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[57] ABSTRACT

Cholesteryl ester transfer protein inhibitors, pharmaceutical
compositions containing such inhibitors and the use of such
inhibitors to elevate certain plasma lipid levels, including
high density lipoprotein-cholesterol and to lower certain
other plasma lipid levels, such as LDL-cholesterol and
triglycerides and accordingly to treat diseases which are
exacerbated by low levels of HDL cholesterol and/or high
levels of LDL-cholesterol and triglycerides, such as athero-
sclerosis and cardiovascular diseases in some mammals,
including humans.
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4-AMINO SUBSTITUTED-2-SUBSTITUTED-1,
2,3,4-TETRAHYDROQUINOLINES

This application claims priority from provisional appli-
cation U.S. Ser. No. 60/100,927 filed Sep. 17, 1998, the
benefit of which is hereby claimed under 37 C.F.R. §1.78
Q).

BACKGROUND OF INVENTION

This invention relates to cholesteryl ester transfer protein
(CETP) inhibitors, pharmaceutical compositions containing
such inhibitors and the use of such inhibitors to elevate
certain plasma lipid levels, including high density lipopro-
tein (HDL)-cholesterol and to lower certain other plasma
lipid levels, such as low density lipoprotein (LDL)-
cholesterol and triglycerides and accordingly to treat dis-
eases which are affected by low levels of HDL cholesterol
and/or high levels of LDL-cholesterol and triglycerides,
such as atherosclerosis and cardiovascular diseases in cer-
tain mammals (i.e., those which have CETP in their plasma),
including humans.

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

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

High LDL-cholesterol and triglyceride levels are posi-
tively correlated, while high levels of HDL-cholesterol are
negatively correlated with the risk for developing cardio-
vascular diseases. Thus, dyslipidemia is not a unitary risk
profile for CHD but may be comprised of one or more lipid
aberrations.

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, includ-
ing high density lipoproteins (HDL), low density lipopro-
teins (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 con-
stitutes an increased risk for CHD.

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

Thus, although there are a variety of anti-atherosclerosis
therapies, there is a continuing need and a continuing search
in this field of art for alternative therapies.
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EP0818448 (970624) discloses the preparation of certain
5,6,7,8 substituted tetrahydroquinolines and analogs as cho-
lesteryl ester transfer protein inhibitors.

U.S. Pat. No. 5,231,102 discloses a class of 4-substituted
1,2,3,4-tetrahydroquinolines that possess an acidic group (or
group convertible thereto in vivo) at the 2-position that are
specific antagonists of N-methyl-D-aspartate (NMDA)
receptors and are therefore useful in the treatment and/or
prevention of neurodegenerative disorders.

U.S. Pat. No. 5,288,725 discloses pyrroloquinoline brady-
kinin antagonists.

SUMMARY OF THE INVENTION

This invention is directed to compounds of Formula I

Formula I

prodrugs thereof, and pharmaceutically acceptable salts of
said compounds and of said prodrugs;
wherein R is Y, W-X or W-Y;
wherein W is a carbonyl, thiocarbonyl, sulfinyl or
sulfonyl;
X is —0-Y, —S-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, 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,—Cy)
alkenyl, (C,—C) alkyl, hydroxy, (C,—Cy)alkoxy,
(C,-Calkylthio, amino, nitro, cyano, oXo,
carboxy, (C,—Cg)alkyloxycarbonyl, mono-N- or
di-N,N-(C,-C)alkylamino wherein said (C,—Cy)
alkyl substituent is optionally mono-, di- or tri-
substituted independently with halo, hydroxy,
(C,—Cy)alkoxy, (C,—Cpalkylthio, amino, nitro,
cyano, oxo, carboxy, (C;—Cg)alkyloxycarbonyl,
mono-N- or di-N,N-(C,—C/)alkylamino, said
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(C,—Cy)alkyl substituent is also optionally substi-
tuted with from one to nine fluorines;

