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Description
Technical Field

[0001] The present invention relates to the use of CCR5 antagonists in the manufacture of a medicament for the
treatment of diseases associated with CCRS5 selected from the group consisting of rejection after organ transplantation,
graft-versus host diseases and diabetes.

Background Art

[0002] The CCRS5 is a receptor for MIP-10. (an abbreviation for macrophage inflammatory protein-1a), MIP-1f (an
abbreviation for macrophage inflammatory protein-18) or RANTES (an abbreviation for regulated upon activation normal
T-cell expressed and secreted) and is known to be expressed in lymphoid tissues such as thymus and spleen, monocytes/
macrophages, T-cells or the like (see, for example, Samson, M. et al., Boichemistry, 1996, 35, 3362; Raport, C.J. et al.,
J. Biol. Chem., 1996, 271, 17161, and Combadiere, C. et al., J. Leukoc. Biol., 1996, 60, 147).

[0003] As to information about the relationship between the CCR5 and diseases, it has been reported that the CCR5
was expressed in leukocytes such as T-cells in arthrosynovial tissues and synovial fluid of patients suffering from
rheumatoid arthritis (see Loetscher, P. et al., Nature, 1998, 391, 344; Mack, M. et al., Arthritis Rheum., 1999, 42, 981
and the like), CCRS deficient homozygotes were not found in patients suffering from rheumatoid arthritis (see Gomez-
Reino, J.J. et al., Arthritis Rheum., 1999, 42, 989), CCR5 was expressed in T-cells in renal biopsy samples of patients
suffering from glomerulonephritis, interstitial nephritis and rejection after transplantation (see Segerer, S. et al., Kidney
Int., 1999, 56, 52), many T-cells expressing CCR5 were found in blood of patients suffering from multiple sclerosis (see
Balashov, K.E., Proc. Natl. Acad. Sci. USA, 1999, 96, 6873), CCR5 was expressed in T-cells infiltrated into liver injury
sites of a mouse graft-versus-host disease (GVHD) model and the infiltration of the T-cells was suppressed by admin-
istration of an anti-CCR5 antibody (see Murai, M. et al., J. Clin. Invest., 1999, 104, 49), the progression of morbid states
in a mouse diabetes model was associated with MIP-1o. and CCRS5 (see Cameron, M.J. et al., J. Immunol., 2000, 165,
1102) and the like.

[0004] Accordingly, CCRS5 is thought to be associated with initiation, progression and maintenance of diseases in
which the accumulation and activation of monocytes/macrophages and/or T-cells in disease sites can be assumed to
be deeply associated with progression of lesions, for example rheumatoid arthritis, nephritis (nephropathy), multiple
sclerosis, rejection after organ transplantation, graft-versus-host diseases (GVHD) and diabetes.

[0005] Furthermore, based on a report that the CCRS5 is specifically expressed in Th1 cells among the T-cells, CCR5
is thought to be associated with initiation, progression and maintenance of many autoimmune diseases and inflammatory
diseases such as chronic obstructive pulmonary diseases (COPD), asthma, atopic dermatitis, sarcoidosis, fibrosis,
atherosclerosis, psoriasis and inflammatory bowl diseases in which Th1 cells can be assumed to be associated with
morbid states including the above diseases (see Bonecchi, R. et al., J. Exp. Med., 1998, 187, 129; Loetscher, P. et al.,
Nature, 1998, 391, 344 and the like).

[0006] On the other hand, although CD4 is known as a receptor when a host cell is infected with HIV (human immu-
nodeficiency virus), it has been suggested that a second receptor (a coreceptor receptor) is necessary because the
infection of HIV is not established only with the CD4. Usually, HIV-1 is roughly classified into a macrophage-tropic (M-
tropic) strain and a T-cell-tropic (T-trophic) strain depending on the species of cells that the virus can infect, and it has
been elucidated that a coreceptor essential to the infection of the macrophage-tropic strain is CCR5 (see, for example,
Deng, H. et al., Nature, 1996, 381, 661; Dragic, T. et al., Nature, 1996, 381, 667; Alkhatib, G. et al., Science, 1996, 272,
1955; Choe, H. et al., Cell, 1996, 85,1135; and Doranz, B.J. et al., Cell, 1996, 85,1149).

[0007] Therefore, drugs capable of inhibiting the binding of HIV-1 to CCR5 are thought to be effective as new remedies
and/or prophylactics for AIDS (acquired immunodeficiency syndrome) (see Michael, N.L. et al., Nature Med., 1999, 5,
740; Proudfoot, A.E.l. et al., Biochem. Pharmacol., 1999, 57, 451; Murakami et al., Protein, Nucleic Acid and Enzyme,
1998, 43, 677 and the like). As information supporting the above inference, it has been reported that RANTES, MIP-1a
and MIP-18 which are ligands of CCR5 were suppressive factors for HIV-1 infection (see Cocchi, F. et al., Science,
1995, 270, 1811), humans without expressing normal CCR5 at all by deficiency of 32 base pairs of CCR5 gene had
resistance to HIV-1 infection and any other abnormality in health is not caused by the deficiency (see Liu, R. et al., Cell,
1996, 86, 367; Samson, M. et al., Nature, 1996, 382, 722; Dean, M. et al., Science, 1996, 273, 1856 and the like), anti-
CCRS5 monoclonal antibodies inhibited the infection of peripheral blood monocytes by macrophage-tropic HIV-1 (see
Wu, L. et al., J. Exp. Med., 1997, 185, 1681), RANTES in which the amino terminals were missing or modified was an
antagonist of the RANTES to inhibit the infection with macrophage-tropic HIV-1 (see Arenzana-Seisdedos, F. et al.,
Nature, 1996, 383, 400; Proost, P. et al., J. Biol. Chem., 1998, 273, 7222; Simmons, G. et al., Science, 1997, 276, 276
and the like) and the like.

[0008] As mentioned above, a compound which inhibits the binding of MIP-1c, MIP-1f3 or RANTES that is an in vivo
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ligand of the CCR5 to the CCRS5 or the binding of HIV-1 which is a pathogenic virus of AIDS to the CCR5, i.e. a CCR5
antagonist is thought to be useful as a remedy and/or prophylactic for diseases such as AIDS, rheumatoid arthritis,
nephritis (nephropathy), multiple sclecrosis, rejection after organ transplantation, graft-versus-host diseases (GVHD),
diabetes, chronic obstructive pulmonary diseases (COPD), asthma, atopic dermatitis, sarcoidosis, fibrosis, atheroscle-
rosis, psoriasis or inflammatory bowel diseases.

[0009] It has recently been reported that substituted bis-acridine derivatives (see W09830218), substituted anilide
derivatives (see W09901127; WO0006085; WO0006146; WO0006153; WO0040239;and W00042852), substituted
alkenanilide derivatives (see W09932100; WO0010965; WOO0037455; and Baba, et al., Proc. Natl. Acad. Sci. USA,
1999, 96, 5698), 3-(4-piperidinyl)indole derivatives (see WO9917773 and W0042045), azacycloalkane derivatives (see
EP1013276; WO0038680; and WO0039125), benzodipyran derivatives (see W00053175) and pyrrolidine derivatives
(see WO0059497; WO0059498; WO0059502; and WO0059503) have an antagonistic activity against CCR5. These
compounds, however, are different from the compounds used in the present invention.

[0010] On the other hand, although the compounds used in the present invention are the same as those described
in W09925686, the compounds are not known to have the antagonistic activity against the CCR5.

Disclosure of the Invention

[0011] It is an object of the present invention to provide the use of a CCR5 antagonist in the manufacture of a
medicament for the treatment of diseases associated with CCR5 selected from the group consisting of rejection after
organ transplantation, graft-versus host diseases and diabetes.

[0012] As aresultof intensive studies, the inventors have found that cyclic amine derivatives having an arylalkyl group,
pharmaceutically acceptable C4-Cg alkyl addition salts thereof or pharmaceutically acceptable acid addition salts thereof
have the CCR5 antagonistic activity. Furthermore, studies have been promoted according to findings that those com-
pounds can be useful as remedies or prophylactics for diseases considered to be in association with CCR5. Thereby,
the present invention has been accomplished.

[0013] Namely, according to the present invention, there are provided the use of a compound having the CCR5
antagonistic activity represented by the following formula (1), a pharmaceutically acceptable acid addition salt thereof
or a pharmaceutically acceptable C,.Cq alkyl addition salt thereof, as an active ingredient:

H
z—(Cth—N\ >——(CHz)n—lya—c—(CHz)pi—(c:ha)q-e-as (D)
R (CHa)m R R , ‘

wherein, R is a phenyl group, a C5-Cg cycloalkyl group or an aromatic heterocyclic group having one to three oxygen
atoms, sulfur atoms and/or nitrogen atoms as heteroatoms; the phenyl group or the aromatic heterocyclic group in the
above R1 may be condensed with a benzene ring, or an aromatic heterocyclic group having one to three oxygen atoms,
sulfur atoms and/or nitrogen atoms as heteroatoms to form a condensed ring; the phenyl group, the C5-Cg cycloalkyl
group, the aromatic heterocyclic group or the condensed ring in the above R may be substituted with an optional number
of halogen atoms, hydroxy groups, cyano groups, nitro groups, carboxy groups, carbamoyl groups, C4-Cg alkyl groups,
C5-Cg cycloalkyl groups, C,-Cg alkenyl groups, C4-Cg alkoxy groups, C4-Cg alkylthio groups, C3-Cg alkylene groups,
C,-C, alkylenoxy groups, C4-C5 alkylenedioxy groups, phenyl groups, phenoxy groups, phenylthio groups, benzyl
groups, benzyloxy groups, benzoylamino groups, C,-C- alkanoyl groups, C,-C- alkoxycarbonyl groups, C,-C alkanoy-
loxy groups, C,-C5 alkanoylamino groups, C,-C; N-alkylcarbamoyl groups, C4-Cq N-cycloalkylcarbamoyl groups, C4-Cg
alkylsulfonyl groups, C3-Cg (alkoxycarbonyl)methyl groups, N-phenylcarbamoyl groups, piperidinocarbonyl groups, mor-
pholinocarbonyl groups; 1-pyrrolidinylcarbonyl groups, bivalent groups represented by the formula: -NH(C=0)O-, bivalent
groups represented by the formula:

-NH(C=S)O-, amino groups, mono(C4-Cg4 alkyl)amino groups or di(C4-Cq alkyl)amino groups; the substituents of the
phenyl group, the C5-Cg cycloalkyl group, the aromatic heterocyclic group or the condensed ring may further be substituted
with an optional number of halogen atoms, hydroxy groups, amino groups, trifluoromethyl groups, C4-Cg alkyl groups
or C4-Cg4 alkoxy groups;

R2 is a hydrogen atom, a C4-Cg alkyl group, a C,-C; alkoxycarbonyl group, a hydroxy group or a phenyl group; the
C4-Cg alkyl group or the phenyl group in the R2 may be substituted with an optional number of halogen atoms, hydroxy
groups, C4-Cg4 alkyl groups or C4-Cq alkoxy groups, with the proviso that R2 is not a hydroxy group when j is 0;
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jis an integer of 0 to 2;

k is an integer of 0 to 2;

m is an integer of 2 to 4;

nis0or1;

R3 is a hydrogen atom or a C4-Cg4 alkyl group which may be substituted with (one or two phenyl groups which may
respectively be substituted with the same or different optional number of halogen atoms, hydroxy groups, C4-Cg alkyl
groups or C4-Cg alkoxy groups);

R4 and RS are the same or different and are each a hydrogen atom, a hydroxy group, a phenyl group or a C4-Cg alkyl
group; the C4-Cg alkyl group in the R* and R may be substituted with an optional number of halogen atoms, hydroxy
groups, cyano groups, nitro groups, carboxy groups, carbamoyl groups, mercapto groups, guanidino groups, C3-Cqg
cycloalkyl groups, C4-Cg alkoxy groups, C4-Cg alkylthio groups, phenyl groups (which may be substituted with an optional
number of halogen atoms, hydroxy groups, C4-Cg alkyl groups, C4-Cg alkoxy groups or benzyloxy groups), phenoxy
groups, benzyloxy groups, benzyloxycarbonyl groups, C,-C; alkanoyl groups, C,-C, alkoxycarbonyl groups, C,-C,
alkanoyloxy groups, C,-C; alkanoylamino groups, C,-C; N-alkylcarbamoyl groups, C4-Cg alkylsulfonyl groups, amino
groups, mono(C4-Cg4 alkyl)amino groups, di(C4-Cg alkyl)amino groups or (aromatic heterocyclic groups having one to
three oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms or condensed rings formed by condensation
of the aromatic heterocyclic groups having the one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as the
heteroatoms with a benzene ring), or both R4 and R® together may form a three- to a six-membered cyclic hydrocarbon;
pisQor1;

qisOor1;

G is a group represented by -CO-, -SO,-, -CO-O-, -NR7-CO-, -CO-NR7-, -NH-CO-NH-, -NH-CS-NH-, -NR7-SO,-,
-S0,-NR7-, -NH-CO-O- or -O-CO-NH-, wherein, R is a hydrogen atom or a C4-Cg alkyl group or R, together with RS,
may form a C,-Cg alkylene group;

R6 is a phenyl group, a C3-Cg cycloalkyl group, a C5-Cg cycloalkenyl group, a benzyl group or an aromatic heterocyclic
group having one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms; the phenyl group, the
benzyl group or the aromatic heterocyclic group in the R® may be condensed with a benzene ring or an aromatic
heterocyclic group having one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms to form a
condensed ring; the phenyl group, the C5-Cg cycloalkyl group, the C3-Cgq cycloalkenyl group, the benzyl group, the
aromatic heterocyclic group or the condensed ring in the above R® may further be substituted with an optional number
of halogen atoms, hydroxy groups; mercapto groups, cyano groups, nitro groups, thiocyanato groups, carboxy groups,
carbamoyl groups, trifluoromethyl groups, C4-Cg alkyl groups, C5-Cg cycloalkyl groups, C,-Cg alkenyl groups, C4-Cg
alkoxy groups, C5-Cg cycloalkyloxy groups, C4-Cg alkylthio groups, C4-C5 alkylenedioxy groups, phenyl groups, phenoxy
groups, phenylamino groups, benzyl groups, benzoyl groups, phenylsulfinyl groups, phenylsulfonyl groups, 3-pheny-
lureido groups, C,-C5 alkanoyl groups, C,-C alkoxycarbonyl groups, C,-C alkanoyloxy groups, C,-C alkanoylamino
groups, C,-C, N-alkylcarbamoyl! groups, C4-Cg alkylsulfonyl groups, phenylcarbamoyl groups, N,N-di(C4-Cg alkyl)sul-
famoyl groups, amino groups, mono(C-Cg alkyl)amino groups, di(C4-Cg alkyl)amino groups, benzylamino groups, C,.C,
(alkoxycarbonyl)amino groups, C4-Cg (alkylsulfonyl)amino groups or bis(C4-Cg alkylsulfonyl)amino groups; the substit-
uents of the phenyl group, the C3-Cg cycloalkyl group, the C5-Cg cycloalkenyl group, the benzyl group, the aromatic
heterocyclic group or the condensed ring may further be substituted with an optional number of halogen atoms, cyano
groups, hydroxy groups, amino groups, trifluoromethyl groups, C4-Cg alkyl groups, C4-Cg alkoxy groups, C4-Cg alkylthio
groups, mono(C4-Cg alkyl)amino groups or di(C4-Cg alkyl)amino groups, in the manufacture of a medicament for the
treatment of diseases associated with CCRS5 selected from the group consisting of rejection after organ transplantation,
graft-versus-host diseases and diabetes.

[0014] The compound represented by the above formula (l) has the CCRS5 antagonistic activity and the inhibitory
activity against physiological actions of in vivo ligands of CCR5 on target cells, i.e. the compound represented by the
above formula (I) are a CCR5 antagonist.

Best Mode for Carrying Out the Invention

[0015] In the above formula (I), R is a phenyl group, a C3-Cg cycloalkyl group or an aromatic heterocyclic group
having one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms; the phenyl group or the aromatic
heterocyclic group in the above R! may be condensed with a benzene ring or an aromatic heterocyclic group having
one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms to form a condensed ring; the phenyl
group, the C5-Cg cycloalkyl group, the aromatic heterocyclic group or the condensed ring in the above R' may further
be substituted with an optional number of halogen atoms, hydroxy groups, cyano groups, nitro groups, carboxy groups,
carbamoyl groups, C4-Cg alkyl groups, C5-Cg cycloalkyl groups, C,-Cgalkenyl groups, C4-Cg alkoxy groups, C4-Cg
alkylthio groups, C5-Cj alkylene groups, C,-C,4 alkylenoxy groups, C4_C5 alkylenedioxy groups, phenyl groups, phenoxy
groups, phenylthio groups, benzyl groups, benzyloxy groups, benzoylamino groups, C,-C, alkanoyl groups, C,-C;
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alkoxycarbonyl groups, C,-C; alkanoyloxy groups, C,-C- alkanoylamino groups, C,-C; N-alkylcarbamoyl groups, C4-Cq
N-cycloalkylcarbamoyl groups, C4-Cg alkylsulfonyl groups, C5-Cg (alkoxycarbonyl)methyl groups, N-phenylcarbamoyl
groups, piperidinocarbonyl groups, morpholinocarbonyl groups, 1-pyrrolidinylcarbonyl groups, bivalent groups repre-
sented by the formula: -NH(C=0)O-, bivalent groups represented by the formula: -NH(C=S)O-, amino groups, mono
(C4-Cg alkyl)amino groups or di(C4-Cg alkyl)amino groups.

[0016] The "C3-Cg4 cycloalkyl group" in R' means a cyclic alkyl group, and includes for example cyclopropyl group,
cyclobutyl group, cyclopentyl group, cyclohexyl group, cycloheptyl group, cyclooctyl group and the like. The "C3-Cqg
cycloalkyl group" is preferably cyclopropyl group, cyclopentyl group, cyclohexyl group and the like.

[0017] The "aromatic heterocyclic group having one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as
heteroatoms" in R means an aromatic heterocyclic group, and includes for example thienyl group, furyl group, pyrrolyl
group, imidazolyl group, pyrazolyl group, oxazolyl group, isoxazolyl group, thiazolyl group, isothiazolyl group, pyridyl
group, pyrimidinyl group, triazinyl group, triazolyl group, oxadiazolyl (furazanyl) group, thiadiazolyl group and the like.
The "aromatic heterocyclic group having one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms"
is preferably thienyl group, furyl group, pyrrolyl group, isoxazolyl group, pyridyl group and the like.

[0018] The "condensed ring" in R means a bicyclic aromatic heterocyclic group formed by condensing the phenyl
group or the aromatic heterocyclic group with a benzene ring or the aromatic heterocyclic group having one to three
oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms in an optional position, and includes for example
naphthyl group, indolyl group, benzofuranyl group, benzothienyl group, quinolyl group, benzimidazolyl group, benzox-
azolyl group, benzotriazolyl group, benzoxadiazolyl (benzofurazanyl), group, benzothiadiazolyl group and the like.
[0019] Amongthem, itis especially preferable for R to be a phenyl group, a thienyl group, a pyrrolyl group, a pyrazolyl
group, an isoxazolyl group or an indolyl group.

[0020] The "halogen atoms" as the substituents of the phenyl group, the C3-Cg cycloalkyl group, the aromatic hete-
rocyclic group or the condensed ring in R! mean a fluorine atom, a chlorine atom, a bromine atom, an iodine atom and
the like, and fluorine atom, chlorine atom, bromine atom and iodine atom are specifically preferable.

[0021] The "C4-Cgq alkyl groups" as the substituents of R mean C4-Cg straight or branched alkyl groups, and include
for example, methyl group, ethyl group, n-propyl group; n-butyl group, n-pentyl group, n-hexyl group, n-heptyl group, n-
octyl group, isopropyl group, isobutyl group, sec-butyl group, tert-butyl group, isopentyl group, neopentyl group, tert-
pentyl group, isohexyl group, 2-methylpentyl group, 1-ethylbutyl group and the like. The "C4-Cgq alkyl groups" are, as
specifically preferable concrete examples, methyl group, ethyl group, propyl group, isopropyl group, tert-butyl group and
the like.

[0022] The "C3-Cg4 cycloalkyl groups" as the substituents of R are the same as defined in the "C5-Cg cycloalkyl group”
in the above R1, and specifically preferably include for example the same groups.

[0023] The "C,-Cq alkenyl groups" as the substituents of R mean C,-Cg straight or branched alkenyl groups, and
include for example vinyl group, allyl group, 1-propenyl group, 2-butenyl group, 3-butenyl group, 2-methyl-1-propenyl
group, 4-pentenyl group, 5-hexenyl group, 4-methyl-3-pentenyl group and the like. The "C,-Cq alkenyl groups" are
specifically preferably vinyl group and 2-methyl-1-propenyl group or the like.

[0024] The "C4-Cgq alkoxy groups" as the substituents of R! mean groups composed of the above C4-Cg alkyl groups
and oxy group, and methoxy group, ethoxy group or the like is specifically preferable.

[0025] The "C4-Cg alkylthio groups" as the substituents of R mean groups composed of the above C4-Cg alkyl groups
and thio group, and methylthio group, ethylthio group or the like is specifically preferable.

[0026] The "C5-Cs alkylene groups" as the substituents of R! mean C3-Cs bivalent alkylene groups, and include for
example, trimethylene group, tetramethylene group, pentamethylene group, 1-methyltrimethylene group and the like.
The "C3-C5 alkylene groups"” are specifically preferably trimethylene group, tetramethylene group or the like.

[0027] The "C,-C, alkylenoxy groups" as the substituents of R mean groups composed of C,-C, bivalent alkylene
groups and oxy group and include, for example, ethylenoxy group (-CH,CH,0-), trimethylenoxy group (-CH,CH,CH,O-),
tetramethylenoxy group (-CH,CH,CH,CH,0-), 1,1-dimethylethylenoxy group (-CH,C(CH3),0-) and the like. The "C,-C,4
alkylenoxy groups" are specifically preferably ethylenoxy group, trimethylenoxy group or the like.

[0028] The "C4-C5 alkylenedioxy groups" as the substituents of R' mean groups composed of C4-C bivalent alkylene
groups and two oxy groups and include, for example, methylenedioxy group (-OCH,O-), ethylenedioxy group (-
OCH,CH,0-), trimethylenedioxy (-OCH,CH,CH,0-) group and propylenedioxy (-OCH,CH(CH3)O-) group and the like.
The "C4-C5 alkylenedioxy groups" are specifically preferably methylenedioxy group, ethylenedioxy group or the like.
[0029] The "C,-C; alkanoyl groups" as the substituents of R mean C,-C; straight or branched alkanoyl groups, and
include for example, acetyl group, propanoyl group, butanoyl group, pentanoyl group, hexanoyl group, heptanoyl group,
isobutyryl group, 3-methylbutanoyl group, 2-methylbutanoyl group, pivaloyl group, 4-methylpentanoyl group, 3,3-dimeth-
ylbutanoy! group, 5-methylhexanoyl group and the like, and acetyl group or the like is specifically preferable.

[0030] The "C,-C; alkoxycarbonyl groups" as the substituents of R mean groups composed of the above C4-Cg4
alkoxy groups and carbonyl group, and methoxycarbonyl group, ethoxycarbonyl group or the like is specifically preferable.
[0031] The "C,-C; alkanoyloxy groups" as the substituents of R mean groups composed of the above C,-C- alkanoyl
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groups and oxy group, and acetyloxy group or the like is specifically preferable.

[0032] The "C,-C; alkanoylamino groups" as the substituents of R mean groups composed of the above C,-C;
alkanoyl groups and amino group, and acetylamino group or the like is specifically preferable.

[0033] The "C,-C; alkylcarbamoyl groups" as the substituents of R mean groups composed of the above C,-Cg alkyl
groups and carbamoyl group, and N-methylcarbamoyl group, N-ethylcarbamoyl group or the like is specifically preferable.
[0034] The "C4-Cq N-cycloalkylcarbamoyl groups” as the substituents of R' mean the above C5-Cg cycloalkyl groups
and carbamoyl group, and N-cyclopentylcarbamoyl group, N-cyclohexylcarbamoyl group or the like is preferable.
[0035] The "C4-Cgq alkylsulfonyl groups" as the substituents of R! mean groups composed of the above C4-Cg alkyl
groups and sulfonyl group, and methylsulfonyl group or the like is specifically preferable.

[0036] The "C5-Cg (alkoxycarbonyl)methyl groups" as the substituents of R mean groups composed of the above
C,-C5 alkoxycarbonyl groups and methyl group, and (methoxycarbonyl)methyl group, (ethoxycarbonyl)methyl group or
the like is specifically preferable.

[0037] The "mono(C4-Cg alkyl)amino groups" as the substituents of R mean amino groups substituted with the above
C4-Cg alkyl groups, and methylamino group, ethylamino group or the like is specifically preferable.

[0038] The "di(C4-Cg alkyl)amino groups" as the substituents of R mean amino groups substituted with the same or
different two C4-Cg alkyl groups described above, and dimethylamino group, diethylamino group, N-ethyl-N-methylamino
group or the like is specifically preferable.

[0039] Among those described above, examples of the substituents of the phenyl group, the C5-C4 cycloalkyl group,
the aromatic heterocyclic group or the condensed ring in R are specifically preferably halogen atoms, hydroxy groups,
cyano groups, C4-Cg alkyl groups, C,-Cg alkenyl groups, C4-Cg alkoxy groups, C4-Cg alkylthio groups, C5-Cg alkylene
groups, C,-C, alkylenoxy groups, alkylenedioxy groups, acetyl groups, phenyl groups, amino groups and di(C4-Cg alkyl)
amino groups, and halogen atoms, hydroxy groups, cyano groups, C4-Cg alkyl groups, C4-Cg alkoxy groups, Cs-Cs
alkylene groups, methylenedioxy groups and amino groups are especially preferable.

[0040] Moreover, the substituents of the phenyl group, the C5-Cg cycloalkyl group, the aromatic heterocyclic group
or the condensed ring in R, may further be substituted with an optional number of halogen atoms, hydroxy groups,
amino groups, trifluoromethyl groups, C4-Cg alkyl groups or C,-Cg alkoxy groups. The halogen atoms, C,-Cg alkyl groups
and C4-Cg alkoxy groups are the same as defined for the substituents of the phenyl group, the C5-Cg cycloalkyl group,
the aromatic heterocyclic group or the condensed ring in R1, and the same groups are specifically preferable.

[0041] In the above formula (1), R2 is a hydrogen atom, a C4-Cg alkyl group, a C,-C- alkoxycarbonyl group, a hydroxy
group or a phenyl group; and the C4-Cg alkyl group or phenyl group in RZ may be substituted with an optional number
of halogen atoms, hydroxy groups, C4-Cg alkyl groups or C4-Cg4 alkoxy groups, with the proviso that R2 is not a hydroxy
group when j is 0.

[0042] The C;-Cg alkyl group and C,-C; alkoxycarbonyl group in R2 are each the same as defined for the substituents
of the phenyl group, the C5_Cs cycloalkyl group, the aromatic heterocyclic group or the condensed ring in R', and the
same examples are specifically preferable.

[0043] The halogen atoms, C4-Cg alkyl groups and C4-Cg alkoxy groups as the substituents of the C4-Cg alkyl group
or the phenyl, group in R2 are the same as defined for the substituents of the phenyl group, the C5-Cg cycloalkyl group,
the aromatic heterocyclic group or the condensed ring in the above R', and the same examples are specifically preferable.
[0044] Among them, it is especially preferable for R2 to be a hydrogen atom.

[0045] In the above formula (1), j is an integer of 0 to 2, and it is especially preferable for j to be 0.

[0046] Inthe above formula (1), k is an integer of 0 to 2; m is an integer of 2 to 4. Among them, it is especially preferable
for the compounds to be 2-substituted pyrrolidines wherein k is 0 and m is 3; 3-substituted pyrrolidines wherein k is 1
and m is 2; 3-substituted piperidines wherein k is 1 and m is 3; 4-substituted piperidines wherein k is 2 and m is 2; or
3-substituted hexahydroazepines wherein k is 1 and mis 4, and 3-substituted pyrrolidines wherein kis 1 and mis 2 and
4-substituted piperidines wherein k is 2 and m is 2 are especially preferable.

[0047] In the above formula (1), nis 0 or 1.

[0048] In particular, 3-amidopyrrolidines wherein k is 1; m is 2 and n is 0 and 4-(amidomethyl)piperidines wherein k
is 2; mis 2 and n is 1 are especially preferable.

[0049] In the above formula (1), R3 is a hydrogen atom or a C4-Cg alkyl group which may be substituted with (one or
two phenyl groups which may respectively be substituted with an optional number of the same or different halogen
atoms, hydroxy groups, C4-Cg alkyl groups or C,-Cg alkoxy groups).

[0050] The C4-Cgq alkyl group in R3 is the same as defined for the substituent of the phenyl group, the C5-Cg cycloalkyl
group, the aromatic heterocyclic group or the condensed ring in the above R, and methyl group, ethyl group and propyl
group are specifically preferable.

[0051] The halogen atoms, C4-Cg alkyl groups and C4-Cg alkoxy groups as the substituents of the phenyl groups as
the substituents of the C4-Cg alkyl group in R3 are each the same as defined for substituents of the phenyl group, the
C4-Cg cycloalkyl group, the aromatic heterocyclic group or the condensed ring in the above R', and the same examples
are specifically preferable.
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[0052] Among them, it is especially preferable for R3 to be a hydrogen atom and an unsubstituted C4-Cg alkyl group.
[0053] In the above formula (1), R* and R® are each the same or different and are each a hydrogen atom, a hydroxy
group, a phenyl group or a C4-Cg alkyl group; and the C4-Cg alkyl group in R4 and R> may be substituted with an optional
number of halogen atoms, hydroxy groups, cyano groups, nitro groups, carboxy groups, carbamoyl groups, mercapto
groups, guanidino groups, C3-Cg cycloalkyl groups, C4-Cg alkoxy groups, C4-Cg alkylthio groups, (phenyl groups which
may be substituted with an optional number of halogen atoms, hydroxy groups, C4-Cg alkyl groups, C4.Cg alkoxy groups
or benzyloxy groups), phenoxy groups, benzyloxy groups, benzyloxycarbonyl groups, C,-C, alkanoyl groups, C,-C,
alkoxycarbonyl groups, C,-C; alkanoyloxy groups, C,-C- alkanoylamino groups, C,-C; N-alkylcarbamoyl groups, C4-Cg
alkylsulfonyl groups, amino groups, mono(C4-Cg alkyl)amino groups, di(C4-Cg alkyl)amino groups or (aromatic hetero-
cyclic groups having one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms or condensed rings
formed by condensation thereof with benzene rings) or both R4 and R® together may form a three- to a six-membered
cyclic hydrocarbon.

[0054] The C4-Cgq alkyl group in R* and R3 is the same as defined for the substituents of the phenyl group, the C3-Cg
cycloalkyl group, the aromatic heterocyclic group or the condensed ring in the above R, and the same examples are
specifically preferable.

[0055] The halogen atoms, C4-Cg alkoxy groups, C4-Cgalkylthio groups, C,-C5 alkanoyl groups, C,-C- alkoxycarbonyl
groups, C,-C- alkanoyloxy groups, C,-C; alkanoylamino groups, C,-C; N-alkylcarbamoyl groups, C4-Cg alkylsulfonyl
groups, mono(C4-Cg alkyl)amino groups and di(C4-Cg alkyl)amino groups as the substituents of the C4-Cg alkyl group
in R* and R® are the same as defined for the substituents of the phenyl group, the C5_Cs cycloalkyl group, the aromatic
heterocyclic group or the condensed ring in the above R, and the same examples are specifically preferable.

[0056] The C5-Cq cycloalkyl groups and the aromatic heterocyclic groups having one to three oxygen atoms, sulfur
atoms and/or nitrogen atoms as heteroatoms as the substituents of the C4-Cg alkyl group in R* and R5 are the same
as defined for the above R, and the same examples are preferable.

[0057] The halogen atoms, C4-Cg alkyl groups and C4-Cg alkoxy groups as the substituents of the phenyl groups as
the substituents of the C4-Cg alkyl group in R* and R5 are the same as defined for the substituents of the phenyl group,
the C5-Cg cycloalkyl group, the aromatic heterocyclic group or the condensed ring in the above R, and the same
examples are specifically preferable.

[0058] The "three- to a six-membered cyclic hydrocarbon" composed of R4, RS and the adjacent carbon atoms are
specifically preferably cyclopropane, cyclobutane, cyclopentane, cyclohexane and the like.

[0059] Among them, the hydrogen atom and C4-Cg alkyl group are especially preferable for R* and R5.

[0060] In the above formula (I), pis O or 1; and q is 0 or 1. Both p and q are especially preferably 0.

[0061] In the above formula (I), G is a group represented by -CO-, -SO,-, -CO-0O-, -NR7-CO-, -CO-NR"-, -NH-CO-
NH-, -NH-CS-NH-, -NR7-SO,-, -SO,-NR"-, -NH-CO-O- or -O-CO-NH-,

wherein, R” is a hydrogen atom or a C4-Cg alkyl group or R7, together with R3, may form a C,-Cj alkylene group,
wherein, -CO- is a carbonyl group, -SO,- is a sulfonyl group and -CS- is a thiocarbonyl group. G is especially preferably
the group represented by -NR7-CO- or -NH-CO-NH-.

[0062] The C4-Cgqalkyl group in R7 is the same as defined for the substituents of the phenyl group, the C5-Cg cycloalkyl
group, the aromatic heterocyclic group or the condensed ring in the above R, and the same examples are specifically
preferable.

[0063] The "C,-Cs alkylene group” composed of R® and R7 means a C,-Cs straight or branched alkylene group, for
example, methylene group, ethylene group, propylene group, trimethylene group, tetramethylene group, 1-methyltri-
methylene group, pentamethylene group and the like, and ethylene group, trimethylene group, tetramethylene group or
the like is specifically preferable.

[0064] Among them, it is especially preferable for R7 to be a hydrogen atom.

[0065] In the above formula (1), R8 is a phenyl group, a C5-Cg cycloalkyl group, a C5-Cq cycloalkenyl group, a benzyl
group or an aromatic heterocyclic group having one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as
heteroatoms; and the phenyl group, the benzyl group or the aromatic heterocyclic group in the above R6 may be
condensed with a benzene ring or the aromatic heterocyclic group having one to three oxygen atoms, sulfur atoms
and/or nitrogen atoms as heteroatoms to form a condensed ring; and the phenyl group, the C3-Cg cycloalkyl group, the
C4-Cg cycloalkenyl group, the benzyl group, the aromatic heterocyclic group or the condensed ring in the above R8 may
be substituted with an optional number of halogen atoms, hydroxy groups, mercapto groups, cyano groups, nitro groups,
thiocyanato groups, carboxy groups, carbamoyl groups, trifluoromethyl groups, C4-Cg alkyl groups, C3-Cg cycloalkyl
groups, C,-Cg alkenyl groups, C4-Cg alkoxyl groups, C3-Cg cycloalkyloxy groups, C4-Cg alkylthio groups, C4-C5 alkylen-
edioxy groups, phenyl groups, phenoxy groups, phenylamino groups, benzyl groups, benzoyl groups, phenylsulfinyl
groups, phenylsulfonyl groups, 3-phenylureido groups, C,-C; alkanoyl groups, C,-C; alkoxycarbonyl groups, C,-C,
alkanoyloxy groups, C,-C- alkanoylamino groups, C,-C; N-alkylcarbamoyl groups, C-Cg alkylsulfonyl groups, phenyl-
carbamoyl groups, N,N-di(C-Cg alkyl)sulfamoyl groups, amino groups, mono(C4-Cg alkyl)amino groups, di(C4-Cg alkyl)
amino groups, benzylamino groups, C,-C; (alkoxycarbonyl)amino groups, C4-Cg (alkylsulfonyl)amino groups or bis
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(C4-Cg alkylsulfonyl)amino groups.

[0066] The C53-Cg cycloalkyl groups, aromatic heterocyclic groups having oxygen atoms, sulfur atoms and/or nitrogen
atoms as heteroatoms, or condensed rings in R® are the same as defined for the above R, and the same examples
are specifically preferable.

[0067] The "C4-Cg cycloalkenyl groups” in R8 mean cycloalkenyl groups, for example, cyclobutenyl group, cyclopen-
tenyl group, cyclohexenyl group, cycloheptenyl group and cyclooctenyl group, and 1-cyclopentenyl group, 1-cyclohexenyl
group or the like is specifically preferable.

[0068] Among them, it is especially preferable for R® to be a phenyl group, a furyl group, a thienyl group, a pyrazolyl
group, a benzothienyl group and an indolyl group.

[0069] The halogen atoms, C4-Cg alkyl groups, C4-Cg alkenyl groups, C4_Cg alkoxy groups, C4-Cg alkylthio groups,
C,4-Cj5 alkylenedioxy groups, C,-C; alkanoyl groups, C,-C, alkoxycarbonyl groups, C,-C; alkanoyloxy groups, C,-C-
alkanoylamino groups, C,-C; N-alkylcarbamoyl groups, C4-Cg alkylsulfonyl groups, mono(C4-Cg alkyl)amino groups
and di(C4-Cg alkyl)amino groups as the substituents of the phenyl group, the C3-Cg cycloalkyl group, the C5-Cg cy-
cloalkenyl group, the benzyl group, the aromatic heterocyclic group or the condensed ring in R® are the same as defined
for the substituents of the phenyl group, the C5-Cg cycloalkyl group, the aromatic heterocyclic group or the condensed
ring in the above R, and the same examples are specifically preferable.

[0070] The C5-Cgq cycloalkyl groups as the substituents of R® are the same as defined for the C4-Cg cycloalkyl groups
in the above R, and the same examples are specifically preferable.

[0071] The "C5-Cg cycloalkyloxy groups" as the substituents of R® mean groups composed of the above C5-Cg cy-
cloalkyl groups and oxy groups, and cyclopropyloxy group, cyclopentyloxy group, cyclohexyloxy group or the like is
specifically preferable.

[0072] The "N,N-di(C4-Cg alkyl)sulfamoyl groups" as the substituents of R® mean sulfamoyl groups substituted with
the same or different two C4-Cg alkyl groups described above, and N,N-dimethylsulfamoyl group, N,N-diethylsulfamoyl
group, N-ethyl-N-methylsulfamoyl group or the like is specifically preferable.

[0073] The "C,-C, (alkoxycarbonyl)amino groups" as the substituents of R mean groups composed of the above
C,-C; alkoxycarbonyl groups and amino groups, and (methoxycarbonyl)amino group, (ethoxycarbonyl)amino group or
the like is specifically preferable.

[0074] The "C4-Cq (alkylsulfonyl)amino groups"” as the substituents of R6 mean groups composed of the above C4-Cg
alkylsulfonyl groups and amino groups, and (methylsulfonyl)amino group or the like is specifically preferable.

[0075] The "bis(C4-Cg alkylsulfonyl)amino groups" as the substituents of R8 mean amino groups substituted with the
same or different two C4-Cgq alkylsulfonyl groups described above, and bis(methylsulfonyl)amino group or the like is
specifically preferable.

[0076] Among them, halogen atoms, nitro groups, trifluoromethyl groups, C4-Cg alkyl groups, C4-Cg alkoxy groups,
phenyl groups, phenylsulfonyl groups, amino groups, benzylamino groups and the like are preferable for the substituents
of the phenyl group, the C5-C4 cycloalkyl group, the C5-Cq cycloalkenyl group, the benzyl group, the aromatic heterocyclic
group or the condensed group in R8, and halogen atoms, nitro groups, trifluoromethyl groups, C4-Cg alkyl groups, C4-Cg
alkoxy groups, phenylsulfonyl groups and amino group are especially preferable.

[0077] Furthermore, the substituents of the phenyl group, the C5-Cg cycloalkyl group, the C5-Cq4 cycloalkenyl group,
the benzyl group, the aromatic heterocyclic group or the condensed ring in such R® may further be substituted with an
optional number of halogen atoms, cyano groups, hydroxy groups, amino groups, trifluoromethyl groups, C4-Cg alkyl
groups, C4-Cg4 alkoxy groups, C4-Cg alkylthio groups, mono(C4-Cg alkyl)amino groups or di(C4-Cg alkyl)amino groups.
[0078] The halogen atoms, C4-Cg alkyl groups, C4-Cg alkoxy groups, C4-Cg alkylthio groups, mono(C4-Cg alkyl)amino
groups and di(C4-Cg alkyl)amino groups as the substituents of the substituents of the phenyl group, the C5_Cg cycloalkyl
group, the C5-Cg cycloalkenyl group, the benzyl group, the aromatic heterocyclic group or the condensed ring in R® are
the same as defined for the substituents of the phenyl group, the C3-Cg cycloalkyl group, the aromatic heterocyclic
aromatic group or the condensed ring in the above R', and the same examples are specifically preferable.

[0079] A pharmaceutical composition, which is prepared with the remedially effective amount of the compound rep-
resented by the above formula (1), the pharmaceutically acceptable acid addition salt thereof or the pharmaceutically
acceptable C4-Cgq alkyl-addition salt thereof together with a pharmaceutically acceptable carrier and/or diluent, can be
the medicine capable of inhibiting the binding of an in vivo ligand of CCR5 and/or HIV to the CCRS5 on target cells, the
medicine having inhibitory actions on physiological actions of the ligand of CCR5 on the target cells, or further the remedy
or prophylactic for diseases considered to be in association with the CCR5.

[0080] Namely, the cyclic amine derivative represented by the above formula (1), the pharmaceutically acceptable
acid addition salt thereof or the pharmaceutically acceptable C4-Cg alkyl addition salt thereof can be administered orally
or parenterally such as intravenously, subcutaneously, intramuscularly, percutaneously or intrarectally.

[0081] Forexample, atablet, a pill, a granule, a powder, a liquid, a suspension or a capsule can be cited as the dosage
form of the oral administration.

[0082] The tablet can be prepared by using a vehicle, for example, lactose, starch or crystalline cellulose; a binder,
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for example, carboxymethylcellulose, methylcellulose or polyvinylpyrrolidone; or a disintegrator, for example, sodium
alginate, sodium bicarbonate or sodium lauryl sulfate or the like according to a conventional method.

[0083] The pill, powder and granule can similarly be prepared with using the above vehicle or the like according to a
conventional method. The liquid and suspension are prepared with using glycerin esters, for example, tricaprylin or
triacetin or alcohols, for example, ethanol according to a conventional method. The capsule is prepared with filling a
granule, powder or liquid in a capsule made from gelatin on the like.

[0084] A parenteral injection such as the form of an aqueous or a nonaqueous solution formulation is cited as the
dosage form of subcutaneous, intramuscular or intravenous administration. For example, an isotonic sodium chloride
solution is used as the aqueous solution. Propylene glycol, poly(ethylene glycol), olive oil or ethyl oleate is, for example,
used for the nonaqueous solution. An antiseptic, a stabilizer or the like, if necessary, is added thereto. The parenteral
injection is sterilized by suitably carrying out treatment such as filtration through a bacterial filter or combination of a
disinfectant.

[0085] Forexample, an ointment or a cream is cited as the dosage form of percutaneous administration. The ointment
is prepared by using fats and fatty oils such as castor oil or olive oil or vaseline, and the cream is prepared by using a
fatty oil or an emulsifying agent such as di(ethylene glycol) or sorbitan mono-fatty acid ester according to a conventional
method.

[0086] A usual suppository such as a gelatin soft capsule is used for intrarectal administration.

[0087] The dose of the cyclic amine derivative, pharmaceutically acceptable acid addition salt thereof or pharmaceu-
tically acceptable C4-Cg alkyl addition salt thereof, in the present invention, varies with the types of diseases, routes of
administration, age and sex of patients and severity of diseases and the like, but is usually 1 to 500 mg/day for an adult.
[0088] Concrete examples of the cyclic amine derivative represented by the above formula () preferably includes
compounds having respective substituents shown in the following Tables 1.1 to 1.221.

[0089] In Tables 1.1to 1.221, and "Compd. No." means "compound number". "Chirality" means the "absolute config-
uration", and the "chirality (absolute configuration)" means the absolute configuration of asymmetric carbon on the ring
of the cyclic amine. "R" means that the asymmetric carbon atom on the ring of the cyclic amine has the absolute
configuration of R, and "S" means that the asymmetric carbon atom has the absolute configuration of S. "-" means that
the compound is a racemate or the compound has no asymmetric carbon atom on the cyclic amines.

Table 1.1

4
chirality — R3 _(C H2)p - CHZ)'q'_ G__RG

>

Compd. R1 .
No. R2>-(CH2),— ko ~m

.

