)-3~[[3-(4-ﬂuorophenoxy)phenyl][[2—ﬂuoro-4-(triﬂuoromethyl)phenyl]-methyl]amino]-
1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-(4-methylphenoxy)phenyl][[2~ﬂuoro-4-
(triﬂuoromethyl)phenyl]-methyl]amino]-1 ,1,1-trifluoro-2-propanol;

(2R)-3-[[3-(2-ﬂuoro-5~bromophénoxy)phenyl][[2—ﬂuoro-4-
(triﬂuoromethyl)-phenyl]methyl]amino]-1 ,1,1-trifluoro-2-propanol;
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(2R)-3-[[3-(4-chloro-3-ethylphenoxy)phenyl]([2-fluoro-4-
(trifluoromethyl)-phenyljmethyl}Jamino]-1,1,1-trifluoro-2-propanol

(2R)-3-[[3-[3-(1,1,2,2-tetrafluoroethoxy)phenoxylphenyl]
[[2-fluoro-4-(trifluoromethyl)phenyl)methyljamino}-1,1, 1-trifluoro-2-propanol;

(2R)-3-{[3-[3-(pentafluoroethyl)phenoxylphenylji[2-fluoro-4-(trifluoromethyl)-
phenylmethyllamino}-1,1, 1-trifluoro-2-propanol;

(2R)-3-[[3~(3,5-dimethylphenoxy)phenyl][[2-fluoro-4-
(trifluoromethyl)phenyl}-methyljaminol-1,1,1-trifluoro-2-propanol;

(2R)-3-[[3~(3-ethylphenoxy)phenyl][[2-fluoro-4-
(trifluoromethyl)phenyl]methyll-amino}-1,1,1-trifluoro-2-propanol;

(2R)-3-{[3-(3-t-butylphenoxy)phenyi][[2-fluoro-4-
(triflucromethyl)phenylimethyl}-amino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[3-(3-methylphenoxy)phenyl][[2-fluoro-4-
(trifluvoromethyl)phenyljmethyl}-amino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-(5.6,7 ,8-tetrahydro-2-naphthoxy)phenyl][[2-flucro-4-(trifluoromethyl)-
phenyljmethyljamino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[[3-(phenoxy)phenyl][[2-fluoro-4-(trifluoromethyl) phenyl]methyljamino}-1,1,1-
trifluoro-2-propanol;

(2R)-3-[[3-[3-(N,N-dimethylaminé)phenoxy]phenyl][[2-ﬂuoro-4-(triﬂuoromethyl)—
phenyllmethyljamino}-1,1,1-trifluoro-2-propanol;

(2R)-3-[[[2-fluoro-4-(trifluoromethyt)phenyljmethyi][3-
[[3—(triﬂuoromethoxy)phenyl}methoxy]phenyl]amino]—‘l ,1,1-trifluoro-2-propanot;

(3R)-3-[[[2-fluoro-4-(trifluoromethyl)phenylimethyl][3-
[[3-(trifiuvoromethyl)phenyljmethoxylphenyllamino}-1,1 1-tnﬂuoro—2-propano|

(2R)-3-[[[2-fluoro-4-(trifluoromethyl)phenylimethyl}[3-[[3,5-dimethyiphenyi}-
methoxylphenyllamino}-1,1, 1-trifluoro-2-propanol;

(2R)-3-[[[2-fluoro-4-(trifluoromethyl)phenyl)methyl][3-[[3-
(trifiuoromethyithio)-phenyl]methoxy]phenyljlamino}-1,1, 1-trifluoro-2-propanol;

(2R)-3-[[[2-fluoro-4-(trifluoromethyl)phenylimethyl][3-[[3,5-difluorophenyi}-
methoxy]phenyllamino]-1,1 , 1-trifluoro-2-propanol;

(2R)-3-{[[2-fluoro-4-(trifluoromethyl)phenyl]methyl]{3-
[cyciohexylmethoxy]-phenylJamino}-1,1,1-trifluoro-2-propanol;
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(2R)-3-[[3—(2-diﬂuoromethoxy-4-pyridyloxy)phenyl][[2-ﬂuoro-4-(triﬂuoromethyl)-_
phenyllmethyijamino]-1,1 ,1-trifluoro-2-propanol;

(2R)-3-[[3-(2-triﬂuoromethyl-4-pyridyloxy)phenyl][[2-ﬂuoro-4-(triﬂuoromethyl)-
phenyllmethyllamino}-1,1,1 -trifluoro-2-propanol;

(2R)-3-[[3-(3~diﬂuoromethoxyphenoxy)phenyl][[2—ﬂuoro-4—
(trifluoromethyl)-phenyljmethyllamino}-1,1 1-trifluoro-2-propanot;

(2R)—3-[[[3-(3-triﬂuoromethylthio)phenoxy]phenyl][[2~ﬂuor0-4-(triﬂuoromethyl)—
phenyllmethyllamino}-1,1,1 ~trifluoro-2-propanol; and

(2R)-3-[[3-(4-chloro-3-triﬂuoromethylphenoxy)phenyl][[2-ﬂuoro-4-
(trifluoromethyl)phenyljmethyllamino}-1,1,1 -trifluoro-2-propanol.

Another class of CETP inhibitors that finds utility with the present invention
consists of quinolines of Formula XVII

/RXVII—I

RXVII-2

Formula XVIi

and pharmaceutically acceptable forms thereof, wherein:

Axvi denotes an aryl containing 6 to 10 carbon atoms, which is optionally
substituted with up to five identical or different substituents in the form of a halogen,
nitro, hydroxyl, triflucromethyl, trifluoromethoxy or a straight-chain or branched alkyl,
acyl, hydroxyalky! or alkoxy containing up to 7 carbon atoms each, or in the form of a
group according to the formula -NRxwisRxuis, wherein

Rxvia @nd Rywis are identical or different and denote a hydrogen, phenyl or a
straight-chain or branched alky! containing up to 6 carbon atoms,

" Dxwu denotes an ary! containing 6 to 10 carbon atoms, which is optionally
substituted with a phenyl, nitro, halogen, trifluoromethyl or trifluoromethoxy, or a radical

according to the formula
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Ravig  [oxviks

RXVI I-6 Lxv ] , va||.7 ,
or Rxvirio—Txvi— Vou—Xxvir—

wherein .
' Rxvie, Rxviz, Rxvieo denote, independently from one another, a cycloalkyl
containing 3 to 6 carbon atoms, or an aryl containing 6 to 10 carbon atom or a 5- to 7-
membered, obtionally benzo-condensed, saturated or unsaturated, mono-, bi- or
tricyclic heterocycle containing up to 4 heteroatoms from the series of S, N and/or O,
wherein the rings are optionally substituted, in the case of the nitrogen-containing rings

s

also via the N function, with up to five identical or different substituents in the form of a
halogen, trifluoromethyl, nitro, hydroxyl, cyano, carboxyl, triflucromethoxy, a straight-
chain or branched acyl, alkyl, alkylthio, alkylalkoxy, alkoxy or alkoxycarbonyl containing
up to 6 carbon atoms each, an aryl or trifluoromethyl-substituted aryl containing 6 to 10
carbon atoms each, or an optionally benzo-condensed, aromatic 5- to 7-membered
heterocycle containing up to 3 heteoatoms from the series of S, N and/or O, and/or in
the form of a group according to the formula ~-ORxvi-11, “SRxvi12, -SO2Ryw13, o -NRyyi.
1aRxvi1s; S

Rxvik11, Rxviaz, @and Rxyiaa denote, independently from one another, an aryl
containing 6 to 10 carbon atoms, which is in turn substituted with up to two identical or
different substituents in the form of a phenyl, halogen or a straight-chain or branched
alkyl containing up to 6 carbon atoms,

Rxvi-14 @and Rxviis are identical or different and have the meaning of Ry and
Rxvis given above, or

Rxwvie @nd/or Ry denote a radical according to the formula
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Rxvis denotes a hydrogen or halogen, and

Rxvi.o denotes a hydrogen, halogen, azido, trifluoromethyl, hydroxyl,
trifluoromethoxy, a straight-chain or branched alkoxy or alkyl containing up to 6 carbon
atoms each, or a radical according to the formula NRyn-16Rxyi.17:

Rxvi-16 @nd Rxvi.17 are identical or different and have the meaning of R4 and
Rxws above; or

Rxvis @and Ryvi.e together form a radical according to the formula =O or =NRvii-
18

Rxvi-1s denotes a hydrogen or a straight-chain or branched alkyl, alkoxy or acyl
containing up to 6 carbon atoms each:;

Lxwn denotes a straight-chain or branched alkylene or alkenylene chain
containing up to 8 carbon atoms each, which are optior?ally substituted with up to two
hydroxyl groups;

Txvn @and Xxw are identical or different and denote a straight-chain or branched
alkylene chain containing up to 8 carbon atoms; or

Txw and Xy denotes a bond:;

Vxw denotes an oxygen or sulfur atom or -NRyu10;

Rxwvi-1s denotes a hydrogen or a straight—chéin or branched alkyl containing up
to 6 carbon atoms or a phenyl;

Exvi denotes a cycloalkyl containing 3 to 8 carbon atoms, or a straight-chain or
branched alkyl containing up to 8 carbon atoms, which is optionally substituted with a
cycloalkyl containing 3 to 8 carbon atoms or a hydroxyl, or a phenyl, which is optionally
substituted with a halogen or trifluoromethy!;

Rxvi-1 @nd Ry, are identical or different and denote a cycloalkyl containing 3
to 8 carbon atoms, hydrogen, nitro, halogen, triﬂuorbmethyl, trifluoromethoxy, carboxy,
hydroxy, cyano, a straight-chain or branched acyl, alkoxycarbonyl or alkoxy with up to

6 carbon atoms, or NRyy20Rxvi21;
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Rxviz08nd Rxvi2: are identical or different and denote hydrogen, phenyl, or a -
straight-chain or branched alkyl with up to 6 carbon atoms; and or

Rxvis and/or Ru2 are straight-chain or branched alkyl with up to 6 carbon
atoms, optionally substituted with halogen, trifluoromethoxy, hydroxy, or a straight-

5  chain or branched alkoxy with up to 4 carbon atoms, aryl containing 6-10 carbon
atoms optionally substituted with up to five of the same or different substituents
selected from halogen, cyano, hydroxy, trifluoromethyi, trifiluoromethoxy, nitro, straight-
chain or branched alkyl, acyl, hydroxyalkyl, alkoxy with up to 7 carbon atoms and
NRxvi-22Rxvirzs; -

10 Rxwi228nd Rxwi.23 are identical or different and denote hydrogen, phenyl or a
straight-chain or branched akyl up to 6 carbon atoms; and/or
Rxvis @and Rxvi2 taken together form a straight-chain or branched alkene or
alkane with up to 6 carbon atoms optionally substituted with halogen, trifluoromethyl,
hydroxy or straight-chain or branched alkoxy with up to 5 carbon atoms;
15 Rxvis denotes hydrogen, a straight-chain or branched acyl with up to 20 carbon
._..atoms, a benzoyl optionally substituted with halogen, trifiuoromethyi, nitro or
trifluoromethoxy, a straight-chained or branched fluoroacy! with up to 8 carbon atoms
and 7 fluoro atoms, a cycloalkyl with 3 to 7 carbon atoms, a straight chained or
branched alkyl with up to 8 carbon atoms optionally substituted with hydroxyl, a
20 straight-chained or branched alkoxy with up to 6 carbon atoms optionally substituted
with phenyl which may in turn be substituted with halogen, nitro, trifluoromethyt,
trifluoromethoxy, or phenyl or a tetrazol substitued phenyl, and/or an alkyl that is
optionally substituted with a group according to the formula -ORyi24;
Rxvi24 is @ straight-chained or branched acyl with up to 4 carbon atoms or
25 benzyl
Compounds of Formula XVIl are disclosed in WO 98/39299, the entire
disclosure is incorporated by reference.
Another class of CETP inhibitors that finds utility with the present invention
consists of 4-Phenyltetrahydroquinolines of Formula XViit
30



RXVHI—2

RXVIII-3

Ryvirr-q

Formula XVIli

5 , N oxides thereof, and pharmaceutically acceptable forms thereof, wherein:

Axvn denotes a phenyl optionally substituted with up to two identical or different
substituents in the form of halogen, trifluoromethyl or a straight-chain or branched alkyl
or alkoxy containing up to three carbon atoms;

Dxvin denotes the formula

RXVIII—S
RXVIII-G

Revrrz-7 OF  Ryyrrs-g-CH,-O-CH,- ;

10

Rxvins and Ry are taken together to form =0O; or

Rxvin.s denotes hydrogen and Rxwi.s denotes halogen or hydrogen; or
Rxvins and Ryyy.s denote hydrogen;

Rxvn.z and Ryy.s are identical or different and denote phenyl, naphthyl,

15 benzothiazolyl, quinolinyl, pyrimidyi or pyridy! with up to four identical or different
substituents in the form of halogen, trifluoromethyl, nitro, cyano, trifluoromethoxy, -
S0O2-CHs or NRxvmeRxvi10;

Rxvin-e @nd Ryyy10 are identical or different and denote hydrogen or a straight-
chained or branched alkyl of up to three carbon atoms;

20 Exvirdenotes a cycloalkyl of from three to six carbon atoms or a straight-
chained or branched alkyl of up to eight carbon atoms; .

Rxvin-1 denotes hydroxy;
Rxvin2 denotes hydrogen or methyi;
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Ryvins and Ry are identical or different and denote straight-chained or
branched alky! of up to three carbon atoms; or

Rxvirs @nd Rxvis taken together form an alkenylene made up of between two
and four carbon atoms.

Compounds of Formula XVIIi are disclosed in WO 99/15504, the entire
disclosure of which is incorporated by reference.

Emulsion pre-concentrates of CETP inhibitors, formulated as described above,
are encapsulated in soft gelatin capsules, or are encapsulated in hard Qelatin or non-
gelatin capsules. [f encapsulated in hard gelatin or non-gelatin capsules, it is
preferred that the seam between the two capsule shell pieces be sealed, for example
with a strip of gelatin, fo prevent leakage. Encapsulation in soft-gelatin is well-known
and is described in “The Theory and Practice of Industrial Pharmacy”, by L. Lachman,
H. Lieberman, and J. Kanig, Lea and Febiger, publisher, 3" Edition, 1986.

The invention is further disclosed and described in the following examples,
which are illustrative as opposed to limiting. In the examples, “mgA” is an
abbreviation for “milligrams of active drug”, the weight being expressed in mg of the
non-salt, free acid or base. Other commonly employed and understood
abbreviations have been employed: Me, methyl; Cmpd, Compound; In the
examples, the following shorthand notation means the corresponding structure listed
and/or named below:

Compound A - [2R,48] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino}-2-
ethyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester, with a
Clog P of 7.45 and having the following structure:

/~o
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5  Compound B, Propanethioic acid, 2-methyl-, S-[2-[[[1-(2-

ethylbutyl)cyclohexy!]carbonyl]amino]phenyl] ester with a Clog P of 7.15 having the
structure:

10
15
Compound C, (S,S)-4'-(4-ﬂuorophenyl)-3'—[ﬂuoro[4-(triﬂuoromethyl)phenyl]methyl]-S',B’-
dihydro-2'-(1-methylethyl)-spiro[cyclobutane-1 .7'(6'H)-quinolin]-5'-ol, with a Clog P of
8.93 and having the following structure:
20

Compound D [2R 48] 4-[acetyl-(3,5-bis-triﬂuoromethyl-benzyl)-amino]-2-ethyl-6-
25 triﬂuoromethyl-3,4~dihydro-2H-quinoline—1-carboxylic acid isopropyl! ester, with a Clog
P of 6.52 and the following structure:
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" Compound E - [2R, 48] 4-[(3,5-Bié—triﬂuoromethyl—benzyl)-methoxycarbonyl-amino]-z-
ethyl-6-trifiuoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropy! ester, with -
5 aClog P of 7.76 and having the following structure:

F o FF

F F

Compound F - [2R, 48] 4-[(3,5-Bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino}-2-
ethyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid propyi ester, having a
10  Clog P of 7.98 and having the following structure: -
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Compound G - [2R, 4] 4-{(3,5-Bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino)-2-
cyclopropyl-ﬁ-triﬂuoromethyl-s,4-dihydro-2H-quinoIine-1-carboxylic acid isopropyl
ester, having a Clog P of 7.58 and having the following structure:

Compound H - [2S, 4R] 4-](3,5-Bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-
10 cyclopropyl-6-triﬂuoromethy|-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl
ester, having a Clog P of 7.58 and having the following structure:

Compound | - [2R, 45} 4~[(3,5-Bis—triﬂuoromethyl—benzyl)-methoxycarbonyl-amino]—2—
15 methyl-7—triﬂuoromethyl-3,4-dihydro—2H—quinoline—1 -carboxylic acid ethyl ester, having
a Clog P of 6.92 and having the following structure: '



012619

-119-

5 Compound J [2S, 4R] 4-[(3,5-Bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino}-2-
methyl-2,3,4,6,7,8-hexahydro-cyclopentalg]quinoline-1-carboxylic acid ethyl ester,
having a Clog P of 7.05 and having the following structure:

10

Compound K - [2R, 48] 4—[(3,5-Bis-triﬂuoromethyl—benzyl)-methoxycarbonyl—amino]-2-
methyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester, having
a Clog P of 6.92 and having the following structure:

15
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Compound L - [2R, 4S] 4-[(3,5-Bis-triﬂuoromethyl—benzyl)~methoxycarbonyl—amino]—2—
methyl-6-trifluoromethyi-3,4-dihydro-2H-quinoline-1 -carboxylic acid ethyl ester, having
5 aClog P of 6.92 and having the following structure: '

Compound M - [2R, 48] 4-[Acetyl-(3,5-bis—triﬂuoromethyl—benzy!)-amino]-2—cyc!opropyl~
6-triﬂuoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid propyl ester, having a Clog
10 P of 6.56 and having the following structure:
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Compound N - [2R, 48] 4-[(3,5-Bis-triﬂuoromethyl—benzyl)-formyl-amino]-2-cyclopropyl-
5  6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid propyl ester, having a Clog
P of 6.33 and having the following structure:

e F
F
PN
rSF © F
F F ¥
N
/ro’go
H,C

Compound O - [2R, 48] 4-[Acety|-(3,5—bis—triﬂuoromethyl—benzyl)—amino]-2-methyl—6-
10  trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester, having a Clog P
of 5.68 and having the following structure:

15

Compound P - [2R, 48] 4-{(3,5-Bis-trifluoromethyl-benzyl)-formyl-amino]-2-ethyi-6-
triﬂuoromethyl—B,4-dihydro—2H-quinoline—1-carboxy!ic‘apid ethyl ester, having a Clog P
20  of 5.97and having the following structure:
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Compound Q - [2R, 48] 4—[(3,5-Bis-triﬂuoromethyl-benzyl)-formyl-amirio]-2-methyl-6~
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester, having a Clog P
of 5.45 and having the following structure:

Example 1

This Example (and Examples 2 through 5) illustrates making a composition
according to the invention and using it to make softgel capsules containing it.

Capmul® MCM was heated to 55 °C and mixed. To a 2 liter glass beaker was
added 277 gm of Miglyo® 812, 510 gm of triacetin, 318 gm of Polysorbate 80, and 442
gm of Capmul® MCM. After stirring for one hour, this solution was added to 161 gm
Compound A and the resulting mixture stirred at ambient temperature for 8 hours with
scraping of walls as needed. It was then filtered to remove gross particulates. The
amounts (in mg) of each component in the fill per gram of fill are set forth in Table 1.

The above 100 mgA/mL fill was encapsulated into #10 oval and #5 oval
softgels to provide fill volumes of 0.6 mL and 0.3 mL respectively. The doses per
softgel are therefore 60 mgA and 30 mgA, respectively. The shell was prepared from
gelatin, glycerin, and water.
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Table 1
Ingredient mg/g
Compound A 94
Miglyol® 812 162
Triacetin 299
Polysorbate 80 186
Capmul® MCM 259
Example 2

5 o
Capmul® MCM was heated to 55°C and mixed. Cremophor® RH40 was also

heated to 65°C with stirring. Then 539 g of Miglyol 812, 998 g of triacetin, 608 g of

Cremophor® RH40, and 860 g of Capmul® MCM were combined and mixed for 20 min.

7o this mixture was then added 312 gm of Compound D and the resulting mixture

10  stimed at ambient temperature for 3 hours with scraping of walls as needed. It was
then filtered to remove gross particulates. The amounts (in mg) of each component in
the fill per gram of fill are set forth in Table 2.

T The above 100 mgA/mL fill was encapsulated info #2 and #5 oval sofigels to

provide fill volumes of 0.1 mL and 0.3 mL, respectively. The doses per softgel were

15 therefore 10 and 30 mgA, respectively. The shell was prepared from gelatin, glycerin,

and water.
Table 2

 Ingredient mgalg
Compound D 94
Miglyol 812 163
Triacetin 301°
Cremophor RH40 183
Capmul MCM 259

20

Example 3

Capmul® MCM was heated to 55°C and mixed. Alpha-tocopheryl
polyethyleneglycol 1000 succinate (TPGS) was also heated to 55°C with stirring. Then
25 264 gm of Miglyol® 812, 333 gm of propylene carbonate, 103 gm of TPGS, and 562
gm of Capmul® MCM were combined and mixed for 4 hr. This mixture was then
added to 130.4 gm of Compound A and the resulting mixture stirred at ambient
températufe for 8 hours with écfaping of Walié as héedéd. It M}as ihen ﬁlteféd to
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remove gross particulates. The amounts (in mg) of each component in the fill per gram
of fill are set forth in Table 3.