R? is a partially saturated, fully saturated or fully unsat-
urated 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, sul-
fur and nitrogen wherein said carbon atoms are option-
ally 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 R? 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,)alkyl;
wherein said R? ring is optionally mono-, di- or tri-

substituted independently with halo, (C,—Cy)
alkenyl, (C,—Cy) alkyl, hydroxy, (C;—Cg)alkoxy,
(C,—C)alkylthio, amino, nitro, cyano, 0xXo, carboxy,
(C,—Cyalkyloxycarbonyl, mono-N- or di-N,N-
(C,—Cy)alkylamino wherein said (C,—Cy)alkyl sub-
stituent is optionally mono-, di- or tri-substituted
independently with halo, hydroxy, (C,—Cy)alkoxy,
(C,—C)alkylthio, oxo or (C;—Cg)alkyloxycarbonyl;
R? 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 independently with halo,
(C,—Cyalkyl, (C,—Cy)alkenyl, hydroxy, (C;—Cy)
alkoxy, (C,—C,alkylthio, amino, nitro, cyano,
oxo, carboxamoyl, mono-N- or di-N,N-(C,—C)
alkylcarboxamoyl, carboxy, (C;-Cy)
alkyloxycarbonyl, mono-N- or di-N,N-(C,—Cy)
alkylamino wherein said (C;—Cg)alkyl or (C,—Cg)
alkenyl substituent is optionally mono-, di- or
tri-substituted independently with hydroxy,
(C,—Cyalkoxy, (C,—C,alkylthio, amino, nitro,
cyano, oxo, carboxy, (C,—Cy)alkyloxycarbonyl,
mono-N- or di-N,N-(C;-Cy)alkylamino, said
(C,—Cyalkyl or (C,—Cg)alkenyl substituents are
also optionally substituted with from one to nine
fluorines;
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R* \1/52 cyano, formyl, W'Q', W'V' (C,-C,)alkyleneV" or

wherein W* is carbonyl, thiocarbonyl, SO or SO,,

wherein Q' 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 indepen-
dently 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 six membered ring option-
ally having one to two heteroatoms selected inde-
pendently 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 indepen-
dently from nitrogen, sulfur and oxygen;

wherein said V' substituent is optionally mono-, di-,
tri-, or tetra-substituted independently with halo,
(C,—Cyalkyl, (C,—Cg)alkoxy, hydroxy, oxo, amino,
nitro, cyano, (C;—Cg)alkyloxycarbonyl, mono-N- or
di-N,N-(C,—Cy)alkylamino wherein said (C,—Cy)
alkyl substituent is optionally mono-substituted with
oxo, said (C,—C)alkyl substituent is also optionally
substituted with from one to nine fluorines;

wherein VZ is a partially saturated, fully saturated or
fully unsaturated five to seven membered ring con-
taining one to four heteroatoms selected indepen-
dently from oxygen, sulfur and nitrogen;

wherein said V? substituent is optionally mono-, di- or
tri-substituted independently with halo, (C,—C,)
alkyl, (C,—C,)alkoxy, hydroxy, or oxo wherein said
(C,—C,)alkyl optionally has from one to five fluo-
rines;

wherein R* does not include oxycarbonyl linked
directly to the C* nitrogen;

wherein either R*> must contain V or R* must contain
V*; and

R®, R® R” and R® are 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, sul-

fur and nitrogen, wherein said carbon atoms are option-

ally 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,

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, 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
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having one to four heteroatoms selected indepen-
dently from nitrogen, sulfur and oxygen;

wherein said T substituent is optionally mono-, di- or
tri-substituted independently with halo, (C,—C)

to nine fluorines;
R? is a partially saturated, fully saturated or fully unsat-

6

partially saturated, fully saturated or fully unsaturated
three to five membered ring optionally having one
heteroatom selected independently from oxygen, sulfur
and nitrogen;