CH 1 2 0 - H _CHz_N_E_Q

' o CHj
- [ ]
2 CI_D_CHZ 1 2 0 - H -CHZ-'[\‘I‘C
® N
‘ o - CFs
- | ]
4 cn—@-cm— T2 0 H ~CH,~N-C
A H
o CFs
1]
5 c;—@—cnz— 1 2 0 S H ~CHy~N-C
' CFa
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(continued)
Compd 4
ompd. 1 -
. m n chirality —R3 6
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Table 1.2
1 : 4 .
Compd. R . 3 A
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(continued)
c q 4 .
ompd. 1 , - 3 A
R m n chirality R CH,)= CH 6
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Table 1.3
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(continued)
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Table 1.4

Compd.
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Table 1.5
1 4
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(continued)
Compd 4
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Table 1.7
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(continued)

Compd.

4
R? k m n  chirality R3 6
No. — CH CH,)=GR
R2>—(CH2)1 —(CH)F 1 {CH,)g
: @
73 u—@—cuz_ 1 2 0 R H —CHz-HN-C—Q
F3CO
?
74 Cl—@—CHz- 1 2 0 R H -CHZ—N-C-@—cochs
T °H
9
75 CI—@—CHZ- 1 2 0 R H -CHQ-”-C—Q-F
F3C
F
S
76 CI—O-CHz- 1 2 o0 R H ~CHz=N-C
FyC
77 CI—O—CHZ— 1 2 0 R H —CHz—ﬁ-c—@
F
Table 1.8
Compd R1 4
’ — k m n chiralit R3 6
No. R2>—(CHz), y —(CH@—I——(p —{(CH)5GR
. . ? F
i
78 CI—O—CHZ— 1 2 0 R H "CHz‘ﬂc‘Q‘F
_F
g
79 cn—@—cnz- 1 2 0 R H —CHrﬁ-C—Q-CFa
Fac !
80 C,_O_CHZ_ 1 2 0 R H —CHz=N-C
: F3C
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(continued)
Compd 4
ompad. 1 k m n chiralty R® 6
N, R _ Y —CHy) CHp)g GR
e o
0 CHj
. 1
81 o pCHr 1 2 0 R H -CHz—;g-c-@-c_Hs
2~
82 Cl—-@—CHg— 1 2 0 - -CH, -
H
NO o
83 ca—< >—CH2~ 12 0 R H _CHZ_N_E__@
- H
84 Cl-@—CHz- 1 2 0 R H —CHz—u—C—Q"Noz
o _
85 C|_©—CH e 1 2 0 - H —~(CH);— HN-C_Q
%
86 G—@—CHZ— 12 0 - H —(CHz)z-HN‘C—D—NOz
CF,
87 G—O'CHz" 1 2 0 S H "(CHz)z_m‘g
CF,
1]
88 CI-@—CHZ- 12 0 S H -(CHz)z—ﬁ'C
- F3C
Table 1.9
Compd R1 4
. _ o 5 6
No. R2>—(C H2)J k m n  chiralty R —(CHQ)%(C Hz)ﬁ_G_R
Br
89

o= )y~ 1 2 0 s H

o]
1]
~crm iy Y
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(continued)
Compd N
ompd. 1 m n chiralit R3 6
o R v —~(CHo)—(CHa)s GR
L (CH 25 [ {CHIT G
o fF
90 CI—O—CHz‘ 2 0 S H -(CH.‘,)Z—”%O
o cl
— 1]
91 C|—Q-CH2 2 0 s H -(CHz)z'lfj'C—Q‘C!
o . OCH
92 CHo~ 2 0 S H ]
o)t «cnz)z-ch—@
o OCHz
93 o~ _)-CHr 2 o s H T
~(CHz)N-C OCH,
o OCH;,
1}
94 Q_O_CHZ_ 2 0 S H "(CHZ)Z—"S-C
OCHz
n
95 G—@—CH;— 2 0 S H -(CHz)z“HN'C—Q
o CH3
96 cn-@—cm- 2 0 S H ~(CHy)~N-C
H
. 9 -
97 CI—@-CH = 2 0 s H ~(CHp)— h"c_Q_C'
' ®
%8 q—@-cnz- 2 0 s H ..(CHZ)Z—'I:)‘-C—Q—OCH:,
cl
1]
99 CI—@—CHZ— 2 0 S H —(CHz)z-HN—c
' cl
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Table 1.10
Compd R1 4 .
: — hiralit R3 I ( )—G——R6
No. R2>—(C"‘2)l chirality _(CHz)p = CH2 3
o o CN
o
@ 9 3
101 - S H "
c CHz —(CHz)z-p;-c—G-O
oFR CFa
102 -~ s H ]
Wk ‘(CHz)z‘p’i'C‘G
9
103 C!—O—CHz'- s H ~(CHa)~N-C CF3
F
. o CFg
1]
h oo s A -(CHz)z-;j-c-Q
F
o CF3
i
105 Cl"'@‘ CH 2= S H —(CHz)z"”"c
F
OCF,
106 CI—O—CH - s H i
Tz ~(CHz)~N-C
107 - s H i
o) -(cHz)z-h:-c—Q-F
1]
108 u-@-cm- S H —(CHz)r'l‘_fC
O,N
NO,
109 C""@‘CHz“ S H c“)
“(CHz)z"H‘C
9 .
110 s H —(CHz)g-”- C—Q—N02
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Table 1.11
‘R1 4
Compd. R . 3 Z
No. R2>-(CH2)]—— k n chirality R —(CHZp - CHz)qG RS
. 0 CF3
H
111 C!—@—CHZ- 1 0 R H ~(CHyp)pm H-C—Q
' CF4
. 1l
112 Q_O_CHZ_ 1 0 R H ~(CHalm-C
FsC
Br
o
113 a—@—mz.— 1 0 R H —(CHZ)Z‘N'g—Q
H
o F
- K]
114 c:Ocrtz 1 0 R H ~CH 2)2,‘,3_0_@
o cl
1]
e e
116 C,_O_CHz_ 1 0 R H o O
—{CH2),~N-C
H
OCH
117 Cl—@-CHz- 1 0 R H o 3
-(C"'z)z"lj"‘C OCHjz
OCH;
]
118 Cl—@-CHz—- 1 0 R H ~(CH2)~N-C
OCH;
CF
0O 3
119 cu—@—c:—az- 1 0 R H u_@
CHa),~N-C
—(CH2); N
120 o CHy~ o ('
2 1 0 R H i
—(CHz)z"‘N‘C
H
121 1 0 R H -(CHZ)Z—HN-C-Q—CI
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Table 1.12
Compd. R 4
ompd. R ralty R ) :!: ( 6
o R2>__(CH2)‘,_ n chiralty R '—(CHZp 5 CHZ,_G‘fq R
Q
122 m—@-cm— 0 R H —(CHz)z-u-C—D-OCHg
o c
1]
123 cg—@—c“z- 0 R H "(CHz)z‘HN‘C‘Q
: c
CN
o )oH ° RN ~(CHaN-C
H
o] Oj
125 cx—< >—CH 0 R H -<0H2)2-N-<'5—C§-0
H
oF CFs
126 c;—@—cnz— 0 R H . u_@
CH2)o~N~C
=(CH2)2 N
9
127 a-@-cnz- 0 R H —(Cl—iz)z—Hr\s-c—<_:>—c;=3
F
o CFs
128 Cl~©—CH2- 0 R i -(CH2)2-HN.8
F
o CF,
129 Cl-—@—CHz- 0 R H —(CHz)z-N-g:
H
F
o OCF;
130 c]—@—CHz_ 0 R H (CHg-N- g_@
H
o CFs
131 G—@—CHZ— 0 R H I
—(CHz)g-N‘C F
H
1]
132 c;—@—mz- 0 R H -(CHz)z-lfj-C
O,N
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Table 1.13
, "
Compd. R1 .
CH,)— m n  chiralty RS 6
No. 2 (CHY) ~CHy)5T—(CH,)GR
- 1]
o R N
H
o}
_ i
134 a—@—cm 2 0 R —(CHZ)Z-ﬁ-c—Q—Noz
1]
135 cs—@—c;-iz- 2 0 R ~(CH2)— v C
Br
' ?
136 2 0 R CHp)o—N-C
Ci—@—CHz- —(CHz)—N 'Q
F
?
137 CI—O—CHZ- 2 0 R ’(CHz)z—"}"'C—Q
cl
oG ¢
1]
- 9
139 ci—_)-CHz 2 o R —(cnz)z—gc-Q—ca
G.
®
140 c;—@-cnz- 2 0 R ~(CH)—N-C
HsC
H,CO
o)
141 Cl-O—CHz— 2 0 R —(CHz)rﬁg
H3CO
o C‘
142 2 0 R 1]
CI_OCHZ— “(CHz)z’MC“@
‘H
7
143 cn—@—cuz- 2 0 R -—(CHz)z—‘l:Jl-C—@—Br
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Table 1.14
Compd R1 4
. - ieali 3 T
No. R2>‘(CH2)J n chirality R ‘(CHz)s'T_s‘(CHz)a'G"RS
R
?
144 c:—@-cnz- 0 R H -(CHZ)Z—ﬁC
?
145 cu—@—cn - 0 R H -(CHz)z—u-c—Q—wg
?
146 CI—O-CHz- 0 R H _(CHz)z—Hl\I-C—@-CHs
49 - N
147 a—@-cuz- 0 R H —(CHZ)Z-HC—Q—CI-&CH;,
: ?
148 C‘—@—CHZ- 0 R H —(CHz)g-H‘C_@—CN
o ¢
149 a CHy- 0 R H 0
~(CHaN-C—~( )
?
150 cn—@—cm,- 0 R H ~(CHN-C
o< - 2~
151 r 0 R H '(CHz)z—"::‘C’Q
F
o F
152 0 R H 1]
I~ )-CHr ~(CHz N6~ -
9
153 ct—@-on,- 0 R H —(CHz)z-u"C—Q—F
F
0 F
154 CI—O—CHZ- 0 R H -(CHz)z‘{\{"C‘Q
" F
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Table 1.15

Compd.
No.

R1
ot

n

' 4
chirality = R3 _(CHZ)_S_(p . CHZ)TG—RS_

155

156

157

158

159

160

161

162

163

164

ey C
0y

cn—@-cuz-

] .
R H —~{CH3)— Q‘C"Q‘OC Hs
Hs CO

o
It
R H —(cuz)z—'rg-c-Q-oca

0
: [T}
R H =(CH3)— n'c
F3CO
o ‘
R H ~(CH) ﬁ-c—@-COZCHg

o)
il .
R H ~(CH)— HN-C-Q—F

F3C
(l? F.
R H ~(CH2)~N-C
“F3C
(") F F
R H —(cuz)z-HN-c—@
. =
9 F
R H —(%k—gc-@-p
F
f
R H ‘(CHz)z"lr\l;C—Q—CFg
FiC
o CFa
7]
R H ~(CHzl~\-C
’ F3C
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(continued)
Compd R | 4
- hirality ~ R3 ) ! { 6
No. R2>_(CH2)1'_' n chirality ‘—(CHZ P 5 CHZ)E-G—R .
CH
(") 3
165 m—@-cnz— 0 R H '—(CHz)z—HN-C—@-CHa
Table 1.16
1 4
Compd. R -
" R2>_(CH2)J_ n  chirality R3 —-(CHZ%(CHQ) a‘G"RG
- CF3
166 CI—O—CHz— 0 R H _‘i*ﬁr@‘@
CH; .
o 9 ~
167 cu—@—CHZ— 0 R H —?H—”—
CH3
(S)
168 CI—@—CHZ-, 0 R H _?H_H?
CHs3
cl
(S)
169 a—@—mz— 0 R H —iH—HN—g—@—CI
CH3
CF3
(S)
170 CI—Q—CHZ— 0 R H —(I'H—N—g
CHj F
(S)
171 C!—O—CHZ—- 0 R H _?“' »—E-@—cn
CH3 :
s P
172 Cl—@-CHz— 0 R H H-N-0—©
CHs
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(continued)

4
Compd. -
1 k n chirality RS 6
No. R CH CH,)-GR
2> G B z%ﬂ 5 (CHely
- NO,
o oo 1 2 0 R e
CHa ’
174 Cl—@—CHz— 1 0 R H —GHN-C
. 4
CHs
® Br
175 CI-—@—CHz- 1 0 R H —GH- _d
CHy
- Cl
176 Cl—@-CHz- 10 0 R H —gHNC
CH,
Table 1.17
1 4
Compd. R -
— k hirality ~ R3
No. g (CHR) n chiraly ~(CHy)5—(CH,)7G—R®
- cl
e o 12 o oroow Ged
: CH;
CF3
(R
178 C’—@—CHz- 1 0 R H —CH-N-E
4 I H
CH3 F
R ¢
179 CI—@—'—CHT' 1 0 R H —?H-HN_C
CH3
R N-E
180 CI—@—CHZ- 1 0 R H —~GH- _@
CHa :
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(continued)
4
Compd. - 3
No. R1>_(CH )—_ k n chirality R _(CHZ)p CHz)q_G_Rs
R2 2
NO
R 2
181 c CHo- 1 0 R H —CHH
i H
CHs
GHs O CF3
182 CI—O—CHZ— 1 0 R H —?H'h"é
CH3
C'Ha o Br
183 CI—O—CHz- 1 0 R H —?H-N-E—Q
CH3
GHs O cl
184 G—@-CHZ— 1 0 R H -CH—N-C—G
Hy' ‘
cHy; o _
185 m—@-on- 1 0 R H —?IH—N-('E—QCI
Hj
gy o
186 CI—@—CHZ- 1 0 R H _?H_HN_C__Q
CH3; .
;3 O
[
187 CI—O—CHZ— 1 0 R H -CI:H-N-3-©-C|
CHj
Table 1.18
Compd R! 4
ompad. o 3 )
No. R2>-(CH2)j— k n chirality R -—(CHz)%;(CHz)q—G—R
s @
188 o R H —?l-i-HN-()—O

CH;
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(continued)

Compd.

4
R n  chirality R3 —(CH )%—-(CH )—G—REs
No. — 2 2
R2>‘(CH2)1 PRs 9
: G NO,
189 CI—O—CHT 0 R H —CH-N-
| H
CH3 )
CF.
® 9 :
190 C!—O—CHZ- 0 R H N
) CH
R f
191 Cl—@-CHz- 0 R H —? N
CH
|
R f
192 C'—@-CHz— 0 R H i
CH~
c
193 cn-@-cnz- 0 R H ¢
\ il
£
F
. _(Ig Q 3
194 c|_.®_oH2. 0 R H _,H-NE—<H ;
EHT@ F
IR
195 cn-—@-cnz- 0 R H "?H'N'C_D_c'
C 4
w P
196 ct—@-cn o R H —eH ‘@
Ve a 7
CH
s
N
w Q2
197 ClO-CHz— 0 R H ¢
HyL
S
s o _Fh
198 u—@—cnz- o R H -1 H“'LC§
CH
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Compd.
No.

4
R? —(CHZ)FS;(CHZ)Q—G—RS

199

200

201

202

203

204

205

206

207

208

CI—O—CHZ—
cu'—-O—CHz-

Table 1.19
n chirality
0 R
0 R
0 R
0 R
0 R
0 R
0 R
0 R
0 R
0 R

s -9
H=]
H
G'lz-@
|
5

M-
H
uad

30
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(continued)

4
Compd. R1 o
k n chirality —R3 6
No. —_ CH CH,)=—G—R
2> (CH) — 2"3‘“ 5 (CHa)g
cl
S
209 Cl—@-CHr 1 0 R H ; "‘H‘j 'C§'°'
(CHz)z-%'G‘:
Table 1.20
1 4
Compd. R o
— k m n chiralit R3
o {Che) o —(CH2>,,—2;<CH2>Q—G«6
) CFy
210 Cl—@—CHz- 1 2 0 R H _j H
( Hz)z—g'c":
&)
— |
211 CI—O—CHz— 1 2 0 R H j” M Z <D c
(CHy)—p~Chy
)
—CH|
212 a—@-cmr 1 2 0 R H i 'd
: (CH —pCHy
o
’ NO.
. ) 2
213 CI—@—CHz- 1 2 o0 R H __ZIHHi<:§
- { Hz)z%‘CHa
214 - cx—-@—c;az— 1 2 0 - H —(CH2)3—C—©
215 . q—@—'-cp-{z— : 1 2 0 - H —(CHz)a'C‘O—OCHs
. .. 0
216 -cn—@gaz— 1 2 0 ] H
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(continued)

Compd.

4
1 m n chirality R3
no. R _ CH —z—(CH ~G-R®
R2>-(<:H2.)J (g HCH)g
. : fo) OCH3
27 G~ )-CHr 2 0 - H ~{CH)-C
Hz CO
. - A o 4
218 cx—@—crfz—' 2 0 - H -(CHz)z—C-Q—CHa
o ) H3C
219 CI—O—CH 2 0 ; H E o &
2 -(cHz)z—c—<;§—ocH3
220 C,_@_CHZ_ 0 - H —(CH2)2-C—©—CH3
Table 1.21
1 4
Compd. R . o 3
No. R2>—(CH2),— n chlrelly R —-(CHZ)E%(CHZ)E-G—RS
?
221 G-@-CHa‘ 0 - H —(CHz)z—C—Q
222 ' H ?
oo ° ~crp=c~ H-a
%
25 e )-onr O " _enped Hoerncts
224 0 ) H ?
cl CHZ- —CHz—ﬁ_‘@—C"h
o}
225 0 - H

o
4 ]
~(CHa)=C-N )
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(continued)

Compd.

4
1 k m n  chiralty R3 6
No. R ‘ —CH, CH,)=GR
{CHa)— Pl q
R
: o OCH;,
- - ]
226 C“@‘CHz 1 2 0 H -(CHz)a"C-H
0 al
227 - 1 2 0 - H i
o—)-oH: —(CHz)a“C‘a—Q
%
228 cn—@—cnz— 1 2 0 - H —(CH2)3-c-t:--Qi}—ocugl
g g
229 Cl—@—CHz- 1 2 0 - H —CHz-C.J—CHz—C-hQ—Q—CHa
CHs
g
230 C]—O—CH,‘,— 1 2 0 - H _CHZECHZ_C}'}_@_ F
§ @
1
231 CI—@—CH—; 1 2 0 - H '(CHz)a‘C'u—@—C'CHs
Table 1.22
Compd R1 ' 4
: i 5 6
No. R2>-(CHz)r < m n chmly R —-(CHz)p—Z-;(CHz)q—G—R
Q :
232 CI—@—CH:— 1 2 0 - H _(CHZ)s_C_u.O
?
233 Cl—@—CHz— 1 2 0 - H ~CHa)y~C- Ny oH z_@
CH3
234 Cl—@-CHz- 12 0 - H

' ?
=(CHg)s=C~ ”‘@
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(continued)
Compd ' 4
ompd. 1 n  chirality R3 6
No. R y —(CH)s1(CH)gGR
R2>-(CH2)r‘ 5
I
235 Cl—@-CHz- 0 - H _carcfwmz-i.ﬁw%@{.
. CHs
Q
—CHo~N- :
236 Ci—@—CHz- 0 . H “nl g o
CH3
? .
237 cn-@—mz- 0 - H —CHz“'Nl’C'O‘CHZ'@
o cl
- ]
SRR o S R SRS
CHj
0 CF3
239 @—CHZ— 0 s H —CHT”‘C—@
CF3
240 0 S H
Hz -—CHQ—H—
cl CFy
241 0 S H '
Hy- —CHyN-C
al CF,
242 0 S H

H
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Table 1.23
1 4 -
Compd. R : - 3
— hirality R
LRI S SO
a CF3
243 Q-cnz- o s H _CHT_”_E_@ :
o .
CHj CF3
s H E C
244 @-Cuz- 0 —CH A
F. ? CF3
245 @_CH ~ 0 S H ——CH;—”—C-—Q
CF3
246 ~ 0 s H o
c CFa
247 0 s H 1%
C Hz- —CH N
HsCO CF3
248 0 S H P
= —CHyN-C
F3G CF3
0 s H :
249 @—CHZ- _CHTM
H3G CF3
250 0 s H ?
- —CHzN-C
251 F—@-—CHZ— 0 S H —CHp
" H
CFa
252 0 s H
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(continued)
4 -
Compd. R1 -
: m n chiralty R 6
No. —_
R2>—(CH2), —-(CH2>5—Z—5—<CH2)Q—G-R
CF3
253 Hs G—O—CH - 0 S H __CHZ_,\HJ_C
Table 1.24
1 4
Compd. R -
CH,)— m n chirality —R3 &
o g2 {CHa) —(CHZ)—j—(pRs CHp)sGR
NO, CF3
254 Ci CH 2 0 S H —CHp~ ? C j
r-
H
02 CF3
255 y 2 0 S H E_@
- —CH
Y
CF3
256 OgN—Q—CHr 2 0 s H o g j
.
H
CF3 CF3
257 OCH 2 0 S H e N_E_Q~
z 2“H \
H— CF3
258 . 2 0 S H
CO2CH2CH3 —CH &
CF3
259 O_i::-_ 2 0 S H —CH -
3 2_H
Cl CF,
260 Q_wr 2 0 S H o ? C
o H
CFa
261 F3O—©—CH2— 2 0 S H
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(continued)

4
Compd. 1 - 3
R k m n chirality R 6
No. — CH CH,)=—GR
R2,><c:t-|2)J — z)j[—(p L 2)q
Br CF3
262 1. 2 0 S H ?
- -CHz-—hl—-c
Br CF,
263 1 2 0 s H ?
Hr —CHz—-'l:l'—'
264 @ 1 2 0 S H —CH 1—N—0—©
Hy— H
Table 1.25
1 4
Compd. R -
— | R3
No. R2>_(CH2)J k m n chirality —(CHZ)p CHZ)q G-R®
0 CF4y
265 1. 2 0 S H
Br—@_CHT —CHrN
0 CF3
266 r 1 2 0 s H ?
Hz- —CH7N-
OCH; CFa
2 H
267 @—CHZ- ! 0 S —CHrHN‘E—< '>
CF3
268 ,.bc.g_u_O_CHr 1 2 0 S H —CHZ-N—L@
H
CF3
269 S H
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(continued)
4
Compd. R1 L
’ —_ m n  chiralit R3
No. R2>—(CH2), y —(CHZ){I—(D ~(CH) G’
H3CO, G CFa
270 2 0 S H
Hzr —CHz—HN—
0 CF3
271 2 0 S H .
' z —CHz—N—O—@
E H
CFs
272 Ho-O_cuz_ 2 0 S H —en
£N-C
: H
CN
CF
273 2 0 s H ? ?
Hz- —CHzN-C
NC 0 CF,
274 @—(,Hz- 2 0 s H o c—@
? CFs
275 NOO—CHZ" 2 0 S H —CHZ—”—C-—@
Table 1.26
1 4
Compd. R _—
CH )-— m n chirality R3 6
No. 2
5 r2>{CH2) {CHF T ACHITGR
276 2 0 S H 1% e
F Hz —CHz—!
CF3
277 Hz- 2 0 S H o
278 2 0 S H

Hacoz’:"'@—c"‘z-
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(continued)
4
Compd. 1 -
hirality —R3
No. R — m n ¢ CH c 6
R2>-'(CH2)J —(CH T (CH)g G R
CF3
27 Fy00—_p—CHr 2 0 s A —CHz—ﬁ‘g—@
F3CO CF3
280 2 0 S H
—CHyz N—&-@
e N
CF3
281 HOZO—O—CHZ- 2.0 S H CH N-?C—< §
H
CF3
282 (Ha%c_@_c”z_ 2 0 S H —CHy
H
CHa CFs
283 8\ -~ 2 0 S H oH % C
H
CH, )
g
284 : 2 0 S H 1%
@ —CH~N-C
H
0 CFj
285 @—CHr 2 0 R H :<
—CH
N
F CF,
286 2 0 R H g
Hr —CH g~
H
Table 1.27
1 . 4
Compd. R .
— m n chirality —R3 6
N —<CH2>FE;<CH2)Q—G-R
cl
287 0 R H
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(continued)
Compd 4
ompd. 1 - 3
R . n chirality R C CH 6
No. =GR
0 R2>—(CH2),— —{CH)5 2)q
c 0 CF3
288 pu—-@-cnz- °o R A —CHp~
c : © CFs
2 Comonr L N VA
H
ci
CHj CF3
290 @—mr 0 R : —CHz~
H
A . - ? CF3
291 @_CHZ_ 0 R H oy C<_/
Cl ? - CFg
= e e A
H
e CF3
293 a—@—cnz- 0 R H
H
294 @-CHT 0 R H —CH; H”
E 0 CF3
R H r\_/—(
295 @__CHT 0 —cH
H3C CF3
296 @—CHz- 0 R H —CHz-N—E—Q
~° H
297 F—@—CHZ— 0 R H
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Table 1.28
1 4
Compd. R o . )
— k hirality ~ R3
No. 2>_(CH2)J m n chirality _(CHZ)%_(CHZ)_G_RG
R 5 q
CF3
298 HaCO—Q—CHz- 12 0 R H —cH %
N
CFa
299 Hao@-CHz— 1 2 0 R H o
NO2 CF3
300 v 1. 2 0 R H
z- —CH N
0, CFs
301 H 1 2 0 R H
- —CHz-
CFs
302 ozn@_cnz. 1. 2 0 R H —CHp
CF3 0 CF3
303 1. 2 0 R H :
C}—cnz- —CH,—H o @
i [P
304 2 0 R H
—— ~one
CF,
305 1 2 0 R H ?
CHs CHy H” G
o
CF3
306 Ho 1 2 0 R H —on E_@
o H
CF,
307 F o_O_c 1 2 o R H
A e
Br ? CF3
308 1. 2 0 R H ~ZCHN-
CH,— N
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Table 1.29
Compd R1 ; IS '
' ( — m n chiralit R3 6
o ga> (G, y —(CHz)p-z;(CHz)q—H
Br. CF3
309 @-CHz- 2 0 R H ~CHp-
< >—o CFg
310 2 0 R H
. O—CHZ- —CHr - —Q
CFj
311 Br—@-CHz— 2 0 R H _@
ot
O CFa
312 H ~ 2 0 R H —~cHz-
OCH; 0 CF3
e S a8
CF3
314 Hac-g-ﬁ—@—cHz- 2 0 R H —CHsN ?O Q
H
CF4
315 Hy Hr— 2 0 R H —cH ? d
H
H3CO,C CFs
316 2 0 R H 1%
Hz —CHz NG
0 CF3
317 Hoe 2 0 R H _CHZ_”_C_@
F
CFs
318 HO—@—CH - 2 0 R H Cen _N_E_@
. . *H
CN CFs
319 2 0 R H
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Table 1.30
Compd AR1 ¢
. irali 3
No. R2>(CH2)I— m n chirality R __(CHZ)Bg_S_(CHZ)a_G_RG
NG ,_ " CF3
320 . 2 0 R H P
Ho- —CHz—u—C
CF3
21 2 R H
3 NO—O-CHr 0 —CHz—N-g—Q
H
CF,
322 2 0 R H P
E Ho —CHz—ll_\rC
CFq
323 .—.—CH 2 0 R H
AW _CHz_ﬂ_E_Q
H COzG-Q—CH cFs
324 3 ~ 2 0 R H
ey O
H
? CF3
325 F. CO—-@—CH 2 0 R H
3 r —CHz|
H
F3CQO : CF3
326 2 0 R H %
Hao~ —CHz—
H
CF3
327 HO C—@—CH 2 0 R H N_g
aYads B 2a®
H
CF,
328 (H3C)30—< >"CHZ‘ 2 0 R H
—CHz~
, H
CHy CF
. 9 N _cH ? ?
329 N )—CHz 2 0o R H —CHN-C
CH3 H
. 9
330 c|—©—CH2— 3 1 - H —CHZ-HN-C—Q
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Table 1.31
1 4
Compd. R CH hiralit R3 6
o R2>—( ) m  n chirality —(CHy); - CH,)7GR
o CH3
331 a—@-cm— 31 - H —CHp N .
H
o OCH;,
332 cs—-@—criz- 31 - H —CHZ-H-C—Q‘OCH:,
OCH,
333 _ 3 1 - H 0 g N
c CH; —~CHz NG~
| %
334 C“@‘CHT' 3 1 - H —CHr}f}‘-C—@—CHs
o NO,
335 a—@—cnz- 31 : H —CH N
“H
CF3
336 CI—O-CHz- 3 : H CHN-&
ZH
?
337 Cl—@-CHZ- 3 1 - H —CHz-p{-C—Q
HyC
%
338 CI-@—CHZ— 3 1 ) H _mz_,?;_c,@
CHj
CFs3
339 cr—@—cm— 31 R H ?
—~CHy—N-C
H
CFs3
340 C'-@—CHz- 3 1 S H —CH _N_g
' H
9
341 Cl—@-CHz- 3 1 - H —(CHz)z-HN-c-@

44



EP 1 238 970 B9

Table 1.32

Compd.

R1

n chirality

4
R® —C Hz)p—Z;(QHz)a_G_RS

343
15 C"@"CH -

344

20 C“@' CHg—
25

346

30

347 C'—'@—CHz—

35

348 C'—@-cr-lz—

40

45

v

50

351 C]—@-CHZ—

55

—CHN-C
H

0
" Rl

CH(CHg),
?
" ~gn-e={
| H
CH,CHICHs),
" F
H o

1
. -(CHz)z-C-Q—OCHs
(@)
1]
H -(CHz)z-C—Q—CH3

HyC
(@]
N
H ‘(C“z)z"C—<;>—c|.'3
- 0O
H

pais adbacs
O

T
-0

—CHZ-”-I

)]

_Q—CHa

o=l

H o)

[ ]
—CHz-HN-c-GCHZ.@
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(continued)
Compd 1 4
ompd. R n chiralit 3 6
y R
No- o >{CHo) —~(CHp1A(CH)g GR
352 1 H ¢ c
CI—<i>-CHz- ) —(fH—o—c-H—@
CH,
Table 1.33
compd. R} y
ompd. _ L 3 : 6
No. R2>-(CH2), m n  chiralty R —.-(CHZ)%S—(CHZ)Q—G—R.
9
353 Cl—@—CHz— 1 - H -CHz—HN-C—@
: 9
354 cu—@—cnz— 0 - H -CHz-HN-C—Q
CH3
- H
W
356 C]—@-CHz-' 0 - H _cHz_D;_c@
0
) -CHZ-N—c—Q
e o : ’ " e
CF3
- |1
358 cn—@—cnz— 0 H ~CHz=)-C
o}
359 0 . H

[]
~cHa-c— Y
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(continued)

4
Compd. R - 3 ' 6
No. R2>_(CH2)j__ m n chiralty R —'_(CHZ)p . CHZ)Q_G—R_
?
360 cx—@—cnz- 0 - H —(CHZ)Z—HN—C—Q—NOZ
B gl o o - H ~cra-C~ )
?
362 Cl—@-CHr 0 - H —(CH2)3-C—©—OCH3
?
363 o~z o - H ~(cHas—c—~(]
Table 1.34
Compd R! :F
ompd. _ " 3
No. R2>—(C|-«|2)j k m n  chirality R _'(CHZp p CHz)a"G—RB
o OCHs
[]
364 c:—-@-cnz— 1 3 0 - H —CHz)~C
H3CO
%
C
365 u-@-cnz- 13 0 - H = Hz)rC‘Q‘CHs
HsC
366 1 3 0 H ¥ F
c < > CHz= ) —(CH2)2—0—< >—OCH3
367 m—@—cm—- 1 3 0 - H _(cuz)z.g_@%
368 cn-—@-cuz— 1 3 0 -

(o]
H i
e
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(continued)

Compd.

4
R! hirality ~ R3 6
No. o >CH) moon el R H(CHIETACH ) GR
9
369 Q—@-CHz- 3 0 - H “CHZ)Z'C_D_C'
o
— = ' )
370 a—@—CHz 3 0 H —(Cth‘C'@‘O(CHZkCFh
? Q
371 CI—@—CHZ- 3 0 - H -(CHz)z‘C—Q'ﬁT’CHa
_ o)
. o)
372 cu—@—cmz— 3 0 - H —cnz-é—@—cm
(o]
?
373 c;—@—cnz— 3 0 - H -(CHz)s"C'{_‘:—@
OCH;,
O »
374 C‘"@'CHz‘ 3 0 - H !
~(CHz)-C-
H
Table 1.35
Compd R1 *
. — eali 3 6
o R2>_(CH2), m n chirality R —(CHZD S CHZ)E‘G—R
Cl
375 m—@-CHz- 0 - H g
—(CHj3);—C-
H
376 C!—@—CHz- 0 - H ?
-(CH2)3-C-H—®-OCH3
377 0 - H

S
_cHz—g;::Hz- ',."{‘@"C'
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(continued)

1 4
Compd. R o 3
No. R2>_(C|-|2)j— k m n chirality R —(CHZ'D—E;(CHZ)TG—RG
lo .
378 CI—D-CHZ- 1 3 0 - H ‘C“zzc”z‘c‘{;“Q-—F
379 1 3 0 - H 9 ?
Wl ~(CHa=C-N—( )~ C-CH
e
380 CI—O-CHZ- 1 3 0 - H -(cnz)a—c-ﬁcm-@
%
381 G—@—mz- 1 3 0 ; H -CHz-N-S—Q—CHa
Ho
?
382 a—@—mz— 1 3 0 - H —crzm-E-o-ci r@
| 0 g
383 cs—@—cr«z- 13 0 - H —-(':H-O-C-N—@
CH3
oo |
384 2 2 2 0 H o
NO,
385 Cl—@"CHz- 2 2 0 - H —CH [‘N‘E
Table 1.36
Compd. R y
ompd. . - 3
No. R2>_(CH2)J._ k m n chiralty R —(CHZ)%(CHZ)E‘G“RB
386 @-CHz- 2 2 0 - H _CH,‘,_{\*,_?I_@
387

2 2 0 - H
O-onr o857
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(continued)

4
Compd. R1 . - 3
No. R2>_(CH2)J,_ k m n chirality R _(CHZ)p - CHZ)E‘G“RB
: NO,
388 @—crlz- 2 2 0 - H H N—EO
—CHz~
H
389 @—CHz— 2 20 - H -—cn-a,—a—o—@—oozcm
CF,4
390 " 2 2 0 - H E
z —CHZ H
391 @__CH 2 2 0 - H —cﬂg—tv-o—Q
o H
F
. OCFs
392 2 2 o0 - H ?
- —CHQ—H-
Br
393 @o-lz- 2 2 0 - H —CH N
- H
cl
394 ®—CHZ‘ 2 2 0 - H —en N_E_@
~
H
395 2 2 0 - H
@"C,HZ‘ —cuz—HN—E—Q-Br
F
396 @—CH 2 2 0 - H ?
L —CHT'_I\{—C
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Table 1.37
4 .
Compd. R’ K N chirality R3 6
No. R2>—(CH2),— y ~(CHoJ51(CH,)5GR
cl
397 @‘CHZ‘ 2 0 : H o E—Q—a
398 @_(;Hz_ 2 0 - H '(CHz)zf'{‘_l*"C—@
399 ‘ 2 0 - H @
O_CHZ', ‘(CHz)Z‘H
NO,
W C T e
401 o 2 ° - A -(CHz)rg-g—-Q—COZCHa
CFa
402 2 0 : H '
o ~(CHalr NG
CF3
403 2 0 . H Z_N_Z
Or-onr ot
OCF,
404 @—CHz- 2 0 : H o ¥ C
? Br
c
406 @—CHZ— 2 0 ] : '(CHz)z—HN-g—Q
407 2 0 . H
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Table 1.38
Compd. R 4 :
ompd. .
No. R2>-(CH2)r_ k n chirality RS _(CHz)a%CHZ)q—G_RG
408 o ? ° ‘(CHz)z—”-E—< g—r
: cl
409 @‘C“r ? ° "(CHz)z—HN'g—< S—a
410 2 0 (S)H—N-O—<? >
@‘C”Z‘ N
CH2CH(CHa),
411 2 0
@"CHZ' —iH-H
CH2CH(CHz),
NO
412 : 2 0 (S)H—N—g -2
Crone .
CH2CH(CHs)2
— —‘%’H—N—c—(P >—-co CH
413 2 0 2CH3
< >—CH H
i CHoCH(CH3)s
_ © CF,
w G tr i
CH2CH(CH;),
CF,
415 O_c,;,z_ 2 0 (S)H-m—g
CH2CH(CH,), F
OCF.
(S)H—N-g—@ 3
416 @—CHz- 2 0 —T N
CH,CH(CHa),
Br
© 7 _@
417 O_CHZ_ 2 0 _iH—P*-C
CH2CH(CHg3),

52



10

15

20

25

30

35

40

45

50

55

EP 1 238 970 B9

(continued)

4
Compd. R1 o ’
No. R2>-(CH2)J—- k m n  chiralty R3 _.(CHz)az_s.(CHz)q_G_RG
418 @_CHZ_ 2 0 - N—C
CH2CH(CHa)
Table 1.39
R? ] 24:
Compd. -
—_ k hirality RS 6
No. R2>_(CH2)) m n  chirality —(CH, e CHZ)——G—Rq
s 7
419 @—cnz- 2 2 0 - H —f“H‘{j—C—D-Bf
CH2CH(CHy)2
420 @-CHz— 2 2 0 - H N-G~C§—f
CH2CH(CHs)2
cl
(S)
421 @_c,_,z_ 2 2 0 - H —iH—H Ci
CH3CH(CHa)2
(R) E
422 @—c»—tz— 2 2 0 - H —¢HN "@
CH,CH(CHy),
(R
423 @-CHZ- 2 2 0 . H —cH
CH2CH(CHa)2
9 NO,
424 @—CHZ— 2 2 0 - H —CH——N—C
CHch(CHs)z
w P
425 @—cn-lz— 2 2 0 - H —gH—'H\*'C 0,CH3
CH,CH(CH3),
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(continued)

4
Compd. R? m n chiralit 3 6
_ y R CH CHy)gGR
. R2>_(CH2)J ~CH)5 1 (CHalg
CFj
w®w ¥
426 @-CHr 2 0 - —CH-N-C
&HzCH(CHZ‘I)Z
R) ?_ o
427 2 0 - H=
@—CHZ— 5
CH,CH(CHg), F
OCF;
0
428 2 0 - =N
CHLCH(CHa)
Br
0.8
w Qe Pt p
~ i
CH,CH(CHa),
Table 1.40
Compd 1 ’
ompd. irali 3
o R2>_(CH2)J— Kk n chirality R _(CHz)p—Z;(CHz)q—G"RG
cl
(R)
430 @—CHZ‘ 2 0 - H —$ N
CH,CH(CHa),
® 9
- X 0 ] H —CH-N-C Br
< >—CH2' HEY
CH2CH(CHg),
432 <: >_cH 2 0 ) : _(@H_N_E—Cg_‘
r : '
CH,CH(CHg),
cl
(R
433 @—m ~ 2 0 - H _gH—N—cH ?—-< S—CI
CH,CH(CHy),
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(continued)
Compd 1 y
ompd. R - 3
No. CH,)— k n  chirality R —(CH, CHz)—G"RG
R 2/i Pis q
434 c C ~ 1 1 - H —cH
435 1 1 ) H 1%
: C*—@—CHz— —CHzN-
NO,
436 1 1 - H
a—@-cm— —CHzN-C
437 1 1 - H P
c Hor —CHyN-C 2CH3
CF
438 1 1 - H ? 3
C‘—@—CHz- —CHz=N-C
? CF3
439 G—@—CHz— 1 1 : H ‘ —CHz—g-CQ
F
: OCF,
440 1 1 - H _@
04—< >—CH —CH N~
L z H
Table 1.41
Compd. R 4
ompd. o 3
No. R2>—(CH2)r. k n chirality R —(CHZ)p CHz)q_G_RG
Br
441 Cl—-@—CHz— 1 1 - H —CHg—HN—g—@
a
442 1 1 - H —CH~N ?c Q
*H
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(continued)

Compd.
No.

p
Y
[9)
I
S
1

n chirality

443

444

445

446

447

448

449

450

451

SRR RS

O;]é
I
g

T

oy O

—(CHz>z—,§-E—C§:/>
NO,

-(Cﬁz)rg-g—@

—(cnz)z—u-g—Q—cozc Ha

CFs

-(CHz)z—N-g—@
H
CF3
~CHy)~ 1
H
F
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Table 1.42
Compd R? v
ompd. . 3
No. R2>_(CH2)1-— m n  chirality R _(CHz)%(CHz)a‘G—RS
OCF3
452 Q—@—CHZ- 3 1 - E
—(CH2)z~
H
? Br
453 31 - H
ooz —(CHz)z-N—@
: H
454 3 1 H Y “
o oe ' A5
~CHa N0~
455 o—(_)—CHr 31 - H -;(cnz)z—HN-E-@—er
456 Q—O—CH 3 1 -
z —(CHz)z—th—d-C
H
0 cl
H
o}
458 CI—@—CHz- 2 1 - H _CHQ_N_(';_Q
H
459 21 - H % &
cn—@—cnz— —CHN-C
?