The above 100 mgA/mL fill was encapsulated into #11 oblong sofigels to
provide a fill volume of 0.6 mL. The dose per softgel is therefore 60 mgA. The shell
was prepared from gelatin, glycerin, and water.

Table 3

| Ingredient mg/g
Compound A 94
Miglyol® 812 . 164
Propylene carbonate 207
Alpha-tocopheryl 185
polyethyleneglycol 1000
succinate
Capmul® MCM 350
Example 4

Capmul® MCM was heated to 55°C and mixed. Then 264 gm of Miglyol® 812,
333 gm of propylene carbonate, 303 gm of Polysorbate 80 and 562 gm of Capmul®
MCM were combined and mixed for 1 hr. This mixture was then added to 130.5 gm of
Compound A and the resulting mixture stirred at ambient temperature for 8 hours with
scraping of walls as needed. It was then filtered to remove gross particulates. The
amounts (in mg) of each component in the fill per gram of fill are set forth in Table 4.

The above 100 mgA/mL fill was encapsulated into #11 oblong softgels to
provide a fill volume of 0.6 mL. The dose per softgel is therefore 60 mgA. The shell
was prepared from gelatin, glycerin, and water.

Table 4

Ingredient mglg
Compound A 95
Miglyol® 812 163
Propylene carbonate 206
Polysorbate 80 188
Capmul® MCM 348
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Example 5 . :
Capmul® MCM was heated to 55°C and mixed. Then 271 gm of Miglyol® 812,

250 gm of triacetin, 779 gm of Polysorbate 80 and 217 gm of Capmul® MCM were
combined and mixed for 20 min. This mixture was then added to 75.7 gm of
COMPOUND A and the resulting mixture stirred at ambient temperature for 8 hours
with scraping of walls as needed. It was filtered to remove gross particulates. The
amounts (in mg) of each component in the fill per gram of fill are set forth in Table 5.

The above 50 mgA/mL fill was encapsulated into #11 oblong softgels to
provide a fill volume of 0.6 mL. The dose per softgel is therefore 30 mgA. The shell
was prepared from gelatin, glycerin, and water.

Table 5

Ingredient mglg
Compound A 48
Miglyol® 812 170
Triacetin 157
Polysorbate 80 489
Capmul® MCM 136
Example 6

This Example (and Example 7) illustrates the composition of fills according to
the invention. The amounts (in mg) of each component in the fill per gram of fill are set
forth in Table 6. This fill was prepared at a concentration of 50 mgA/mL in a manner
similar to that described in Examples 1-5 but at a small volume for dog PK studies. It
could be prepared at a larger scale for encapsulation into #11 oblong softgels to
provide a fill volume of 0.6 mL and a dose of 30 mgA.

Table 6
Composition mgl/g
Compound A 48
Miglyol® 812 143
Triacetin 143
Cremophor® RH 40 381
Capmul® MCM - 286
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Example 7

The amounts (in mg) of each component in the fill per gram of fill are ¢
forth in Table 7. The fill was prepared at a concentration of 150 mgA/mL in a
manner similar to that described in Examples 1-5, but at a small volume for dc
studies. It couid be prepared at a larger scale for encapsulation into #11 oblon
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softgels to provide a fill volume of 0.6 mL and a dose of 90 mgA.

Composition mg/g
Compound A 142
Miglyol® 812 86
Ethyl lactate 429
Cremophor® RH 40 257
Capmul® MCM 86

"Example 8 )
To'80.1 g of Compound A was added 1451 gm Miglyol® 812. The resuitir

mixture was stirred at ambient temperature for 8 hours with scraping of walls as

needed. It was filtered to remove gross particulates. The amounts (in mg) of eac

component in the fill per gram of fill are set forth in Table 8.

The above 50 mgA/mL fill was encapsulated into #11 oblong and #4-oval
softgels to provide fill volumes of 0.6 mL and 0.2 ml, respectively. The doses per
sofgel were therefore 30 and 10 mgA, respectively. The shell was prepared from

gelatin, glycerin, and water.
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Table 8
Ingredient mglg
Compound A 52
Miglyol® 812 948
Example 9

5
This example describes the determination of solubility of CETP inhibitors in

excipients and emulsion preconcentrates and also an initial assessment of emulsion
quality (Table 9a-9d). )

The solubility of CETP inhibitors in excipients and in formulations was

10 determined by adding an excess of compound to the medium in question. The
‘mixture was agitated by rotation over a period of days at ambient temperature until
the concentration in solution had reached an equilibrium as judged by similar
measurements for consecutive time points. Concentrations were measured by
filtration of aliquots with a PTFE syringe filter and assay by HPLC as described in

15 Example 11.

T For CETP inhibitors where quantities were limited, an estimate of solubility
was obtained by addition of vehicle to a known quantity of the compound and mixing
in an ultrasonicator bath for 90 minutes, followed by overnight equilibration at
ambient temperature. Addition of vehicle was repeated until a solution was achieved.

20 The extent of emulsification was determined by mixing the preconcentrate and
water in a ratio of 1:100 and 1:10 by gentle inversion (5 x), visual inspection, and
examination under an optical microscope, using a polarizing filter to check for the
appearance of crystals. Droplet size determined by this approach is expressed as the
upper limit for the average droplet size, since submicron droplets cannot be detected

25 by this method.

The results in Table 9a show that the solubility of Compound A in Mi'glyol‘” 812
is only sufficient for a 50 mgA/mL fill (30 mgA in a 0.6 mL softgel), while cosolvents
such as triacetin and propylene carbonate provide ca. 4x higher solubility and those
such as ethyl lactate and dimethyl isosorbide nearly double those levels, Solubility and

30 emulsification data for preconcentrate solutions of Compound A is showr;: in Table 9c.
Use of propylene carbonate and triacetin as cosolvents allow solubilities suffcient in
some cases for a 100 mgA/mL self-emulsifying fill. (e.g., Formulations M, 0,Q and R,

see Table 9¢)
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Higher levels of surfactants are often required to yield self-microemulsifying
formulations and in these cases solubilities only permit in general a 50 mgA/mL fill
using triacetin as the cosolvent (e.g. Formulation EE, Y, and PP). Use of propylene
carbonate or ethyl lactate as cosolvent can permit a 100mgA/mL fill (e.g., Formulations
A, B, XX, YY, and Z7) that has sufficient surfactant to yield microemulsions. However,
triacetin has the advantage of good precedence in oral dosage forms (and has GRAS
status). Dynamic light scattering was utilized to further characterize the sub-micron
particle size distribution for microemulsions as described in Example 10.

The solubility in ethyl lactate permits a self-emulsifying 150 mgA/mL fill to be
prepared (e.g Formulation WW). However, the solubilities of emulsion preconcentrates
shown in Table 9a and 9c cannot reliably be predicted based on thesolubilities of the
components alone. This is exemplified by formulation WW (Table 9c), which exhibits
considerably greater solubility than the corresponding formulation using dimethyl
isosorbide (Formulation AAA), although the opposite would have been predicted based
on solubilities in the individual cosolvents. Also, lack of data for excipients that are
solids at room temperature also hinders prediction.

All of the emulsions prepared from thesé formulations exhibited good physical
stability, i.e. there was no sign o‘f crystanization or change in particle size based on
microscopic examination after standing gvernight at ambient temperature. ™ -

Results obtained for other CETP inhibitors are shown in Tables 9b and 94. In
case of Compound D (Table 9b), the average emulsion particle size is

< 5 microns.

Table 9a. Equifibrium Solubility Data for Compound A in Oils, Solvents, and
Surfactants

Solubility
(mgA/mt)
Vehicle HLB

Water < 0.00004
Oleic acid 8.5
Maisine 35-1 4 9
Peceol 3 10
Olive oil 17
Plurol Oleique CC 497 ) 6 17




5

012619 .

!

-129-
Cremophor® EL 20
Polysorbate 80 (Tween 80) 15 23
Labrafil® M 1944 4 26
Labrafil® M 2125 4 27
Tagat TO (Polyoxyethylene 11 32
glycerol trioleate)
Pluronic® L-44 36
Capmul® MCM 6 41
Labrasol® 14 41
Miglyol® 812 65
Lauroglycol FCC . 4 70
Glycofurol 99
Caprylic acid 145
Transcutol P 174
Propylene carbonate 227
- +Triacetin 235
Triethyl citrate 240
peppermint oil 266
Ethyi lactate 400
Dimethylisosorbide 439
N-methyl-2-pyrrolidone 813

Table 9b: Equilibrium Solubility Data for Other CETP inhibitors

Solubifity (mgA/mi)

Vehicle
Compound Compound
D E
Olive oil 13 39
Olive oil /Cremophor® EL 80/20 14
Cremophor® EL 18
Miglyol® 812/Cremophor® EL o1
80/20
Capmul® MCM 58 . ,
Miglyol® 812 61 167
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Miglyol®/propyiene 208 394
carbonate/Cremophor® EL
(60/20/20)
Triacetin 239

Tabie 9c¢. Solubility and emulsification data for Compound A in preconcentrates*

Composition (% viv) Solubility Ave Droplet
(mgA/mL) Size (u)
Formul. | Miglyol® Cosolvent* | Surfactants : (1:100
No. 812 dilution) -
Vitamin E TPGS/
Capmul ®MCM
A 20 20P.C. 20/40 145 <1
H 20 20 triacetin 20/40 113 <2
| 20 30P.C. 20/30 189 <2
S 10 30 friacetin 20/40 131 <5
Polysorbate 80/
Capmul® MCM
B 20 20P.C. 20/40 142 <5
0 20 30 triacetin 20/30 141 <2
EE 20 15 triacetin 50/15 64 <1
Vitamin E TPGS/
- . Labrafil® M 1944
. CS
C 20 20P.C. 20/40 114 <1
Q 10 40 triacetin 20/30 142 <2
Gelucire® 44/14/
Capmul® MCM
D 20 20 P.C. 20/40 151 <5
Cremophor® RH40/
Capmul® MCM
E 20 20P.C. 20/40 147 <1
M 20 30 triacetin 20/30 145 <1
R 20 30 triacetin 35/15 122 <1
SS 0 28 triacetin 30/42 108 <1
PP 17 13 triacetin 39/31 77 <1
Y 20 10 triacetin 50/20 67 <1
ww 11 50 29/10 203 <2
ethyl lactate ‘
XX 11 40 29/20 159 <1
ethyl lactate
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YY 16 35 39/10 142 <1
ethyl lactate
Y4 22 29 19/30 145 <1
ethyl lactate '
AAA 11 47 3111 157 <1
dimethyl
isosorbide
* P.C. = propylene carbonate
Table 9d. Solubility and emulsification data for other CETP Inhibitor pre-
concentrates
Composition (% viv)
Compound Miglﬁﬁs Triacetin | Surfactants Solubility Ave Droplet
12 (mgA/mL) Size (p)
(1:100
dilution)
Polysorbate 80/
Capmul®MCM
Compound B* 20 30 20/30 > 100 <5
Compound C* 6 55 15/24 >30 <5
Compound E 22 27 20/31 308 <2.
Cremophorf'5
RH40/
Capmul® MCM

Compound D 20 30 20/30 172 <5

* Amorphous solids

Example 10

Preliminary particle size analysis data has been obtained on selected
formulations using a dynamic light scattering particle size analyzer (ZetaPals,
Brookhaven Instruments, Inc.) for measurement of sub-micron particle distribution.
The formulation solutions were diluted 1:100 in HPLC-grade water (previously
filtered through a 0.22 pm syringe filter). The resulting mixture was gently inverted
five times to create the emulsion. Each emulsion sample was then analyzed at a
temperature of 37°C. Triplicate measurements were made at each time point (0,30
min).

The results shown m Table 10 confirm that formulations O, Q and R are self-

- emuls:fymg formulat:ons with a mean partrcle Size above 100 nm. Formulations
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such as Aand B have mean particle sizes in the microemuilsion range but with
significant populations of larger particles and are slightly turbid. Formulation EE is
very slightly turbid with a trace of larger particles. Use of Cremophor® RH 40 as the
high HLB surfactant yielded formulations Y, PP, XX, and ZZ that form transparent
microemulsions with all particles smaller than ca. 100 nm, asis the case for
Neoral®. Only formulation Y showed a stable unimodal distribution that did not
change, even with stirring.

Table 10a. Dynamic Light Scattering Particle Size Analysis of Emulsions from
Compound A Self-Emulsifying Formulations*

Pre-concentrate Composition Mean Diam. e e
Form. (% viv) (nm) Distribution

Peak
1

Peak

Peak 2 3

Miglyc]Er 812/propylene
carbonate/Vitamin E-
TPGS/Capmul® MCM

(20/20/20/40)

78.6 22 73 349

Miglyol® 812/propylene
B carbonate/Polysorbate 80/Capmul® 45.3 33 217
MCM (20/20/20/40)

Miglyol® 812/ S
propylene carbonate/Vitamin E-

TPGS/Labrafil M® 1944 CS 218 17 | 38 | (197)

(20/20/20/40)

Miglyol® 812/Triacetin/
o) Polysorbate 80/Capmul® MCM 256.6 257
(20/30/20/30) -

Miglyol® 812Triacetin/
Vitamin E-TPGS/
LabrafilM® 1944 CS
(10/40/20/30)

440.9 259 537

Miglyol® 812/Triacetin/
Cremophor® RH40/

Capmul MCM

(20/30/35/15)

2452 245

Neoral®/propylene carbonate

(90:10) 19.0 11 29

Miglyol® 812/Triacetin/
Cremophor® RH40/
Capmul® MCM
(20/10/50/20)

22.3 22

Miglyol® 812/Triacetin/
EE Polysorbate 80/Capmul® MCM 19.6 13 64 (220)
(20/15/50/15)
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Miglyol® 812/ Triacetin/
Cremophor® RH40/
Capmul® MCM
(17/13/39/31)

PP 27.1 27

Triacetin/Cremophor® RH40

SS /Capmul® MCM (28/30/42) 324 26 | (116)

Miglyol® 812/Ethyl lactate/
Cremophor® RH40/
Capmul® MCM
(11/50/29/10)

wWw 203.8 324

Miglyol® 812/Ethyl lactate/

Cremophor® RH40/ .
XX Capiuf® MM 24.9 22 | (1o7)

(11/40/29/20)

Miglyol® 812/Er;hy! lactate/
"‘Cremophor RH40/

Capmul® MCM 315 28 (135)

(16/35/39/10)

Miglyol® 812/Eghyl lactate/
Cremophor. RH40/
Capmul® MCM 36.3 34 (103)

(22/29/19/30)

Y4

Neoral® 27.4 27 | (65)

* Parentheses indicate trace levels.
* Measured immediately after preparation unless indicated otherwise -

5
Table 10b. Dynamic Light Scattering Particle Size Analysis of Emulsions prepared for
Other Compounds
Crmod Conc. | Pre-Concentrate Composition Mean Diam. (nm)#
PE- 1 (mg/mL) (% VIv) _
Initial* - 30 min.*
b Miglyol® 812/Triacetin/
100 Cremophor® RH40/ _ 182 + 17
Capmul® MCM 3)
(20/30/20/30)
Miglyol® 812/Triacetin/
Polysorbate 80/Capmul
E 100 *MCM 181 175
(22/27/20/31)
Miglyol® 812/Triacetin/ 251+ 45
E 200 Polysorbate 80/Capmul 239+ 17 (4)
. °MCcM @),
(22/27/20/31) - :

10 * Number of samples in parentheses-
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* Time after preparation of emulsion

Example 11

The fills prepared in the above examples were hand-filled into hydrophobic
softgel shells and heat sealed, and then placed on stability under accelerated
conditions in sealed HPDE bottles with child-resistant caps. The fills were assayed
atintervals by dilution of aliquots into acetonitrile and gradient HPLC analysis on a
Water Symmetry C-8 column (3.9 x 150 mm, 5 micron) at 30°C at a fiow rate of 1
mL/min. The mobile phase program was a 25 minute gradient from 100 % A to 50%
A/50 % B (A = 400/300/300/0.8 v/v DI HZO/Acetonitrile/2-Propanol/Phosphoric Acid
and B = 2-Propanol), followed by a 5 minute hold at this condition and a 10 minute
gradient to the initial condition. The detection method was UV absorbance at 210
nm.

There was no impurity formed at > 0.1 % peak area vs. parent for any
formulation in Table 11. There was no sign of crystallization in the fill under any
condition based on microscopic examination. There was also no indication of seal
leakage.

Disintegratiorl times in water at 37°C were less than 15 min for Formulations

A, B, and O after storage under acceleratedxconditions for 6 weeks,

Formulation O softgels of Gompound A manufactured by machine have been
shown to be stable for 9 months under accelerated conditions. Formulation M
softgels of Compound D have been shown to be stable for 6 months under

accelerated conditions.
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Table 11. Accelerated Stability data for selected formulations of Compound A
in hand- filled soft gels

Test Assay of Fill
Assay of Fill Potency
Fonn;latnon A B c E M o
Initial 1006 +0.6 99.4+0.7 | 101.3+0.8 | 1020+0.1 | 101602 | 4 026+0.6
1 Week
5°Cl75%RH 101.8+08 | 99.5+2.3 99.1+04 1015+04
30°Ci60%RH | 1908406 | 958106 | 1005+07 | 101.1 0.1
40°C/75%RH 101.4+05 | 986+14 90.7+0.5 102.6 + 0.1
3 Week OR * *
4 Week '
5°CI75%RH 999+04 98.0+0.3 99.3+1.0 100.5+06 | 100.6+05 | 101.1+0.6
30°C/60%RH 1007308 | 984107 | 1000+£0.6 999+05 100.3+06 | 1014413
40°C/75%RH | 101.3+0.3 100.7+1.0 [ 101.8+05 | 1023+04 | 102906 | 101.7+02
6 Week R Y 4
5°C/75%RH | 100.7+0.8 | 100.7+0.1 | 98.4+0.3 | 100.0+0.3 | 101205 | 101.9+0.2
30°C/60%RH §| 100.4+0.8 100.5+ 0.4 ] 101.1+0.6 | 1011202 | 101.6+0.6 | 101.0 +08
40°Cl75%RH | 1024 +0.7 1021410 | 102504 | 102.7+0.7 | 101.6+05 | 101.0+ 0.9

* 4 Week time point.

Example 12

Fills were prepared as described in above examples and then encapsuléted
in #00 hard gelatin capsules. Male Beagle dogs (n=6) between the ages of 2-5and
weighing 6-12 kg were dosed with capsules followed by 50 mL of water. Dogs were

also dosed with 30 mgA Miglyol® 812 softgels and aqueous, crystalline drug
suspension. The dogs were either fasted or fed just prior to dosing with 14 g of dry

dog food and 8 gm olive oil. The same set of dogs were used for all formulations,

except where indicated. Blood samples were obtained from the jugular vein of each
dog at0, 0.5, 1,2, 3,4, 6, 8 and 12 hr and analyzed by acidifying the plasma, solid
phase extraction, and analysis by LC/MS/MS with a lower limit of quantitation of 25

~ ng/mL,
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The results, in Table 12a and 12b are shown in terms of Area Under the
Curve (AUC), Cmax, the maximum concentration of drug measured in the plasma,
and Tmax, the time in hours it took to reach Cmax. Unless otherwise indicated,
results are for the fasted state. Miglyol® softgels have a very low fasted exposure
and thus a high food effect. The fasted exposure is higher than that for crystalline
suspension, while the fed exposure using this high oil meal is the same. Thus
Miglyol softgels provide a lower food effect than crystalline drug. At the same dose
of 90 mgA, formulations such as A, O, and C that include surfactants and cosolvent
have-much higher fasted exposures and only a ca. 3x food effect. Tﬁe fed
exposures are also higher than for Miglyol® 812 softgels and crystalline drug.
Poorer fasted exposure was obtained for Formulation WW, which contains a high
level of ethyl lactate as a cosolvent.

The transparent self-microemulsifying formulations EE and PP at a dose of
30 mgA have a food effect of only 2.2-2.4. For the stable, monodisperse
microemulsion Y there is a much higher fasted exposure at 30 mgA than for the self-
emulsifying formulation O. The fasted exposure for Y was the same as the fed, i.e.
there was no food effect.

Similar results were obtained for formulation M for Compound D (Table 12b)
as were obsérved for the.same formulatnon of Compound A.