alkyl, (C2—C6)alkeny1, hydroxy, (C,—Co)alkoxy, 5 wherein said R? ring is optionally mono-, di- or tri-
(C,—C,)alkylthio, amino, nitro, cyano, 0xo, ca.rboxy, substituted independently with halo, hydroxy,
(C,—Cg)alkyloxycarbonyl, mono-N- or di-N,N- (C,-Cy)alkoxy, amino, nitro, (C,-C,)
(C,=Cy)alkylamino wherein said (C;—-Cg)alkyl sub- alkyloxycarbonyl or carboxy;
stl(tiuent ? opltlonaH};l rrtllon(;)-, di- or trl-subsltllituted R? is Q-V wherein Q is (C;—C,)alkyl and V is a five or six
1 1 — 1 4,
Eré ilée;laﬂinlttgio Vﬁilino };utrr (())XZ’ ar(lglogﬁ)jarb(;f(y, 10 membered partially saturated, fully saturated or fully
(Cl C4)a1k};/10X};carbon,y1 II,IOI}IIO N, or’ di-N I\%/ > unsaturated ring optionally having one to three heteroa-
1" %6 > -IN=- -INGIN- -
(C,—Cyalkylamino, said (C,—Cy)alkyl substituent Lc;?sng;l.ected independently from oxygen, sulfur and
Whaelrssi I?I};t;(::glgﬁhii }f{rg;r; é)r}l{i thI(lil/rcl)i Rﬂgz;lgiié may wherein said V ring is optionally mono-, di-, tri- or
> ? .0 15 tetra-substituted independently with halo, (C,—Cy)
also be taken together and can form at least one ring kvl hvd C.—C alk C.oC
that is a partially saturated or fully unsaturated four zﬂio};(};carb};nglcl) Xri/i,tro( c; ;noﬁz)erl O;)OX };,Vhfgre iln_sa?(g
to cight membered - optionally having one to (C,—Cy)alkyl substituent optionally has from one to
three heteroatoms independently selected from hine fuorines:
nitrogen, sulfur and oxygen; i
Whereif said rings formedyt%y R and RC. or RS and R7. 20 R*iscarbonyl or carbamoyl wherein said carbonyl moiety
and/or R7 and R® are optionally m0;10-, di- or tri. is optionally mono-substituted with Yl or (C,—C,)alkyl
st gy v o C-Cou, 30 ool oy & ponsty e,
—C alkylsulfonyl, —C,)alkenyl, roxy, di-su v - AN e )
(Ci—CZ)alkay, (C?—C4)ejkyﬁhio, a}r/ninof, nitrc})/, s in elther instance selud (Cl—.Cz)alkyl optionally mono-
cyano, 0xo, (C:larboxy, (CI_CGI)kaHI(YIOXY(:art})IOHYL ;12113?;1;11;1(1 :thélvslﬂu(())rri ISIZ;d (C;-Cyalkyl optionally
mono-N- or di-N,N-(C,—C/)alkylamino wherein >
said (C,~Cg)alkyl sub(stiiuenﬁt) is c})/ptionally mono-, wherein V* is a partially sat}lrated, fully sgturate(.i or
di- or tri-substituted independently with hydroxy, fllllllyﬁms.aturated three tOhSIX membered lrlng ((i)p.tlcén-
by, e s s s sty
cyano, oxo, carboxy, —C)alkyloxycarbonyl, aentl gell, 51 ) >
rrilono-N- or di-N IZ/I-(CII—CGG)alkzlan?ino sa};d wherein said V* substituent is optionally mono-, di- or
(Cl—CG)e}lkyil1 substituent also optionally has from Ercl-sué)s)t:llll(t;ld sleﬁgel()éndeCn;Zk;‘{nc?pt?c?rllzilymttlr;/ir?gr
one to nine fluorines. 12 > 12,
A preferred group of compounds, designated the A Group, . from 70ne to five ﬂuormes;
contains those compounds having the Formula I as shown R” and R” are each independently hydrogen, halo, T,
above wherein (C,—Cy)alkoxy or (C;—Cg)alkyl, said (C,—Cg)alkoxy or
the C2 substituent is beta; (C,—Cy)alkyl substituent optionally having from one to
the C* nitrogen is beta; nine fluorines or said (C;—Cy)alkoxy or (C,—Cy)alkyl
R is W-X: substituent optionally mono-substituted with T;
W is car,bon 1. thiocarbonvl or sulfonvl: 40 wherein T is a partially saturated, fully saturated or
X is —O-Y—y é-Y— N(H)-{f- or —N-({(), . fully unsaturated five to six membered ring option-
Y & ¢ ? . 2 ally having one to two heteroatoms selected inde-
or each occurrence {ndependen.tly is (C,—C,)alkyl, pendently from oxygen, sulfur and nitrogen:
said (Cl.—C4)alky.1 optlonal.ly having hydroxy o from wherein said T substituen; is optionally monoz di- or
one to nine fluorines or said (C,—C,)alkyl optionally 45 tri-substituted independently with halo (’C —C)
_ q q . > 1 6,
mono-substituted with Z; alkyl, hydroxy, (C,—Cy)alkoxy, (C,—C,)alkylthio,
wherein Z is a partially saturated, fully saturated or ! b C.—Calkyl bonvl
fully unsaturated three to six membered ring ?nncl)lr?oo-,l\lf)xc())r, g?.rI\IONX?/(, C(— é_)aﬁlg(a la};n(;;(zci&rth?eyir;
optionally having one to two heteroatoms selected said (C,-C_)alkyl ,substiltuenﬁt o Elionall has from
independently from oxygen, sulfur and nitrogen; s one o riineﬁﬂuor};nes or P ¥
Whe.rein sa@d Z substituent is optiogally mono-, di- or wherein R® and R” are te,lken together and form one ring
;rlll;s?bszléut_eg ;giilg);nde(ncﬂ}ig l)t;kheilt?l’io(cggg) that is a partially saturated or fully unsaturated five
cya}rllc,) o );0 i)r (© y’C )allkylgxyczrbony;l said or six membered ring optionally having one to two
> > 176 > . .
(C,—C,)alkyl optionally substituted with from one s heteroatoms independently selected from nitrogen,

