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NOVEL PYRIDINE DERIVATIVES

The present invention relates to organic compounds useful for therapy and/or
prophylaxis in a mammal, and in particular to compounds that are preferential inhibitors of

the cysteine protease cathepsin, in particular of the cysteine protease cathepsin S or L.

5 The invention relates in particular to a compound of formula (I)

R2
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R ~N N \14 K
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@
wherein
Alis -S- or -S(0)y-;
A’ is nitrogen or -(CH)-;
10 R'is halogen or haloalkyl;
R?*is hydrogen or halogen;

R’ is hydrogen, halogen, haloalkyl, pyrazolyl, [1,2,3]-triazolyl or [1,2,4]-triazolyl;
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R* and R® are independently selected from hydrogen, alkyl, haloalkyl and
halophenyl; and

R’ is hydrogen, halogen, haloalkyl, alkoxy, haloalkoxy, alkylpyridinyl,
halopyridinyl or alkylpyrazolyl;

or a pharmaceutically acceptable salt thereof.

The compounds of the invention are preferential inhibitors of the cysteine protease
Cathepsin (Cat), in particular Cathepsin S or Cathepsin L and are therefore useful to treat
metabolic diseases like diabetes, atherosclerosis, abdominal aortic aneurysm, peripheral
arterial disease, cancer, reduction of cardiovascular events in chronic kidney disease,
glomerulonephritis, age related macular degeneration, diabetic nephropathy and diabetic
retinopathy. In addition, immune mediated diseases like rheumatoid arthritis, crohn’s
disease, multiple sclerosis, sjorgen syndrome, lupus erythematosus, neuropathic pain,
diabetes type I, asthma and allergy and skin related immune disease are suitable diseases

to be treated with a cathepsin S inhibitor.

Objects of the present invention are the compounds of formula (I) and their
aforementioned salts per se and their use as therapeutically active substances, a process for
the manufacture of the said compounds, intermediates, pharmaceutical compositions,
medicaments containing the said compounds, their pharmaceutically acceptable salts, the
use of the said compounds and salts for the prophylaxis and/or therapy of illnesses,
especially in the treatment or prophylaxis of diabetes, atherosclerosis, abdominal aortic
aneurysm, peripheral arterial disease, cancer, reduction of cardiovascular events in chronic
kidney disease and diabetic nephropathy, and the use of the said compounds and salts for
the production of medicaments for the treatment or prophylaxis of diabetes,
atherosclerosis, abdominal aortic aneurysm, peripheral arterial disease, cancer, reduction

of cardiovascular events in chronic kidney disease and diabetic nephropathy.

Mammalian cathepsins are cysteine-type proteases involved in key steps of
biological and pathological events. Cathepsins are considered tractable drug targets as it is
feasible to inhibit enzymatic activity with small molecules and are therefore of interest to
the pharmaceutical industry (Bromme, D. (2001), 'Papain-like cysteine proteases', Curr
Protoc Protein Sci, Chapter 21, Unit 21 2; Roberts, R. (2005), 'Lysosomal cysteine
proteases: structure, function and inhibition of cathepsins', Drug News Perspect, 18 (10),
605-14).

Cathepsin S is prominently expressed in antigen presenting cells like macrophages
and dendritic cells and smooth muscle cells (Hsing, L. C. and Rudensky, A. Y. (2005),
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‘The lysosomal cysteine proteases in MHC class II antigen presentation’, Immunol Rev,
207, 229-41; Rudensky, A. and Beers, C. (2006), 'Lysosomal cysteine proteases and
antigen presentation’, Ernst Schering Res Found Workshop, (56), 81-95). While Cathepsin
S is only weakly expressed in normal arterial tissue, strong upregulation is seen in
atherosclerotic arteries (Liu, J., et al. (2006), 'Increased serum cathepsin S in patients with
atherosclerosis and diabetes’, Atherosclerosis, 186 (2), 411-9; Sukhova, G. K., et al.
(1998), 'Expression of the elastolytic cathepsins S and K in human atheroma and

regulation of their production in smooth muscle cells', J Clin Invest, 102 (3), 576-83).

Preclinical data suggest that the function of Cathepsin S is critical for atherosclerosis
as Cathepsin S deficient mice have a reduced atherosclerosis-phenotype when tested in
appropriate mouse models. In LDL-Rec deficient mice reduced lipid accumulation, elastin-
fibre breakdown and chronic arterial inflammation is reported. In APO E deficient mice a
significant reduction of acute plaque rupture events was reported. When chronic renal
disease is introduced into CatS/In APO-E deficient mice a strong reduction of accelerated
calcification is seen on top of the anti atherosclerotic activity in arteries and heart valves
Aikawa, E., et al. (2009), 'Arterial and aortic valve calcification abolished by elastolytic
cathepsin S deficiency in chronic renal disease’, Circulation, 119 (13), 1785-94; de
Nooijer, R., et al. (2009), 'Leukocyte cathepsin S is a potent regulator of both cell and
matrix turnover in advanced atherosclerosis’, Arterioscler Thromb Vasc Biol, 29 (2), 188-
94; Rodgers, K. J., et al. (2006), 'Destabilizing role of cathepsin S in murine
atherosclerotic plaques’, Arterioscler Thromb Vasc Biol, 26 (4), 851-6; Sukhova et al.
(2003), Deficiency of cathepsin S reduces atherosclerosis in LDL receptor-deficient mice’,
J Clin Invest, 111 (6), 897-906). This suggests a potential inhibitor of Cathepsin S would
stabilise atherosclerotic plaque by reducing extracellular matrix breakdown, by reducing
the proinflammatory state and by reducing accelerated calcification and subsequently its

clinical manifestations.

These phenotypes described in atherosclerosis models are in agreement with known
cellular functions of Cathepsin S. Firstly, Cathepsin S is involved in the degradation of
extracellular matrix that stabilises the plaque. In particular, Cathepsin S has potent
elastinolytic activity and can exert this at neutral pH, a feature that distinguishes Cathepsin
S from all other Cathepsins. Secondly, Cathepsin S is the major protease involved in
antigen processing, in particular cleavage of the invariant chain in antigen presenting cells,
resulting in reduced contribution of Tcells to the chronic inflammation of the
atherosclerotic tissue. Elevated inflammation results in further oxidative and proteolytic
tissue damage and subsequently plaque destabilisation (Cheng, X. W., et al. (2004),
‘Increased expression of elastolytic cysteine proteases, cathepsins S and K, in the

neointima of balloon-injured rat carotid arteries', Am J Pathol, 164 (1), 243-51; Driessen,
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C., et al. (1999), 'Cathepsin S controls the trafficking and maturation of MHC class II
molecules in dendritic cells', J Cell Biol, 147 (4), 775-90; Rudensky, A. and Beers, C.
(2006), 'Lysosomal cysteine proteases and antigen presentation’, Ernst Schering Res Found
Workshop, (56), 81-95).

The anti-inflammatory and anti-elastinolytic properties of a Cat S inhibitor make it
also a prominent target for chronic obstructive pulmonary disease (Williams, A. S., et al.
(2009), 'Role of cathepsin S in ozone-induced airway hyperresponsiveness and
inflammation’, Pulm Pharmacol Ther, 22 (1), 27-32). Furthermore due to its extracellular
functions in matrix degradation, inhibition of cathepsin S will impact neointima formation
and angiogenesis (Burns-Kurtis, C. L., et al. (2004), 'Cathepsin S expression is up-
regulated following balloon angioplasty in the hypercholesterolemic rabbit', Cardiovasc
Res, 62 (3), 610-20; Cheng, X. W., et al. (2004), 'Increased expression of elastolytic
cysteine proteases, cathepsins S and K, in the neointima of balloon-injured rat carotid
arteries', Am J Pathol, 164 (1), 243-51; Shi, G. P., et al. (2003), 'Deficiency of the cysteine
protease cathepsin S impairs microvessel growth', Circ Res, 92 (5), 493-500; Wang, B., et
al. (2006), '‘Cathepsin S controls angiogenesis and tumor growth via matrix-derived
angiogenic factors', J Biol Chem, 281 (9), 6020-9). An inhibitor of Cathepsin S might

therefore be useful in several different disease settings.

Cathepsin S plays also a role in the reduction of tumor growth and tumor cell
invasion as described by Roberta E. Burden in Clin Cancer Res 2009;15(19). In addition,
nephrectomized Cathepsin S knock out mice showed a significant reduction of arterial
calcification when compared to nephrectomized wild type mice. This indicates that
inhibition of Cathepsin S may have a beneficial effect on the reduction of cardiovascular

events in chronic kidney disease patients (Elena Aikawa, Circulation, 2009, 1785-1794).

Cathepsin L shows a broader expression profile than cathepsin S and there are also
data which suggest a role of cathepsin L in atherosclerosis, e.g. LDLrec & Cat L deficient
mice show a reduced atherosclerotic phenotype (Kitamoto, S., et al. (2007), ‘Cathepsin L
deficiency reduces diet-induced atherosclerosis in low-density lipoprotein receptor-
knockout mice', Circulation, 115 (15), 2065-75). In addition, Cat L was suggested to be
involved in metabolic syndrome as it controls adipogenesis and peripheral glucose
tolerance. In renal disease Cathepsin L is described to regulate podocyte function by
proteolytically processing dynamin and thereby proteinuria (Sever, S., et al. (2007),
Proteolytic processing of dynamin by cytoplasmic cathepsin L is a mechanism for
proteinuric kidney disease’, J Clin Invest, 117 (8), 2095-104).

Tissue remodelling, extracellular matrix degradation, the generation of active

neuropeptides and roles in antigen presentation in thymic epithelial cells are cellular
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activities described for Cathepsin L (Funkelstein et al. (2008), (a) Major role of cathepsin
L for producing the peptide hormones ACTH, 5 -Endorphin, and ¢ -MSH, illustrated by
protease gene knockout and expression, Journal of Biological Chemistry, 283(51), 35652-
35659; (b) Cathepsin L participates in the production of neuropeptide Y in secretory
vesicles, demonstrated by protease gene knockout and expression, Journal of
Neurochemistry, 106(1), 384-391, Rudensky and Beers 2006).

In the present description the term “alkyl”, alone or in combination, signifies a
straight-chain or branched-chain alkyl group with 1 to 8 carbon atoms, in particular a
straight or branched-chain alkyl group with 1 to 6 carbon atoms and particularly a straight
or branched-chain alkyl group with 1 to 4 carbon atoms. Examples of straight-chain and
branched C1-C8 alkyl groups are methyl, ethyl, propyl, isopropyl, butyl, isobutyl, tert.-
butyl, the isomeric pentyls, the isomeric hexyls, the isomeric heptyls and the isomeric
octyls, in particular methyl, ethyl, propyl, isopropyl, isobutyl and tert.-butyl, more
particularly methyl.

The term “alkoxy”, alone or in combination, signifies a group of the formula
alkyl-O- in which the term "alkyl" has the previously given significance, such as methoxy,
ethoxy, n-propoxy, isopropoxy, n-butoxy, isobutoxy, sec. butoxy and tert.butoxy, in

particular methoxy.
The term “oxy”, alone or in combination, signifies the -O- group.

The term “halogen” or “halo”, alone or in combination, signifies fluorine, chlorine,

bromine or iodine.

The terms “haloalkyl” and “haloalkoxy”, alone or in combination, denote an alkyl
group and an alkoxy group substituted with at least one halogen, in particular substituted
with one to five halogens, particularly one to three halogens. A particular “haloalkyl” is

trifluoromethyl. Particular haloalkoxy are trifluoroethoxy and trifluoropropyloxy.

The term “pharmaceutically acceptable salts” refers to those salts which retain the
biological effectiveness and properties of the free bases or free acids, which are not
biologically or otherwise undesirable. The salts are formed with inorganic acids such as
hydrochloric acid, hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid, in
particular, hydrochloric acid, and organic acids such as acetic acid, propionic acid, glycolic
acid, pyruvic acid, oxylic acid, maleic acid, malonic acid, succinic acid, fumaric acid,
tartaric acid, citric acid, benzoic acid, cinnamic acid, mandelic acid, methanesulfonic acid,
ethanesulfonic acid, p-toluenesulfonic acid, salicylic acid, N-acetylcystein. In addition

these salts may be prepared form addition of an inorganic base or an organic base to the
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free acid. Salts derived from an inorganic base include, but are not limited to, the sodium,
potassium, lithium, ammonium, calcium, magnesium salts. Salts derived from organic
bases include, but are not limited to salts of primary, secondary, and tertiary amines,
substituted amines including naturally occurring substituted amines, cyclic amines and
basic ion exchange resins, such as isopropylamine, trimethylamine, diethylamine,
triethylamine, tripropylamine, ethanolamine, lysine, arginine, N-ethylpiperidine, piperidine,
polyamine resins. The compound of formula (I) can also be present in the form of
zwitterions. Particular pharmaceutically acceptable salts of compound of formula (I) are

the salts of hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric acid and

methanesulfonic acid.

If one of the starting materials or compounds of formula (I) contains one or more
functional groups which are not stable or are reactive under the reaction conditions of one
or more reaction steps, appropriate protecting groups (as described e.g. in “Protective
Groups in Organic Chemistry” by T. W. Greene and P. G. M. Wutts, 3rd Ed., 1999, Wiley,
New York) can be introduced before the critical step applying methods well known in the
art. Such protecting groups can be removed at a later stage of the synthesis using standard
methods described in the literature. Examples of protecting groups are tert-butoxycarbonyl
(Boc), 9-fluorenylmethyl carbamate (Fmoc), 2-trimethylsilylethyl carbamate (Teoc),
carbobenzyloxy (Cbz) and p-methoxybenzyloxycarbonyl (Moz).

The compound of formula (I) can contain several asymmetric centers and can be
present in the form of optically pure enantiomers, mixtures of enantiomers such as, for
example, racemates, mixtures of diastereoisomers, diastereoisomeric racemates or

mixtures of diastereoisomeric racemates.

The term “asymmetric carbon atom’ means a carbon atom with four different
substituents. According to the Cahn-Ingold-Prelog Convention an asymmetric carbon atom

can be of the “R” or “S” configuration.
The invention relates in particular to the following:
A compound of formula (I) wherein Alis -S(0),-;
A compound of formula (I) wherein A? s -(CH)-;
A compound of formula (I) wherein R'is chloro, bromo, iodo or trifluoromethyl;
A compound of formula (I) wherein R? is halogen;

A compound of formula (I) wherein R” is chloro or fluoro;
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A compound of formula (I) wherein R’ is hydrogen, halogen or haloalkyl;
A compound of formula (I) wherein R’ is halogen;

A compound of formula (I) wherein R’ is chloro;

A compound of formula (I) wherein R* and R® are independently selected from

hydrogen and haloalkyl;

A compound of formula (I) wherein R* and R® are independently selected from

hydrogen and trifluoromethyl;

A compound of formula (I) wherein R’ is hydrogen, alkoxy, haloalkoxy, halogen,

alkylpyridinyl or alkylpyrazolyl; and

A compound of formula (I) wherein R’ is hydrogen, methoxy, trifluoroethoxy,

fluoro, trifluoropropyloxy, bromo, methylpyridinyl or mehtylpyrazolyl.
The invention further relates to a compound of formula (I) selected from:

(2S,4R)-4-(2-Chloro-4-methoxy-benzenesulfonyl)-1-[ 1-(5-chloro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-4-(2-Chloro-benzenesulfonyl)-1-[1-(5-chloro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-(2,2,2-
trifluoro-ethoxy)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-4-

methoxy-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-4-(2-Chloro-benzenesulfonyl)-1-[1-(5-chloro-3-fluoro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-
(2,2,2-trifluoro-ethoxy)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-

cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Bromo-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-4-

methoxy-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;
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(2S,4R)-1-[1-(5-Bromo-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-

benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(4'-fluoro-
biphenyl-3-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-chloro-
pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-
fluorophenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-carboxamide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(pyridin-2-
ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(4'-fluoro-
biphenyl-3-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-chloro-
pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,45)-4-(2-Chloro-4-fluoro-benzenesulfonyl)-1-[ 1-(5-chloro-3-fluoro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-chloro-5-
trifluoromethyl-pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-chloro-
pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(pyridine-2-
sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(6-methyl-
pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-
trifluoromethyl-pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;
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(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-
trifluoromethyl-pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-chloro-
pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(6-methyl-
pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-
trifluoromethyl-pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-
trifluoromethyl-pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-5-
trifluoromethyl-phenylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-((S)-
1,1,1-trifluoropropan-2-yloxy)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-

carboxamide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-5-
(trifluoromethyl)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-carboxamide;

(2S,4R)-1-[1-(5-Chloro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-5-
trifluoromethyl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-4-(4-Bromo-2-chloro-benzenesulfonyl)-1-[1-(5-chloro-3-fluoro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-(2-
methylpyridin-4-yl)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-carboxamide;

(2S,4R)-4-[2-Chloro-4-(2-chloro-pyridin-4-yl)-benzenesulfonyl]-1-[ 1-(5-chloro-3-fluoro-
pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;
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(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-(1-
methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-(2-
methyl-pyridin-3-yl)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-5-
trifluoromethyl-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-

cyano-cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-5-iodo-
pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[1-(3,5-dichloro-
pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-5-
1odo-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-5-
trifluoromethyl-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-

cyano-cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[ 1-(3,5-dichloro-
pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-4-(2-Fluoro-benzenesulfonyl)-1-[ 1-(3-fluoro-5-iodo-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-fluoro-

benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(3-Fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-pyrazol-1-yl-

benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;
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(2S,4R)-1-[1-(3-Fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-[1,2,3]triazol-1-

yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(3-Fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-[1,2,4]triazol-1-

yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

((2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-pyrazol-1-yl-

benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-[1,2,3]triazol-

1-yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide; and

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-[1,2,4]triazol-

1-yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide.
The invention relates in particular to a compound of formula (I) selected from:

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-4-

methoxy-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-4-(2-Chloro-benzenesulfonyl)-1-[1-(5-chloro-3-fluoro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-
(2,2,2-trifluoro-ethoxy)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Bromo-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-4-

methoxy-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Bromo-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-

benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-
fluorophenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-carboxamide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-((S)-
1,1,1-trifluoropropan-2-yloxy)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-

carboxamide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-5-
(trifluoromethyl)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-carboxamide;
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(2S,4R)-4-(4-Bromo-2-chloro-benzenesulfonyl)-1-[ 1-(5-chloro-3-fluoro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-(2-
methylpyridin-4-yl)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-carboxamide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-(1-
methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-(2-
methyl-pyridin-3-yl)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[1-(3-fluoro-5-
trifluoromethyl-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-

cyano-cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-5-iodo-
pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[1-(3,5-dichloro-
pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-5-
1odo-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-5-
trifluoromethyl-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-

cyano-cyclopropyl)-amide; and

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[ 1-(3,5-dichloro-
pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide.

The compound of formula (I) can be prepared using procedures known in the art.

The compound of formula (I) can also be prepared using the following procedures.

The following abbreviations are used in the present specification.
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AcOEt: Ethyl acetate;

ACN: Acetonitrile;

boc: tert-Butyloxycarbonyl;

BOP: Benzotriazolyl-N-oxy-tris(dimethylamino)-phosphonium hexafluorophosphate;
BOP-CI: Bis-(2-oxo-3-oxazolidinyl)-phosphinic acid chloride;

Cbz: Carbobenzyloxys;

CDL: 1,1°-Carbonyldiimidazole;

DCM : Dichloromethane;

DIEA: Diisopropyl ethyl amine;

DMAP: 4-Dimethylaminopyridine;

DMEF: N,N-Dimethylformamide;

EDCI: N-(3-Dimetylaminopropyl)-N’-ethyl-carbodiimide hydrochloride;

EtOAc: Ethyl acetate;

Fmoc: 9-Fluorenylmethyloxycarbonyl;

h: hour;

HATU: O-(7-azabenzotriazol-1-yl)-1,1,3,3-tetramethyluronium hexafluorophosphate;
HOBT: 1-Hydroxybenzotriazole;

Hunig’s Base: Ethyl-diisopropyl-amine;

KHMDS: Potassium bis(trimethylsilyl)amide;

LDA: Lithiumdiisopropylamide;

LHMDS: Lithium bis(trimethylsilyl)amide;

mCPBA or MCPBA: meta-Chloroperoxybenzoic acid;

MeOH: Methanol;
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Mes-Cl: Mesyl chloride;
min: minute;
Moz: Methoxybenzyl carbonyl;
Na»SO,: Sodium sulfate;
5 Nos-Cl: 3-Nitrobenzenesulfonyl chloride;

Pd,(dba);: Tris(dibenzylideneacetone)dipalladium;
PyBOP: Benzotriazol-1-yl-oxytripyrrolidinephosphonium hexafluorophosphate;
TBTU: O-(Benzotriazol-1-yl)-N,N,N’,N’-tetramethyluronium terafluoroborate;
Teoc: Trimethylsilyl ethoxycarbonyl;

10 THF: Tetrahydrofurane;
TFA: Trifluoroacetic acid; and

Tos-Cl: Toluene-4-sulfonyl chloride.