- -
.,

-

. e
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Table 12a. Pharmacokinetic results of Compound A Formulations in dogs

Formulation
Composition
(Vviv)

Conc.
(mg/
mlL)

Dose
(mg)

AUC 0- 12h

(ug*h/mL)

Cmax
(pg/mL)

Tmax

(hr)

Miglyol® 812 soft gels

Fed

50

20

3.0+2.0

0.77 £0.48

20

50

90

06+0.3

02+0.14

3.7

Crystalline drug
suspension in

0.1% Polysorbate 80/
0.5% methyi celiulose

90

0.16+0.14

0.04 4 0.11

1.3

Fed

29+13

0.98 £ 0.53

2.7

Miglyol® 812 /Propylene
carbonate/ Vitamin E-
TPGS/Capmul® MCM
(20/20/20/40)

100

20

2709

0.67 +0.17

1.2

Fed

100

90

96+34

249+1.30

14

Miglyol® 812 /Propylene -

carbonate/ Polysorbate
80/Capmul ®MCM
(20/20/20/40)

100

90

23+05

0.73 016

18 -

Miglyol® 812 /propylene
carbonate/

Vitamin E-TPGS/
Labrafil® M 1944
(20/20/20/40)

80

20

34+13

1.2+£041

1.2

Fed

80

90

9.3+3.5

4.31+1.89

1.0

Miglyol® 812 /Propylene
carbonate/ Vitamin E-
TPGS/Capmul® MCM
(20/30/20/30)

125

90

1.6+0.5

0.61+0.27

0.9

Miglyol® 812 /Propylene
carbonate/ Vitamin E-
TPGS (20/40/40)

125

90

20+08

0.71+0.36

1.7

Miglyol® 812 /Triacetin/
Cremophor ®RH40/
Capmul ®MCM
(20/30/20/30)

100

90

26 * 1.2

0.73+0.26

1.2

Miglyol® 812 /Triacetin/
Polysorbate 80/Capmul®
MCM (20/30/20/30)

100

90

2.7+0.7

0.97 +0.36

1.2
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Fed 4| ' 0 00 | ss5:36 | 27510 | 15
6 100 30 11205 | 037x022 | 10
Miglyol® 812 [Triacetin/
Vitamin E-TPGS/ " 100
Q|| brafi® M 1944 5 90 2.9+0.8 1.1+0.2 1.0
(10/40/20/30)
Miglyol® 812 /Triacetin/
R | Cremophor® RH40/
Capmul *MCM
oor30/35/15 6 100 90 28+12 1.0+04 1.0
6 50 90 40+13 1.1+04 1.5
Neoral®/propylene
X | carbonate 3 50 90 24+19 0.67+0.23 1.3
(90:10)
Miglyol®812 ITriacetin/
y | Cremophor ®RH40/
Capmul ®MCM
o O/50/20 6 50 90 4614 | 135:026 | 1.7
4* S0 30 46+20 | 132+060( 20
Fed 5 50 30 47£11 -1 1942074 | 10
Miglyol® 812 /Triacetin/
y Polysorbate 80/
EE Capmul °MCM 6 50 90 27+15 | 0862031 ] 13
(20/15/50/15) .
Fed 5 5 -1 30 17.:03 | 0642021 | 1.0
. > . 6-| 50 80 | 3812 | 16206 | 10
Miglyol® 812 fTriacetin/
Cremophor® RH40/ 50
PP Commer oMCH 5 30 16+06 | 0612018 | 1.2
(17/13/39/31)
Fed 5 50 30 38208 | 155:038 | 14
Triacetin/Cremophor®
S8 | RH40 /Capmul® MCM 6 75 90 1.921.7 04413026 | 13
(28/30/42)
Fed 4 75 90 73413 18105 15
Miglyol® 812 /Ethyl
lactate /Cremophor
WW 1 eRba0 ICapmu®mcm | 5 | 150 | o | 15207 |os4:017 | oo
(11/50/29/10)

*

5

n <6 due to emesis.
** Due to emesis and outlier
# Different set of dogs
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Table 12b Pharmacokinetic results for Other Compounds in dogs

, Conc.
Formulation (mg/rr'nL) Dose | AUC O-tiast” Cmax Tmax

Cmpd Composition (mg) | (ugh/mL) (hg/mL) (br)

Miglyol®812
[Triacetin/
Cremophor® RH40/
D* | Capmu®MCM
(20/30/20/30) 3* 100 90 | 3.45:096 | 0862031 | 17

Fed 4 100 | 90 | 4.842123 | 120:041 | 15

Mig!yolK
812/Triacetin/
E Polysorbate 4™ 100 60 2.9010.67 | 0.20:0.14 1.5
80/Capmul® MCM

(22/27/20/31)

* Emesis in 1 fasted dog (data not included) and in 4 fed dogs (included); dosed with
50 mL water. .
** Emesis in 3 dogs (included), dosed with 10 mL water. Different set of dogs from

. _..those receiving Compound D.

* Tlast = 24 hr for Compound D and 48 hr for Compound E.

¢

Example 13:
This example further illustrates the determination of equilibrium solubilities of

CETP inhibitors in vehicles. For experimental methods, see Example 9.

The solubility of crystalline CETP inhibitors in representative vehicles was
determined by adding an excess of co;npound to the vehicle in question. The
mixture was agitated by rotation over a period of days at ambient temp;araAture until
the concentration in solution had reached equilibrium as judged by similar
measurements for consecutive time points. Concentrations were measured by
filtration of aliquots with a PTFE syringe filter and assayed by HPLC.

The concentrations of CETP inhibitor in each vehicle were assayed at
intervals by dilution of aliquots into acetonitrile and gradient HPLC analysis on a
Water Symmetry C-8 column (3.9 x 150 mm, 5 micron) at 30 °C at a flow rate of 1
ml/min. The mobile phase program was a 25 minute gradient from 100 % A to 50%

-A/50 % B (A = 400/300/300/0.8 v/v DI H,0/Acetonitrile/2-Propanol/Phosphoric Acid

and B = 2-Propanol), followed by a 5 minute hold at this condition and a 10 minute
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gradient to the initial condition. The detection method was UV absorbance at 210

nm.
The results of the equilibrium solubility studies are given in Tables 1 3a-13c.

Table 13a. Equilibrium Solubilities of Compound A in Triglyceride/ surfactant(s)

Solubility
(mgA/ml)
Vehicle Cmpd A
Miglyol® 812/Capmul® MCM (80/20) 74
Miglyol® 812/Capmul® MCM/Polysorbate 80 58
(40/40/20)
Miglyol® 812/Capmul® MCM/Polysorbate 80 63
(20/60/20)

Miglyol® 812/Tagat® TO (80/20) 58
Miglyol® 812/Labrafil® M 1944 (80/20) 59
Miglyof® 812/Labrafil® M 2125 (80/20) 57

Miglyol® 81 2/Labraso|‘z'@0/20) 69

Miglyol® 812/Cremophor® EL 80/20 68
Olive oil/Capmul® MCM (80/20) F 23 | e,

Table 13b. Equilibrium Solubiljty of Compound A in Triglyceride/solvent

Vehicle Solubility

(mgA/m!)

Miglyol® 812/triacetin (90/10)* 106
Miglyol® 812/Peppermint oil (90710) 79
Miglyol® 812/Peppermint oil (80/20) 93
Olive oil /Peppermint oil (90/10) 25

* Not completely miscible



012618

-141-

Table 13c. Equilibrium Solubility of Compound A in Miglyol/Solvent/surfactant

Vehicle Solubility
(mgA/ml)
Miglyol® 812/Propylene carbonate/Cremophor® EL

72/8/20 108

60/20/20 146

55/25/20 158

40/40/20 209

30/50/20 228

Miglyol® 812/Ethyl lactate/Cremophor® EL

72/8/20 94

70/10/20 99

65/15/20 120

60/20/20 143

50/30/20 196

40/40/20 221

30/50/20 256

Miglyol® 812/Triacetin/Cremophor® EL

72/8/20 94

65/15/20_ 111

60/20/20 133

50/30/20 158

40/40/20 183

30/50/20 198

Migtyol® 812/Peppermint Oil/Cremophor® EL (72/8/20) 72

Miglyol® 812/EtOH/Cremophor® EL (76/4/20) 89
Miglyol® 812/Ethyl lactate/Tagat® TO (72/8/20) 87

Miglyol® 812/Ethyl lactate/Labrasol® (72/8/20) 98
Miglyol® 812/Propylene carbonate/Tagat® TO (72/8/20) 111
Miglyo® 812/Propylene carbonate/Labrasol® (72/8/20) 116
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Example 14:

For CETP inhibitors where quantities were limited or the samples were
amorphous solids, an estimate of solubility was obtained by addition of vehicle to a
known quantity of the compound and mixing in an ultrasonicator bath for 90 minutes,
followed by overnight equilibration at ambient temperature. Addition of vehicle was
repeated until a solution was achieved. From the total volume of vehicle added to
solubilize the CETP inhibitor compound, the solubility value, or so-called

microsolubility, was calculated by the equation:
Weight of sample (mgA) / vehicle volume (mL) = Microsolubility (mgA/mL)

The microsolubility values for CETP inhibitors in various vehicles are given in Tables
14a — 14c.

Table 14a. Microsolubility Data for Crystalline Compounds

>

. 2 , * . Solubility =
: . (mg/mL)
Solvent Cmpd A Cmpd B

Crodamol® GTCC <75 <20
Miglyol® 810 <100
Long chain triglycerides <75 <100
(soy, peanut, corn, safflower, sesame)
Cotton oil <75
Olive oil <100
Capmul® MCM <100
PEG 400 . <100
Crodamo!® GTCC /Capmul® MCM/ Polysorbate 80 <100
(40/40/20)
Linoleic acid <60
Incromega® TG2671 <75
propylene glycol <75
Glycerin <75
mineral oil <75
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Table 14b. Microsolubilities of amorphous compounds (mg/mL)

CmpdF |Cmpd G | Cmpd H Cmpd | Cmpd J
Miglyo!® 812 <100
Crodamol® GTCC >300 >20 >100
Corn, Safflower, >300 <20 >100
Soybean oils
Peanut oil <20 >100
Olive oil 303 >300 >300 <20 >100
Sesame oil >300 <20 >T00
Cremophor® EL >300 <160
Capmul® MCM >300 >20 >100
PEG 400 <160 <20 50-100
Com >20
oil/Polysorbate 80
(80/20)
Comn oil/Labrafil <20
(80/20)
Crodamol® GTCC >300 >20 >100
/Capmul® MCM/
-Polysorbate 80
(40/40/20)
Table 14c. Microsolubilities of amorphous compounds (mg/mL.)
Olive ol Safflower oil Miglyol® 812 Capmul® MCM
Cmpd L <300 >300 >300 >300
Cmpd M <300 | <300 >300 >300
Cmpd A >300 >300 >300 | >300
Cmpd N >300 >300 >300 >300
Cmpd O <300 <300 >300 >300
Cmpd P >300 <300 >300 >300
Cmpd Q <300 <300 >300 >300
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Example 15:

To 1.41 mL of Miglyol® 812, 0.471 mL of propylene carbonate and 0.471 mL of
Cremophor® EL was added 900 mg of Compound E. The resulting mixture was
stirred at ambient temperature for 20 minutes with scraping of the container walls as
needed. It was then probe sonicated for 30 seconds with occasional mixing to
completely dissolve the drug, and then stirred for 20 minutes at ambient temperature.
The amounts (in mg) of each component in the oil solution per gram of solution are set
forth in Table 15. V

Table 15
Ingredient mg/g
Compound E ' 275
Miglyol® 812 406
Propylene carbonate 166
Cremophor?EL 1583
e . A . - . . e

An emulsion-was prepared by 'E:bﬁwbiniFI’g. 1 volume ofoil solution with an equal volume
of de-ionized water. This mixture was stirred for 10 minutes and then vortex mixed for
1 minute to yield an emulsion with an average particle size less than 10 microns. The
emulsion is then stirred continuoqsly to maintain homogeneity. No chemical
degradation based on HPLC analysis or crystallization based on ;ﬁicroscopic
examination was detected in the oil or emulsion after storage for 24 hr.

Example 16:

Capmul® MCM was heated to 55°C and mixed. Cremophor® RH40 was also heated to
65°C with stirring. Then 2.70 g of triacetin, 2.71 g of Cremophor® RH40, and 3.60 g of
Capmul® MCM were combined and mixed for 20 min. To this mixture was then added
1.01 gm of Compound A and the resulting mixture stirred at ambient temperature for 3
hours with scraping of walls as needed. The amounts (in mg) of each component in

the fill per gram of fill are set forth in Table 16a.
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Table 16a

Ingredient mg/g
Cmpd A 100
Triacetin 270
Cremophor® RH40 270
Capmul” MCM 360

Example 17:

To 495 mg of Miglyol® 812, 203 mg of propylene carbonate and 187 mg of
Cremophor® EL was added 115 mg of Compound A. The resulting mixture was stirred
10  at ambient temperature for 20 minutes with scraping of the container walls as needed.
It was then probe sonicated for 3 minutes with occasional mixing to completely
dissolve the drug, and then stirred for 20 minutes at ambient temperature. The
amounts (in mg) of each component in the oil solution per gram of solution are set
. -forth in Table 17a.

15 ;
Table 17a
Ingredient mg/g
Cmpd A 115
Miglyol® 812 495
Propylene carbonate 203
Cremophor@_EL 187 ‘

An emulsion was prepared by combining 1 volume of oil solution with an equal volume
20  of de-ionized water. This mixture was stirred for 10 minutes and then vortex mixed for
2 minutes. The emulsion had an average particle size of less than 10 microns. It was
stirred continuously to maintain homogeneity. No chemical degradation based on
HPLC analysis or crystallization based on microscopic examination was detected in
the oil after storage for 8 days or the emulsion after storage for 24 hr.
25
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Example 18:

To 764 mg of olive oil and 223 mg of Cremophor® EL was added 13 mg of Compound
A. The resulting mixture was stirred at ambient temperature for 20 minutes with
scraping of container walls as needed. It was then probe sonicated for 3 minutes with
occasional mixing to completely dissolve the drug. The solution was then stirred for 20
minutes at ambient temperature. The amounts (in mg) of each component in the oil
solution per gram of solution are set forth in Table 18a.

Table 18a

ingredient mg/g
Compound A 13
Olive oil 764
Cremophor@fEL 223

An emulsion was prepared by combining combining 1 volume of oil solution with an

equal volume of de-ionized water. This mixture was stirred for 10 minutes and then
vortex.mixed for 2 minutes. The emulsion had an average particle siz& of lesg than 10
microns.” It was stirrad continyously b mainfain hemogeneity. No chemical ~
degradation based on HPLC analys;s or crystallization based on microscopic
examination was detected in the oil after storage for 8 days or the emulsion after

storage for 24 hr.

Example 19:

To 485 mg of Miglyol® 812, 199 mg of propylene carbonate and 183 mg of
Cremophor® EL was added 133 mg of Compound D. The resulting mixture was stirred
at ambient temperature for 20 minutes with scraping of container walls as needed. It
was then probe sonicated for 3 minutes with occasional mixing to completely dissolve
thé‘drug The solution was stirred for further stirred for 20 minutes at ambient
temperature. The amounts (in mg) of each component in the oil solution per gram of

solution are set forth in Table 19A.
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Table 19A
Ingredient mg/g
Cmpd D 133
Miglyol® 812 485
Propylene carbonate 199
Cremophor® EL 183

An emulsion was prepared by combining combining 1 volume of oil solution with an
equal volume of de-ionized water. This mixture was stirred for 10 minutes and then
vortex mixed for 2 minutes. The emulsion had an average particle size of less than 10
microns. It was sﬁrred continuously to maintain homogeneity. No chemical
degradation based on HPLC analysis or crystallization based on microscopic
examination was detected in the oil after storage for 8 days or the emulsion after
storage for 24 hr.

Example 20:
Chemical and physical stability for the formulation of Example 8 was determined for.30

mgA Miglyo!® (#11 oblong) softgels stored in white HPDE bottles (child-resistant
closures). After storage at 40°C/75%RH for 6 months there was no change in poteﬁcy
and no degradation was detected (peak area < 0.05 % relative to parent) as
determined by HPLC analysis of the entire sofigel. The appearance (color, shape,
seal integrity) was unchanged, and disintegration occurred within 15 minutes in water
(USP<701>). Sofigels stored at 5°C and 25°C/60% RH were stable for 18-months.

Example 21:
Either oils or preformed emulsions of Compound A were administered to Sprague

Dawley rats by oral gavage and the results are shown in Table 21a. Emulsions were
prepared as indicated in Examples 17-19. Emulsions prepared from olive
oil/surfactant provided the best results. The solubility and thus the accessible dose
could be increased by using cosolvents (e.g. caprylic acid and/or triacetir;) or using a
triglyceride with improved solubility (Miglyol® 812), but this did not provide any
improvement in exposure over much lower doses in olive oil/Cremophor® EL.

~ Administration of pre-formed emulsions gave superior results to the oil, especially at

higher dose volumes where mixing of phases in vivo may be less efficient.
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In contrast to the results in rats, emulsions in Miglyol® 812/Cremophor® EL yielded far
superior results to olive oil/Cremophor® EL in cynomologous monkeys (Table 21b),
and much better results than for Miglyol® alone. Use of an emulsion prepared from
crystaliine (ethanolate) drug allowed comparible exposures to be achieved to those for
more soluble amorphous drug in Miglyol® alone. Excellent dose proportionality was
also obtained.

The need for the presence of a high concentration of the long chain triglyceride olive
oil for efficient absorption in the rat, but not the monkey, suggests that the lymphatic
pathway plays a more important role for absorption of this drug in rats. An important
role for lymphatic absorption for Compound A is consistent with its very high
lipophilicity.

Table 21a. PK results in rat for Compound A

Drug Vehicle Dose Conc. in Vol. Cmax AUC
Form oil of oil (0-Tast
(mg/kg) (mg/imL)  (mglkg) | (ug/mL) (no-
hr/mL)
Ethanol. Olive oil/ Cremophorgl 100 . 20 5 * 6.2 33
water  40/10/50-  ~* - - L. .
Ethanol. K/IigIyol("T/Cremc)phcﬁ)f'('3 500 100 5 46 18*
/water
40/10/50
Ethanol.  Olive oil/caprylic acid/ 375 75 5 4.1 21*
Cremophor®/water
10/30/10/50
Ethanol.  Olive oil/caprylic 625 125 5 4.8 26*
acid/triacetin/
Cremophor®/water
10/15/15/10/50 °
Ethanol.  Olive oil/ Cremophor@ 100 20 5 3.6 45
80/20
Ethanol. Miglyol®/ Cremophor®/ 100 100 1 1.9 23
water 40/10/50
Ethanol.  Miglyol®/Cremophor®/ 100 100 1 1.6 15
0.5 % HPMCAS :
40/10/50
Ethanol.  Miglyol® 500 100 5 2.1 27
Amorph.  Oilive oil 300 60 5 7.3 50
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* Tiast = 9 hr. Otherwise, Tlast = 24 hr.

Amorph. = amorphous anhydrous
Ethanol. = crystalline ethanolate
HPMCAS=Hydroxpyropyl methyl cellulose acetate succinate

Table 21b. PK results in monkeys for Compound A

Form* Vehicle Dose Cong. Vol. Cmax AUC
in oil of oil
(ug/mL -hr/mL
(mg/kg) (mg/mL) (mg/kg) omt) )
Ethanol.  Miglyol® /Cremophor®/ 100 100 1 1623 2429
water  40/10/50 (BID) -
Ethanol.  Miglyol® / Cremophor®/ 50 50 1 08-11 1315
water (BID)
40/10/50
Ethanol.  Miglyol®/ Cremophor® 100 100 1 0418
water 40/10/50
Ethanol. Olive oil/ Cremophc)r!i / 20 20 1 0.1,0.16 N.D.
water 40/10/50 :
Ethanol.  Miglyol® 100 100 1 ca.0.17 N.D.
Amorph. __ Miglyol® 100 100 1 ca. 16 ca. 29

* Amorph. = amorphous anhydrous

Ethanol. = crystalline ethanolate

Example 22:

A. 100 mgA/mL fill

Capmul® MCM was heated to 55°C and mixed. Then 48.5 gm of Miglyol® 812, 72.8
gm of triacetin, 48.5 gm of Polysorbate 80, and 72.8 gm of Capmul® MCM were

mixture stirred at ambient temperature for 10 minutes with scraping of walls as

" combined. To this mixture was then added 25.0 gm Compound E and the resulting

needed. The amounts (in mg) of each component in the fil per gram of fill are set
forth in Table 22. The fill could be prepared on a larger scale for encapsulation into
#10 oval softgels to provide a fill volume of 0.6 mL and a dose per softgel of 60 mgA.
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Capmul® MCM was heated to 55°C and mixed. Then 650 mg of Miglyol® 812, 976 mg
of triacetin, 650 mg of Polysorbate 80, and 976 mg of Capmul® MCM were combined
and mixed for 10 min. To this mixture was then added 748 mg Compound E and the
resulting mixture stirred at ambient temperature for 10 minutes with scraping of wall as

needed. The amounts (in mg) of each component in the fill per gram of fill are set

forth in Table 22. The fill could be prepared on a larger scale for encapsulation into

#10 oval softgels to provide a fill volume of 0.6 mL and a dose per softgel of 120 mgA.

Table 22
Ingredient mgl/g
100 mgA/mL 200 mgA/mL

Compound E 94 184
Miglyol® 812 181 163
Triacetin 272 245
Polysorbate 80 181 163
Capmul® MCM 272 245

[
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What is claimed is:

1. A composition comprising a CETP inhibitor and a lipophilic vehicle selected
from digestible oils, lipophilic solvents, surfactants, and mixtures of any two or more
thereof.
2, A compaosition, comprising

a CETP inhibitor;

a co-solvent; .

a high HLB surfactant;

a low HLB surfactant; and

optionally, a digestible oil.
3. A composition as defined in claim 2, wherein said CETP inhibitor has an
aqueous solubility less than 10 pg/mL.
4. A composition as defined in claim 2, wherein said co-solvent is selected
from triacetin, propylene carbonate, transcutol, ethyl lactate, triethyl citrate, N-

-methyl-2-pyrrolidone, dimethylisosorbide and glycofurol.