sulfur and oxygen;

R® and R® are H; and

pharmaceutically acceptable salts thereof.

A group of compounds which is preferred among the A
Group of compounds, designated the B Group, contains
those compounds wherein

W is carbonyl;

urated (C,—C,) straight or branched carbon chain
wherein the carbons, other than the connecting carbon,
may optionally be replaced with one heteroatom 60
selected independently from oxygen, sulfur and nitro-
gen wherein said carbon atoms are optionally mono-,
di- or tri-substituted independently with halo, said X is O-Y wherein Y is (C,—C,alkyl, wherein said
carbon is optionally mono-substituted with oxo or (C,—C,alkyl substituent optionally has hydroxy or
hydroxy, said sulfur is optionally mono- or 65 from one to nine fluorines;

di-substituted with oxo, said nitrogen is optionally R? is (C,-Cpalkyl, (C,~C,)alkyloxymethylene or
mono- or di-substituted with oxo; or said R* is a (C5—Cs)eycloalkyl;
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Q is (C;—Cy)alkyl and V is phenyl, pyridinyl, or pyrim-
idinyl;
wherein said V ring is optionally mono-, di- or tri-

substituted independently with halo, (C,—C,)alkyl,
hydroxy, (C,—Cs)alkoxy, nitro, cyano or oxo wherein
said (C;—Cy)alkyl substituent optionally has from
one to nine fluorines;

R* is carbonyl or carbamoyl wherein said carbonyl or

carbamoyl is optionally mono-substituted with hydro-

gen or (C,—C,)alkyl,

and R” are each independently hydrogen, (C;—Cs)
alkoxy or (C;—Cy)alkyl, said (C;—C5)alkoxy optionally
having from one to seven fluorines, said (C,—Cg)alkyl
optionally having from one to nine fluorines; and
pharmaceutically acceptable salts thereof.