Scheme 1
R1 RZ R1 RZ
=} X R2 Base 1 | N Base 2 | N
U + k\ — PN — L 2\ _coon
Z A
N”F N
1 2 3 4

15 R!-R? are as defined above; Base 1 is e.g. NaOtBu, KOtBu, NaH, LiIHMDS, KHMDS or
LDA; Base 2 is e.g. LiOH, NaOH or KOH.

A pyridine derivative such as 1 is treated with cyclopropanecarbonitrile 2 in the
presence of a base (Base 1 as defined above) to yield the pyridine derivative 3. Compound
3 is treated with a base (Base 2 as defined above) to yield the final carboxylic acid

20 derivative 4 as free acid or as a salt thereof.

Scheme 2
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LG is a leaving group such as triflate, mesylate, tosylate, brosylate or nosylate; A* and R*-

R® are as defined above; R is e.g. Methyl, Ethyl, iPropyl or Benzyl.

A Boc-protected proline derivative S is reacted with a phenylthiol derivative in the
5 presence of a base such as triethyl amine, DIEA, 2,6-lutidine, etc. to yield the thioether

derivative 6. Oxidation of 6 with a peroxide reagent such as H,0O,, oxone, mCPBA yields
the sulfone derivative 7. Saponification of the ester to the acid with a base such as LiOH,
NaOH or KOH yields the corresponding carboxylic acid 8 or salts thereof. Amide coupling
is accomplished by reaction of 8 with 1-aminocarbonitrile derivative and a coupling

10 reagent, such as EDCI, CDI, BOP-CIl, TBTU, HATU, PyBOP or BOP, in the presence of a
base, such as DIEA, triethyl amine or lutidine, to yield amide 9. Finally, the Boc-
protecting group is removed by treating compound 9 with an acid such as TFA, HCl in an

organic solvent (e.g. AcOEt, dioxane ) or formic acid to yield amine 10.

Scheme 3
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A? and R'-R® are as defined above.

Carboxylic acid 4 is reacted with amine 10 in the presence of one of the amide
coupling reagents, such as EDCI, CDI, BOP-CIl, TBTU, HATU, PyBOP or BOP, in the

5 presence of a base such as DIEA, triethyl amine or 2,6-lutidine, to yield amide 11.

Scheme 4
R’ 1
R
13
A
| N O-R |\
R "0 o R™—B, R~ N
SN =
—_—
6 2 - catalyst Q
RN AL S0 RA AL 570
1O | Lo
LlG"Y R o R
R R4
12 11

R'-R* and R° are as defined above; LG is a leaving group such as CI, Br, I; R” is phenyl,
substituted phenyl, heterocyclyl or substituted heterocyclyl as defined above; R is H or

10 methyl, or both R together with the boron atom to which they are attached form 2,4.,4,5,5-
pentamethyl-[1,3,2]dioxaborolane.

Compound 12 is reacted with a boronic acid or ester derivative 13 in the presence of
a base such as Na,COs3, K,COj3, Cs,CO3, KOtBu, K;PO,, and a catalyst known in the art
for performing Suzuki reactions such as e.g. Pd(PPh3),, Pd,(dba); or a Pd-source with a

15  phosphine ligand, to yield the biaryl derivative 11.
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LG is a leaving group such as triflate, mesylate, tosylate, brosylate or nosylate; A* and R'-
R® are as defined above; X is F, Cl, Br, I or X = O-LG.

The aminolactone 14 or a corresponding salt thereof such as hydrochloride,
hydrobromide, phosphate, hydrogenphosphate, sulfate, hydrogensulfate, methansulfonate
etc. is reacted with carboxylic acid 4 in the presence of an amide coupling reagent, such as
EDCI, CDI, BOP-CI1, TBTU, HATU, PyBOP or BOP, in the presence of a base such as

DIEA, triethyl amine, 2,6-lutidine, or alternatively, in the presence of an acid halogenide
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such as phosgene, triphosgene, oxalylchloride or thionylchloride, to yield amide 15.
Opening of the lactone 15 by an amine is performed in the presence of an appropriate base
such as sodium 2-ethylhexanoate, TEA, DIEA, DMAP, 2,6-lutidine or pyridine to yield
the alcohol 16. Compound 16 is treated with X-LG in the presence of a base such as TEA,
DIEA, DMAP, 2,6-1utidine or pyridine to yield the intermediate 17 which is subsequently
reacted with thiols to yield the thioether 18. Oxidation of thioether 18 to the sulfone 19 is
achieved by the reaction of 18 with oxidizing reagents such as H,0O,, oxone, MCPBA.

Scheme 6

2 2

R R
o} 0
| o o X—X | > o
1 _N _N [( i A ’ N N [(
R " E X, X R
\\ O 1\

N

O= =g )’(:X\X
3 - .
Az/ R - A2/ X\X.
| Base |
RO 2 R* R A R*
R° R
20 21

Rlisa leaving group such as F, Cl, or S(O),-Me; X is either N or CH; Base is an inorganic
base such as Na,COs3, K,CO3, Cs,COs5 or an organic base such as DIEA, triethylamine or
2,6-1utidine.

Compound 20 is dissolved in an appropriate solvent such as DMF, DMA or THF, a base as
defined above and the nitrogen containing 5S-membered heterocycle is added to the
reaction mixture. The mixture is initially stirred at room temperature and subsequently

heated to an elevated temperature from 30 - 100 °C until the reaction is completed.

The invention also relates to a process for the preparation of a compound of formula

(I) as defined above, comprising one of the following steps:

(a) The reaction of a compound of formula (A)

(A)
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in the presence of acid, wherein Al, A? and R! to R® are as defined above and

wherein PG is an amine protecting group;

(b) The reaction of a compound of formula (B1)

N
AN
\N

(BI)

(B2)

in the presence of a base and an amide coupling agent and a base, wherein A', A*

and R to R® are as defined above;

(c) The reaction of a compound of formula (C)

3 RN
SN
, Al N
Re 1=
\ /R
LG .
R ©)

in the presence of RSB(OR)Z, a base and a Suzuki catalyst, wherein wherein Al, A?
and R' to R* and R® are as defined above, LG is a leaving group, R’ is

alkylpyridinyl, halopyridinyl or alkylpyrazolyl and R is hydrogen or methyl, or both
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R, together with the boron atom to which they are attached, form 2,4,4.,5,5-

pentamethyl-[1,3,2]dioxaborolane; or

(d) The reaction of a compound of formula (D)

(D)

5 in the presence of an oxidizing agent, wherein wherein A" and R' to R® are as

defined above.
In step (a), the acid is for example TFA, HCI or formic acid.

In step (a), the amine protecting group is for example boc, Fmoc, Cbz, Teoc, benzyl

or Moz.

10 In step (b), the amide coupling agent is for example EDCI, CDI, BOP-CI, TBTU,
HATU, PyBOP or BOP.

In step (b), the base is for example DIEA, triethyl amine or 2,6-lutidine.
In step (c), the leaving group is for example CI, Br or L.
In step (c), the base is for example Na,COs, K»COs, Cs2CO3, KOtBu or K3PO,.

15 In step (c), the Suzuki catalyst is for example Pd(PPhs),, Pda(dba)s or a Pd-source
with a phosphine ligand.

In step (d), the oxidizing agent is for example H,O,, oxone or MCPBA.

A compound of formula (I), when manufactured according to the above process is

also an object of the invention.

20 The compounds of formula (I) and their pharmaceutically acceptable salts can be

used as medicaments (e.g. in the form of pharmaceutical preparations). The



WO 2014/029722 PCT/EP2013/067218
=29 -

pharmaceutical preparations can be administered internally, such as orally (e.g. in the form
of tablets, coated tablets, dragées, hard and soft gelatin capsules, solutions, emulsions or
suspensions), nasally (e.g. in the form of nasal sprays) or rectally (e.g. in the form of
suppositories). However, the administration can also be effected parentally, such as

5 intramuscularly or intravenously (e.g. in the form of injection solutions).

The compounds of formula (I) and their pharmaceutically acceptable salts can be
processed with pharmaceutically inert, inorganic or organic adjuvants for the production of
tablets, coated tablets, dragées and hard gelatin capsules. Lactose, corn starch or
derivatives thereof, talc, stearic acid or its salts etc. can be used, for example, as such

10 adjuvants for tablets, dragées and hard gelatin capsules.

Suitable adjuvants for soft gelatin capsules are, for example, vegetable oils, waxes,

fats, semi-solid substances and liquid polyols.

Suitable adjuvants for the production of solutions and syrups are, for example, water,

polyols, saccharose, invert sugar and glucose.

15 Suitable adjuvants for injection solutions are, for example, water, alcohols, polyols,

glycerol and vegetable oils.

Suitable adjuvants for suppositories are, for example, natural or hardened oils,

waxes, fats, semi-solid and liquid polyols.

Moreover, the pharmaceutical preparations can contain preservatives, solubilizers,
20 viscosity-increasing substances, stabilizers, wetting agents, emulsifiers, sweeteners,
colorants, flavorants, salts for varying the osmotic pressure, buffers, masking agents or

antioxidants. They can also contain still other therapeutically valuable substances.
The invention thus also relates in particular to the following:
A compound of formula (I) for use as therapeutically active substance;

25 A pharmaceutical composition comprising a compound of formula (I) and a

therapeutically inert carrier;

The use of a compound of formula (I) for the preparation of a medicament for the
treatment or prophylaxis of diabetes, atherosclerosis, abdominal aortic aneurysm,
peripheral arterial disease, cancer, reduction of cardiovascular events in chronic kidney

30 disease, diabetic nephropathy, diabetic rethinopathy or age related macular degeneration;
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A compound of formula (I) for the treatment or prophylaxis of diabetes,
atherosclerosis, abdominal aortic aneurysm, peripheral arterial disease, cancer, reduction
of cardiovascular events in chronic kidney disease, diabetic nephropathy, diabetic

rethinopathy or age related macular degeneration; and

A method for the treatment or prophylaxis of diabetes, atherosclerosis, abdominal
aortic aneurysm, peripheral arterial disease, cancer, reduction of cardiovascular events in
chronic kidney disease, diabetic nephropathy, diabetic rethinopathy or age related macular
degeneration, which method comprises administering an effective amount of a compound

of formula ().

The invention will be illustrated by the following examples which have no limiting

character.
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Examples

Example 1

(25,4R)-4-(2-Chloro-4-methoxy-benzenesulfonyl)-1-[1-(5-chloro-pyridin-2-yl)-
cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

Cl

a) 1-(5-Chloro-pyridin-2-yl)-cyclopropanecarbonitrile

Cl N
| N/ CN

To a solution of 5-chloro-2-fluoropyridine (2 g, 1.53 ml, 15.2 mmol, Eq: 1.00) and
cyclopropanecarbonitrile (1.02 g, 1.15 ml, 15.2 mmol, Eq: 1.00) in toluene (20.0 ml) was
added dropwise over 5 min. KHMDS 0.5 M in toluene (30.4 ml, 15.2 mmol, Eq: 1.00) at
0°C. The solution turned brown. After 45 min, the reaction mixture was allowed to warm
up to 22 °C and stirred for 2.5 h. Saturated aqueous NH4Cl solution (50 ml) was then
added and the aqueous phase was extracted with AcOEt (3 x 60 ml). The combined
organic phases were dried over Na,SQy, filtered and concertrated under reduced pressure.
The crude material was purified by flash chromatography (silica gel, 70 g, 0% to 20%
EtOAc in heptane) to yield the title compound as a white solid (840 mg; 31 %). m/z =
179.0373 [M+H]".

b) 1-(5-Chloro-pyridin-2-yl)-cyclopropanecarboxylic acid

Cl N

N

\

COOH

Compound 1a) (600 mg, 3.36 mmol, Eq: 1.00) was dissolved in 1 % aqueous KOH

solution (18 ml, 207 mg, 3.7 mmol, Eq: 1.1) . The reaction mixture was stirred 17 h at
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100 °C. The crude reaction mixture was concentrated in vacuo and was acidified to pH 4.
The crude material was purified by preparative HPLC to yield the title compound as a
white solid (339 mg; 51 %). m/z = 198.1 [M+H]".

¢) (28,4R)-4-(2-Chloro-4-methoxy-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-
cyano-cyclopropyl)-amide HCI-salt

CAS 1252640-17-7 (600 mg, 1.24 mmol, Eq: 1.00) was dissolved in HCl/dioxane (1.55 ml,
6.2 mmol, Eq: 5.00) and stirred at 22 °C for 4 h. The crude reaction mixture was
concentrated in vacuo to yield a white solid (309 mg; 65 %) which was used without
further purification. m/z = 384.2 [M+H]".

d) (28,4R)-4-(2-Chloro-4-methoxy-benzenesulfonyl)-1-[ 1-(5-chloro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

Cl

Example 1b) (61.8 mg, 313 umol, Eq: 1.20) was dissolved in DMF (2 ml). HATU (198 mg,
521 pmol, Eq: 2.00), DIEA (67.3 mg, 91.0 ul, 521 umol, Eq: 2.00) and example 1c) (100
mg, 261 umol, Eq: 1.00) were added to the solution and stirred at 22 °C for 15 h. The

crude material was purified by preparative HPLC to yield the title compound as a white
solid (106 mg; 72 %). m/z = 563.2 [M+H]".

Example 2

(2S,4R)-4-(2-Chloro-benzenesulfonyl)-1-[1-(5-chloro-pyridin-2-yl)-
cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide
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Example 2 was prepared in analogy to example 1 starting from CAS 1252638-10-0 to
yield the title compound as a white solid (106 mg; 72 %). m/z = 533.2 [M+H]".

Example 3

5 (25,4R)-1-[1-(5-Chloro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-(2,2,2-
trifluoro-ethoxy)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide

Cl
N/
(6] 0 —
N X\‘N —N
(@]
(@]
O Cl
F
F

Example 3 was prepared in analogy to example 1 starting from CAS 1252634-04-0 to
10 yield the title compound as a white solid (50 mg; 36 %). m/z = 631.1 [M+H]".

Example 4

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-4-
methoxy-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide
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Example 4 was prepared in analogy to the methods described in example 1 starting from 5-
chloro-2,3-difluoropyridine and example 1c) to yield the title compound as a white solid
(45 mg; 30 %). m/z = 581.1 [M+H]".

Example 5
(2S,4R)-4-(2-Chloro-benzenesulfonyl)-1-[1-(5-chloro-3-fluoro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

Cl

Example 5 was prepared in analogy to the methods described in example 1 starting from 5-
chloro-2,3-difluoropyridine and CAS 1252638-10-0 to yield the title compound as a white
solid (99 mg; 64 %). m/z = 551.1 [M+H]".

Example 6

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[ 2-chloro-4-
(2,2,2-trifluoro-ethoxy)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide
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Example 6 was prepared in analogy to the methods described in example 1 starting from 5-
chloro-2,3-difluoropyridine and CAS 1252634-04-0 to yield the title compound as a white
solid (114 mg; 79 %). m/z = 649.2 [M+H]".

Example 7

(2S,4R)-1-[1-(5-Bromo-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-4-
methoxy-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

Br
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F
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Example 7 was prepared in analogy to the methods described in example 1 starting from 5-
bromo-2,3-difluoropyridine and example 1c) to yield the title compound as a white solid
(14 mg; 17 %). m/z = 627.0 [M+H]".

Example 8

(2S,4R)-1-[1-(5-Bromo-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-
benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide
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Example 8 was prepared in analogy to the methods described in example 1 starting from 5-
bromo-2,3-difluoropyridine and CAS 1252638-10-0 to yield the title compound as a white
foam (48 mg; 57 %). m/z = 597.0 [M+H]".

5 Example 9

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(4'-fluoro-
biphenyl-3-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

F
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a) (18,4S5)-5-[ 1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl|-2-oxa-5-aza-
10 bicyclo[2.2.1]heptan-3-one

OI§O7
b1 z/ T

N
7\
Cl

To a milky suspension of 5-chloro-3-fluoro-pyridine-2-carboxylic acid prepared in

analogy of example 1b) (670 mg, 3.11 mmol, Eq: 1.00) in toluene (6 ml) at 25 °C was
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added DMF (11.4 mg, 12.0 pl, 155 pmol, Eq: 0.05). The mixture was cooled down to 0 °C,
then a solution of oxalyl chloride (434 mg, 299 ul, 3.42 mmol, Eq: 1.10) in toluene (2.00
ml) was dropped in within 10 min. The reaction mixture was stirred at 0 °C for 30 min,
then without cooling for 3 h. At 0 °C, (15,45)-2-oxa-5-aza-bicyclo[2.2.1]heptan-3-one
methanesulfonate (CAS 769167-53-5) (650 mg, 3.11 mmol, Eq: 1.00) and THF (4.00 ml)
were added to the reactionmixture, followed by TEA (1.18 g, 1.62 ml, 11.7 mmol, Eq:
3.75), dropped within 10 min (exothermic). The mixture was stirred at 22 °C for 16 h.The
reaction mixture was poured into 20% aqueous citric acid solution (25 ml) and extracted
with EtOAc (3 x 20 ml).The organic layers were dried over Na,SO4 and concentrated in
vacuo. The crude material was purified by flash chromatography (silica gel, 40 g, 0% to
50% EtOAc in heptane) to yield the title compound as an orange oil (850 mg; 88 %).

m/z =311.1 [M+H]".

b) (28,4S5)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-hydroxy-
pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

F
Y o
At
\ NN\
HO N

A mixture of example 9a) (850 mg, 2.74 mmol, Eq: 1.00), 1-aminocyclopropane-
carbonitrile hydrochloride (422 mg, 3.56 mmol, Eq: 1.30), sodium 2-ethylhexanoate (705
mg, 4.24 mmol, Eq: 1.55) in water (3 ml) and THF (2.00 ml) was stirred at 55 °C for 18 h.
To the reaction mixture were added hydrochloric acid (189 mg, 157 ul, 1.91 mmol, Eq:
0.70) and sodium chloride (1.36 g, 1.36 ml, 23.3 mmol, Eq: 8.50). The mixture was stirred
for 15 min, then poured into AcOEt (25 ml) and extracted. The aqueous layer was back-
extracted with AcOEt (3 x 20 ml). The organic layers were dried over Na,SO,4 and
concentrated in vacuo. The crude material was purified by flash chromatography (silica gel,
40 g, 0% to 90% EtOAc in heptane) to yield the title compound as white foam (560 mg;

52 %). m/z = 393.0 [M+H]".

c) 3-Nitro-benzenesulfonic acid (38,55)-1-[1-(5-chloro-3-fluoro-pyridin-2-yl)-
cyclopropanecarbonyl]-5-(1-cyano-cyclopropylcarbamoyl)-pyrrolidin-3-yl ester
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Example 9b) (560 mg, 1.43 mmol, Eq: 1.00) was dissolved in DCM (15 ml) and 3-
nitrobenzene-1-sulfonyl chloride (335 mg, 1.51 mmol, Eq: 1.06) was added. The mixture
was cooled down to 0 °C and TEA (433 mg, 596 ul, 4.28 mmol, Eq: 3.00) was slowly and
carefully added with a syringe. The icebath was removed and the reaction mixture was
stirred at 25 °C for 18 h. The reaction mixture was extracted with aqueous 10 % Na,COs3
and 0.1 N aqueous HCI solutions. The organic layers were dried over Na,SQ,, filtered and
evaporated. The crude material was purified by flash chromatography (silica gel, 40 g, 0%
to 85% EtOAc in heptane) to yield the title compound as off-white solid (510 mg; 62 %).
m/z = 578.0 [M+H]".

d) (28,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl[-4-(4'-fluoro-
biphenyl-3-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

F
XN O
J@Xf O
o~ §>/< X
H N\
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S

e

Example 9¢) (70 mg, 121 umol, Eq: 1.00) and 4'-fluorobiphenyl-3-thiol (27.2 mg, 133
umol, Eq: 1.10) were dissolved in propionitrile (1 ml). TEA (30.6 mg, 42.2 ul, 303 umol,
Eq: 2.50) was added and the reaction mixture was stirred at 90 °C for 3 h. The reaction
mixture was poured into 0.1 M aqueous HCI solution (10 ml) and extracted with EtOAc (3
x 10 ml). The organic layers were combined, dried over Na;SO,4 and concentrated in vacuo.
The crude material was purified by flash chromatography (silica gel, 10 g, 0 % to 66 %
EtOAc in heptane) to yield the title compound as off-white oil (46 mg; 68%). m/z = 579.1
[M+H]".
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Example 10

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-chloro-
pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

F
O
ﬁ% v
ol N N _“‘\\/(NK
H N\
S \N
NP | Cl
N

Example 10 was prepared in analogy to the methods described in example 9 starting from
3-chloropyridine-2-thiol and example 9c) to yield the title compound as a light yellow oil
(50 mg; 79 %). m/z = 522.0 [M+H]".