5. A composition as defined in claim 2, wherein said (high HLB) hydrophilic
surfactant is selected from polyoxyethylene 20 sorbitan monooleate (polysorbate
80), polyoxyethylene 20 sorbitan monolaurate, polyethylene (40 or 60)
hydrogenated castor oil, polyoxyethylene (35) castor oil, alpha tocopheryl
polyethylene glycol 1000 succinate (Vitamin E TPGS), glyceryl PEG 8
caprylate/caprate, PEG 32 glyceryl laurate, polyoxyethylene fatty acid esters, and
polyoxyethylene fatty acid ethers.
6. A composition as defined in claim 2, wherein said (low HLB) lipobhilic
surfactant is selected from mono and diglycerides of capric and caprylic acid,
polyoxyethylene 6 apricot kernel oil, polyoxyethylene corn oil, propylene glycol
monolaurate, propylene glycol dicaprylate/caprate, polyglycery! oleate, sorbitan
esters of fatty acids, and glyceryl monooleate.
7. A composition as defined in claim 2, which is self-emulsifying and comprises
the following amounts of components:

1-50 % CETP inhibitor;

5 - 60 % cosolvent;

5 - 75 % high HLB surfactant; and

5 - 75 % low HLB surfactant.
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8. A composition as defined in claim 1, wherein said CETP inhibitor is sefected
from any of the following classes:

1) an oxy substituted 4-carboxyamino-2-methyl-1 +2,3,4-tetrahydroquinoline
having the Formula |

Formula |

or a pharmaceutically acceptable salt, enantiomer, or stereoisomer of said
compound;
wherein Ry, is hydrogen, Y;, Wi-X;, WY,
wherein W, is a c':arbonyl., tﬂiocarbon)'/l, sulfinyl or sulfonyl;
Xqis -0-Y), -8-Y;, -N(H)-Y, or -N-(Y}::

wherein Y, for each occurrence is independently Z, or a fully saturated,
partially unsaturated or fully unsaturated one to ten membered straight or branched
carbon chain wherein the carbons, other than the connecting carbon, may optionally
be replaced with one or two heteroatoms sefected independently from oxygen, sulfur
and nitrogen and said carbon is optionally mond-, di- or tri-substituted independently
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted
with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said
carbon chain is optionally mono-substituted with Z;

wherein Z, is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected

independently from nitrogen, sulfur and oxygen;
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wherein said Z, substituent is optionally mono-, di- or tri-substituted
independently with halo, (C-Ce)alkenyl, (C+-Cs) alkyl, hydroxy, (C+-Cq)alkoxy, (C,-
C4)alkylthio, amino, nitro, cyano, oxo, carboxyl, (C,-Ce)alkyloxycarbonyl, mono-N- or
di-N,N-(C,-Cs)alkylamino wherein said (C+-Cg)alkyl substituent is optionally mono-,

5  di- or tri-substituted independently with halo, hydroxy, (C4-Cs)alkoxy, (C-C,)alkyithio,
amino, nitro, cyano, oxo, carboxyl, (C+-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino, said (C,-Cg)alkyl substituent is also optionally substituted with from
one to nine fluorines;

Ris is hydrogen or Q;;

10 wherein Q, is a fully saturated, partially unsaturated or fully unsaturated one
to six membered straight or branched carbon chain wherein the carbons, other than
the connecting carbon, may optionally be replaced with one heteroatom selected
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-
substituted independently with halo, said carbon is optionally mono-substituted with

15 hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally

_mono- or di-substituted with oxo, said nitrogen is optionally mono-, or di-substituted
- with oxo, and said carbon chain is optionally mono-substituted with V;;
wherein V) is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected |

20  independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, sulfur and oxygen:

wherein said V, substituent is optionally mono-, di-, tri-, or tetra-substituted

25  independently with halo, (C+-Ce)alkyl, (Co-Ce)alkenyl, hydroxy, (C+-Ce)atkoxy, (C,-
Cq)alkylthio, amino, nitro, cyano, oxo, carbamoyl, mono-N- or di-N,N-(C-C;)
alkylcarbamoyl, carboxyl, (C4-Cg)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Cs)alkylarﬁino wherein said (C;-Cs)alkyl or (C,-Ce)alkenyl! substituent is optionally
mono-, di- or tri-substituted independently with hydroxy, (C+-Cs)alkoxy, (C,-

30  Ci)alkylthio, amino, nitro, cyano, oxo, carboxyl, (C+-Ce)alkyloxycarbonyl, mono-N- or
di-N,N-(C4-Ce)alkylamino, said (C,-Cs)alkyl or (C2-Ce)alkenyl substituents are also
optionally substituted with from one to nine fluorines;

Rig is Q4 or Vi4
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wherein Q. is a fully saturated, partially unsaturated or fully unsaturated one
to six membered straight or branched carbon chain wherein the carbons, other than
the connecting carbon, may optionally be replaced with one heteroatom selected
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-
substituted independently with halo, said carbon is optionally mono-substituted with
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally
mono- or di-substituted with oxo, said nitrogen is optionally mono-, or di-subsfituted
with oxo, and said carbon chain is optionally mono-substituted with
Vias

wherein V., is a partially saturated, fully saturated or fully unsaturated three
to six membered ring optionally having one to two heteroatoms selected
independently from oxygen, sulfur and nitrogen;

wherein said V., substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C,-Ce)alkyl, (C+-Cs)alkoxy, amino, nitro, cyano, (C,-
Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C+-Cs)alkylamino wherein said (C,-Cg)alkyl
substituent is optionally mono-substituted with oxo, said (C-Cg)alkyl substituent is
also optionally substituted with from one to nine fluorines;

wherein either R,.s must contain V, or R,, must contain V,,; and
R.s , Ris , Ri7and R are each independently hydrogen, hydwxy qr oxy wherein
said oxy is substituted with T, or a partially saturated, fully saturated or fully
unsaturated one to twelve membered straight or branched carbon chain wherein the
carbons, other than the connecting carbon, may optionally be replaced with one or
two heteroatoms selected independently from oxygen, sulfur and nitrogen and said -
carbon is optionally mono-, di- or tri-substituted independently with halo, said carbon
is optionally mono-substituted with hydroxy, said carbon is optionaily mono-
substituted with oxo, said sulfur is optionally mono- or di-substituted with oxo, said
nitrogen is optionally mono- or di-substituted with oxo, and said carbon chain is
optionally mono-substituted with T;;

wherein T, is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected

independently from nitrogen, sulfur and oxygen;
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wherein said T, substituent is optionally mono-, di- or tri-substituted independently
with halo, (C+-Ce)alkyl, (C-Cs)alkenyl, hydroxy, (C4-Ce)alkoxy, (C-C,)alkylthio,
amino, nitro, cyano, oxo, carboxy, (C+-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Cs)alkylamino wherein said (C4+-Ce)alkyl substituent is optionally mono-, di- or tri-

5  substituted independently with hydroxy, (C,-Cs)alkoxy, (C4-Cy)alkytthio, amino, nitro,
cyano, oxo, carboxy, (C;-Cg)alkyloxycarbonyl, mono-N- or di-N,N-(C;-Cq)alkylamino,
said (C,-Cs)alkyl substituent is also optionally substituted with from one to nine
fluorines; .

(2) a 4—carboxyamino~2-methyl—1,2.3,4,-tetrahydroquinoline, having the
10 Formula Il

RIl-8

Formula i
15 ‘
or a pharmaceutically acceptable salt, enantiomer, or stereoisomer of said
compound; )
wherein Ry is hydrogen, Yy, WX, Wi=Y):
wherein Wy, is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl;
20 Xyis -O-Yy, -S-Yy, -N(H)-Y) or -N-(Yy)z;
wherein Y, for each occurrence is independently Z, or a fully saturated,
partially unsaturated or fully unsaturated one to ten membered straight or branched
carbon chain whereln the carbons, other than the connecting carbon, may optionally
be replaced with one or two heteroatoms selected independently from oxygen, sulfur
25  and nitrogen and Sald carbon is optionally mono-, di- or tri-substituted independently
with halo, said carbon is opt:onally mono-subststuted with hydroxy, said carbonis
optlonally mono-substituted with oxo said sulfur is optlonally mono- or di- substntuted
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with oxo, said nitrogen is optionally mono-, or di-substituted with 0X0, and said
carbon chain is optionally mono-substituted with Z;;

Z, is a partially saturated, fully saturated or fully unsaturated three to twelve
membered ring optionally having one to four heteroatoms selected independently
from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two fused partially
saturated, fully saturated or fully unsaturated three to six membered rings, taken
independently, optionally having one to four heteroatoms selected independently
from nitrogen, sulfur and oxygen;

wherein said Z, substituent is optionally mono-, di- or tri-substituted
independently with halo, (CTCS)atkenyl, (C4-Ce) alkyl, hydroxy, (C+~Cs)alkoxy, (C,-
Cy)alkyithio, amino, nitro, cyano, oxo, carboxy, (C+-Ce)alkyloxycarbonyl, mono-N- or
di-N,N-(C+-Cs)alkylamino wherein said (C,-Cs)alkyl substituent is optionally mono-,
di- or tri-substituted independently with halo, hydroxy, (C,-Cg)alkoxy, (Cy-Cy)alkylthio,
amino, nitro, cyano, oxo, carboxy, (C4-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino, said (C,-Cs)alkyl is also optionally substituted with from one to nine
fluorines;

Ry.3 is hydrogen or Qy;

wherein Qy is a fully saturated, partially unsaturated or fully unsaturated one
to six membered straight or branched carbon chain wherein the carbons, other than
the connecting carbon, may optionally be replaced with one heteroatom selected
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-
substituted independently with halo, said carbon is optionally mono-substituted with
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally
mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted
with oxo, and said carbon chain is optionally mono-substituted with Vi

wherein Vy is a partially saturated, fully saturated or fully unsaturated three to
twelve membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, sulfur and oxygen;

wherein said V, substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C-Cg)alkyl, (C,-Cs)alkeny!, hydroxy, (C+-Cs)alkoxy, (Cy-
C.)alkylthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N,N-(C;-C)
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alkylcarboxamoyl, carboxy, (C4-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Cs)alkylamino wherein said (C:-Ce)alkyl or (C,-Cg)alkenyl substituent is optionally
mono-, di- or tri-substituted independently with hydroxy, (C+-Ce)alkoxy, (C:-
C,)alkylthio, amino, nitro, cyano, oxo, carboxy, (C+-Ce)alkyloxycarbonyl, mono-N- or
di-N,N-(C4-Cg)alkylamino or said (Cs-Cg)alkyl or (C2-Ce)alkenyl substituents are
optionally substituted with from one to nine fluorines;
Ris is Q4 OF Viy .

wherein Qu a fully saturated, partially unsaturated or fully unsaturated one to
six membered straight or branched carbon chain wherein the carbons, other than the
connecting carbon, may optionally be replaced with one heteroatom selected from

-oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-substituted

independently with halo, said carbon is optionally mono-substituted with hydroxy,
said carbon is optionally mono-substituted with oxo, said sulfur is optionally mono- or
di-substituted with oxo, said nitrogen is optionally mono- or di-substituted with oxo,
and said carbon chain is optionally mono-substituted with V,.,;

wherein Vi, is a partially saturated, fully saturated or fully unsaturated three
to six membered ring optionally having one to two heteroatoms selected
independently from oxygen, sulfur and nitrogen;

wherein said Vi, substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C-Cg)alkyl, (C,-Cg)alkoxy, amino, nitro, cyano, (C,-
Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C4-Cg)alkylamino wherein said (C4-Cs)alkyl
substituent is optionally mono-substituted with oxo, said (C+-Ce)alkyl substituent is
optionally substituted with from one to nine fluorines;

wherein either Ry.s must contain Vy or Ry, must contain Vi.4; and -
Ris, Ris , Ruzand Ry are each independently hydrogen, a bond, nitro or halo
wherein said bond is substituted with T, or a partially saturated, fully saturated or
fully unsaturated (C;-Cy,) straight or branched carbon chain wherein carbon may
optionally be replaced with one or two heteroatoms selected independently from
oxygen, sulfur and nitrogen wherein said carbon atoms are optionally mono-, di- or
tri-substituted independently with halo, said carbon is optionally mono-substituted
with hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-
substituted with oxo, and said carbon is optionally mono-substituted with T,;
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wherein Ty is a partially saturated, fully saturated or fully unsaturated three to
twelve membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or, a bicyclic ring donsisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, sulfur and oxygen; .

wherein said T, substituent is optionally mono-, di- or tri-substituted
independently with halo, (C;-Cg)alkyl, (CCe)alkenyl, hydroxy, (C1-Ce)alkoxy, (Cy-
Ca)alkylthio, amino, nitro, cyano, oxo, carboxy, (C,-Cs)alkyloxycarbonyl. mono-N- or
di-N,N-(C,-C¢)alkylamino wherein said (C4-Cs)alkyl substituent is optionally mono-,
di- or tri-substituted independently with hydroxy, (C+-Ce)alkoxy, (C4-C)alkylthio,
amino, nitro, cyano, oxo, carboxy, (C+-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino, said (C;-Cs)alkyl substituent is also optionally substituted with from
one to nine fluorines;
provided that at least one of substituents Ry, Ry, Ru7 and Ry is not hydrogen and
is not linked to the quinoline moiety through oxy;
(3) an annulated 4-carboxyamino-2-methyl-1 2,3,4,-tetrahydroquinoline having

.the Formula il

1
N
|

Ris  Runs

Formula Il
or a pharmaceutically acceptable salt, enantiomer, or sterecisomer of said
compound;
wherein Ru. is hydrogen, Y, WXy, WYy
wherein Wy is a carbonyl, thiocarbonyl, sulfiny! or sulfonyl;
Xy is -O-Yiu, -S-Yiy, -N(H)-Yy or -N-(Yi)2;
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Yu for each occurrence is independently Zy, or a fully saturated, partially
unsaturated or fully unsaturated one to ten membered straight or branched carbon
chain wherein the carbons, other than the connecting carbon, may optionally be
replaced with one or two heteroatoms selected independently from oxygen, sulfur
and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted
with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said
carbon chain is optionally mono-substituted with Zy;

wherein Zy is a partially saturated, fully saturated or fully unsaturated three to
twelve membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, sulfur and oxygen;

wherein said Z,, substituent is optionally mono-, di- or tri-substituted
independently with halo, (C.-Cs)alkenyl, (C+-Cs) alkyl, hydroxy, (C4-Cg)alkoxy, (C;-
C,)alkylthio, amino, nitro, cyano, oxo, carboxy, (C4-Cs)alkyloxycarbonyl, mono-N- or
di-N,N-(C4-Cs)alkylamino wherein said (C;-Ce)alkyl substituent is optionally mono-,
di- or tri-substituted independently with halo, hydroxy, (C,-Cs)alkoxy, (C-C,)alkylthio,
amino, nitro, cyano, oxo, carboxy, (C-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C;-
Cs)alkylamino, said (C+-Ce)alkyl optionally substituted with from one to nine fluorines;
Ry.3 is hydrogen or Qy;;

wherein Qy is a fully saturaied,"paﬁially unsaturated or fully unsatﬁrated one
to six membered straight or branched carbon chain wherein the carbons, other than
the connecting carbon, may optionally be replaced with one heteroatom selected
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-
substituted independently with halo, said carbon is optionally mono-substituted with
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally
mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted
with oxo, and said carbon chain is optionally mono-substituted with V;

wherein Vy is a partially saturated, fully saturated or fully unsaturated three to
twelve mémbered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two
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fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, suifur and oxygen;

wherein said V,, substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C;-Ce)alkyl, (C2-Ce)alkenyl, hydroxy, {C1-Cs)alkoxy, (Cs-
Cq)alkylthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N,N~(C;-C¢)
alkylcarboxamoyl, carboxy, (C4-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino wherein said (C-Cs)alky! or (C~Cs)alkenyl substituent is optionally
mono-, di- or tri-substituted independently with hydroxy, (C;-Cs)alkoxy, (C,-
C4)alkylthio, amino, nitro, cyano, oxo, carboxy, (C4-Cs)alkyloxycarbonyl, mono-N- or
di-N,N-(C1-Ce)alkylamino or said (C-Ce)alkyl or (C,-Cs)alkeny! are optionally
substituted with from one to nine fluorines; , )
Ring is Q.1 OF Vipg;

wherein Qu., a fully saturated, partially unsaturated or fully unsaturated one
to six membered straight or branched carbon chain wherein the carbons, other than

the connecting carbon, may optionally be replaced with one heteroatom selected

from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-
substituted independently with halo, said carbon is optionally rﬁono-substituted with
hydroxy, said carbon is optionally mono-substituted with 0x0, said sulfur is optionally
mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted
with oxo, and said carbon chain is optionally mono-substituted with
Vins

wherein V.4 is a partially saturated, fully saturated or fully unsaturated three
to six membered ring optionally having one to two heteroatoms selected
independently from oxygen, sulfur and nitrogen;

wherein said V., substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C;-Cg)alkyl, (C+~Ce)alkoxy, amino, nitro, cyano, (C;-
Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C,-Cs)alkylamino wherein said (C4-Ce)alkyl
substituent is optionally mono-substituted with oxo, said (C1-Cs)alkyl substituent
optionally having from one to nine fluorines;

wherein either Ry,3 must contain Vy, or Ry, must contain Vii.1; and
Ri.s and Ry, or Rys and Ry.7, and/or Ry,.; and Ru.s are taken together and form at

least one four to eight membered ring that is partially saturated or fully unsaturated
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optionally having one to three heteroatoms independently selected from nitrogen,
sulfur and oxygen;

wherein said ring or rings formed by Ry.s and Ry, or Ry, and Ru7, and/or
Rz and Ry are optionally mono-, di- or tri-substituted independently with halo, (C,-
Ce)alkyl, (C;-C,)alkylsulfonyl, (C.-Cs)alkenyl, hydroxy, (C+-Cs)alkoxy, (C4-C)alkylthio,
amino, nitro, cyano, oxo, carboxy, (C;-Cg)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Cs)alkylamino wherein said (C;-Cs)alkyl substituent is optionally mono-, di- or tri-
substituted independently with hydroxy, (C;-Cs)atkoxy, (C+-Cy)alkyithio, amino, nitro,
cyano, oxo, carboxy, (C-Cg)alkyloxycarbonyl, mono-N- or di-N,N-(C;-Cg)alkylamino,
said (C4-Ce)alkyl substituent optionally having from one to nine fluorines;

provided that the Ry.s , Riws , Rz and/or Ry.s, as the case may be, that do
not form at least one ring are each independently hydrogen, halo, (C+-C)alkoxy or
(C+-Ce)alkyl, said (C,-Cg)alkyl optionally having from one to nine fluorines;

4) a 4-carboxyamino-2-substituted-1,2,3,4,-tetrahydroquinoline, having the
Formula IV

. Formula IV
and pharmaceutically acceptable salts, enantiomers, or stereoisomers of said

compounds;
wherein Ry is hydrogen, Yy, Wy-Xi or Wi-Yiv;
wherein W)y is a carbonyl, thiocarbonyl, sulfinyl or sulfonyl;
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Xiv s -O-Yw, -S-Yjy, -N(H)-Yyy or -N-(Yy);

wherein Yy, for each occurrence is independently Zy, or a fully saturated,
partially unsaturated or fully unsaturated one to ten membered stra'ight or branched
carbon chain wherein the carbons, other than the connecting carbon, may optionally
be replaced with one or two heteroatoms selected independently from oxygen, sulfur
and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted
with oxo, said nitrogen is optionally mono-, or di-substituted with 0X0, and said
carbon chain is optionally mono-substituted with Zyv;

wherein Zy is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, sulfur and oxygen;

=~ wherein said Z,, substituent is optionally mono-, di- or tri-substituted

independently with halo, (Cz-Cs)alkenyl (C1-Cs) alkyl, hydroxy, (C1-Ce)alkoxy, (Cs-
C.)alkylthio, amino, nitro, cyano, oxo, carboxy, (Cs- Cs)alkyloxycarbonyl, mono-N- or
di-N,N- ”(C1-C6)alkylammo wherein said (C;-Cg)alkyl'substituent is optionally mono-,
di- or tri-substituted mdependently with halo, hydroxy, (C;- -Ce)alkoxy, (C,-C,)alkylthio,
amino, nitro, cyano, oxo, carboxy, (Cy- Cs)alkyloxycarbonyl mono-N- or di-N,N-(C;-
Ce)alkylamino, said (C,-Cq)alkyl substituent is also optionally substituted with from
one to nine fluorines;
Ruw.2 is a partially saturated, fully saturated or fully unsaturated one to six membered
straight or branched carbon chain wherein the carbons, other than the connecting
carbon, may optionally be replaced with one or two heteroatoms selected
independently from oxygen, sulfur and nitrogen wherein said carbon atoms are
optionally mono-, di- or tri-substituted independently with halo, said carbon is
optionally mono-substituted with oxo, said carbon is optionally mono-substituted with
hydroxy, said sulfur is optionally mono- or di-substituted with Oxo0, said nitrogen is
optionally mono- or di-substituted with oxo; or said Ry, is a partially saturated, fully

saturated or fully unsaturated three to seven membered ring optionally having one to
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two heteroatoms selected independently from oxygen, sulfur and nitrogen, wherein
said Ry.2 ring is optionally attached through (Cy-Cu)alkyl;

wherein said Ry.; ring is optionally mono-, di- or tri-substituted independently
with halo, (C>-Cg)alkenyl, (C;-Cs) alkyl, hydroxy, (C+Ce)alkoxy, (C4-C,)alkylthio,
amino, nitro, cyano, oxo, carboxy, (C+-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C;-
Cs)alkylamino wherein said (C;-Cg)alkyl substituent is optionally mono-, di- or tri-
substituted independently with halo, hydroxy, (C+-Ce)alkoxy, (C4-C,)alkylthio, oxo or
(C,-Ce)alkyloxycarbonyi;

with the proviso that Ry.; is not methyl;
RW is hydrogen or Q; .

wherein Qy is a fully saturated, partially unsaturated or fully unsaturated one
to six membered straight or branched carbon chain wherein the carbons other than
the connecting carbon, may optionally be replaced with one heteroatom selected
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-
substituted independently with halo, said carbon is optionally mono-substituted with

_hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally

mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted
with oxo, and said carbon chain is optionally mono-substituted with Vi

wherein Vi is a partially saturated, fully saturated or fully unsaturated three
to eight membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, sulfur-and oxygen; ’

wherein said V)y substituent is optionally mono-, di-, tri-, or tetra=substituted
indepéndently with halo, (C+-Cs)alkyl, (C,-Cs)alkenyl, hydroxy, (C+-Ce)alkoxy, (C;,-
C,)alkylthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N,N-(C4-Cg)
alkylcarboxamoyl, carboxy, (C4-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino wherein said (C;-Cs)alkyl or (C.-Ce)alkeny! substituent is optionally
mono-, di- or tri-substituted independently with hydroxy, (C4-Cs)alkoxy, (Cq-
C,)alkylthio, amino, nitro, cyano, oxo, carboxy, (C+-Ce)alkyloxycarbonyl, mono-N- or
di-N,N-(C,-Ce)alkylamino, said (C4-Cs)alkyl or (C2>-Ce)alkeny! substituents are also
optionally subsmuted with from one to nine ﬂuonnes

RN.4 1153 QN-1 OT VN 1
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wherein Q.4 a fully séturated, partially unsaturated or fully unsaturated one
to six membered straight or branched carbon chain wherein the carbons, other than
the connecting carbon, may optionally be replaced with one heteroatom selected
from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-
substituted independently with halo, said carbon is optionally mono-substituted with
hydroxy, said carbon is optionally mono-substituted with 0X0, said sulfur is optionally
mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-substituted
with oxo, and said carbon chain is optionally mono-substituted with
Viva;

wherein V.. is a partially saturated, fully saturated or fully unsaturated three
to six membered ring optionally having one to two heteroatoms selected
independently from oxygen, sulfur and nitrogen;

wherein said V|, substituent is optionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C,-Cs)alkyl, (C;-Cg)alkoxy, amino, nitro, cyano, (C,-
Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C,-C;)alkylamino wherein said (C,-Cs)alky!

substituent is optionally mono-substituted with oxo, said (C4~Cs)alkyl substituent is

also optionally substituted with from one to nine fluorines;

wherein either Ry.; must contain Vyy, or Ry must contain Vi,
Rw.s , Rivs . Rvzand Ry are each independently hydrogen, a bond, nitro or halo
wherein said bond is substituted with Ty or a partially saturated, fully saturated or
fully unsaturated (C4-Cy,) straight or branched carbon chain wherein carbon, may
optionally be replaced with one or two heteroatoms selected independently from
oxygen, sulfur and nitrogen wherein said carbon atoms are optionally mono-, di- or
tri-substituted independently with halo, said carbon is optionally mono-substituted
with hydroxy, said carbon is optionally mono-substituted with 0xo0, said sulfur is
optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-
substituted with oxo, and said carbon is optionally mono-substituted with Ty;

wherein Ty, is a partially saturated, fully saturated or fully unsaturated three
to eight membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or, a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected

independently from nitrogen, sulfur and oxygen;
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wherein said Ty substituent is optionally mono-, di- or tri-sub_stituted
independently with halo, (Ci-Cs)alkyl, (Co-Ce)alkenyl, hydroxy; (C+-Cs)alkoxy, (Cs-
C,)alkylthio, amino, nitro, cyano, oxo, carboxy, (C+-Cs)alkyloxycarbonyl, mono-N- or
di-N,N-(C+-Ce)alkylamino wherein said (C-Cg)alkyl substituent is optionally mono-,
di- or tri-substituted independently with hydroxy, (Cs-Cs)alkoxy, (C4-C,)alkylthio,
amino, nitro, cyano, oxo, carboxy, (C;-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C;,-
Ce)alkylamino, said (Cs-Ce)alkyl substituent is also optionally substituted with from
one to nine fluorines; and

wherein Riv.s and Ry., or Ry and Ry., and/or Ry.;and Ry ha—y also be
taken together and can form at least one four to eight membered ring that is.partially

. saturated or fully unsaturated optionally having one to three heteroatoms

independently selected from nitrogen, sulfur and oxygen;

wherein said ring or rings formed by Ry.s and Ry, or Ry.c and Ryw.7, and/or
Rz and Ry are optionally mono-, di- or tri-substituted independently with halo, (Cy~
Celalkyl, (C+-Cyalkylsulfonyl, (Co-Ce)alkenyl, hydroxy, (C4-Ce)alkoxy, (C4-C,)alkyithio,

- amino, nitro, cyano, oxo, carboxy, (C4-Cg)alkyloxycarbonyl, mono-N- or di-N,N-(C;,-

Ce)alkylamino wherein said (C,-Cg)alkyl substituent is optionally mono-, di- or tri-
substituted independently with hydroxy, (C4-Ce)alkoxy, (C+-Cy)alkylthio, amino, nitro,
Cyano, oxo, carboxy, (C;-Cs)alkyloxycarbonyl, mono-N- or di-N,N~(C,-Cs)alkylamino,
said (C;-Ce)alkyl substituent is also optionally substituted with from one to nine
fluorines;

with the proviso that when Ry. is carboxyl or (Cs-Ca)alkylcarboxyl, then Ry
is not hydrogen; '
5) a 4-amino substituted-2-substituted-1 2,3,4,-tetrahydroquinoline, having the
Formula V ’

Rva. /Ry
Vs N

FormulaV
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or a pharmaceutically acceptable salt, enantiomer, or sterecisomers of said
compound;

wherein Ry is Yy, Wy-Xy or W\-Yy;

wherein Wy is a carbonyl, thiocarbonyl, sulfiny! or sulfonyi;

Xy is -O-Yy, -S-Yy, -N(H)-Yy or -N-(Yy)2;

wherein Yy for each occurrence is independently Zy or a fully saturated,
partially unsaturated or fully unsaturated one to ten membered straight or branched
carbon chain wherein the carbons, other than the connecting carbon, may optionally
be replaced with one or two heteroatoms selected independenfly from oxygen, sulfur
and nitrogen and said carbon is optionally mono-, di- or tri-substituted independently
with halo, said carbon is optionally mono-substituted with hydroxy, said carbon is
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted
with oxo, said nitrogen is optionally mono-, or di-substituted with oxo, and said
carbon chain is optionally mono-substituted with Zy;

wherein 2y is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected
independently from oxygen, suifur and nitrogen, or a bicyclic ring consisting of two
fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independently from nitrogen, sulfur and oxygen;

wherein said Zy substituent is optionally mono-, di- or tri-substituted
independently with halo, (C.-Ce)alkenyl, (C+-Cs) alkyl, hydroxy, (C;-Cs)alkoxy, (Cs-
C.)alkylthio, amino, nitro, cyano, oxo, carboxy, (C-Ce)alkyloxycarbonyl, mono-N- or
di-N,N-(C,-Cs)alkylamino wherein said (C4-Cg)alkyl subétituent is optionally mono-,
di- or tri-substituted independently with halo, hydroxy, (C,-C¢)alkoxy, (C4-C,)alkyithio,
amino, nitro, cyano, oxo, carboxy, (C;-Cg)alkyloxycarbonyl, mono-N- or di-N,N-(C;-
Ce)alkylamino, said (C4-Cg)alkyl substituent is also optionally substituted with from
one to nine fluorines;

Rv.; is a partially saturated, fully saturated or fully unsaturated one to six
membered straight or branched carbon chain wherein the carbons, other than the
connecting carbon, may optionally be replaced with one or two heteroatoms selected
independently from oxygen, sulfur and nitrogen wherein said carbon atoms are
optionally mono-, di- or tri-substituted independently with halo, said carbon is

optionally mono-substituted with oxo, said carbon is optionally mono-substituted with
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hydroxy, said sulfur is optionally mono- or di-substituted with oxo, said nitrogen is -
optionally mono- or di-substituted with oxo; or said Ry. is a partially saturated, fully
saturated or fully unsaturated three to seven membered ring optionally having one to
two heteroatoms selected independently from oxygen, sulfur and nitrogen, wherein
said Rv.2 ring is optionally attached through (C;-C,)alkyl;

wherein said Ry. ring is optionally mono-, di- or tri-substituted independently
with halo, (Cz-Ce)alkenyl, (C,-Cs) alkyl, hydroxy, (C4-Cg)alkoxy, (C4-C,)alkylthio,
amino, nitro, cyano, oxo, carboxy, (C;-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino wherein said (C;-C)alky! substituent is optionally mono-, di- or tri-
substituted independently with halo, hydroxy, (Cy-Ce)alkoxy, (C4~C,)alkylthio, oxo or

{C4-Cg)alkyloxycarbonyl;

Ry.s is hydrogen or Qy;

wherein Qy is a fully saturated, partially unsaturated or fully unsaturated one
to six membered straight or branched carbon chain wherein the carbons, other than
the connecting carbon, may optionally be replaced with one heteroatom selected

~from oxygen, sulfur and nitrogen and said carbon is optionally mono-, di- or tri-

substituted independently with halo, said carbon is optionally mono-substituted with
hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is optionally
mono- or di-substituted with oxo, said nitrogen is optionally mono-, or di-substituted |
with oxo, and said carbon chain is optionally mono-substituted with \/v;

wherein Vy is a partially saturated, fully saturated or fully unsaturated three to
eight membered ring optionally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two
fused partially saturated, fully saturatéd or fully unsaturated three to six rﬁembered
rings, taken independently, optionally having one to four heteroatoms selécted
independently from nitrogen, sulfur and oxygen;

wherein said Vy substituent is 6ptionally mono-, di-, tri-, or tetra-substituted
independently with halo, (C,-Cg)alkyl, (C.-Cs)alkenyl, hydroxy, (C4-Ce)alkoxy, (Cs-
C,)alkylthio, amino, nitro, cyano, oxo, carboxamoyl, mono-N- or di-N,N-(C,-Cs)
alkylcarboxamoyl, carboxy, (C4-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Cs)alkylamino wherein said (C,-Cs)alkyl or (C,-Cg)alkeny! substituent is optionally
mono-, di- or tri-substituted independently with hydroxy, (C+-Cs)alkoxy, (C;-

_ Cy)alkylthio, amino, nitro, cyano, oxo, carboxy, (C4-Csg)alkyloxycarbonyl, mono-N-or _
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di—N,N-(C1-Cs)alkylamino, said (C,-Cg)alkyl or (C~Cs)alkeny! substituents are also
optionally substituted with from one to nine fluorines:
Rv. is cyano, formyl, Wy.1Qv.1, Wy.4Vis, (C+-Ca)alkyleneVy.4 or Vi,

wherein Wy, is carbonyl, thiocarbonyl, SO or SO,,

wherein Qv., a fully saturated, partially unsaturated or fully unsaturated one
to six membered straight or branched carbon chain wherein the carbons may
optionally be replaced with one heteroatom selected from oxygen, sulfur and
nitrogen and said carbon is optionally mono-, di- or tri-substituted independently with
halo, said carbon is optionally mono-substituted with hydroxy, said carbbn is
optionally mono-substituted with oxo, said sulfur is optionally mono- or di-substituted
with oxo, said nitrogen is optionally mono-, or di-substituted with 0xo, and said
carbon chain is optionally mono-substituted with Vy.q;

wherein V., is a partially saturated, fully saturated or fully unsaturated three
to six membered ring optionally having one to two heteroatoms selected
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two

_ fused partially saturated, fully saturated or fully unsaturated three to six membered

rings, taken independently, optionally having one to four heteroatoms selected
independently_from nitrogen, sulfur and oxygen;
wherein said V., substituent is optionally mono-, di-, tri-, or tetra-substituted

independently with halo, (C-Cs)alkyl, (C4-Ce)alkoxy, hydroﬁj 0X0, amino, nitro,

cyano, (C4-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C-Cq)alkylamino wherein said
(C4-Ce)alkyl substituent is optionally mono-substituted with 0OX0, said (C;-Cg)alky!
substituent is also optionally substituted with from one to nine fluorines;

wherein Vy.; is a partially saturated, fully saturated or fully unsaturated five to
seven membered ring containing one to four heteroatoms selected independently
from oxygen, sulfur and nitrogen;

wherein said Vy., substituent is optionally mono-, di- or tri-substituted
independently with halo, (C4-Cy)alkyl, (C4-Cp)alkoxy, hydroxy, or oxo wherein said
(C+-Cz)alkyl optionally has from one to five fluorines; and

wherein Ry does not include oxycarbonyl linked directly to the C* nitrogen;

wherein either Ry.; must contain Vy or Ry, must contain Vv.a;

Rvs ., Rvs, Rvyand Rygare independently hydrogen, a bond, nitro or halo
wherein said bond is substituted with Ty or a partially saturated, fully saturated or
fully unsaturated (C1-C1_2) straight or branched carbon chain wherein carbon may
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optionally be replaced with one or two heteroatoms selected independently from
oxygen, sulfur and nitrogen, wherein said carbon atoms are optionally mono-, di- or
tri-substituted independently with halo, said carbon is optionally mono-substituted
with hydroxy, said carbon is optionally mono-substituted with oxo, said sulfur is

5  optionally mono- or di-substituted with oxo, said nitrogen is optionally mono- or di-
substituted with oxo, and said carbon chain is optionally mono-substituted with Tv;

wherein Ty is a partially saturated, fully saturated or fully unsaturated three to

twelve membered ring opt}onally having one to four heteroatoms selected
independently from oxygen, sulfur and nitrogen, or a bicyclic ring consisting of two

10  fused partially saturated, fully saturated or fully unsaturated three to six membered
rings, taken independently, optionally having one to four heteroatoms selected
independéntly from nitrogen, sulfur and oxygen;

wherein said Ty substituent is optionally mono-, di- or tri-substituted
independently with halo, (C;-Ce)alkyl, (C2-Cs)alkenyl, hydroxy, (C1-Ce)alkoxy, (Cs-

15 Cy)alkylthio, amino, nitro, cyano, oxo, carboxy, (C1-Ce)alkyloxycarbonyl, mono-N- or

. —-di-N,N~(C4-Cyg)alkylamino wherein said (C4-Cg)alkyl substituent is optionally mono-,
di- or tri-substituted independently with hydroxy, (C4-Cg)alkoxy, (C4-Cy)alkyithio,
amino, nitro, cyano, oxo, carboxy, (Cs-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C,-
Ce)alkylamino, said (C-Ce)alkyl substituent also optionally has from one to nine -

20 fluorines;

wherein Ry.s and Ry, or Ry and Ry.;, and/or Ry.; and Ry.s may also be
taken together and can form at least one ring that is a partially saturated or fully
unsaturated four to eight membered ring optionally having one to three heteroatoms
independently selected from nitrogen, sulfur and oxygen; '

25  wherein said rings formed by Rvs and Ry, or Rys and Ry.;, and/or Ry, and Rys are
optionally mono-, di- or tri-substituted independently with halo, (C4~C)alkyl, (Cs-
C.)alkylsulfonyl, (C>-Ce)alkenyl, hydroxy, (C,-Cs)alkoxy, (C1-C)alkylthio, amino,
nitro, cyano, oxo, carboxy, (Cs-Ce)alkyloxycarbonyl, mono-N- or di-N,N-(C;-
Cs)alkylamino wherein said (C;-Cg)alky! substituent is optionally mono-, di- or tri-

' 30  substituted independently with hydroxy, (Cs-Cs)alkoxy, (C+-Cs)alkylthio, amino, nitro,

cyano, oxo, carboxy, (C4-Cs)alkyloxycarbonyl, mono-N- or di-N,N-(C4-Cs)alkylamino,

said (C4-Ce)alky! substituent also optionally has from one to nine fluorines; '

(6)  acycloalkano-pyridine having the Formula VI
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X
Evi N Ruiz
. . Formula Vi

or a pharmaceutically acceptable salt, enantiomer, or sterecisomer of said
compounds;
in which

Av: denotes an aryl containing 6 to 10 carbon atoms, which is optionally
substituted with up to five identical or different substituents in the form of a halogen,
nitro, hydroxyl, triflucromethyl, trifluoromethoxy or a straight-chain or branched alkyl,
acyl, hydroxyalkyl or alkoxy containing up to 7 carbon atoms each, orin the form of
a group according to the formula -BNRvi.sRvi4, Wherein

Rw.s and Ry are identical or different and denote a hydrogen, phenyl or a
straight-chain or branched alky! containing up to 6 carbon atoms,

Dw denotes an aryl containing 6 to 10 carbon atoms, which is optionally
substituted with a phenyl, nitro, halogen, trifluoromethyl or trifluoromethoxy, or a

radical according to the formula Ry,s-Ly-,

>< Ruie

RVI-S

RVI-7

or Rvie-Tv-Vui-Xv;, Wherein

Rwis, Ruis and Ry, denote, independently from one another, a cycloalkyl
containing 3 to 6 carbon atoms, or an aryl containing 6 to 10 carbon atom or a 5- to
7-membered, optionally benzo-condensed, saturated or unsaturated, mono-, bi- or
tricyclic heterocycie containing up to 4 heteroatoms from the series of S, N and/or O,
wherein the rings are optionally substituted, in the case of the nitrogen-containing
rings also via the N function, with up to five identical or different substituents in the
form of a halogen, trifluoromethyl, nitro, hydroxyl, cyano, carboxyl, trifluoromethoxy,
a straight-chain or branched acyl, alkyl, alkylthio, alkylalkoxy, alkoxy or

alkoxycarbonyl containing up to 6 carbon atoms gach, an aryl or trifluoromethyl-
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substituted aryl containing 6 to 10 carbon atoms each, or an optionally benzo-
condensed, aromatic 5- to 7-membered heterocycle containing up to 3 heteoatoms
from the series of S, N and/or O, and/or in the form of a group according to the
formula BORvy.10, ~SRy.11, ~-SO2Rv112 OF BNRy113R V.14, Wherein

Rvi10, Rvi-1s and Ryi.12 denote, independently from one another, an aryl
containing 6 to 10 carbon atoms, which is in turn substituted with up to two identical
or different substituents in the form of a phenyl, halogen or a straight-chain or
branched alkyl containing up to 6 carbon atoms, o

Rwvi1s and Ry,.44 are identical or different and have the meaning of Ry.s and
Rvi4 given above, or ‘

Rvis and/or Ry denote a radical according to the formula

O F or I
0% = LIS
Rw.z denotes a hydrogen or halogen, and
Rvis denotes a hydrogen, halogen, azido, trifluoromethyl, hydroxyl,

o —

trifluoromethoxy, a straight-chain or branched alkoxy or alkyl containing up to 6

carbon atoms each, or a radical according to the formula )
" “NRw1.15Rv1.16,

wherein )

Rwi.1s and Ry are identical or different and have the meaning of Ry, and
Rvi4 given above, or

Rwi.z and Ry together form a radical according to the formula =0 or =NRv1.17,
wherein ' :

Rw.17 denotes a hydrogen or a straight-chain or branched alkyl, alkoxy or acyl
containing up to 6 carbon atoms each,

Lw denotes a straight-chain or branched alkylene or alkenylene chain
containing up to 8 carbon atoms each, which are optionally substituted with up to
two hydroxyl groups,

Twi and Xy are identical or different and denote a straight-chain or branched
alkylene chain containing up to 8 carbon atoms, or

Twi or Xvi denotes a bond,

Vu: denotes an oxygen or sulfur atom or an BNRy.1s group, wherein

Rw.1s denotes a hydrogen or a straight-chain or branched alkyl contéihing up'
to 6 carbon atoms or a phenyl, o “

uuuuuu
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Ewv denotes a cycloalkyl containing 3 to 8 carbon atoms, or a straight-chain or
branched alkyl containing up to 8 carbon atoms, which is optionally substituted with
a cycloalky! containing 3 to 8 carbon atoms or a hydroxyl, or a phenyl, which is
optionally substituted with a halogen or trifluoromethyi,

Rwvr1 and Ry,.2 together form a straight-chain or branched alkylene chain
containing up to 7 carbon atoms, which must be substituted with a carbonyl group
and/or a radical according to the formula

' OH
(CH,), — CH, '
0—CH, g4
— 0 O
(') (') 1,3 ‘ ' \-7 ' Ruie o 1,2 ] §CRVI-20RVI-21)b
wherein

a and b are identical or different and denote a number equaling 1, 2 or 3,
Rwi1e denotes a hydrogen atom, a cycloalkyl containing 3 to 7 carbon atoms,
a straight-chain or branched silylalkyl containing up to 8 carbon atoms, or a straight-

" chain or branched alkyl containing up to 8 carbon atoms, which is optionally

substituted with a hydroxyl, a straight-chain or a branched alkoxy containing up to 6
carbon atoms or a phenyl, which may in turn be substituted with a halogen, nitro,
trifluoromethyl, trifluoromethoxy or phenyl or tetrazole-substituted phenyl, and an
alkyt that is optionally substituted with a group according to the formula BORy, ,,
wherein

Rvi22 denotes a straight-chain or branched acyl containing up to 4 carbon
atoms or benzyl, or

Rui.1e denotes a straight-chain or branched acyl containing up to 20 carbon
atoms or benzoyl, which is optionally substituted with a halogen, trifluoromethyl, nitro
or trifluoromethoxy, or a straight-chain or branched fluoroacyl containing up to 8
carbon atoms,

Ruvi.20 and Ry are identical or different and denote a hydroSen, phenyl or a
straight-chain or branched alkyl containing up to 6 carbon atoms, or

Rvi.20 @nd Ryi.z4 together form a 3- to 6-membered carbocyclic ring, and a the
carbocyclic rings formed are optionally substituted, optionally also geminally, with up
to six identical or different substituents in the form of trifluoromethyl, hydroxyl, nitrile,
halogen, carboxyl, nitro, azido, cyano, cycloalkyl or cycloalkyloxy containing 3to 7

carbon atoms each, a straight-chain or branched alkoxycarbonyl, alkoxy or alkylthio
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containing up to 6 carbon atoms each, or a straight-chain or branched alkyl
containing up to 6 carbon atoms, which is in turn substituted with up to two identical
or different substituents in the form of a hydroxyl, benzyloxy, trifluoromethyl, benzoyl,
a straight-chain or branched alkoxy, oxyacy! or carboxyl containing up to 4 carbon
atoms each and/or a phenyl, which may in turn be substituted with a halogen,
trifluoromethyi or trifluoromethoxy, and/or the carbocyclic rings formed are optionally
substituted, also geminally, with up to five identical or different substituents in the
form of a phenyl, benzoyl, thiophenyl or sulfonylbenzyl, which in turn are optionally
substltuted with a halogen, trifluoromethyl, trifluoromethoxy or nitro, and/or optionally
in the form of a radical according to the formula