A group of compounds which is preferred among the B
Group of compounds, designated the C Group, contains
those compounds wherein

Q is methyl and V is phenyl or pyridinyl;

wherein said V ring is optionally mono-, di- or tri-

substituted independently with halo, nitro or (C,—C,)
alkyl, wherein said (C,—C,)alkyl optionally has from
one to five fluorines; and pharmaceutically acceptable
salts thereof.

Especially preferred compounds of Formula I are the
compounds:
[2S,4S14(3,5-bis-trifluoromethyl-benzyl)-formyl-amino]-

2-cyclopropyl-6-trifluoromethyl-3,4-dihydro-2H-

quinoline-1-carboxylic acid isopropyl ester;

[2S,4S14(3,5-bis-trifluoromethyl-benzyl)-formyl-amino]-
2-cyclopropyl-6-trifluoromethyl-3,4-dihydro-2H-
quinoline-1-carboxylic acid propyl ester;

[2S,4S]4-[acetyl-(3,5-bis-trifluoromethyl-benzyl)-amino |-
2-cyclopropyl-6-trifluoromethyl-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 isopropyl ester;

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

and pharmaceutically acceptable salts of said compounds.
Other especially preferred compounds of Formula I are

the compounds:

[2S,4S14-[1-(3,5-bis-trifluoromethyl-benzyl)-ureido]-2-
cyclopropyl-6-trifluoromethyl-3,4-dihydro-2H-
quinoline-1-carboxylic acid isopropyl ester;

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

[2S,4S]4-[acetyl-(3,5-bis-trifluoromethyl-benzyl)-amino |-
2-methoxymethyl-6-trifluoromethyl-3,4-dihydro-2H-
quinoline-1-carboxylic acid isopropyl ester;

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

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

and pharmaceutically acceptable salts of said compounds.
Other especially preferred compounds of Formula I are

the compounds:

[2R,4S]4-(3,5-bis-trifluoromethyl-benzyl)-formyl-amino]-
2-methyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-
carboxylic acid ethyl ester;
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[2S,4S]4-[acetyl-(3,5-bis-trifluoromethyl-benzyl)-amino]-
2-cyclopropyl-6-trifluoromethyl-3,4-dihydro-2H-
quinoline-1-carboxylic acid isopropyl 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,4S14-[(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,4S J4-[acetyl-(3,5-bis-trifluoromethyl-benzyl)-amino]-
2-methyl-6-trifluoromethyl-3,4-dihydro-2H-quinoline-1-
carboxylic acid isopropyl ester;

and pharmaceutically acceptable salts of said compounds.
Especially preferred compounds within the C Group of

compounds are compounds wherein
a.

Y is isopropyl;

R? is cyclopropyl;

R? is 3,5-bis-trifluoromethylphenylmethyl;
R* is formyl,

R® is trifluoromethyl; and

R7 is H;

Y is n-propyl;

R? is cyclopropyl;

R? is 3,5-bis-trifluoromethylphenylmethyl;
R* is formyl,

R is trifluoromethyl; and

R7 is H;

Y is tert-butyl;

R? is cyclopropyl;

R? is 3,5-bis-trifluoromethylphenylmethyl;
R* is acetyl;

R is trifluoromethyl; and

R7 is H;

Y is isopropyl;

R? is ethyl;

R? is 3,5-bis-trifluoromethylphenylmethyl;
R* is acetyl;

R is trifluoromethyl; and

Ris H;

Y is ethyl;

R? is methyl;

R? is 3,5-bis-trifluoromethylphenylmethyl;
R* is acetyl;

R® is trifluoromethyl; and

R7 is H;

Y is isopropyl;

R? is cyclopropyl;

R? is 3,5-bis-trifluoromethylphenylmethyl;
R* is carbamoyl;

R is trifluoromethyl; and

R7 is H;

Y is ethyl;

R? is ethyl;

Ris 3,5-bis-trifluoromethylphenylmethyl;
R* is acetyl;

R is trifluoromethyl; and
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