Example 11

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-
fluorophenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-carboxamide

Example 11 was prepared in analogy to the methods described in example 1 starting from
5-chloro-2,3-difluoropyridine and CAS 1252633-65-0 to yield the title compound as a
white solid (46 mg; 30 %). m/z = 569.0632 [M+H]".

Example 12

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(pyridin-2-
ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide
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Example 12 was prepared in analogy to the methods described in example 9 starting from
pyridine-2-thiol and example 9c¢) to yield the title compound as a colorless oil (4 mg; 7 %).
m/z = 486.1 [M+H]".

Example 13

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(4'-fluoro-
biphenyl-3-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

o ANl X
0 HoOX

Example 9 (41 mg, 70.8 pmol, Eq: 1.00) was dissolved in DCM (1 ml) and mCPBA (25.7
mg, 149 umol, Eq: 2.10) was added. The reaction mixture was stirred for 3 h at 22 °C. The
reaction mixture was poured into 10% aqueous Na;COs (5 ml) solution and extracted with
DCM (3 x 5 ml). The organic layers were dried over Na,SQOy, filtered and concentrated in
vacuo to yield the title compound as a white solid (42 mg; 97 %). m/z = 611.0 [M+H]".

Example 14

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-chloro-
pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide
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Example 14 was prepared in analogy to the methods described in example 13 starting from
example 10 to yield the title compound as a white solid (44 mg; 99 %). m/z = 552.1
[M+H]".

Example 15

(25,45)-4-(2-Chloro-4-fluoro-benzenesulfonyl)-1-[1-(5-chloro-3-fluoro-pyridin-2-yl)-
cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

Example 15 was obtained as a by-product during the synthesis of example 11 as light
yellow solid (36 mg; 21 %).

Example 16

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-chloro-5-
trifluoromethyl-pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide
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Example 16 was prepared in analogy to the methods described in example 9 starting from
3-chloro-5-(trifluoromethyl)pyridine-2-thiol and example 9c) to yield the title compound
as a light yellow oil (4 mg; 5 %). m/z = 585.9 [M+H]".

Example 17

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-chloro-
pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

F
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Example 17 was prepared in analogy to the methods described in example 9 starting from
S-chloropyridine-2-thioland example 9c¢) to yield the title compound as an off-white solid
(30 mg; 83 %). m/z = 522.0 [M+H]".

Example 18

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(pyridine-2-
sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide



10

15

WO 2014/029722 PCT/EP2013/067218

_35_
F
o
& °
. ZN N “““[(NX
N H \\N
o=
ZZN\

™

Example 18 was prepared in analogy to the methods described in example 13 starting from
example 10 to yield the title compound as a off-white solid (3 mg; 94 %). m/z = 518.1
[M+H]".

Example 19

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(6-methyl-
pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide
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Example 19 was prepared in analogy to the methods described in example 9 starting from
6-methylpyridine-2-thiol and example 9c¢) to yield the title compound as an off-white solid
(17 mg; 49 %). m/z = 500.1 [M+H]".

Example 20

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-
trifluoromethyl-pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide
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Example 20 was prepared in analogy to the methods described in example 9 starting from
S-(trifluoromethyl)pyridine-2-thiol and example 9c¢) to yield the title compound as a light
yellow solid (32 mg; 84 %). m/z = 554.1 [M+H]".

Example 21

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-
trifluoromethyl-pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-
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cyclopropyl)-amide

Example 21 was prepared in analogy to the methods described in example 9 starting from
3-(trifluoromethyl)pyridine-2-thiol and example 9c) to yield the title compound as a
yellow solid (33 mg; 86 %). m/z = 554.1 [M+H]".

Example 22

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-chloro-
pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide
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Example 22 was prepared in analogy to the methods described in example 13 starting from
example 17 to yield the title compound as a white foam (22 mg; 80 %). m/z = 552.1
[M+H]".

Example 23

(2S5,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(6-methyl-
pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide
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Example 23 was prepared in analogy to the methods described in example 13 starting from
example 19 to yield the title compound as a white foam (13 mg; 82 %). m/z = 532.0
[M+H]".

Example 24

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-
trifluoromethyl-pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide
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Example 24 was prepared in analogy to the methods described in example 13 starting from
example 20 to yield the title compound as a white solid (29 mg; 98 %). m/z = 585.9
[M+H]".

Example 25

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-
trifluoromethyl-pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide
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Example 25 was prepared in analogy to the methods described in example 13 starting from
example 21 to yield the title compound as a white solid (16 mg; 52 %). m/z = 585.9
[M+H]".

Example 26

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-5-
trifluoromethyl-phenylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide
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Example 26 was prepared in analogy to the methods described in example 9 starting from
2-chloro-5-(trifluoromethyl)benzenethiol and example 9c¢) to yield the title compound as a
white solid (10 mg; 25 %). m/z = 586.9 [M+H]".

Example 27

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-
((S)-1,1,1-trifluoropropan-2-yloxy)phenylsulfonyl)-N-(1-
cyanocyclopropyl)pyrrolidine-2-carboxamide

Example 11 (27 mg, 47.4 umol, Eq: 1.00) was dissolved in DMF (1 ml). Cs,CO; (23.2 mg,
71.1 umol, Eq: 1.50) and (S)-1,1,1-trifluoropropan-2-ol (5.95 mg, 52.2 umol, Eq: 1.10)
were added to the solution and stirred at 40 °C for 4 h. The crude material was purified by
preparative HPLC to yield the title compound as a white solid (17 mg; 54 %). m/z = 663.2
[M+H]".

Example 28

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-5-
(trifluoromethyl)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-carboxamide
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a) (28,4R)-4-(2-Chloro-5-trifluoromethyl-benzenesulfonyl )-pyrrolidine-2-carboxylic acid
(1-cyano-cyclopropyl)-amide

5 Example 28a) was prepared in analogy to the methods described for CAS 1252638-10-0
(see Haap et al.; US20100267722 and Hardegger et al.; Angewandte Chemie, International
Edition, 50(1), 314-318, S314/1-S314/145; 2011) starting from 2-chloro-5-trifluormethyl-
benzenethiol to yield the title compound as a light yellow solid (125 mg; 74 %) m/z =
421.9 [M+H]".

10 b) (25,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-5-
(trifluoromethyl)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-carboxamide

cl
N
N\ 7/ o o g\
A=
F S
N— H
F _0
S
F 0
cl

Example 28b) was prepared in analogy to example 1 strating from example 28a) and 5-
chloro-2,3-difluoropyridine to yield the title compound as a white solid (37 mg; 50 %).
15 m/z =619.1 [M+H]".
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Example 29

(2S,4R)-1-[1-(5-Chloro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-5-
trifluoromethyl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide

Cl

Example 29 was prepared in analogy to example 1 strating from example 28a) and
example 1b) to yield the title compound as a white solid (37 mg; 50 %). m/z = 601.1
[M+H]".

Example 30

10 (2S,4R)-4-(4-Bromo-2-chloro-benzenesulfonyl)-1-[1-(5-chloro-3-fluoro-pyridin-2-yl)-
cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

Example 30 was prepared in analogy to example 28 starting from 4-bromo-2-
chlorobenzenethiol to yield the title compound as a white foam (860 mg; 79 %) m/z =
15 631.0 [M+H]".

Example 31
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(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-(2-
methylpyridin-4-yl)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-

carboxamide
cl
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5 Example 30 (100 mg, 159 umol, Eq: 1.00) was dissolved in 1,2-dimethoxyethane (2 ml).
2-Methyl-4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)pyridine (45.2 mg, 206 umol, Eq:
1.30), triphenylphosphine (8.32 mg, 31.7 umol, Eq: 0.20), 2 M aqueous Na,COjs solution
(500 pl) and Pd(OAc), (3.56 mg, 15.9 umol, Eq: 0.10) were added and stirred at 45 °C for
4 h. The reaction mixture was poured into 0.1 M aqueous HCI solution (10 ml) and

10 extracted with DCM (3 x 10 ml). The organic layers were dried over Na,SO, and
concentrated in vacuo. The crude material was purified by preparative HPLC to yield the
title compound as an off-white foam (61 mg; 60 %). m/z = 642.1 [M+H]".

Example 32

(2S,4R)-4-[2-Chloro-4-(2-chloro-pyridin-4-yl)-benzenesulfonyl]-1-[1-(5-chloro-3-
15 fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide
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Example 32 was prepared in analogy to example 31 starting from example 30 and 2-
chloro-4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)pyridine to yield the title compound
as a white solid (27 mg; 26 %) m/z = 664.1 [M+H]".

5 Example 33

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[ 2-chloro-4-
(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide

al
N
N\ 7/ o o _
Ny =N
¢ R
NQ H
s\?o
o
7 ] cl
\
N
/

10  Example 33 was prepared in analogy to example 31 starting from example 30 and 1-
methyl-4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)- 1H-pyrazole to yield the title
compound as a white solid (25 mg; 25 %). m/z = 631.1 [M+H]".

Example 34
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(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-
(2-methyl-pyridin-3-yl)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide

—N

5 Example 34 was prepared in analogy to example 31 starting from example 30 and 2-
methyl-3-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)pyridine to yield the title compound
as a white foam (47 mg; 38 %) m/z = 642.2 [M+H]".

Example 35

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[1-(3-fluoro-5-
10  trifluoromethyl-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid
(1-cyano-cyclopropyl)-amide

FF
F
’ F
N\ /
O @] —
N §~N —N
“Q’ H
s\?o
@]

/

a) (28,4R )-4-(4-Bromo-2-chloro-benzenesulfonyl)-2-(1-cyano-cyclopropylcarbamoyl)-

pyrrolidine-1-carboxylic acid tert-butyl ester
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Br Cl

Example 35a) was prepared in analogy to the methods described for CAS 1252631-66-5
(see Haap et al.; US20100267722) starting from (25,4R)-1,2-pyrrolidinedicarboxylic acid
4-hydroxy- 1-(1,1-dimethylethyl) ester and 4-bromo-2-chloro-benzenethiol to yield the
title compound as a white solid (3.2 g; 58 %). m/z = 434.1 [M+H-Boc]".

b) (28,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-2-(1-cyano-
cyclopropylcarbamoyl)-pyrrolidine-1-carboxylic acid tert-butyl ester

o O =
o, 3=

§=0
0
N cl

Example 35a) (700 mg, 1.31 mmol, Eq: 1.00) was dissolved in 1,2-dimethoxyethane (8
ml). 2-Methyl-3-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)pyridine (345 mg, 1.58
mmol, Eq: 1.20), triphenylphosphine (68.9 mg, 263 umol, Eq: 0.20), 2 M aqueous Na,COs
solution (2 ml) and palladium (II) acetate (29.5 mg, 131 umol, Eq: 0.10) were added and
stirred at 22 °C for 24 h. After that, the reaction mixture was stirred at 50 °C for 24 h.
Then, 2-methyl-3-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)pyridine (57.6 mg, 263
umol, Eq: 0.2) was added to the reaction mixture which was then stirrred at 60 °C for 6 h.
The reaction mixture was poured into 0.1 M aqueous HCI solution (50 ml) and extracted
with DCM (3 x 20 ml).The organic layers were dried over Na,SO,4 and concentrated in
vacuo. The crude material was purified by flash chromatography (silica gel, 40 g, 0% to
100% EtOAc in heptane) to yield the title compound as a light yellow oil (200 mg; 28%).
m/z = 545.3 [M+H]".

c) (28,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-pyrrolidine-2-

carboxylic acid (1-cyano-cyclopropyl)-amide
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Example 35b) (200 mg, 367 umol, Eq: 1.00) was dissolved in formic acid (2.4 g, 2 ml,
52.1 mmol, Eq: 142) and stirred at 22 °C for 15 h. The reaction mixture was adjusted
carefully with icecold aqueous 10 % Na,COs-solution to pH 8 and extracted with CH,Cl,.
The water layer was washed totally 3 times with CH,Cl,/THF (1:1; 30 ml), the combined
organic layers were dried over Na,SOy, filtered and evaporated to yield the title compound
as a white foam (142 mg; 87 %). m/z = 445.2 [M+H]".

d) 1-(3-Fluoro-5-trifluoromethyl-pyridin-2-yl)-cyclopropanecarboxylic acid

Example 35 d) was prepared in analogy to the methods described for examples 1a) and b)
to yield the title compound as a light brown solid (50 mg; 41 %) m/z = 250.0 [M+H]".

e) (28,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-5-
trifluoromethyl-pyridin-2-yl)-cyclopropanecarbonyl|-pyrrolidine-2-carboxylic acid (1-

cyano-cyclopropyl)-amide

—N
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The title compound was prepared in analogy to exampleld) starting from example 35c)
(45 mg) and 35d) (30 mg) to yield an off-white solid (34 mg 50 %) m/z = 676.3 [M+H]".

Example 36

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[1-(3-fluoro-5-
5 iodo-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide

Example 36 was prepared in analogy to example 35 starting from example 35¢) and 1-(3-
fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarboxylic acid, which was prepared in analogy

10  to examples la) and 1b), to yield the title compound as a off-white solid (35 mg; 47 %)
m/z = 734.2 [M+H]".

Example 37

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[1-(3,5-dichloro-
pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
15 cyclopropyl)-amide

cl
T N\—al
\N 1 o Q =N
“
Ap" ‘*
s\f/o
o)
NT cl
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Example 37 was prepared in analogy to example 35 starting from example 35¢) and 1-(5-
chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarboxylic acid, which was prepared in analogy
to examples 1a) and 1b), to yield the title compound as an off-white solid (26 mg; 39 %)
m/z = 660.2 [M+H]".

Example 38

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[1-(3-fluoro-5-
iodo-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide

N\ //
0O O _
N &N —N
N—
sfo
o)
Y cl
\ _—
N

a) (28,4R )-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-pyrrolidine-2-

carboxylic acid (1-cyano-cyclopropyl)-amide

e} _
—N
Ny
S H

H
QP
s=0

N

O

~ Cl

Example 38a) was prepared in analogy to example 35c) starting from examples 35a) and
I-methyl-4-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)- 1H-pyrazole to yield the title
compound as a light brown foam (173 mg; 95 %). m/z = 434.2 [M+H]".

b) (28,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-5-
iodo-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide
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Example 38b) was prepared in analogy to example 35 starting from example 38a) and 1-
(3-fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarboxylic acid, which was prepared in
analogy to examples 1a) and 1b), to yield the title compound as a off-white solid (40 mg;
48 %) m/z = 723.1 [M+H]".

Example 39

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[1-(3-fluoro-5-
trifluoromethyl-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid
(1-cyano-cyclopropyl)-amide

Example 39 was prepared in analogy to example 38b) starting from example 38a) and 35d)
to yield the title compound as a off-white solid (16 mg; 60 %). m/z = 665.1 [M+H]".

Example 40

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[1-(3,5-
dichloro-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-
cyano-cyclopropyl)-amide
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Example 40 was prepared in analogy to example 35 starting from example 38a) and 1-

(3,5-dichloro-pyridin-2-yl)-cyclopropanecarboxylic acid, which was prepared in analogy

to examples 1a) and 1b), to yield the title compound as an off-white solid (29 mg; 39 %)

m/z = 649.2 [M+H]".

Example 41

(2S,4R)-4-(2-Fluoro-benzenesulfonyl)-1-[1-(3-fluoro-5-iodo-pyridin-2-yl)-
cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

Example 41 was prepared in analogy to example 8 starting from 2-fluorobenzenethiol and

1-(3-fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarboxylic acid to yield the title compound

as a white foam (328 mg; 68 %). m/z = 627.3 [M+H]".

Example 42

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-fluoro-

benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide
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Example 42 was prepared in analogy to example 41 starting from 2-fluorobenzenethiol and
1-(§-chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarboxylic acidto yield the title compound
as a white foam (212 mg; 67 %). m/z = 535.4 [M+H]".

Example 43

(2S,4R)-1-[1-(3-Fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-pyrazol-1-yl-
benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

I Chiral

N
N’ =N
F
H

ol
s_’.’O
L2
NN
To a 5 mL tube were added example 41 (60 mg, 95.8 umol, Eq: 1.00), IH-pyrazole (9.78
mg, 144 pmol, Eq: 1.50), Cs2COs (37.4 mg, 115 pmol, Eq: 1.20) and DMF (1 ml). The
reaction mixture was stirred for 24 h at 22 °C. To the reaction mixture was again 1H-
pyrazole (9.78 mg, 144 pmol, Eq: 1.50) added and stirred for 24 h at 50 °C. The crude

material was purified by preparative HPLC to yield the title compound as a white foam (8
mg; 12.4%). m/z = 675.0647 [M+H]".

Example 44

(2S,4R)-1-[1-(3-Fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-
[1,2,3]triazol-1-yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide
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I Chiral

To a 5 mL tube were added example 41 (60 mg, 95.8 umol, Eq: 1.00), 1H-1,2,3-triazole
(9.92 mg, 8.32 ul, 144 umol, Eq: 1.50), Cs2COs (37.4 mg, 115 pumol, Eq: 1.20) and DMA
(1 ml). The reaction mixture was stirred for 24 h at 22 °C. To the reaction mixture was
again 1H-1,2,3-triazole (9.92 mg, 8.32 ul, 144 umol, Eq: 1.50) added and stirred for 24 h
at 50 °C. The crude material was purified by preparative HPLC to yield the title compound
as a white foam (25 mg; 23%; purity 50-80%). m/z = 676.0638 [M+H]".

Example 45

(2S,4R)-1-[1-(3-Fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-
[1,2,4]triazol-1-yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide

| Chiral

To a 5 mL tube were added example 41 (60 mg, 95.8 umol, Eq: 1.00), 1H-1,2,4-triazole
(9.92 mg, 144 pmol, Eq: 1.50), 1H-1,2,4-triazole (9.92 mg, 144 pmol, Eq: 1.50) and DMA
(1 ml). The reaction mixture was stirred for 24 h at 22 °C. To the reaction mixture was
again 1H-1,2,4-triazole (9.92 mg, 144 umol, Eq: 1.50) added and stirred for 24 h at 50 °C.
The crude material was purified by preparative HPLC to the title compound as a white
foam (15 mg; 18.8%; purity 50-80%). m/z = 676.0629 [M+H]".

Example 46
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((2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-pyrazol-1-
yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide

Chiral

To a 5 mL tube were added example 42 (50 mg, 93.5 umol, Eq: 1.00), 1H-pyrazole (9.54
mg, 140 umol, Eq: 1.50), Cs2COs (36.5 mg, 112 pmol, Eq: 1.20) and DMA (1 ml). The
reaction mixture was stirred for 24 h at 22 °C. To the reaction mixture was again 1H-
pyrazole (9.54 mg, 140 pmol, Eq: 1.50) added and stirred for 24 h at 50 °C. The crude
material was purified by preparative HPLC to yield the title compound as a white foam (10
mg; 15%; purity 80%). m/z = 583.1319 [M+H]".

Example 47

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-
[1,2,3]triazol-1-yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide

Chiral

To a 5 mL tube were added example 42 (50 mg, 93.5 umol, Eq: 1.00), 1H-1,2,3-triazole
(9.68 mg, 8.12 ul, 140 umol, Eq: 1.50), Cs2CO3 (36.5 mg, 112 umol, Eq: 1.20) and DMA
(1 ml). The reaction mixture was stirred for 24 h at 22 °C. To the reactionmixture was
again 1H-1,2,3-triazole (9.68 mg, 8.12 pl, 140 umol, Eq: 1.50) added and stirred for 24 h
at 50 °C. The crude material was purified by preparative HPLC to yield the title compound
as a white foam (10 mg; 11%:; purity 60%). m/z = 584.1272 [M+H]".