460 q—@—cnz— 2 1 - H —GHp~N-C CH;
461 2 1 H 9 &
a—©—CH2- i -CHz-u-c
462 2 1 . H —CHz—,_l\‘l-C

Ci CHz" H3°
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Table 1.43
1 4
Compd. R o
— hirality ~ R3
No. > (CHY) m o chialty —(CHZ)—I—(,, ~{(CH)GR®
9
463 C"'@‘CHZ‘ 2 1 - H —cnz-ri:-c—@
CH,
[
464 C,_Q_CHz_ 2 1 : H ~CHyN-C OCH,
OCH,
465 2 1 H g 7
a—_)-CHz- ' ~orz e~y
o NO,
466 c,@_CH ~ 2 1 - H —CHyN-
H
467 2 1 H ? d
u—@—cm— i —CH-N-C
. H
o  N(CHs)
- 1]
468 Cl—@-CHz- 21 H ~oHpy&
o  OCHs
469 a_@_c,.,z_ 2 1 ; H _CHz—ﬁ-g
9
470 Q—@—CHz— 2 1 - H —CHz‘n’C_@-CN
9
471 Cl—@'CHz‘ 2 1 - H -—CHz"HN-C—Q—COZCHg
2 Q
]
o o)
473 m—@— 2 1 - H -cm—u—c—@—&—c&qa
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Table 1.44
: 4
1
Compd. R - 3 . 6
No. R2>_(CH2)’_. m n chirality R —(CHZ)FT%;(CHz)q—G—R
?
474 c,_Q_CHz_ 2 1 : H ~crey c—@— oFy
475 CI—@—CH _ 2 1 - H ?
2 ~cHzN-C—_H-CH(cHg
476 2 1 H ?
CI"@‘CHz" —CHz—H"C—@—NOQ
477 2 1 H ®
Cl‘@‘CHz— ~cHey 6~ _Y-ocH(cHa,
@
— /
478 CI—@—CH—;— 2 1 . H —CHj HN—C—(N]
. HeC
1}
479 C'—O'CHz- 21 - H ~cHN-C—¢
o)
: - ~CHN-C—
480 Cl—©—CH2- 2 1 H “H % By
9
481 CI—O-CHz- 2 1 - H _CHZ_H.C_(/S\J‘
o ¢
- 1]
482 cn-@—cuz- 21 H —CH;—N-C—d
H s
@
483 _@_ _ 21 - H —CH~N-C— ]
(o] CH2 2
H —(leHa
0
484 2 1 - H

1]
-cnz—wc—/t@
H N

I
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Table 1.45
Compd R *
omp ralty RS 6
Vo, > (CHIE ¢ n oty R —<CH2)£I;<CH2)Q—G—R
o CFg
[
485 u—@—cﬂz- 2 1 - -—CHz-'HN-C
, CF3
0 CN
486 cn—@—cm- 2 1 - —CH~N-C
H
c
o]
487 Cl—@—CHz- 2 1 - -CHz-N-g—@
H
0 NH,
488 Cl—< >_C’.|2_ 2 1 - —CH2-N-CI
H
o CF;
489 cq-@-cnz- 2 1 - —CHZ—"j"‘g
F;C
OCH,CH.
I L D
2 H
(u)F CF3
491 q—@—CHg— 2 1 - —CHz—N-C‘G
H
492 CI—O-CHf 2 1 - -CHz-"u'f'}
. o, CFs
493 q—@—cm— 2 1 - -CHZ—N-&—G i
H
o CF3
1]
494 G—QCHZ— 2 1 - —CHQ-HN'C
. F
o CF3
1]
495 ca—@-cn-iz- 2 1 - —CHz=N-C
F .
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Table 1.46
Compd R! )
ompa. - 3 6
No. R2>'(CH2),"‘ n chiralty R "(CHz)Egs—(CHz)q—G’R
o CFs
496 Cl-@—CHz- 1 - H S
'y
oHO  CH(CHa)
o C'_Q_CHZ_ 1 _ " o -N-&-G
W
NH2 CF3
498 m—@—cuz- 1 - H o N_g
p— 2-
H
. 9 °
O T —ouene~ )Nor,
9
500 cn—@—cm— 1 - H -CHZ—{:;-C—O-OCH:,
o No
501 C]—@-CH:— 1 - H —CH NG
H
Br
o No;
[]
502 C'—@—CHz- 1 - H —CHz—ﬁ-C—Q—F
0 NO,
503 a—@-mz— 1 - H —CH;*R-C—Q—C!
o  OCH
[ ]
504 C'—@—CHz- 1 - H —cuz-ﬂ-c
OCH,
o Noa
- 1
505 Cl—@—CHz— 1 H —CHz-H-C—@—Br
o
1
506 1 - H ~CH~N-C~¢

61



10

15

20

25

30

35

40

45

50

55

EP 1 238 970 B9

Table 1.47
4
Compd, R? CH K hirality ~ R3 6
WERDACHI-  k m o n ey R —(CHET{(CH)rGR
ofs
507 2 2 1 - H i
Cl—@-CHz- ~CHz-N-C Z 7
o)
508 cs—@-cmz— 2 2 1 - H —CHz‘N‘('?—(/D
H S
. OBr
509 Q_O_CHT_ 2 2 1 . H —CHz—N—(l:-éj
H s
510 2 2 1 H ? e
- —CHy-N-C
Yo :
z H o CH3
?
511 cn—@-cnz- 2 2 1 - H —CHzN-C
07 c(CH,)
512 cn—@—cnz- 2 2 1 ; H o CHCH3
—CH~N-C
H
S
513 C]—@-CHZ.. 2 2 1 - H o C-CHj
~CHo~N-C ’
H
9
514 cn—@—cm— 2 2 1 - H —CH,~N-C C(CHs)s
- 9
515 C|—@-<:H2- 2 2 1 - H —CH2—HN-C—©—CH20H
CF3
516 HzN-OCHz- 2 2 1 . H —CHyN- _@
H
HaN CF4
517 " 2 2 1 . H
z
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Table 1.49
4
1
Compd. R I 3 6
No. R2>_(CH2)]—- k m n  chirality R _.(CHZ)%(CHz)a_G_R
. NO2
529 Cl—@-CHz- 2 2 1 - H —CHrN'gG
H
530 Ci-D—CH 2 2 1 - H
= —CH
H
SCH,
531 G—O—CHz- 2 2 1 - H
—0wa s
CHg
52 o pCHr 2 2 . H —CH
H
HsC
533 c;—@-mz- 2 2 1 - H —CHZ—u—g
HyC
NO,
534 CI—O—CHT 2 2 1 - H —CHzN-
H;C
535 a-@—cnr 2 2 1 - H —CHz—HN—g—Q
Hac-C\\o
CH3
536 CI—O—CHZ- 2 2 1 - H —CHz—
’ H '\CH3
HsC
C(CHy)3
537 C;.OCHZ_ 2 2 1 ] H ~CHzN-
HsC
538 CI—O—CHZ- 2 2 1 - H —cH
H,
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(continued)
Compd R? )
ompd. -
— k m n  chiralty R3 CH —R6
No. CH,) "(CHz)‘I—(p 2)g G
y P . CHs
539 a-@wr 2 2 1 i H —CHAN-C
FsC
Table 1.50
Compd R1 ¢
ompad. T 3 . 6
No. R2>—(CH2)J_- k m n chirality R —(CH2)%5_(CH2)TG_R
—CH %
540 C‘-@-CHz- 2 2 1 - H ChzN- _%\,O
Hs
NO,
41 o pcHr 2 2 - H —~CHzN-
HN
CH,CH;
542 2 2 1 - H '
Cl—@—CHz— —CHz=
543 c:—@-cn—cz- 2 2 1 - H —m;—u—&@—cmam
544 2 2 1 - H ¥
CI—@—CHz- —CHz~ HN‘C_d
cl
545 2 2 1 - H —~CH—NH
o~ )-onr :
c
546 Cl—O-CHz- 2 2 1 - H —cr-lz—ﬁi-Q
a’ ¢
547 2 2 1 - H

ot Qs
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(continued)

4
Compd. R1 irali '
o R2>‘(C Hz),—_' K m n  chiralty R3 —C Hz)%s—(c Hz)E'G“RS

a
548 q-—@-CHZ- 2 2 1 ; : —CHz HN'E_Q
o cl
0 ci
549 c;-@—mz— 2 2 1 - H —CHN©C @
o,N
P

—CHg—N—0—§ }
550 q—@-CHz- 2 2 1 ) : H
o,N ©

Table 1.51

_ 4
Compd. R rali "
o'\rlr;p.) R2>_( CH,)— kK m n chirality R —C HZ)BES—(C Hz)q_G’Rs

551 _ 2 2 1 - H
cn—@-cuz ~—CHz- ;‘}“‘g"c”f@
CF,
552 G—O—CHz' 2 2 1 ) H
—CH CH

H
R~

553 q—@-cm- 2 2 1 ; : —CHNC _CHFQ
) CFa

F
554 a—-@—CHg- 2 2 1 - H —CH7N ?c—{;(j
H
H
Y
555 C|—©-CH2- 2 2 1 - H —CHN “(N\,@/
556 CI-@-CHz‘ 2 2 1 ) o —ed < o
H
H
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(continued)
Compd. R ' ¢
ompd. . .
k hirality =~ R3 6
No. o >CHa n chiralty —(CszjI—(p ~(CHp)g GR
g
557 G'@-CHz‘ 2 1 - H -(CHz)z-H-C—@
v L -5 2\
H
o CF3
1
559 u-@—cnz— 2 1 - H —CHN-C
CH3 CF3
CN
560 OI—O-CHz- 2 1 - H —(IZH-HN-C
CHj
o Br
561 'a—@—mr 2 1 - H —(|3H-_HN-C
CH3
Table 1.52
1 4 ’
Compd. R el 3 \
No. g2 CHm  komoon hiily R —(CHZ){I—(,, —(CHy)gGR®
. o o
1]
w2 oo 2 o2 1 - ow —oendL
CHs
CF3
563 G—@—CHz— 2 2 1 - H —(IJH-HN-C
CH; FiC
564 c|_©.cnz_ 2 2 1 - H _?H.HN.{{
CHa
oFR CFs
]}
565 c,_@_CHz_ 2 1 - H -cI:H-HN-C—G
CHs
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(continued)
1 4 7
Compd. R ieali 3 ;
No. R2>"<CH2)J'" moon ol R ‘(CHz)%(CHz)EG‘RS
o OCF,
566 C‘—@—CHz- 21 ; H —(IJH-HN-C—Q
CH3
(")ca
567 C’—O-CHT 2 1 - H —(I:H-”-C
CHj CF,
9':
s o )-onr 2 oY
CH3 CF,
Q
e S iR
CH, F
g ~C°
O . &,
HO  CH(CHY),
71 adConr e n el
CH,
572 G—@—CHz- 2 1 - H —?HN—B‘G
CH,4
Table 1.53
Compd R1 X
ompd. el 3 6
No. > (CHa moon ey R _(CHZ)E‘Z'S‘(CHz)cTG'R
qBr
573 cu—@cuz- 21 - H —CH-N-C
["H s
CHa
Q
574 2 1 - H —CH-N-C~¢
G—@—CHZ— ?H- —(S]Br
CHa
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(continued)
Compd 1 4
ompd. R o 3 6
No. 2>—(CH2)j— m n chirality R _(CHZ)%S—(CHZ)TG_R
R
?
575 2 1 ; —-‘fH—N-C_(/\EL
G—O—CHz- LB 0 cen),
3
?
576 2 1 - —CH-N-C—
C'—@-CHT iH H —(Olsm-la
3
H,C
O 3
77 2 1 - 1]
577 o o -0,
CH,
9
578 2 1 - —CH-N-C—¢
o O-oir et s
CH,
?
579 Cl—O—CHz— 2 1 . -TH-N-c—fN:Q
CHj3 H
?
580 C"O—CHz— 2 1 ; —cI:H-Hr\:-c—(slcH
CH3 3
Q
581 G—-@—CHZ- 2 1 - _TH-N-c—(]
S
CHa
. HC
' Q
582 cg—@—CHz— 2 1 - _CfH"f-fc ¢
CHj
0
' —CH—N—g—(/D
= e T M
3 3 .
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Table 1.54
Compd R! 4
ompd. _ o 3 6
o R2>_(C H2)j n  chiralty R —~C Hz)p—gs—(c Hz)a—G—R
0 o}
—CH-N-(Q,-O—E
584 G_@_CHZ 1 - H (|: ) H
3
@
585 1 - H —CH—N-C-@—CN
CI—O—CHz- (I:H H
' 3
q
586 1 : H ~ H-N-C—@—Cl
cn—@—cnz- L H
3
‘ ?
567 1 : H -cu-»c—@—cp
G—@-CH;— [ H i
3
?
588 1 - H —CH-N-C-</:\>—NH2
Cl-—@—CHz— oh =
3
9
589 1 ; H —cwrv—c—@-qcm)a
ca-@—c:-iz— (I:H H .
3
9
590 1 i H —-CH-N-C—@—cH(CH;,)z
CI—O—CHZ— (I:H H
3
9
: C 1 i H —CH—N—C—-@—N CH
59 o CHm e (CH3).
CHj,
9
592 1 - H —CH-N-C-@—OCH:,
c— )—CHr (|:H H
3
9
- H -CH-N-C—@-CH
593 c;—@-cnz- 1 [ H 20K
: CH3
?
594 1 - H —?*HN'C.Q—OH

CH,
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Table 1.55
1 4
Compd, R CH,) K hirality ~ R3 6
oo g2 CHa) N enraly —(CHz)—-RH,,Rs CHy)FGR
‘.?
595 c:-@-cnz- ) 1 ] ’ -<':H-Hr+c-©—cozcns
CHs
® 8
) - -CH
596 G—O—CHr 2 1 H ?H-{\_{'C-Q-C CH,
" CHj
Q
C-CH,
597 m—@—CHZ— 2 1 - H —C':H-N-E—Q
H
CHs
]
598 C’—O—CHT 2 1 - H —clzn-hs-c g
CHj
. 7
599 c,_@_CHz_ 2 1 - H _CH.;;;-C 1\'
CHj CHs
Q.
600 CI—-@—CHZ— 2 1 - H _c}-hﬁ-c—(/]
f O pr
CHj
o QCH3
601 C'_O—CHZ_ 2 1 - H _?H_HN.&
CH3
o  NCHs)
il
602 CI—@-CHZ- 2 1 - H —(’:H-ﬁc
CHa
NH,
603 CI—@-CHZ- 2 1 - H —CI;H-HN-C
CH3
604 c;_©_CH2. 2 1 . H -—TH-Q'C %
CHj H
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(continued)

4
Compd. R1 i 3 6
o >H{CH- non ey R —(CHYA —(CH,)3GR
R R
ne)
605 CI—@—CHz- 2 1 - —EH-H
Hs
Table 1.56
Compd R? ¢
ompd. o 3 6
No. R2>_(CH2)1__ m n chirality R -—(CHZ)FZS—(CHZ)E-G—R
606 ~c1—®-c&-lz— 2 1 - _1*;'*@‘@
Ha
0 CH;,
607 c:—@—criz- 2 1 - —1H—HN—
~CH3
) H-N-
608 CI—@—CH:— 2 1 N '
CHz H3C
609 C,_@._CHZ_ 2 1 - —?H-H
CHs HsC-
i
610 2 1 - “'ﬂ'c_@
c CH~ CH -q
) s oGy,
q C(CHs)s
o1 a—@—cuz- 2 ] _1:_H
3 HsC
612 2 1 -
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(continued)

4
Compd. R1 o
k m n chiralit R3 —G—R®
No. R2>—(CH2)1—- ety —(CHZ)p ls (CHZ)Q
' E CH,
613 C*—O-CHz- 2 2 1 - H —1 v —@
Ha F3C
K CHj3
614 cx—@— CHa 2 2 1 - H —IH—H-c—CN( )
Hy Fsc  CHs
615 d—@—CHz- 2 2 1 - H _1” N @_&
" _
616 C,OCH - 2 2 1 - H _IH.,;,;@ ‘Q\/O
Hy
Table 1.57
R? !
Compd o 3 8
Vo oM km oo oy R —(CH»{};CHZ);G%
Fa
617 CIOCH;— 2 2 1 ; H HN-
CH3
?
618 2 2 1 - H -CH'N'C'Q
a—@—cm— | H
CH(CH3)2
CN
1] D
619 ' 2 2 1 - H - 7N
o~ )-onr iy e~
CH(CHa3)2
(l? Br
620 q—@—cnz- 2 2 1 - H ~CH-N-C
CH(CH3)2
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(continued)

4
Compd. R* o
m n chiralit R3 6
No. R2>—(0H2),— y —(CHZ)%—(', -(CH)GR
9 Cl
621 a—@-cuz- 2 1 - H -cwu—c-@
CH(CH3)2
: 0 N(CHz)2
622 Cl—@—CHz— 2 1 - H —GHR-C
CH(CH3)2
o OCH;,
623 Q—Q‘CHZ- 2 1 - H - H..n.c
CH(CH3)2
(") NO,
624 c CHo- 2 1 - H —CH-N-C
2 PN
CH(CH3),
NH,
625 c CH.—- 2 1 - H -—CH—N-&
2 N
CH(CH3),
9F3C
626 cn—@—mz— 2 1 - H —CH-u-c
H(CHy, CF; .
]
627 u_@.mz_ 2 1 - H - H"LTC
CH(CH3)
Table 1.58
Compd R! 4
ompd. " 3 6
Vo > {CH m o oy R —(CHZ)%CHQQ—G—R
CO,CH3
i
628 u—@»cuz— 2 1 - H - H',".fc
CH(CH3)2
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(continued)
4
Compd. R1 m  n chiralit 3 6
y R CH CH,)=—G—R
No. 2>—(CH2)J—— (CH)g 15 (CHa)g
R
gl)F CF3
629 Cl-@—CHz- 2 1 - -TH'HN'C—G
CH(CH3),
OCF,
n
D CH(CH3),
a
631 a—@—cm— 2 1 - —gHN e
CH(CH3);  CF;
| gh
632 q—@-CHz— 2 1 - —TFNC
CH(CH3), CF3
CFs
633 21 - H-C
Do e
CH(CH3);, F
Q CFy
1 - —
o e ¢ et
CH(CH3),
dHO CH(CHy),
. 1]
1 ] —CH-N-
635 GOCHZ- 2 H
CH(CHj3)2
0 CH3
636 Q_@_CH 2 1 - _?H-H-C
2 CH(CH3),
e~
637 a—O—CH _ 2 1 - _CH—HN-C—@
2
CH(CH3)2
9
—C —-< >—
638 c;-@-cm— 2 1 ; e o
CH(CHa),
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Table 1.59

Compd.
No.

4
n  chiralty R3 —C HZ)%;<C Hz)—q—G—Rs

639

640

641

642

643

644

645

646

647

648

0
1]
T i A a0

CH(CH3)2
2
] ] H —(lZH-HN-C—-Q-OCHa
CH(CH3)2
?
1 _ H —?H‘ﬁ‘COCOgCH;;
CH(CH3)»
o) o)
el I
1 ; H PN
CH(CH3),
o)
]
1 - H —C|:H-HN-C—©—CF3
CH(CH33),
?
1 - H —?H",;"C—@-C(CHa)a
CH(CHa)2
?
N e A
CH(CH3),
?
] ) H —cI:H-‘rg'-c—Q—cuon
CH(CH3),
1 " el )&
_ ?H s
CH(CH3),
Q
1 - H —c':H‘HN‘C‘O"CH(CHa)z
CH(CH3)»
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(continued)

4
Compd. R - :
OI\T; p R2>_(C HZ)I— k m n  chiralty R3 —C Hz)%s_(CHz),q_G_Rﬁ

=0

i -—CH—N—C—@—
649 G_@_ CHp 2 2 1 H N OCH(CH;),

CH(CHa)p

Table 1.60

>

Compd. R!
e R«

4
chirality —R3 —C HZ)%(C Hz)q—G—Rs
0

650 Cl—@-CHZ- 2 2 1 - H

LY

H
H(CHa)2

651 a_@_CHZ_ 2 2 1 - H _i ;

H(CH3a)2

R
652 c|_@_c|..2_ 2 2 1 ; H —?H‘N’C—@—NOZ

CH(CHgz)> .

653 2 2 1 - H H-‘Q"E—Q_ofc”zhc%
c CHy— :

H{CH3),

CH3

654 2 2 1 H N-C?’-d’w ?
W S

655 2 2 1 - H H‘N‘@—G
o~ron Y

656 2 2 1 - H - H"_";"C
G—Q—CH 2=
H(CH3),
657 2 2 1 - H N-E—G
CI—-@-CHz- _ZH-H =

H(CH3),
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(continued)

1 4
Compd. R o 3
No. R2>—(CH2)I— k n chirality R _(CHZ)%(CHz)q—G_RG
658 2 1 - H H—N—@Q
C|—®—CH2— \_NH
H(CHa)z
659 m—@- CHam 2 1 . H “‘f“‘N‘C‘G
2 CH(CHa3).
660 C,_@_CHZ_ 2 1 i H H-N-@—<I :\/@
H(CHa)z
Table 1.61
Compd R 4
ompd. - 3
No. R2>_(CH2)1 k m n  chirality R _(CHz)%‘(CHz)a‘G‘RS
) %
661 Cl"@-CHz— 2 2 1 H H-H
H(CH3), OCH,
Hj
662 cu—@—cnz— 2 2 1 - H H-H /
CH(CHy), Cha
H;
663 d—@-.CHz— 2 2 1 - H i /
H
CH(CHg),
Hs
664 q—-@—CHz— 2 2 1 - H _i N-C "
H(CH;), 2
0...CH;
665 cn—@—cm— 2 2 1 - H "[:ﬁj‘&
(CHa)2
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(continued)

4
Compd. R1 " 3 6
No. R2>_(CH2)1_ k m n  chirality R _(CHZP . CHz)a‘G‘R
H
woHs
666 2 2 1 - H H-N-C—C
cl CHo~ "1 N oH
H(CHa) 3
H3
667 C'—O‘Cﬂz' 2 2 1 - H —I N
H(CHa),
9 I
668 Q_O_CHz_ 2 2 1 . H —I:—u-cA&CH
(CH3); 3
.
669 C,_@_CHZ_ 2 2 1 . H iH—ﬁ—c—(Nj
H(CH3)2 CH,3
670 Cl—@—CHz— 2 2 1 - H —1me
HCHa)
H(CH); 2
Table 1.62
Compd.  R? 4
ompd. o 3
No. R2>_(CH2)J._ k m n chirality R "(CH2>p_3;1CH2)q—G“R6
) H—N-E 4
672 C'_O— G 2 2 1 H N
H(CH3), H
673
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(continued)

Compd.

No.

=

n chirality

674

675

676

677

678

679

680

681

682
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Table 1.63
R !
Compd. - 3
hirality R 6
WG <m0 s R {CH(CH,) G
) H-N-&(l
o C'O_CHT 1 " H 87 sch,
CH(CH3),
] ~CH- —(/jLo
684 Cl—@—CHz— 1 H H ™Sy on,
CH(CHy,
685 CI—O—CH - ! i H H-HN_ ?H
? CH(CHg)y B °
¢
686 C"@'CHz' 1 . H —CH-N-C—@
. CH,CH(CHa),
9
1 - H —CH-N-C—@
687 c:—@-cm—
CF3
688 g D o 1 - H —CH-N-C—Q
=
o _oN
- H
T e 750
o Br
690 1 - H —~CHN-C
C|—®—CH2—
o N(CHg),
691 1 - H —CH-N-C—Q
c:—@-cm-
o _ ocH
692 1 : H —CH-N-C—@
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(continued)

4
Compd. R1 -
k m n chirality —R3 6
No. Ré>-(CH2),—- ﬂCHz)p—i;CszrG—R
o) CF3
: i
] —CHN-C
693 G—@-CHZ— 2 1 H
F3C
Table 1.64
4
Compd. R1 o .
— k m n chiralit R3 6
No. 2 {CHY) Y —(CHzr—T—“ 15 (CHITGR
OCH,CHy
694 q@_CHz. 2 2 1 - H —CHN-C
o CO,CH;3
[
695 a—@—wr‘ 2 2 1 - H --CH-N-C—@
o - OCF;
]
696 Cl-@-CHz— 2 2 : H —zi-)N-c—Q
0 .
697 cn—@—cm— 2 2 1 - H —Z*jc_@_m
?
698 C,_@_CH ~ 2 2 1 - H _Z-j—c N(CHs),
?
699 cu—@-cn-lz- 2 2 1 - H _®.C—D—OCH3
' %
700 C'—@-CHz- 2 2 1 ; H -—CH-N-C_©—COZCH3
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(continued)
Compd 1 4
ompd. R m n chirality RS ' )_l( 6
No. . CH CHy))=GR
0 R2>—(CH2)j —(CH, pR5 2)q
% F
701 u—@—cm— 2 1 ] H _w-c—OC-CHS
?
702 2 1 - H —CH'N'C‘D‘CFa
aOrone &
?
] —CH-N-
703 d_@_ CHom 2 1 H U q—QCH(CHa)z
?
) —CH-N-C—@—NO
704 cn—@—cm— 21 H U 2
Table 1.65
Compd. R *
ompd. o 3 6
No. R2>-(CH2),— n chirality R —(CHz)p‘I's‘(CHz)q—G'R
c 2
H;C
. s.CHs
] —CHAN-
oy W 1 H —~J
T O\
Q—@-CHT U
Q s B
708 1 - H —CH‘N-Cﬂ
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(continued)

4
Compd. R1 I
k hirality ~ R3 6
No. R2>—(CH2)J-- m n chirality —((:HZ)AI--(p ~(CH)GR
. 'S SCH;y
709 2 2 1 - H —CHN-E
a~Orone S
H-N—E S
710 2 2 1 - H —C —S\;ﬂ
CI'—@"CHz— .
0. CHs
711 a—@-c o 2 2 1 H U _dcm
At e
712 C“@‘C Hy 2 2 1 - H U \\
Ny
713 2 2 1 - H —C 4
O—-@—CHz‘ U
H,C
714 cn—.O—CHz- 2 2 1 H U ‘T
Hs
b
] \\
715 CI—O-CHz- 2 2 1 H U
Table 1.66
1 4
Compd. R o 3
No. R2>_(CH2)J_-. k m n chirality R —(CHZ)p‘Z;‘(CHz)q—G_RB
. . e
(J
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(continued)
4
Compd. R1 o 3
No R2>_(CH2)J__. k m n  chirality R —(CHZ)p Z CHz)qG RS
0. NO:
717 CI—Q'CHz‘ 2 2 1 - H ‘b‘""“‘ N
718 C'—O-CHz‘ 2 2 1 - H —CH-N-E—{;[]
(N
? o
719 »c1_©_CH2_ 2 2 1 - H —-C!Cj—c—ﬂ
? o.Br
720 G-@-CHz- 2 2 1 - H @C—U
I o P w&(ﬂ
Sy
I O = T . H —@C—Q—CMOH
723 C'_O_CHZ— 2 2 1 - H w&@-NHz
724 C“@‘CHz‘ 2 2 1 ; H _CWN_E_Q_C(CH:,)S
-, 't 'y
5 cl CHy- 2 2 1 - H —&H—)N—c—@m
726 a—@—cm—- 2 2 1 - H —CH'*‘*‘C“@—H'.C'CHa
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Table 1.67
1 4
Compd. R o
CH,)— k m n  chiralty R3 6
No. R2>—( ) ~(CH)Js 1 ACH, )y GR
727 Cl—@-CHz- 2 2 A1 - H -@-X—Q-G
NH,
728 2 2 1 - H —~CHN-C
a— Y-cHa-
NO,
729 CI—-@-CH2~ 2 2 1 - H —CH-N-C
0 cl
730 c|—©—cn2— 2 2 1 - H ~CH-N-C:
O
C-CH,
731 cn—@—cm— 2 2 1 - H _Z)
0 CF,
732 2 2 1 - H —cs-m—c—@—#
Ci CHz'" U
733 u—@—cm— 2 2 1 ; H —CH—N—E—Q
- U HO  CH(CH3),
734 cv-@—cm- 2 2 1 - H —C»N—&Q
?F CF3
735 G—@—CHz- 2 2 1 - H _CHWG
me oo 2 2 1 - o —ownd
H,N  CFjy
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(continued)

]

R1 k m n chiralit R3 4
N ' ~CH)p I (CH) GR®

F

CF3
o e o 2 2 1 -k @&Q

Table 1.68

>

Compd. R! L 4
No. R2>_(CH2)r. k m chirality ~ R3 __(CHZE_Z;(CH'Z) +G —RS

738 Q—@—CHz—- 2 2 1 - H —‘z”j‘c_g
739 C"‘@'CHz" 2 2 1 . H _cmw—?'&'

NO,
740 _ C“O"CHz‘ 2 2 1 - H —@-
741 c:—@—cm— 2 2 A1 - H —CH-N—C—G

742 cn—@- CH 2 2 1 - H —WN-E-@

1
5

743

¢ CHj
744 C'_O_CHZ_ 2 2 1 ; H —CH-N-C—Q
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(continued)

4
Compd. R1 -
k m n chirality —R3 6
No- > (CHa) —(CHZ»{I—” —HCH)GR
? 0. C(CHs)s
745 Q—@—CHz- 2 2 1 - H "‘Cj‘cﬂ
CH,4
—CHAN-
746 O—@—CHz- 2 2 1 - H X
Hyd  CHa
CH3
W oo 2 2 1 - A —@i—g
FaC
748 G—@-CHz- 2 2 1 - 3 —-CQH\'&\ 1
Table 1.69
3 4
Compd. R I 3
No. R2>_(CH2)J— k m n chirality R "‘(CHz)p CHZ)q G Rs
o eGee 1 - &0
750 C"O—Cﬂz' 2 2 1 - H —Z) '
H,C
Q CH,
751 CI—@-CHz- 2 2 1 - H _i:-H
20H
752 Cl—@-(}lz- 2 2 1 -
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(continued)

4
Compd. R1 I
k m n chirality —R3 6
No. R2>_(CH2)J— —CHsT(CHy)gGR
753 C'—Q—CH:— 2 2 1 - H -TH_'E,_C_Q
CH,OH
cl
754 G—@-CHz— 2 2 1 - H _TH_;:‘_@_Q
CH,OH
OCHy
755 C‘—O—CHz— 2 2 1 - H _?H.,H,.@_Q
CH,0OH
2~
756 CI—O-CHZ- 2 2 1 - H H—h}-c
CH,0H
0 OCH,CH;
757 C"@'Cﬁz- 2 2 1 . H H-N-C
H,OH
0 CO,CH3
758 a-@—mz— 2 2 1 - H —Tu—m
CH,0H
q OCF,
759 CI—O-CHZ- 2 2 1 - H —1:-5-0
20H
Table 1.70
Compd R1 4
: irali 3 6
No. R2>-(CH2),—- k m n chraly R —(CHZ);E;-(CHz)a—G—R
H—N—@ "
760 G‘@‘CHz‘ 2 2 1 . H —L N
20H F
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(continued)

4
Compd R1 P 3 6
k n chirality R
No. R2>-(CH2)j —(CH)FTACH)gGR
. 9 CFq
761 cs—@—cr—ar 2 1 - —?H—n—O—O—F
CH,OH
)
762 CI_O_CH:)_ 2 1 -
H20H
- H—N—g—< >
763 CI—@-CHz- 2 1
20H
| frs ¢
764 G_@_CHZ_ 2 1 - _i;.h,_c
3
Ha ?
765 C'—@-CH::- 2 1 -
CF
Ha ? 3
o e e 2ozt M
Hi
o
2 1 " T:Hs
o C'_@'CHT _ H
Hs
Hy @
768 CI—-@'—CHZ— 2 1 - G
H3
F
769 CI—O—CHZ- 2 1 - —¢NC
Ha
F
Hj ? CF3
770 cg..@.g,..z_ 2 1 - NG
CH; F
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Table 1.71
Compd R! )
ompd. — irali 3
No. R2>—(CH2)’ k m n  chiralty R _(CHz)p_%(CHz)h—G'RG
He @ O
771 q-@—cm— 2 2 1 - H N
CHj
Hy
772 o pCHr 2 2 1 - Ny CF;
CH3'
Hy @
773 cn—@-cuz- 2 2 1 - H —C—N-C
e 9T CCHik
B
774 C]—@—CHZ- 2 2 1 - H N-C
S sc
3 Ha
H
H 3
775 u—@-cm— 2 2 1 - H ?_‘;\'_g /
e
Hy C(CH)s
Hy Hs
776 CI—@-CHT 2 2 1 - H N
Hy
F3
L
777 C!—O—CHz- 2 2 1 - H ‘EZH ‘&
™ CHa
R NO,
Hs
"
O T T
CH3
- NO
s 9~
780 C,_@_CHZ_ 2 2 1 - H —oN-
Hj
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(continued)

; 4
Compd. R I 3
No. R2>_(CH2)j._. k m n  chiralty R _(CHz)p_%(CHZ)h_G_RG
Hj
781 - L 4
cl CHo~ 2 2 1 H N N
H, H
Table 1.72
Compd R! ¢
. irali 3
No. R2>_(CH2)J._. k m n chiralty R __(CHZ)D_Z;(CHZ) E_G _R6
H, ? OCH,
782 C"‘@"CHz‘ 2 2 1 . H N
3
?H:i OCH,CH;3
783 Cl—-@-CHz— 2 2 1 - H N
CHa
G © CF3
784 CI_O_CHz_ 2 2 1 - H —-O-CH
Hs
2 9 OCH,
785 Cl—@—CH;— 2 2 1 - H N
CH3 OCH,
s
786 G—@-CHz- 2 2 1 - H AN {‘{"Z‘@
H,C—CH,
p "
787 C'—@-CHz- 2 2 1 - H —C\—
/\ H
H,C—CH,,
F3
RS S T e
H,C—CH,
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(continued)
Compd R1 :
o R2>_( C Hz),-— m n chirality — R3 __(C HZ)D-Z;(C HZ)E'G—RS
% ony
789 Cl—O-CHz— 2 - " [\ H Co
HC—CHz
? cl
790 Cl—@—CHz- 2 ) " /\ H Cj
H,C—CH,>
? NO 2
791 a -@—cm— 2 1 - H —O—N-C~< S
H
) HzCL\CHZ ’
CFs
792 Cl—@—CHz- 2 1 - H /\ H h
HzC"‘CHz
Table 1.73
Compd R1 ’
e : R2>'(CH2)J_ m n  chiralty R3 _(C|--|2)ng—(CH2)q—G—R6
P
793 2 1 - :
e :
HZC/—\CHz
CFs
794 C]—@—CHQ- 2 ! i : H :<<
Hzc/—\cuz F
795 N H : ]
o~ )-CH ' N aaYad
H,C—CH,
' %
796 a CHp 2 1 - H H g
> Hzol_\CHz SCts
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(continued)
Compd 1 !
ompd. R K m n  chiralty R3 6
o _ CH CH,)==G—R
" R2>'(CH2)J —(CHa)5 7 ACHa)3
3
797 C!-@-CHz— 2 2 1 i H J\ H 4
H, C—CH, C(CHy)s
H3
798 2 2 1 H .
e - A,
H2C—CH2
Fa
799 G—O—CHz- 22 . " /\ ni&m
Hp C—CH 3
NO,
e AN
HzC—CHz
Y /
801 a—@—cuz- 2 2 1 ; H /\ H
H,C—CH, H
0 OCH,
802 cx—®—CH2— 2 2 1 ) " /\ H :
H, C—CH,
OCH,CH;
_ +—
0o o 2 2] " /\ H C
HzC_CHz
Table 1.74
4
Compd. R! CH,)— K m n chiralit R3 6
No. R2>‘( 2); g —{(CHIF T (CHIT CR
? CFs
804 a—@—CHz‘ 2 2 1 ) H S
/\H
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(continued)

N I I —(CH2>%;CH2>«:—G'RB
805 C!—Q—CHz* 2 2 1 . H
806 cx—@—q-lz— 2 2 1 - H
807 CI—O-CHZ— 2 2 1 - H
808 L _@_CHZ_ 2 2 1 - H
809 C'—@"CHT 2 2 1 - H
810 CI-@-CHZ— 2 2 1 - H
811 Cl—-O—CHz— 2 2 A1 - H
812 O—@-CHz- 2 2 1 - H
813 QOCHT 2 2 A1 - H
814 CI—@—CHz— 2 2 1 - H
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Table 1.75
3 4
Compd R -
— k m n chiralit R3
No. r2>(CH2); Y —(CHZ)%-(CHZ)-Q—G—RS
CFa
815 a—@—CHz—- 2 2 1 - ”'H”g < é
(ﬂz'ﬁ'NHz
CFy
816 G—@-CHT- 2 2 1 - -1:“;,‘3-@
(2)2‘8'“”2
CFy
817 d—@—CHr 2 2 1 - ’LH'Q'?"O—F
(92-3"““:
) Br
818 ct—@-cuz- 2 2 1 . —ll‘HH—g-ﬂ—O
(z)z-g"\"'*z
e
Y s L R R o
( z)z-‘g'NHz 3
820 C'—O‘CHT 2 2 1 : —i”‘h" C2
(Hz)rg'NHz
NO,
H
CH,0CH;
s__SCHz
822 q-@—cn,_— 2 2 1 - —i:—{j‘ —Q\J’
ZOCH;,'
H
N
= e ey 22T e
H,OCH3
H3
824 Cl‘O_CHz" 2 2 1 - —GHN-G 4
C(CHz)3
H,0CH;
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(continued)

4
Compd R1 oo
m n chirality —R3 6
o (o) —(wg%cweﬂ
Hs
825 CI—O'CHz' 2 1 : H ‘j N
H2O0CH3
Table 1.76
4
Compd. R? o
— hiral R3 .
No. a2 (CH) m.n chirally —(CHz)—z—(p —(CH,)gGR°
Fa
826 CI—QCHz— 2 1 - H <
H CHg
CH,0CH;
/= NH
827 CI—O—CHz" 2 1 - H —iH—H
H;OCH;
OCF;
828 G_O_CHZ_ 2 1 - H ——IH"‘Q—E-Q
H,0CH;
CF3
829 Cl-—@—CHz— 2 1 - H H—H
CH,OCH; F
¢ CFy
830 q—@—cHz— 2 1 - H H—H—C-Q—F
H,OCH;
Br
831 c:—@—cnz— 2 1 - H —iH-}I;l-g—@
H,OCH,
? cl
832 C!—-@—CHZ- 2 1 ; H —IH—H—C
H,OCH;
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(continued)

4
Compd. R1 -
k m n chirality —R3 , 6
No. ‘ RP_(CHZ)’.- —C Hz)p—zs—(CHz)a-G—R
9 NO,
833 C|—®-CH2- 2 2 1 - H H-ﬁ_c
HoOCH;
834 CI—D-CHZ— 2 2 1 - H —I:*—”—C—Q—CF:;
20CH;
835 cn—@—cr-;z- 2 2 1 - H —~ H_hi_@
CH,0OCH,
CH3
836 Cl—@—CHf 2 2 1 - H ‘I”"H\" '@
H,OCH,
Table 1.77
1 4
Compd. R .
—_ k hirality ~— R3
o o S CTaCE,
837 G-@-CHz- 2 2 1 - H —1:;—»@_@
H
20CH,;
H,OCH,
0 OCH,
839 a_@_CHz_ 2 2 1 - H H'—HN-C CH;
20CH;3 OCH,
840 2 2 1 -

e
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(continued)

4
Compd. R1 -
k m n chirality —R3 CH 6
No. —_
0 R2>'(CH2)J —CH,)5 —(CH)gGR
841 — 2 2 1 - H ]
¢ CHz -(CHz)z‘C—D
(o]
842 2 2 1 - H []
O CHs
]
843 a—@—-cm— 2 2 1 - H ={(CH2)>—C
HyC
44 2 2 1 H 'y
8 cn—@-cn—uz— - —(CHZ)Z—C—@—CH;,
845 CI-O—CH - 2 2 1 - H (l)
2 —(CH2),-C $-CHs
0
%
9 F
7 ol one 2 L R S ) S
Table 1.78
1 4
Compd. R . 3 :E
No. R2>.(CH2)‘__ k m n chirality R —(CHZ)p — CHZ)q G Re
T
848 2 1 - H ‘(CHz)z—C'Q-CHs

H3C
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(continued)

4
Compd. R1 I
k m n chirality —R3 6
No. R2>-(CH2)‘—- —(CHZ)p‘z;'_(CHz)&_G—R
o o
849 G_@.mz_ 2 2 1 ; H ~(CHa)-C
H;CO
9 .
850 CI—O—CHz- 2 2 1 - H —CH2‘§"'©'CH3
o
CF
851 o CHo— 2 2 1 - H o 3
2 ~CHz~N-C-
H H
" 0o
852 C“@'CHz— 2 2 1 - H _ CH2—N—3-N—©- oFs
. H H
853 2 2 1 H ¥
o~ _)-onr | ~ory o)
854 G-@-CHz- 2 2 1 - H _ CHz—ﬁ' X
?
855 Q—@—CHZ- 2 2 1 - H —cnz—’r;s-c-ht—@—ma
o)
C-CH
856 o JcHr 2z ~ : 3
—~CHz—N-C-
H
. o OCHy
857 CI-@‘CHr 2 2 1 - H —CHy=N-C-
9
858 H —CHg—ﬁc—HN-—OOCHs
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Table 1.79
1 4
Compd. R -
CH,)— m n chiralit R3
Vo g2 (CHa) y ~(CH—(CH, ) GR"
0 cl
859 CI—@—CHZ- 1 - H -CHz-L\!i-C-N—G
H
0 CN
860 q—@—cnz— 1 - H ~oH C“L’,‘@
] P
861 a—@—cm— 1 H ~CHz~N-C-N
7
862 1 - H —CH~N-C-
o~ o ey Oron
s OCH,
863 1 - H ]
T
864 m—@-cnz- 1 - H —CHZ—HC-FB:—Q-OCH;,
?
865 CI—©—CH2— 1 - H —CHz—ﬁ-ﬁ—Q—CHa
o)
o CF,
— ]
o oo I T /g
Ho
o CFs
[]
867 Cl-@-CHz— 1 - H —CHz-N-S
©  ‘cr
%
868 cn—@—cnz— 1 - H —CHz—l_h{-ﬁ-Q—_CHZCHg
o
o~ -cnr of
869 2 ! - H o —CHpeN-s CH(CH3),
Ho
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Table 1.80
1. 4
Compd. R I
C m n chirality —R3 6
No. o (CHa) ~CH)r - (CH)7GR
. [
870 CI‘G-CHz- 2 1 - H ~CHr S
o
871 2 1 ; H oy
a—~(_)-ctir —CH- -5 CHa);CHy
o)
o .
872 q_@_mr 2 1 - F —CHz—iI\_{-ﬁ—D
0
1%
873 G—-O—CHZ- N - H —CHz—HN-C'-O-CHz-@
o o]
[]
874 u——@-cnz— 2 1 - H .—CI:H-O-C-
CHj _
CFa
875 2 1 ; H ?
CHor ~CHo—N-C
H
CF
876 Br—@—.cHz— 21 - H o 3
H
CF3
ZH
0 CF3
878 ozu-@-cuz- 2 1 - H —CHz—N—é—@
H
rO CF3
- [1]
879 o CHg 2 1 H WO
CFs
0o ?
880 21 - H —CHzN-C
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Table 1.81
Compd R! y
ompd. o g
S LI e e
881 2 1 ]
Crorr iy
< >—o CF3
882 5 4 . 0
O-on oyt
o
883 @_CH 2 1 : o _[CFe
L ~Chz=-C
5 CF3
884 2 1 - ]
HyC-C —CHy~N-C
sC-C-N{ )-CH N
o 0 CFs
885 . 2 1 ] ]
Hac—g—O-CHz- _CHZ—H-C
CFs3
886 2 1 ; ?
F—@—CHZ- —CHmN-C
CFs
887 2 1 - U
ac-@-cm— -CHz""\\;'C
o CFs
888 2 1 -
HO—@—CHT —CHZ-”'C
0 CFs
889 2 1 . —CH~N-
OO a
CF
O (o) 3
890 2 1 - i
& )-CHr ~CHymN-C
c "o CF,
891 a—@- CHye 2 1 ; - 7
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Table 1.82
1 4
Compd. R -
CH2)— k m n chirality R3 6
No. g2 (CHa) —(CHIFACHyI7GR
H;CO o CF3
892 2 2 1 - H i
CHo- ~CHy~N-C
OZN fo) CF3
- il
893 CHy 2 2 1 H ~CHz=N-C
HO CHj,
894 HyC CH- 2 2 1 - H el
- 2-
CH,3 H
o CF,s
895 @—(CHZ)Z— 2 2 1 - H —CHy~N-C
H
CF,
896 CN 2 2 1 ] H o -N—E:')
CHp— ZH
CFs
897 HO2C, 2 2 1 . H o _N_g
CHo~ T H
o Cs
898 2 2 1 - H i
HOZC—QCHZ- —CHIY C_Q
OCH; o CFa
- il
899 M 2 2 1 H ~GHpyE
o) CFa
O n
o CF3
901 , 2 2 1 - H ~CHp~N-C
@—CH— H
O2N o CF4
1}
902 CH,~ 2 2 1 - H —CHz-HN-C—Q
O,N
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Table 1.83
1 4
Compd. R — . 3 g
No. R2>-(CH2)j m n chirality R _(CHZ)p - CH2)q S"Re
H3CO 9 CFj -
- )
903 CHo- 2 1 _CHZ_H_C
OCHa
HO o CFa
904 2 1 - !
—CHz~N-C
CH~ 2-H
CF,
905 O2N__ 2 1 - ) ?
CF
0 3
906 2 1 - f
O Baaad;
CFs
907 @ 2 1 - H N_éo
@—CH(CHQ)T- - Z-H
e o [
908 H 2 1 - —CH-N-C
@-cw— N
o CF3
909 @.H»LO_cH,- 2 1 - —CHZ-N-C
c o CF,
910 2 1 - — .
Ccl 0 CF3
911 2 1 - —CH N-c':—@
©—CH2- 2"H
Br, o CF3
]
Br
o _[Fs
]
913 2 1 - —CHz-I_hi!-C—@
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Table 1.84
Compd R1 y
. _ o 3 Z 6
No. R2>—(CH2), k m n  chirality R —~(CH, i CHZ)q GR
o CF3
914 O—CH;O—@—CH:- 2 2 1 - H -CHz-N-é
H
915 1 2 1 H 9 &
@-c&-qcuz- i -CHz—‘t:l‘-C
— ) CF3
916 N Y-CH 2 2 1 H o N_c')
. Z_H
917 cH 2 2 1 - H o CFa
\ z —CHz-N-C
H
CF3
918 2 2 1 - H : o)
. .
H300; C-CHz—_)~Che— —~CHz-C
CF3
919 Hw-@-cnz— 2 2 1 - H o N_?
- -
H
OCFs o CF3
920 2 2 1 - H V
CHp —CHzN-C
o CFja
921 C 2 2 1 - H )
Q CHz- —CHz-N-
CF
922 2 2 1 - H (o] 3
[ ]
P—-cHzr- —CHy-N-C
CF
923 Q 2 2 1 - H Q i
Ci—@—CH—- "CHz‘”'C
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(continued)

4
Compd. R1 -
k m n chiralit R3 6
No. R2>-(CH2),_ y —(CHZ)FZQ—(CHQ)Q—G—R
HzN-C/’o .- CF
924 2 2 1 - H ? 3
<\ )—CH —CHz—N-o—< S
z H
Table 1.85
Compd | R71' . o 4
; — k m n chirality — R3 6
No. R2>"(CH2), —(CHZ)%(CHz)a'G‘R
CF3
925 HgNi—O—CHz- 2 2 1 - H —CH Nz
CF,
926 2 2 1 - H
O-orO-onr —on S
F3CO ? CF4
927 2 2 1 . H
—~CHN-
o y
0 CF,
928 2 2 A1 - H
Fsco~{_)—CHr —CHZ-N-D—@
H
929 2 2 1 H FFs
Hacs—O—cHz— _CHZ_;,H;_O_Q
CH3 Fa
930 C}-CHz- 2 2 1 . H —oH
H
NG CF3
931 @—CHz- 2 2 1 - H ~CH
NOZ CF3
932
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(continued)

- - - 4
Compd. R1 -
k m n chirality —R3 6
No. — CH CH,)=G—R
R2>—(CH2)J — 2)p 2)q
H3 ? F3
933 i 2 2 1 - H —CH
ot s
? CF4
934 2 2 1 - H
C:)—CHZ— —CHrN
? CF,
0,N
935 )—\—,—\ 2 2 1 - H —CHz—f_\'b-O—@
-
Table 1.86
Compd R1 4
. " 3
No. e (CHm kom0 oy R —(CHZ)E—ES—(CHz)q—G—RG
NO, CF3
936 2 2 1 - H
S
937 (Hac)zN—O"CHr 2 2 1 - H —cnz—ﬁ-o—@
CF4
938 2 2 1 - H CH
“‘d"?’*" “H C
(0% Fa
939 2 2 1 - H E
a - -CHZ—H
OH CF
940 2 2 1 - H ? 3
Hr —CHz—H
F3C, ' FFa
941 2 2 1 - H
—CH
“H O
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(continued)
Compd 1 4
ompd. R n chiralit 3 GR
y R 6
No. R2>—(CH2))— _(CHZp 5 CHz)q
o CF,
942 1 - H _ il
Q—@—CHZ' CH-{::-C
CH(CH3),  CF3
CF3
943 0 . H ?
c CHa - -CHZ—I}:‘-C
' CH4
944 0 - H P
GO—CHz— ~CHyz N
NO,
945 Q_@_CHZ_ 0 - H —CHZ—HN—E
Table 1.87
Compd R1 '
ompd. - 3 6
No. R2>_(CH2)’— n  chirality R —(CHZ)p—zs—(CHQq—G—R
Q OCH;
o )-cttr |
947 2 0 : ‘(CHz)z"H‘C—@—OCHa
Ci
948 0 - H
Wl '(CHz)g—gg—@
949 c;—@—c}-{z— 0 - H -(CH;);—E—H—CHTQ
950 1 - H ?
o Orene oy O
951 O—@—CHz- 0 R H _cHz—:_\:—E—Q—O‘-E-CHg
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(continued)

Compd.