1,2 / (CHz)c\ '
-802-CeHs, -(CO)sNRv123Rw124 OF =0,
wherein

¢ is a number equaling 1, 2, 3 or 4,

d is a number equaling 0 or 1,

Rwvi.2s and Rv.z4 are identical or different and denote a hydrogen, cycloalkyl
containing 3 to 6 carbon atoms, a straight-chain or branched alkyl containing up to 6
carbon atoms, benzyl or phenyl, which is optionally substituted with up to two
identical or different substituents in the form of halogen, trifluoromethyl, cyano,
phenyl or nitro, and/or the carbocyclic rings formed are optionally substituted with a
spiro-linked radical according to the formula

RVI—31

Wy -Yu  Ruzss Ry T
< z Ruia
Wy =Yy (CRy,. 7R vi20)s
(CRv2Rva0)

Vl-33

wherein

Wy, denotes either an oxygen atom or a sulfur atom,

Ywi and Y=y, together form a 2- to 6-membered straight-chain or branched
alkylene chain,

e is a number equaling 1, 2,3, 4, 5,6 or 7,

fis a number equaling 1 or 2,
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Rui2s, Rizs, Rviar, Rizs, Ruize, Ruiao and Ry, are identical or different and
denote a hydrogen, trifluoromethyl, phenyl, halogen or a straight-chain or branched
alkyl or alkoxy containing up to 6 carbon atoms each, or

Rvizs and Ri.zs 0r Rvi.zz and Ryi.zs each together denote a straight-chain or
branched alkyl chain containing up to 6 carbon atoms or

Rvi2s and Ryi.zs 0r Ry.2z and Ry each together form a radical according to
the formula

Wy ™ CH,

wherein

Wy, has the meaning given above,

g is a number equaling 1, 2, 3,4, 5,6 or 7,

Rviz2 and Ryi.a; together form a 3- to 7-membered heterocycle, which
contains an oxygen or sulfur atom or a group according to the formula SO, SOz or
BNRw.3;, Wherein

Rvis4 denotes a hydrogen atom, a phenyl, benzyl, or a straight-chain or
branched alky! containing up to 4 carbon atoms, and salts and N oxides thereof, with
the exception of 5(6H)-quinolones, 3-benzoyl-7,8-dihydro-2,7,7—trimethyl—4-phenyl;
7) a substituted-pyridine having the Formula VIi

Ry
Ruiis = Ruis
NS
Ruis N Ryiiz
Formula Vl}
or a pharmaceutically acceptable salt or tautomer thereof,
wherein
Rwiz and Ry, are independently selected from the group consisting of

hydrogen, hydroxy, alkyl, fluorinated alkyl, fluorinated aralkyl, chlorofluorinated alkyl,
cycloalkyl, heterocyclyl, aryl, heteroaryl, alkoxy, alkoxyalky!, and alkoxycarbonyl;
provided that at least one of Ry, and Ru is fluorinated alkyl, chiorofiuorinated alkyl

or alkoxyalkyl;
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Rvus is selected from the group consisting of hydroxy, amido, arylcarbonyt,
heteroarylcarbonyl, hydroxymethyl
-CHO,
-COzRvi.7, wherein Ry, is selected from the group consisting of hydrogen, alkyl and
cyanoalkyl; and

Vii-15a

i
? RVll-16a

wherein Ryy1s, is selected from the group consisting of hydroxy, hydrogen,
halogen, alkylthio, alkenylthio, alkynylthio, ary!thio, heteroaryithio, heterocyclylthio,
alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy and heterocyclyloxy, and

Rvi-1ss Is selected from the group consisting of alkyl, haloalkyl, alkenyl,
haloalkeriyl, alkynyl, haloalkynyl, aryl, heteroaryl, and heterocyclyl, arylalkoxy,
trialkylsilyloxy;
Rwis is selected from the group consisting of hydrogen, hydroxy, halogen,
alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, haloalkyl, haloalkenyl, haloalkynyl,
aryl, heteroaryl, heterocyclyl, cycloalkylalkyl, cycloalkenylalkyl, aralkyl,
heteroarylalkyl, heterocyclylalkyl, cycloalkylalkenyl, cycloalkenylalkenyl, aralkenyl,
hetereoarylalkenyl, heterocyclylalkenyl, alkoxy, alkenoxy, alkynoxy, aryloxy,
heteroaryloxy, heterocyclyloxy, alkanoyloxy, alkenoyloxy, alkynoyloxy, aryloyloxy,
heteroaroyloxy, heterocyclyloyloxy, alkoxycarbonyl, alkenoxycarbonyl,
alkynoxycarbonyl, aryloxycarbonyl, heteroaryloxycarbonyl, heterocyclyloxycarbonyi,
thio, alkylthio, alkenyithio, alkynylthio, arylthio, heteroaryithio, heterocyclylthio,
cycloalkylthio, cycloalkenylthio, alkylthioalkyl, alkenyithioalkyl, alkynylthioalkyl,
arylthioalkyl, heteroarylthioalkyl, heterocyclylthioalkyl, alkyithioalkenyl,
alkenylthioalkenyl, alkynylthioalkenyl, aryithioalkenyl, heteroarylthioalkenyl,
heterocyclythioalkenyl, alkylamino, alkenylamino, alkynylamino, arylamino,
heteroarylamino, heterocyclylamino, aryldialkylamino, diarylamino,
diheteroarylamino, alkylarylamino, alkylheteroarylamino, arylheteroarylamino,
trialkyisilyl, trialkenylsilyl, triaryisilyl,
-CO(O)N(RvueaRvian), wherein Ryys, and Rui.ey are independently selected from the
group consxstmg of alkyl alkenyl alkynyl, aryl, heteroaryl and heterocyclyl, N
—SOzRv,, o, Wherein Rvg is selected from the group consisting of hydroxy, alky!
alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl -OP(O)(ORvi102) (ORy. 10b)s
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wherein Ry10a @and Ruiios are independently selected from the group consisting of
hydrogen, hydroxy, alkyl, alkenyl, alkynyl, aryl, heteroary! and heterocyclyl, and -
OP(S) (ORwii.11a) (ORvi.115), Wherein Ryy.11a and Ryyqqp are independently selected
from the group consisting of alkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl;
Rwis is selected from the group consisting of hydrogen, hydroxy, halogen,
alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, haloalkyl, haloalkenyl, haloalkynyl,
aryl, heteroaryl, heterocyclyl, alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy,
heterocyclyloxy, alkylcarbonyloxyalkyl, alkenylcarbonyloxyalkyl,
alkynylcarbonyloxyalkyl, arylcarbonyloxyalkyl, heteroarylcarbonyloxyalkﬂ,
heterocyclylcarbonyloxyalkyl, cycloalkylalkyl, cycloalkenylalkyl, aralkyl,
heteroarylalkyl, heterocyclylalkyl, cycloalkylalkenyl, cycloalkenylalkenyl, aralkenyl,
heteroarylalkenyl, heterocyclylalkenyl, alkyithioalkyl, cycloalkylthioalkyl,
alkenylthioalkyl, alkynyithioalkyl, arylthioalkyl, heteroarylthioalkyl,
heterocyclylthioalkyl, alkylthioalkenyl, alkenylthioalkenyl, alkynyithioalkenyl,
arylthioalkenyl, heteroarylthioalkenyl, heterocyclylthioalkenyl, alkoxyalkyl,
alkenoxyalkyl, alkynoxylalkyl, aryloxyalkyl, heteroaryloxyalkyl, heterocyclyloxyalkyi,

. alkoxyalkenyl, alkenoxyalkenyl, alkynoxyalkenyl, aryloxyalkenyl,

heteroaryloxyalkenyl, heterocyclyloxyalkenyl, cyano, hydroxymethyl, -CO2Rvj1.14,
wherein Rvi14 is selected from the group consisting of alkyl, alkenyl, alkynyl, aryi,
heteroaryl and heterocycly;

FVIMSb
—"" IC_"' RVII-16b
H

wherein Ry,.1s; is selected from the group consisting of hydroxy, hydrogen,
halogen, alkylthio, alkenylthio, alkynyithio, aryithio, heteroaryithio, heterocyclyithio,
alkoxy, alkenoxy, alkynoxy, aryloxy, heteroaryloxy, heterocyclyloxy, aroyloxy, and
alkylsulfonyloxy, and

Rviey is selected form the group consisting of alkyl, alkenyl, alkynyl, ar);i,
heteroaryl, heterocyclyl, arylalkoxy, and trialkylsilyloxy;

S
Il /RVH-17
-CHy-§- C-N{
R

Vi}-18
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wherein Ry.4; and Ryy.4; are independently selected from the group
consisting of alkyl, cycloalkyl, alkenyl, alkynyl aryl, heteroaryl and heterocyc!yl

I
- C- Ry

wherein Ry, is selected from the group consisting of alkyl, cycloalkyt,

5  alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, -SRuy.20, -ORw.21, and BRvi.22CORy.

23, Wherein
Rvizo is selected from the group consisting of alkyl, alkenyl, alkynyl aryl,
heteroaryl heterocyclyl, aminoalkyl, aminoalkenyl, aminoalkynyl, aminoaryl,
.aminoheteroaryl, aminoheterocyclyl, alkylheteroarylamino, arylheteroarylamino,
10 Rwvi21 is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl,
heteroaryl, and heterocyciyl,
Rvizz is selected from the group consisting of alkylene or arylene, and
Rvi2s is selected from the group consisting of alkyl, alkenyl, alkynyl, aryl,
___heteroaryl, and heterocyclyi;

I
15 -C-NH-Ry, 5, ’
wherein Rviz4 is selected from the group consisting of hydrogen, alkyl,
cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, aralkyl, aralkenyl, and
aralkynyl;
c =N
-C =Ry
20 wherein Ryy.zs is heterocyclylideny;
/Rvu.ze
-CH,-N
\
Ryi27

2

wherein Ryi.2s and R,y are independently selected from the group
consisting of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and
heterocyclyl;
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|

O
[ -

/Rvu-ze
N
AN

-CH,-S-

RVll-29

wherein Ryy.2s and Ry are independently selected from the group
consisting of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and
heterocyclyl;
00

Il

-C ',P “Ruiao

Ryya1
wherein Ryy.3 and Ryys1 are independently alkoxy, alkenoxy, alkynoxy,
aryloxy, heteroaryloxy, and heterocyclyloxy; and
ﬁRvu-az

-C-S- Rvn-as

wherein Ryi.az and Ryy.as are independently selected from the group
consisting of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and
heterocyclyl;
H

|

-C=N-0OH
C == C-Sl(Ry3)5,

wherein Rv.35 is selected from the group consisting of alkyl, alkenyl, aryl,

heteroaryl and heterocyclyi;
L3



RVl 1-38

wherein Rvis; and Ry.as are independently selected from the group
consisting of hydrogen, alkyl, cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, and
heterocyclyl;

/RVII-39

-N=C
N
5 . ’ RV"-40

wherein Ryis is selected from the group consisting of hydrogen, alkoxy,
alkenoxy, alkynoxy, aryloxy, hetercaryioxy, heterocyclyloxy, alkyithio, alkenylthio,
alkynylthio, arylthio, heteroaryithio and heterocyclyithio, and

Rwvi«o is selected from the group consisting of haloalkyl, haloalkenyl,

10 - —haloalkynyl, haloaryl, haloheteroaryl, haloheterocyclyl, cycloalkyl, cycloalkenyl,
heterocyclylalkoxy, heterocyclylalkenoxy, heterocyclylalkynoxy, alkyithio, alkenylthio,
alkynylthio, arylithio, heteroaryithio and heterocyclyithio;

. “N=Rvi41,
wherein Ry is heterocyclylk:]enyl;
0]
l

15 ’.NRVIM?. -C- Rvn~43

wherein R is selected from the group consisting of hydrogen, élkyl,
_alkenyl, alkynyl, aryl, heteroaryl, and heterocyclyl, and T
' Ruias Is selected from the group consisting of hydrogen, alkyl, alkenyl,
alkynyl, aryl, heteroaryl, heterocyclyl, cycloalky!, cycloalkenyl, haloalkyl, haloalkenyl,
20  haloalkynyl, haloaryl, haloheteroaryl, and haloheterocyclyl;

-NH-C-NH- Ry,

wherein Ry is selected from the group consisting of hydrogen, alkyl, cycloalkyl,
alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl;
S 4" o -N=s=0;
25 ~N=C=§;
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-N=C=0;
- Ns;
- SRvius

wherein Rys is selected from the group consisting of hydrogen, alkyl,
alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, haloalkyl, haloalkenyl, haloalkynyj,
haloaryl, haloheteroaryl, haloheterocyclyl, heterocyclyl, cycloalkylalkyl,
cycloalkenylalkyl, aralkyl, heteroarylalkyl, heterocyclylalkyl, cycloalkylalkenyl,
cycloalkenylalkenyl, aralkenyl, heteroarylalkenyl, heterocyclylalkenyl, alkylthloalkyl
alkenylthioalkyl, alkynyithioalkyl, arylthioalkyl,heteroarylthioalkyl,
heterocyclylthioalkyl, alkylthioalkenyl, alkenylthioalkenyl, alkynyithioalkenyl,
arylthioalkenyl, heteroaryithioalkenyl, heterocyclylthioalkenyl, aminocarbonylalkyl,
aminocarbonyialkenyl, aminocarbonylalkynyl, aminocarbonylaryl,
aminocarbonylheteroaryl, and aminocarbonylheterocyclyl,

-SRviies, and -CH;Ryy47,

wherein Ry, is selected from the group consisting of alkyl, alkenyl, alkynyl,
aryl, heteroaryl and heterocyclyl, and

Rviaz is selected from the group consisting of hydrogen, alkyl, alkenyl,
alkynyl, aryl, heteroaryl and heterocyclyt; and

/RVII-48

-S-CH
\

RVIHB

wherein Ry, is selected from the group consisting of hydrogen, alkyl,
cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl and heterocyclyl, and

Ruvuae is selected from the group consisting of alkoxy, alkenoxy, alkynoxy,
aryloxy, heteroaryloxy, heterocyclyloxy, haloalkyl, haloalkenyl, haloalkynyl, haloaryl,
haloheteroaryl and haloheterocyclyi;

I
-5-C- Rvu-so,
wherein Ry, is selected from the group consisting of hydrogen, alkyl,
cycloalkyl, alkenyl, alkynyl, aryl, heteroaryl, heterocyclyl, alkoxy, alkenoxy, alkynoxy,
aryloxy, heteroaryloxy and heterocyclyloxy;
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I
-S- Rvu-s1

wherein Ryy.s; is selected from the group consisting of alkyl, alkeny), alkynyl,
aryl, heteroaryl, heterocyclyl, haloalkyl, haloalkenyl, haloalkynyl, haloaryl,
haloheteroaryl and haloheterocyclyl; and
0]

- 'ﬁ - Rvu-ss
O ’
wherein Ryy.s3 is selected from the group consisting of alkyl, alkenyl, alkynyl,
aryl, heteroaryl and heterocyclyl; |
provided that when Ry,.s is selected from the group consisting of
heterocyclylalkyl and heterocyclylalkenyl, the heterocyclyl radical of the
corresponding heterocyclylalky! or heterocyclylalkenyl is other than S-lactone; and
provided that when Ry is aryl, heteroaryl or heterocyclyl, and one of Rwvii2
and R is trifluoromethyl, then the other of Rviz and Ry is difluoromethyt:
(8) a substituted pyridine having the Formula Vi

Avm
TVIH = Dvm
N\
Luni N Evi
Formula Vili

or a pharmaceutically acceptable salt, enantiomer, or stereoisomer therééf,
in which

Ayy stands for aryl with 6 to 10 carbon atoms, which is optionally substituted
up to 3 times in an identical manner or differently by halogen, hydroxy,
trifluoromethyl, trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or
alkoxy with up to 7 carbon atoms each, or by a group of the formula

-NRvi1Rvin2, wherein ,
Ry @and Rz are identical or different and denote hydrogen, phenyl, or

- straight-chain or branched alkyl with up to 6 carbon atoms,
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Dvi stands for straight-chain or branched alky! with up to 8 carbon atoms,
which is substituted by hydroxy,

Evi and Ly, are either identical or different and stand for straight-chain or
branched alkyl with up to 8 carbon atoms, which is optionally substituted by
cycloalkyl with 3 to 8 carbon atoms, or stands for cycloalkyl with 3 1o 8 carbon
atoms, or

Evu has the above-mentioned meaning and

Lvin in this case stands for ary! with 6 to 10 carbon atoms, which is optionally
substituted up to 3 times in an identical manner or differently by halogen, hydroxy,
trifluoromethyl, trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or
alkoxy with up to 7 carbon atoms each, or by a group of the formula

~NRvinsRvis, Wherein

Rvma and Ry are identical or different and have the meaning given above
for Ryi.s @and Ryy.o, or

Evw stands for straight-chain or branched alkyl with up to 8 carbon atoms, or
stands for aryl with 6 to 10 carbon atoms, which is optionally substituted up to 3
times in an identical manner or differently by halogen, hydroxy, trifluoromethyl,
trifluoromethoxy, or by straight-chain or branched alkyl, acyl, or alkoxy with up to 7
carbon atoms each, or by a group of the formula

-NRvisRvins, Wherein

Rvis and R are identical or different and have the meaning given above
for Rvu-1 and Ryy.2, and

Ly in this case stands for straight-chain or branched alkoxy with upto8
carbon atoms or for cycloalkyloxy with 3 to 8 carbon atoms,

Tvm stands for a radical of the formula

R R
X VIO V10

Rviz = Avi- or Ruine

wherein

Rvuz and Ruy.s are identical or different and denote cycloalkyl with 3 to 8
carbon atoms, or aryl with 6 to 10 carbon atoms, or denote a 5- to 7-member
aromatic, optionally benzo-condensed, heterocyclic compound with upto 3
heteroatoms from the series S, N and/or O, which are optionally substituted upio 3
times in an identical manner or differently by trifluoromethyl, trifluoromethoxy,
halogen, hydroxy, carboxyl, by straight-chain or branched alkyl, acyl, alkoxy, or
alkoxycarbonyl with up to 6 carbon atoms each, or by phenyl, phenoxy, or
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thiophenyl, which can in turn be substituted by halogen, trifluoromethyl, or
trifluoromethoxy, and/or the rings are substituted by a group of the formula
-NRvir11Rvir12, Wherein
Rvi.11 and Ryy.42 are identical or different and have the meaning given above
5 for Rviq and Ruz,
Xvm denotes a straight or branched alkyl chain or alkenyl chain with 2 to 10
carbon atoms each, which are optionally substituted up to 2 times by hydroxy,
Rvuie denotes hydrogen, and o
‘ Rvu1o denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy, mercapto,
10 trifluoromethoxy, straight-chain or branched alkoxy with up to 5 carbon atoms, or a
radical of the formula
-NRvi-13Rvin14, Wherein
Rviiz and Ryy.y4 are identical or different and have the meaning given above
for Rvi.s @and Ry, or
15 Rums and Rvu.1o form a carbony! group together with the carbon atom;
.49) a substituted 1,2 4-triazole having the Formula IX

/3 °\
Rlx-1/4 rfl;)\Rlx-a

‘ Rix2

Formula 1X
or a pharmaceutically acceptable salt or tautomer thereof:
wherein Ry is selected from higher alkyl, higher alkenyl, higher alkyny, aryl,
20  aralkyl, aryloxyalkyl, alkoxyalkyl, alkylthioalkyl, arylthioalkyl, and cycloalkylalkyl;
wherein Ry is selected from aryl, heteroaryl, cycloalkyl, and cycloalkenyl,
wherein
Rix-2 is optionally substituted at a substitutable position with one or more radicals
independently selected from alkyl, haloalkyl, alkylthio, alkylsulfinyl, alkylsulfonyl,
25  alkoxy, halo, aryloxy, aralkyloxy, aryl, aralkyl, aminosulfonyl, amino, monoalkylamino
and dialkylamino; and
wherein Rixs is selected from hydrido, -SH and halo;
provided Rix. cannot be phenyl or 4—methylphenyl when R,x 1 is h:gher alkyl and
when Rixs is BSH; : :



10

15

20

012619

-184-

(10) a hetero-tetrahydroquinoline having the Formula X

Formula X

or a pharmaceutically acceptable salt, enantiomer, or sterecisomer or N-oxide of
said compound; M
in which

Ax represents cycloalkyl with 3 to 8 carbon atoms ora 5 to 7-memberéd,
saturated, pariially saturated or unsaturated, optionally benzo-condensed
heterocyclic ring containing up to 3 heteroatoms from the series comprising S, N
and/or O, that in case of a saturated heterocyclic ring is bonded to a nitrogen
function, optionally bridged over it, and in which the aromatic systems mentioned
above are optionally substituted up to 5-times in an id;ntical or different substituents
in the form of halogen, nitro, hydroxy, trifluoromethyl, trifluoromethoxy or by a
straight-chain or branched alkyl, acyl, hydroxyalkyl or alkoxy each having up to 7
carbon atoms or by a group of the formula BNRysRy.,
in which

Rx-3 and Rx4 are identical or different and denote hydrogen, phenyl or
straight-chain or branched alkyl having up to 6 carbon atoms,
or

Ax represents a radical of the formula

)
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Dx represents an aryl having 6 to 10 carbon atoms, that is optionally
substituted by phenyl, nitro, halogen, trifluormethyi or tnﬂuormethoxy, orit
represents a radical of the formula