10

15

20

WO 2014/029722 PCT/EP2013/067218

-54 -
Example 48

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-
[1,2,4]triazol-1-yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide

Chiral

To a 5 mL tube were added example 42 (50 mg, 93.5 umol, Eq: 1.00), 1H-1,2,4-triazole
(9.68 mg, 140 pmol, Eq: 1.50), Cs,CO;5 (36.5 mg, 112 umol, Eq: 1.20) and DMA (1 ml).
The reaction mixture was stirred for 24 h at 22 °C. To the reaction mixture was again 1H-
1,2,4-triazole (9.68 mg, 140 pmol, Eq: 1.50) added and stirred for 24 h at 50 °C. The crude
material was purified by preparative HPLC to yield the title compound as a white foam (25
mg; 35%:; purity 77%). m/z = 584.1281 [M+H]".

Exemple 49
Cathepsin enzyme inhibition assay

Enzyme activity is measured by observing the increase in fluorescence intensity caused by
cleavage of a peptide substrate containing a fluorophore whose emission is quenched in

the intact peptide.

Assay buffer: 100 mM potassium phosphate pH 6.5, EDTA-Na 5 mM, Triton X-100
0.001%, DTT 5 mM.

Enzymes (all at 1 nM): human and mouse Cathepsin S, Cat K, Cat B, Cat L.

Substrate (20 uM): Z-Val-Val-Arg-AMC, except for Cat K which uses Z-Leu-Arg-AMC
(both from Bachem).

Z = Benzyloxycarbonyl.

AMC = 7-Amino-4-Methyl-Coumarin.
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DTT = dithiothreitol.
Final volume: 100 pL.
Excitation 360 nm, Emission 465 nm.

Enzyme is added to the substance dilutions in 96-well microtitre plates and the reaction is
started with substrate. Fluorescence emission is measured over 20 minutes, during which
time a linear increase is observed in the absence of inhibitor. ICs, are calculated by

standard methods.

Inhibition of human Cat S, mouse Cat S, human Cat K, human Cat B, human Cat L and
mouse Cat L have been measured separately. The results obtained for human Cat S and L

for representative compounds of the invention are expressed in the following table in pM.

Example ICS0hS ICS0hL Example ICS50hS ICS0hL

1 0.000606  0.4097 25 0.003213  13.1975
2 0.000492  0.3402 26 0.003466  0.0524
3 0.000825 0.429 27 0.001596 0.09

4 0.000393  0.0119 28 0.000543  0.0568
5 0.000398  0.0129 29 0.000618  0.3618
6 0.000675  0.0445 30 0.000474  0.0726
7 0.000734  0.0255 31 0.000505  0.0616
8 0.000438  0.0192 32 0.000686  0.1121
9 0.011785  0.4165 33 0.000375  0.0287

10 0.96365 15.8722 34 0.000322  0.0642
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11 0.000602  0.0898 35 0.000768  0.0589
12 0.5941 8.2265 36 0.000382  0.0098
13 0.00077 0.2474 37 0.000779  0.0722
14 0.002844 2.117 38 0.000678  0.0032
15 0.011075 1.679 39 0.000696  0.0436
16 1.031 >25 40 0.000703  0.1111
17 0.2635 5.648 41 0.0006 0.003
18 0.00424 3.4345 42 0.0007 0.031
19 0.12715 4.6095 43 0.016985  0.0906
20 0.3926 5.0635 44 0.002372  1.5585
21 0.27455 10.011 45 0.3272 28.383
22 0.002996  1.9695 46 0.1587 17.445
23 0.002796 5.635 47 0.004268 352
24 0.006244 2.694 48 0.058535  21.1025

The compounds of the invention are preferential inhibitors of Cathepsin-S and L over
Cathepsin-K and B.

The compounds according to the invention have, in the foregoing assay, an ICsy at Cat S
and/or L which is between 0.00001 and 100 uM. Particular compounds of the invention
5 have an IC50 at Cat S and/or L between 0.00001 and 50 uM and mor particularly between
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0.00001 and 20 uM. The particular compounds of the invention have an ICs in at least

one of the foregoing assay below 0.09 uM.

Example A

A compound of formula (I) can be used in a manner known per se as the active ingredient

for the production of tablets of the following composition:

Active ingredient
Microcrystalline cellulose
Corn starch

Talc
Hydroxypropylmethylcellulose

Per tablet

200 mg
155 mg
25 mg
25 mg

20 mg
425 mg

Example B

A compound of formula (I) can be used in a manner known per se as the active ingredient

for the production of capsules of the following composition:

Active ingredient
Corn starch
Lactose

Talc

Magnesium stearate

Per capsule

100.0 mg
20.0 mg
95.0 mg
4.5 mg

0.5 mg
220.0 mg



10

15

WO 2014/029722 PCT/EP2013/067218

1.

-58 -

Claims

A compound of formula (I)

)

wherein

Alis -S- or -S(0),-;

A’ is nitrogen or -(CH)-;

R is halogen or haloalkyl;

R?is hydrogen or halogen;

R’ is hydrogen, halogen, haloalkyl, pyrazolyl, [1,2,3]-triazolyl or [1,2,4]-triazolyl;

R* and R® are independently selected from hydrogen, alkyl, haloalkyl and
halophenyl; and

R’ is hydrogen, halogen, haloalkyl, alkoxy, haloalkoxy, alkylpyridinyl,
halopyridinyl or alkylpyrazolyl;

or a pharmaceutically acceptable salt thereof.
A compound according to claim 1, wherein Al is -S(0),-.
A compound according to claim 1 or 2, wherein A* is -(CH)-.

A compound according to any one of claims 1 to 3, wherein R" is chloro, bromo,

iodo or trifluoromethyl.

A compound according to any one of claims 1 to 4, wherein R* is halogen.
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A compound according to any one of claims 1 to 5, wherein R? is chloro or fluoro.
A compound according to any one of claims 1 to 6, wherein R? is halogen.

A compound according to any one of claims 1 to 7, wherein R is chloro.

A compound according to any one of claims 1 to 8, wherein R* and R® are

independently selected from hydrogen and haloalkyl.

A compound according to any one of claims 1 to 9, wherein R* and R® are

independently selected from hydrogen and trifluoromethyl.

A compound according to any one of claims 1 to 10, wherein R is hydrogen,

alkoxy, haloalkoxy, halogen, alkylpyridinyl or alkylpyrazolyl.

A compound according to any one of claims 1 to 11, wherein R’ is hydrogen,
methoxy, trifluoroethoxy, fluoro, trifluoropropyloxy, bromo, methylpyridinyl or

mehtylpyrazolyl.
A compound according to any one of claims 1 to 12 selected from

(2S,4R)-4-(2-Chloro-4-methoxy-benzenesulfonyl)-1-[ 1-(5-chloro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-4-(2-Chloro-benzenesulfonyl)-1-[ 1-(5-chloro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-(2,2,2-
trifluoro-ethoxy)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-

cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-4-
methoxy-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-4-(2-Chloro-benzenesulfonyl)-1-[ 1-(5-chloro-3-fluoro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-
(2,2,2-trifluoro-ethoxy)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-

cyclopropyl)-amide;
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(2S,4R)-1-[1-(5-Bromo-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-4-
methoxy-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-1-[1-(5-Bromo-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-

benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(4'-fluoro-
biphenyl-3-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-chloro-
pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-
fluorophenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-carboxamide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(pyridin-2-
ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(4'-fluoro-
biphenyl-3-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-chloro-
pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(25,4S)-4-(2-Chloro-4-fluoro-benzenesulfonyl)-1-[ 1-(5-chloro-3-fluoro-pyridin-2-
yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-chloro-5-
trifluoromethyl-pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-chloro-
pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(pyridine-2-
sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(6-methyl-
pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;
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(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-
trifluoromethyl-pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-
trifluoromethyl-pyridin-2-ylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-chloro-
pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(6-methyl-
pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(5-
trifluoromethyl-pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(3-
trifluoromethyl-pyridine-2-sulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-5-
trifluoromethyl-phenylsulfanyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-
((S)-1,1,1-trifluoropropan-2-yloxy)phenylsulfonyl)-N-(1-

cyanocyclopropyl)pyrrolidine-2-carboxamide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-5-
(trifluoromethyl)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-

carboxamide;

(2S,4R)-1-[1-(5-Chloro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-5-
trifluoromethyl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-

cyclopropyl)-amide;

(2S,4R)-4-(4-Bromo-2-chloro-benzenesulfonyl)-1-[1-(5-chloro-3-fluoro-pyridin-2-
yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;
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(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-
(2-methylpyridin-4-yl)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-

carboxamide;

(2S,4R)-4-[2-Chloro-4-(2-chloro-pyridin-4-yl)-benzenesulfonyl]-1-[ 1-(5-chloro-3-
fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-
(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-

cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-
(2-methyl-pyridin-3-yl)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[1-(3-fluoro-5-
trifluoromethyl-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid
(1-cyano-cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[1-(3-fluoro-5-
1odo-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[ 1-(3,5-dichloro-
pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-
S-iodo-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-
S-trifluoromethyl-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid
(1-cyano-cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[1-(3,5-
dichloro-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-

cyano-cyclopropyl)-amide;

(2S,4R)-4-(2-Fluoro-benzenesulfonyl)-1-[ 1-(3-fluoro-5-iodo-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;
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(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-fluoro-

benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(3-Fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-pyrazol-1-

yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(3-Fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-
[1,2,3]triazol-1-yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-

cyclopropyl)-amide;

(2S,4R)-1-[1-(3-Fluoro-5-iodo-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-
[1,2,4]triazol-1-yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

((2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-pyrazol-
1-yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-
[1,2,3]triazol-1-yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide; and

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-
[1,2,4]triazol-1-yl-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide.

A compound according to any one of claims 1 to 13 selected from

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-4-
methoxy-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-4-(2-Chloro-benzenesulfonyl)-1-[ 1-(5-chloro-3-fluoro-pyridin-2-yl)-

cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-
(2,2,2-trifluoro-ethoxy)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-

cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Bromo-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-4-
methoxy-benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;
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(2S,4R)-1-[1-(5-Bromo-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-(2-chloro-

benzenesulfonyl)-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-amide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-
fluorophenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-carboxamide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-
((S)-1,1,1-trifluoropropan-2-yloxy)phenylsulfonyl)-N-(1-

cyanocyclopropyl)pyrrolidine-2-carboxamide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-5-
(trifluoromethyl)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-

carboxamide;

(2S,4R)-4-(4-Bromo-2-chloro-benzenesulfonyl)- 1-[ 1-(5-chloro-3-fluoro-pyridin-2-
yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-cyclopropyl)-

amide;

(2S,4R)-1-(1-(5-chloro-3-fluoropyridin-2-yl)cyclopropanecarbonyl)-4-(2-chloro-4-
(2-methylpyridin-4-yl)phenylsulfonyl)-N-(1-cyanocyclopropyl)pyrrolidine-2-

carboxamide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-
(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-

cyano-cyclopropyl)-amide;

(2S,4R)-1-[1-(5-Chloro-3-fluoro-pyridin-2-yl)-cyclopropanecarbonyl]-4-[2-chloro-4-
(2-methyl-pyridin-3-yl)-benzenesulfonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[1-(3-fluoro-5-
trifluoromethyl-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid
(1-cyano-cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[1-(3-fluoro-5-
iodo-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(2-methyl-pyridin-3-yl)-benzenesulfonyl]-1-[ 1-(3,5-dichloro-
pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;
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(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-
S-iodo-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-cyano-
cyclopropyl)-amide;

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[ 1-(3-fluoro-
5 S-trifluoromethyl-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid
(1-cyano-cyclopropyl)-amide; and

(2S,4R)-4-[2-Chloro-4-(1-methyl-1H-pyrazol-4-yl)-benzenesulfonyl]-1-[1-(3,5-
dichloro-pyridin-2-yl)-cyclopropanecarbonyl]-pyrrolidine-2-carboxylic acid (1-

cyano-cyclopropyl)-amide.

10 15. A process for the preparation of a compound of formula (I) as defined in any one of

claims 1 to 14, comprising one of the following steps:

(a) The reaction of a compound of formula (A)

(A)

in the presence of acid, wherein Al, A% and R! to R® are as defined in any one of

15 claims 1 to 12 and wherein PG is an amine protecting group;

(b) The reaction of a compound of formula (B1)

H O
N /(NX
AR,

(B1)

with a compound of formula (B2)
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(B2)

in the presence of a base and an amide coupling agent and a base, wherein A', A

and R! to R® are as defined in any one of claims 1 to 12;

(c) The reaction of a compound of formula (C)

\ /R
LG )
R ©)

in the presence of RSB(OR)Z, a base and a Suzuki catalyst, wherein wherein Al, A?
and R' to R* and R® are as defined in any one of claims 1 to 12, LG is a leaving
group, R is alkylpyridinyl, halopyridinyl or alkylpyrazolyl and R is hydrogen or
methyl, or both R, together with the boron atom to which they are attached, form
2,4.,4,5,5-pentamethyl-[1,3,2]dioxaborolane; or

(d) The reaction of a compound of formula (D)

(D)
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17.

18.

19.

20.

21.

22.

-67 -

in the presence of an oxidizing agent, wherein wherein A'and R to R® are as

defined in any one of claims 1 to 12.

A compound according to any one of claims 1 to 14, when manufactured according

to a process of claim 15.

A compound according to any one of claims 1 to 14 for use as a therapeutically

active substance.

A pharmaceutical composition comprising a compound in accordance with any one

of claims 1 to 14 and a therapeutically inert carrier.

The use of a compound according to any one of claims 1 to 14 for the preparation of
a medicament for the treatment or prophylaxis of diabetes, atherosclerosis,

abdominal aortic aneurysm, peripheral arterial disease or diabetic nephropathy.

A compound according to any one of claims 1 to 14 for the treatment or prophylaxis
of diabetes, atherosclerosis, abdominal aortic aneurysm, peripheral arterial disease or

diabetic nephropathy.

A method for the treatment or prophylaxis of diabetes, atherosclerosis, abdominal
aortic aneurysm, peripheral arterial disease or diabetic nephropathy, which method
comprises administering an effective amount of a compound as defined in any one of

claims 1 to 14.

The invention as hereinbefore described.
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5L - ek —2- TR (1- 5 - RS ) - BRf

(2S,4R) —1-(1- (5~ & -3- F ML e —2—- 55 ) R IH ¢ Pk 25 ) —4- (2 5 —4- 7 K T Bk
55 ) -N-(1- FEINEE ) Mgk —2- P ;

(2S,4R) —1-[1- (5= 5 —3— FL — MLRE —2- 5E ) - BN Le Ik 1-4- (nbie —2- JEmi st ) — it
e —2- R (1- JUE - N ) - il

(2S,4R) —1-[1- (5~ %l —3— 8L — MEME —2- 25 ) - AP RAE 1-4- (4" — 55l — R -3 T
PR ) — mibms e —2— R (1- U - BRI 2E ) - R

(2S,4R) —1-[1- (5~ &l -3 8L — MLWE —2- 5 ) - MPpE s 1-4- (3— &l — Mbng —2- ik
55 ) - Mg bE -2- IR (1- B - MR ) - MM

(2S,48) —4-(2- F —4- . — AHAMEIE ) —1-[1-(5— &0 —3— 580 — MbmE —2- 55 ) - BRI e
- g —2- FR (1- S0 - RN L) - Bhi

(2S,4R) -1-[1- (5= 5 -3 J — MEWE —2— 2 ) - BRI e et 1-4- (3— & —5- =L — it
WE —2— FEmi S ) — b bt —2- PR (1- U - N ) - bl 5

(2S,4R) -1-[1- (5= & —3— # - MEHE —2- F& ) - R FEpiIE 1-4- (65— & — MbhE —2- Fht
55— bk —2- TR (1- 5 - FRNZE ) - BRf

(2S,4R) —1-[1- (5 & -3 . — MERE —2— F& ) - FR P LE AL 14— (ki —2- T e dt ) — nit
bt —2— PR (1- 50 - HN S ) - BRI

(2S,4R) -1-[1- (5= & -3 % — MEWE —2- 2 ) - b st 1-4- (6- A — nikrg —2- 2
Bk ) - ik —2- IR (1- B0k - SRR3R ) - BhiL

(2S,4R) -1-[1- (5~ 5L -3 J — ML WE —2- 2% ) — B U ¢ Bl 5k 14— (5— = 0 AP 5 — it
WE —2- JERRE ) - mEMs e —2- AR (1- 500k - HNSE ) - Bk 5

(2S,4R) —1-[1-(5— & -3 J — MEWE —2- 2% ) — BF PN 2 Bl 55 14— (3— = 90 A7 5 — it
WE —2— FEMEIE ) — MERgBE —2- AR (1- Fk - RS ) - Beh%

(2S,4R) —1-[1- (5~ 5 —3— F — MEwe —2- 55 ) - RN Gedi st 1-4- (56— & — Mbie —2- Tt
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B - mEs ke —2- IR (1- S0 - RN 3L ) - R

(2S,4R) -1-[1- (65— & -3 % — MEHE —2- L ) - b st 1-4- (6- 2 — nkig —2- Tl
FEE ) — AL e —2— AR (1- U — A3 ) — Bkl

(28, 4R) ~1-[1- (5~ & =3~ F — Wb —2- 3% ) - BF PN e B I 14— (5 — 60 A9 25 — ik
WE —2- TR ) — MERg e —2- AR (1- F(2E - N EE ) - Bk 5

(2S,4R) ~1-[1- (5~ & =3~ F - Wb e —2- 3% ) — BRI ¢ BRI 14— (3— = 90 7 55 — ik
e —2- TEIEAE ) — mERge —2- AR (1- F(2E - NS ) - Bk 5

(25, 4R) —1-[1- (5= F -3 F — MEWE —2— 2 ) - BRI e et 1-4- (2- & -5- =@ - 2%
FERR S ) - kgt —2- R (1- B3k - AL ) - TR

(2S,4R) -1-(1- (5= & —3- FMLRE —2- 2 ) Bkt ) 4-(2- & -4-((9-1,1,1- =
A —2- FEEIE ) FERAWEIE ) -N-(1- FURIRIAIE ) ok —2— LR

(2S,4R) —1-(1- (5= %l —3— JRMELHE —2- 5L ) IR LEIRIE ) —4-(2- 5 55— ( =R ) K
R RIS ) -N- (1- FUAEFRINEE ) mbms b —2— FEEI ;

(2S,4R) -1-[1- (5= F — MEmE —2- & ) - IR LE AL 1-4-(2- S —5— =P EE — AT
B - gk —2- R (1- U0 - RN ) - Bhi

(2S,4R) ~4- (4- ¥R —2— & - FEAWEHE ) —1-[1-(5- & -3~ & — Mbng —2- 2% ) - RNk
51— mEns R —2- R (1- SUE - RN ) - BRi%

(2S,4R) -1-(1- (5= 5L -3 ML W —2- 2% ) BR 75 ¢ Pie 5 ) —4- (2- S —4-(2- &Lt
WE —4- 55 ) R ) -N-(1- SR A2 ) bt —2- ML ;

(2S,4R) ~4-[2- & —4-(2- & - Wb me —4- 5% ) - KB LI 1-1-[1-(5- & -3- % - it
e —2- 55 ) - IR BRI 1- kgl —2- FER (1- B3k - SN ) - Bk 5

(28, 4R) ~1-[1-(5— & —-3— L — Mk e —2- 2% ) - 3 A &t ¥k 2% 1-4-[2- & 4-(1- F
5L —1H- mib e —4- 3% ) - SRR - mEegd —2- IR (1- U5 - IR ) - Wk

(2S,4R) —1-[1- (5— & —3— JL — MLWE —2- 5L ) - IR itk 1-4-[2- &l —4- (2— 2 — it
WE —3— 55 ) — ZERAMEEE 1- gt —2— AR (1- B0k - RN 8 ) — Bkl

(2S,4R) -4-[2- G0 —4-(2- FH&E - mbwg -3- 56 ) - XMW dE 1-1-[1-(3- 9 -5 =P
BE - MERE —2- 2 ) - MBS 1 bk —2- R (1- U - BRI S ) - R

(2S,4R) -4-[2- G —4-(2- FE& —nikwg -3- 55 ) - ZRBRMESE J-1-[1-(3— 7 -5 it — nit
e —2- 55 ) - AR 1- kgl —2- FR (1- B3k - SN ) - Bhi% 5