4
R? K hirality ~— R3 6

>

952 ' Cl—@-CHz" 1 2 0 R H —CHz—N-E—Q—N(CHa )2
; H

953 a—-@—CHg— 12 0 R H -(cnz)z—HN—r—Q-N(CHs)z

954 q—@—CHz- 1 2 0 R H —CHr;}l“z—Q

Hy C—NH
955 Cl"@‘CHz‘ 1 2 0 R H —(CHZ)T-{:{-K_Q
Hz C-NH
956 G—@-CHz- 1 2 0 R H ~(CHa)zN
HO
? OH
Table 1.88
1 4
Compd. R CH -
— k m n chiralit R3 6
No. R2>-( 2)1 y —(CH2)p S CH2)—G-Rq
? OH
958 CI—@—CH;— 1 2 0 R H ~(CHg)p—
H
959 q-@-mz— 1. 2 0 R H _CHz_u_g_Q_”_E_CHs
960 c:—@—cm— T2 0 R H cHarN- N-C-CHs
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(continued)

Col\’l‘;f’d' z;>'(CH2)J— k m n chiralty R3 -—(CH2)p : CH,) q—G—RG
961 cn@-cnz— 12 0 R H —~cH T N-CHs
962 al —@-CHz" 12 0 R H ~(CH,) rﬁ'g-@—”—c“a .
963 ol —@—mz— T2 0 R H -(CHz)z-ﬂ—g—Q—OH
964 cl _@_CHZ_ 1 2 0 R H _mz_&;g-Q_cocha
965 a _@_CHZ_ 1 2 o0 R H —(CH2)2-}:3—?,-C>—cozcn3
966 o —@—CH;- T2 0 R H —-CHZ-—”—?_ ?‘f-CHa
967 ol —O>CH2— 12 0 R H .<cuz)r”-2—©-gw3
968 o —O—CH—; 1. 2 0 R H ‘CHz—-H ¥ \NH

Table 1.89

CO&?d. :::>_(CH2)J_ k m n chirality — R3 —(CHZ)FE-(CHZ)FG_RG

o Q N(CHz)2

1 2 0 R H )
oo oy
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(continued)
Compd 1 4
' R m n chirality —R3 6
No. CH —,-T—-(CH )5s-GR
o R2>‘(CH2)J — 2)pRs 2/q
N(CH3).
971 C|_©_CH2. 2 0 R Ho {CHp)
H
' 0 NH,
972 -
CI-—O—CHZ 2 0 R H _CHZ_N_O_@
H
NH»
973 CI—@—CH - 2 0 R H
2 «CHZ)TN—E—Q
H
974 Cl—@'CHz- 2 0 R H CHN ?c C) NH,
H
975 cn—@—mz— 2 0 R H —(CHz)rﬂ—g—D—an
976 c:—@-cr-iz— 2 0 R H —CHrN
- NH
977 c|—©—CH2- 2 0 R H —(CHa)— N '
N NH
978 2 0 R H ¥ i
CI—@-CHZ— —CHz—l_f‘;-O—@—NH
Ny
979 c;—@-cnz— 2 0 R H  _chy Z_ﬂ'?"Q'NH
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Table 1.90
1 : 4
Compd: R .
— m n chiralit R3
S y -(CHz)F%;(CHz)E'G‘RG
980 'C,_O_CHZ_ 2 0 R H ? j“"oc""‘
—CH
7H
HN-C-C
981 q—@-—cn-i - 2 0 R H Ha
2 ~CHalpN-
982 2 0 R H —CHz-H
Cl CHz-
. (H3C)2N
983 Q—OCHz‘ 2 0 R H ~(CHzl—N
(HaC), N
984 2 0 R H
c < > CHz= —CHz-N- ¢ N\—cH,OH
985 Cl‘@‘CHg— 2 0 R H -'(CHz)z—”-C—D—CHQOH
CF,
086 “ Q H— 2 0 R H o ? C
J “H
H—CH CFs
987 Q z 2 1 ; H o ?
J o
P CF;
988 Cl—@—CHz- 4 0 - H —CHZ—HN—-C«Q
989 4 0 - H —CHZ—HN-g—o-CHTO
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(continued)

4
Compd: R1 : -
k m n  chirality RS 6
No. —
0 R2>-(CHZ)J —(CH,)51T—(CH,)gGR
990 G—Q'CHz- 1 4 0 - H —~CHz-N !
Table 1.91
Compd R? ;E4
ompd. o 3 6
No. R2>_(CH2)’—- k m n chirality R —(CHZ)p s CHZ)—-(q >R
991 - 1 4 0 - H
@ @ CHz -(Cﬂz)r'g—@
992 1 4 0 - H ? OCHs
d—@—cuz- —~(CHy) CH,
4 CHj
993 C'—G-CHz' 1 4 o0 . H —(CHz)rZ—Q
H3C
994 1 4 0 - H
a—_)-oHz- -(CHz)J—g—O
995 _ 1 4 0 - H
a < > CHz —(CHz)g—g—Q—OCH3
996 1 4 0 H L <
o~ ' —(c:Hz)a—Gg—D
997 CI-@-CHz— 2 2 1 - H —IHﬁi—@
HCH(CHz)2
CFa
998 2 2 1 - H H-N-
G_O‘CH[' . H
CH,CH(CHs),
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(continued)

Compd.

4
1 irali 3 6
No. R >—(CH2)J- m n chiralty R _(CHz)%(CHz)‘q—G—R
R2
999 2 1 - H-N—O—C}
u-@—cnz— H
H2CH(CH)2
Q OCH,
1000 C‘__@_ CHy 2 1 - ~TH—HN-0—©
' CH,CH(CH,),
HoCH3
1001 Cl_@_CHz_ 2 1 - °"< g
HCHCHy),
Table 1.92
Compd. R 4
ompd. o 3 6
No. .R2>_(C H2)]'_ m n chirality R _(C Hz)ﬂ_s_(c Hz)a_G_R
OCF; -
1002 C]—@—CH.‘,- 2 1 - H—#—g—@
HyCH(CHY),
o CH,CH,
1003 C,_@_c,_,z_ 2 1 - H-B-C’-C}
: HCH(CH),
OCHs
1004 c:—@— CHy 2 1 -
CH,CH(CHy), OCH,
OCH;
1005 c,.@.,_-;” - 2 1 ] CH;
. CH,CH(CH;), OCH3
OCH,CHs
1006 2 1 ] H-f:-c-@-ocrizcﬂa

Cl

Q
o
i

H,CH(CH3),
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(continued)

4
1
Compd. R I 3
No. .R2>_(CH2)]._ k m n chirality R _(CHZ)%—(CHZ)(TG—RG
OCH,CH;,
1007 _ 2 2 1 - H HaCH;
Cl CHZ- .
CH,CH(CHg), OCH,CH;,
1008 - 2 2 1 - H H i O
g T g
? Hy
1009 2 2 1 - H H
G_O—CHZ 2'8‘NH2
CH,CH,
1010 2 2 1 - H ”",I'Z'C;
C'OCHZ_ _(Lz)rg-nnz
? CH20H3
1011 cn—@— O 2 2 1 - H ‘I?r@-é
)z-g-miz
9 OCH,
1012 2 2 1 - H
C]—O-CHZ- (cﬂz)z-z-m-qz OCH,
Table 1.93
Compd R! * '
ompd. - 3
No. R2>-(CH2)!—— k m n chiralty R —(CHz)E%‘(CHZ)q_G—RG
Hy
?
1013 Ol—@-CHz- 2 2 1 - H '1 Ha
. ( Hz)zg—NHz H,
Q CH,CH;
1014 2 2 1 - H CHCHs
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(continued)
Compd. R? 4 '
ompd. o 3
No. R2>-(CH2)J—— k m n chiralty R —(CHz)E%‘(CHZ)q_G—R
9 CH,CH,
1015 G_@_CH _ 2 2 1 - i N CreCho
2
( rg"NHZOCHzCHa
R
1016 C]—O—CHZ— 2 2 0 - H —cH
H
1017 C,_Q_CHz_ 2 2 0 - H _CHZ_HN_E_Q
0 OCH,CHs
1018 Q-—@—CHZ— 2 2 1 ] H ~CHN-C CH,CH
OCH,CH;
1019 a—@—mz- 2 2 1 - H -CHz—ﬁ-gQ—OCHzCHs
OCH,CH;
(R OCH,CHs
1020 cn‘@—cm— 2 2 1 - H —cnz—f;;—wO—ocua
R OCH,CF,
1021 C’—O-CHz' 2 2 1 - H —CHz—n—C
FsCCH20
OCHj
© 1
1022 C'—'Q-CHz- 2 2 1 . H HN
CHj, OCH;
CH,CH
(S) ﬂ 2 3
1023 Q_@_(;Hz. 2 2 1 - H —iH—”—c
CHj
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Table 1.94
R! ‘ ¢
Compd. _ - 3 6
No. R2>—(CH2)’ k m n chirality R _(CHZ)EE—S_(CHZ)TG"R
OCH
(S) 3
1024 C'Om2_ 2 2 1 - H —iH_H OCH,
CHj OCH,
OCH,CH
2 2 1 H © et
1025 a—_)-cHr- —§ N CH,CHy
: CH3
OCH,CH
1026 q—@—m 2 2 1 H ® 9 e
= - —tiH- CH,CH;
H
CH3 OCH,CHy
CH,C
) 2CHy
1027 G—O-CHz- 2 2 1 - H ~Hyo OCH;
CH3
QCH,CF:
1 H © ]
1028 cu—@-cm— 2 2 - _(iH_H
CHs OCH,CF;
OCH,CH,
1029 a-@-cp-;z- 2 2 1 - H _il-;-”-
CH3
F
) :
1030 CI'-O_CH2- 2 2 1 - H H-H- 7\
CHj
OCH,
~ s 9
1031 a CH; 2 2 1 - H _iH_N_C
‘ H
CHj
OCHsy
R
1032 c:—©—CH2— 2 2 1 ; H —~gh
CH, OCH,
CH,CHy
R 2
1033 C,_@, CHye 2 2 1 : H —~GH-Nt
CH,
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(continued)

Compd.

: 4
R? o ;
No. R2>_(CH2), m n  chirality R _(CHZp . CHz)q_G__RB
OCH
w® 9 3
1034 Q_sz. 21 - H —gh-C CHy
CH, OCH;,
Table 1.95
4
1
Compd. R o .
— hirality ~ R3 6
No. > {CHy) m o chiraliy —-(CHZ)-S—-(,, —{CH)7GR
OCH,CH
(R) R -3
1035 C'—O-CHz" 2 1 . H —gHN CHyCHy
CH,3
OCH,C
R 2CH
1036 CI—@—CH;- 2 1 - H —QH"_";'C CHoCH,
CH, OCH,CHs
OCH,CH
R 9 HeCHs
] H—N-(,\—<. S—o
1037 m—@—cnz- 2 1 H —t.: N CHa
CHy
QCH,CF.
R Qe
1038 q_Q_CHz. 2 1 - H —GHNG
CH, OCH,CF;
© DCH,CH
(R) e
1039 a—@»c&az- 2 1 - H _C N
: CH
OCF
1040 2 1 H Y i
o Orene - 3
CHj '
OCH
(R 3
1041 q—< >_CH2_ 21 - H —CH-N\-
CHy
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(continued)
Compd R* 4
ompd. . .
— n chiralit R3 6
No. R2>-(c:Hz)J y -(CHZ)—S—-(,, —(CHy)gGR
9 Br
1042 CI-O—CHZ— 1 - H —cuz—m-o—p
H,
Cl
1043 c:—©-CH2- 1 - H —CH;-}I\:-@—Q
HyN
0 CH.
1044 Cl_@‘CHT 1 ; H ot C_Q
HN
OCH;
R W L w ol
H,N
Table 1.96
4
1 .
Compd. R I 3
No. RZ>—(CH2),-— n chralty R —(CHz)FEg—(CHZ)q—G—RS
o]
N O
1047 Cl—@—CHz— 1 - H —CHZ—”—C
‘ HoN  CHj
OCH,
1048 1 - H —CH
cn—@—cm- L CHs
HoN  OCH;,
3
H2 Br
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(continued)
Compd R - 4
ompd. -
> —_ k m n chirality R3 6
No. R2>_(c|-|2)J —(CHz)FE?(CH")“_G—R
OCH
1050 2 2 1 - H ©® 9 : :
g T 8-
H
CHaCH(CH3)> OCHs
CH,CH
1051 | 2 2 1 H & B o
- H-N-C
g T y
CH2CH(CH;),
OCH
(s) 3
1052 Q_@_ CH 2 2 1 - H —GHN OCH;,
o~
CH,CH(CHs), OCH,3
OCH,CH
1053 CI__@_CHZ_ 2 2 1 - H —CHN-C CH,CHs
CH,CH(CH;,),
OCH,C
(S) CH,
) - H-N-C
1054 C'_O_ CHy 2 2 1 H N OCH,CH;,
CH,CH(CH;); OCH,CH;
OCH,CH
) (s) ﬁ 23
. H- —< §—
1055 Cl—@-CHz- 2 2 1 H —i ”—c OCH;
CH,CH(CHa),
OCH,CF.
1056 G—@—CH2- 2 2 1 : H HN-C
CH,CH(CH;,), OCH,CF3
Table 1.97
Compd R1 ‘ 4
. _— . . 3 6
No. R2>—(CH2)J k m n chirality R —(CHz)%(CHz)q—G—R
OCH,C
R 2CH;
1057 ct—@-cuz- 2 2 1 - H —gH—H
CH,CH(CH,),
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(continued)
Compd R1 ‘ )
o R2>—(CH2)’— k m n chialty RS —(CHZ)%(CHQQ—G—RS
oC
O el
1058 @ CH~ 2 2 1 - H Y H
10 A (inCH(CHs)z
OCF,

s 9 d
1059 <:>_ 22
Cl CHo— H
_IHch(CHs)z

15
QOCH,CH;
\

R 9
1060 c]—@—cHz— 2 2 1 - H =t Chs
CH,CH(CHs),

N
1
T

20
OCH,CF3
(R)
1061 q—@—CHz- 2 2z 1 ) T
2 CH,CH(CH;), OCH,CF,
OCH,CHj

s 9
1062 2 2 1 - H iH_N'C O
cu—< >—CH2- H
CH,CH(CHa),

30
" OCHs

| e d
1063 Cl—O‘CHz' 2 2 1 - H M
CH,CH(CH,),

35
OCF
Nl
] —CH-N-C
. 1064 al _@_CHZ_ 2 2 1 H i H
CH2CH(CHz),
OCH
(R ?
1065 2 2 1 - H i
' CI—< >-CHz" i N
CH2CH(CH3), OCH,
CH,CH3

® ¢
1066 G_@_ CH- 2 2 1 - H -—C H—{:}l—c-@
CHaCH(CHy),

50
OCH
R 9 ’
1 ; H —9”"{‘_{‘0 CH;,

1067
c CH2“ a
CH,CH(CHg), OCHs

55
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Table 1.98
Compd R1 4
. _ ol 3
No. R2>—(CH2)’ k n chiralty R —(CHz)%‘fCHz) a—G"RS
OCH,C
® HCHy
1068 C.@_(;Hz_ 2 1 : H —~CH-NY OCH,CHs
CH,CH(CH;),
OCH,C
R HCHs
1069 Ci"@"CHz— 2 1 - H o —CHN- -OCH,CH3
CH2CH(CHs); OCH,CHg
_-USCHa
1070 C'—O‘CHZ‘ 2 1 - H -.'1 H”@
oo
H
B
1071 c;—@-cm— 2 1 - H _T A
bucoreD)
CH,
1072 G—OCHz- 2 ! ) " -I H ClCHa)
HO
cH,
1073 C“O‘CHz“ 2 1 - H ‘I”LTE"@\@
HZOCH,-D /
Y
1074 CI—O—CHz— 2 1 - H ’I H CH,
HOCHI )
H—N-g >
1075 C"@‘CHz“\ 2 1 - H “I N “G
HoCHr{ )
NO,
1076 C,_@_CHZ_ 2 1 - H ‘I“‘H
H,OCH,-@
1077 C'“@““‘*z‘ 2 1 - H —j“ H“E C> CFs
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(continued)
Compd. R 4
ompd. . - 3
No. R2>—(CH2),._ k m n chiralty R —(CHz)%_"fCHz) a_G_,R(s
| g
1078 CI—O-CHz— - —I H
someD)
Table 1.99
Compd. R 4
ompd. . - 3
No. 2 {(CHa) nochiralty RS (GCH )t —(CH, ) GR
E ;:Ha
1079 a—@—a-lz— 1 - H 'I H
neenel)
CH,CHy
1080 Cl—©‘CHz" 1 - H ‘I N
oo~ )
OCH,
1081 _ 1 i H H—NX-Q-OCH,
a-Oren e
H,OCH;
1082 C|—©—CH2— 1 ; H _(?
H
CH;
1083 CI—@-CHZ— 1 - H _(Q,‘_“,E_d{j
i H
CHj
Cl
1084 CI—@-CHz- 0 R H ~CHzN-
HoN
02
1085 C"@‘C’“f 0 R H —~CHN-
Hz
1086 c.-@-mz— 0 R H —CHI",_\:'°‘Q
Hy N
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(continued)
Compd. R1 4
ompd. o 3 -
No. R2>_(C H 2)1-'_ n chirality R "'(C HZ)P‘I;(C Hz)q—G-Rs
1087 c|—©-cn,_- 0 R H ~CHr - @—(N:Q
H
1088 q—@—CH - 0 R H —CH ,—w@—@
H e
K F
1089 CI—O—CHz- 0 R H —CHZ—HN-C—(/;G'
H
Table 1.100
Compd R1 a 4
. — irali 3
No. R2>-(CH2)‘ n chirality R _(CHZ)%H - CHz)q—‘G‘RG
0 . OCH,CH;,
1 C!—@—-CH - R H
090 2 0 —CHrHN'C—G
¢
1091 0 R H —CHoCHa~N~
o~ )-cHr Sl
HoN
NO,
1092 q—@—CHz— 0 R H -CHzc:-lg—ﬁ-E—Q
HaN
—CH,CHz—|
1093 cu—@—cr-lz— 0 R H 2 N
Hz
1094 - 0 R H —CH,CH N—@-(/D
G—O—CHZ MR N
1095 Cl—O"CHz‘ 0 R H

—CH,CH 2—“-@—{;?
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(continued)

1 4
Compd. R - 3
No. e {CHI N chiilty R’ (CHy)ot—{CHy)s G-R®
Q F
1096 c;—@—cv-:z— 1 0 R H —cnzcriz—m—c—m'
H
OCH2CHs
1007 CI—©—CH2— 1 0 R H *
—CH2CHZN-C
' ﬁ? Br
oo
1098 2 1 o R H —CHz—HN-C—Q—CHa
r
1099 C!—©—CH2— 1 0 R H —CHN-G
H
Cl
1100 C"O"CHZ" 1 0 R H _CHZ_N_@‘G_F
H
Table 1.101
1 4
Compd. R _— 3
No. R2>—(CH2)f_ k m n chirality R _(CH2)%'(CH2)¢] G RG
‘ I
1101 Cl—@-cm— 1 2 0 R H —CH Q CHs
4 CHy
1102 C‘"@’CHF 12 0 R H —CHz— —Q_Noz
H
Br
1103 H30—®—CH2— 1 2 0 R H —CH"’,T@—Q'C”S
ﬁ Br
1104 1 2 0 R H —CH
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(continued)

Compd. R1
No. R2>—(C Ho)i—

n chirality

4
R? —(CHz)%-(CHQ)-q—G—RG

1105 ,%O—@-CHZ—

0 R H
I
1106 H30—©-CH2- 0 R H —CHz—v\rg—<H s—CHa
9 CH3

1107 H30—©—CH2— 0 R H —cHz—”-c_Q_Noz .

CH, W Br
1108 N > —CHe- 0 R H —CHz—u'C—Q—CHa

CH;

CHj ﬁ r
1109 ) CH 0 R H -—CH-N—U—d-r

Yo g

CH3

CH3; Cl
1110 ¥ )—cHr 0 R H —CHz H”g d '

CHj

CHs !
o R U o

H
CHj
Table 1.102
n chirality RS

Compd. R
No. R2>_(C Ha)i—

4
—(CHZ)%(CHZ)Q—G-RG

CH3
1112 &_)—CHz

CH3
~CH z—HN-@—-Q—NO 2
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(continued)

4
Compd. R1 . 3
No. R2>(CH2)I m n chiralty R _(CHZ)p - CHZ)q_G_RG
Br
1113 2 1 - @
c»-@—cr—c ~ —CHz - —@—cug
r
1114 2 1 - i] d
c < > CHo- —CHz—ﬁ-
|
1115 2 1 - N_@ d :
u—< >—CH ~CH
r© Z—H
_ 1
1116 2 1 -
o )t —CHz—ﬁ'g—Q—CHa
CHy
7 a—@—cnr 2 1 - —~CHz —{3—:@2
CFq
1118 X 2 0 R N_@_Q
H
1119 H3CS—©—CH2— 2 0 R —CHZ—E'!-C—G
H,CO CF3
1120 CHo- 2 0 R _CHz_Nﬂ_O
H
OCH;
MG CF,
121 2 0w e
0, CHr H
|G CF,
1122 (HC) CHp 2 0 R CHa _@
CH{CH1)2 H
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Table 1.103

Compd.
No.

Y
)
S
-l

n chirality

1123

1124

1125

1126

1127

1128

1129

1130

1131

1132

AR

o)
?
N

o)
?
N

T

T
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(continued)

Compd. R1

No. R2>‘(C Hz)r‘

n chirality

4
R? —(CHZ)D—Z;-(CHZ)E-G—'RG

1133 ' ) 0 R
Hs CH~

Sl
H
—~CH7N-C

Table 1.104
Compd R 24
ompd. - 3
No. R2>_(CH2)J m n  chirality R —~(CH, 51 CHz)E‘G—RG
H,CO . CFs
1134 Hy Hz~ 2 0 R H —CH .~ @_Q
H :
HyCO
r F3
CH
1135 Dbf - 2 0 R H —eH l_w_@_d
NO» H
r CF3
1136 Hr 2 0 R H —CH w@_@
H3CO
r . £F3
1137 ob—o«r 2 0 R H CH—N ﬁc
Br H
Fa
1138 2 0 R H —CH
Hz H
. R Fa
1139 @—(CHz)z— 2 0 R H —CHrN
02 CF3
1140 ~ 2 0 R H —CH
H
Oz
Y &
1141 2 0 R H
—CH
Wacrs W

131



10

15

20

25

30

35

40

45

50

55

EP 1 238 970 B9

(continued)

Compd.

4
R? k m n chiralit R3 6
No. R2>—(CH2), Y —(CHy T (CHa)gGR
o £
~
1142 1 2 0 R H 'CHT'HNLQ
O CFy
1143 crQ 1 2 0 R H —oH N_R
Oonoyon &
co
Ha CFa
1144 , CH 1 2 0 R H CH~N- _@
H3 0O H
Table 1.105
Compd R1 4
ompd. o 3
No. R2>—(CH2)J k n chiralty R _(CHZ)%(CHZ)Q_G-R
H3CQ o,
1145 Hy co—@—cnr 1 0o R H _CH_{_N_E_@
NO » H
CF,
1146 Voo y-crr- 1 0 R H ~cH @_@
CF3a
1147 mc,g_hu@_m,- 1 0 R H _CHFN_E_@
H
Hz- Fa
1148 1 0 R H
H
ok OCH;CHy
1149 gi?_mz_ 1 0 R H __CHZ_N_E_G
CHa H
oHa CH,CH;
1150 X )~chr 1 o R H _CH[_N_E:?_@
CH3 H
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(continued)
Compd. R 24
ompd. . 3 6
No. R2>-(CH2)1—- m n chirality R —(CH2 P CHZ)_q GR
CHa CF3
1151 b_p)—CHr 2 0 R H —CHer\"@-CHr@
CHa
CH
3 »@ 4 -
1152 H 2 0o R H ~CH —(j[j
oy T H
CHg H
CH ‘
g 3 ;—N—g 4 “
11 ! H 2 R H —CH "(\’@/
.CHg H
CHj
= CHj
1154 S )—CHzr 2 0 R H —CHzN- 4
CH3 H
N (e N—@ ~
1155 Watis 2 0 R H —CH R ‘9
CHj Fa
Table 1.106
Compd R! )
ompd. . 3 6
Voo G K om o oy R —(CHZ);Z;(CHZ)Q—G—R
CHa
N f 0. C(CHs)s
1156 ails 1 0 R H —CH 2‘,’}"‘3—@
CH3
CH3
o= S SCH3
1157 8_)—CHz 1 0 R H —CH f"‘,‘j'g <
CH3
CHj cl
N=" —
1158 6:/>"°"2' 1 0 R H CHZNG
CH3 H,N ¢
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(continued)
Compd R! ¢
ompd. .
hirality ~ R3 6
Vo CH m o chially —(CHZ);Z;(CHZ)Q—G—R
CH3 W OCH;
1159 g’ >—CHr 2 0 R H —CH7N-C CHy
CH,3 HaN  OCH;
CH3 CHj,
N/
1160 o_)—CHz 2 0 R H —CHz N~
CH3 H,N  Br
OH CFg
1161 : 2 0 R H —CH—N-
H;,CO—@-CHZ- 2 H
CH,4 9 Fa
1162 Ham—Q_CHr 2 0 R H —CH N
HyC
" f‘N‘E A
1163 H;,CO—@CHZ- 2 0 R H ~CHz Ny
H3 G ? CF3
1164 2 R H
® cho—®—cnz- 0 —CHr N
CF,
1165 O—O—CHz- 2 0 R H _CHZ_N_@
Lo
Br, CF3
1166 2 0 R H R
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Table 1.107
Compd R ‘
ompd. _ o 3 6
No. R2>'(CH2)J k m n chrally R ‘(CHz)%‘(CHz)a‘G‘R
1167 q_O_CHZ_ 2 2 1 ; H e @_@
: H
CFy
1168 C'I,N ~ 1 2 0 R H R
—CHzN-C—~( l>
H
oo CFy
N
1169 &TJB’\/)‘C“? 1 2 0 R H —CHzH@ \-/'j
H o CF3
1170 @[:}-CHT- 12 R H .
T
Ha
171 CF-@—CHz- 1 2 o0 R H -
r
H
? OH
1172 cs-@-q—uz— 1 2 0 R H —CH;—H-C—(/;@
H
\% ; OCH;
1173 C‘-—O—CHz- 1 2 0 R H -CHZ—”-o—(NtQ'
H
1174 1 2 o0 R H —CH N—g
cx-@—craz- ol é
HN
g CH3
1175 H3C—©—CH2— 1 2 0 R H ~cHry i
OH
1176 H30—®—CH2- 1 2 0 R H —CHyN-C—C
H
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(continued)
Compd 1 4
ompd. -
_ k n  chiralty R3 C CH-)—G-R®
No. R2>—(CH2), — Hz)j}—(p 5 (CHa)g
N p OCH,
1177 ' 1 0 R H —CH
H30—©—CH2- £ H@ :H;:Ej
Table 1.108
1 4
Compd. R o
_— k n chiralit R3
No. 2>~{(CHy) Y —(CHQ)-i—(CHz)—G—RG
R pRs q
1178 HaO—OCHz— 1 0 R H —CH z—HN-c—d
HoN
q NO,
1179 Hy o—@—CHz- 1 0 R H —CH Z—HN-o—Q
—CHZ—N—E—(/D
1180 Hao-O—CHz- 1 0 R H h N
CH3 CHy
1181 é":/}mz- 1 0 R H —CH -G .
CH,3
CH,
= OH
1182 &_)—CHz 1 0 R H —CH:—N-%
H
CH3 H _
CH3 N_@ ; OCH;
1183 &_)—CHz 1 0 R H "CHZ"H -{;[j
CHj H
CHj
1184 S p—CHzr 1 0 R H —CHz"'{j'"C
CH3 H2N
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(continued)
Compd.  R1 k chirality RS !r : 6
No. R2>—(CH2)J—- —(CHQ)p R5 CHz)—G—Rq
CHa NO,
1185 g’, r 1 R H —CHzN- Q
CHj3 HzN
CHj E
= %
1186 E}CHZ- 1 R H —CHrN- "(Njg
CHjy - H
0 CHj
1187 CF—@—CH - 2 : H ""CHZ_H"C_G_B’
. . OH
1188 c»—@—cuz- 2 ] o —CHr _@’
H
Table 1.109
Compd R1 ¢
: —_ irali 3 ! { 6
No. R2>—(CH2)1 k chirality R —(CHZ)p - CHZ)_GQ —R
E_(N:@,ocm
1189 G—O—CHr 2 - H ~CHz -
H
w0 o Chour 2 S ot
HoN
CH3 CF3
1191 6’/ CHz- 1 R H —CH7N-
CH3 F
CH3 CF3
1192 Ny )—Criz- 1 R H —cHy-
CHj
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(continued)
Compd 1 ¢
ompd. R k m n chiralit 3 6
— v R CH)7GR
No. Rz>—(CH2)j —(CH)gT(CHy)g
CHs ﬁ? OCF;
1193 ¥ -cHr 1 2 0 R H C‘Q
CH3 H
CHap 9 CFg
1194 N 1 2 0 R H —CHrN-C
CHg F,C
CHj i
1195 &_p—CHz 1 2 0 R H —cH ”R:
CHg H
CHj NO,
1196 &_)—CHz 1 2 0 R H —cH z—HN'E—@
CHj
CH; N—@ CF3
1197 gi}-criz— 1 2 0 R H —CH N —Q
CHj F
C"*3 CI
1198 W )—~cHz 1 2 0 R H _CHZ__N_g_@
CH3 H
CH,
CH3
1199 & CHzr 1 2 0 R H o m@—@
—
CH, H
Table 1.110
Compd.  R% y
ompd. - 3 6
No. R2>_(CH2)J.- k m n chirality R _(CHZ)%'(CHZ)TG_R
CH, R Cl
1200 (";’, Ho 0 R H —CH;—’_I\:-C—Q
CH3 c
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(continued)
R !
Compd. -
— k hiralit R3 6
No. 2 (CHa); mn chiality —(CH2>—I-<p —(CHy)gGR
CHj F
1201 gf/ CHop 1 2 0 R H _CHFN_@_Q_F
: H
CHj3 ’
CHj F. CFs
1202 NP T2 0 R H —CHN-
H
CH3
] OCF;
R CF3

1204 H30—®—CH2- 1 2 0 R H ~CHrN-
1205 H30—<:> CH 1 2 0 R H —~cHrN 2

2~
1206 Hso—O—CHz- 1 2 0 R H —CHzN-

q CF5
1207 H30—©—CH'2— 1. 2 0 R H —CHrﬁ-C—Q
F
0 Cl
H
? CH,
1209  Ha Hz- 1 2 0 R H _CHZ_”.C_G

1210
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Table 1.111
R )
Compd. i 3 )j_( 6
No. 2>_(CH2)1—- m n  chirality R —(CHZP : CHZ)'Q—G“R
R R
1211 H30—©—CH2- 2 0 R H —CHZ—H-E—d-*
F
1212 2 0 R H
Hao—O—CHr —CHa—N-
1213 ct—@-CHz- : 2 1 - H —CH7 -G
F5C
1214 cs—@—CHz— 2 1 - H —CHNC
F
1215 C,__@_CHZ_ 21 - H —c&-lz—HN-g—Q
1216 O—C}—CHZ— 2 1 - H —CHz—H—g‘d—F
1217 Cl—-@-—CHz- 2 0 R H —CHN ‘Q
c
1218 c»-@-c:—cz- 2 0 R H -—CHZ—”—g—Q
F
1219 O c 2 0 R H _CHZ—N-E—@-CI
1220 2 0 R H —CH;—H—@Q
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(continued)

4
k m n  chirality RS —C HZ)p_T-S_(C Hz)‘q"G“Rs
R

—CH~N-C
H

ﬁ F
10 1221 G—O—CHZ— 1 2 0 R H <} ,> f

HN

15

Table 1.112

Compd. R1

4
No. R2>_(C H2)j_ k m n chirality —R3 —C Hr)ﬁ%‘(c Hz)q_G_RG
20
1222 C‘—@—CHr 1 2 0 R

CHs
H —CHN-C—¢
H N
H
25
q
1223 g__@_CHz_ 1 2 0 R H o N_@_@ O
il
30
R R o}
1224 a—@—cm— 1 2 0 R H —CHN-C
HO
35
0 CF3
1225 Hs(‘,-@—CHz— 1 2 0 R H —CHZ—”-C—Q
ci
40
0 CH3
1226 H;,O-@—CHZ- 1 2 0 R H —cm—u—c‘g
F
45
R~
1227 H;,O—@—CHZ— 12 0 R H ~CHr N
50

55

141



10

15

20

25

30

35

40

45

50

55

EP 1 238 970 B9

(continued)
Compd 1 !
omp R kK m n chiralit R3 6
No. CH,)— g HCHF T (CHa)TGR
R2>'( j 5
1229 H30—©-CH2— T2 0 R —ChrN
H,N
CH3
—- %
1230 H3c—®-<:Hz— 1 2 0 R CHz-N —(Nj/
H
o) :
Q
1231 H30-®-—CHZ- T2 0 R —CH NG
H
NO,
1232 mo—@-wz- 1 2 o0 R —CHZNC
HO
Table 1.113
1 4
Compd. R I 3
No. R2>(CH2)].—- k m n  chirality R —C Hz)%(CHz)q—G"'RS
N CH; . CF3
1233 (5:/>—U'<z- 1 2 0 R —CHz*N'ﬁ‘Q
H
CH3 Ci
CHj3 ? CHj
1234 8N>f/>_CH2‘ 1 2 0 R —CHZ—N-C-Q
H
CHs F
CH
3 CH3
1235 & CHzr 1 2 0 R —cn,—N—E—Q—Cl
CH3 H
CHj; ﬂ |
1236 N >—cHr- 1 2 0 R —CHF NG 453
CH3 H
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(continued)
Compd R1 4
' n chiralit R3 6
No. R 2>—(CH2)]-- y —C HZ)%(CHZ)TG—R
CH3 9
1237 gj—cuz- 0 R H _CHFHN.C‘Cg_«
CHj H2N
CH3 CHj
1238 N > 0 R H —CHr G~
H
CHj
IR
1239 Hy- 0 R H 9
64 —onr ¢S
CHj H
CH3 02
N=
1240 6:/>'CH2' 0 R H —CHz -
CH3 - HO
noae
1241 C‘—@—CHz— 1 - H —CHz N
: c
CH,
1242 Cl—@—CHz— 1 - H —cnz—”- —Q
F
9 CH,q
1243 Q—@—CHZ— - 1 - i : —CHZ‘HN‘C‘Q‘C'
Table 1.114
Compd R1 4 . .
: — hirality ~ R3 6
No. R2>‘(CH2)J n chirality —(CHZ)%'(CHz)E'G'R
|
1244 C!—'@—CH—:- 1 - H

()
oyt
. HN

143



10

15

20

25

30

35

40

45

50

55

EP 1 238 970 B9

(continued)

Compd.
No.

n chirality

4
R? —(CHZ)ag—(,_, —{(CH)GR"

1245

1246

1247

1248

1249

1250

1251

1252

1253

1254

0 R
0 R
0 R
0 R
0 R
0 R

H —CH
R
“HyN
R~ CHs
—CHrN-C—¢
H H
H

HO
O3
H
—CHzN-C
H

NO,
H

—CHy— c
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Table 1.115
R! )
Compd. . 3 6
No. R2>._(CH2)J._ k m n  chirality R —(CHZ)%—(CHZ)E‘—G—R
.
1255 C"OCHZ‘ 1 2 0 R H -CHz-ﬁ'
HoN
Br
1256 HaC-O—CHz- 1 2 0 R H ~CHz-N
HoN
CHj r
1257 ¥ )—cHr 1 2 0 R H —CHz N 7\
CHs H,N
0 o
1258 H;,G-@—CH;— 1 2 0 R H —~CHzN-C
HoN
CHs cl
1259 5_)—CHz 1 2 0 R H —CH N~
H
CH3 Ho N
OCH,CHj3
1260 HsGO-CHz— 1 2 0 R H —ory /
q C(CHs)3
1261 c»-—@—cr-iz- 1 2 0 R H ~CHZz—| N
HsC
" e CCH3)3
1262 H30-®—CH2— T2 0 R H —oh _g
_ ) HyC
CHj C{CH;);
1263 N )—CHp 1 2 0 R H —CH NG 6
G, HyC
1264 c.__O_CHZ. 1 2 0 R H ~CHy~ T
H
Ha
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(continued)
; 4
Compd. R . 3 6
No. R2>‘(CH2)J— k m n chirality R —(CHz)%—(CHz)a—G—R
1265 H;,O—@—CHZ- 1 2 0 R ~GHzN-
Hy
Table 1.116
Compd.  R! 4
ompad. - 3 6
No. R2>—(CH2), k n chiralty R —(CHz)p—g—s—(CHz)a—G—R
CH3
1266 zf/}-CHz— 1 0 R H —CHzN
CH4 Hy
' OCF;
1267 G—-@—CHz- 1 0 R H —CHg—Q-c—(Nt@
H .
Ci
1268 Q_O—CHZ— 1 0 R H —CHz—HN-@
H3CO
? Br
1269 G—@—CHz— 1 0 R H -cHz—a@—Q
HO
Ci
1270 Cl—@—CHz— 1 0 R H —CHZ—N—EH_ Q
: HO
. ? 02
1271 Q_O_CHZ— 1 0 R H -
1% OCF;
1272 Hsc_O—cHz— 1 0 R H _CHT—Q_C_(/N\«@
H
Cl
1273 Hac—-@——CHz- 1 0 R H —a-l,—u-@—g
HyCO
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(continued)
Compd R 4
ompd. . 3 6
No. R2>-(CHz)r' k n chiralty R —(CHz)E'g‘s‘(CHz)a'G'R
1274 Hg(‘FO—CHz- 1 0 R H -CH,—NJ:LQ
1275 chO—CHz- 1 0 R H oH rwd
NO,
1276 Hak‘r-@-c"‘z— 1 0 R H ?
-—CHz—trC
Table 1.117
Compd. R : 4 '
ompd. . 3
No. R2>—(CHz),— k n chirality R —(CHZ);I-S—(CHZ)Q—G—RS
e OCF
3
1277 ¥ —chr 1 0 R H —-CH;—H—@—(/I\;@
CH3 H
1278 S_)—Chz- 1 0 R H _CH’-Q_E—Q
CH3 H300 -
CHj Br
1279 é"f/}—a—«z- 1 0 R H _cuz—g-@—g
GH3 HO
CHy 0
1280 ¥ >—Chr 1 0 R H _CHru-c—d
CH3 HO
CcH
3 0,
1281 Vaics 1 0 R H —CH—
.CH3 H
? OCF;
2 1 - H —cu-iz—ﬂ-w{\:@'
H .

1282
-

147



10

15

20

25

30

35

40

45

50

55

EP 1 238 970 B9

(continued)

4 .
1
Compd. R : o 3
No. R2>_(CH2)J._. k m n chirality R —(CHz)%(CHZ)q—G—RS
Cl
- —CH{—N—@
1283 C‘—O-CHz- 2 2 1 H N @
HyCO
Br
1284 C'-O—CHz- 2 2 1 - H —CH;—&P@—Q
HO
cl
1285 CP—@—CHT 2 2 1 - H -CHZ—HE,LQ
HO
HsC, Fs
3~
1286 sc.»(cn,),o_Q-cnz. 1 2 0 R H —CH z—g—g‘d
~N02 CF3
1287 1 2 0 R H
OzN—@—CHZ— —CHz—ﬁ-@—G
Table 1.118
1 4
Compd. R o 3 T
No. 2>_(CH2)J__ k m n chirality R _(CHZp CH2) G__RG
R ) RS Qq
HO Fa
1288 Hy C Hy 1 2 0 R H —CH H“
CH4 OCH;
N/
1289 & )—CHz 1 2 0 R H —CHz—HN-@-Q .
CHj HaN
CH3 CH3
NF —CHz—N-
1290 S_)—CHz 1 2 0 R H N
CHj HoN  CHy
7 CHj
1291 o y-cr 1 2 0o R H —CHz-N'C—(N:[j’
H3 b H y
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(continued)
Compd R1 4
' m n chirality —R3 6
No.  ~ >~CHp)~ —«:H»—‘-DHp ~(CH,)GR
R R
2~
1292 H30—©—CH2- 2 0 R H —CHN-
‘Hp Br
. CF3
1293 Hao-O—cHz- 2 0 R H —CHz—m—g—Q
' F
. ? CF3
1294 H30—®—CH2- 2 0 R H —CH'z—HN-o—< S—F
0. C(CH3)3
1295 2 0 R H
Ha(‘r-O—CHz- —CHrN- —J
: sc
1296 Hso-Q—CHz- 2 0 R H —CHg— \S Hs
H
Q? CHj
—CH~N-C—_
1297 Hao—O"CHr 2 0 R H 7N ‘g
F3C
HyCQ CF
3
1298 H3CO-QCHZ— 2 0 R H w@—@
~CHp
Br H
Table 1.119
Compd R )
ompd. o 3
No. R2>_(C H2)j'— m n  chirality R —~C Hz)ig_s_(CHz) a—G‘RB
H3CO o=
3
1299 H300—§_=_>-‘3Hr 2 0 R H _ch
—
H3CO
OCHy CF3
1300 2 0 R

Hsco-O-'CH ~
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(continued)

4
Compd R1 -
hiralit R3 6
No. ~>(CHy) monocnEy —(CH)p T (CH)g GR
R2 J 5
OCH; CFs
1301 Hy Hp 2 0 R —cH a
Ha CO =
H;C CHg R CFa
1302 2 0 R T
Haco-@—wz- —CH;—”—C /“__\‘>
H3 CQ CF,
1303 Ha Ho 2 0 R —cry 7\
B
HCO, - CF3
1304 Oon zo_@cm_ 2 0 R en an
H ——
@, ﬁd“‘
1305 2 0 R
100G~ oy
HaCCHO, 3
1306 2 0 R —CH
s Ha H
H3CO Fa
1307 HSCO"Q’CHT 2 0 R —CHrN‘E-d
H
HO
9 CFsy
1308 6 >—CHz- 2 0 R
~CH;~N-C
“H
H3CO CFs
1309 HscO—Q—CHz—- 2 0 R
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Table 1.120
4
Compd. R‘l .
- k m n chiralit R3 6
No. Rz,>-(CH.9.), y —(CHZ),;E-;(CHZ)Q—G—R
H,CQ ' CF3
1310 1 2 0 R H
HO—©—CH2- -cnz-»@—@
H
oo " CF,
1311 5 1 2 0 R H —eH E
- . H
] Fs
1312 H 1 2 0 R H @
- —CH.;—HN-
Br 3
1313 1 2 0 R H L
o %
H
0] v CFj
1314 H 1 2 0 R H
g z —CH
H
H;C. F3
1315 Y _cn 1 2 0 R H ?
p) - —CHs -G
F3C CFa
1316 He 1 2 0 R H —CH {_M
1317 c Hy 1 2 0 R H —cH H” J
. 9 Fa
1318 e Hye 1 2 0 R H —CHz—u"C
F, CF3
1319 CF@—CH;— 1 2 0 R H ~CHzy E_@
1320 Bf‘d-CHr 1 2 0 R H
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=

1321

1322

1323

1324

1325

1326

1327

1328

1329

1330

1331

Table 1.121
m n chirality
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
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Table 1.122
1 7 4 .
Compd. R -
— n chiralit R3
No. R2>—(CH2)) y —(CHZ)%(CHZ)E-G-RG
1332 Hao_@_CHz_ 0 R H —cH ' D @_@
H
[
1333 H3°"®"CH2' 0 R H —CHg
HO
1334 H3O—©—CH2—- 0 R H —CHzN
H
CH3 R Br
1335 H 0 R H —CH N—O—G—c-
W, N
CH3
CH
3 c _
1336 0 R H
oy CHr —CH -Q—CHg
CHs H
CH3'
!
1337 h H 0 R H 2
W e = —CHN-
H
CHa
CH3 CH3
- e AN 02
CHa HO
CH3 0
1339 g‘i?_cwz_ 0 R H —CHZ—HN-c—@—E—O
CHj
CHj l
N’
1340 6:/}@42- 0 R H —OHz—N-C
CH3 HO
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(continued)

Compd.