R
X-7 s

X-6

Ry s — Ly— or e Tx——Vx—X

5 inwhich
Rx.s, Rxs and Ry, independently of one another denote cycloalkyt having 3 to
‘6 carbon atoms, or an aryl having 6 fo 10 carbon atoms or a 5- to 7-membered
aromatic, optionally benzo-condensed saturated or unsaturated, mono-, bi-, or
tricyclic heterocyclic ring from the series consisting of S, N and/or O, in which the

10  rings are substituted, optionally, in case of the nitrogen containing aromatic rings via
the N function, with up to 5 identical or different substituents in the form of halogen,

. ’"tnﬂuoromethyl nitro, hydroxy, cyano, carbonyl, trifluoromethoxy, straight straight-
chain or branched acyl, alkyl, alkylthio, alkylalkoxy, alkoxy, or alkoxycarbonyl each
having up to 6 carbon atoms, by aryl or triflucromethyl-substituted aryl each having 6

15 to 10 carbon atoms or by an, optionally benzo-condensed, aromatic 5- to 7-
membered heterocyclic ring having up to 3 heteroatoms from the series consisting of
S, N, and/or O, and/or substituted by a group of the formula BORx.10, -SRx.11, SO2Rx.
12 OF BNRx13Rx.14 ,
in which , _

20 Rx-10, Rx.11 and Ry.q2 indepéndébtly from each other denote aryi having 6 to
10 carbon atoms, which is in turn substituted with up to 2 identical or diﬁeient
substituents in the form of phenyl, halogen or a straight-chain or branched alkyl
having up to 6 carbon atoms,
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Rx.13 and Rx.14 are identical or different and have the meaning of Ry; and Ry

indicated above,

or

Rx.s and/or Ry.s denote a radical of the formula
. f
LI x But:
o F FC” 07
i o or

Rx.7 denotes hydrogen or halogen, and
Rx.s dénotes hydrogen, halogen, azido, trifluoromethyl, hydroxy,

trifluoromethoxy, straight-chain or branched alkoxy or alkyl having up to 6 carbon

atoms or a radical of the formula
BNRx.15Rx-16
in which -

Rx.1s and Rx. are identical or different and have the meaning of Rx; and Rx4

indicated above,

or

Rx-7 and Rx. together form a radical of the formula =0 or =NRy.47,

in which

o

Rx.17 denotes hydrogen or straight chain or branched alkyl, alkoxy or acyl

having up to 6 carbon atoms,

Lx denotes a straight chain or branched alkylene or alkenylene chain having

up to 8 carbon atoms, that are optionally substituted with up to 2 hydroxy groups,

Tx and Xx are identical or different and denote a straight chain or branched

alkylene chain with up to 8 carbon atoms

or

Tx or Xx denotes a bond,
Vx represents an oxygen or sulfur atom or an BNRx.1g-group, in which

" spmee
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Rx.1s denotes hydrogen or straight chain or branched alkyl with up to 6 carbon
atoms or phenyl,

Ex represents cycloalkyl with 3 to 8 carbon atoms, or straight chain or branched
alkyl with up to 8 carbon atoms, that is optionally substituted by cycloalkyl with 3to 8
carbon atoms or hydroxy, or represents a phenyl, that is optionally substituted by
halogen or trifluoromethyl,

Rx.+ and Ry., together form a straight-chain or branched alkylene chain with up to
7 carbon atoms, that must be substituted by carbonyl group and/or by a radical with the

formula
' OH

(CHz)a_ CHZ

1,3 O—CH, OV —0

c')\/clb , , , ’ Reto o 1.2 ]

in which a and b are identical or different and denote a number equaling 1,2, or 3,

(CRx.zoRx-m)b

Rx.1e denotes hydrogen, cycloalkyl with 3 up to 7 carbon atoms, straight chain or
branched silylalkyl with up to 8 carbon atoms or straight chain or branched alkyl with up

.10 8 carbon atoms, that are optionally substituted by hydroxyl, straight chain or branched

alkoxy with up to 6 carbon atoms or by phenyl, which in turn might be substituted by
halogen, nitro, trifluormethy!, trifluoromethoxy or by phenyl or by tetrazole-substituted
phenyl, and alkyl, optionally be substituted by a group with the formula BORy,,,
in which )

Rx.2» denotes a straight chain or branched acyl with up to 4 carbon atoms or
benzyl,
or

Rx.19 denotes straight chain or branched acy! with up to 20 carbon atoms or
benzoyl , that is optionally substituted by halogen , trifluoromethyl, nitro or
trifluoromethoxy, or it denotes straight chain or branched fluoroacy! with up to 8 carbon
atoms and 9 fluorine atoms,

Rx.20 @nd Ry, are identical or different and denote hydrogen, phenyl or straight
chain or branched alkyl with up to 6 carbon atoms,
or

Rx.20 and Rx.; together form a 3- to 6- membered carbocycdlic ring, and the
carbocyclic rings formed are optionally substituted, optionally also geminally, with up to

six identical or different substituents in the form of triflouromethyi, hydroxy, nitrile,
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halogen, carboxyl, nitro, azido, cyano, cycloalky! or cycloalkyloxy with 3 to 7 carbon
atoms each, by straight chain or branched alkoxycarbonyl, alkoxy or alkylthio with up to
6 carbon atoms each or by straight chain or branched alkyl with up to 6 carbon atoms,
which in turn is substituted with up to 2 identically or differently by hydroxyi, benzyloxy,
trifluoromethyl, benzoyl, straight chain or branched alkoxy, oxyacyl or carbony! with up to
4 carbon atoms each and/or phenyl, which may in turn be substituted with a halogen,
trifuoromethyl or trifluoromethoxy, and/or the formed carbocyclic rings are optionally
substituted, also geminally, with up to 5 identical or different substituents in the form of
phenyl, benzoyl, thiophenyl or sulfonylbenzyl, which in turn are obtionally substituted by
halogen, trifluoromethyl, trifluoromethoxy or nitro, and/or optionally are substituted by a

radical with the formula

1.2 /(CHz)c\‘
-S02-CgHs, -(CO)aNRx 23Rx.24 O =0,

in which

c denotes a number equaling 1, 2, 3, or 4,

d denotes a number equaling O or 1,

Rx23 and Ry.,4 are identical or different and denote hydrogen, cycloalky! with 3 to
6 carbon atoms, straight chain or branched alkyl with up to 6 carbon atoms, benzyl or
phenyl, that is optionally substituted with up to 2 identically or differently by halogen,
trifluoromethyl, cyano, pheny! or nitro, and/or the formed carbocyclic rings are

substituted optionally by a spiro-linked radical with the formula

Ry-31
Wy - Yy Rx-zs Rx-za R
< Z < X-32
W, - Yy (CRy 27Rx20), <}O R
] R X-33
(CRx.zg X-30)f , or
in which

Wy denotes either an oxygen or a sulfur atom

Yx and Y'x together form a 2 to 6 membered straight chain or branched alkylene
chain,
e denotes a number equaling 1, 2, 3,4, 5,6, or 7,
f denotes a number equaling 1 or 2,
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Rux-25, Rx26: Rx.27 » Rx2s, Rx2s, Rxa0 @and Ry are identical or different and denote -
hydrogen, trifiluoromethyl, phenyl, halogen or straight chain or branched alkyl or alkoxy
with up to 6 carbon atoms each,
or

Rx-2s and Rx.zs or Ry.o; and Ry.,s respectively form together a straight chain or
branched alkyl chain with up to 6 carbon atoms,

or
Rx-2s and Ryx.s or Rx.,; and Rx..s each together form a radical with the formula
Wy — CH, '
| W, — (CHy),
in which

Wy has the meaning given above,
g denotes a number equaling 1, 2, 3, 4, 5, 6, or 7,

Rx.32 and Rxs3 form together a 3- to 7- membered heterocycle, which contains an
oxygen or sulfur atom or a group with the formula SO, SO, or- NRx 34,
in which

Rx.a4 denotes hydrogen, phenyl, benzyl or straight or branched alkyl with up to 4
carbon atoms;
(11) a substituted tetrahydro naphthaline or an analogous compound having the

Formula Xl

A

XI™ Rxn-1

Ei Ry.2

Formula XI
or a stereoisomer, stereoisomeric mixture, or salt thereof, in which
Ax stands for cycloalkyl with 3 to 8 carbon atoms, or stands for aryl with 6to 10
carbon atoms, or stands for a 5- to 7-mémbered, saturated, partially unsaturated or

- unsaturated, possibly benzocondensated, heterocycle with up to 4 heteroatoms from the

series S, N and/or O, where aryl and the heterocyclic ring systems mentioned above are
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substituted up to 5-fold, identical or different, by cyano, halogen, nitro, carboxyl,
hydroxy, trifluoromethyl, trifluoro- methoxy, or by straight-chain or branched alkyl, acyl,
hydroxyalkyl, alkylthio, alkoxycarbonyl, oxyalkoxycarbonyl or alkoxy each with upto?7
carbon atoms, or by a group of the formula
'NRxn-aRxm.
in which

Rx.3 and Ry are identical or different and denote hydrogen, phenyl, or straight-
chain or branched alkyl with up to 6 carbon atoms

Dy stands for a radical of the formula

R

X7 Rys
Ras— L~ , ><

Ry , or Ry T)Ln TV T Xy

in which

Rxis» Rxis @and Ry.g, independent of each other, denote cycloalkyl with 3 to 6
carbon atoms, or denote aryl with 6 to 10 carbon atoms, or denote a 5- to 7-membered,
possibly benzocondensated, saturated or unsaturated, mono-, bi- or tricyclic heterocycle
with up to 4 heteroatoms of the series S, N and/or O, where the cycles are possibly
substitutedCin the case of the nitrogen-containing rings also via the N-functionCup to 5-
fold, identical or different, by halogen, trifluoromethyl. nitro, hydroxy, cyano, carboxy,
trifluoromethoxy, straight-chain or branched acyl, alkyl, alkylthio, alkylalkoxy, alkoxy or
alkoxycarbonyl with up to 6 carbon atoms each. by aryl or trifluoromethyl substituted aryl
with 6 to 10 carbon atoms each, or by a possibly benzocondensated aromatic 5- to 7-
membered heterocycle with up to 3 heteroatoms of the series S, N and/or O, and/or are
substituted by a group of the formula
-ORxi.10, ~SRxt11 , “SOzRx12 Or -NRy 13Rx1.14,
in which

Ryx.-10, Rxi11 @nd Ry.15, independent of each other, denote aryl with 6 to 10 carbon
atoms, which itself is substituted up to 2-fold, identical or different, by phenyl, halogen.
or by straight-chain or branched alkyl with up to 6 carbon atoms,

Rx.13 and Ry..4 are identical or different and have the meaning given above for
Rx-s and Ry,
or

Rx.s and/or Ry.s denote a radical of the formula
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IS0 awet:
"/ Fc” S0
0 F Y .

Rx.7 denotes hydrogen, halogen or methyl,
and

Rx.e denotes hydrogen, halogen, azido, trifluoromethyl, hydroxy,
trifluoromethoxy, straight-chain or branched alkoxy or alky! with up to 6 carbon atoms
each, or a radical of the formula -NRy.1sRx.1s,
in which

Rxi.15 @nd Ry.4¢ are identical or different and have the meaning given above for
Rx.3 and Ry,
or

Ry.7 and Ry together form a radical of the formula =0 or =NRx.47, in which

Rx-17 denotes hydrogen or straight-chain or branched alkyl, alkoxy or acyl with up
to 6 carbon atoms each,

Ly, denotes a straight-chain or branched alkylene- or alkenylene chain with upto
8tarbon atoms each, which is possibly substituted up to 2-fold by hydroxy,

_ Tx and Xy are identical or different and denote a straight-chain or branched

alkylene chain with up to 8 carbon atoms,

or
Tx and Xy denotes a bond,
Vy stands for an oxygen- or sulfur atom or for an -NRy.4 group,
in which

Rx1s denotes hydrogen or straight-chain or branched alkyl with up to 6 carbon
atoms, or phenyl, ST h

Ex stands for cycloalkyl with 3 to 8 carbon atoms, or stands for straight-chain or
branched alkyl with up to 8 carbon atoms, which is possibly substituted by cycloalky!
with 3 to 8 carbon atoms or hydroxy, or stands for phenyl, which is possibly substituted
by halogen or trifluoromethyl,

Rx.1 and Ry, together form a straight-chain or branched alkylene chain with up
to 7 carbon atoms, which must be substituted by a carbonyl group and/or by a radical of

the formula
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(CH,),— CH, ) o
CI)\/(!') " (i)_—CHz OV —ORyss or 12 C,) (CRy20Rxan)y
in which

a and b are identical or different and denote a number 1, 2 or 3

Rxi.19 denotes hydrogen, cycloalkyl with 3 to 7 carbon atoms, straight-chain or
branched silylalkyl with up to 8 carbon atoms, or straight-chain or branched alkyl with up
to 8 carbon atoms, which is possibly substituted by hydroxy, straight-chain or branched
alkoxy with up to 6 carbon atoms, or by phenyl, which itself can be substituted by
halogen, nitro, trifluoromethyl, trifluoromethoxy or by phenyl substituted by phenyl or
tetrazol, and alkyl is possibly substituted by a group of the formula -ORy,_,,,
in which

Rxi22 denotes straight-chain or branched acyl with up to 4 carbon atoms, or
benzyi,
or

Rx1s denotes straight-chain or branched acyl with up to 20 carbon atoms or
benzoyl, which is possibly substituted by halogen, trifluoromethyl, nitro or
trifluoromethoxy, or denotes straight-chain or branched fluoroacyl with up to 8 carbon
atoms and 9 fluorine atoms, .

Rxi20 and Ry, are identical or different, denoting hydrogen, phenyl or straight-
chain or branched alkyl with up to 6 carbon atoms,
or

Rxi-20 and Ry.2; together form a 3- to 6-membered carbocycle, and, possibly also -
geminally, the alkylene chain formed by Ry., and Ry», is possibly substituted up to 6-
fold, identical or different, by trifluoromethyl, hydroxy, nitrile, halogen, carboxyl, nitro,
azido, cyano, cycloalkyl or cycloalkyloxy with 3 to 7 carbon atoms each, by straight-
chain or branched alkoxycarbonyl, alkoxy or alkoxythio with up to 6 carbon atoms each,
or by straight- chain or branched alkyl with up to 6 carbon atoms, which itself is
substituted up to 2-fold, identical or different. by hydroxyl, benzyloxy, trifluoromethyl,
benzoyl, straight-chain or branched alkoxy, oxyacyl or carboxyl with up to 4 carbon
atoms each, and/or phenyl- which itself can be substituted by halogen, trifluoromethy! or
trifluoromethoxy, and/or the alkylene chain formed by Ry, and Rx.2 is substituted, also

geminally, possibly up to 5-fold, identical or different, by phenyl, benzoyl, thiopheny! or
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sulfobenzyl -which themselves are possibly substituted by halogen, trifluoromethyl,
trifluoromethoxy or nitro, and/or the alkylene chain formed by Rx.1 and Ry, is possibly
substituted by a radical of the formula :

1,2 /(c*"z’c\‘

-S02-CgHs, +(CO)4NRxi.23Rx.24 OF =0,
in which )

c denotes a number 1, 2, 3 or 4,

d denotes a number 0 or 1,

Rxi.2s @nd Ry.24 are identical or different and denote hydrogen, cycloalkyl with 3 .
to 6 carbon atoms, straight-chain or branched alkyl with up to 6 carbon atoms, benzyl or
phenyl, which is possibly substituted up to 2-fold. identicai or different, by halogen,
trifluoromethyl, cyano, phenyl or nitro, and/or the alkylene chain formed by Ry, and Ry,
is possibly substituted by a spiro-jointed radical of the formula

RXI-31

<Wx1 “Yx Ryasn Rz R

X < X132
Wy -Y'y , (CRXI-27RXI-235 Q:O Rya

(CRm.zgRXX-Bf)f . or

in which

Wy denotes either an oxygen or a sulfur atom,

Yx and Y’y together form a 2- to 6-membered straight-chain or branched
alkylene chain,

eisanumber1,2,3,4,5 6 or},

f denotes a number | or 2,

Ri25: Rxi26, Rxi-27, Rxi-28, Rt.28, Rxi.30 @nd Ryys; are identical or different and
denote hydrogen, trifluoromethyl, phenyl, halogen, or straight-chain or branched alkyl or
alkoxy with up to 6 carbon atoms each,
or

Rxi.2s @and Rx.zs Or Ry.2; and Ry, together form a straight-chain or branched
alky! chain with up to 6 carbon atoms,
or

Rxi.2s and Ry.26 or Ry7 and Rx,.?a together form a radical of the formula
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Wx|_ CH2
WXI — (CHz)g

in which

Wy has the meaning given above,

gisanumber1,2, 3,4,560r7,

Rx.s2 @nd Ry.33 together form a 3- to 7-membered heterocycle that contains an
oxygen- or sulfur atom or a group of the formula SO, SO, or -NRy.34,
in which
Rx.s4 denotes hydrogen, phenyl, benzyl, or straight-chain or branched alky! with up to 4
carbon atoms; |

(12) a 2-aryl-substituted pyridine having the Formula (XI)

AXll

Ty = Dyirs

NS
LXll N EXll-2

Formula XII

or pharmaceutically acceptable salts, enantiomers, or stereoisomers of said
compounds,
in which

Axn and Exy are identical or different and stand for aryl with 6 to 10 carbon atoms
which is possibly substituted, up to 5-fold identical or different, by halogen, hydroxy,
trifluoromethyl, trifluoromethoxy, nitro or by straight-chain or branched alkyl, acy!,
hydroxy alkyl or alkoxy with up to 7 carbon atoms each, or by a group of the formula -
NRx1Rxiz
where

R+ @and Ry, are identical or different and are meant to be hydrogen, phenyl or
straight-chain or branched alkyl with up to 6 carbon atoms,

Dxu stands for straight-chain or branched alkyl with up to 8 carbon atoms, which
is substituted by hydroxy,
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Lxy stands for cycloalkyl with 3 to 8 carbon atoms or for straight-chain or -
branched alkyl with up to 8 carbon atoms, which is possibly substituted by cycloalky!
with 3 to 8 carbon atoms, or by hydroxy,

Ty stands for a radical of the formula Ryq.5-Xx Or

RXH-S\/ RXII-G

RXll-4

where
Rxas @nd Ry are identical or different and are meant to be cycloalkyl with 3 to 8

carbon atoms, or aryl with 6 to 10 carbon atoms, or a 5- to 7-membered aromatic,
possibly benzocondensated heterocycle with up to 3 heteroatoms from the series S, N
and/or O, which are possnbly substituted. up to 3-fold identical or different, by
trifluoromethyl, trifluoromethoxy, halogen, hydroxy, carboxyl, nitro, by straight-chain or
branched alkyl, acyl, alkoxy or alkoxycarbonyl with up to 6 carbon atoms each. or by
phenyl, phenoxy or phenyithio which in turn can be substituted by halogen.
trifluoromethyl or trifluoromethoxy, and/or where the cycles are possibly substituted by a
group of the formula -NRy;,.7Ry.s,

where

Rxiz and Rxys are identical or different and have the meaning of Ry, and Ry,
given above,

Xxu is a straight-chain or branched alkyl or alkenyl with 2 to 10 carbon atoms
each, possibly substituted up to 2-fold by hydroxy or halogen,

Ryxus stands for hydrogen,
and ‘

Rxis means to be hydrogen, halogen, mercapto, azido, trifluoromethyl, hydroxy,
trifluoromethoxy, straight-chain or branched alkoxy with up to 5 carbon atoms, or a
radical of the formula BNRyy ¢Rxti.10, ‘
where

Rxis and Rxy.q0 are identical or different and have the meaning of Ry, and Ry,
given above,

or
Rxis and Rxy., together with the carbon atom, form a carbonyi group; or

(13) a compound having the Formula (XlI1)
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/YXIII \

Ry NH
X1 §—Z,,
Xy Xy
X3
Formula XHI

or a pharmaceutically acceptable salt, enantiomer, stereoisomer, hydrate, or solvate of
said compounds, in which

Ry is a straight chain or branched C,.,, alkyl; straight chain or branched C,.,,
alkenyl; halogenated C,. lower alkyl; C.4, cycloalkyl that may be substituted; Cs
cycloalkenyl that may be substituted; C; 4, cycloalkyl C..qo alkyl that may be substituted;
aryl that may be substituted; aralkyl that may be substituted: or a 5- or 6-membered
heterocyclic group having 1 to 3 nitrogen atoms, oxygen atoms or sulfur atoms that may
be substituted,

Xxan-1, Xxm-2, Xsans, Xxus may be the same or different and are a hydrogen atom;
halogen atom; C._, lower alkyl; halogenated C,_ lower alkyl; C14 lower alkoxy; cyano
group; nitro group; acyl; or aryl, respectively;

Yxm is -CO-; or BSO,-; and

Zxu is @ hydrogen atom; or mercapto protective group.