(2S,4R) —4-[2- & —4-(2- & -k wg -3- 58 ) - R 2 1-1-[1-(3,5- & -1t
WE —2— 55 ) - BB IRIE 1- gt —2— ARG (1- B0k - R ) — Bk

(2S,4R) ~4-[2- 5 ~4- (1= 3L ~1H- b Mg —4- 3% ) - ZRBEIEIE 1-1-[1- (3— i -5 ML —nit
WE —2— 55 ) — MR ERAE 1- g —2— ARG (1- BU0E - B %R ) — Bk

(2S,4R) ~4-[2- 5 —4- (1- P& —1H- nfbme —4- 3% ) - ZRBEWEFE 1-1-[1- (- 3 -5 =3
RS — mERE —2— 2% ) - BRTABE S 1- mibnis e —2- IR (1- U — BRI 2 ) — MM

(2S,4R) ~4-[2- 5 ~4- (1= %L ~1H- mEmg -4 35 ) - SRREEEIL 1-1-[1-(3,5- 5% - it
e —2- 55 ) - A RERRIE 1- kgt —2- R (1- 83k - A% ) - B 5

(25, 4R) —4- (2- i — ZRWAIESE ) —1-[1- (3— J —5— Wl — nibmg —2- 55 ) — BRI e et 1 nit
nghE —2- IR (1- U - FRNEE ) - hiZ ;
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(2S,4R) —1-[1- (65— & —3— J — MLWE —2- 5L ) - IR R pidE 1-4- (2 i — 2RWAIESE ) — it
bt —2- ER (1- U - BRNEE ) - BhiZ ;

(2S,4R) ~1-[1-(3- 5 -5 M — MiLwE —2- 5L ) - MPIpE s 1-4- (2 nibme —1- 2 — 2K7k
PR ) — b bt —2— IR (1- JUAE - N2 ) - BER% ;

(2S,4R)-1-[1-(3— & -5- M — wt we -2- F& ) - 3K N & e & 1-4-(2-[1,2,3] =
M —1— B - ZRTAIESE ) — MERg o —2- AR (1- 26 - IR ) - Wik

(2S,4R) -1-[1-(3— # -5- W —mt we —2- F& ) - 3 N & B & 1-4-(2-[1,2,4] =
M —1— FE — ZRRATEIE ) - mibn e —2- IR (1- BUOE - BRI 3L ) - R

((2S,4R) —1-[1-(5— G0 —3— i — MEWE —2— 2% ) — BRI BEHEE 14— (2— mib ik —1- 5 — 2K
L ) — Ak e —2—- AR (1- U — AP ) — Bk

(2S,4R) -1-[1-(5— & —-3- & — Mt W -2- 2 ) - 3 N % i’ & 1-4-(2-[1,2,3] =
e —1- Fk — ZREAIESE ) — nibms e —2- IR (1- U0k - BRIV 2L ) — Bz A

(2S,4R) -1-[1-(5— & -3— 8 — Wb we —2- F& ) - 3 N & B & 1-4-(2-[1,2,4] =
M —1- B - ZRREIEIE ) - aibig b —2- IR (1- HU0E - BRI ) - Bk

14 RO EE R 1 & 13— TR &4, Ikt &4k B

(2S,4R) ~1-[1- (5~ &l -3 F — MhE —2- 5 ) - M FeEE 1-4- - & —4- FHEE - K
TR ) — b dot —2— AR (1- f2E - NS ) - @iﬂﬂ

(2S,4R) —4- (2— & — ARABEIL ) -1-[1-(5— &0 —3— 8L — MEWE —2- 38 ) — BRI B e 2 1 nit
bt —2- IR (1- U - BRNEE ) - BhiZ ;

(2S,4R) -1-[1- (5~ &l —3— J — MEE —2- 2% ) - R HE IR 1-4-[2- | —4-(2,2,2- =
B GRS ) - IRREEEEE 1- Mg bE —2- R (1- B0 - A S ) - Bhi%

(2S,4R) —1-[1- (5 ¥R —-3— i — MERE —2- 2% ) - RPN FebidE 1-4-(2- S —4- 5 -
TR ) — nibng e —2- AR (1- B3k - IR ) - Bhi% 5

(2S,4R) —1-[1- (5= ¥ —3— JL — MLWE —2- K& ) - BRI R Ik 1-4- (2- G — RMWAIESE ) — it
ighE —2- IR (1- JUE - FRNEE ) - BhiZ ;

(2S,4R) -1-(1- (5= 5 —3— WML we —2—- 55 ) BFTH ¢ Bk 2 ) —4- (2 50 —4- 7 K T Ik
55 ) -N-(1- FE N ) Mgk —2- P ;

(2S,4R) -1-(1- (5= & —-3— WMLRE —2- &) M FeiEE ) —4-(2- " —4-((9)-1,1,1- =
BN —2- FEEIE ) FEREEEIE ) -N- (1- FUURIRINTE ) mbn e —2- LR |

(2S,4R) —1-(1- (5= & -3 FMELHE —2- 5L ) IRLEIRIE ) —4-(2- S 55— ( =P ) K
PRI ) -N- (1- FUIEFA AL ) mbmsde —2— AR

(2S,4R) —4- (4— ¥R —2— G — RBEWESE ) —1-[1-(5— & —3— 8L — Mbme —2- 55 ) - IR be s
55 1- ek —2- FRR (1- U - BRAZE ) - R

(2S,4R) —1-(1- (5= & —3— F ML BE —2— 2% ) IF N &g I 56 ) 4-(2- & —4-(2- F &t
WE —4- 2% ) ZRMEEEES ) -N- (1- FIEHM AL ) kgt —2- FEE ;

(2S,4R) ~1-[1-(5— & —3- % — mb me¢ -2- J& ) - ¥ 9 e B & 14-[2- &/ 4-(1- F
5L —1H- mi e —4- 3% ) - SRR - mEeg —2- IR (1- 3058 - IR ) - Wk

(2S,4R) —1-[1- (5= & —3— JL — MLWE —2- 5L ) - BRI LIk 1-4-[2- &l —4- (2—- 2k — it
e —3— 55 ) - ZRREIEEE 1- gkt —2- AR (1- B3k - RN ) - BhA%
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(28, 4R) —4-[2- G0 —4-(2- FIE - Mg -3- %k ) - FRf Btk 1-1-[1-(3- % -5- =T
B — EIE —2- 55 ) - MAAEIRAE - kg ke —2- R (1 UEE - BRI ) - %

(2S,4R) —4-[2- 50 —4-(2- & — mEmE -3- 3% ) — R L 1-1-[1-(3— 4 —5— il — it
WE —2— J% ) - IR BEBREE |- bt —2— AR (1- B2k — BRI 2R ) — B

(2S,4R) —4-[2- G —4-(2- F1 & - mb g —3- 56 ) - R B i 2k 1-1-[1-(3,5- & - it
WE —2— J% ) - IR BEEREE 1- Mbng ot —2—- IR (1- U2k — BRIAZE ) - B

(25, 4R) ~4-[2- 56 —4— (1- %L —1H- mtEme —4- 356 ) - ZREAIEHRE 1-1-[1-(3- 4 -5l — it
WE —2- 55 ) - A BepRIE - mbig e —2- R (1- U0k - N SE ) - B 5

(2S,4R) -4-[2- G —4- (1- I —1H- mkme —4- 5 ) - AREIEEE 1-1-[1-(3- 38 —5— =5
Pk — e —2- 3k ) - IRV BEIREE |- bl -2- IR (1- (3 - A %R ) - BLhg s /0

(28, 4R) —4-[2- 54 —4—(1- FZE —1H- mEme —4—J% ) -SRI IR 1-1-[1-(3, 56— & — it
WE —2— J% ) - IR BEEREE 1- MEng e —2—- IR (1- B2k — PRI 3R ) - MRl

15, — Ml AOMER 1 2 14 P RRGER (D I’ ERTHE, ik ke
LU RR

(a) FEMAFAE T (A) KIS,

(A)
Foop A AR R CACRIER 1 12 R TUTE SO HLI T PG R IR L
(b) {ERRABRIAB AR AL, 50 (B B9 A

N
LT\
\N

(B1)
53 B2) MALEWHI Y,
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(B2)
Horp A, AP R A R CIIBCR) SR 1 2 12 WP T — T E
(c) 1E R°B(OR) ,, B A Suzuki #EALFIAZLE T, 2 (C) AL EWIHI Y,

R
Y 9
R ~N N /(
E / N ,
H X\
A1 N
A2
R® =
\ 4/ R®
LG v

(€

oA A, APRIR YA R RN RCUIBUR SR 1 & 12 PAE—TATE X, LG 2B REEH, R2
P AEL e 2, g ARtk S sk e ZEnt et , I H R 2SI, sk AN R S EMIFTE R R
T—RRIEM 2,4,4,5,5- FLFZE -[1,3, 2] 582443 e 8k

(d) FEEMFFAET, X O) BEDI Y,

(D)
JCrp AR R A R CIIBURIESR 1 2 12 T T E X
16. MRAFBOMELSR 15 (177 2 FARE BN ZK 1 &2 14— TR AL 549
17 RIEBORE SR 1 2 14— TR AL &, Frid e SRR s TR o
18. — Ry G D, b A GRS RIEBONER | 2 14— TP L 549
AR TT HE TR
19 IAEBURESR 1 2 14 £ TR AL SR 126 36 T s v b7 4 s » S Rkt A
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ffAk,, 52 =B R , A1 JE 3 ik o BB R T 5 9 1T 24 400 B P 3

20. MARBCMER 1 2 14— TPTIR IALE D, Frd &9 FH T-36077 BT 8 K, 3)
ks AEREAL , 18 =B KR, 408 B k5 s BORE PRI TR 1 o

21, — PPy ST B R 90 » B KRR AL, I = Bl R, A1 A B Jhiore g SRR PR 9 1
TR T, PR T A6 25 250 SR BOR 22K 1 22 14— TP RS2 AL 54

22. 41 ESCHER I R BH
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HMIENTEY)

[0001] AR W R w] Tl SLah b ia iy A/ sPbs A B &4, 9F HLARs e Kok
W2 R B 4L 2B B IR DL BRI AL 540, e o2 o 2F DERUR B BB 2V 1 B S
Canibkywsiibiill AR

[0002] A MHEAIY KX (1) L&D

[0003]

@

[0004] I

[0005]  A'J2& —S- 5k -S(0) ,—;

[0006]  A*fE%E —(CH) - ;

[0007] R pa Z Sk fUREEE 5

[0008]  R*JEZ(HI ;

[0000]  R*Z%(, w2, b fRGEEE, MEMESE, [1,2,3]- =MEal [1,2,4]- =Mk

[0010]  ROFII R “Blr e A4, bek, mf Qe i AR 0 JF AL

[0011]  RYEEL, M3, KAUbEHE, ebel ik, s fRbe AR, prdknbne 5, pa ARl ne R slibe FEnit
ML

[0012]  sRJLZ5HIE.

[0013] A& AL &40 72 2 bk 2 B 25 A R 4 2B (1 (Cat) TR0 508 00 0 50 o i) 2 41
ZUE AW S s8R A LA Se i 00, JF BRI T A T va gy A R 0 B R
i (diabetes), zl) ik 6 #£ i 1k (atherosclerosis), 8 3= &) ik 8 (abdominal aortic
aneurysm) , M E Bk % (peripheral arterial disease), f@iE, 127 B 5 4 0 I
H AW 2> (reduction of cardiovascular events in chronic kidney disease),
B b 3K B R (glomerulonephritis), 4F #& AH ¢ M 3% 3 42 M (age related macular
degeneration) , # R PE B9 (diabetic nephropathy) FUHE IR A W 9% (diabetic
retinopathy) . BEA, S0 A SIGHA AU XA S8 (rheunatoid arthritis), %%
R (crohn’ s disease), Z K IMEMIL (multiple sclerosis), HTHRIGAEEREIE (sjorgen
syndrome) , ZLBEARIE (lupus erythematosus), fHZE &I (neuropathic pain), I ZOHE K
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Wi (diabetes type I),PENi (asthma) FULHUR Y (allergy) Fl5 B2 AT ST S s
RIS A AL E AR S FHIFIEIT B0 .

[0014]  AREIRH K2R (D A& S TR EhA S, UL AIE 67 i 9 s
&, Hil 2 s A & I T, ThIaE, 5 AW, B8 ik A& LA H SR 259, ik
AP ERAE TR/ BIE T B IR FH &, R0l 2 7R VR 7 SRR 0 PR B ik sk AR AL,
WE B KR, 1 T BNk » Je e, 5 1 9 P o LB AP gl MR P A B s o ) FH
&, UL TR A S AN SR AL il 25 25 i &, BTk 25 F 3657 AT T B8 PR, s kR A
B4, I E B KR, HM B KIRR , Jed i, A8 9 FRp O LI A KD gl R J i 1 "

[0015]  WHFLBIMALE A2 S5 AR = A0 B O B D BRI A IR B R (i . 2
LU BN 2 5 T3 B 28 i, B Ho et F /N 73 A0 & A A i B v %, I B
A R 2T B BB Y (Bromme, D. (2001), ' Papain-like cysteine proteases’ ,
Curr Protoc Protein Sci, & 21 3, % 21 2 B JG ;Roberts, R. (2005), ' Lysosomal

cysteine proteases :structure,function and inhibition of cathepsins’ ,Drug News
Perspect, 18(10),605-14) ,

[o016]  ZHZVER Il S A6 HT 5 52 i3 40 i 0 = Wk 0 o MR SR i i M- e JDL 4 i (2 =%
%15 (Hsing, L. C.and Rudensky, A.Y. (2005), ' The lysosomal cysteine proteases
in MHC class II antigen presentation’ , Immunol Rev,207,229-41 ;Rudensky, A. and
Beers,C. (2006),’ Lysosomal cysteine proteases and antigen presentation’ ,Ernst
Schering Res Found Workshop, (56) ,81-95) . RUEF AL R AR S 78 15 B KL 28 P AL 98
TIK, FEBN KR FERE AL I BBk ] W5 ZY 3 (Liu, J. 5% (2006), ' Increased serum
cathepsin S in patients with atherosclerosis and diabetes’ , Atherosclerosis,
186 (2) ,411-9 ;Sukhova,G. K. 25 (1998),' Expression of the elastolytic cathepsins
S and K in human atheroma and regulation of their production in smooth muscle
cells’ ,J Clin Invest,102(3),576-83) .

[0017] Il A A &4 42 7, ZH 2N e Mg S B D BB N T30 bk ot R Ak 2 SC BE IR 1, B
L6 T8 2 ) ) BRSBTS I I, ZH 2B S Bk 2R R DS B A e 2D 1R B oS R A AL
R, {E LDL-Rec R 2K B /) Bl AP, R3E T 982D 19 R ot 22 AR, 550 1 2T 4 1 73 i A0 1 1 3
ik % hE. {5 APO E RS/ B, RIE T S M D el R A ) B e 8
Wi I CatS/In APO-E i 2K 1 /Iy LI, W1 LA 3, Bk A5 30 bk RH /o JIE 0 5 1) ¢ 30 Tk
o A A0 A 35 1 22 A, I OE 5 AL B W2 /D> (Aikawa, E. 5% (2009), ' Arterial and
aortic valve calcification abolished by elastolytic cathepsin S deficiency
in chronic renal disease ' , Circulation,119(13),1785-94 ;de Nooijer, R. %&
(2009), " Leukocyte cathepsin S is a potent regulator of both cell and
matrix turnover in advanced atherosclerosis’ , Arterioscler Thromb Vasc Biol,
29(2),188-94 ;Rodgers, K. J. 25 (2006), ' Destabilizing role of cathepsin S in
murine atherosclerotic plaques’ , Arterioscler Thromb Vasc Biol,26(4),851-6 ;
Sukhova % (2003), ' Deficiency of cathepsin S reduces atherosclerosis in LDL
receptor—deficient mice’ , J Clin Invest,111(6),897-906) , iX+& il id vk b4 fg &)
LT3 Pk JEREIRAS « L By D s 954K, , ZHZRER NI S A9 70910 1) 794 A B0 bk s
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FERBAL B, DL A B f5 Ao oE Ho il R R IR

[0018]  Zh ik s FE B AL AL rh PR R IX SR A A R Al S M C AN A thge— 3. &
S, AV Al S W S A Mus ML BT et , AT BRAS e o« el &, AV R S R s Al
s8R B (elastinolytic) WEMEIF Hal LIAES I pH R 1Z D) fe, X2 ALV EEHEE S [X
A+ A A A U A B AR IE . R, AR AR S 2 PUR 2R KW R B E AR,
FARPUR 2L AL RE (invariant chain) (K505, 2T 40 A3 bk s A A 4L,
MM M RAER DTk kD o T iy B JORE 3 B0 — 0 B PRI B B PR A 240 LA &
Bt J5 I BT ANFa 24k (Cheng, X.W. %5 (2004), ' Increased expression of elastolytic
cysteine proteases, cathepsins S and K, in the neointima of balloon—injured rat
carotid arteries’ ,Am J Pathol,164(1),243-51 ;Driessen,C. % (1999),’ Cathepsin
S controls the trafficking and maturation of MHC class Il molecules in dendritic
cells’ ,J Cell Biol,147(4),775-90 ;Rudensky, A. and Beers, C. (2006), ' Lysosomal

!

cysteine proteases and antigen presentation , Ernst Schering Res Found
Workshop, (56),81-95)

[0019]  Cat SIMHIFIRIHLRANDT — Mo e 9 1 oAt A e oA 1 1 B ZE P ik (chronic
obstructive pulmonary disease) HISZEHIHI#E A (Williams,A. S. ZF (2009), ' Role of
cathepsin S in ozone—induced airway hyperresponsiveness and inflammation’ ,Pulm
Pharmacol Ther,22(1),27-32) . I4b, t T H40 Jo b )38 5 P g Dh e, I 4121 8 A S
SZMHT N B A A i 42 (Burns—Kurtis, C. L. 5§ (2004), ' Cathepsin S expression
is up-regulated following balloon angioplasty in the hypercholesterolemic
rabbit ' , Cardiovasc Res,62(3),610-20 ;Cheng, X.W. Z& (2004), " TIncreased
expression of elastolytic cysteine proteases, cathepsins S and K, in the
neointima of balloon—injured rat carotid arteries’ ,Am J Pathol,164(1),243-51 ;
Shi, G.P. % (2003), ' Deficiency of the cysteine protease cathepsin S impairs
microvessel growth’ , Circ Res,92(5),493-500 ;Wang, B. 2§ (2006), ' Cathepsin S
controls angiogenesis and tumor growth via matrix—derived angiogenic factors’ ,
J Biol Chem,281(9),6020-9) . XUk, 24t FBE S F 30 7R T 20R0 A [R] 1 50 7€ A7
(setting) FIHERA HIHI.

[0020]  ZHZNER I S I )0 iided A= KR8 40 i f=z A P2 4E ), 41 Roberta E. Burden
{E Clin Cancer Res 2009 ;15(19) k. 54t BUIBRKIAL E BN S w5 'HE
DR B A2 2N SAH B, R IR H B RS AL B b o X R B, M HIZH 2R E i S W] LA
/18 P AR R O I S A A SRR (Elena Aikawa, Circulation, 2009,
1785-1794) ,

[0021]  HRE AW L B H AL E A/ S W ERIE 5, I HieH iR RIAR
H A B L AE B K 0k R AL TP T B4R AT, B, LDLrec&Cat LR 2K /I Bl 2 I HY 6k 2D Y
) ik 5 FE T AL 2 Y (Kitamoto, S. 2 (2007), ' Cathepsin L deficiency reduces
diet—induced atherosclerosis in low-density lipoprotein receptor—knockout
mice’ , Circulation,115(15),2065-75) . 54t, Cat L 4k b RACHZRETE, PR G 4%
il g 107 2B AN F A R 52 1 o AR R, AR ER TR L AR O i B A A R Rk
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BT AR A I E 8 R T SRR L D) BE (Sever, S. 5% (2007), ' Proteolytic
processing of dynamin by cytoplasmic cathepsin L is a mechanism for proteinuric
kidney disease’ ,J Clin Invest,117(8),2095-104) .