. 4 - .
R1 k hirality =~ R3
No. R2>'(CH2))'_ m n chirality —(CHZ)%(CHZ)E‘G‘RS

CH;

1341 gi}—wr 1 2 0 R H —CHZ—’I:!I-EJ?-Q

15

20

CH, HaN
r
1342 o < > CH 2 1 H —CH “g
H
Table 1.123

>

4
Compd. R -
°,\T;p R2>.(CH2)J_ kK m chirality ~ R3 —-(CHZ)B-Z-S-(CHZ)Q_G_RG

1343 G-—O_CHZ_ 2 2
1344 o;_O_CHz_ 2 2 1 ; H

1345 C’—@-CHT- 2 2 1 - H

1346 2 2 1 - H 7 N\
C’-—@-—CH:— -CHZ_H _>

1347 ' 12 0 R H
C‘—< >'-'CH2-

1348 Ha

1349 6 7/ Hr— 1 2 0 R H

5
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(continued)
4
Compd. R1 -
k m n chirality —R3 CH CH,)—G-R®
No. R2>.(CH2)J_ —(CH 1 (CHa)g
CH3
1350 G—O—CH 2 2 1 - H -cHz-—N-g—(/j]’
r- H S
Br
-C
1351 1 2 0 R H ‘&"H“@j’j
Ct Hz— H bcro
d
Br
—C
1352 HaO—O—CHz— T2 0 R H 'Hu‘ip
S
CH3 Br
-
1353 gf}-ﬂ*z- 1 2 o0 R H o
CHs P
Table 1.124
Compd R 4
. _ irali 3
No. R2>—(CH2)J k m n chirality R —(CH2)53;(CH2)Q—G—R6
Br
! -C
1354 Cl-—@—CHz— 2 2 1 - H "
O-CHy
d
CN
1355 u—@—cm— 1 2 0 R H —CHz—HN~g
HoN
9 N
1356 Hso—O-CHz— o2 0 R H —CH7N-C
H,N
CH,4 CN
1357 d_)—CHzr 1 2 0 R H _CHrN_@_Q
H
CHj HzN
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(continued)
Compd 1 4
ompa. R m n chiralit 3
— y R CH C 6
No. R2>—(CH2)j (CH T (CH)g GR
ﬁ N
1358 cr—@—mr 2 1 - H -—CHz—f}:ll-C
Hy N
CH3
1359 3?-0—.?- 2 0 R H —Cl"z‘ﬂ'&@
CH;
CH3 Hs
1360 S p—CHz 2 0 R H —CHN CH
3
CH3
1361 Hac—O—CHz- 2 0 R H —Cﬂg—HM@—O—OCHg
CH3 0 Hy
1362 gj—mz- 2 o0 R H —CH N
H
CH3
CHjy CHj
N= CHaj
1363 d_p—CHr 2 0 R H ~CHrNC
CHj; CH;
. CHg
1364 2 0 R H
H3O—®—CH2— __CHZ__},* _O
Table 1.125
1 4
Compd. R o 3
No. g2 (CHIm oo ol R —(CHZ)—I-—(p ~(CH)) GRS
1365 g’/ CHz- 2 0 R H —CHz—H —Q
CHg HC A
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(continued)
4
Compd. R! CH m n  chiralty RS CH,) CH 6
No. R2>-( 2),'— — 2/p 15 2)q GR
CH,4
1366 gi}—CHz- 2 0 R —CH fN'@_O‘CHa
H
CH3 :
1367 HsofO-CHz- 2 0 R —CHf—Nj,H —O—CH;,
CF,
1968 C"‘O'CHT 20 R -cm-w—@—( S—-cu
H
OCH,CF;3
—CH N-@
1369 C'-—O—CHz- 2 0 R ~CHz—N —C}
F3CCH,O
Br
1370 2 0 R
C'—@—CHz- —CH{-”‘ 4
°3é°©
1371 C"—O_CH ~ 2 0 R 9
Gt
1372 C*—O—CHz- 2 0 R
--CH;_)-'-H
_ Q CF3
1373 H30—©-CH2- 2 0 R —CHs HN_C_@_Q
OCH,CF3
1374 Q_O_CHZ_ 2 0 R -CHz—u-@
F3CCH,0
Br
1375 2 0 R

ey (T
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Table 1.126
1 4
Compd. R . 3
No. R2>_(CH2)J.._ k m n chirality R _(CHZ)EE_S_(CHZ)Q G Rs
20
1376 HaO—O—CHz- 1 2 0 R H o K_@
H
1377 Hac-@—CHz- 1 2 0 R H
~CHz—
H
CHg Q Fa
1378 S_)—CHz 1 2 0 R H —CH N !
CHj
CH, OCH,CF;
1379 & —~cHr 1 2 0 R H —~CHzN-
CHs F3CCH,0
CHj
= Sf Br
1380 o CHr 1 2 0 R H —CHz—N-O—q
H
CH, S
R de
N
1381 h H 1 2 0 R H
0¥ -
~CH
CH,3 H
CH3
1382 g >—CHo- 1 2 0 R H .
A
CH, H
. Q CF3
1383 a—@—cnz- 2 2 - H —cw—we—@—m
1384 2 2 1 - H j:? S~
o)
O !
~s
1385 2 2 1 -

“ e
~CH z——”—c
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55

(continued)
Compd 1 4
R k m n chiralty R3 )—i—( T GR
5 No. 2>-(CH2)J" ’ —{(CHzJ 5 CHZ)Q i
o R
) 1386 cl-—@—cHz- 2 1 _ " —~CHz It
—
H
Table 1.127
15
4
Compd. R1 iral ’
No. M) Ton Y E H{CHYFACH, GRS
20
CH3
1367 8 )—CHr 2 0 RH 'CHZ_{T@ _dA
s CH3
- ﬁ C(CH3)3
1388 o )—Cz 2 0 R H --CHz—'d‘O—(/J
CH
30 CHS 3
CHj3 C“T'-N'c?—{ ?§
1389 g - 20 ® H R
H v
35 ¢ ?
H3C CH3 F
3
1390 Hs Hz 20 A ‘CHM
H
40 S
HsC CH -
1391 vtz 0 3 "
Hy "z "
45
] F
1392 2o " g 3
" M ~CHs—N-C
50 H
CFg
1393 vtz 0 3 "
-cHrﬁ'
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(continued)
Compd 1 4
’ R m n chiralit R3 6
No. R2>—(CH2)J— Yy _<CH2)p 5 CHz)a_G‘R
(o) CF3
1394 2 0 R H 1
Hs CHz- —CHN-C
O 3
1395 - 2 0 R H
HC=Cl H —CH
- H
(P g _FF
1396 2 0 R H _@
Ha O CHp- ~CHr G
Br, . CFs
1397 6 2 0 R H
r r —CH
H
Table 1.128
Compd R1 4
. . irali 3
No. R2>_(C HZ)J m n  chirality R —C HZ)%;(C Hz)q_G_RG
c . CF3
1398 C‘_OE:— 2 0 R H ~CHz-4t- _@
. ?Hs CFj
1399 Q—Q—CH— 2 0 R H —CHz—N- _@
' H
(o
H3 F3
1400 c»—@i&-}— 2 0 R H
H
7 Cl
1401 HsCr-O-CHz— 2 0 R H —~CHz—N —-(h:cr
H
OCH;
HoN  OCH;
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(continued)
Compd 1 4
ompd. R n chiralit 3
y R 6
No. Rz>—(C HZ)J_' —C Hz)p C HZ)Q—G—R
1403 mo—@—mz— 0 R H —CHg 4
1404 HsG-O—-CHr 0 R H ~CHr N/
1405 H30—©—CH2— 0 R H —CHNC
H;CS
1406y G_@_CHZ_ 0 R H ~cHz - el
1407 HaC—O—CHz— 0 R H —CH N\ 4
HsCCH,S
Table 1.129
Compd R 4
ompd. oo
— hiralit R3 6
No. R2>-(CH2); A —-(CHZ);Z—(F, S(CH)7GR
1409 0 R H
H;,Cr-@—-CHz—- —CHrfg-&O
CH3
1410 gf}—mz— 0 R H —CHg -
H
CH3a
1411 0 R H —Cﬂruj—Q
Cl—-@—-CHr Hac-ﬁ-NH
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(continued)
Compd. R1 m n chirality R3 X 6
No. 2>_(CH2)]_ —(CHZ)%(CHZ)Q—G_R
R
Cl
1412 e O Hy 2 0 R -GHH E_ﬁ_NH
3
CHa Cl
1413 ¥ )—cHr 2 0 R —eir
s e
Cl
1414 c:—@—CHz- 2 1 ; _mrﬁj—g
O
SCN
s o p-oHr 2 ° R —en
H;
. _ SCN
1416 Hs""'@"CHT 2 0 R —CHrN'g‘@
H HN
oy SCN
1417 'V anks 20 R —CH"'_W@
CHa HoN
SCN
1418 c|—®-—CHr 2 1 - 'CHTKE—@
H, N
SH
1419 C"O’CHT 2 0 R —CHrﬁ—@
HN
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Table 1.130
Compd.  R? 4
ompd. .
No. g2 {CH) o chralty —(CHy)5—(CH,)gGR?
0 SH
1420 Ha‘-”r@-CHz- 2 0 R —CHflf:”‘c‘C}
HN
CH, 0 SH
1421 Né_CH 2 0 R _CHZ—WQ
0¥ r H
CH3 HzN
0 SH
1422 Q_O_cuz. 2 1 - —CHr -
HoN
O
1423 C'—@-CHT' 2 0 R
—CH
N
Q.
1424 2 0 R 0 -
Hgg-O—CHz-
—~CHN-C—( s
H
CH3 Q
1425 gf/?—criz- 2 0 R . ﬁ‘;.g
—CHNC— )
CHga H
Q
2 1 £ O
1426 0—@-0142- -
—cm——tv—@—{ ’>
H
T
wr ol o S —on
' Hz C-NH
N
1428 Q—O_CHZ_ 2 1 ; —CHz—N ‘Q
(H3C)2N
e
1429 HsccH.‘,o_@_qqz_ 2 1 - __CHZ_H _@
H,N
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(continued)

Compd.

4
R1 m n chiralit R3 6
No. R2>—(CH2)r- y —~(CHy)z - CH,)7GR"
o]
1430 : Q CHz- 2 1 - H —CHz 7
Q.o H'
H,N
Table 1.131
1 4
Compd. R . 3
No. R2>-(CH2), m n chialty R —(CHz)Fz-s-(CHz)—Gq —R°
r
1431 chcn,o_@.m,_ 2 1 ; H —CHz-
. HN
r
1432 0‘< >—CH2‘ 2 1 - H —CH N—@
s i
: H N
[o]
-CHz—Nj
1433 “aCCHZO_O—CHz- 2 1 - H W
CHr< >—0CH:CH;
Br
-=C]
1434 mccmo.@.a—qz_ 2 1 - H e P
" z-O—ocu CHp
CH. 2
ﬁ a
1435 oot )-CH- 2 1 - H -mz—ﬁ-e-@
Ho N
. ol
1436 (H3C)2CH-©—CH2- 2 1 - H —CHz—N-@—@
H,N
o
1437 HLC(CHo 10— _-CHe- 2 1 -
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(continued)

Compd.

4
R1 k m n chirality RS 6
v > ~CHFT(CH 7GR
r
1438 HaCCHz—O—CHz- 2 2 1 - H —0ng .
HoN
Br
1439 (Hsc)zCH-O—CHz- 2 2 1 - H —CHz—”’E—@
H,N
r
1440 H.,C(CH,);Q.O_CHZ_ 2 2 1 - H —CHz—'ltt'-C
HN
.« r
1441 HacS—-@-—CHz_ 2 2 1 - H —CHz—u-g
HN
Table 1.132
Compd R1 4
. irali 3
No. R2>_(CH2)J,_ k m n chirality R —(CHz)%(CHz)q—G'RG
[»]
~CHz|
1442 H,ccn,-@—cri,_ 2 2 1 - H H ;g
‘CHrO-cH,crh
)
1443 (H30)2CH—©—CH2— 2 2 1 ; H —CHry S’d
.HN‘
CHr‘ >—CH(CH:|)3
3 i
1444 H.,C(CH,),O-G—CHT 2 2 1 - H —CH H ‘6
H'Xl fO—O
H (CH2):CHy
r
-CH,
1445 HaCCHr'@—CHz- 2 2 1 - H rﬂjﬁ

CHrO—CH,CH;
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(continued)

4
Compd R1 -
m n chiralit R3 6
No. {CHo)— y —(CHZ)—I—(p 5 CHy)gGR
T
—CHz—N-i
1446 (Hsc)zcl"—Q—CHz— 2 1 ) H " §j§
‘CHrO—cH(CH;)z
1447 "%C(C"lz)zo—@—c"’z- 2 1 - H H HFj
tH{_)o(cHncHs
r
—CH:—N'S
1448 Hacs—@-cHr 2 1 - H L
CNT'O’SCHa
1449 HCCH )—CHy- 2 1 : H —CH;—”—O—@
q CF3
1450 (Hsc)ch—@—CHz— 2 1 - H —CHg—HN-O—Q
CF3
1451 HsCeHINA Y-CH- 2 1 . H o _@
7H
HQ 9 CF3
1452 _ 2 1 - H
H300—-©—CH2— —CH N OO
Table 1.133
Compd R1 ' 4
. irali 3
No. o2 {CHa- m oo chiralty R® (CH,)s—(CHp)rG-R
CFy
1453 H,C (CH, ),o-@-cu,. P _ H —CHz'—HN'E—G
CFy
1454 2 1 - H

H3€CH20—©—Q42-
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(continued)

: 4
Compd. R1 .
m n  chirality RS 6
No. R2>-(CH2),—— —(CHz)—I—(p 5 (CHagGR
Haco * CF3
1455 2 1 . H
oy L)
R~
1456 O—O—Cﬂr 2 1 - H &
Cl
1457 (CH2), N__@_CHZ_' 2 1 - H —CHz—HN-l@
HoN
H; CO ¢
1458 2 1 - H
H HZ" —CH H _p
He
Br
e Y,
H N
HsCQ '
1460 2 1 - H —CHT-N—@
H Ho H
~ H,
1461 HeR 2 1 H —CHey i‘d
H CH HN] D°°”=
CH; OH
H3 CQ -cm—wj
1462 2 1 - H H OCH,
H Hz— HN‘
. CH1-< '>—OH
1463 1 1 - H _CHZ_HN_ _@
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Table 1.134
Compd.  R! ¥
ompad. - 3 6
No. R2>—(CH2)I— m n  chirality R —'(CHz)%(CHZ)q—G"R
OCFs
1464 O )-CHr 1 - H —CHr-
CFy
1465 C‘—@—CHT 1 - H ~CHz—N-C
‘ FsC
Br
1466 . O - 1 - F —CH N.@_-G
H— 2_H
cl
1467 C'_O_CH"" 1 ; H —or
0,
14 1 - H .
68 a—@-on- —~cHzN
'CF3
1469 1 - H N-E
G—< >—CHr —CHz~ H ‘Q
F
: ct
1470 Ho 1 - H Nj
- ---CHz—H
1471 1 ] H
.C‘—OfCHr ‘CHfﬁ'g‘d_F
CH3 . F3
1472 2 0 R H
N cH —CH —N—E
s 7 “H
CF3
1473 2 0 R H
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(continued)

4
Compd. R1 I
m n  chirality RS CH CH.)—G-R®
No. —_
0 R2>-(CHZ)j ~CH)s 1 {CH,)g
@ ¢ " fFFs
1474 Ho- 2 0 R H —CHz—N-E-Q
CH3 H
3
Table 1.135
1 4
Compd. R - 3
ol CHI= K m o ey R "‘(CHz)a'g‘s'fCHz)—G—Rq ;
c CF,
1475 0 1 2 0 R H —CHz—N~E-©
V. HZ" H
Br. . CF3
1476 )—CHz- 1 2 0 R H
B —CHgz—
Br. ﬁ CF3
1477 o 1 2 0 R H —CH N
CF,
1478 Br 1 2 0 R H
CHa CF5
1479 Ha¢—Q4,Hz— 1 2 0 R H _CHZ_N_E_Q
CHj H
CHS' CF3
1480 H30_®_CHZ_ 1 2 0 R H —CHp
CH3 Fa
1481 mo—@—o«z— 1 2 0 R H —cH ’_N_@—d
H
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(continued)

4
Compd. R1 -
kK m n  chiralty RS CH CH 6
No. R2>_(CH2)J_— ""'( 2)p s 2)—(q >R
1482 Brm 1 2 0 R H ﬁdFa
" _
oM ~CHzN\-C
H3C N CFS
1483 p—CHr 1 2 0 R H _@
HyC =0 —CHN-
CF
S._0O ﬁ 3
1484 Q/G' o= 1 2 o R H ~cHr c—@
L
1485 Hso@-crqz- 1 2 o0 R H —CHp~ _(:[j
H . s
Table 1.136
1 4
Compd. R I
— k m n chiralit R3 6
No. g2 (CHR) v —(CHZ)FTZ-S—(CHz)-q—G—R
OCH,
1486 Hso-O—CHz- 1 2 0 R H —CHz—n'g‘C}
HoN
cl
1487 H3C—©-CH2— 1 2 0 R H _CHZ_H
‘ HN o
1488 H;,O—@—CHZ- 1 2 0 R H —cH laa
H
1489 Hao—O—cnz-' 1 2 0 R H C,,Z_N_g._o
H
1490 H;,O—@—CHZ— 1 2 0 R
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(continued)
Compd R1 4
' hirality ~— R3 6
No. CH,)— no¢ CH CH,);- GR
R2>—( HZ)] _( 2)p 5 2/q
H2
1491 H 0_@_0,_' 0 R H
3 = —cnf—N—g—Eo
H
g "
1492 Hao‘O—CHz— 0 R H —~CHz— —/
H
CHa rwi CHG
-CH
1493 ('?;’}-CHZ- 0 R H
: 1
CH,
CH3 ?
1494 E?CHT 0 R H —CHz| ”-c%
CHs H
CH3 H3
c
1495 N= 0 R H —CH ol
oW, CHz- H N
CH3 HyC
CHj3 Hy
1496 f-f,}cwz— 0 R H —CH—N 8
CH3 H3
Table 1.137
Compd 1 4
. irali 3
No.  pa>{CHa) n chialty R —(CHg—E—(p ~(CHp)gGR®
CH3 H3
1497 6 p—CHz 0 R H -CHZ"‘”'(:"'(‘: -
3
CH3 CHy
CHj
N= N
1498 S CHr 0 R H —CH
H
CH3
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(continued)
Compd 1 4
' R m n chirality RS 6
No. —_ CH CH
o >-(CH) —(CH )1 (CHg GR
CHj
1499 ¥ )—crir- 2 0 R o Ha
—CHz—|
CH3 H
CH
3 CHa
1500 & —cHo- 2 0 R ~oHr
CH3
CH4
W, O
CH,4
CH3 CF5
v I
1502 6}*}"’ 2 0 R —CHzN- —Q—F
CHj3 F
CHy o  OCHE
1503 3 >—CHz- 2 0 R —CHp
CH,3 H
g
1504 H, N__@_CHZ_ 2 0 R -CHz'-HN' & |
O—d"’o ? Fa
1505 @-CHz— 2 0 R —CH NG
H

1506 c»-O—CHz-

1507 m-@-cl-lz-

Br
—CH z—”—c
H,N

~CHsN-
“H
HN
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Table 1.138
1 4 .
Compd. R . 3 )
No. R2>-(CHz)r < m 0 ol R —-(CHz)ng-(CHz)a—G—RG
1508 Cn—O-CH - 2 1 1 ] H —CH th'j—d—‘
’ HzN
1809 o -z 2 11 - H
—CHz--H
I
1510 m__@_mz__ 2 1 1 - H —CHz -
HN
Br
1511 o <:> CHp- 2 1 1 - H —cHy—N-C—
H s
1512 2 1 1 - H —CHz—N-C
cs-—@—CHz— L
HyN
%}—@
1513 H 2 1 1 - H ?
°“'< >—° - —C
Hz—H
Cl
1514 (HaCCHz)zN—O-CHr 2 2 1 - H ~CHzN
H,N
_ cl
HO
1515 2 2 1 - H —~CHz
Haco—@—cr-lz- H )
2
R Br
) ~CHr~N-G
1516 (Hacc"‘z)zN—O"CHz‘ 2 2 1 H N @
. HzN
HO R r
1517 2 2 1 - H
00— Y~z .
H,
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(continued)

4 .
Compd. R1 . -
k m n chirality —R3 : 6
No. R2>-(CH2), —-(CHZ)—Z—(F, —{(CH)gGR
cl
HO i
—CH
1518 w‘@‘cH 2 2 - H ! @ oH
Hs r HN
cur< S*JCH:
Table 1.139
1 4
Compd. R . 3
No. R2>_(CH2)J— k m n chirality R —(CHZ)E-ES—(CHZ)q G_RG
HQ _curu-jH
1519 0 O oH 2 2 1 - H H
Hy - H . -
ﬁ Br
1520 Br—@—CHr 1 2 0 R H —mm—&@
H
' Br
1621 W0~ pCHr 1 2 0 R H —H I_N_@_C}
H
r
1522 ‘E’Q—CH" 1 2 0 R H —CH
o H
T
1523 S 1 2 0 R H cH N_g_d
H300—©—CH2- I
oo z—-»—@ r
1524 1 2 0 R H
HO—@-CHZ- —CHrN
OCF3
1525
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(continued)
Compd R1 4
' m n chirality —R3 6
No. R2>_(CH2)j_ _-(CHZ)EE;(CHZ)Q—G_R
OCF;,
1526 Ha CO—@-CHz- 2 0 R H ~cryd
OCF,
CH
1527 f‘@ 2 0 R H z_N_g_@
o H
H3 cO OCF3
1528 Hy CO—@—GH,— 2 0 R H —CHz—Pl‘f-
HyCQ, OCF,
1529 2 0 R H
H ' ~CHr -
Table 1.140
1 4
Compd. R oo
m n chiralit R3
No. R2>-(CHz)r y --(CHZ),TES—«;HZ,)Q—G-R6
CFg
1530 Br—O—CHz- 2 0 R H —CHZ N~ Q
F
0 CF3
1531 Hy co—@—CHr 2 0 R H —CH ,—g}-o—@
F
CFy
1532 z- 2 0 R H -CHz—hr-E—Q .
o F
H3CQ CF3
1533 ' 2 0 R H
Haco-©—cuz- —CHZ"H“‘@‘Q
F
F3
co
1534 & 2 0 R H —CHz
H Hr _H .
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(continued)

Compd.

4
R1 m n  chirality RS 6
No. R2>—(CH2)J-— —(CHo5TACH ) GR
F3
1535 m-@-cnz- 2 0 R ~CHzN
?
1536 H300—©—CHZ— 2 0 R —CH.A—N
H
F3
CH
1537 0'@' z 2 0 R
~CHz—N-C
Ly R
co CFsy
1538 Hs 2 0 R 7 d
Hj Ho- —CHZ_HN"C
H3CO . : Fs
1539 3 2 0 R : 0t
H Ho- —CHyN-C
? CF3
1540 BT—O—CHT 2 0 R —CHZ—WQ—F
H
F
Table 1.141
1 4
Compd. R I 3
No. R2>_(CH2)’— m n chiralty R —(CHQ)p !5 (CHp):G =
CFy
1541 Haoo—O—CHz- 2 0 R —CHr?f@“Q—F
F
0 CFg
1542 - 2 0 R -CH
L Q e Q '
o F
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(continued)

4
Compd. R1 -
k m n chirality RS3 6
No. — CH CH
Rz>—(CH2)J — 2)%,, - (CH)GR
CF3
He0O ? ‘
1543 1. 2 0 R —CHz—
H;C H
Ho - F
CF
Ha ? 3
1544 1. 2 0 R —CH
H - H g
a ? 3
1545 I}—CHz- 1 2 0 R ~CHzN-G
R F 0 Fa
1546 mw—@—u«z— T2 0 R —CHz=N- '
H
F F :
Br CF
3
1547 H300—Q—CHZ— 1 2 0 R ~ 2 d
Br H
R 3
1548 Hgo—Q-CHz— 1 2 0 R -CHQ—'I:I{-O"' 5
CH
H3C CH 3
CH=C(CH3),
1549 Hgo—@—CHz— 1 2 0 R —CHZ—Q-MCHS
HaC
|
1550 H;,O—@—CHZ- 1 2 o0 R 8 “"“q’%‘dw"
—CHz—H —O HCOo
1551

0 9N(cHzCHzOH)z
—CHry
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Compd.
No.

1552

1553

1554

1555

1556

15567

1558

1559

1560

1561

N v
HgC-O—CHz—

Table 1.142
m n chirality
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
2 0 R
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(continued)

4
Compd. R1 I
k m n chirality RS 6
No. — CH CH,)=—GR
Rz>’(CH2)J — 2)“}‘” 5 A
1562 Hac—O—CHz- 1 2 o0 R H —CH-C
O2N OCHs
Table 1.143
Compd R1 4
. _ ot 3 6
No. R2>-<CH2), k m n chialty R —(CHz)%;—(CHz)q—G—R
"
1563 H30—©—CH2- 1 2 0 R H 5‘
(o]
- H
1564 HaO-G—CHz— 1 2 0 R H H
3
CHs 9 _
1565 :\g/}wz— 1 2 0 R H —CHZ_H'C—@—Q
CH3 H3 CO
S ]
—CH '
1566 &_)—Crz 1 2 0 R H N *p
CH3 E v
= H
1567 g/ Hr 1 2 0 R H
CH3 [
CHj; "1
[ == —-H H
1568 g’ >—CHr 1 2 o0 R H H
CH3
CH3 6
1569 g’/ CHo~ 1 2 0 R H o
CHj -y
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(continued)

Compd. — R1 k m n chialty R3 6
No. >—(CH2)— y —(CHy)5 CH2)—G—R
R? :
1570 H3C$—©—CH ~ 2 2 1 - H ~CH z—Nj—Q
—CHz—N—j
1571 H3CS—©—CH2- 2 2 1 - H N ﬁ
cn,—O—scm
CFy
OO 22 e
CFy
1573 pead Il Syon 2 2 . H - _@
Table 1.144
Compd R1 4
. irali 3
No. RZ>—(CH2)J k m n  chirality R _(CHZ)FE;(CHZ)q G-RS
F3
w7 el Qe 22 0 n g X
H
CFy
7\ -
1576 N-g—Q—CHz— 2 2 1 H fﬁ'@_@
I CF4
1577 Hﬂ_@_c 2 2 1 - H 2,_,\,.1!_‘
i Cyon oy
H,C, F3
1578 2 2 1 - k _CHZ_N_@
H
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(continued)

4
Compd. R1 .
_ K m n chirality RS 6
No. R2>—(CH2)J "(CHz);E;(CHz)q—G—R
F3
1579 e o ., 2 2 1 - H _CHz_N.g_d
d H O = H
o CFa
e e Lad
o Br
1581 C’—@—CHz- 2 2 1 - H —CHr
Hso;,%-NH
(o o]
1582 Q_G_CHZ_ 2 2 1 - H s
0 0 5CH
do
CF,
1583 CI—O—CHZ- 1 2 0 R H ~CHzN-
Hz
OCF;
1584 d—@—CHz— 1 2 0 R H _cHz_M@
H
HaN
Table 1.145
1 4
Compd. R -
CH,)— m n chirality —R3 6
No. 2> {CHY) ~CH)TACH, )7 GR
Br
1585 G—@-CHZ- 2 0 R H —CHz—H 7\
Q
1586 2 0 R H
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(continued)
Compd R! 4
' m n chirality —R3
No. R2>«:H2), —(CHZ)EES—(CHZ)E-G—R
1587 u—@cu 2 0 R H °’©
g ~oAry
CHj
1588 a <:> CH 2 0 R H
r ~CHz~ \
q CFy
HoN
OCF,
1590 2 0 R H z—w@
H3O—©—CH2— —CH H —Q
H,N
R Br
1591 HSO_OCHZ‘ 2 0 R H —cH 7\
H
q cl
1592 H30-©—CHZ- 2 0 R H ~oryd _@
1593 H 0_@_0_, 2 0 R H O_O
A oyt
—
H
CHs CF3
N=
1594 6}‘“’7 2 0 R H _cnz—}r}r@—Q
CH, HoN
CH3 OCF3
N/
1595 o) CHr 2 0 R H —CHFN-G
CHj, Ha
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Table 1.146
1 4
Compd. R - 3
No. R2>_(C|--|2)l n chirality R __(CHz)p_i?(CHz) q_G __R6
CH, Br
1596 3_)—CHz 0 R H —CHz—HN-E@
N
CH,3 .
CH3 Cl
1597 &_)—cHzr- 0 R H —cnra»@@
CH3
¢ 0O
1598 N=>—cHr- 0 R H e _O
H
CH3
N % ? FHa
1599 S_)—CHz 0 R H —cH HI ('5\
CH3
Fa
1600 O—O—CHZ- 1 - H ~CHz—N
‘ HoN
OCF;
1601 c—_)—Hr ! - H 'CHT'{}"@"Q |
: Hy N
Br
1602 c»—@—cuz- 1 - H —CHQ-FN:-E—Q
. ? o
1603 CD—O—CHZ— 1 ) H —CH fm
1604 a@—mr 1 - H —cH 2__”_@__@
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(continued)

4
Compd. R1 -
k m n chirality —R3 6
o R e "‘(CHz)p‘z;(CHz)q‘G‘R
. ? Hi
1 CD—O—CH 2 1 - H
605 r ~CHz \
SCF,
1606 O—O—CHZ- 2 0 R H ii
~CH |
H
Table 1.147
4
Compd. R1 N irali 3
No. R2>_(CH2)’._ k m n chirality R ——'(CHzp - CHz)a'G—RG
SCF,
1607 HaOOCHz- 1 2 0 R H —eH _O
H
CH3 SCF;
1608 gj_w ~ 12 0 R H —CHy—
" CHs
SCF,
1609 H 2 2 1 - H
i H
CFs o CF3
1610 2 2 1 - H
a i Voo —onyd¢ S
H
F3
1611 ¢ 2 2 1 - H @
’ CFj3
1612 oot d-(H-ot 2 2 1 - H
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(continued)

4
Compd. R1' -
k m n  chiralty RS CH CH __G_RG
No. —
0 R2>-(CH2), CHJ T (CHa)g
CHy CFa
1613 ) 2 2 1 - H N‘E
s Bl e A
R CF3
1614 Facs—O—CHz— T2 0 R H
—CHs—N-C
H
CF3
1615 F3C$—@—cHz_ 2 2 1 - H _CHZ_N_E_G
H
Cl
1616 F3CS—®——CH2- 2 2 1 - H —CHZ—H-E‘Q
HN
1617 Facs—O—CHz— 2 2 1 - H
Table 1.148
4
Compd. R1 -
— m n chirality R3
No. R2>-_(CHz), —(CHZ)%(CHZ,»Q—G—R
HO Br
1618 HyCO . CH,~ 2 0 R H —CH _G
HQ
F
19y co—@-cu 20 R H N_g cFs
3 - e _CH'[—H 74 \\
R CF3
1620 2 0 R H —CH Y
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(continued)

Compd.
No.

n chirality

1621

1622

1623

1624

1625

1626

1627

1628

R‘l

R
HO

H3C Hae
HO

Ha H

0 R
0 R
0 R
0 R
0 R
0 R
0 R
0 R

Br
—cH ¢
H e,
OCF3
—CH N-g ¢
NG
CF3
—CHz-N-Eh< ?
H
F
0 CF3
—CH;-NC-Q—c
H .
CF3
~CH N-@
H
F
 CF3
—CHzN-
“H Q
F

186



10

15

20

25

30

35

40

45

50

55

EP 1 238 970 B9

Table 1.149
R! )
Compd. - 3 6
No. R2>_(CH2)1._ k m n  chirality R —.(CHZ)%(CHZ)Q_G_R
CF3
1629 1 2 o0 R H
sy I D
CF3
1630 HaC 1 2 0 R H T
N CH- —CH N
CF,
1631 "hNCHz—@-CHz- 1 2 0 R H —en _Q
H
a CFs
1632 o J_C-g_cH 1 2 0 R H en N_@_O
=
N\ 4
Hac CF3
1633 N 1 2 0 R H o N_E_Q
NC—{ )—CHzr N
CF3
1634 4o 2CH_®_CHZ_ 1 2 0 R H N
1635 H30-®—0Hr 1 2 0 R H —CHz-—HN—o—O—qCH:,)a
HsC CHs
1636 c-< >_C 1 2 0 R H H3C
Hy Hr- —CHZ—}IEII-E%
CH3 0
1637 c-"f}—cH - 1 2 0 R H —CHz—u-e—@—(CHz).,CHa
CHs
CH4
N
1638 1 2 0 R H
ek —CHz-wg—@—qCHz)acﬂ,
CHs
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(continued)
4
Compd. R! m n chiralit 3 6
y R —(CH,) CH,>-GR
No. — 2 2
0 R2>—(CH2)1 Pls q
CHa _
1639 Sy CHr 2 0 R H —CHrN "Q‘ﬂ'goc”zc”s
CHj HaN
Table 1.150
Compd R* 4
ompd. . 3
No. 2 {CH m o chimity R —(CH@—Z—(p ~CH,)gGR®
CHa :
1640 E?":“r 2 0 R H -C“rﬁ'ﬂ-'@—g-@“z)acw
CHs
CHs
N=
1641 6:/>"Hr 2 0 R H —cnz—u-ﬁ-@-ocpzc HCF
CH;
CHg
7 N
1642 2’:,}-042- 2 0 R H —CH7— —
02
CH;
CHs
1643 &_)—CHr 2 0 R H —oH LCQ
H
CHy
CH; 0
T 2 0 & ow el
CHj
cl CF3
1645 Q—Q-CHZ- 2 0 R H —CHz—Nj—@
Ly H
R~
1646 2 0 R H —~CHzN-
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(continued)

Compd.

4
R* m n chirality —R3 6
No. R2>—(CH2)j—- _(CHZ P15 CHz)q—'G-R
CF3
1647 H,C(cnz),_@.cnr 21 - —CH'[‘”'@O
CF3
1648 HaC(CHz)a—O—CHz- 2 0 R —cH i
H \
9 CF3
1649 Hsc(CHz)?—O—CHr 2 1 . oy C_@
CF3.
1650 HJC(CHz)z-Q—CHz- 2 0 R —CHy—N- _@
H
Table 1.151
’ 4
Compd. R . - 3
No. R (CH ko m o oy R —(CHz)—:I—-(p ~(CHy)g G
4
. —CHz—Nj
1651 mCCHI p-CH~ 2 2 1 - H :
CH7-< >—'(CH2))C]‘§
r
1652 mCCHI{ pCH 2 2 1 - ~CHz-N
: H;
r
" —CHr-N-Z
1653 CCHy) <:> CHm 2 2 1 - H ‘d
e HNC CH2)CHy
ﬁ r
1654 "sc(c”z)z-Q"'“r 2 2 1 - —CH
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(continued)

Compd. R1
Vo >{CHa

x
3
=

chirality

4
3
R —(CHz)Eg—s-(C Hz)a‘Q—RG

1655 HgC(CHz);—O—CHz- 2 2 1 ]
1656  MCCH) pCH~ 2 2 1 -
1657 Hac(c"‘z)z—O—CHZ- 2 2 1 -

1658 H3C(CH,),_©..CH2_ 2 2 1 .
1659 cp—@-cuz. 2 2 1 .
1660 BI’—O—CHZ- 1 2 o R

1661 Br—O-CHz— 1 2 0 R

. Cl
H "’”"‘dj-p
) H \CHTQ—(CHz)ch;
Cl
H -cn,—m—o—{lff ,>
H

HyN

r-Nj C

H CHrY 'O
N

cHr{_ J—CHmcr

e
H —cnz—”—c
HoN
H -'CH»[-H
H,N
Cra
H —CHZ—M
HyN
OCF;
oy
HyN

Table 1.152

Compd.

1
No. §2>'(C Hg)j— ko m n  chirality

4
R3 6
—_(C H2 Pls C Hz)'q—G"'R

1662 1 2 o R
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(continued)
Compd. R! m n chirality R ) 6
No. R2>-(CH2),— —(CHF T (CH7GR
Q o]
1663 B @ CHpm 2 0 R —CHz—ﬁ—wg
: HyN
CFy
1664 2 1 - ~cHr -0
Hacs-@—cnz- H =
HoN
CF;3
] —CH
1665 HacS—@—CHz— 2 1 H .
HyN
1666 Hscs—'O—CH’z- 2 1 : —-CHM{
HoN
Br
1667 2 1 - —CH '
1668 CCH 2 1 - —CH N-§—§ §—F
H z—Q—CHr N
HoN
1669 FyCCH;—(  }—CH- 2 1 - ~CH N-B
ZH
H
9 I
1670 H:aCCHz—O—CHr 2 1 - —CH;—{_\:—C
H,N
9 " OCFs
1671 HBCC"‘?"Q-C”r 2 1 - ~CH7N-C
Ha
' CFsy
1672 HaCCHz—Q-CHz_ 2 1 - -CHz—HN-@@
H,N
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Table 1.153
1 4
Compd. R -
— k m n chiralit R3
o 2> {CHa) Y —(CHz);g;(CHz)q—G—RG
’ Br
1673 H;CCHTO—CH—,- 2 2 1 ; —en 1 d g
H
f"N‘E y Br
1674 I'—@—CHZ— 2 2 ! i —CH H _(OIBr
1675 ;L.@_(;Hz_ 2 2 1 - —CH Hﬁ
HyN
1676 F—@—CHZ- 2 2 1 - —CHM
: H
H,N
r
1677 2 2 1 - —CH{‘N-E
—Oror HH
2
0 I
1678 2 2 1 - —CHz—g-O—Q
r-< >—CH—
HyN
o]
1679 2 2 1 - —CHz—N-C
F—@-cnz- Y
H,
OCF;
1680 ,»__@_CHZ_ 2 2 1 - —CHz—
A
?
1681 l'—O—CHz- 2 2 1 - ~CHNC
H
H,
Br
1682 F—@—CHZ- 2 2 1 -
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(continued)

4
Compd. R1 o 3
No. R2>-(CH2))'— k m n chirality R _(CHZ)p - CHz)q_G—RG
0 p Br
1683 H. 2 2 1 - H —CH—N-C |
AT Ty e had @
Table 1.154
4
Compd. R? o
— k m n chirality — R3 6
No. o (CHY) —(CH )1 —(CH ) GR
] R
\ - ~CH
1684 a . Cchr 2 2 1 H N
HaN
0 '}
1685 @ 8 0 Hy- 2 2 1 - H _0ch
Hy
T
. ~CHgz
1686 @—g—E-O—CHz- 2 2 1 H z—gj—d
H,N
9 |
1687 '@_#&O_CHT 2 2 1 - H _CHZ—T_\:-Q-Q
H,N
R o
1688 A y C)-chr 2 2 1 - H —CHFF?
H,
OCF,
1689 2 2 1 - H —C N.@
OO el
HoN
CFy
1690 D Ii @ 2 2 1 - H —~CH
H ~CHz- H
Ha
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(continued)

4
Compd. R1 -
K m n chirality —R3 6
No. R2>_(CH2)l ‘(CHz)‘I_fp 5 CHZ)—-G—Rq
0O . f
1691 & . ors 2 2 1 - —CH y ,
CH3 Br
1692 1 2 0 R - 4
CH3
1693 1 2 0 R —CH;~N-C
Hsc—G—CHz- e
HoN
CH, R
1694 1 2 0 R —CH
Hy Hz H Hy
Table 1.155
Compd R *
ompd. o 3 6
Voo >CHIm koMo ey —(CHz),‘,—I‘s‘(CHZ)a—G—R
r
CH3
1695 12 0 R —CHz
H30—©—CH2- H
HN
CH '
3
1696 1 2 0 R —CH;—N—@
Hy Ho H N
Cl
CH3 2
1697 H /—\_f " 1 2 0 R —CHz—H
3 b
HoN
3
1698 1 2 0 R —CHN-C
Hs e H
HoN
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(continued)
Compd 4
ompa. 1 L 3 6
R k m n chirality R CH
No. 2>-(CH2)J—' — 2)p 5 CHZ)“‘G—'Rq
R
CH3 3
1699 1 2 0 R H —CH
oo 3z A
H,N
CHj Q r
1700 1 2 0 R H —CH—N-C < § a
H3O—C>—CH2- H
1701 "bC=CH—O-CHz- 1 2 0 R H —CHz—}«_:—o—Q
H,N
CF,
1702 H, CO-@—CH ~ 1 2 0 R H —0ng
HyN
. CF4
1703 (E—Q_CHZ— 12 0 R H —CHz—N- —Q
° H HyN
2
. ‘.
1704 HO—O-CH ~ 1. 2 0 R H —cH z—Nj
H
HoN
cl Fa
1705 1 2 0 R H —CHz’-N-@
C‘—< §-CH2-
-~ HZN
Table 1.156
; 4
Compd. R . 3 6
No. R2>_(CH2)3— k  m n  chiralty R —(CHZ)%CHZ)Q_G—R
9 CF3
1706 @_mz- 1 2 o0 R H -CHrHN—c—Q
HyN
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(continued)
4
Compd. 1 - 3 6
No. R >—(C Ho) m n chirality R ~CHy)5 CHo)g GR
R2
2~
—CH
1707 chs—O—CHz- 2 0 R H N
HoN
CF3
1708 H,CCH z—Q—CHz- 2 0 R H ~CH N __\
; N
CFs
1709 (Hac)zcﬂ_@_c...z. 2 0 R H ~CHzN
HoN
Hs G Fq
1710 Br—@-wz- 2 0 R H —CH
H
H3C
CH3 Fs
1711 N _CHp 2 0 R H —CH
H
i? CF3
1712 HROCHR 2 0 R H —CHf‘N'c_O
H Ho— H
CF3
1713 G 2 0 R H —CH 1
g W e
HQ .
3
1714 Haa)—@—wz- 2 0 R H o N'E—d
—
HO H
CF3
1715 - 2 0 R H
ey O
N / H o H
4 Hp CF3
1716 N ‘ 2 0 R H
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Table 1.157

Compd. R1

: 4
No. R2>_(CH2)J— k m n chirality R _(CHZ)p - CHZ)E‘G'RG

OCH3 CF3
1717 HCO— ) ~ 1 2 0 R H —cH "
@ CHs CFy
1718 1 2 0 R H
He- —~CHz—|
Hy
. . 3
1719 S—CH 12 0 R H .
T —He —cm—-»@-dg
H
\
HyCO-C 9 CF3
1720 he -Q‘Hz- 1 2 0 R H on S
CHs H
3
1721 H,CCHZ_< >—-CH2- 1 2 0 R H _CH_N_E
' H
F
CF3
1722 @—CHz— 1 2 o0 R H —CH Q
H
F
CF3
1723 @—CHT- 1 2 0 R H —CHrﬁ‘@“Q
F
CF;
CH3 @
1724 1 2 0 R H —CH
Ha H o~ H
F
CH3 CF3
1725 H:sC—O—LHz- 1 2 0 R H ~CH N -Q
HyC F
CFa