0. A composition as defined in claim 8, wherein said CETP inhibitor is selected

from:

[2R,4S] 4-[(3,5-dichloro-benzyl)-methoxycarbonyl-amino]-B,?-dimethoxy-2—methyl-3,4-
dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,4S) 4—[(3,S-dinitro-benzyl)-methoxycarbonyl-amino]-e,7-dimethoxy-2-methy|—3,4—
dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,4S] 4-[(2,6—dichloro-pyridin-4-ylmethyl)—methoxycarbonyl—amino]-S,7~dimethoxy-2-
methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;
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[2R,4S) 4-[(3,5—bis-triﬂuoromethyl-benzyl)-methoxycarbonyl—amino]-6,7-dimethoxy-2-
methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,48] 4-[(3,5-bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-6-methoxy—2-methyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester:

[2R48] 4-[(3,5-bis-triﬂuoromethyl-benzyl)—methoxycarbonyl-amino]-7—methoxy-2—methyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester,

[2R,4S] 4-[(3,5-bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]—6,7-dimethoxy—2—
methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester:

[2R,48) 4-[(3,5—bis-triﬂuoromethyl-benzyl)—ethoxycarbonyl-amino]—ﬁ,7-dimethdxy;2-
methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,4S] 4-[(3,5-bis-triﬂuorom'ethyl-benzyl)—methoxycarbonyl—amino]-6,7-dimethoxy-2—
- methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid 2,2,2-trifluoro-ethylester:

[2R,48] 4-[(3,5-bis-trifluoromethyl-benzyl )-methoxycarbonyl-amino]-6,7-dimethoxy-2-
methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid propyi ester;

[2R,48] 4-[(3,5-bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-G,?—dimethoxy-z-
methyl-3,4-dihydro-2H-quinoline-1-carboxylic acid tert-butyl ester:; '

[ZRTA:S] 4-[(3,5—bis~trifluoromethyl—benzyl)-methoxycarbonyl—amino]-2-methyl-6-
trifluoromethoxy-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester,

[2R,48] (3,5-bis-triﬂuoromethyl-benzyl)«(1-butyryl—G,7-dimethoxy-2-methyl—1 2,3,4~
tetrahydro-quinolin-4-yl)-carbamic acid methyl ester;

[2R 48] (3,5-bis-trifluoromethyl-benzyl)-(1-butyl-6,7-dimethoxy-2-methyi-1,2,3 4-
tetrahydro-quinolin-4-yi)-carbamic acid methyl ester;

[2R,48] (3,5-bis-trifluoromethyl-benzyl)-[1 -(2-ethyl-butyl)-6,7-dimethoxy-2-methyi-
1,2,3,4-tetrahydro-quinolin-4-yl}-carbamic acid methyl ester, hydrochloride;
[2R,4S] 4-[(3,5-Bis-trifluoromethyl-benzyl)—methoxycarbonyl—amino}-2—methyl- i

7-trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,4S] 4-[(3,5—Bis-triﬂuoromethyl-benzyl)—methoxycarbonyl-amino]-?-chloro—2-methyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester:

[2R,4S] 4-[(3,5-Bis-triﬂuoromethyl-benzyt)—methoxycarbonyl-amino]—6-chloro-2-methyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,48) 4-[(3,5-Bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]—2,6,7-trimethyl-3,4—
dihydro-2H-quinoline-1-carboxylic acid ethyl ester
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[2R,48] 4-[(3,5-Bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-6.7-diethyl-2-methyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester:

[2R,4S] 4-[(3,5-Bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-6-ethyl-2-methyl—
3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester:

[2R,48] 4-[(3,5-Bis-triﬂuoromethyl—benzyl)-methoxycarbonyl—amino}-2—methy|—6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,4S] 4-[(3,5—bis-triﬂuoromethyl-benzyl)-methoxycarbonyl—amino]-2-methyl- 6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;

[2R, 48] 4-{(3,5-bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-z-methyl-
2,3,4,6,7,8-hexahydro-cyclopentafg)quinoline-1-carboxylic acid ethyl ester;

[6R, 85] 8-[(3,5-bis-triﬂuoromethyl-benzyl)—methoxycarbonyl-amino]-6-methyl—3,6,7,8-
tetrahydro-1H-2-th ia-5-aza-cyclopenta[b]naphthalene-S-carboxylic acid
ethylester;

[6R, 8S} 8-[(3,5—bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]-6-methyl-3,6,7,8—
tetrahydro-2H-furo[2,3-g]quinoline-5-carboxylic acid ethyl ester:

- [2R,48) 4-[(3,5-bis-triﬂuoromethyl—benzyl)-methoxycarbonyl-amino]-2-methyl-3,4,6,8-

tetrahydro-2H-furo[3,4-g]quinoline-1-carboxylic acid ethyl ester;

[2R /48] 4-[(3,5-bis—triﬂuoromethyl—benzyl)-methoxycarbonyl-amino]-2-methyl-3,4,6,7,8,9-
hexahydro-2H-benzo[g]quinoline-1-carboxylic acid propyl ester;

[7R,9S] 9—[(3,5-bis-triﬂuoromethyl—benzyl)-methoxycarbonyl-amino]—?—methyl-1 2,3,7,8,9-
hexahydro-6-aza-cyc!openta[a]naphthalene—S-carboxylic acid ethyl ester;

[6S,8R] 6-[(3,5—bis-triﬂuoromethyl—benzyl-)-methoxycarbonyl-amino]-s-
methyl-1 +2,3,6,7,8-hexahydro-9-aza-cyclopenta[anaphthalene-9-
carboxylic acid ethyl ester:

[28,48] 4-[(3,5-bis-triﬂuoromethyl-benzyl)—methoxycarbonyl-amino]-2-
isopropyl-S-triﬂuoromethyl-3,4-dihydro-2H—quinoIine—1-carboxylic acid
isopropyl ester;

[25,48] 4-{( 3,5—bis-triﬂuoromethyl—benzyl)-methoxycarbonyl-amino]—6-chIoro~2-
cyclopropyi-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;

[25,49] 2-cyclopropyl-4-[(3,5-dich!oro-benzyl)-methoxycarbonyl-amino]-S—triﬂuoromethyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;

[25,4S] 4-[(3,5—bis-triﬂuoromethyl-benzyl)-methoxycarbonyl—amino]-2-cyclopropyl—6—
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid tert-butyl ester;



10

15

20

a0

012619

-190-

[2R 4R] 4-[(3,5-bis-trifluoromethyl-benzyl)-
methoxycarbonyl-amino}-2-cyclopropyl-6-trifluoromethyl-3,4-dihydro-2H-
quinaline-1-carboxylic acid isopropyl ester;

[2S,48] 4-[(3,5-bis-trifluoromethyi-benzyl)-methoxycarbonyl-amino}-2-cyclopropyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;

[2S,48] 4-{(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-cyclobutyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester,

[2R,48) 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino}-2-ethyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropy! ester;

[28,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino]-2-methoxymethyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;

[2R 48] 4-[(3,5-bis-trifluoromethyl-benzyl)-methoxycarbonyl-amino}-2-ethyt-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid 2-hydroxy-ethyl ester;

[28,48] 4-](3,5-bis-trifluoromethyl-benzyl)}-methoxycarbonyl-amino}-2-cyclopropyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,48] 4-|(3,5-bis-trifluoromethyl-benzyl}-methoxycarbonyl-amino]-2-ethyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;
[2S,4S] 4-[(3,5-bis-trifluoromethyl-benzyl}-methoxycarbonyl-amino}-2-cyclopropyl-6-

trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid propyl ester;

[2R,4S] 4-[(3,5-bis-trifluoromethyl-benzyl)}-methoxycarbonyl-amino}-2-ethyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid propyl ester.

[2S,4S] 4-{(3,5-bis-trifluoromethyl-benzyl)-formyl-amino}-2-cyclopropyl-6-trifluoromethyl-
3.4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;

[2S,48] 4—[(3,5-bis-triﬂuoromethy!—benzyl)-‘forr'ﬁyl-amino]—2-cyciopropyl-6-triﬂuor_omethy!-
3,4-dihydro-2H-quinoline-1-carboxylic acid propyl ester; ’

[28,4S] 4-[acetyl~(3,5-bis-trifluoromethyl-benzyl)-amino}-2-cyclopropyl-6-trifiuoromethyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid tert-butyl ester;

[2R,4S] 4-[acetyl-(3,5-bis-trifluoromethyl-benzyl)-amino}-2-ethyl-6-trifluoromethyl-3,4-
dihydro-2H-quinoline-1-carboxylic acid isopropy! ester;

[2R 48] 4-[acetyl-(3,5-bis-triflucromethyl-benzyl)-amino}-2-methyl-6-trifluoromethyl-3,4-
dihydro-2H-quinoline-1-carboxylic acid ethyl ester,

[2S,48] 4-[1-(3,5-bis-triflucromethyl-benzyl)-ureido}-2-cyclopropyl-6-triflucromethyl-3,4-
dihydro-2H-quinoline-1-carboxylic acid isopropy! ester;

A i 2V ey )
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[2R,48] 4-[acetyl-(3,5—bis-triﬂuoromethyl-benzyl)-amino}-2-ethyl-6-trifluoromethy(—S,4-
dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[28,48] 4-[acetyl~(3,5-bis-trifluoromethyl-benzyl)-amino}-2-methoxymethyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;

[25,45] 4-[acetyl-(3,5-bis-triﬂuoromethyl-benzyl}amino]-2-cyclopropyl-6-triﬂuoromethyl—
3,4-dihydro-2H-quinoline-1-carboxylic acid propyl ester;

[28,4S] 4-[acetyl-(3,5-bis-triﬂuoromethyl-benzy!)—amino]-2—cyclopropyl-6-triﬂuoromethyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,48] 4-[(3,5-bis-triﬂuorémethyl-benzyl)-forrnyl-amino]-2-ethy|—6—triﬂuoromethyl-3,4-
dihydro-2H-quinoline-1-carboxylic acid isopropyl ester,

[2R,48] 4-[(3,5-bis-triﬂuoromethyl-benzyl)-formyl—amino]-2-methyl-6-triﬂuoromethyl—3,4-
dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[28,4S] 4-[acetyl-(3,5-bis-triﬂuoromethy!-benzyl)—amino]-2-cyclopropyl-6—triﬂuoromethyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;

[2R,48] 4—[(3,5-bis-triﬂuoromethyl-benzyl)-formyl—amino]-2-ethyl-6-triﬂuoromethyl-3,4—
dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[25,49] 4-[(3,5-bis—triﬂuoromethyl-benzyl)-formyl—amino}-2-cyclopropyl-6—triﬂuoromethyl-
3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester;

[2R,4S] 4—[(3,5-bis—triﬂuoromethyl-benzyl)-formyl-amino]-2-methyl-6-triﬂuoromethyl-3,4—
dihydro-2H-quinoline-1-carboxylic acid isopropyl ester:;

[2R,48] 4-[acetyl-(3,5-bis-triﬂuoromethyl-benzyl)—amino]-2-methyl-6-triﬂuoromethyl-3,4—
dihydro-2H-quinoline-1-carboxylic acid isopropy! ester.

2—cyclopentyl-4-(4—ﬂuorophenyl)-7,7-dimethyl-3-(4-trifluoromethylbenzoyl)—4,6,7,8-
tetrahydro-1H-quinolin-5-one;

2-cyclopentyl-4-(4-fluorophenyl)-7,7-dimethyl-3-(4-trifluoromethylbenzoyl)-7,8-dihydro-
6H-quinolin-5-one;

[2—cyclopentyl-4-(4-ﬂuorophenyl)-S-hydroxy-7,7-dimethyl-5,6,7,8-tetrahydroquinolin-B—yl}-
* (4-trifluoromethylphenyl)-methanone;

[5-(t-butyldimethylsilanyloxy);z-pyclopentyl-4-(4-ﬂuorophenyl)-7,7-dimethyl-5,6,7,8-
.tetrahydroquinolin-3-le‘-T4-triﬂuoromethylphenyl)-methanone;

[5-(t—bﬁtyldimethylsilanyloxy)-2-cyc|opentyl-4-(4-.f_lubrophenyl)-7,7-dimethyl-5,6,7,8-
tetrahydroquinolin-3-yl}-(4-trifluoromethylphenyl)-methanol:
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5-(t-butyldimethylsilanyloxy)-2-cyclopenty|-4-(4-ﬂuorophenyl)-3-[ﬂuoro—(4-
triﬂuoromethylphenyl)-methyl]-?,?-dimethyl-s,6,7,8-tetrahydroquinoline;
2-cyclopentyl-4-(4-fluorophenyl)- 3-[ﬂuoro-(4—triﬂuoromethylphenyl)-methyl]-?,?-dimethyl—
5,6,7,8-tetrahydroquinolin-5-ol;

dimethyl 5,5=-dithiobis[2-diﬂuoromethyl-4~(2-methylpropyl)—6~(triﬂuoromethyl)-3-pyridine-
carboxylate]

2,4-dihydro-4-( 3—methoxyphenyl)-s-tridecyl-sH-1 :2,4-triazole-3-thione:
2,4-dihydro-4-(2-ﬂuorophenyl)-S—tridecyl-3H—1 12,4-triazole-3-thione;
2,4<dihydro-4-(2-methylphenyl)-S-tridecyl-SH-1,2,4~triazole-3—thione;
2,4-dihydro-4-(3-chIorophenyl)-S—tridecyI—3H-1 12,4-triazole-3-thione;

2, 4-dihydro-4-(2-methoxyphenyl)—5-tridecyl-3H-1 12,4-triazole-3-thione;
2,4-dihydro-4—(3-methylphenyl)-5-tridecyl-3H—1 »2,4-triazole-3-thione;
4-eyclohexyl-2,4-dihydro-5-tridecyl-3H-1 ,2,4-triazole-3-thione;
2,4-dihydro-4-(3-pyridyl)-5-tridecyl-3H-1 »2,4-triazole-3-thione;

2,4-dihyd ro-4-(2-ethoxyphenyl)-s-tr‘idecyl-3H-1 :2,4-triazole-3-thione;
2,4—dihydro—4_—(2,6-dimethy!phenyI)-5-tridecyl-3H—1 ,2,4-triazole-3-thione:;
2,4—dihydro-4-(4-phenoxyphenyl)—S-tridecyl-SH—‘l 12,4-triazole- 3-thione;
4-(1,3-benzodioxol-5-y1)-2,4-dihyd ro-S-tridecyl-3H-1,2 4- triazole-3-thione;
4-(2-chlorophenyl)—2,4-dihydro-5—tridécyl-3H-‘l 2,4-triazole-3-thione:
2,4-dihydro-4-(4-methoxyphenyl)—5-tridecyl-3H-1 ,2,4-triazole-3-thione;
2,4-dihydro-5-tridecyl-4-(3—triﬁuoromethylphenyl)-3H-1 ,2,4-triazole-3-thione;
2,4-dihydro-5-tridecyl-4-( 3-fluorophenyl)-3H-1 ,2,4-triazole-3-thione;
4-(3—chloro-4-methylphenyl)-2.4-dihydro-5-trid ecyl-3H-1 »2,4-triazole-3-thione;
2,4-dihydro-4-(2-methylthiophenyl)-5-tridecyl-3H-1 ,2,4-triazole-3-thione;

4-(4-benzyloxyphenyl)—2,4-dihydro-5-tridecyl-3H-1 ,2,4-triazole-3-thione;
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2,4-dihydro-4-(2-naphthyl)-5-tridecyl-3H-1,2,4-triazole-3-thione;
2,4-dihydro-5-tridecyl-4-(4-trifluoromethyiphenyl)-3H-1 2,4-triazole-3-thione;
2,4-dihydro-4-(1-naphthyl)-5-tridecyl-3H-1,2,4-triazole-3-thione;
2,4—dihydro-4—(3—methylthiophenyl)-5~tridecyl-3H-1,2.4-triazole-3-thione; |
2,4-dihydro-4-(4-methylthiophenyl)-5-tridecyl-3H-1 .2,4-triazole-3-thione;
2,4-dihyd ro-4—(3,4-dirﬁethoxyphenyl)-5-tridecyl-3H-1 ,2,4-triazole-3-thione;
2,4-dihydro-4-(2,5-dimethoxyphenyl)-5-tridecyl-3H-1,2,4-triazole-3-thione;
24-dihydro-4-(2-methoxy-5-chiorophenyl)-5-tridecyl-3H-1 2,4-triazole-3-thione:;
4-(4-aminosulfonyiphenyl)-2,4-dihydro-5-tridecyl-3H-1 »2,4-triazole-3-thione;
2,4-dihydro-5-dodecyl-4-(3-methoxyphenyl)-3H-1 2,4-triazole-3-thione;
2,4-dihydro-4-(3-methoxyphenyl)-5-tetradecyl-3H-1 ,2,4-triazole-3-thione;

2,4-dihydro-4-(3-methoxyphenyl)-5-undecyl-3H-1,2,4-triazole-3-thione;

) 2,4-dihydro-(4-methoxyphenyl)-5-pentadecyl-3H-1,2,4-triazole-3-thione:

2-cyclopentyl-5-hydroxy—7,7-dimethyl-4-(3—thienyl)-3-(4-triﬂuoromethylbenxoyl)—S,6,7,8-
tetrahydroquinoline;

e

2-cyclopentyl-3-[ﬂuoro~(4-triﬂuoromethylphenyl)methyl}-s-hydroxy-?,?-dimethy!-4-(3-
thienyl)-5,6,7,8-tetrahydroquinoline;

2-cyclopentyl—5—hydroxy-7,7-dimethyl-4—(3-thienyl)-3-(triﬂuoromethylbenxyl)—S,6,7.8—
tetrahydroquinoline.

4,6-bis-(p-fluorophenyl)-2-isopropyl-3-[(p-trifluoromethylphenyl)-(fluoro »methyl}-5-(1-
hydroxyethyl)pyridine;

2,4-biS-(4-ﬂu0rOpheny!)-6—isopr0pyl-5-[4-(triﬂuoromethylphenyl)-ﬂuoromethyl]-B-
hydroxymethyl)pyridine;

2,4-bis-(4—ﬂuorophenyl)-6-isopropyl-S-[2-(3-triﬂuoromethylphenyl)vinyl]-3-
hydroxymethyl)pyridine;
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N,N'-(dithiodi-2,1-phenylene)bis[2,2-dimethyl-propanamide];
N,N'-(dithiodi-2,1-phenylene)bis[1 -methyl-cyclohexanecarboxamide);
N,N'-(dithiodi-2,1-phenylene)bis| 1-(3-methylbutyl)—cyclopentanecarboxamide];
N,N'-(dithiodi-2,1 -phenylene)bis[1-(3-methylbutyl)-cyclohexanecarboxamide];
N,N'-(dithiodi-2,1-phenylene)bis[1-(2-ethylbutyl)-cyclohexanecarboxamide];
N,N'-(dithiodi-2,1-phenylene )bis-tricyclo[3.3.1 .1*")decane-1 -carboxamide;

propanethioic acid, 2-methy|-,S-[2[[[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino]phenyl]
ester;

propanethioic acid, 2,2-dimethyl-, S-[2-[[[1-(2-
ethylbutyl)cyclohexyljcarbonyljamino]phenyl] ester; and

ethanethioic acid, 3-[2-[[[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino]phenyl] ester.

10. A composition cbmprising:
T a compound which is [2R,4S] 4—[(3,5—bis-triﬂuoromethy|—benzyl)—methoxycarbonyl—
amino]~2-ethyl-6-triﬂuoromethyl-3,4-dihydro-2H-quinoline-1 -carboxylic acid ethyl ester: or a
compound which is [2R,4S] 4—[acetyl-(3,5—bis—triﬂuoromethyl—benzyl)—amino]—2-ethyl-6-
trifluoromethyl-3,4-dihydro-2H-quinoline-1 ~carboxylic acid isopropyl ester: or a compound
which is [2R, 48] 4-[(3.5-Bis-triﬂuoromethyl-bénzyl)-methoxycarbonyl-amino]-Z—ethyl—G-
triﬂuoromethyl—B,4—dihydro-2H-quinoline-1-carboxylic acid isopropy! ester:

a cosolvent;

a high HLB surfactant;

a low HLB surfactant; and

optionélly, a digestible oil.

11. A composition as claimed in claim 10, wherein

said cosolvent comprises triacetin or ethyl lactate;

said high HLB surfactant comprises polysorbate 80 or a polyethylene
hydrogenated castor oil;

said low HLB surfactant comprises a mixture of mono- and diglycerides of capric

and caprylic acids;
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said digestible oil comprises a medium chain triglyceride, wherein each of the
three hydrocarbon chains therein is C6-C12.

12. A composition as claimed in claim 11, which comprises, by weight:
5 -25% of said CETP inhibitor;
10-25% of said digestible oil;
20-35% of said cosolvent:
10-35% of said high HLB surfactant; and
10-35% of said low HLB surfactant; -

13. A compossition as claimed in claim 10, which comprises, by weight:

8-12% of [2R,4S] 4-[(3,5-bis—triﬂuoromethyl-benzyl)—methoxycarbonyl-amino]-2—
ethyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid ethyl ester

10-20% of said digestible oil; N

25-35% of said cosolvent which is triacetin:

10-30% of said high HLB surfactant which is polysorbate 80: and

15-35% of said low HLB surfactant.

14. A composition as claimed in claim 10, which comprises, by weight:
8-25% of [2R, 48] 4-[(3,5-Bis-triﬂuoromethyl-benzyl)-methoxycarbonyl-amino]—2~
ethyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-carboxylic acid isopropyl ester;
10-25% of digestible ail;
20-35% of said cosolvent which comprises triacetin;
10-30% of said high HLB surfactant which comprises polysorbate 80: and
15-35% of said lowvHLB surfactant which comprises a mixture of medium chain

mono- and di-glycerides.

15. A composition as claimed in clairn |0, which comprises, by weight:

8-12% of [2R,48] 4-[acetyl~(3,5-bis-trifluoromethyl-benzyl}-amino}-2-ethyi-6-
triﬂuoromethyl-3,4-dihydro-éH—quinoIine—‘l -carboxylic acid isopropyl ester;

10-20% of said digestible oil;

25-35% of said cosolvent which comprises triacetin;
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10-30% of said high HLB surfactant which comprises a polyethylene (40)
hydrogenated castor oil;
15-35% of said low HLB surfactant which comprises a mixture of medium:bhain
mono- and di-glycerides.
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