[0022]  ZH ZRFE 4 40 MO A0 356 5T AR At v T oo 2 PR A s R I R 2 40 T b B iR 20 P Y
VEF XL E AR L 7R 40 M35 7 (Funkelstein %% (2008), (a)' Major role of
cathepsin L for producing the peptide hormones ACTH, B -Endorphin, and a -MSH,
illustrated by protease gene knockout and expression, Journal of Biological
Chemistry, 283 (51),35652-35659 ; (b) ' Cathepsin L participates in the production
of neuropeptide Y in secretory vesicles,demonstrated by protease gene knockout
and expression, Journal of Neurochemistry,106(1),384-391 ;Rudensky and Beers
2006) .

[0023]  FEAULH A, ARTE et ”, sl G4, 295 A 1 2 8 MR 1 BB
WEpiAE, JUIR 1 2 6 DikIR T BB BCCREREES, IR AR 1 2 4 Dk R 11 BB BG
fidk. BLBERISCBE C1-C8 i BE sl . L N RN TR R TE T & A
O3 e R L | TR G3 e R ) 2 | [R] 3 S A B BRBE A R] 73 S A = 2k, JCIL R 3 L &3 T
B FRINEE T IRRRUT A, SR R Tk

[0024]  ARif: “heda AR, e G M, e btk -0- iR, i RE " Stk RAZ
Aes I S, i A . S5k IENAUE R VAR L IE T U0 e T 428 A T SRR
AT, R AR

[0025]  ARTH “AAEE7, B G 1L, 28 -0- R

[0026]  ARif “piE” gl “ AL, P ERAL A, AR S IR B,

[0027]  ARIE“ i ARbERE” T o ARGE IR ", S EZH & 1, Rl /b — A s =B, JEH
S — BT R, R R A ) R R N SR R A o R E Y AR
A7 PR e B AU R R R R SRR R

[0028]  ARIE“ZyHIEL” 2 dh TR FRri B Ol iy B R 1) AE W) O Ak B, O HASRAE AW 7
B A T AN TS BB LEER o Ik #h H AR AN WL TE 1, BT ik Te LR i dn 2h g
ARG, IR, AHIR, IR, 5 ) R IR, PR A LR B an L1, N IR, Fo it £ 1%, TR IR , PR
(oxylic acid), KRR, N MR, BEHHMIR, & BIR, WAL, Fr&TR, K TR, WEERR, Bk,
PRARR , LTIR, % 2R IR , KR, N- SWIEFIRZIR . Ji b, 1KLL 3 AT LE ik AL
RSP IRTHIWANE i AT IR IS IR =R e i (RO N U R P T L R T o
ke AW ER O FEEAR T LU YU EE A0 A RBUR , B i A 35 RARAF AL AU
i, PRI TR 1 - AT IR, 90 e Il , = i, — O, = L =R, O,
R, KR, N- LHEWRIE, DRI, G IR . 30 (D) 4B Wik nT LLUAP PE 7 A7 A
el (D AW e SR 2, SRR SR Bl IR 26, B IR ShAT iR 25

[0020] i RJEHRI A (D bEMZ— S H A LB B PP BRI Y 41T A%
58 BN B — AN B AN B B, AT BLSR A UGN B T VA A R B P IR AT T I Al
A% 37 3% (4, 9] a1 T. W. Greene 1 P. G. M. Wutts [ “Protective Groups in Organic
Chemistry”, 5 3 fit, 1999, Wiley, A TIA ) o IXAE A ORI FT0] R SR A F34 R b
HETT VAL B ) G IR 250 IR 4P JE AT A SEA) 2 AU T S8R (Boc) , 2 5E R 9- %7 5 1 I

12
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(Fmoc) , 3k R 2- = ML Pk Ik L/ (Teoc) , WABRIE (Cbz) U 4L FE LB E
(Moz) o

[0030] X (1) ALAWAT L& JUA KRR A L L AT DAL 2 400 e S A4 4, %o e S5 4
PRI, B0, S0 BEAD, JE X Bl S A0 4 RV A 400 AR B S 48 14 A1 T E A BLAE XoT Bk
SRRSNE BETR A W0 T A4

[0031] R WH“A X Bk JR 77 R on KA A A BB E kR R P %
Cahn—Ingold-Prelog M, AXFRAK IR 7] LLEA “R” 8 “S” f5L,

[0032] AU BJUHIE K AT & 5

[0033] X (I) MILAEW, H AV -S(0) -

[0034] X (I) MILED, Hd A2 - (CH) -

[0035] X (1) HItb&4, Hoh RUZBEL IR, sk = A 5%

[0036]1 X (1) LAY, KA 2K ;

[0037] =X (I) L&Y, Hh 2R ;

[0038] =X (I) ML, A ROBE, MRSk ;

[0039] X (I) MIHLEY, A 2K ;

[0040] =X (1) K&, o RORE

00411 =X (I) KLY, Hdh RUFI R BTk (3 SR g AR BESE

[0042] X () MIAbE4, Horp ROFI R BT Mk 1 0R =30 P

[0043] X (D) M4k &9, o ROEA, Fefd 5, mifChtaadt, ki3, prabnibne JE kb SEntt me
5

[0044] X (1) MLEY), Hd ROES, P, A, B = mINAES, ), ARt
FE ok P AEnt ML

[0045] AR BHIEPS ik B UL RS0 (D 1 &9

[0046]  (2S,4R) —4-(2—- & —4- FHEIE - REEWEIE ) -1-[1-(6- 5 - mbhe —2- 2% ) - RN LE
PREE 1 nthnk e —2- R (1- B - BRI 3L ) - Bhik

[0047]  (2S,4R) —4-(2— & — ZRME LSS ) —1-[1- (5— & — MR —2- 55 ) - R e eds 1 - nikng
Bt -2- R (1- FUE - RN ) - Wil

[0048]  (2S,4R)—1-[1- (55 —AklE —2- &) - IR A Re it 1-4-[2- 5 —4- (2,2, 2- =/ - &
S ) - ORREIEIE 1 Mk bE —2- FER (1- FU3E - RN 3L ) - WA

[0049]  (2S,4R)-1-[1-(5— & —3— & — ML W —2- 2% ) - BRI b e 2k 1-4- (2- S —4- F 4
B - FRERTRES ) - b —2- IR (1- B3 - SRR %) - Bhi%

[0050]  (2S,4R)—4-(2—- G0 — AREWEEE I ) -1-[1-(5— & —3— f — ML we —2- 3% ) — IR A b Bk
B 1wk —2- R (1- JUE - RS ) - BhA%

[0051]  (2S,4R)-1-[1-(5— &l —3— L — MEME —2- 2% ) - N e i 26 1-4-[2- & -4-(2, 2,
2— =R - CESE ) - RTATRAL 1 mibn ke —2- FER (1- S - MR ) - R

[0052]  (2S,4R)—1-[1-(5— ¥R —3— 5 — MLWE —2- 2% ) - R e e A 1-4-(2- &l —4- &K
B - FRERTRES ) - b —2- IR (1- (% - SRR ) - Bhi%

[0053]  (2S,4R)~1-[1-(5- ¥R —3— & — MEWE —2- F& ) - R HE R IE 1-4-(2— G — 2K Tl Tk
) - gk —2- R (1- JE - RN ) - BEi%
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[0054]  (2S,4R)-1-[1-(5— &l —3— # — ML WE —2- FE ) - A b fe & 1-4-(47 - % -
IR =3- FEAREL ) - it —2- FR (1- F3E - RN 3E ) - k%

[0055]  (2S,4R)-1-[1-(5— %l —3— G — MEWE —2- 3% ) - IR BB IE 14— (3— & — mikieE —2- 2%
gk ) — mEng skt —2- IR (1- B2k - B3 ) - Bz

[0056]  (2S,4R)-1-(1-(5— & —3- FMLAE —2- 5k ) BRI LEHedt ) —4- (2- & —4— HATANL
55 ) -N=-(1- FENIE ) Mgkt —2- FEEZ ;

[0057]  (2S,4R)—1-[1-(5— 5 —3— Gk — MtWE —2- 55 ) - FA P e P 2 1-4- (b we —2- 2600
) - Mg BE 2 FER (1 #3E - RN ) - Bh%

[0058]  (2S,4R)-1-[1-(5— & —3— i — ML WE —2- 55 ) — BRI e e 55 1-4-(47 — 3 — Bk
IR =3- TS ) — b bE —2— AR (1- 30 - N2 ) — BEh% 5

[0059]  (2S,4R)-1-[1-(5- % —3— % — MLIE —2- 3L ) - IR B RIE 1-4- (3— & — nikie —2- ik
WEk ) — kg b —2— AR (1- U - B3R ) - BEi% 5

[0060]  (2S,4S)-4-(2- & —4- & — ZEREERIE ) -1-[1- (65— & -3- & - ke —2- ) - HH
PEFRFE 1 gt —2- IR (1- 3k - N3 ) - B

[0061]  (2S,4R)-1-[1-(5— 5 —3— %l — HMLME —2— & ) - B LeE 1-4-(3— & -5- =
55— ERE —2— JEmE ) — b b —2- FPR (1- 30 - N2 ) - BEh% 5

[0062]  (2S,4R)-1-[1-(5- % -3~ F — MLWE —2- 2% ) - RPN B IRIE -4- (5- & - nkwe —2- %
Pk ) — mEng kot —2- IR (1- 52k - TRV 3E ) - Bz

[0063]  (2S,4R)-1-[1-(5— &l —3— R — MLME —2- 2% ) - IR e B 55 1-4- (kg —2— Tl i
B - Mk bE —2- FER (1- FJE - R ) - Bhi%

[0064]  (2S,4R)-1-[1-(5— % —3— 4 — Mk W& —2—- 3% ) — BF A ¢ Bk 5% 1-4-(6— 1 3% — it
WE —2— FEARFE ) — bt —2- IR (1- F3k - RN 3E ) - Whk% 5

[0065]  (2S,4R)—1-[1-(5— G —3- 8 — MkiE —2- 38 ) - R pEFRAEE 1-4- (56— = 4 - g
WE —2— FEM L ) — MERg b —2- AR (1- J3k - RN ) - Beh%

[0066]  (2S,4R)-1-[1-(5— 5 —3— 5 — MLME —2—- 5 ) — BRI GE et 1-4-(3— = J 2% — it
WE —2- FEmi s ) - kbt —2- PR (1- U0 - M ) - BEf% 5

[0067]  (2S,4R)—1-[1-(5— % —3— % — MEHE —2- &) - BN BB IE 14— (5— & — MEIE —2— ik
PR ) — nibms e —2—- R (1- #UE - BRI 2E ) - BEAL

[0068]  (2S,4R)—1-[1-(5— &l —3— 45 — Mk W& —2— 3% ) — BR A ¢ Bk 5% 1-4-(6— FF 2% — it
WE —2- BAIEAE ) — kg bt —2- AR (1- Bl - MR ) - BE 5

[0069]  (2S,4R)-1-[1-(5— & —3— & — MLAE —2- J& ) - BRI Bt 1-4- 5— = H 5L - ik
WE —2- WIS ) — kg bt —2—- AR (1- U0 - MR ) - BEA% 5

[0070]  (2S,4R)-1-[1-(5— 5 —3— 5l — MLME —2- 2 ) — BRI E s 14— (3— = & — it
WE —2- AL ) - mEr e —2- AR (1- #UE - AR ) - BEA% 5

[0071]  (2S,4R)-1-[1-(5— 5L —3— 9 — MERE —2- 55 ) - e ed 1-4- (2- &l -5— =
Bk - RFERIE ) - bR BT —2- AR (1- U0k - IR ) - WL

[0072]  (2S,4R)-1-(1-(5— & —3— JRMLAE —2- J& ) RN FERIE ) -4-(2- & -4-((9)-1, 1,
1= =5 —2- FEIE ) RBAEEE ) N-(1- FIEIRTAZE ) g e —2- BRI

[0073]  (2S,4R)-1-(1-(5— %l —3— JRALRE —2- &) IRNLEEE ) 4- - -5- (=W H )

i
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RTINS ) -N-(1- FUE AL ) mbig bt —2— FIBLIG ;

[0074]  (2S,4R)-1-[1-(5— & — MERE —2- F& ) - IR e IRIE 1-4-(2- S -5 =% -
FRA PRI ) — nibms ot —2- IR (1- iﬁﬁ WA ) - BEiZ

[0075]  (2S,4R) —4-(4- ] —2- & — AW ) —1-[1- (56— & -3— 5 — ke —2- &) - N
Ptk ] - gkt —2- AR (1- %L‘z% WINE) - B

[0076]  (2S,4R)-1-(1-(5— 5 —3— MLAE —2- 2% ) FRNREIRIE ) —4- (2- 5 —4-(2- F &Mt
WE —4- 2k ) ZRMREGAE ) -N- (1- SUEM N ZE ) gt —2- PELIZ ;

[0077]  (2S,4R)-4-[2- & —4-(2— & - MLRE —4- F& ) - RIS 1-1-[1-(5- & -3- & — ik
W —2- FE ) - IR REIREE 1- kgt —2- IR (1- 2 - RN S ) - Bhi%

[0078]  (2S,4R)—-1-[1-(5— & —3— % — MLAE —2- 36 ) - R Le e dE 1-4-[2- A 4-(1-
55 —1H- b —4- 35 ) - ZREAEEIE 1- nibmsdt —2- IR (1- U0 - BRNZE ) — B

[0079]  (2S,4R)-1-[1-(5— & —3— 5 — MERE —2- 56 ) - BRI E eIt 1-4-[2- A 4-(2- H
55— IERE -3- 2 ) - ZREAMES 1- mibs e —2- IR (1- 53 - AN EE ) - Bk

[0080]  (2S,4R)—4-[2- %l —4-(2— AL —nibme -3— 55 ) — M EEsE 1-1-[1-(3- 3 -5- =3
L — IERE —2- 2 ) — BRPNGEIAE 1 kg e —2— IR (1- U - BRI ) - Wi

[0081]  (2S,4R) —4-[2- 5 —4-(2— 3L —nikiE -3- 2% ) - ZRmamESE 1-1-[1- (3— 980 —5— L —nit
W —2- FE ) - IR REIREE 1- Mgt —2- AR (1- J3E - RN ) - Bbi%

[0082]  (2S,4R)-4-[2- Gl —4-(2— 5L — nibme —3— 58 ) — Amali st 1-1-[1-(3,5- —& -t
WE —2- FE ) - IRPIRE AL 1- kg e —2- AR (1- FE - BRI L ) - BhiY

[0083]  (2S,4R)-4-[2- & —4-(1- F FE —1H- nt ™ -4- F )- 2K fF fE
55 1-1-[1-(3— %0 -5 Ml — nbmg —2- 55 ) — BRI edidt 1- mbngde —2- FEg (1- 5% - A
55 - Bl

[0084]  (2S,4R) -4-[2- & —4— (1— F3E — 11— LM —4- 35 ) - ZRAEESE 1-1-[1- (3- W 5 =
FCPIE - EmE -2- FE ) - IR BERIE 1- mbrg bt —2- R (1w - N ) - B

[0085]  (2S,4R)-4-[2- & —4-(1— B 3% —1H- Mt mp —4- 3% ) - 2ERRMESL 1-1-[1-(3,5- —
A - MERE —2- 35 ) - IR GEIRAE 1- Mg e —2- R (1- U - BRNSE ) - WML

[0086]  (2S,4R)—4-(2— i — Aot E 2 ) —1-[1-(3— 90 —5— B — b we —2- 3% ) — B P ot Bk
551 Mg bE 2 R (1 #3E - RN ) - Bh

[0087]  (2S,4R)—-1-[1-(5— &l —3— 8L — ML ME —2- F& ) — BR N e B 5 14— (2 9 — 2R T ik
B - MM —2- FIER (1- S0 - RN ) - Whi

[0088]  (2S,4R)-1-[1-(3— % —5— M — MLME —2- 3% ) - FRTA Bk 1-4- (2- mE e —1- 3% - 2%
RIEIE ) — mbns st —2- AR (1- 3k - IRN3E ) - B

[0089]  (2S,4R)-1-[1-(3— % —5— il — nk g —2- & ) — BF P e B &5 1-4-(2-[1,2,3] =
M —1- FE — ZRRATEIE ) - mibng e —2- R (1- BU0E - SRR 3E ) - BhiL

[0090]  (2S,4R)-1-[1-(3- & —5— Ml — mL me —2- 55 ) — B 4 i Bk 2% 1-4-(2-[1,2,4] =
e —1— - ZREAIESL ) — nibmsdor —2- Eﬁ@z‘i (1- U0 - R ) - Bk 5

[0091]  ((2S,4R) ~1-[1- (53 —3— R — MbIE —2- 35 ) - IR B F AL 14— (2— ik —1- 3 - 2K
FRAPEIE ) — nibng ot —2- IR (1- EL% WINE ) - B

[0092]  (2S,4R)-1-[1-(5- & —3- & — Mk ¢ —2- 56 ) - 3R fe ke & 1-4-(2-[1,2,3] =
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M —1— HE — ZRREIERL ) - kg —2- MR (1- &L - B &R ) - Wik A0

[0093]  (2S,4R)-1-[1-(5— & -3~ L — ML W& —2- & ) - BRI e e 5 1-4-(2-[1,2,4] =
M —1- B - ZRREEEIE ) - bR —2- AR (1- 0L - BRI ) - kA

[0004] AU BIJLHE Kk B LA &K (D K& -

[0095]  (2S,4R)-1-[1-(5— & —3- % — ML WE —2- 25 ) - MR FE ik 2 1-4-(2- | -4- 4K
B - RHRIEIE ) - mEmbE —2- IR (1- 38 - IRNZE ) - W%

[0096]  (2S,4R)—4-(2— G — A hea i 2 ) —1-[1- (65— 5 —3— %L — MLRE —2- 3% ) — B P ot Bk
B gk —2- R (1- Bl - RT3 ) - BRA%

[0097]  (2S,4R)-1-[1-(5— &l —3— 8L — MEME —2- F& ) - PN e B 2 1-4-[2- | -4-(2, 2,
2- =9 - LEGE ) - RRATRAL 1 mibms ke —2- FER (1- U0k - RS ) - R

[0098]  (2S,4R)-1-[1-(5- ¥] —3— i — ML WE —2- 2% ) - RN b e 28 1-4-(2- & —4- F 4
B - RHRIEIE ) - mEmgbE —2- IR (1- FU3E - IR L ) - W%

[0099]  (2S,4R)-1-[1-(5— ¥& —3— i — MLWE —2- 2% ) - IR e p 55 1-4-(2— &l — KT
B - mEns ke —2- IR (1- SU0E - RN ) - BRi%

[0100]  (2S,4R)-1-(1-(5— & —3— FMLAE —2- 55 ) MBI ) —4- (2- & —4- PR L
55 ) -N-(1- FEM N ) Mgkt —2- PG ;

[0101]  (2S,4R) -1-(1-(5— & —3— FMLIE —2- 56 ) R ke IL ) -4- - & -4-((9)-1, 1,
1- =8N —2- FEEIE ) R ) -N- (1- SUIEERINIE ) mkm e —2- FEERZ |

[0102]  (2S,4R)-1-(1-(5— %l —3— JRMLRE —2- &) INLEEE ) 4- - -5-( =W H )
ZRMEIR ) -N-(1- FEER AL ) b bt —2— FBLRL ;

[0103]  (2S,4R) —4- (4 IR —2- & - FBEEEEE ) -1-[1-(5- & -3- & - nkme -2- 2% ) - FF 4
BB - gt —2- R (1- 3 - N ) - B 5

[0104]  (2S,4R)-1-(1-(5— & —3— FRMLAE —2- 2% ) FANREIRIE ) —4- (2- 5 —4-(2- F &Mt
WE —4- 55 ) RIS ) -N- (1- UM 2L ) bt —2— AL ;

[0105]  (2S,4R)-1-[1-(5— 5 —3— & — MEWE —2- 55 ) - BRI e il 2 1-4-[2- A 4-(1-
BE-1H- mib e —4- 3% ) - SRR - mbngdr —2- AR (1- (58 - IR ) - Wk

[0106]  (2S,4R)-1-[1-(5— & —3— F — MLHE —2- 25 ) - M Le et 1-4-[2- &l —4-(2-
55— ERE -3- 3 ) - ZREABESL 1- nibws s —2- R (1- |3 - RN EE ) - B

[0107]  (2S,4R) -4-[2- & —4-(2— 3L - nikie -3- 38 ) - ZRMAEESE 1-1-[1-(3- 3 -5~ =3
FRSE — mibmE —2— 2% ) - BRTABEBAE 1- b hr —2—- IR (1- JUHE — BRIV 2L ) — BhA%

[0108]  (2S,4R)~4-[2- & ~4- (2- L — ke —3- 7% ) - SRBAIESE 1-1-[1- (3— JL -5t — it
e —2- 55 ) - AR 1- mbng e —2- FR (1- B3k - SN ) - Bhi% 5

[0109]  (2S,4R)—-4-[2- 5 —4-(2— 2L — nikieE -3 22 ) — ZRMAEEES 1-1-[1-(3,5- =& —nit
e —2- 55 ) - MR ERIE 1- kgt —2- R (1- 803k - RN ) - BhA%

[o110]  (2S,4R)-4-[2- & -4-(1- F F -1H- nt ™ —4- 3 )- 2K [ [t
HE 1-1-[1-(3— 9 —5— L — mkwE —2- 58 ) - BRI LEIE 1- mbig e —2- IR (1- U - 3
5 ) - WEk%

[0111]  (2S,4R) —4-[2- G —4- (1- & —1H- AL M —4- 3% ) - ZRRIEIE 1-1-[1-(3- | -5- =
BPAE - mERE —2- 58 ) - MR BRIE 1- MM —2- R (1- Uk - MO SE ) - Bl s
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[0112]  (2S,4R)-4-[2- & —4—(1— B J& —1H- AL mp —4- 38 ) - SERE MR 3 1-1-[1-(3,5- —
A MERE —2- 35 ) - MR REIRES 1- Mgk —2- R (1- J2E - RN EE ) - Wik
[o113] =X (D) MIALAYmT DS ARSI O R il & o 28 (D) B4k &9 dn] AT A DL
TR

[0114]  FEARUIHPFEHLL 45 .