1726 H;CCHz—Q—CHz- 1 2 0 R H —CHz N _Q_p
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(continued)

~ 4
Compd. 1 -
R m n chirality —R3 6
No. — CH CH,)=G—R
R2>-(<:HZ)j —CHls1(CHy)g
CF3
1727 @—CHz— 2 0 R H N_@
T _< §_F
H
Table 1.158
Compd.  R! *
ompd. _ o 3 6
No. R2>(CH2)1 m n  chirality R —(CHZ)%;CHZ)E-G-R
. CF4
1728 &c&- 2 0 R H —CHN E_@__F
H
CH3 CF3
1729 2 0 R H
Hs Ho- ~CHz—N
Hs Fa
1730 o 2 0 R H q
Y- -CHz-f\l—CH'
c F3
1731 '8 Q‘G[NMHZ- 2 0 R H on i?_d
N N
Fa
1732 HOCHz~_)—CHr 2 0 R H i d
H
. 9 3
1733 C§:—_—>—Cﬂz— 2 0 R H CH
H
F
CF3
1734 HacsO-CHz— 2 0 R H —~CHzN-C
F
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(continued)

:

q
Compd. R1 o 3 6
No. 2>(CH2)1— k m n chirality R —(CHZ)p s CHZ)a_G_R
R
CF3
1735 H;CCH;—Q—CHz— 1 2 0 R H —CHz—u'C
F
CF3
H
F
CH3 ‘CFS
1737 Hsc,_@_cﬂz- o2 0 R H -CHZ—?;—@\Q—F
F
CH3 CF3
1738 Hs\‘r-Q—CHz— 1 2 0 R H —CHs— —Q—;
H
H3C F
Table 1.159
Compd R! ¢
ompd. _ ieali 3
No. R2>—-(CH2)l k m n chirality R __(CHz)p_I_;_(CHz)q_G_RS
1739 (HsC)zCH-@—CHz- 1 2 0 R H —CHrQ-C—Q—F'
F
Br
1740 @—CHZ- 1.2 0 R H o N_EO
5
H
" " Br
1741 Hscs-@—cHz— 1 2 0 R H —~CH H Q
r
1742 H;CCH 1 2 0 R H -CH;-N-@
H
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(continued)

4
Compd. R1 -
m n chiralit R3 6
No. R2>-(CH2),— y —CHo)s1(CH)g GR
Br
s Y as N 0
!
H
1744 orts 2 0 R H 7 '
H30-C>-—CH2— -CH;—N—H C
CHj .
1745 H H 2 0 R H
s G z —CHrN—E—d
Hy C H
r
1746 ~—-CH 2 0 R H
HLC)L - —CHZ—H-C
Br
1747 @—C*ﬁ- 2 0 R H -CHz—HN-c
' He
Br
1748 HsCCHz—Q—CHz— 2 0 R H —CHz—ﬁ'
HN
CHj 9 r
1749 Hao—Q—CHz- 2 0 R H —CHQ—”‘C
H,N
Table 1.160
Compd R! 4
ompd. - 3
No. R2>—(CH2)j_ m n chirality R —(CHZ)E-Z;{CHZ)Q—G—RG
1750 2 0 R H

H -—Q
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(continued)
Compd 1 4
ompd. R n chiralit 3
y R 6
No. R2>40H2),— —(CHJF T (CHy)sGR
1751 ' 0 R PCFs
HacS—O—CHz-
—~CH—N-
N
OCF;
1752 H,CCH z—Q-CHz— 0 R -CHz"H
OCF3
1753 o 0 R CH—N-
—
CHj OCF;
1754 HaO-@—CHz— 0 R o
CH
3 OCF,
1755 Hs Hop= 0 R )
Cﬁ —CHf'N‘L< S
HyC H
'9 OCF,3
1756 HEO)CH_)-CHy- o R _@
—CHsN-C
H
Br. Br CF
3
1757 Br‘@—CHT 0 R —CHN-
B’ Br H
Br. Br F
3
1758 H3CO—Q-CH2— 0 R o Nj;d
—CHz—|
Br Br H
o
—H H
1759 H3°‘©_c”r 0 R
HyCHy
—CH N-g CH
1760 HaO-O—CHz- 0 R ! Q :
qCFgCHCIF
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Table 1.161
Compd R1 4
. irali 3
Voo (O km ey R (O (CH ) GR]
(o}
HNC i
1761 Hao—O—CHz— 1 2 0 R H
-C a
w0
1762 NNy 1 2 0 R H 7 l
0¥ z HN
CHj3 o
OCH,CHg
1763 Q—CH 2 2 i @
r 0 H —eH
H
@—m CH2CHs
z -
1764 2 2 0 H —CHaCH
OCH,CH
(S) 2 3
1765 @—CHZ— 2 2 0 - H —
'l
CH,CH(CH3)2
OCH,C
@ 9 HoCHs
1766 @—CHZ- 2 2 0 - H =N
CH,CH(CHa),
OCH,CHj
1767 CL—-O-CHZ- 1 3 1 - H ~CHz~N-C
H
OCH2CHs
1768 CL—-< >—CH2—- 1 3 1 - H —chaCHr
CH3 ?
N= 1 2 0 R H ey cre
1769
Waks o-chrzo
CH;
CH
3 HNG |
1770 ¥~ —cHr- 1 2 0 R H —cw—u@ g
CH,
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(continued)
Compd 1 4
ompd. R n  chiralty R3 6
1771 6:}-0*2- 0 R H HyChC-GHINC
CHy Hs o
Table 1.162
Compd. R o 24
— n chirality —R3
No. R2>"(CH2), _(CHZp p CHz)qG RS
" CH
= ? =C ?
1772 (') p Hr— 0 R H H
CH3 Hy "
CH
= ? =G H
1773 g >—CHr 0 R H " 4o
CH3 Ha
CH3
= H Hs
1774 ¥ >—cn- 0 R Ho oond dﬁﬁp_o‘
H
CH,4
2
1775 HO—Q—CHZ“ 0 R H —CH7N-C
H,CO HN
R
1776 HsCO—Q—CHz- 0 R H _cnz_H
HO HyN
CF4
1777 C‘—Q—C"‘Z‘ 1 : H ey @
a .
- H
CFs
1778 H3°-®—CH2— 1 - H —CHz—HN-C
H, N
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(continued)

4
Compd. R1 -
n  chirality RS 6
No. R2>—(CH2),— —(CHZ)—E—(,, T(CH)gGR
9 CF3
o g I 1l
H,N
0 CF3
1780 Br_@__CHZ_ 1 - H _CHZ_”_C
HyN
CF3
1781 Ho-@—cHz— 1 - H —CHz—{\{P—E—Q
' H;N
0 CF,
1782 HZO-CH—O—-O-IZ— 1 - H —CHrN-c-Q
HyN
Table 1.163
1 4
Compd. R I 3
No. R2>‘(CH2)J'—' m n chirality R —(CHz)%'(CHZ)'q—G—RG
CFq
1783 NO_O_CH ~ 21 - H —CHr
Hp
CFs
1784 @—Cﬂz— 2 1 - H —CHs—
H
CFa
1785 C}"a(CHz)r@—c’"z‘ 2 1 - H —CH'F'”‘C
Ha
F3
1786 @—W'r 21 - H —CHs
H
HaN
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(continued)
Compd R‘I 4
' m n chirality —R3 6
No. .R2>—(CH2),— —(CHz)p—I;-(CHZ)q—G—R
g~
1787 C)-ig(Cl-lz)rO‘—CHr— 2 0 R H ~CH
H
HyN
CHa CF3
1788 2 1 - H z—N"@
o poie eyt
HN
CFs3
1789 mco—@—cn,— 2 1 - H -cnz—a-@—Q
HN
CF3
1790 Q—@—CHz— 2 0 s H ~CHzN p
H,
OCF3
1791 m—@—mr 2 0 S H —CHN E\Q
H
HaN
CHj '
1792 2 1 ) H
~CH
Hao—O—CHZ— 2"-H
H;N
cl
1793 21 - H -
CP-@—CHZ— CH N
H,N
Table 1.164
Compd R1 4
. _ irali 3 .
No. R2>_(CH2)I m n chirality R _(CHZ)%(CHZ)Q G RG
1794 mo@—CHz— 2 1 - H —CHz—ﬁ—
HaN
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(continued)

4
Compd. R1 o
_ m n  chiralty R3 ; 6
No. R2>—(CH2), —(CHﬂ%—H —(CH)gGR
1795 i@—wr 2 1 - H —CHZ—H
, H,N
1796 Br—@-CHz- 2 1 ; H ~CHN
HoN
1797 HO—@-CHZ- 2 1 - H —CHzN
H,N
1798 HacO—Q—CHz— 2 1 - H ~CHzN
HoN
1799 HzG-CH—O—CHz— 2 1 - H —CHZN
HpN
1800 NO—@—CHZ— 2 1 - H —CH N
HN
1801 @_CHZ_' 2 1 ; H —~CHzN
‘ HoN
CF,
1802 H CHz~ 2 0 R H —CHZ—ME—Q
HsCCH0 H o
0 CF3
1803 HO < ) CHz 2 0 R H —~CH-
HyC H N
—CH
1804 H:sC(CHz)z-@—CHr 2 1 ) H H N
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Table 1.165
Compd R1 4
' — m n chiralit R3
No. Rz>'(C Ho); irality —(C Hz)?z;'(c HZ)Q_G'RS
1805 2 0 R SCF3
Bl—O—CHz— CHZ_N_E_Q
H
1806 HaCO-Q—CHz— 2 0 R SCFs
—CH
H
HaCO SCF.
1807 2 0 R ? :
H CHz -CHZ—H-C
HQ SCFy
1808 H3CO—®4:H2— 20 R —CHN
SCF3
e Qree 120 e
SCFs
1810 o Hz 2 0 R
—CHzN-C
L, H
SCF;
1811 &-cnz- 2 0 R
—CHs
1812 2 0 R ? SCFs
H3C CH[‘ -‘CHz"'M-C
H
SCF,
1813 HCCH;~_ S-CHp 2 0 R q
—CHs—N-C
H
' SCF,
1814 o Hy 2 0 R
"'CHZ—H—C
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(continued)
4
Compd. R .
m n chiralit R3
No. Rz>—(C H2)J- y —C Hz);rZ;-(C HZ)Q—G--R6
g CH, SCF3
1815 2 0 R H ?
H3C Hy —CHz N
Table 1.166
4
Compd. R1 L 3
No. R2>_(C H2)j_ m n chirality R —(CHZ)D CHZ)q G Rs
SCF,
1816 (cny 20,,_@_0,_,2_ 2 0 R H —CW—&»—E—@
SCF,
1817 (CHgaC—_)—CHz- 2 0 R H —oHry _@
OCHF,
1818 a.—@-cn—u— 2 0 R H —CHz—N-E—Q
H
o CHF,
181 2 R H
819 H3CO_®_CH2‘ 0 “CH{-{\_{'C
HsCQ OCHF,
1820 2 0 R H g
HO—@—CH;— —CH N
1821 2 0 R H
H3d?b—tHz— —CHZ—”-C
- OCHF,
1822 HO-@-—CHz— 2 0 R H —CH "
OCHF,
1823 (ﬁ Hz= 2 0 R H —CHz=N-C
o H
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(continued)
Compd 1 4
- R m n chirality —R3 6
No. — CH CH,)=GR
R2>_(CH2)J — 2)p 5 2)q
OCHF,
H
1824 @—c = 2 0 R —CHz—HN-C
i? QOCHF,
1825 H3C$-©—CH2- 2 0 R —CH7 NG
q OCHF,
1826 H:aCCHz-@—CHz- 2 0 R oy
Table 1.167
4
Compd. R’ .
— m n chiralit R3
No. R2>'(CH2)] y —(CHz)p—g—s—(CHz)'q‘G—Rs
OCHF,
1827 oﬁ-cw- 2 0 R —CHz—N-E—Q
H
CH3 OCHF,
1828 2 0 R
H3°‘< 5"012" _CHZ—H
CHs OCHF,
1829 HaC"Q—CHz‘ 2 0 R —cH l] d
Ha H
' OCHF,
1830 {cna)zcn—O—.c;:H,— 2 0 R —cH @ G
' H
: ' 0 C(CHs)s
1831 Br-@—cuz- 2 0 R —CH ,_M
C(CH
1832 2 0 R _CHZ.N.E‘{;[( (CHals
H
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(continued)
Compd 1 4
' R m n chirality —R3 6
No. 2>-(CH,_.),— —(CHz)—'-T—1p -(CH)gGR
R R
H3CO, Q ’
0. C(CH3)3
1833 2 0 R H
uo—@-cﬂz- —CHz—'r:Jl-o—g
HQ
1834 2 0 R H —eH 0. C(CHz)s
Hy Hi— LI N\
: 0. C(CHz)3
1835 HO—Q—CHZ— 2 0 R H —cH
z—NEH —~J
o CHz f{ 0 C(CH3)3
1836 L 2 0 R H —CHN-C—Q
(o) H
1837 @‘CHZ‘ 2 0 R H —on N_E _{)JquHm
N
Table 1.168
Compd R 4 ’
’ _ m n  chirality R3
No. R2>—(CH2), _(CHz)Bg's_(CHz)q_‘G—RG
C(CHa)3
1838 mcs—@-cm— 2 0 R H —CH N S
C(CH;)3
1839 2 0 R H N_@_{j’
CCH CH
HCCH—_ )—CH- —CH7N-C—
C(CH3)3
1840 o Hy 2 0 R H —CH S
H
H
1841 FHs 2 0 R

H 0..CCHs);
—CHz—u‘ Q

210



10

15

20

25

30

35

40

45

50

55

EP 1 238 970 B9

(continued)
Compd 1 4 ’
" R m n  chirality R3 6
No. _ CH CH,)=G—R
R2>—(CH?_)J —(CHp T (CH)g
CH
’ 8o ot
1842 HyC - 2 0 R H —CHzN —g
HsC
C(CH
1843 (CHa)ch‘O’CHz- 2 0 R H —CHrHWiC?—@ 3)3
0. C(CHs);
1844 (CHa)aO—O—CHz- 2 0 R H —CHz-H <
Br
—CH
1845 HaCCHz—O-CHz- 2 0 R H 5 !H Q
CHz—< >-CH2CH:
£Hs SCF;
1846 HaC‘Q—CHz— 2 0 R H —en g@
Mo H
OCHF,
1847 (CHs)ac—O-CHz- 2 0 R H —CHNE
H
HsCO
1848 2 0 R H
o ronr -
Table 1.169
1 4
Compd. R CH hiralit R3 6
No. R2>—( 2)1 m n chirality ~—(CH2)p - CHZ)——(q >R
1849 2 0 R H
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(continued)
Compd 1 )
ompd. R m n chiralit 3 6
—_ y R —G—R
No. R2>-(CH2)" —(CHZ)p 5 CHZ)q
1850 ) 2 0 R H
H CH
HsCCHz—_ )—Cha- oy
CHg
1851 2 0 R H
H3 CH2_ _CHé_ﬁ_
1852 @—cuz— 2 0 R H
—CH
> H
oeO
HsCQ
1853 2 0 R H
H Hz~ —'CH-[-'”—C
0
g °*5ér@
1854 @—cHz— 2 0 R H
—CH
H
(o}
O
1855 2 0 R H
H,CCH CH
—)-oHr —onryr b
o .
1856 2 0 R H R
HC Hz= —CHz G
0
40
1857 o‘@*wr 2 0 R H ﬁ
—CHz~N-C
H
R Br
1858 B,_.Q_CHz. 2 0 R H  —CHy NG
HN
r
1859 HscO—D——CHZ- 2 0 R H ‘CHz-HN-C
HN
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Table 1.170
4
Compd. R1 .
— hirality ~ R3 6
o o) m o akaly —<CH2>;};<CH2>Q—G—R
cho r
1860 2 0 R —CH
HCHz- ahe
Hz
HO Br
1861 2 0 R —CH N.@
HacO—@-CHZ— z _Q
HoN
- Br
1862 HO—Q-CHr 2 0 R —CHzN-
HoN
r
1863 8 Ha 2 0 R —CHzN-
o HaN
Nad
1864 mcs—@—cn ~ 2 0 R —CGHrN
HoN
Br
1865 @%Hz_— 2 0 R —CHz—N-E—Q
H
SHN
CH3 Br
1866 Hac—Q—cnz— 2 0 R —CHZ_”_E@
HC H,
? Br
oy owenrons 1 2 o R ~onryd
Ha
Br
1868 (CHYyC—{_M—CH - 2 0 R ——CHz—u-E
HaN
I
1869 B"‘Q‘CHz- 2 0 R —CHzN-
Hz
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(continued)

4
Compd. R1 -
k m n  chiralit R3 6
No. 2>—(CH2),-— Y —(CHz)ii—s-(CHz)q—G-R
R
[
1870 H3co—©-cuz_ 12 0 R H "CHz—HN-E
4 HoN
Table 1.171
1 4
Compd. R I 3
No. R2>_(CH2)1.— k m n chirality R _(CHZ)p !5 (CHZ}q G Rs
e e
1871 1 2 0 R H —CH
HO—@—CHZ- i ‘Q
: HoN
HQ !
1872 1 2 0 R H
cho@—cHr —CHNC
HaN
K
1873 HO_O_CH ~ 1 2 0 R H —CHzN-C
H,N
q !
1874 o] Hz 1 2 0 R H —CHT'N'C‘Q
L H -
2
0 |
1875 @-CH:- 1 2 0 R H _CHZ_N_@
: H
HN
R I
1876 HacS—Q—CHz— 1 2 0 R H —CHZ—N-CQ
H,N
|
1877 *SOCHz—O-CHz- 1 2 0 R H —Cl-lz—ﬂ-g—g
HN
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(continued)
Compd 1 4
: R k m n chirality RS 6
No. R2>-(CH2),— —(CHF T ACH)gGR
!
1878 @—Cﬂr 1 2 0 R H —CHrHN-E—Q
HoN
CH3 I
1879 Ha CQCH ~ 1 2 0 R H —CHzN-C
HsC 2 HoN
|
—CHz—N-C
1880 (CH a)zCH"@—CHr 12 0 R H N
HoN
|
1881 12 0 R H —CH~N-C
(CH;,):,C—O—CHZ— H
H, N
Table 1.172
1 4
Compd. R o 3 4 g
No. R2>-(CH2)‘__ k m n chirality R ~—(CH, e CHZ)q G_RG
q NO,
1882 B,_Q_q..z_ 1 2 0 R k —CHzN-G
HoN
02
1883 H300—®-CH2- 1 2 0 R H —CHzN-C
. N
o A
1884 1 2 0 R H —CH
H = Y
H,N
HO 9 O2
1885 1 2 0 R H —CH
H

H,N
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(continued)
Compd 1 4
’ R m n chirality —R3 . 6
Voo >HCH) —(CHTACH 7GR
A O2
1886 HO_Q_CH — 2 0 R H _CHZ_N_E
H
H,N
1887 o He 2 0 R H @
% —ohrir
H
1888 @—Cﬂr 2 0 R H —mz—rd-@
" H
1889 Hacs‘O"CH'f 2 0 R H —CHz—n-C‘Q
H,N
1890 H.aCCHz—-Q—CHz— 2 0 R H _CHZ_N_@
H
H,N
g ot 2 0 R W oy
H,N
CH3 N_@ 02
1892 HyC Hy 2 0 R H —-CHz—H
HoN
Table 1.173
Compd R 4
ompd. _ o 3 6
No. R2>—(CH2), m n chirality R —(CHZ)%S_(CHz)'q—G_R
CHj W
1893 H31>—Q_CH2- 2 0 R H _CHZ_”_
H3C HoN

216



]

10

15

20

25

30

35

40

45

50

55

EP 1 238 970 B9

(continued)
Compd 1 4
ompd. R m n  chiralit 3 6
— y R CH —G
No. R2>-(CH2), —(CH)F T (CHy)sGR
02
1894 (CHs)ch—O—CHz— 2 0 R H —CH;—lry'-
H,N
02
1895 ‘C“3’3°‘©_°H2‘ 2 0 R H —cnflf:’lj—\__
HaN
OCF,
HO ;
1896 2 0 R H ~CHN-C—
Hs Hy H y N——
2
9 OCFs
7N
1897 H3CS—®—CH ~ 2 0 R H —CHZ—HN—C—(_'>
HyN
OCF,
1898 HyCCH z—O—CHz- 2 0 R H —CHrN /_\
HyN
g OCF,
1899 (CH:;)zCH"Q—CHz— 2 0 R H —CH;—”—C
H, N
OCF.
1900 s 2 0 R H ¥ 3
H - —CHyN-C
H,N
OCF;
1901 HOCCHI{ )CH 2 0 R H —CHZ-”-E
H,
_ OCF,
1902 @-CHZ— 2 0 R H —CHzN-C
H,
OCF,
1903 (cna)zcu_Q_CHz_ 2 1 - H —cuz—tlr@-Q
HyN
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Table 1.174
Compd R1 4
. irali 3
No. R2>_(CH2)‘ k m n chirality R _(CHZp - CHz)q_G_RG
OCF5
1904 Hac(CHz)z—@-CHz- 2 2 1 - H —CH—;-”—
H,N
al OCF;
1905 O 1 2 0 R H ~CHs~
r- H
' HzN
OCF,
1906 E’Q’CHZ‘ 1 2 0 R H —CHrN-
(o) Hy
OCF3
1907 HO—@—CH;— 1 2 0 R H —CH;—l_t\;-E—Q
HoN
. OCF;
908 ool pcH~ 1 20 RH _CHZ-?;@_Q
HyN
(‘? _ OCF,
1909 HQG-CH—O—CHZ— 1 2 0 R H —cuz—n-c—Q
HyN
? OCF,
1910 BI—Q—CHr 2 2 1 - H —CHsN-G—
H
H,N
a Q OCF,
1911 2 2 1 - H
oo ey
H,N
OCF;
1912 HC Q CHp 2 2 1 - H —CHsN-C
Hy
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(continued)

4
Compd. R1 .
k m n  chiralty R3 CH 6
No. o >-{CHa)- CH s T, {CHIg GR
1913 Hy C‘@"CHZ- 2 2 1 - H ‘—CH{—ﬁ—C
HoN
OCFs
1914 2 2 1 - H —CH N-E '
9 Hac-O—CHz— 4 _Q
HoN
Table 1.175
Compd R! !
ompd. _ . 3 6
o R2>—(CH2)J k m n chialty R '"(CHz’p—g‘s‘(CHz)'cTG‘R
H3CCH20 ' PCFs
1915 HO-@—CHz— 1 2 0 R H —CHr -
H,N
Hy OCF,
1916 1 2 0 R H —CH N
H CHs— H
HoN
OCF,
HsCCH2Q, 9
1917 e 2 2 1 - H —CH
H H
HoN
Hy q OCF;
1918 2 2 1 - H
H Ho —CHrHN-C
. Hy
F
NH, - 3
1919 2 2 1 - H —CHr
O 4 HoN
F
NH
1920 2 2 2 1 - H —CHr N
. O CHz— H,N
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(continued)
R? )
Compd. o 3 6
No. R2>_(CH D) n  chirality R '"(CHZ’FS'S'(CHZ)?G"R
NH, OCF;
1921 0_6_0,,2_ 0 R H -o-t,—«-g—g
]
: HzN
N,
1922 1 - H —m,—w—g
Ho— H
HzN
0 SCF,
192 1 - H
e o ~one i
SCFs
1924 1 ] H
HaCO—{_ )~CH ~cHr _@
SCF,
1925 F—@—CHZ— 1 ) H %Hr”—@—@
Table 1.176
4
Compd. R1 o s ;
No. R2>-(CH2)j— m n chirality R —(CH2 e CHZ)_q_G_RS
F . SCF3
1926 @ — 2 1 - H —CH ‘H i!_@
SCF3
1927 2 1 - H
HO—Q—CHz— _CHZ—H..
SCF3
o oK ponr I L e
L H
SCF;
1929 2 1 - H
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(continued)

4
Compd. R1 o ;
k m n chirality —R3 6
No 2>-(CH2),—— —(CHz)%(CHZ)q—G—R
R
SCF,
1930 Hacs—O—CH;- 2 2 ] : —CH7N- K—O
0 SCF;
1931 H.sCCHz—@—CHz- 2 2 1 : H z"ﬁ'C‘O
, SCF;
1932 @ﬂ.‘r 2 2 1 - H
H
1933 * 2 2 1 H oo
Hyo - ~CHz -
CH3 9 SCF;3
0 S T I I By
H
HsC
, SCF;
1935 OzN—O—CHz- 2 2 1 - H —CHpN- _@
H
SCFy
1936 HaO—O—CHz— 2 2 1 - H —CHrH @
Table 1.177
Compd R 4
ompd. .
— k hiralit 3 6
No. Rz>—(C Ho); m o nchiralty g -—(CHZ)FE—S—(CHZ);G—R
SCF3
1937 (CHaL H__Q_CH,. 2 2 1 - H —CHy-
H
Br
2 2 1 - H

1938 Br—Q-CHz—

—onr & hon,
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(continued)

4
Compd. R1 o
k n  chirality g3 CH CH,)—G—R®
No. —
0 R2>-(CH2)]_ —CH,) 5 2)g
ﬁ r
1939 2 1 - H
HaCO-@-CHr -'CH—[‘{:'C Ha
)
1940 ,:_@.mz-_ 2 1 - H .
H
F Br
1941 /—U-( ~ 2 1 - H !i__@_CHa
H
R Br
1942 2 1 - H
Ho—_)-oHr —CHrWQ_CHs
) r
1943 o*Q-G-'z- 2 1 - H )
Lo TH Hs
? Br
P .
1944 @-cﬂ 2 1 H o G Hy
r
1945 H3CS——©—CH2- 2 ! - H ~CHN Ha
Br
1946 2 1 - H
HJCCHZ‘O—CHT' —cnrg—@—@-cm
ﬁ r
1947 2 1 - H —CH Hs
H

@—wr
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Table 1.178
Compd R! ' ¢
. _ irali 3
No. R2>-(CH2)1 m n  chirality R —(CHz)Bz?(CHZ)q—G—RG
CH3 Br
1948 Hsc“O‘CH‘f 2 1 - H —CHrH O_CH"
FHs Br
1949 HaC‘Q'CHz‘ 2 1 . H ""CHz"N'(ﬁ}-Q—CH;,
H .
HaC .
Br
1950 OzN—@—CHr 2 1 - H —CHr{‘;E‘O-CHs
r
1951 Hye{_ )—CHr 2 : H —cH rN'@ -
H
Br
1952 Br—@—q—lf 2 1 - H —CHr A
r
1953 H3CO-©—CH2— 2 ] : —CHz—N-
: H
r
1954 r_G_o..z_ 2 1 - H R
H
F Br
1955 ’___O_a‘_ 2 1 . H 7 C
< H
r
1956 HO—Q—CHz— 2 1 . H _CHZ_N_E
H
Br
1957 E CHz= 2 1 . H —en N_@ d
(o} Z—H
' Br
Hz
1958 @_C 2 1 - H
—CH N—2—< §—F
TN
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Table 1.179
Compd R1 4.
. ___ irali 3
No. 2> (CHa) m n chralty R —(CH?_),,—Z-S-(CHZ);G—RG
. Br
1959 2 1 - H .
ros—~_)-oHr —CHz—ﬁ-E—Q—F
Br
1960 cCH—(_)-CH 2 1 : H
* i —-CHZ—'_N:-@—Q-F
Br
1961 @—CH—[‘ 2 1 - H :
H
' r
1962 ; FHa 2 1 - H
H3C-@—CH{- —CHr N
FHa Br
1963 Hab‘Q‘CH r 2 1 - H 9 j
HC H
r
1964 OzN—O—CHz— 2 1 - H i
—CHz—H
1965 Hac—O'a‘-‘z‘ 2 1 - H 8 g
H
1966 2 1 ] H
onerone .
1967 B,__O_CH - 2 1 - H _CHZ_”.E
H N
. F
1968 moo-@—m ~ 2 1 - H —cn,—ﬁ-@—g
Ha N
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(continued)

4.
Compd. R1 .
k hirality ~ R3 6
No. R2>—(CH2)J—-— m  n chirality —(CHZ)_E—(P - CH,)5GR
‘ —CH N~
1969 HO-@-CHz" 2 2 1 - H “H
HyN
Table 1.180
Compc R1 ¢
_ irali 3
o R2>-(CH2)’ k m n chirality R "(CHz)Fz'g'(CHz)TG“RG
1970 2 Hr 2 2 1 - H —Hr M
0 HaoN
1971 @—cm— 2 2 1 - H —-CH;—HME_—d
HoN
1972 2 2 1 - H 2 '
Hacs—G-CHz— oY d
HoN
1973 HsCCHz—@-CHz— 2 2 1 - H —CH;—“—Gd
H,N
CHj
1974 2 2 1 - H —CHrN-E
H3 CHz-
HoN
1975 ow—@—w,— 2 2 1 - H -—CHrN-CH
H;
1976 ”=°'©'°*=' 2 2 1 i H _cﬂz_aﬁ
HN
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(continued)

4
Compc R1 oo
_ k m n chirality —R3 CH 6
No- p >(CHy) ~(CHpFT{CHy)g GR
1977 NC—O-G-!Z- 2 2 1 - H _mr@d
H
HoN
‘ F
1978 (cna)zcn—@-cnz- 2 2 1 - H _CHT.H_@_Q
HoN
1979 @-CHT 2 2 1 - H —CH,—HN-C~C§—F
HoN
1980 @C&- 2 2 1 - H R w@‘d‘
Ha N
Table 1.181
1 4
Compd. R I 3
No. R2>_(CH2)].— k m n chirality R —(CH2)p L (CHZ)q G_RS
1981 02N—©—CH2- 2 2 1 - H -—CH;—HN-C-d—‘
HyN
1982 Nc—D-CHz— 2 2 1 - H ﬂrW@‘
HyN
1983 (CHa)zCH—Q—CHr 2 2 1 - H —cm—r&id—‘
HoN
1984 Br—-Q—CHz- 2 2 1 - H —CHz N
HoN
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(continued)

1 4
Compd. R -
—_ k m n chiralit R3 6
No. R2>-(CH2), Y —(CHQ)FES—(CHZ)Q—G—R
]
1985 H:;CO—D—CHT' 2 2 1 - H —CHfﬁj_Q
HoN
9 I
1986 m—@—a-lz— 2 2 1 - H "CHFR'O_Q
) HN
§
1987 o—s >'Q¥r 2 2 1 - H @*&8-{ s
L H
(o) H,N
9 y
1988 @-CH:“ 2 2 1 - H —CHrN-C—Q
H.N
q I
1989 2 2 1 - H ~CH-N-C
H3CS-©—CHf 3 ‘Q
HaN
I
1990 2 2 1 - H —CH4N-
My CCH—( >—CH2-
H,
I
1991 @‘CH': 2 2 1 - H —CHz= M
HoN
Table 1.182
Compd R’ ' ¢
omp ral 3 6
No. R2>-(CH2)’— Kk m n chirality R _(CHZ)E_Z;(CHZ)?G.R
I
CH3
1992 2 2 1 - H "'CHftr@—Q
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(continued)

Compd
No.

chirality

1993

1994

1995

1996

1997

1998

1999

2000

2001

2002

m n
2 1
2 1
2 1
2 1
2 1
2 1
2 1
2 1
2 1
2 1

: 4
R? —(CHZ)E—ZS—(CHZ);G-RS

|
~—CH rHN-g—Q
HoN

Hp N
. )
oyl
HaN
——CH i ﬁ
*@*fﬁ&d
~oreyr
Cl
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Table 1.183
Compd R1 4 .
. irali 3
No. R2>-(CH2)’ m n chirality R —(CHZ);TZ?(CHﬂq—G—RS
: ol
2003 @—cklr 2 - "C’"T"H\"g_@
cl
2004 2 1 -
wos{ronr G ia®
2005 HaCCHz—-O—CHz- 2 1 - _CHf;TE—d
CH3 o
2006 2 1 -
HamG—cnf —CHrH —Q
2007 2 1 - @
OZN-Q—CHZ- —CHr -
0 cl
S ey )
H
w0 o pone 2 2 1 SN U §
CH3 cl
2011 HaC“Q-CHz' 2 1 - oy
H;C
? Br
2012 Bv-@-CHz— 2 1 - -—CHZ—‘I:-C—Q'CI
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(continued)

4 .
Compd. R1 I
k m n chirality —R3 CH CH 6
No. R2>.(CH2)r — 2)p 15 2)q—G—R
r
2013 H3CO—®—CH2— 2 2 1 - H —cH ? ,
H
Table 1.184
1 4
Compd. R . 3
No. R2>'(CH2)J- k m n chiralty R “(CHZ)—}'(F, p CHz)—Gq -R
 Br
2014 2 2 1 - H
o -onr —otrd$a
Br
2015 0 He 2 2 1 - H —CH _Q‘C‘
LO Z—H :
r
2016 @—mr 2 2 1 . H —en H&d_q
r
2017 ,.,359_.@_%2_ 2 2 1 . H —or -
2018 2 2 1 H @ der
CCH H -
H3 Z—Q—C = —CH !_hH'..
r
H
CH4 ﬁ Br
2020 2 2 1 - H —CH
H30—< }"CHZ' H
2021 2 2 1 - H

et
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(continued)

4
Compd. R1 -
m n  chirality RS - 6
No. R2>—(C HZ)j_ —C Hz)%‘(c Hz)q—G"R
R Br
2022 H3C—©—CH2-‘- 2 - H —CHZ—”-C—O-G
Br
2023 NO_Q_CHZ_ 2 1 ; H __CHZ_N_@ _Q‘Q
H
r
2024 (CHa)zCH-@-CHz- 2 1 - H —CH;—“—@ a
Table 1.185
1 4
Compd. R .
— m n chiralit R3
Vo op>{CHR) v -(CHzrg—(p T(CH)gGR®
CHy
r
2025 Hs Hy 2 1 - H —cH g
H3C H
Br
F i
2026 2 1 - H
—CHs—N-~
F— :>—CH2— Y C_Q_C'
r
2027 2 1 - H -CH;—Nj
Br—< >_CHZ" H
HyN
9 Br
2028 2 1 - H —CH
HgCO—Q—CHz— N¢C { S
H,N
.
S v L o)
HoN
.
2030 E,Q_CHZ_ 2 1 - H —cHy
(o) H,N
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(continued)

4
Compd. R1 I
m n  chiralty R3 6
S "‘(CHz)B‘z;‘(CHz)q‘G"R
r
2031 @—mf 2 1 - H —CHz—N-E
H
HoN
9 r
2032 @‘Gﬂr 2 1 - H —CHzN-C
H
. HN
. Br
CH, @
2033 2 1 - H —CH
Hy C - H
Ha
Br
2034 OzN-@—CHz— 2 1 X H “CHz-”-
Ha
Br
2035 “ao-O-CHz- 2 1 - H CHrN @‘Q
HyN
Table 1.186
1 4
Compd. R L
— hiralit R3
No. R2>--(CH2)J m n  chirality —(CHz)%(CHz)q_G‘RG
9 r
2036 NC-@—CH - 2 1 - H —CHz N
H
3 r
2037 H;C CHs 2 1 - H —CHs—
H;C " HpN
F r
2038 H 2 1 - H —CH N :
f < > CHz- .
HaN
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(continued)
Compd 1 )
' R m n chirality —R3 6
No. R2>—(CH2)J- —(CHy)5 p CH)7GR
2039 ch-O—CHz- 2 1 - —CHZ-N—E—,QH
CN
H OH
200 ol Yoo 2 0 R N S
H
7 QcHs
2041 2 R —CH
S o W : A0
ﬁ H3C__CHj3
—CH
2042 Hao—O—CHz- 2 0 R rﬂ-c
H;C
? &
2043 HaO—O—CHz— 2 0 R —CHz—u-C—CHrQ
CH3
CH3
2044 g/}—CHr 2 0 R —CHrNj"@_O_O
H
CH3
CHj o
\ —CH7
2045 5.0 ~ 2 0 R H H cl
CHs a'ﬁ'@
(o]
EHa —CH—N-
2046 ¥ )—cH- 2 0 R “ CHa
CH3
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Table 1.187
Compd R1 c 4
No. R2>"(CH2)1" k m chirality —(CHZ)D_T%(CHZ)E'G“RG
n R
CH, 9
2047 Nj—CH 1 2 0 R H i
10 W) zr
CHs cH,
CHj ?
== —CH
5 2048 D—wr 1 2 o R H
CHj 4 HN—@-ocuzcm
CH3
20 2049 6”3}-&*2— 1 2 0 R H H
H
CH,3 n
CF
25 2050 HyC 1 2 0 R H 3
)tz ~CHzN-
H3C . Fa
30 2051 1 2 0 R H
\ /7 - —CHrH
Br,
35 2052 He 2 2 1 H oH
H
OCH,CH; H,
R C
40 2053 @-Cﬂzo—b—cHr 2 2 1 H —CHZ-N
H,N
4 2054 O 2 2 1 H —CHp 1
eo{ e 4
2
H3CO
% 2055 -CH 2 2 1 - H —CHZ—H
OH H,N
B f
2056 — 2 2 1 - H —CHz—N-
CH H
N\ / H,N
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(continued)

4
Compd. R1 c 3
No. >—{CHp)i— k. m chiaity X —{CHplgT—(CHp)sGR®
2 J 5 q
R N R
Br,
2057 2 2 1 - H —CHzN
H; Hr N
Table 1.188
1- - 4
Compd. R . . 3
No. R2>—(C|—-|2)J— k m n chiality R _(CHZ)p CH2}q c R6
H;CO OCHsy ﬁ
2058 2 2 1 - H ~—CHz—N-
Hz H
HaN
2059 Q‘O‘Q"C”f 2 2 1 - H —CHz—N
" . HpN
H3CQ 9
S T R
OCH; HoN
R CHj
2061 b‘ﬂ 2 2 1 - H —CH
= H
HoN
R 'y
2062 2 2 1 - H —CHz—N-
Ha He- H "
H3CQ _
2063 Ha"-D-CHz- 2 2 1 - H —CHz\-
H3CO H:N
Br, 9
2064 , 2 2 1 - H —CHo-
Hr- H "
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(continued)

) 4
Compd. R1 : -
. m n chirality RS 6
No. R2>-(CHQ)J_ _(CHz)%(CHz)q—‘G_R
2065 HeGCHe 2 1 - H —CH
HaCCH Hx H
HoN
2066 OCH?_@ 2 1 ; H _CHZ_N_R
o i
- —CH
2067 (H;C)ZCHQ'fT_OCHz' 2 1 H Z—H
. HoN
cl
2068 2 1 - H —CH N~
Ho H
HyN
Table 1.189
Compd R . )
ompd. P 3 6
Vo > (CH m n o chialty R —(CHz)b—z-s—(CHz)a—G—R
Ha G, 7
2069 2 1 - H ~CH
H3°0—©—CHQ— H
H
B,
2070 2 1 ; H —CH
Ha— : H_
OCH;,3 HzN
2071 M Hz- 2 1 ] H _CHZ_N_@_d_;
OCH; H N
2072 ] 2 1 - H
#0100~ )-Chr —CHzH
HoN
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(continued)

4
Compd. R1 : -
k m n chiralit R3 6
No. >—(CH2)J—— y —(CHZ)—z—(p . CHy) GR
RZ .
2073 @"’”ﬁ 2 2 1 - H —CH
Crone i
H.
2074 Hseo{ )0 2 2 1 - H —CH
b—cHz— H
H2
H3CO,
- —CH
2075 QCHr 2 2 1 H N
H.
F 2t
F f
2076 2 2 1 - H —CH N
r—-< ’>—CH
= HN
2077 c@—mz— 2 2 1 - H —CHZ—H
OH HN
2078 HCCHO, OH 2 2 1 - H —CHg
CHr H
H,N
2079 G‘C"'zo ) 1 - H —CH~
Hsco—O-CH,- H
H,N
Table 1.190
1 4
Compd. R . 3
No. R2>_(CH2)i_ k m n chirality R —(CHZ)EE_S—(CHZ)-Q G_RG
Orore
2080 2 2 1 - H ~CHo~N—
Hy Hr H
H,N
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(continued)
4
Compd. R1 m n chirality —R3 6
No. R2>—(CH2), —CH s, {CH)g GR
Cl 9
2081 H C Ho 2 1 - H _CHZ-H
HaN
OH ?
2082 2 1 - H —CH
cho—O—CHg— Z H”
HyN
Hs i CF3
2083 H — 2 0 R H —mrﬂ-&Q
B H,N
HaCQ o Fa
2084 HO—@—CHZ- 2 0 R H —CH N-C-
H3 CO H,N
OH CFa
2085 2 0 R H —CH
g y
H,
cl q 3
2086 2 0 R H ~—CH
H CH;~ H
H,N
R~
2087 (HsC N"O"CHz- 2 0 R H —CHZ—”-
H
3
2088 _ 2 0 R H —CH
(Hacc""z)zN-Q-CHz =N
HaN
F Fa
2089 2 0 R H —CH
~Crenr i
HaN
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(continued)

4
Compd. 1 I 3
No. §2>—(CH2)I— m n chirality R —(CHZ)p 15 (CHz)a'G‘RG
CF3
—~CH
2090 2 0 R H
He M
OO~ "
Table 1.191
Compd R1 4
No. R2>-(CH2)j— m n chirality — R3 _.(CHZ)FE_S_(CHz)q_G_RG
OCH,CHs
R
2001 c»—-@—CHz— 2 1 - H _f""ﬁi@
e
OCH;CHy
R
2092 Cl—O—CHz— 2 1 . H g HE;Q:
OCH,C
R 2Chs
2093 C,__@__CHZ_ 2 1 - H —GHN
' CH,CH,SCH;,
R (o] CH,CHy
2094 CF—@—CHZ- 2 1 . H _(!; N
® 9 OCH,CH,
C(CHa)s
R O _PCHCH
2096 c <:> CHy 2 1 - H —gHN
CHy
" 9 OCH,CHj
o wOee 2n0 - Bad
CH,CH,CH,
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(continued)

4
Compd 1 .
_ k m n  chiralty R3 6
No. RZ>—(CHZ)j —(CHZ)—E—(,, : CHg)q—G—R
R OCH,CHy
2098 Q_O_CH.,. 2 2 1 - H —h
éHz—-O-CI
® " OCH,CH,
2099 o-@-cHz_ 2 2 1 - H —GHN
m 9 LI
2100 Cl—@—CHz_ 2 2 1 - H —GH-N
-CHZ—O—OCH:,
@ O _ PCHCHs
2101 a—@—CH 2 2 1 H N
T~ - ]
Lo O
Table 1.192
1 - 4
Compd. R I
CH,)— k m n chirality R3 6
Vo, 2 CH); ~(CHT(CHJsGR
. AR ? CHCHs
2102 Q—O—CHZ- 2 2 : H N
CHzC"‘rg-OCHz{ >
- OCH,CHs
2103 cr—@—CHz- 2 2 1 - H <
HaC-CHOCH,
- OCH,CHj
2104 Q__@—CHF 2 2 1 ; H "
. CHL H-C_OCH,
o)
H3CO, OH
2105 2 2 1 - H —CH
Hs H
Hz
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(continued)

Compd.