[0115]  AcOEt : ZFE 21 ;

[o116]  ACN :ZJf% ;

[0117]  boc BT S IRIE ;

[0118]  BOP : 2% JfF =ML -N-483% — = ( ZHELEIE ) - B /N HUsIR L
[0119]  BOP-CL : X — (2— 44 —3— MEmLr 5L ) - RIEIE A

[0120]  Cbz "FEIRE

[0121]  CDI :1,17 — $E kM ,

[0122]  DCM : 5%

[0123]  DIEA : —RHRIEL LI ;

[0124]  DMAP :4— — FIBEEJLNLRE |

[0125]  DMF :N, N- L PR

[0126]  EDCT :N-(3- —FIREILHIL )N — 43 - WK

[0127]  EtOAc : L& 415 ;

[0128]  Fmoc :9- Zj 4R IRIL ;

[0120]  h /I ;

[0130] HATU :0-(7- BEIeEFH =M -1- £ )-1,1,3,3- 4 Eﬁ%ﬂﬁ%ﬁﬁﬁ%@ﬁ?ﬁ ;
[0131]  HOBT :1— FRILZEIF=mk

[0132]  VFJEAH : L2 - —RINE - &

[0133]  KHMDS : X ( = A3 Fp et ) &4k

[0134]  LDA : — R AL ZIEALAE

[0135]  LHMDS : XU ( = FIE kbt ) A0 e

[0136]  mCPBA & MCPBA : 7] 5 4845 I 1%

[0137]  MeOH : % ;

[0138]  Mes—Cl : FIRSRELST ;

[0139]  min :%}4 ;

[0140] Moz : P4 RIEIRIEL ;

[0141]  Na,SO,:BH R4 ;

[0142]  Nos—Cl :3— AL ZEIRMES ;

[0143]  Pd,(dba).: = ( Z T FEIEPNET ) —48 ;

[0144]  PyBOP : 25 3F — W —1- 3% — 4 LM e B /N IR 26

[0145]  TBTU :0- ( &3 =M —1- 3£ )N, N, N, N’ — PU L HR4G DU G g 2
[0146]  Teoc : — I ARSI LR IR 5

[0147]  THF : Y& NG
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[0148]  TFA : =5 L8 ;H1

[0149]  Tos—Cl : 12K —4— L&
[0150] A& 1

[0151]

: 1 2 1 2
R R? 1R | S R W2 R | =4 R
\@ + A\\ — N/ CN ——» N/ ~ _COOH
= AN
N~ °F N

1 2 3 4
[0152]  R'-R*1 F3C0E S s, 1 249040 NaOtBu, KOtBu, NaH, LiHMDS, KHMDS 8% LDA ;5% 2 &
fi4m LiOH, NaOH 8% KOH.

[0153] 7R, (40 b 3CE CHIAR 1) AZ7E S AIERERT AP an 1 FIFR R G 2 Ab s SR 15 it
WERTAY) 3o ¥AL-E 3 HA (b 308 SURIE 2) b3, SRAT e 2 R IRAT AW 4, RliFEs
RRe A H .

[0154] 52

[0155]
SH
2
A - R3
boe R A\ } b
C R L bos N R bee A
N wlLO,R R N OR Sk, g, S w2 boc, N OH
\J S i gj — =
o S
l g 2 =0 8 2 =0
L2 Az, R3 R A\ S\\ R A\ W
RG N\ / 5 l s ? 5 | S 3
R R R R R
R5 R4 R4
5 6 7 8 g\
HN" =N
Wt
e
9] SZ @)
Ny TSN boc, N TSN
H

(01661 LG & B J3:4E T 1 = L AR AR VTR P A R o2 2
WA (nosylate) sAF R*—RAN 130 X sRORBIANTIE, 235, St HEnk oL,

18
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[0157] ¥ Boc fRIFMIIE 2 IR AT A4 5 5 AR M RERT A MAE W U0 = L Ji2 DIEA 2, 6— — %L
MEWE SEAFAE T R LA AR BART AR 6.0 6 FH ik S8 A i3RI 2 Hy0, 1B FR SV il 551 . mCPBA
(A= ARG £ 7. FIAR 40 1Li0H, NaOH 5 KOH K5 s 2 AL AR, = B A N RS 8 .
Wbk 8 5 1- &I B HERTAY 555, W1 EDCI, CDT, BOP-C1, TBTU, HATU, PyBOP &% BOP,
TEB AN DIEA, = ZJ& sl — P EENERE A7 75T SN 58 R HZ AR IBE, AT 7 A=Wz 9. e, 1l
FH /& et TRA, HC1 7EE WL (40 AcOBt, — Bk ) rhak iR AL 4L 44 9 2% Boc— {7
R, A 10,

[0158] &3

[0159]

RA_ A
R o R | O
5 - 3
R4 R R
R*
4 10 11

[0160]  A®AII R 'R F oz X

[o161] G HRIR 4 5% 10 fEELZ B2 —un EDCI, CDI, BOP—-CL, TBTU, HATU, PyBOP 8%
BOP 774E T, 7% W1 DIBA, = L %8k 2, 6- I FEMEBEIFAE N R, P2 A BEE 11,

[0162] &4

[0163]
R’ R'
13
\
L O-R B
(N = O-R 2 &

[0164]  R'-R'FIR *f1 b 30sE X LG S B 2 40 C1, Br, TR &4 b 0E 2R, B
()25, Ze TR R EUAC I 2L BRIE SR J2 H sl 3, s A R 5 HOE RIS 17— 2,4,
47 57 5_ ﬂEﬁ% _[17 37 2:| :/ﬁ%ﬁﬂﬂ%ﬂ:mﬁo
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[0165]  Hib-&4 12 HENREERRTAEY) 13 LERIUT Na,CO,, K,CO5, Cs,C0;5 KOtBu, K,PO,,
AU CLAN L TEEAT Suzuki SO AR an ) an Pd (PPhy) ,, Pd, (dba) , B A JHERC A4
Pd= YEAFAE T RN, 7= AR ST A 11

[0166] 525

[0167]
HO
V/
o)
RZ
.‘\\H RZ
o) o) X-LG
N | O
o HH NN —
N
§_7 H \\
HO
14 16
SH
2 R’ R’
el
RZ A | g /O
8.0 4
PP LR RN N oll Sl
| 0 NN
R L I N —— E Y
C 7N
H A\ AQ/ R’
Q |
LG RG N Ra
R5
17 18
RQ
| =y /O o
glsaN N Wl
N N
“;——: H XN
0=8 N
ATZ R
Rﬁ \| R4
Rﬁ
19

[0168] LG 2 B9 22 1 — 60 R PR AR « PR IR A o PP T P o) AR ATl PR AR Bl i 22 T
FEHE AR R 'R b 3CE XX & F, €1, Br, T 8L X = 0-1G.

[0169] 42 KL P EE 14 S AR 2h a0 bR £ L SRR 3h L B IR £k IR A 31 IR IR 2h IR IR
S3h. PHARR R4 5 R 4 EWeE {8 40 EDCT, CDI, BOP—C1, TBTU, HATU, PyBOP B%, BOP 1%
16N, TERR W1 DIEA, = & fi%, 2,6— — FZEMEREAATE T, BA S HLAE B 1 40 D6/, =D, Bt

20
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BB BE R A N RN, P2 AW 16, AT T IR 16 7ERE MMk an 2- 2R T,
TEA, DIEA, DMAP, 2, 6— — FHJEIERE BLRE /770 N 3T, 77 B BT 16, 154G 16 TEf i TEA,
DIEA, DMAP, 2, 6~ — &L sl ki 77 46~ A X-LG bR, 7=k iR ik 17, B i L S
N, P AR TR 180 B 18 AN 19 4 Ak Il 1l K 18 55 48 A3 H,0,, 1o it B & B i 571) , MCPBA
S ST o

[0170] %6
[0171]
R2 R?
| R /jD r R ,/O 0
X=X
R1 =N N [(N \ i X’\XB( R1 N N QN 2
(\)\ H \\N ' C\)\ H \\N
0=S H o=’ XX
3 Yo
Ag/ | R bl Az/ | X\x
Re N\ ‘RA @ﬁ Ra R R*
RS RB
20 21

[0172]  RUZESRILFUIF, CL, 5K S(0) ,-Me ;X B2 N 82 CH s A2 JEALA U Na,COs, K,COs5
Cs,COBA HLIR T DIEA, = Z % ER 2, 6— — FIRERLIE

[0173]  HALAM) 20 W ARAEE 244577201 DMF, DMA B8, THF =1, ¥4 _F 3258 SR & & 5- 76
PN SR o IR R A AE SR DERE I B S A EE N 30-100°C FF &1 AR
LB SN 5E o

[0174] A BHREW R — Rl Tl 4% an b e U (D BB 751, Brd 77 2 a4
DU IR —

[0175] () ZERRATAE T, 20 (A) HIEDIIR N,

[0176]

(A)
[o177]  Hidp AY, APFI R "4 R %0 b5 O3 HH b PG 2 g A
[0178]  (b) 7EBLFIELRARBEFIABAEAE T, R BL) HAL&

[0179]
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(B1)

[o1go]l 53X (B2) AL G,
[0181]

(B2)

[o182]  Hip A, A*FIR'E RO 308 X
[0183]  (c) #E R°B(OR),, BN Suzuki EALFIELE . 2 (C) ML &I Y,
[0184]

(©)
[o185]  Hirfr A", AN R "4 ROFIR 0 3058 S, LG S B 2R [, Rt e b me i, i FQnik e
%@iﬁ’ﬁ%ﬂttﬂ%%,ﬁﬂl% E'”ﬁjiEF'%,jZﬂﬁ/\R HHEENMIR &k 2,4,4,5,5- T

[0186]  (d) E%&%?‘Jﬁiﬁ?fﬁ (D> ISP N,
[0187]

22
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(D)

[o188]  HiAp i AR R "& Rl b 302 X

[o189] IR (a) , B2 4n TFA, HC1 B PR .

[0190]  BER (a) 1, MY EEHTZ B0 boe, Fmoc, Cbz, Teoc, “FIEEL Moz.

[o191]  JBIR (b) , BhRE (BB 250 41 EDCT, CDI, BOP-C1, TBTU, HATU, PyBOP &% BOP.
[0192] U (b) f, Bl 24040 DIEA, = Z &k, 2, 6— — FIAEmLnE .

[0193]  PER (¢) 1, BEIEH A4 C1, Br 5k 1.

[0194]  BBE (¢) 1, B2 49 U1 Na,CO,, K,COs, Cs,C0,, KOtBu 5% K,PO,

[0195] DR (¢) P, Suzuki #EALFIE] 40 Pd (PPhs) 4, Pd, (dba) ;B HA EECARTY Pd- Y5,
[01961  DER (d) 1, S ATl H,0,, S B3 2 S0 B il 571 3 MCPBA

[0197]  MRIEAK K LL EiEdl& I (D MEW AR B E H .

[0198] X (1) HIALGAEATRIZS B mT LUE D 2548 (o an L2l e ) .
AT LR 259 0500 N IREE 24, e 10 (4 DARY 00 A A 3510 BB 70 el R B e e 2
WL FLABURET) B AR (Wbl ami s e ) k@B (B LU E
K)o SR, 4 2530 n] LU B A0S, WilL A N Bk ) (@l LR SR T2 L) .

[0199]1 X () FMLEWRIEANIMZH Ehn 5 25% s MR e LA —& m T A
TR R AR T BB TR AN B I R B G . T DA FLRE L ORI B AT AR
A R PIR R B B AR, A0 an, A5 A FH T R0 R BE SR AR B e P B R A At 71 o

[0200]  FH 1 BH Jie s B ()45 T3 R0 A 3R 400 2, KL ool s T 1 [ PR ORI A 2 ot
[

[0201]  FH T il £ VA 00 RUBE 2% 1) 538 PRV TR » 4911, 7K\ 22 JOIRE  RERE e AL BB RN A 250
[0202]  FH ¥ SR A TG AR, a0, K BE 22 JO B H S AR i

[0203]  FH TR A 28 AR A2 , B0 a0, AR BRI s IR I 1 [ PR R A4 2 TC I
[0204]  WbAk, 254 RT LLE A 197 F ) 500 Rl R 1S I B L e R0 R FLAKR)
FHWRF S R B AR T o280 i £k 22 0P FERGRI BT 8 AR . BAMRARIE
Al LA HAL G B IME R

[0205] A% BH DR LR RE 5190 B DL #5000

[0206]1 X (I) PIHAED, Ik (D) MEWHERITIEED R ;

[0207]  —Fh A AW, Ik AWM E X (D MEWRETT Ik
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[0208] 3 (1) HIALEWLE 25 259 F B &, ek 259 F T8 97 8D Bl R » s Tk
FEREAL, 1 = BRI, S0 S 0K » JeiE, 18 B i IR0 i A8 S IR R PR
T4 B PR P D9 3 B A PR B R AR

[0200] S (D) L&Y, Frik=X (D WA T1697 8Osl IR, KR FEREAL, 18
FB IR, S E BT » T hE » A8 1 B P 0 I SRR D, B PR R e B PR e
PR 3 B A PR B B AR P 5 A

[0210]  —Fp H ¥R 7 BRIB B K0, S KRAEAE AL, , I8 3= 2 kR, S0 8 3 ki , e, 12
P 9 o I 2 PRI 2 B R 0 T O B T e AR 19 B B o M TR R A 1) T Vs
Pk T FE G A A E R (D MEY).

[0211] R F A HA PR PR R LUT S8 9 R AR B

[0212]  SZjifs]

[0213]  SZjtif 1

[0214]  (2S,4R) —-4-(2— & —4- A - RIS ) —1-[1-(5— & — mbheE —2- 25 ) - BRS¢
AL - ks ke —2- R (1- JUE - A ) - BEi%

[0215]

Cl

e

\

YA NS
&\N =N
& H

[0216]  a)1-(5— & — MEiE —2- & ) - IR KE i
[0217]

[0218]  7F0°C [ 5— 50 —2- JRUILME (28, 1. 53ml, 15. 2mmol, Eq :1. 00) FIERPLEF i (1. 02g,
1. 15ml, 15. 2mmol, Eq :1. 00) ZEFZE (20. 0m1) A [{¥ VR EE Smin 35 0 A\ AE 7 25 P A KHMDS
0. 5M(30. 4m1, 15. 2mmo1,Eq :1. 00) » ¥R MAZE . 45min 2 J57, ¥ R IR G INiR 2 22°C
FHPEHE 2. 6he Bl S A LA NH,CL /K (50ml) FF HLoK K AHA] AcOEt (3x 60ml) ZEHL.
WG I A MIAHZR NaySO, 458, i JEFFAEE Pk 4. Kk ild Bl 23R el ()R,

70g, BEREH 0% A2 20% Et0Ac) Ziifh, SRIFFREA &9, A A (840mg 531% ) o m/z =
179. 0373 [M+H] ",

[0219]  b)1-(5— &l — MERE —2- F% ) - Rt P IR

[0220]

24
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Cla_

IN/ COOH
[0221]  ¥4L&W) 1a) (600mg, 3. 36mmol, Eq :1.00) ¥E#ELE 1 % KOH /KW (18ml, 207mg,
3. Tmmol, Eq :1. 1) Ho i RMNIREWAE 100 CHEFE 17he KRR VIR A WA 38 ik 4 3
FEAL S pH 4o PR A L8 i sl 4% 8 HPLC 44k, SRS FR AL &9, A A E 4 (339mg ;
51% ). m/z = 198. 1 [M+H] ",
[0222]  c¢) (2S,4R) —4-(2— & —4— FAEE - KT IESE ) — mibng e —2- R (1- | - H N
i) - Witz HC1- 3
[0223]

[0224] 4 CAS 1252640-17-7 (600mg, 1. 24mmo1, Eq : 1. 00) ¥fA{E HC1/ Mkt (1. 55ml,
6. 2mmol, Eq :5. 00) F1f4E 22°CHiHE 4ho LR S NVR & P78 B 25 il 4, 045 B i 44
(309mg 565% ) , KT — DAL . m/z = 384. 2[M+H] ",
[0225]  d) (2S,4R) —4-(2— & —4- A - RIS ) -1-[1-(5— & — mbhe —2- & ) - N
Fepidk 1- nbmsle —2- IR (1- 82k - BRIV 2E ) - Wiz
[0226]

Cl

[0227]  ¥4SZf5] 1b) (61. 8mg, 313w mol,Eq :1. 20) ¥EfAE7E DMF (2m1) o1, % HATU (198mg,
521 umol, Eq :2.00), DIEA(67. 3mg,91. 01 1,521 kmol, Eq :2.00) FI 52 i £ 1c) (100mg,
261 umol,Eq :1.00) MIAYEH IFAE 22 CHidt 15h, B HIRRIE R i £ % HPLC 44k, 3k
A, A AR K (106mg :72% ) o m/z = 563. 2[M+H] ",

[0228]  SEZjitifs] 2

[0229]  (2S,4R) —4-(2— & — ZRMlEL ) —1-[1- (5— & — MbRE —2- 35 ) - BRI eedis 1 - nikng
ft —2- IR (1- J& - N ) - Bii

[0230]

25
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Cl

[0231]  ZRALLTSLEf5] 1 AN CAS 1252638-10-0 FF4fi il & SE 9] 2, SRAFAR AL &4, A
A4 (106mg 572% ) » m/z = 533. 2[M+H] ",
[0232]  SEjififsl 3
[0233]  (2S,4R) —1-[1-(5— 5L - MEhE —2- 25 ) - I Be it 1 -4-[2- A -4-(2,2,2- =H - &
I ) - JRRERIE - nthg ke —2- B (1- U - BN R ) - Wb
[0234]

Cl

F
F
[0235]  ZRARLFSEHtEM] 1 A CAS 1252634-04-0 FFUf il 24 SL 4 3, SRS R UL &4, I A
1A (50mg 536% ). m/z = 631. 1 [M+H]",
[0236]  SLjiEf) 4
[0237]  (2S,4R)—1-[1-(5— & -3 # — ML WE —2- L) - A FE i 3k 1-4-(2- & -4-

B — SRR ) — ke —2- IR (1- B - M EE ) - %
[0238]
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[0230]  SRABLTSCHEB] 1 R TR, M 5= G -2, 3— ZHMERE Sl f) 1c) THanl & 5
T 4, AR S, ALK (45mg 530% ) o m/z = 581. 1[M+H] ",

[0240]  SEjif) 5
[0241]  (2S,4R)—4-(2- & — KAWL ) —1-[1-(5- F -3 7 — MhmE —2- %) - RN B I

o )= Mg R —2- IR (1- B - M) - BEf%
[0242]

[0243]  SRABLTSCHER] | R KI T, I 5= G0 -2, 3— ZHALIE AT CAS1252638-10-0 JT4f
il &S] 5, AT AL G, A A A (99mg 564% ) o m/z = 551. 1[M+H]