4
R! . m n chirality —R3 6
No. R2>—(CH2),— ~(CHal 1 (CHa)g GR
HaC OH
2106 ) 2 1 - H —CH N
CHz
Hz
Br.
2107 A 2 1 - H —CHz-Ni—Cg—‘
T;_CHz- H o
CH
2108 : 2 1 - H -—CH
N—~CH - H
HN
Br.
2109 Q 2 1 - H —CH
Y z H
H,N
2110 MCCHaro 2 1 : H —CHg—
Y. 7o H :
H,N
Ft %
2111 " 2 1 - H —CH
7~ H
H
Br, ﬁ
2112 H3C(}-©—CH2- 2 1 } H _CHZ‘H
HiCO HoN
Table 1.193
R! *

Compd. - 3 6
No. R2>..(CH2)r. m n chirality R -—(CHZ)‘—)%.S—(CHZ)EG-R
HN 7

. —CH
2113 Hy CHp 2 1 H R z—":ll-
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(continued)

4
Compd. 1 - 3 6
No. R >—-(CH2)r- k m n chirality R -—(C HZ)I_)%S_(CH2)5-G~R
R2 '
HoN
2114 2 2 1 - H —CH 7N~
H3 z H
H:N
OCH,CHs
R :
2115 Q_O_CH ~ 2 2 1 - H —GH-N
CH(CHa)2
R OCH,CH;3
2116 q__@—CHz- 2 2 1 - H _(C
CH(CH3)CH,CHs
OCHCH
® CH3
2117 2 2 1 - H —¢HN
i o
o W
HO CF3
2118 1 2 0 R H Z'Nj"g §
H;N -
OH CFa
2119 1 2 0 R H _CH,_N_@.{ S
HO—O—CH{' H
H,N
F . Fg
2120 1.2 0 R H —CH
Br—O—CH—;' H
H,N
CF
OCHj 9 ?
2121 1 2 0 R H —CH|
H CHz~ H
HyN
F CF3
2122 Q_O_CH - 12 0 R H -CHT-{:’J—
H,
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(continued)
4
Compd. 1 o 3 6
No. R2>-(CH2)r- k m n chirality R -—(CHZ)‘—)%.S—(CHZ)EG-R
R
o) CF3
2123 g@—cm— 1 2 0 R H —CHr{:‘l—-
NO2 H,
Table 1.194
Compd R1 4 )
. —_— irali 3
No. R2>—(CH2)J k m n chirality R —(CHZ)p L {CHZJq G-R
2124 C 1. 2 0 R H —CH N_E § 5
z= Z—H
H,N
2125 1 2 0 R H —CH 7 N\
Hy CH "?f‘g‘Q
HyN
2
2126 1 2 0 R H —CHz-N-C—¢
H30—®—CH2- H o
HoN
rO ? CF3
2127 O\Q_CHZ. 1 2 0 R H —CHz-ﬁ—c—\/'__\
NH; HoN
o  CFs
HzN ?, A
2128 1 2 0 R H —CH NG~ N
H3 — H —
HoN
HoN CF,
2
2129 ' 1 2 0 R H —CH 7 N\
H; H . H —
HyN
o )
2130 S 2 2 1 - H —CH
R -ote -0
HyN
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(continued)

4 }
Compd. R?1 o
m n chiralty RS
No. R2>-(CH2),— —(CHZ)—E—(F, —(CH)gGR
CHa R
2131 2 1 - —CH
K/}—W?‘ H
CHj HoN
9 CFs3
N
2132 ik 2 0 R —CH|
CHo- H g
2
9 CFj
H3C)oN
2133 (HCle 2 0 R —CHZ—N-C—D
c CHo- H o
2
r ° _ CF3
2134 O CHz 2 0 R —CH
H
N(CH3)2 HoN
Table 1.195
1 . , 4
Compd. R I
— k m n chiralit R3
No. g2 (CHe) v —(CHZ)EZ?(CHZ);G—RS
CF
(H3C)2N 7 :
2135 Hy Hp 1 2 0 R —CHz—”-
H,
3
(H3C)2N
2136 1 2 0 R —CH N~
Hs CHo— y
N
CF
CH3 8
2137 1 2 0 R —CHo—N-
Ha H N
R~
CH
2138 @ 3 1 2 0 R —CH
Q_cnz- H
HzN

Hj
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(continued)

4
Compd. R‘l . .
n  chiralty R3 6
No. R2>-(CHZ)j ﬂCHzEZg(CHz)aG-R
HsC. Ci 3
2139 @.cuz_ 0 R H —CHzN-
: CH,4 H2N
o
r 2
2140 Hz- 1 - H —CHz-HN—
NH2 HZN
HpN 2
2141 2. - 1 - H —CHZN-
H e H,N
HN f
2142 D 1 - H —CHAN-C
T HyN
2143 Eb’“‘f 1 - H —CH N
HN-g-CH: HoN
CF
HaN 3
2144 1 - H ~CH
Hs CHz~ H
HaN
CF3
N .
s - L o .Q
H Hy—
HoN
Table 1.196
Comod ]! , 4
ompd. .
— hirality ~ R3 6
No. R2>_(CH2)J n  chirality —-(CHZ)FZ;(CHZ)Q—G—R
0,
2146 CHz~ 1 - H -cm—w—cr@
H
NH, HN
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(continued)
Compd 4
ompd. 1 ’ ieqli 3 6
No. R >—(CH2)—- m n chiralty R _.(CHZ)FE;(CHZ)TG_R
R? !
2147 H3°'8-NH N - —CHz
H
H; Hr HN
2148 “30'8““” : 2 1 ; —mr%
0,N 't *
2149 2 0 R —~CH
HC*-{ >‘CH2- H
HoN
CF3
2150 H“’C’&NH 2 0 R —CHrHN-C
Ci Hp~ HoN
CF,
2151 EQ 2“7”2' 2 0 R ~CHrN
HN-gCHa.
Hy
CF,
H30-8—NH ?
2152 2 0 R —CHsN-C
Ha‘oo-{ >"°Hz- H Hy
3
2153 ”308""" 2 0 R —CHz—N-@
H
H He
CF,
2154 **302‘““ 2 1 - —CHz—N-g—Q
H
H;,OO—@—CHT N
F3
2155 ”3‘"’8'”” > 1 - ~CHz—N-C
H He- H H,
¢ E FFa
2156 He 2 1 - —CHz—N-
H Hs H, N
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Table 1.197
c R 4
ompd. - - 3 6
" R2>_(C Hy); k m n chiraty R® —C Hz)ii_s_(CHz)q—G—R
: F
CHa E 3
2157 1 2 0 R H —CH
HO—O—CHZ- H
HoN
F3
H; C~NH 9
2158 1 2 0 R H —CH N
H H
= N
Ha C-NH ?
2159 2 2 1 - H —CH
H3C Har H
H,
Hy C-NH
2160 2 2 1 - H —CH
H Ho H
H,
Ha C-NH ?
2161 2 2 1 - H ~CH N
CHz—~
HN
CF
Hg C-NH 2 3
2162 2 2 1 - H -
Hy
2163 G » 2 2 1 - H
CFa
By R
2164 1 2 0 R H —CHZ—{_\‘!-C
Y/, T H,
CF
H 3
2165 1 2 0 R H

. [}_CHT
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(continued)

Compd.

4
R rali 6
s No. R2>_(C H2)j"' k m n chirality —R3 —C HZ%(CHZ)Q—G—R

CF3

2166 1 2 0 R H —CHs— g
; [ ey

H,N

H
2167 @\rN 1 2 0 R H .-CHZ-N-@
" N\/)_CHZ- H

20 Table 1.198

>

4
Compd. R1 -
No. g O ko chiralty  R? —-(CHZ)-E—(,, ~(CH,)G-R°

25

) b_ocH CFa
2168 3\{(}@,2_ 1 2 0 R H —CHzN
30 H"’CN Ctg HoN
- CH3 : CF3
2169 Ha,;_@_g:_ 1 2 0 R H —~CHz—N-
H
35 3 HyN

2170 p 1 2 0 R H —CHz—hf-Cp
40 Waiiy H,

CFs
HsC_ N 7\
2171 1 2 0 R H —CHz—N\-
I-K/)—CHZ- HE—Q—

45 HaN

Hy W CF4
p—CHe—
2172 1 2 0 R H —CHs~N-C
RO H
50 HaN

{3 0 Fa
2173 R Vaiy T 2 0 R H —CH : Q
55 S‘D":H“ : H,N
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(continued)
Compd 1 4
ompd. R m n chirality —R3 6
No. Hp)— CHp)s4—CH,)sGR
0 R2>(C b); —(CHy)5 5 )3
HC  CHy o
2174 2 0 R N
S HN
OCH, P FF3
2175 HyCO—  )—CHr— 2 0 R —CHz—t"'
H,N
CF4
2176 2 0 R —CHz—N-
%—CHz-— “H &Q
HC” H,N
H;C  OH CF,
2177 ~ )»CHg 2 0 R -CHZ—H-@\Q
CH,0H HyN
H by CF3
2178 2 0 R —CHZ-H-E
H z HoN
Table 1.199
1 4 :
Compd. R - 3
No. R2>—(C Hz),— m n chirality R _(CHZ)p_z_s_(C Hg)a'G’Rs
0 CF3
2179 He 2 0 R ~CH7N-C
e ] HaN
Fs
2180 C!——D—-(CH R 2 0 R -CHrHN-@
HoN
9 CF3
c
2181 " O\Q::\)—CHZ- 2 0 R ~CHz -G
H HN
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(continued)

4
Compd. R1 o 3
m n chirality R 6
No. R2>-(CH2),— —(CHYFTACHp)GR
CF3
H3C
2 0 R —CH
HzN
. ﬁ 3
2183 S 2 0 R —CHyN-C
CH~ H N
2184 i \C o 2 1 - —<3Hz-H
r
HN
CFs
2185 %—cw 2 1 - —ir N
i H,
H 3
2186 {'2: 2 1 - N
z H>N
CF3
N "
2187 2 0 R —CH
HO-@—CHZ— Y o
2
9 CF3
2188 5?}% - 2 1 - -cnz—'_r\;-c—Q
HzN
Fa
2189 g\?}__&’ 2 0 R —CHg—ﬁ-C
>~
HoN
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Table 1.200
1 4
Compd. R - 3
No. R2>—(CH2)j— m n chirality R _(CHz)%_(CHZ)q_G_RB
H
2190 0“1"2: 2 1 - H —CH,-
H H
P
HaN
H CFs
2191 Oﬁ'N 2 1 - H —CHz—| ﬁ
oL orr M
: Hy
F
H 3
2192 “r't 2 1 - H —cw—»i—d
H H
P
. H,N
i q
2193 Sﬁ’ 2 1 - H —CH
Hy— H
HN
CF3
Hy i
2194 2 1 - H —-CH-;-H
CH
H; — N
Hy e
2195 2 1 - H —~CH
Ho— H
H,
3
H; C—NH 1t d
2196 2 0 R H
H; k- |
X ]
e 2
2197 By C 2 0 R H -anlz-ﬁ-c
CF,
2198 H3CNH 2 0 R H —CHrN'g-Q
H H
- H,N
CFj
H; C—NH
2199 2 1 - H —CHs—N-C
H, CH H

HyN

251



10

15

20

25

30

35

40

45

50

55

EP 1 238 970 B9

(continued)

4
Compd. R1 -
m n chirality —R3 CH CH —R6
No. R2>—(CH2), CHY s (CHz)5 G
~ CF
2200 Hy C-NH 2 1 - H —CHz—hl- —Q
Ho HN
Table 1.201
4 4
Compd. R o 3
No. R2>—(CH2)]-— m n  chirality R _(CHZ)p !5 (CHz)q G-R®
Hy CNH
2201 2 1 - —CH
0 Hy CHL H
HaN
H 3
2202 Y %j 2 0 R —cH H?
: He
HzN
2203 - 2 1 - —CH
Hse H
Ha N
CHj . CF3
2204 d 2 1 - —CH
=~ H
Ho
2205 CHa 2 1 - —cH
- H
H,N
0 CF3
2206 §CH3 2 1 - —CH
H a H HN
CH3
2207 d 2 1 - '
a
M
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(continued)

4
Compd. R1 I
k n  chirality RS 6
No. — C )—zﬂCH ) G—R
© R2>-(CH2)I —(CH)p 5 2Jq
_ ,
2208 a—@-aaz- 2 ! ] H N
H,
HN-CH3 ﬁ
2209 ' 2 1 - H —CH
H o~ H
H,N
CF5
2210 C\Q*Hr 1 0 R H *CHz-ﬁ'E"Q
H HyN
CF
CH- 3
2211 2 1 - H *CH,‘,_H-
H H,N
Table 1.202
4
Compd. R1 K hiralit R3 6
oo o>CH) N enielty R —(CH{(CHy)gGR
Hz-
2212 2 1 - H —CHz-—”—
H HyN
HzN CFS
2213 C 2 1 - H —~CH~N-
r- rH
HoN
CF3
HzN %
2214 2 1 ] H ~CH2_N.C_Q
Hj Ho— H .
2
CF
Hs C-HN 3
2215 G’—D—Cﬂr 1 0 R H ~CH2-HN-
HoN
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(continued)
4
Compd. R1 feali 6
m n  chiralty R3 —(CH,) CHZ)_G—R
No. " HCHy)- 2l 15 (CHala
R
Hy 0 CF3
2216 /ft\ Hy 2 0 R H ~CH;—H—D—Q
HsccHy” N HN
Heod R~
2217 HyC Hy 2 0 R H ~CH2-N-H c—@
CH, HzN
CFa
2218 ~ 2 0 R H " md
- foa @)
CFs
2219 o—@»ﬂs— 20 R : 2
! e ol HN
H—D—O-I(CHg)z
CFs
2220 C,._D_c..,z_ 2 0 R H i ¥ @
HN
f—N—(H )—CH(
CF3
2021 @_CH 2 0 R H ~Ce H“E @
- HN
S
CF3
HaC CO4CH3 {
2222 L) —CHr 2 0 R H —CHN
HiC o, HoN
Table 1.203
Compd R1 *
. irali 3
No. R2>_(CH2)3—- m n  chiralty R —(CHZ)‘%;(CHz)a'G'RG
cusi )
2223 q—@-CHz- 2 0 R H —CH P % s
e
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(continued)

Compd.

R! m n chirality —R3
No. —
o CHD)
2224 C'—D—CHZ‘ 2 0 R H
2225 OI—-D—CHZ- 2 0 R H
cl
2226 Hac‘gj}_m 2 0 R H
T
CHj3
2227 cl—-Q—CHz- 2 0 R H
2228 c;_D_.CHZ- 2 0 R H
0
C
2229 r 2 0 R H
CHy
Toiy
2230 W 2 0 R H
CHj
2231 H3GO—©—0H2- 2 0 R H
. HsC 9 OCF,
2232 . G . 2 0 R H
HaN
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(continued)

4
Compd. R1 -
k m n chirality —R3 CH CH _RG
No. R2>"(CH2)j — 2/p 15 Z)E-G
CH 0 CFy
2233 O\/g 1 2 0 R H —CHz-ﬁ-G—{j
N
H H,N
Table 1.204
1 4
Compd. R L 3
No. R2>-(CH2)J_ k m n  chirality R _(CHZ)p L (CHz)q G-RS
2234 m_cua 1 2 0 R H —CHrN-
H Hp
CHz- OCF,
2235 m 1 2 0 R H —CHZN-C
H ' H,N
CH
2236 m 1 2 0 R H —CHz—N—C—Q
N H
H HoN
c CHz , OCF,
2237 m 1 2 0 R H —CHa—N-C
H H Hy
HCO. cHz OCF;
2238 m 1 2 0 R H —CHzN-C
H
H N
CHr o OCF;
2239 @ 12 0 R H —CH
N H
CH, HyN
CHr- 9 OCF3
2240 O;S—ao, 1 2 0 R H ‘M{}
. H B
’ . ‘
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(continued)

4
Compd. R1 -
m n chirality —R3 6
No. —_— CH
o R2>-(CH2)1 _'( 2)5%(CH2)Q—G“R
2241 gcm 2 0 R H wE=Y
’ 4]
2242 Q\/é 2 0 R H —Cﬂz—g-C—D
CHy H,N
2243 Wac)?"'@'c“f 2 0 R H —CHz_H-cp
H, ’
CHp OCF,
2244 m 2 0 R H —CHN-C
F H H,N
Table 1.205
1 . 4
Compd. R I 3
No. R2>(CH2)j_ k m n chirality R —(CHZ)%(CHZ)-Q G RS
H CF,
2245 oy 1 2 0 R H —CHz~
Hr H
H,
H CF,
2246 HyCCH,/ \;b_c 1 2 0 R H —CHy—N-
Hz~ ; H
H;
H £Fa
2247 (HaC)2CH 1 2 0 R H —CHz—}t:ll-
g:z >—0'|z-
HaoN
H2N OCF;
2248 Hy 1 2 0 R H —CH N
HaN
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(continued)

4
Compd. R1 . ’
m n chirality R3 CH CH 6
No. —_ —GR
0 R2>_(CH2)’ —(CHy); - (CHa)g
HaN OCF,
2249 H300—®—CH2— 2 0 R H —CHg-h!-c
HoN
HoN OCF,
2250 2 0 R H —CHsN-C
H ' H
Hz
HaN
2251 @ 2 0 R H
Hy ;
-
2252 O:} 2 1 - H
H
R Hr
2253 m 2 1 - H
H
H.CO. CHr i? F3
3
2254 m 2 1 - H —CHzN-
H HyN
CHo CF3
XS 0w oy
HiC u H,
Table 1.206
R )

Compd. - 3 6
No. R2>_(CH2)j— m n  chirality R —(CHZ)-%S—(CHZ)E—G—R
2256 2 1 - H —CHZ—N—G—G

N H
CHy 1 HyN
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(continued)

30

35

40

45

50

55

4
Compd. R1 - 6
k m n  chiralty R3 —(CH CH,)-GR
No. — 2 2
R2>‘(CH2)1 Pis q
CH 0 CF3
2257 D 2 2 1 - H —CH N—G—< §
HSCQPQNS Z—H
o R HzN
s O cl
2258 o Hch- 1 2 o R H —(.E.H-”-& !
CH3
9 o &
2259 HacS—Q-CHz‘ 1 2 0 R H _(iH.H
CHy
ci . s O
(
2260 1 2 o0 R H _CH_N.8_N_©
Cl Ha- j H H
CH3
c H S
2261 2= 1 2 o0 R H —~CH-N-C—
2262 Bﬁs-ov-ﬂﬂr 2 0 R
a
2263 O—C}'a’" 2 0 s
2264 CI—O—CHz- 2 0 S
2265 “3CS—O‘°H2' 2 0 s
2266 v—@- 2 0 s
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Table 1.207
1 ) 4
Compd. R — - 3
No. R2>—(CH2)‘. m n chirality R __(CHZ)%CHZ)Q_G__RG
cl
cl sy 9
2267 2 1 - H —CH-| I
Cl Ha- 1 H
CHj
o
® ©
2268 CL—O-CHZ- 2 1 . H —ciH-ﬁ_& ]
CHs
Ci
) 9
CHs
' Cl (S) 0o
2270 2 1 - H —CH-N-é-N—O
C} Ho~ H H
Ha
s 9Q
2271 CI—O—CHz- 2 1 - H —? N -N—<H >
CHj
: s 9Q
2272 Hacs__O_cHz— 2 1 ) H l H -u—@
CHa
a o) O a
2273 O_{}_a,r 2 1 - H _&‘&GA&:
i
THCH,
N 9 c
2274 Hacs-O—G*r 2 1 - H .QM_QQ
i ‘H
CH(CHa)2
. & 9Q
2275 2 1 : H —CH-N-é-N—O
cl Ha- H H
CH(CHa)2
() g
CH(CH3)2
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(continued)

4
Compd. R1 o .
k n chiralit R3 6
No. R2>‘(CH2),'— Y —(CHZ)p ls(CHZ)q GR
) 9
2277 H3CS——O—CH2— 2 1 i H —CHA-CN
CH(CHa)2
Table 1.208
Compd R! 4 ‘
ompd. - 3
o g2 {CHI K n oty R —(CHZ)—E—(F, ~(CH)GR®
CF
cl 9 9 3
2278 1 0 R H —CH-N-C
C Ha- | H
CHs H2N
s © CF,
2279 1 0 R H o
Do 2l
éH3 Hy
CF
SN s 9 :
22 1 H —CH-|
CH; H2N
CF
s @ 3
2281 H3C$—-O—CH2- 1 0 s H —CiH-N—C
CHz HaoN
(S) o CF3
2282 C'—O'CHZ" 2 1 - H _(iH-ﬁ
CHz HoN
s 9 3
2283 HaC Hp- 2 1 - H ~CH-N-C
{ H
CH; H2N
Ny
a &> (': !
2284 D 2 1 - H ~r R
| '
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(continued)
Compd 1 4 .
omp¢. R m n chiralit R3 6
— y CH CH R
No. R2>—(CH2), —(CH)s 1 {CH)g G
s T e
2285 Gkl HCier- 2 1 - H e ate
[
CH(CHg)2 CFa
NHo
2286 S_O_C 5 1 H ® 9
H3C Hz- - _C
|
CH(CH3)2  CF3
s S
- ) —CH—N—C—N—@
2287 CI—O—CHZ 2 1 H PN
CH(CHa)2
® © cl
2288 Hacs—-OCHz- 2 1 : H —CH-ﬁ—é !
((!Hz)zCONHz
Table 1.209
Compd R1 4
. — ol 3 6
No. R2>-(CH2), m o chralty R —(CHZ)%-(CHz)q—G—R
cl s 9
2289 2 1 - H —CH—N—C-N—@
Cl—@-CHz- | H H
(CH2)2CONH,
cl
¢ s 9
2290 2 1 - H —C I
Ha- | H
' CHp0H
cl
s 9
CHoOH
cl
© 9Q
2292 Hacs—O-CHz- 21 - H —cHN ci
1
: CH,OH
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(continued)

4
Compd. R1 . 3 6
No. R2>_(CH2)J__ m n chiralty R _(CHZp : qHz)q_G_R
© ¢l ® 9
2203 2 1 ] H -cn-n-é-m-@
C Ha~ - H H
CH,0H
® 9
2294 cv—-@—CHz- 2 1 - H —CH-ﬁ-C-NH
CH,0H
® 9
2295 H3CS—O_CH"" 2 1 - H DR
CHOH
a o 9 a
2296 C 2 0 R H -a-t-u-é—-< S—a
{ H
(CH2)250,CH3
cl
9 9
297 1yes—{_ )-CHa- 2 0o R H —crn-d |
{CH3)2S02CH3
cl (s O
2298 i 2 0 R H —CH-N—&—N—@
c CHyp= ] H H
(CH2)2S0,CH3
® O
—CH-N-C-N
2299 HaCS—O—CHz- 2 0 R H H - H
(CHp),S0,CH3
Table 1.210
Compd R! ‘
ompad. — - 3 6
No. R2>—(CH2)J k m n chiralty R _(CHZ)FSE(CHz)a-G—R
Cl
s 9
2300 C'—O—C“r 2 0 s H —ch-n-&
| H
(CH2)250,CH;3
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(continued)
Compd 1 4
ompd. R m n chirality RS CH CH "G"Rs
No. R2>—(CH2)j'— — 2lp 1e 2)q
cl
2301 2 0 s H —CH-N-C
c CHa- H
(CH2)250,CH3
NH
ci © 9 :
2302 2 R H
30 CI—G—CHZ‘ ° —ClH
(CH2)2SO,CH3 CF3
o 9 ik
2303 C"‘O"CHZ' 20 R : Gy
(CH2)2S0,CH3 CF3
NH2
s 9
2304 HSCS—O-CHT- 2 0 R : —'Ci ”
(CHZ)2S0,CH3 CF3
NHo
ci S 9
2305 2 0 S H i
c '_O_CHz- -—CH H—C
{CH2)2SO2CH3 CF3
s ¢ i
2306 HBCS’O'CHI' 2 0 s : i o
T B0 00
S S .
2307 a—< >—o—;z- 2 0 R H ] H H G
{CH,),SOXCH
(S) S!, D
2308 HyCs— H~CHa- 2 0 R H LA
(CH2)2S02CH3
(s) S
cl "“‘( >
2309 2 0 s H _(iH'NH_é H .
c Ha-~ (CH2)2802CH3
s 5
2310 e HcHs- 2 0 s H LN
(CH2)280,CH3
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Table 1.211
1 'Z“
Compd. R - 3
No. R2>-(CH2)J m n chirality R _(CHz)p 5 CH2>—Gq -R
s 3
2311 HCS—< >..CH- 2 0 S H —CH-N-C
3 2 H H
(CHz)zSOzCH;;
CF
(S) 3
2312 Hacs-O-cHz- 2 0 R H —cH-y
CHs HaN
Cl
cl s 9
2313 2 0 R H —CH-~ I
Cl Ho~ |\ H .
CHj
(S)
2314 HaCS—O—CHz- 2 0 s H é -N—-@
Hj
o o £
2315 CI—O-CHz* 2 1 - H —CH-N-C I
CH(CHs)>
(S)
2316 C;_@_CHZ_ 2 0 S H
(CHz)zSOz
cl
2317 2 1 - H
S o O
cl
2318 c G 2 0 R H
s
Cl (S) b
2319 2 1 - H —?H-ﬁ—b—g—Q

o:
Q
X
N

CH(CH3)2
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(continued)

=y
Compd. R1 I
m n  chirality RS 6
No. R2>-(c|-|2)J —(CHZ)—Z—(,, 5 (CH)7 GR
(S) ,S,
2320 e H-chp- 2 1 : H ~CH-N-CN
CH(CHs)2
: (S) j
CH(CH3)2
Table 1.212
Compd R )
ompd. _ el 3
No. R2>—(CH2)1 m n  chirality R —(CHZ)EES_(CHZ)Q—G_'Rs
2322 1-@-0 2 1 - H —CH'N_C_N‘@
c Ha-
CH(CH3)2
s S
2323 H3CS—-O-CH2- 2 1 - H -CH-N-C-N-Q
CH(CH3>2
CF
cl (S) Q ?
2324 '_@_C 2 1 - H H—N—f:
c Ha-
CH3 HoN
cl 3
2325 cn-—@—cn 2 0 R H -CH-N-C-ﬁ—@
-
CH3
s S
2326 o YcHy- 2 0 R H —(iH'ﬂ_g-ﬁ'@
CHj
s $
2327 tyCs— )-CHy- 20 R H "‘i“'ﬂ‘é“ﬁ"@
CH3
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(continued)

Compd.

4
1 -
o HCH)- moon iy R *CHz’FTI?‘C“z)q—G-R“
cl s S
—cH-N-Cn
2828 @ g 2 0 s H H H_O
CHs
. (S) E
2329 |—-< >—CH 2 0 s H ~CH-N-C-N
C 1 H H_@
CHs v
(S) j
2330 H3CS—O—-CH2- 2 o0 s H —cHN -{_\',—@
CHs
- N-g CF3
2331 - 2 0 s H —CH-
c»—-{ >—CH2 IH N
CH3y HoN
s O ci
2332 CI—@—cnz- 2 0 R H —CH—u—& ol
(CHz)2S02CH3
Table 1.213
Compd. R! m n hirality =~ R3 !
No. p > (CHY) chiralty ~(CHFTACH)7 GR"
(S)
2333 Cl—-@—CHz- 2 0 R H —CH—N—d—N—@
(CH2)23020H3
) cl
2334 H3C$—O—CH2- 2 0 ] H —CH-N-é—@—CI
(CH2)2S02CH;
ci s) 9
—CH-N—é
2335 c C Hye 0 S H @
(CHz)zsochs
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(continued)

4
Compd. R1 I
m n chirality —R3 6
No. R2>(CH2)’ —(CHz)p‘zg-(CHz)q—G—R
sy ©9
2336 cn-—@—cuz- 2 0 s H —CH-N-E _@
(CH2)23020H3
s ©
2337 HSCS—O—CHz- 2 0 s H —CH-N—d-N—@
(CH2)2302CH3
o}
2338 HacS—O—CHz- 2 1 - H —CH—N-é-N—@
(CH2),CONH,
NH»
e 9
2339 G—G—d-lz. 2 1 - H —=CH-N-C
(&é;:o'a,
NFp
s 9
2340 iﬂcs-O-o-cz_ 2 1 - H N
i
(CH2)2CONH, CF3
NHj
(S) 0
2341 C'—O—CHz- 2 1 - H —C'H-.”-c
CHz0H Fa
NH,
® 9
2342 HSCS—O—CHz- 2 1 - H _(iH_m.c
CHz0H Fs3
Cl
—~CH- !
2343 cl CHap- 2 1 - H H
(CH)2CONH;,
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Table 1.214
1 4
Compd. R I
—_— k n chiralit R3 6
No. R2>—(CH2)J y —(CHz)ﬁ—I;{CHZ)-;G-R
‘ (S)
2344 Cl—@-CHz- 2 1 : —CH—N-(!.)
(CHz)chNHz
s 9
2345 CF—@—CHT 2 1 . —CH-N-—C-N—@
| H H
(CHz),CONH;
NH
ct © 9 )=
2346 2 1 - —CH-N-C
Cl—-@-—CHz- | H
. (CH2)CONHy CF3
cl (s 9
-CH-N-éw-@
2347 C'_@_CHZ_ 1 0 s e
CH3
cl
cl S Q
2348 _ 1 0 R —CH-N-C !
CHp- 1 H
(CH2)2S0,CH3
(S) _&
2349 F_@_CHZ_ 1 0 R —< S—-CI
F r-~3 e =
2 . 1 R ,mnq«? ° ¢ Lq
350 FC—Q‘DZ— 0 i Y R
a
S o]
2351 8 1 0 R -a-s-ﬁ-&_Q_q
(CH2)2S02CH3y
cl
) H—N—é-N—@—c
2352 Cl—@—CHz- 2 1 I
CH3
2353 2 1 -

Q
: Q
Q
xT
N

Ha
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(continued)

4
Compd. R1 I
m n chirality —R3 6
No- > (CHe)= —(CHzr—I—{p —(CH)gGR
ct
° el
2354 CL_O_CH?_- 2 0 R H H-N '
(CH2)280,CH3
Table 1.215
Compd.  RY ¢
ompd. _ - 3 6
Vo, 2> {CH) mon ey R —(CH»E{E;CHz)q—G-R
a c
cl (S) N_E
—CH-
2355 cn—@-c Hae 2 0 R H N
(CH2)280,CH3
cl
cl (s 9 7
2356 »—@—c 2 0 R H _CH"PFC —
C Ha-
(CH2)2SO,CH3 Cl
b
ci H-N { \
2357 2 0 R H —C _(1
c Hp~ (CH2)2302CH3
s 09
cl :
2358 2 0 R H 'CH'N'E—O-CE'"
C"@‘C“Z‘ (CH2),S02CH;
0 .
cl (S) -
2359 . : y 2 0 R H —CH—N-C-é;,l?
2" (CH2)2S0,CHz
cl VA
2360 c;—@-cuz- 2 0 R H —cn-N-é!-N
(Hz)zsozcﬂa
< s 9 ,
2361 G—D-Cﬂr 2 0 R H —04*‘5‘“{‘ Nen }“O
(CH)S0CHy
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(continued)

4
Compd. R1 -
k m n  chiralty R3 CH CH,)—G—R®
No. R2>—(CH2)J — 2)p 5 2)q
o s ©
2362 1. 2 0 R H —(:H—N-(':-N—O—oma
C Ha- i H H
(CH2)2S0O2CH3
ol s ?CI
2363 . . 2 2 1 . H —ciH-” _O_C,
,_< >—c -
CHs
ol s 9CI cl
2364 Cb—@—CHz- 2 2 1 - H ..iH_”-c.O
Ha
. & cl
2365 2 2 1 - H ‘?H‘N'
c Hz- CHs |
Table 1.216
R | | :F[
Compd. -
k hirality ~ R3 6
No. R2>-(CHz),— m n chrally (CHF 1 (CH)g GR
ci s 9
L . 2 2 1 ; H —(iH-hl—cE—Q—CHg
¢_< >-c -
CH3
s O
Ci ]
2367 ) 2 2 1 - H —CHN-C /s‘
c CHp-
2 CHj
(s) O
Cl fl /
2368 c C o 2 2 1 - H '?H'NH‘C g
CHj,
2369 2 2 1 - H CH-N-C-N CHj
c Hp- éH H H
3
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(continued)

' 4
—(C@%{C Hy)gG-R°

Compd. R1 -
k m n chirality —R3
No.  ~ >HCHp)-
R
cl ® © cl
2370 c»—@-CHz- 2 2 1 - H —ciH-hl-c—< 5-01
CH,
Cl
ci s ©
2371 ’ 2 2 1 - H --Cl"l—N—(I,L i
Mz &,
3
cl
c . s 9
2372 d 2 2 1 - H &;‘ {
a
E S O
2373 2 2 1 - H
~Drone O
3
Cl
. F ® 9
2374 2 2 1 - H —CH—N-& )
Ha- | H
CH3
Cl
F (S) ?
2375 2 2 1 - H —-CH—N—é 1
F Ho~ é H
Hs
Cl
2376 D‘CHZ" 2 2 1 - H | H
CHy
Table 1.217
R! )
Compd. -
No. , R2>_(CH2)J_ k  m n  chirality R3 —(CHZ)FE;(CHZ)&_G_RG
Ci
: Ha & 3
2377 2 2 2 1 - H —CH-I':{}-C 4
Ha
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(continued)

4
Compd. R1 -
k m n chiralit R3 - 6
No. " S{CH,)— y _(CHZ)_E_(;) 5 (CHGR
R
cl
s @9
2378 2 2 1 - H H-N-& |
Ho- { H
2 CHa
Br
cl I
2379 2 2 1 - H —CH-N-C
c Ho—
H3 HzN
cl ® 9
2380 o C H 2 2 1 - H —CHN-C
2 (!Hs HoN
] (S) o
cl —CHN-C
2381 2 2 1 - H H
C'—@—CHZ— CH; HO
ci s) ©
- —CH-N-(': H
2382 CD—@-CHZ- 2 2 1 H ) N —< >-°
3
cl & 3
2383 2 2 1 - H -‘i”-ﬁ-c-{g-CHz-Q
H2‘ a.'a
. ci
a o s ©
2384 G—CH 12 0 R H N
-
(CH2)280,CHg
cl
cl & 5
2385 1 2 0 R H —?H-{:J‘—C 1
cu—-< S—CH -
2 (CH2)2S02CH3
cl
(S) o
Cl I
2386 @_ 1 2 0 R H —C‘H-{_\‘l—é—@—(:l
CHz- (CH2)2S02CHgy
cl
sy ©
F F g
2387 12 0 R H —CH ﬁ'& '
CHa- (CH2)2S0,CHjy
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Table 1.218
4
Compd. R? L
— k m n chirality —R3 6
No. R2>-(CH2), —-(CHZ)%{CHz)q—G—R
F ® 9
2388 1 2 0 R ~CH-N- |
F Hp- g
(CH2)2802CH3
F 9 o &
2389 1 2 o0 R _CH.N_&O_‘;.
CHa- - H
(CH2)2S02CH3
NH
cl ) O 2
2390 1 2 0 R —CH-N
Ct—@-CHz— H
(CH2)280,CH3 Br
NH
cl & 9 .
2391 1 2 0 R —CH-N-C
Cl Ho- | H
(CH2)280,CH3 CI
NH,
. Cl : s 9
2392 1 2 0 R —CH-N-C
c»—@-cnz- [ H
{CH2)2S0,CH3
cl s 3
2393 1 2 o0 R —CH-N-&-N-cH
CL—@—CHZ- 1 H H 2'@
(CH2)280,CH;
cl © o
2394 2 2 1 - —am-é-O-a
iH
KHASCH,
a © °
2395 2 2 1 -
1 H
CH,0CH;Ph :
cl
c () ©
2396 2 2 1 ; —CH-N-E—G—CI
c Ho- ] H
(CH2)4NH2
9,3 g”
2397 2 2 1 - in

0
Q
io.
T
N
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(continued)

Compd.

4
R1 m n chiralit R3 6
No. R2>-(CH2), d —CH ) T (CH)s GR
® 9
Ci —CH —< S-Cl
2398 2 1 - Hzt! 'ﬂ"g
Cl——(i >-CH -
2 ©\JC(CH;);
Table 1.219
1 ) 4
Compd. R o
—_ m n chirality —R3 6
No. R2>—(CH2), -(CHZ),;E;(CHz)a-GﬂQ
¢l
Cl -((s:)H-N-g |
‘ ) H
2399 Cb—@—CHz— 2 1 H 0
Thocien
¢l
.3
2400 2 1 - H é-ﬂ
C Hp~ Haz
O‘ou
ci (si«-nj—doia
2401 2 1 - H _1
C'—-@—CHz- H2 \O
Cl
cl (s) N_g g
C - ~CH- Cl
2402 c Hy- 2 1 H 1 H
CH,0OH
F s 9 -
2403 F H 2 1 - H —(iH-N—C )
-
C . CH,OH
Cl
F.F ® 9
2404 2 1 - H —CH—N—&—@-—CI
2~ | H
CH20H
c
EF ®,. 8 <
2405 E 2 1 - H i H
CHOH
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(continued)

: 4
Compd. R1 -
k m n chirality —R3 6
No. R2>—(CH2)’_ —(CHZ),;gé—(CHZ)a—GﬂQ
F o 2 - F
2406 D 2 2 1 - H C
{ H
CH,0H
sy ©
2407 2 2 1 - H —cu-l_r\'l-?: |
- i
H2 CH,0H
© 0 cl
2408 HaCSOz—Q—CHz- 2 2 1 - H —CH-N-C ;
H
CH,0H
!
s o _F
2409 H3COZC-©—CH2~ 2 2 1 - H ‘C;“*d*%
CH,OH
Table 1.220
Compd.  R! | ¢
ompd. - 3
No. R2>-(CH2)J— k m n chirality R _(CHz)EgngHz)q_G—Rs
Cl (S) OC'
2410 Cl_@_CH 2 2 A1 - H -CH-N-c'E—@-cx
2~ | H
CH2OH
a o
ci s 9
) —CH-N-&—z S
2411 c }D Hye 2 2 1 H -
CH,OH
() O
Ci 1
2412 2 2 1 - H -‘iH'ﬂ‘b—Q
c Ha~ CH,0H
o
cl (S) i
2413 Ci—@—CHz— 2 2 1 - H =S CHs
CHo0H
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(continued)

' 4
Compd. R1 -
m n chirality —R3 CH CH _G_RB
No. R2>—(CH2)J — Z)p 5 2)q
cl ® 9 _
| ) —~CH-N-&
2414 cp@—cm- 2 1 H i "O
CH,0H
cl | ® 3 OCHj
2415 2 1 - H H-N-C
c Ho— 1 H O H
CHj
o s S ,
2416 D 2 1 - H Wﬂ@_o%
CH;
a s 5 2k
2417 2 - H —CH-N-C
i\ H H
CH3
cl S 3
2418 C 21 - H —?H_HN_CH e
C Ho—-
CH5
cl
cl S F j
2419 2 1 - H —CH-N-C-
ct—@—cm- | H O H
CH3
s S
cl
2420 . 2 1 i H —cra—ﬁ—é-g—@-—cn
c Ha- (‘:H3
Table 1.221
compd.  R! )
ompd. _ P 3 6
No. R2>_(CH2)j m n chirality R —(CH»%—(CHZ)E_G_R
cl (S) 2
| Sy C)r
2421 . t) CHg- 2 1 H | H H
CH3
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(continued)

4
Compd. R1 Kk m n chirality R3 6
_ CH CHy)s GR
No. R2>-(c;-|2)j —CH 15 (CHa)g
H
. ) ﬁ OCH3j
2422 c c 1 2 0 R H -ﬁH H H
"O‘  (CHz)2S02CH,
(S) _Nj
i 1 ) 0 R H -ClH N -N—'<H >—OCH3

(CH2)280,CH3

CHpg

12 0 R H ‘(‘: H H

{CH2)2502CHj3

s 3
—CH—N-é-N—@—CH
1 2 0 R H 1 H H 3

{CH2)2S0,CH3

2424

2425

Cl

s ¥
12 0 R H —CH—N-(u,-N—O
|l H H

(CH2)2802CH3

Ho~
C Ho~
Ho~
Hp-
2426 CHp
Dk
2427 D _ 1 2 0 R H N -u—@—ca
(CH2),SO,CH3
(S ?
2428 . ?__j 1 2 0 R H W

(CH2)2S02CH3

.
-
e
.

[0090] The acid addition salt of the cyclic amine compound is also used in the present invention. Examples of the acid
include a mineral acid such as hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric acid or carbonic acid and
an organic acid such as maleic acid, citric acid, malic acid, tartaric acid, fumaric acid, methanesulfonic acid, trifluoroacetic
acid or formic acid.

[0091] Furthermore, C4-Cg alkyl addition salt of the cyclic amine compound, for example, 1-(4-chlorobenzyl)-1-methyl-
4-[{N-(3-trifluoromethylbenzoyl)glycyl} aminomethyl]piperidinium iodide is also used in the present invention. The alkyl
group preferably includes methyl, ethyl, n-propyl, n-butyl, n-pentyl, n-hexyl, n-heptyl, n-octyl, isopropyl, isobutyl, sec-
butyl, tert-butyl, isopentyl, neopentyl, tert-pentyl, 2-methylpentyl and 1-ethylbutyl and the like herein; however, methyl
group, ethyl group or the like is especially preferable.

[0092] A halide anion such as fluoride, chloride, bromide or iodide is preferable for a counter anion of an ammonium
cation.

[0093] In the present invention, a racemate and all the possible optically active forms of the compound represented
by the above formula (I) can also be used.

[0094] The compounds represented by the above formula (I) can be synthesized by using any of the following general
preparation methods as described in WO9925686:
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(Preparation method 1)

[0095] A preparation method comprises reacting one equivalent of a compound represented by the following formula

(ID:

’ RT /(C H2)k

>—(C Hz)j"N\ ' (CHz);—NH (11)
R? (CHa)p R

wherein, R1, R2, R3, j, k, m and n are each the same as defined in the above formula (I), with 0.1 to 10 equivalents of
a carboxylic acid represented by the following formula (Ill):

0 R
it -
HO-C = (CHa)g—f— (C Hy)g— G- RS (Im)
RS

wherein, R4, R5, R6, G, p and q are each the same as defined in the above formula (1), or a reactive derivative thereof
in the absence or presence of a solvent.

[0096] The "reactive derivative" of the carboxylic acid represented by the above formula (l1l) means a carboxylic acid
derivative, for example, an acid halide, an acid anhydride or a mixed acid anhydride usually used in the synthetic organic
chemistry field and having high reactivity.

[0097] The reaction can more smoothly be made to proceed by suitably using an adequate amount of a dehydrating
agent such as molecular sieve; a coupling reagent such as dicyclohexylcarbodiimide (DCC), N-ethyl-N’-(3-dimethylami-
nopropyl)carbodiimide (EDCI or WSC), carbonyldiimidazole (CDI), N-hydroxysuccinimide (HOSu), N-hydroxybenzotri-
azole (HOBt), benzotriazol-1-yloxytris(pyrrolidino)phosphonium hexafluorophosphate (PyBOP), 2-(1H-benzotriazol-1-
yl)-1,1,3,3-tetramethyluronium hexafluorophosphate (HBTU), 2-(1H-benzotriazol-1-yl)-1,1,3,3-tetramethyluronium
tetrafluoroborate (TBTU), 2-(5-norbornene-2,3-dicarboxyimide)-1,1,3,3-tetramethyluronium tetrafluoroborate (TNTU),
O-(N-succinimidyl)-1,1,3,3-tetramethyluronium tetrafluoroborate (TSTU) or bromotris(pyrrolidino)phosphonium hex-
afluorophosphate (PyBroP); a base such as an inorganic base such as potassium carbonate, calcium carbonate or
sodium hydrogencarbonate; amines such as triethylamine, diisoproylethylamine or pyridine or a polymer supported base
such as (piperidinomethyl)polystyrene, (morphohnomethyl)polystyrene, (dimethylaminomethyl)polystyrene or poly(4-
vinylpyridine).

(Preparation method 2)

[0098] A preparation method comprises reacting one equivalent of an alkylating reagent represented by the following
formula (1V):

>—(CHa)—X (1v)
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wherein, R1, R? and j are each the same as defined in the above formula (1); X is a halogen atom, an alkylsulfonyloxy
group or an arylsulfonyloxy group, with 0.1 to 10 equivalents of a compound represented by the following formula (V):

/(C Hz)x Cl? R4 .
HN (CHa)y~N~C —(CHaly—f—(CHp)g= G- RO (V)
(C Hy)rm R? RS

wherein, R3, R4, R5, R6, G, k, m, n, p and q are each the same as defined in the above formula (1), in the absence or
presence of a solvent.

[0099] The reaction can more smoothly be made to proceed by suitably using a base similar to that in the preparation
method 1. Furthermore, the reaction sometimes can be promoted by the presence of an iodide such as potassium iodide
or sodium iodide.

[0100] Inthe above formula (IV), X is a halogen atom, an alkylsulfonyloxy group or an arylsulfonyloxy group. Examples
of the halogen atom preferably include a chlorine atom, a bromine atom and an iodine atom. Specific examples of the
alkylsulfonyloxy group preferably include a methylsulfonyloxy group, a trifluoromethylsulfonyloxy group and the like, and
the specific example of the arylsulfonyloxy group preferably includes tosyloxy group.

(Preparation method 3)

[0101] A preparation method comprises reacting one equivalent of an aldehyde represented by the following formula
(VI):

R‘t
D(CHa).s—~ CHO (VI)
RZ

wherein, R1 and R? are each the same as defined in the above formula (I); j is 1 or 2, or an aldehyde represented by
the following formula (VII):

R1- CHO (Vi)

wherein, R is the same as defined for R' in the above formula (I); the compound corresponds to the case where j is 0,
with 0.1 to 10 equivalents of a compound represented by the above formula (V) in the absence or presence of a solvent.
[0102] The reaction is usually called a reductive amination reaction and a catalytic hydrogenation reaction using a
catalyst containing a metal such as palladium, platinum, nickel or rhodium, a hydrogenation reaction using a complex
hydride such as lithium aluminum hydride, sodium borohydride, sodium cyanoborohydride or sodium triacetoxyborohy-
dride and borane, an electrolytic reduction or the like can be used as reductive conditions.

(Preparation method 4)

[0103] A preparation method comprises reacting one equivalent of a compound represented by the following formula
(VII:
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R1 (CH2)k s} R4
: n -
) (CHay—N (CHn—N=C=(CHa)y——(CHp)q—NH  (VII)
R (CHz)n R . R R’

wherein, R1, R2, R3, R4, R, R7, j, k, m, n, p and q are each the same as defined in the above formula (1), with 0.1 to 10
equivalents of a carboxylic acid or a sulfonic acid represented by the following formula (IX):

HO-A-R® (IX)

wherein, R8 is the same as R® defined in the above formula (I); A is a carbonyl group or a sulfonyl group, or a reactive
derivative thereof in the absence or presence of a solvent.

[0104] The reactive derivative of the carboxylic acid or sulfonic acid represented by the above formula (1X) means a
carboxylic acid derivative or sulfonic acid derivative, for example, an acid halide, an acid anhydride or a mixed acid
anhydride usually used in the synthetic organic chemistry field and having high reactivity.

[0105] The reaction can more smoothly be made to proceed by suitably using a dehydrating agent, a coupling reagent
or a base similar to that in the above preparation method 1.

(Preparation method 5)

[0106] A preparation method comprises reacting one equivalent of a compound represented by the above formula
(VI with 0.1 to 10 equivalents of an isocyanate or an isothiocyanate represented by the following formula (X):

Z=C=N-R6 (X)

wherein, R® is the same as defined in the above formula (I); Z is an oxygen atom or a sulfur atom, in the absence or
presence of a solvent.

(Preparation method 6)

[0107] A preparation method comprises reacting one equivalent of a compound represented by the following formula
(X:

(CHak o &

R1 1" .
S—(CHa)—N (CHz)n——rﬂa-c—(CHz),,—L-gCHz),,—A-—OH o)
R? ~ YcHam R R®

wherein, R1, R2, R3, R4, R5, j, k, m, n, p and q are each the same as defined in the above formula (I); A is a carbonyl
group or a sulfonyl group, with 0.1 to 10 equivalents of an amine represented by the following formula (XII):

R6-NH, (XIN)

wherein, R8 is the same as defined for R® in the above formula (1), in the absence or presence of a solvent.

[0108] The reaction can more smoothly be made to proceed by suitably using a dehydrating agent, a coupling reagent
or a base similar to that in the above preparation method 1.

[0109] In the above preparation methods 1 to 6, when a substrate used for each reaction has substituents regarded
as usually reacting under respective reaction conditions in the organic synthetic chemistry or having adverse effects an
the reaction, the functional groups can be protected with a known suitable protecting group, and the substrate can be
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used for the reaction and there deprotected by a conventional known method to afford the objective compound

[0110] In addition, the compounds used in the present invention can be obtained by further converting single or plural
substituents of the compound produced by the above preparation methods 1 to 6 using a known reaction usually used
in the organic synthetic chemistry, for example, an alkylation reaction, an acylation reaction or a reduction reaction.
[0111] In the above respective preparation methods, a halogenated hydrocarbon such as dichloromethane or chlo-
roform, an aromatic hydrocarbon such as benzene or toluene, ethers such as diethyl ether or tetrahydrofuran, esters
such as ethyl acetate, an aprotic polar solvent such as dimethylformamide, dimethyl sulfoxide or acetonitrile and alcohols
such as methanol, ethanol or isopropyl alcohol are suitably used as a reaction solvent according to the reaction.
[0112] In each of the preparation methods, the reaction temperature is within the range of-78 to +150 °C, preferably
within the range of 0 to 100°C. After completing the reaction, the objective cyclic amine compound represented by the
above formula (I) can be isolated by carrying out usual isolating and purifying operations, i.e., concentration, filtration,
extraction, solid-phase extraction, recrystallization or chromatography. The compound can be converted into their phar-
maceutically acceptable acid addition salt thereof or their C4-Cg alkyl addition salt thereof according to a usual method.
[0113] The specific diseases which the medicament used in the present invention is used to treat are diseases asso-
ciated with CCRS5 selected from the group consisting of rejection after organ transplantation, graft-versus-host diseases
(GVHD) and diabetes.

Examples

[0114] The present invention will be detailed specifically based on Examples; however, the present invention is not
restricted to the Examples. The Compound number (Compd. No.) assigned to each compound in the following Examples
corresponds to the Compd. No. assigned to each compound cited as a preferred specific example in Tables 1.1 to 1.221
for use is the invention.

[Reference Example 1] Synthesis of (R)-1-(4-chlorobenzyl)-3[{N-(3,4-difluorobenzoyl)glycyl}mino]pyrrolidine (Compd.
No. 69)

[0115] The compounds used in the presentinvention were synthesized according to the preparation method described
in W09925686. For example (R)-1-(4-chlorobenzyl)-3-[{N-(3-(trifluoromethylthio)benzoyl)glycyl}amino]pyrrolidine,
which was Compd. No. 1606, was synthesized as follows:

1) 3-Amino-1-(4-chlorobenzyl)pyrrolidine dihydrochloride

[0116] 4-Chlorobenzyl chloride (4.15 g, 25.8 mmol) and Pr,NEt (6.67 g, 51.6 mmol) were added to a DMF (50 mL)
solution of 3-{(tert-butoxycarbonyl)amino}pyrrolidine (4.81 g, 25.8 mmol). The reaction mixture was stirred at 70 °C for
15 hours, and the solvent was removed under reduced pressure. The objective 3-{(tert-butoxycarbonyl)amino}-1-(4-
chlorobenzyl)pyrrolidine (6.43 g, 80%) was obtained as an off-white solid by recrystallization (CH3CN, 50 mL).

TH NMR (CDCl3, 300MHz) § 1.37 (s, 9 H), 1.5-1.7 (br, 1H), 2.1-2.4 (m, 2 H), 2.5-2.7 (m, 2 H), 2.83 (br, 1H), 3.57 (s, 2
H), 4.1-4.3 (br, 1H), 4.9-5.1 (br, 1H), 7.15-7.35 (br, 4 H);

The purity was determined by RPLC/MS (98%). ESI/MS m/e 311.0 (M*+H, C4gH54CIN,0O,).

[0117] Toa CH;OH (80 mL) solution of the 3-{(tert-butoxycarbonyl)amino}-1-(4-chlorobenzyl)pyrrolidine (6.38 g, 20.5
mmol), was added 1- M HCI-Et,O (100 mL). The resulting mixture was stirred at 25°C for 15 hours. The solvent was
removed under reduced pressure to provide a solid, which was purified by recrystallization (CH3;0H:CH3;CN = 1:2, 130
mL) to afford 3-amino-1-(4-chlorobenzyl)pyrrolidine dihydrochloride (4.939 g, 85%) as a white powder.

TH NMR (dg-DMSO, 300MHz) & 3.15 (br, 1H), 3.3-3.75 (br-m, 4 H), 3.9 (br, 1 H), 4.05 (br, 1H), 4.44 (br, 1H), 4.54 (br,
1H), 7.5-7.7 (m, 4 H), 8.45 (br, 1H), 8.60 (br, 1H);

The purity was determined by RPLC/MS (>99%); ESI/MS m/e 211.0 (M*+H, C;4H45CIN,).

[0118] Optically active (R)-3-amino-1-(4-chlorobenzyl)pyrrolidine dihydrochloride and (S)-3-amino-1-(4-chlorobenzyl)
pyrrolidine dihydrochloride were synthesized by using the respective corresponding starting materials according to the
above method. The products exhibited the same TH NMR as that of the above racemate.

2) (R)-3-{(N-tert-butoxycarbonyl)glycyl}amino-1-(4-chlorobenzyl)pyrrolidine

[0119] A mixture of the (R)-3-amino-1-(4-chlorobenzyl)pyrrolidine dihydrochloride (4.54 g, 16.0 mmol) with a 2 M
NaOH solution (80 mL) and ethyl acetate (80 mL) was stirred, and the organic layer was separated. The aqueous layer
was extracted with ethyl acetate (80 mL X 2). The organic layers were combined, dried over anhydrous sodium sulfate,
filtered and concentrated to thereby provide free (R)-3-amino-1-(4-chlorobenzyl)pyrrolidine (3.35 g, 99%).

[0120] Et;N (2.5 mL, 17.6 mmol), N-tert-butoxycarbonylglycine (2.79 g, 16.0 mmol), EDCI (3.07 g, 16.0 mmol) and

282



10

15

20

25

30

35

40

45

50

55

EP 1 238 970 B9

HOBt (12.16 g, 16 mmol) were added to a CH,Cl, (80 mL) solution of the (R)-3-amino-1-(4-chlorobenzyl)pyrrolidine
(3.35 g, 16 mmol). The reaction mixture was stirred at 25 °C for 16 hours, and a 2 M NaOH solution (80 mL) was then
added to the mixture. The organic layer was separated, and the aqueous layer was extracted with dichloromethane (100
mL X 3). The organic layers were combined and washed with water (100 mL X 2) and brine (100 mL), dried over
anhydrous sodium sulfate, filtered, concentrated and purified by column chromatography (SiO,, ethyl acetate) to afford
the objective (R)-3-{N-(tert-butoxycarbonyl)glycyl}amino-1-(4-chlorobenzyl)pyrrolidine (5.40 g, 92%).

3) Synthesis of (R)-1-(4-chlorobenzyl)-3-(glycylamino)pyrrolidine

[0121] A4 M HCI dioxane (38 mL) solution was added to a methanol (60 mL) solution of the (R)-3-{N-(tert-butoxycar-
bonyl)glycyl}amino-1-(4-chlorobenzyl)pyrrolidine (5.39 g, 14.7 mmol). The resulting solution was stirred at room tem-
perature for 2 hours. The reaction mixture was concentrated, and a 2 M NaOH solution (80 mL) was added to the
concentrate. The resulting mixture was extracted with dichloromethane (80 mL X 3), and extracts were combined, dried
over anhydrous sodium sulfate, concentrated and purified by column chromatography (SiO,, AcOEt:EtOH:Et3N = 90:
5:5) to provide (R)-3-(glycylamino)-1-(4-chlorobenzyl)pyrrolidine (3.374 g, 86%).

TH-NMR(CDCl3, 270MHz) § 1.77 (dd, J = 1.3 and 6.9 Hz, 1H), 2.20-3.39 (m, 2 H), 2.53 (dd, J = 3.3 and 9.6 Hz, 1H),
2.62 (dd, J = 6.6 and 9.6 Hz, 1H), 2.78-2.87 (m, 1H), 3.31 (s, 2 H), 3.57(s, 2 H), 4.38-4.53 (br, 1H), 7.18-7.32 (m, 4 H),
7.39 (br, s, 1H).

4) (R)-1-(4-chlorobenzyl)-3-[{N-(3-(trifluoromethylthio)benzoyl)glycyl}amino]pyrrolidine (Compd. No. 1606)

[0122] A mixture of 3-(trifluoromethylthio)benzoic acid (0.060 mmol) with (R)-1-(4-chlorobenzyl)-3-(glycylamino)pyr-
rohdine (0.050 mmol), diisopropylcarbodiimide (0.060 mmol), HOBt (0.060 mmol), tert-butanol (0.15 mL) and chloroform
(1.35 mL) was stirred at room temperature for 15 hours. The reaction mixture was added to a Varian™ SCX column,
successively washed with methanol:chloroform = 1:1 (12 mL) and methanol (12 mL), then eluted with a methanol solution
of 4 M ammonia (5 mL) and concentrated to afford (R)-1-(4-chlorobenzyl)-3-[{N-(3-(trifluoromethylthio)benzoyl)glycyl}
amino]pyrrolidine (Compd. No. 1606) (17.0 mg, 72%). The purity was determined by RPLC/MS (97°/). ESI/MS m/e 472.0
(M*+H, C51H54CIF3N30,S).

[Example 1] Measurement of inhibitory activity of a compound against binding of [125]-labeled MIP-1B to membrane
fraction of the cells expressing CCR5

[0123] To a 96-well plate made of polystyrene, were respectively added 20 . L of a solution prepared by diluting each
test compound with an assay buffer (50 mM HEPES, pH 7.4, 5 mM MgCl,, 1 mM CaCl,, 0.2% BSA), 25 pL of a solution
obtained by diluting [125I]-labeled MIP-1B (NEN Life Science Products, Inc.) with the assay buffer so as to provide 0.1
to 0.5nM and 155 p L (including 4 . g of the membrane fraction) of a suspension prepared by suspending a membrane
fraction of CHO cells expressing human CCRS5 (the final volume of the reaction solution: 200 pL). The solutions and
suspension was stirred for 2 minutes and then incubated at 27 °C for 60 minutes.

[0124] After completing the reaction, the reaction suspension was filtered through Filtermate (Packard Instrument
Co.), and the filter was washed with 250 L of a precoded washing buffer (10 m M HEPES, pH 7.4, 0.5 M NaCl) nine
times. Into each well, was added 50 p.L of liquid scintillator. The radioactivity was counted using TopCount NXT (Packard
Instrument Co.).

[0125] The count when 0.2 uM of human MIP-1 o instead of the test compound was added was subtracted as
nonspecific binding, and the count when the test compound was not added was taken as 100%. Thereby, the inhibitory
activity of the test compound against binding of the human MIP-1j3 to the membrane fraction of the cells expressing
CCRS5 was calculated.

Inhibition (%) = [1- (A- B)/(C- B)] X100

(wherein A is the count when the test compound is added; B is the count when the unlabeled human MIP-1o. is added ;
C is the count when only the [125]]-labeled human MIP-18 is added).

[0126] When the inhibitory activity of the cyclic amine derivatives of the present invention was measured, for example,
the following compounds respectively showed an inhibitory activity of 20% to 50%, 50% to 80% and >80% at a concen-
tration of 10 wM.

[0127] Compounds which showed an inhibitory activity of 20% to 50% at a concentration of 10 wM:
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Compd.Nos.: 132, 198, 490, 516, 521, 528, 529, 601, 616, 622, 627, 642, 684, 847, 849, 850, 857, 867, 874, 899,
902, 1002, 1003, 1057, 1083, 1189, 1245, 1247, 1472, 1606, 1859,1998, 2093, 2095, 2097 and 2134

[0128] Compounds which showed an inhibitory activity of 50% to 80% at a concentration of 10 wM:

Compd.Nos.: 461, 505, 668, 679, 782, 1042, 1073, 1114, 1559, 1583, 1609, 1703, 1718, 1783, 1833,
1836,1855,1917, 2157, 2189 and 2251

[0129] Compounds which showed an inhibitory activity of >80% at a concentration of 10 pM:
Compd. Nos. 1709, 1837, 1910, 1919, 2179, 2235 and 2241

[Example 2] Measurement of inhibitory activity of a compound against infection of cells with HIV-1

[0130] The inhibitory activity of a compound against infection of cells with HIV-1 was measured by using cells simul-
taneously expressing CD4 and CCR5 or human peripheral blood monocytes according to methods described in literatures
(see, for example Mack, M. et al., J. Exp. Med., 1998, 187, 1215; and Baba, M. et al., Proc. Natl. Acad. Sci. USA, 1999,
96, 5698).

[Example 3] Preparation of a tablet

[0131] Atablet of the compound used in the present invention was prepared by, for example the following prescription:

Compound used in the presentinvention 30 mg

Lactose 87 mg
Starch 30 mg
Magnesium stearate 3 mg

[Example 4] Preparation of parenteral injections

[0132] Solution for injection of the compound used in the present invention was prepared by, for example the following
prescription:

Hydrochloride of compound used in the present invention 30 mg
Sodium chloride 900 mg
Distilled water for injection 100 mL

Industrial Applicability

[0133] The cyclic amine compound used in the present invention, pharmaceutically acceptable acid addition salt
thereof or pharmaceutically acceptable C4-Cg alkyl addition salt thereof are CCR5 antagonist and have inhibitory actions
on actions of in vivo ligands of CCRS5 on target cells, and mrdicine comprising the compounds as an active ingredient,
therefore, are useful as remedie or prophylactic for diseases in association with CCR5, wherein said diseases are
selected from the group consisting of rejection after organ transplantation, graft-versus-host diseases (GVHD) and
diabetes.

Claims

1. Use of acompound having the CCRS5 antagonistic activity represented by the general formula (1), a pharmaceutically
acceptable acid addition salt thereof or a pharmaceutically
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R /(CHz)k o) RrR*
1]
)Gy X"‘(CHz)n""}"'C_(CHz)p_‘gL‘(Cﬁz)q—G‘Rs (N
R? NCH! R’ R®

acceptable C4-Cgq alkyl addition salt thereof as an active ingredient:

wherein, R is a phenyl group, a C4-C4 cycloalkyl group or an aromatic heterocyclic group having one to three
oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms; the phenyl group or the aromatic heterocyclic
group in the above R! may be condensed with a benzene ring, or an aromatic heterocyclic group having one to
three oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms to form a condensed ring; the phenyl group,
the C5-Cg cycloalkyl group, the aromatic heterocyclic group or the condensed ring in the above R' may be substituted
with an optional number of halogen atoms, hydroxy groups, cyano groups, nitro groups, carboxy groups, carbamoyl
groups, C4-Cg alkyl groups, C5-Cg cycloalkyl groups, C,-Cg alkenyl groups, C4-Cg alkoxy groups, C4-Cg alkylthio
groups, C3 Cs alkylene groups, C,-C, alkylenoxy groups, C4-C5 alkylenedioxy groups, phenyl groups, phenoxy
groups, phenylthio groups, benzyl groups, benzyloxy groups, benzoylamino groups, C,-C, alkanoyl groups, C,-C,
alkoxycarbonyl groups, C,-C; alkanoyloxy groups, C,-C; alkanoylamino groups, C,-C; N-alkylcarbamoy! groups,
C,4-Cg N-cycioalkylcarbamoyl groups, C4-Cg alkylsulfonyl groups, C3-Cg (alkoxycarbonyl)methyl groups, N-phenyl-
carbamoyl groups, piperidinocarbonyl groups, morpholinocarbonyl groups, 1-pyrrolidinylcarbonyl groups, bivalent
groups represented by the formula: -NH(C=0)O-, bivalent groups represented by the formula: -NH(C=S)O-, amino
groups, mono(C4-Cg alkyl)amino groups or di(C4-Cg alkyl)amino groups; the substituents of the phenyl group, the
C5-Cg cycloalkyl group, the aromatic heterocyclic group or the condensed ring may further be substituted with an
optional number of halogen atoms, hydroxy groups, amino groups, trifluoromethyl groups, C4-Cg alkyl groups or
C4-Cg alkoxy groups;

R2 is a hydrogen atom, a C4-Cg alkyl group, a C,-C; alkoxycarbonyl group, a hydroxy group or a phenyl group; the
C4-Cg alkyl group or the phenyl group in the RZ may be substituted with an optional number of halogen atoms,
hydroxy groups, C4-Cg alkyl groups or C,-Cg alkoxy groups, with the proviso that R is not a hydroxy group when jis 0;
jis an integer of 0 to 2;

k is an integer of 0 to 2;

m is an integer of 2 to 4;

nis0or1;

R3 is a hydrogen atom or a C4-Cg alkyl group which may be substituted (with one or two phenyl groups which may
respectively be substituted with the same or different optional number of halogen atoms, hydroxy groups, C4-Cg
alkyl groups or C4-Cg alkoxy groups);

R4 and R5 are the same or different and are each a hydrogen atom, a hydroxy group, a phenyl group or a C4-Cg
alkyl group; the C4-Cg alkyl group in the R* and R5 may be substituted with an optional number of halogen atoms,
hydroxy groups, cyano groups, nitro groups, carboxy groups, carbamoyl groups, mercapto groups, guanidino groups,
C5-Cg cycloalkyl groups, C4-Cg alkoxy groups, C4-Cg alkylthio groups, phenyl groups (which may be substituted
with an optional number of halogen atoms, hydroxy groups, C4-Cg alkyl groups, C4-Cg alkoxy groups or benzyloxy
groups), phenoxy groups, benzyloxy groups, benzyloxycarbonyl groups, C,-C; alkanoyl groups, C,-C, alkoxycar-
bonyl groups, C,-C; alkanoyloxy groups, C,-C; alkanoylamino groups, C,-C; N-alkylcarbamoyl groups, C4-Cg
alkylsulfonyl groups, amino groups, mono(C4-Cg alkyl)amino groups, di(C4-Cg alkyl)amino groups, or (aromatic
heterocyclic groups having one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms or
condensed rings formed by condensation of the aromatic heterocyclic groups having the one to three oxygen atoms,
sulfur atoms and/or nitrogen atoms as the heteroatoms with the benzene rings), or both R4 and R® together may
form a three- to a six- membered cyclic hydrocarbon;

pis0Oor1;

qgisOor1;

G is a group represented by -CO-, -SO,-, -CO-0O-, -NR7-CO-, -CO-NR7-, -NH-CO-NH-, -NH-CS-NH-, -NR7-SO,-,
-S0,-NR7-, -NH-CO-O- or -O-CO-NH-, wherein, R7 is a hydrogen atom or a C4-Cg alkyl group or R7, together with
R5, may form a C,-Cj alkylene group;

R6is a phenyl group, a C4-Cg cycloalkyl group, a C4-Cg cycloalkenyl group, a benzyl group or an aromatic heterocyclic
group having one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms; the phenyl group,
the benzyl group or the aromatic heterocyclic group in the R® may be condensed with a benzene ring or an aromatic
heterocyclic group having one to three oxygen atoms, sulfur atoms and/or nitrogen atoms as heteroatoms to form
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a condensed ring; the phenyl group, the C3-Cg cycloalkyl group, the C5_Cg4 cycloalkenyl group, the benzyl group,
the aromatic heterocyclic group or the condensed ring in the above R8 may further be substituted with an optional
number of halogen atoms, hydroxy groups, mercapto groups, cyano groups, nitro groups, thiocyanato groups,
carboxy groups, carbamoyl groups, trifluoromethyl groups, C4-Cq alkyl groups, C5-Cg cycloalkyl groups, C,-Cg
alkenyl groups, C4-Cg alkoxy groups, C3-Cg cycloalkyloxy groups, C4-Cg alkylthio groups, C4-C5 alkylenedioxy
groups, phenyl groups, phenoxy groups, phenylamino groups, benzyl groups, benzoyl groups, phenylsulfinyl groups,
phenylsulfonyl groups, 3-phenyhzido groups, C,-C, alkanoyl groups, C,-C- alkoxycarbonyl groups, C,-C, alkanoy-
loxy groups, C,-C; alkanoylamino groups, C,-C, N-alkylcarbamoyl groups, C4-Cg alkylsulfonyl groups, phenylcar-
bamoy! groups, N,N-di(C4-Cg alkyl)sulfamoyl groups, amino groups, mono(C4-Cg alkyllammo groups, di(C4-Cg
alkyl)amino groups, benzylamino groups, C,-C- (alkoxycarbonyl)amino groups, C4-Cg (alkylsulfonyl)amino groups
or bis(C-Cg alkylsulfonyl)amino groups; the substituents of the phenyl group, the C3-Cg cycloalkyl group, the C5-Cq
cycloalkenyl group, the benzyl group, the aromatic heterocyclic group or the condensed ring may further be substi-
tuted with an optional number of halogen atoms, cyano groups, hydroxy groups, amino groups, trifluoromethyl
groups, C4-Cg alkyl groups, C4-Cg alkoxy groups, C4-Cg alkylthio groups, mono(C4-Cg alkyl)amino groups or di
(C4-Cg alkyl)amino groups,

in the manufacture of a medicament for the treatment of diseases associated with CCR5 selected from the group
consisting of rejection after organ transplantation, graft-versus-host diseases and diabetes.

2. Use according to claim 1, wherein k is 1 and m is 2 in the above formula (1).

3. Use according to claim 1, wherein k is 0 and m is 3 in the above formula (l).

4. Use according to claim 1, wherein k is 1 and m is 3 in the above formula (1).

5. Use according to claim 1, wherein k is 2 and m is 2 in the above formula (I).

6. Use according to claim 1, wherein k is 1 and m is 4 in the above formula (l).

Patentanspriiche

1. Verwendung einer durch die allgemeine Formel (l) dargestellten Verbindung mit CCR5-antagonistischer Aktivitat,

eines pharmazeutisch vertraglichen Saureadditionssalzes davon oder eines pharmazeutisch vertréaglichen C4-Cg
Alkyladditionssalzes davon, als ein aktiver Bestandteil,

= /(CHZ)k O R? :
. N 1]
S (CHay N S»—(CHZ)n—l\ls—c—(CHz)pf—;!—-(CHz}q—G—RG (1
R? et R R’ |

wobei R" eine Phenylgruppe, eine C5-Cg Cycloalkylgruppe oder eine aromatische heterocyclische Gruppe mit einem
bis drei Sauerstoffatomen, Schwefelatomen und/oder Stickstoffatomen als Heteroatome ist, die Phenylgruppe oder
die aromatische heterocyclische Gruppe in dem vorstehenden R! mit einem Benzolring oder einer aromatischen
heterocyclischen Gruppe mit einem bis drei Sauerstoffatomen, Schwefelatomen und/oder Stickstoffatomen als
Heteroatome kondensiert sein kann, um einen kondensierten Ring zu bilden, die Phenylgruppe, die C5-Cg Cyclo-
alkylgruppe, die aromatische heterocyclische Gruppe oder der kondensierte Ring in dem vorstehenden R mit einer
optionalen Zahl von Halogenatomen, Hydroxylgruppen, Cyanogruppen, Nitrogruppen, Carboxylgruppen, Carba-
moylgruppen, C4-Cg Alkylgruppen, C3-Cg Cycloalkylgruppen, C,-Cg Alkenylgruppen, C4-Cg Alkoxygruppen, C4-Cg
Alkylthiogruppen, C3-Cs Alkylengruppen, C,-C,4 Alkylenoxygruppen, C4-C5 Alkylendioxygruppen, Phenylgruppen,
Phenoxygruppen, Phenylthiogruppen, Benzylgruppen, Benzyloxygruppen, Benzoylaminogruppen, C,-C; Alkanoyl-
gruppen, C,-C; Alkoxycarbonylgruppen, C,-C; Alkanoyloxygruppen, C,-C, Alkanoylaminogruppen, C,-C; N-Al-
kylcarbamoylgruppen, C4-Cq N-Cycloalkylcarbamoylgruppen, C4-Cg Alkylsulfonylgruppen, C5-Cg (Alkoxycarbonyl)
methylgruppen, N-Phenylcarbamoylgruppen, Piperidinocarbonylgruppen, Morpholinocarbonylgruppen, 1-Pyrrolidi-
nylcarbonylgruppen, durch die Formel -NH(C=0)O- dargestellte zweiwertige Gruppen, durch die Formel -NH(C=S)
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O- dargestellte zweiwertige Gruppen, Aminogruppen, Mono(C,-Cg alkyl)aminogruppen oder Di(C4-Cg alkyl)amino-
gruppen substituiert sein kann, die Substituenten der Phenylgruppe, der C5-Cg4 Cycloalkylgruppe, der aromatischen
heterocyclischen Gruppe oder des kondensierten Rings weiter mit einer optionalen Zahl von Halogenatomen, Hy-
droxylgruppen, Aminogruppen, Trifluormethylgruppen, C4-Cg Alkylgruppen oder C4-Cg Alkoxygruppen substituiert
sein kdénnen,

R2 ein Wasserstoffatom, eine C;-Cg Alkylgruppe, eine C,-C Alkoxycarbonylgruppe, eine Hydroxylgruppe oder eine
Phenylgruppe ist, die C4-Cg Alkylgruppe oder die Phenylgruppe in R2 mit einer optionalen Zahl von Halogenatomen,
Hydroxylgruppen, C4-Cg Alkylgruppen oder C4-Cg Alkoxygruppen substituiert sein kann, mit der Malgabe, dass
R2 keine Hydroxylgruppe ist, wenn j O ist,

j eine ganze Zahl von 0 bis 2 ist,

k eine ganze Zahl von 0 bis 2 ist,

m eine ganze Zahl von 2 bis 4 ist,

n O oder 1 ist,

R3 ein Wasserstoffatom oder eine C4-Cg Alkylgruppe ist, die (mit einer oder zwei Phenylgruppen, die entsprechend
mit der gleichen oder unterschiedlichen optionalen Zahl von Halogenatomen, Hydroxylgruppen, C4-Cg Alkylgruppen
oder C4-C4 Alkoxygruppen substituiert sein kénnen) substituiert sein kann,

R4 und RS gleich oder verschieden sind und jeweils ein Wasserstoffatom, eine Hydroxylgruppe, eine Phenylgruppe
oder eine C4-C4 Alkylgruppe sind, wobei die C4-Cg Alkylgruppe in R* und R® mit einer optionalen Zahl von Halo-
genatomen, Hydroxylgruppen, Cyanogruppen, Nitrogruppen, Carboxylgruppen, Carbamoylgruppen, Mercaptogrup-
pen, Guanidinogruppen, C5-Cg Cycloalkylgruppen, C4-Cg Alkoxygruppen, C4-Cg Alkylthiogruppen, Phenylgruppen,
(die mit einer optionalen Zahl von Halogenatomen, Hydroxylgruppen, C,4-Cg Alkylgruppen, C4-Cg Alkoxygruppen
oder Benzyloxygruppen substituiert sein kdnnen), Phenoxygruppen, Benzyloxygruppen, Benzyloxycarbonylgrup-
pen, C,-C; Alkanoylgruppen, C,-C; Alkoxycarbonylgruppen, C,-C; Alkanoyloxygruppen, C,-C; Alkanoylamino-
gruppen, C,-C; N-Alkylcarbamoylgruppen, C4-Cg Alkylsulfonylgruppen, Aminogruppen, Mono(C4-Cg alkyl)amino-
gruppen, Di(C4-Cg alkyl)aminogruppen oder (aromatischen heterocyclischen Gruppen mit einem bis drei Sauer-
stoffatomen, Schwefelatomen und/oder Stickstoffatomen als Heteroatome oder kondensierten Ringen, gebildet
durch Kondensation der aromatischen heterocyclischen Gruppen mit dem einem bis drei Sauerstoffatomen, Schwe-
felatomen und/oder Stickstoffatomen als die Heteroatome mit den Benzolringen) substituiert sein kann, oder sowohl
R4 als auch RS zusammen einen drei- bis sechsgliedrigen cyclischen Kohlenwasserstoff bilden kénnen,

p 0 oder 1 ist,

q 0 oder 1 ist,

G eine durch -CO-, -SO,-, -CO-0-, -NR7-CO-, -CO-NR7-, -NH-CO-NH-, -NH-CS-NH-, -NR7-SO,-, -SO,-NR-, -NH-
CO-0- oder -O-CO-NH-, wobei R” ein Wasserstoffatom oder eine C4-Cg Alkylgruppe ist oder R7 zusammen mit R3
eine C,-C5 Alkylengruppe sein kann, dargestellte Gruppe ist,

R6 eine Phenylgruppe, eine C4-C4 Cycloalkylgruppe, eine C5-C4 Cycloalkenylgruppe, eine Benzylgruppe oder eine
aromatische heterocyclische Gruppe mit einem bis drei Sauerstoffatomen, Schwefelatomen und/oder Stickstoffa-
tomen als Heteroatome ist, wobei die Phenylgruppe, die Benzylgruppe oder die aromatische heterocyclische Gruppe
in R mit einem Benzolring oder einer aromatischen heterocyclischen Gruppe mit einem bis drei Sauerstoffatomen,
Schwefelatomen und/oder Stickstoffatomen als Heteroatome kondensiert sein kann, um einen kondensierten Ring
zu bilden, wobei die Phenylgruppe, die C5-Cg4 Cycloalkylgruppe, die C5-Cg Cycloalkenylgruppe, die Benzylgruppe,
die aromatische heterocyclische Gruppe oder der kondensierte Ring in dem vorstehenden R® weiter mit einer
optionalen Zahl von Halogenatomen, Hydroxylgruppen, Mercaptogruppen, Cyanogruppen, Nitrogruppen, Thiocya-
natgruppen, Carboxylgruppen, Carbamoylgruppen, Trifluormethylgruppen, C4-Cg Alkylgruppen, C5-Cg Cycloal-
kylgruppen, C,-Cg Alkenylgruppen, C4-Cg Alkoxygruppen, C3-Cg Cycloalkyloxygruppen, C4-Cg Alkylthiogruppen,
C4-C3 Alkylendioxygruppen, Phenylgruppen, Phenoxygruppen, Phenylaminogruppen, Benzylgruppen, Benzoyl-
gruppen, Phenylsufinylgruppen, Phenylsulfonylgruppen, 3-Phenylureidogruppen, C,-C; Alkanoylgruppen, C,-C,
Alkoxycarbonylgruppen, C,-C; Alkanoyloxygruppen, C,-C; Alkanoylaminogruppen, C,-C N-Alkylcarbamoylgrup-
pen, C4-Cg Alkylsulfonylgruppen, Phenylcarbamoylgruppen, N,N-Di(C4-Cg alkyl)sulfamoylgruppen, Aminogruppen,
Mono(C,-Cg alkyl)aminogruppen, Di(C4-Cg alkyl)aminogruppen, Benzylaminogruppen, C,-C; (Alkoxycarbonyl)ami-
nogruppen, C4-Cg (Alkylsulfonyl)aminogruppen oder Bis(C4-Cg alkylsulfonyl)-aminogruppen, substituiert sein kann,
wobei die Substituenten der Phenylgruppe, der C5-Cg4 Cycloalkylgruppe, der C5-Cg4 Cycloalkenylgruppe, der Ben-
zylgruppe, der aromatischen heterocyclischen Gruppe oder des kondensierten Rings weiter mit einer optionalen
Zahl von Halogenatomen, Cyanogruppen, Hydroxylgruppen, Aminogruppen, Trifluoromethylgruppen, C4-Cg Al-
kylgruppen, C4-Cg Alkoxygruppen, C4-Cg Alkylthiogruppen, Mono(C4-Cg alkyl)aminogruppen oder Di(C4-Cg alkyl)
aminogruppen substituiert sein kdnnen,

in der Herstellung eines Medikaments flr die Behandlung von mit CCR5 verbundenen Krankheiten, ausgewahlt
aus der Gruppe, bestehend aus Abstollung nach Organtransplantation, AbstoRungskrankheiten und Diabetes.
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Verwendung nach Anspruch 1, wobei in der vorstehenden Formel (l) k 1 ist und m 2 ist.
Verwendung nach Anspruch 1, wobei in der vorstehenden Formel (1) k 0 ist und m 3 ist.
Verwendung nach Anspruch 1, wobei in der vorstehenden Formel (I) k 1 ist und m 3 ist.
Verwendung nach Anspruch 1, wobei in der vorstehenden Formel (l) k 2 ist und m 2 ist.

Verwendung nach Anspruch 1, wobei in der vorstehenden Formel (1) k 1 ist und m 4 ist.

Revendications

1.

Utilisation d’'un composé ayant une activité antagoniste vis-a-vis de CCR5 représenté par la formule générale (1),
d’un sel d’addition d’acide pharmaceutiquement acceptable de celui-ci ou d’'un sel d’addition d’alkyle en C4-Cgq
pharmaceutiquement acceptable de celui-ci en tant que principe actif :

(CH,), o 4

Rl
>—(CH2)j—N< (CHZ),,—IT—E—(CHZ)‘, (CH),—G—R¢ )
R2

R3 RS
(CHZ)m

dans laquelle R est un groupe phényle, un groupe cycloalkyle en C3-Cq ou un groupe hétérocyclique aromatique
ayant un a trois atomes d’oxygéne, atomes de soufre et/ou atomes d’azote en tant qu’hétéroatomes ; le groupe
phényle ou le groupe hétérocyclique aromatique en R ci-dessus peut étre condensé avec un cycle benzéne, ou
un groupe hétérocyclique aromatique ayant un a trois atomes d’oxygéne, atomes de soufre et/ou atomes d’azote
en tant qu’hétéroatomes pour former un cycle condensé ; le groupe phényle, le groupe cycloalkyle en C5-Cg, le
groupe hétérocyclique aromatique ou le cycle condensé en R' ci-dessus peut étre substitué par un nombre facultatif
d’atomes d’halogéne, groupes hydroxy, groupes cyano, groupes nitro, groupes carboxy, groupes carbamoyle, grou-
pes alkyle en C4-Cg, groupes cycloalkyle en C3-Cg, groupes alcényle en C,-Cg, groupes alcoxy en C4-Cg, groupes
alkylthio en C4-Cg, groupes alkyléne en C3-Cs, groupes alkylénoxy en C,-C,4, groupes alkylénedioxy en C4-Cs,
groupes phényle, groupes phénoxy, groupes phénylthio, groupes benzyle, groupes benzyloxy, groupes benzoyla-
mino, groupes alcanoyle en C,-C, groupes alcoxycarbonyle en C,_C, groupes alcanoyloxy en C,-C;, groupes
alcanoylamino en C,-C, groupes N-alkylcarbamoyle en C,-C-, groupes N-cycloalkylcarbamoyle en C4-Cg, groupes
alkylsulfonyle en C4-Cg, groupes (alcoxycarbonyl)méthyle en C3-Cg, groupes N-phénylcarbamoyle, groupes pipe-
ridinocarbonyle, groupes morpholinocarbonyle, groupes 1-pyrrolidinylcarbonyle, groupes divalents représentés par
la formule : -NH(C=0)O-, groupes divalents représentés par la formule : -NH(C=S)O-, groupes amino, groupes
mono(alkyle en C4-Cg)amino oudi(alkyle en C4-Cg)amino ; les substituants du groupe phényle, du groupe cycloalkyle
en C5-Cg, du groupe hétérocyclique aromatique ou du cycle condensé peuvent en outre étre substitués par un
nombre facultatif d’atomes d’halogéne, groupes hydroxy, groupes amino, groupes trifluorométhyle, groupes alkyle
en C4-Cg ou groupes alcoxy en C4-Cg ;

R2 est un atome d’hydrogéne, un groupe alkyle en C4-Cg, un groupe alcoxycarbonyle en C»-C, un groupe hydroxy
ou un groupe phényle ; le groupe alkyle en C;-C4 ou le groupe phényle en R2 peut étre substitué par un nombre
facultatif d’atomes d’halogéne, groupes hydroxy, groupes alkyle en C4-Cg ou groupes alcoxy en C4-Cg, & la condition
que R2 ne soit pas un groupe hydroxy lorsque j vaut 0 ;

j est un nombre entier de 0 a 2;

k est un nombre entier de 0 a 2;

m est un nombre entier de 2 a 4;

nvautOou 1;

R3 est un atome d’hydrogéne ou un groupe alkyle en C4-Cg pouvant étre substitué (avec un ou deux groupes
phényle pouvant respectivement étre substitués par un nombre facultatif identique ou différent d’atomes d’halogéne,
groupes hydroxy, groupes alkyle en C4-Cg ou groupes alcoxy en C4-Cg);

R4 et R5 sont identiques ou différents et sont chacun un atome d’hydrogéne, un groupe hydroxy, un groupe phényle
ou un groupe alkyle en C4-Cg ; le groupe alkyle en C4-Cg en R4 ou R® peut étre substitué par un nombre facultatif
d’atomes d’halogéne, groupes hydroxy, groupes cyano, groupe nitro, groupes carboxy, groupes carbamoyle, grou-
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pes mercapto, groupes guanidino, groupes cycloalkyle en C5-Cg, groupes alcoxy en C4-Cg, groupes alkylthio en
C4-Cg, groupes phényle (pouvant étre substitués par un nombre facultatif d’atomes d’halogéne, groupes hydroxy,
groupes alkyle en C4-Cg, groupes alcoxy en C4-Cg ou groupes benzyloxy), groupes phénoxy, groupes benzyloxy,
groupes benzyloxycarbonyle, groupes alcanoyle en C,_C-, groupes alcoxycarbonyle en C,-C-, groupes alcanoyloxy
en C,-C-, groupes alcanoylamino en C,-C-, groupes N-alkylcarbamoyle en C,-C-, groupes alkylsulfonyle en C4-Cg,
groupes amino, groupes mono(alkyle en C4-Cg)amino, groupes di(alkyle en C4-Cg)amino, ou (des groupes hété-
rocycliques aromatiques ayant un a trois atomes d’'oxygéne, atomes de soufre et/bu atomes d’azote en tant qu’hé-
téroatomes ou cycles condensés formés par la condensation des groupes hétérocycliques aromatiques ayant les
un a trois atomes d’oxygéne, atomes de soufre et/ou atomes d’azote en tant qu’hétéroatomes avec les cycles
benzéne), ou R4 et RS peuvent tous deux former ensemble un hydrocarbure cyclique & trois a six éléments ;
pvautOou1;

gvautOou1;

G est un groupe représenté par -CO-, -SO,-, -CO-O-, -NR7-CO-, -CO-NR7- -NH-CO-NH-, -NH-CS-NH-, -NR7-SO,-,
-S0,-NR7-, -NH-CO-O- ou -O-CO-NH-, ot R7 est un atome d’hydrogéne ou un groupe alkyle en C4-Cg ou R7,
conjointement avec R®, peut former un groupe alkyléne en C,-Cs ;

R6 est un groupe phényle, un groupe cycloalkyle en C5-Cg, un groupe cycloalcényle en C5-Cg, un groupe benzyle
ou un groupe hétérocyclique aromatique ayant un a trois atomes d’oxygene, atomes de soufre et/ou atomes d’azote
en tant qu’hétéroatomes ; le groupe phényle, le groupe benzyle ou le groupe hétérocyclique aromatique en R8 peut
étre condensé avec un cycle benzéne ou un groupe hétérocyclique aromatique ayant un a trois atomes d’oxygéne,
atomes de soufre et/ou atomes d’azote en tant qu’hétéroatomes pour former un cycle condensé ; le groupe phényle,
le groupe cycloalkyle en C5-Cg, le groupe cycloalcényle en C5-Cg, le groupe benzyle, le groupe hétérocyclique
aromatique ou le cycle condensé en R® ci-dessus peut en outre étre substitué par un nombre facultatif d’atomes
d’halogene, groupes hydroxy, groupes mercapto, groupes cyano, groupes nitro, groupes thiocyanato, groupes
carboxy, groupes carbamoyle, groupes trifluorométhyle, groupes alkyle en C,-Cg, groupes cycloalkyle en C5-Cg,
groupes alcényle en C,-Cg, groupes alcoxy en C4-Cg, groupes cycloalkyloxy en C5-Cg, groupes alkylthio en C4-Cg,
groupes alkylénedioxy en C4-Cs, groupes phényle, groupes phénoxy, groupes phénylamino, groupes benzyle,
groupes benzoyle, groupes phénylsulfinyle, groupes phénylsulfonyle, groupes 3-phényluréido, groupes alcanoyle
en C,-C-, groupes alcoxycarbonyle en C,-C-, groupes alcanoyloxy en C,-C,, groupes alcanoylamino en C,-Co,
groupes N-alkylcarbamoyle en C,-C-, groupes alkylsulfonyle en C4-Cg, groupes phénylcarbamoyle, groupes N,N-
di(alkyle en C4-Cg)sulfamoyle, groupes amino, groupes mono(alkyle en C4-Cg)amino, groupes di(alkyle en C4-Cyg)
amino, groupes benzylamino, groupes (alcoxycarbonyl)amino en C,-C-, groupes (alkylsulfonyl)amino en C4-Cg ou
groupes bis(alkylsulfonyle en C4-Cg)amino ; les substituants du groupe phényle, du groupe cycloalkyle en C3-Cg,
du groupe cycloalcényle en C5 Cg, du groupe benzyle, du groupe hétérocyclique aromatique ou du cycle condensé
peuvent en outre étre substitués par un nombre facultatif d’atomes d’halogéne, groupes cyano, groupes hydroxy,
groupes amino, groupes trifluorométhyle, groupes alkyle en C4-Cg, groupes alcoxy en C4-Cg, groupes alkylthio en
C4-Cg, groupes mono(alkyle en C4-Cg)amino ou groupes di(alkyle en C4-Cg)amino,

dans la fabrication d’'un médicament destiné au traitement de maladies associées au CCRS choisies dans le groupe
constitué par un rejet aprés une greffe d’organe, les réactions du greffon contre héte et le diabéte.

Utilisation selon la revendication 1, dans laquelle k vaut 1 et m vaut 2 dans la formule (I) ci-dessus.
Utilisation selon la revendication 1, dans laquelle k vaut 0 et m vaut 3 dans la formule (1) ci-dessus.
Utilisation selon la revendication 1, dans laquelle k vaut 1 et m vaut 3 dans la formule (I) ci-dessus.
Utilisation selon la revendication 1, dans laquelle k vaut 2 et m vaut 2 dans la formule (I) ci-dessus.

Utilisation selon la revendication 1, dans laquelle k vaut 1 et m vaut 4 dans la formule (1) ci-dessus.
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