[0244] St 6
[0245]  (2S,4R)-1-[1-(5— & —3— % — MLWE —2- F& ) - RN e PR L 1-4-[2- | -4-(2, 2,

2~ S - ZARIE )~ FERHIEEL 1- MOWEBE —2- TR (- UL - BRTAE ) - MEAY
[0246]
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[0247]  RALFSERER] 1 PR 7775, N 65— & -2, 3— ZHALIEFIT CAS1252634-04-0 FF 1
il & S 6, FAFhR B B, A A (114mg 579% ) o m/z = 649. 2[M+H]",

[0248] St 7
[0249]  (2S,4R)—1-[1-(5— ¥R —3— Fi — ML WE —2- FL ) - A Bk 3k 1-4-(2- & -4 4

B - BRI ) - MM BE —2- IR (1- W - PR ) - B

[0250]
Br

ey

F
\
S YRR
S\\N =N
N—" H

[0251]  RALLF-Sifs) | rhRER I 572, M 5= ¥R 2, 3— Rtk e RIS o) 1e) FFih il 46 52
B 7, FAFER AL A, A EEA (14mg 517% ) o m/z = 627. 0[M+H] ",

[0252]  sEjiif) 8
[0253]  (2S,4R) —1-[1-(5— ¥} —-3— & — MEWe —2- 58 ) - RN ek 2L 1-4-(2- & — ATk 1ok

B ) - kg ke —2- R (1- JU3E - BRN3) - B
[0254]
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[0255]  RALLF-SEEH] 1 HP G 7775, A 65— IR -2, 3— ZHALIEFT CAS1252638-10-0 FF 1
il £ S A7) 8, SRAFARAN A, A B AR (48mg 557% ) o m/z = 597. 0 [M+H] s

[0256] St 9

[0257]  (2S,4R)-1-[1-(5- & —3— G — Mk we —2- FE ) - A e & 1-4-(47 - 5 - BE
2 =3 ML ) - MLt —2- AR (1- J2E - N2 ) - Wl

[0258]

F I

[0259] &) (1S,48) —5-[1- (5~ 5 3~ % — MLIE —2-F&) - FRPTe et 1 -2- 52k —5- Uk - X

3 [2.2.1] P& -3- i
/fg‘:
0
N

[0260]
0o H

o

7N
F—7

Cl
[0261]  7E 25 °C, [ ZEALL T St 44 1b) ) 2% 119 5 5 —3— % — Mk wE —2— F R (670mg.
3. 1lmmol, Eq :1.00) £ 1 Z& (6ml) 7 [y 5L AR & ¥ ¥ &, i A DMF(11. 4mg, 12. 01 1,
155 umol, Eq :0.05) o BHRAWAEIE 0°C, b5 7E 10min P AN FEREES (434mg, 299 1 1,
3.42mmol, Eq : 1. 10) EFZR (2. 00ml) I B R N IREWAE 0°CHitE 30min, 2R J5 Jovd
HIFHiHE 3he 72 0°C, 44 (1S,4S) —2- S 7% -5 &A% — X [2. 2. 1] BE -3- {i] FRARREE (CAS
769167-53-5) (650mg, 3. 11mmol, Eq :1. 00) F1 THF (4. 00m1) IO SRS, B:E 7F 10min
29
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PN TEA (1. 18g, 1. 62m1, 11. Tmmol,Eq :3. 75) (JEEAKT ) o BHEAWIAE 22°CHEFE 16h. K
SR ERIN 20 % R R KR (25m1) w9 EtOAc (3x20m1) ZEH . ¥ 5 HLJZE £ Na,S0,
FEEIFAEEL A IR . KRR Ll SR (AR, 408, PEbE 0% %2 50% EtOAc) 41
W, FRATPR UL S, R ARY) (850mg :88% ) o m/z = 311. 1[M+H] ",

[0262]  b) (2S,4S)-1-[1-(5— G —3— . — M WE —2- £ ) - BRI fe P 2 1-4- F2 5 — ik
bt —2- PR (1- JUEE - NI ) - Bifik

[0263]

F

(0]
jooe.
cl ~N N .“\\lA K
i.; NN\
N

[0264] % 55 i 49 9a) (850mg, 2. T4mmol, Eq :1. 00) , 1- 2 KL BR A 58 AP i 3 % 1 (422mg,
3.56mmol, Eq :1.30),2- & 3£ © ® 44 (705mg,4. 24mmol, Eq :1.55) #F 7K (3ml) F
THF (2. 00m1) 1 (¥ 78 & W) 7E 55 C Hii ¥ 18h. In] R R &9 I A #h R (189mg, 1571 1,

1. 91mmol, Eq :0. 70) FHEUALE (1. 36g, 1. 36ml, 23. 3mmol, Eq :8. 50) o KRS 4HHE 15min,
B JE 1IN AcOEt (25m1) HrFFAHL. # /K2 H AcOEt (3x20m1) KAHL . KA HLEL Na,S0, T
IR ERA IR, BRI Bl E o 2R A0 (RERS, 40g, BEBEH 0% 2 90 % EtOAc) 4l
1, RAFAR AL G, A EIRIE (B60mg 552% ) o m/z = 393. 0[M+H] o ¢) 3— A2 — KT
iR (3S,55) -1-[1-(5- &l —3- & — MbheE —2- 58 ) - FRPGEIREE 1-5- (1- JAE - PR HE 2 7 1ok
55 ) - Mg T -3- AR

[0265]
F
o
[ 0
ar N N :EZ:\

¢ /7 N
H X

o N

0=$=0

[0266] ¥ SZ it 151 9b) (560mg, 1. 43mmol, Eq :1.00) ¥%§ fif 7E DCM (15m1) o 3F i A 3— fily
FEIE —1- RS (335mg, 1. 51mmol, Eq :1.06) » FHEAWAHIE 0°C I H T 5 #2218

Ho/h O #hin N TEA (433mg,596 1 1, 4. 28mmol, Eq :3.00) « 25 B oK 3-8 & N VR & W 18
25°CHiHE 18he 4 R NIRE YA 10% Na,CO,/KEH AN 0. IN HC1 /KW AR WA HLZ
28 Na,SO, T8, ob 38 I 28k K LA Rl o SR 0 (RERE, 408, BRBEH 0% 2 85 %
EtOAc) 2k, SRIFAREAL G, KA K (510mg 562% ) m/z = 578. 0[M+H] . d) (2S,

AR) —1-[1- (56— %l —3— 8L — MEME —2- F8) - RS IE 1-4- (47 — & - B -3 st ) - it
e —2- IR (1- 50 - IR ) - Wk

[0267]
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E
o
B 0
cl o :N/ """ \/LNK
H N\
s SN

FO

[0268] % 2 Jifi 15] 9¢) (T0mg, 121 umol, Eq :1.00) 14 ' — & Bt 2K —3— #% ¥ (27. 2mg,
133umol, Eq :1. 10) ¥ fi# 48 N 5 (Im1) "o ho A TEA(30. 6mg,42. 21 1,303 umol, Eq :
2.50) F¥ R ARGYITE 90 CHEFRE 3ho F R MIRAWEIAN 0. IM HCL /K% (10ml) H 3 H
FtOAc (3x10m1) ZEHL . K HHLE &I, 48 Na,SO, T AE B A ik 4 o B I RHE I S 8
it (RERE, 10g, BEpeH 0% %2 66 % Et0Ac) 44, SRAFFRBL A4, A K E A HPIRY) (46mg
68% ). m/z = 579. 1 [M+H]

[0269]  SEjitfs 10

[0270]  (2S,4R) —1-[1- (5 %l —3— G — MEHE —2- 3% ) - IR BB IE 14— (3— & — MikhE —2- 2%
MiZE ) — ekt —2- R (1- B3 - N2 ) - B

[0271]
F
@)

[ 0
C| /N N ~‘.\\\/L X

N
;_./\ Ho O\
s N

Nij/ol
|

[0272]  ZSBLTSLHER] 9 HhAEaR I 77V, N 3— GUALIE —2— B R0 S M0 9c) THah ) 4% S i
1] 10, SRAFFR AW, AR R Y) (50mg 579% ) o m/z = 522. 0 [M+H] ",

[0273]  SiCjtfs 11

[0274]  (2S,4R)-1-(1-(5— &l —3- JRMLNE —2- 5 ) ML ) —4- (2- & —4- FRTAEE
55 ) -N-(1- FEI NI ) Mgkt —2- PG

[0275]
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[0276]  SRAUTSCHEM] | AP HEA 75732, A 5- 5 2, 3— —HALIE AT CAS1252633-65-0 145
il S 11, SRAFAR UL A, I E R (46mg 53096 ) o m/z = 569. 0632[M+H]",

[0277] St 12
[0278]  (2S,4R)-1-[1-(5- & —3— &L — MLIE —2- 3% ) - IR B Fe ik 1-4- (kg —2-

55— kb —2- R (1- JUUE - RN ) - B

[0279]
F
o =N N "”éi ’5;21\
: N™" N
N
S N
2
)

[0280]  SRALL TSl fhl] O h Ak (1977 7%, MAHEIE —2— i B A St 9c) THan 46 S5 12,
PAFPR AL AW, AT CMIRY) (dmg ;7% ) o m/z = 486. L[M+H] ",

[0281]  SZjifs) 13
[0282]  (2S,4R)-1-[1-(5— & —3— W — ML WE —2- ) - W e & 1-4-(4' - | - F¢

AR =3 RS ) — Mgt —2- AR (1 U - A EE ) - Bl

[0283]

e

[0284]  SCjif19 (41mg, 70. 8 nmol,Eq : 1. 00) ¥fALE DCM (1m1) 7 3 i A\ mCPBA (25. Tmg,
149 umol,Eq :2. 10) o ¥ RVIREGWAE 22°CHiFE 3he ¥ R NVIREWEIN 10% Na,C0, (5ml)
32
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ARG I DCM (3x5m1) ZEHL. WA HLUE LS Na,SO, T4, 1 g I 78 T8 Tk 4a , SRAG bR il
WEw, AR (42mg 597% ). m/z = 611. 0[M+H] ",

[0285]  SEZjtifs 14

[0286]  (2S,4R)-1-[1-(5— % —3— 58l — MEME —2- 2% ) - R B RIE ] -4- (3— 5l — nkheE —2- i
BRI ) — b b —2- AR (1- U2 - R NSE ) - Bk

[0287]

F

N o)

ﬁfzf 0

el X /N ‘ N “‘\‘\\/LNK
o\\ @ H \\N

0FF

NF | Cl
N

[0288]  SRADLT-SEiiis) 13 PRI 77V, STt 10 a5 i & SEtifs) 14, SRAFAREA A
W, hEAEEAAE (44mg ;99% ). m/z = 552. 1 [M+H] ",

[0289]  SZJfs 15

[0290]  (2S,4S)-4-(2- & —4- R — AR ) -1-[1-(5- &0 -3 %l — mbheE —2- 3% ) -
Prhds 1- skt —2— R (1- 500k - MR ) - B

[0291]

[0202]  RAFSLHA] 15, ALt 11 G s B b i g4, ik s E A (36mg 521% ) .
[0293]  SLjtify] 16

[0204]  (2S,4R)-1-[1-(5— 5 —3— % — MERE —2- 55 ) - HR P Le ek 1-4- (3— &l -5— =
B - nHmE —2- FERRSE ) - mbnk ke —2- R (1- B - NN ) - Bhi

[0295]

33
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F
0
B 0
cl NN
57“ N
H\\
N
s
SN,
\I
FINE
F

[0296]  ZRALL TS 9 AR i v, M 3— &L -5-( = FFE ) nHhivE —2— B AT S it 491
9¢) FFf il #& S 16, SRIFAR A AW, Rk Ry (dmg 5% ) om/z = 585. 9 [M+H] .
[0297]  SEjitifs 17

[0208]  (2S,4R)-1-[1-(5— & —3— f — NHkBE —2- L) - IR BB IE 14— (5— & — nikig —2- 3
Mgt ) - mems e —2- R (1- J3E - RN ) - Bl

[0299]

-n

I @)

o AN AN S
5_7 NN\
\\N

[0300]  SSBLTSL M 9 HR AR K 7325, M 5— GUALIE —2- B BRI S 151 9c) Hah il 46 52 i
) 17, SRAFHEBAAE ), A KA K (30mg 583% ) m/z = 522. 0[M+]",

[0301]  SEjitifs 18

[0302]  (2S,4R)-1-[1-(5— & —3— & — MEWE —2- F& ) — BRI e e 2 14— (kg -2 fif it
B - mkngkr —2- PR (1- 5 - FRAE) - Bhik

[0303]

o)
& =N N H“NQL ’5;3;\
N
o, SL H \\}N

[0304]  SRABLT-SEt] 13 ARk (0 753%, MSEREG] 10 THa6 % Sl 18, FRA3 braiifl &
34
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W, kKA EEA (3mg 394% ). m/z = 518. 1 [M+H] ",

[0305]  SijifEfs 19

[0306]  (2S,4R)-1-[1-(5— & —3— % — AL wE —2— & ) - IR & Fi 2L 1-4-(6- FF & - ik
WE —2- FEBR L ) — b e —2- B (1- Bk - AN 3L ) - Bifi%

[0307]
F
Q
B o
el N N ALN
S-? iy
o N
N |
-

[0308]  BALL TSzt 9 FhAIR K 7 v2%, M\ 6— FRBEAIE —2— AR BE AL S e 9c) TT U 4% 52
it 19, SRR A, K B EFEE (17mg 549% ) o m/z = 500. 1 [M+H] "

[0309]  SEjiifs 20

[0310]  (2S,4R) —1-[1-(5— &L —3— % — Mbhe —2- J& ) - RN Le et 1-4- (56— =5 & - it
WE —2— JEMLSE ) - MEMS e —2- IR (1- J(2E - N 2E ) - Wi

[0311]

Cl

[0312]  ZRALLT-SEitif] 9 iR i 77 v, AN 56— =& AL ) mtbig —2— B A AN S ] 9c) IF
Gl £ S 20, SRAFFR AL AW, AR 7F (32mg 84% ) o m/z = 554. 1 [M+H] ",
[0313]  SEZjfifs 21

[0314]  (2S,4R)-1-[1-(5— 5 —3— o — MtWE —2- 5 ) - R Lefieds 1-4- (3— = 3 - it
e —2- FERRIE ) - mEMe e —2- AR (1- &UJE - RN IS ) - Bbh%

[0315]
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F

O

ooy
g~ AL

JOAN N

\\N

F 3

F
F /lN
S

[0316]  SALT Lt 9 IR 17735, A 3-( =5 2L ) Mg —2— BRELAN L) 9c) FF
il e S B 21, AR B G, A s 7k (33mg 586% ) o m/z = 554. T[MHI]".

[0317]  Sijiffs] 22
[0318]  (2S,4R) -1-[1-(5— & —3— & — MkIE —2- 5& ) — IR B 1-4- (5— & - ALnE —2- ik

B2 ) — mtEng e —2- AR (1- U0 - SRS ) - W%

[0319]
F
: O
b% A
. =N N \&NK
H N
Y

O

X

N
6=

CN 104583198 A

ZN
N -|
Cl
[0320] AL S HtAd] 13 AR IR (1 7732 NS HEAG) 17 -4 o) 46 S Tt 22, SRAT bR AL 54,
HEAEIME (22mg ;80% ). m/z = 552. 1 [M+H] ",

[0321]  SLjffs] 23
[0322]  (2S,4R)-1-[1-(5- & —3— i — Mt W& —2- 5 ) - R A e Bk 3L 1-4-(6- A7 5E — it

WE —2- TAIBERE ) — Mgt —2- R (1- BUEE - A &R ) - Bl
[0323]

[0324] AT s hats] 13 H R (19 7 v, MSEHEE] 19 FFah 44 sEiifs 23, SR8 Frdift &
M1, B (13mg :82% ) o m/z = 532. 0[M+H] ",

[0325] S 24
36
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[0326]  (2S,4R)~1-[1- (5~ S 3~ F — MLWE —2- 5 ) - HRAREHAL 1-4- (5- =H 2 - g
WE —2- fEliHE ) - ML fe —2- IR (1- UK - A ) - Bk
[0327]

O
N N /4
CI” T N :
>/_\/ N
OQ \\N
/S

[0328] AL T-SEiidsl] 13 thREIR K 77 v, STt 20 146 il & St 24, SRAFARA A
Y, A E A (29mg ;98% ) . m/z = 585. 9[M+H] ",

[0320]  Sjififs 25

[0330]  (2S,4R)-1-[1-(5— & —3— J — MtWE —2- 5 ) - RN efieds 1-4- (3—- = 3 - it
WE —2- TEIESE ) — mbg e —2- R (1- 32 - N KR ) - Bl

[0331]

[0332]  RALLF SR 13 IR 1497732, S 21 FFUR )4 SR 25, SRAF bR @it &
W, hEAEFEE (16mg 52% ) m/z = 585. 9 [M+H] ",

[0333] sty 26

[0334]  (2S,4R)-1-[1-(5— & -3 & — MR —2- & ) - F b pedt 1-4-(2- & -5 =T
B - IRFLRIL ) - bR BE —2- R (1- E3E - MAAEE) - Bhi%

[0335]
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[0336]  ZRALLTF S 9 H iR i v, I 2- &L -5-( =HEFEE ) RSB 9¢) IF
il £ S ) 26, RAFFREAL G, A B R (10mg 525% ) o m/z = 586. 9 [M+H]".
[0337]  SEjitifs] 27

[0338]  (2S,4R)-1-(1-(5— & —3— FMLIE —2- 5& ) R keIL ) -4-(2- & -4-((9-1, 1,
1- =R —2- FE4EE ) ZERAEREE ) -N-(1- SUEEEATA 2L ) mbng b —2— FEEAE

[0339]

[0340]  ¥siifs] 11 (27mg, 47. 4umol,Eq : 1. 00) %AELE DME (1m1) . ¥4 Cs,C0,(23. 2mg,
71. lumol, Eq :1.50) FI (S)-1,1, 1- =5 N —2- B (5. 95mg,52. 2 u mol, Eq :1. 10) AIAZ
W IFTE A0°CHEFE 4ho FAHHIA RLE I i 25 8 HPLC Alidh, SRAF A5 8L &4, 4 il 4
(17mg ;54% ) o m/z = 663. 2[M+H]",

[0341]  SCjfEfs 28

[0342]  (2S,4R) —1-(1-(5— & —3— JRMLIE —2- 55 ) I BeIREE ) —4- - -5 ( =ZFF &)
MRS ) -N-(1- FAEM N ) mbms st —2- IS

[0343]
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[0344] &) (2S,4R) —4-(2- & -5~ = A EE - IRMAWEEL ) — bt —2- R (1- 55 - N

B ) - Bk
[0345]

[0346] 2B T-Xf CAS 1252638-10-0 TR K /712 ( 20, Haap 25 A ;US20100267722 F
Hardegger Z& A\ ;Angewandte Chemie, [ xR, 50(1),314-318, S314/1-S314/145 ;2011) ,
M 2= G —5— =9 T Ik — SR M T4 T A SE A 28a) , BRAT AR AL S A, A v BT 0 [ A
(125mg ;74% dm/z = 421. 9[M+H]",

[0347]  b) (2S,4R) —1-(1-(5- & —3— HMLmE —2- 5L ) MRBERIE ) -4-(2- & 5 ( = F
55 ) ZRMRIIE ) -N-(1- FUEE A EE ) mbrgbe —2- FFELIZ

[0348]
Cl

[0340]  SRABLTSCHEMH) 1, WSEHtE] 28a) A 5- % —2, 3— —HALIE JFa5 il % Sl 1) 28b) , 3k
e &, Ak (37mg 550% ) o m/z = 619. 1[M+H]

[0350]  Sijiffsl 29
[0351]  (2S,4R) —1-[1-(5— & — Mkme —2- 3% ) - R EREE 1-4- (2- & -5 = FH - 2K

Ff R ) - MEM e -2 TR (1- Uk - SR ) - B
[0352]
39
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Cl

N—
F 1.0
T
: Cl

[0353] AL SEis] 1, S 28a) IS HEG] 1b) FFUfHI £ 5] 29, SRR i1k &
W, hEEFEE (37Tmg ;50% ). m/z = 601. 1[M+H] ",
[0354]  SEjitifs 30
[0355]  (2S,4R) —4-(4— ¥R —2- 5 — ZRBEWEE ) -1-[1-(5- & -3 & - mthe —2- & ) - N
ek 1- e —2- R (1- #UE - N2 ) - Bk
[0356]

¢l

[0357]  SRALLT-SEitiAs) 28, M 4— ¥R —2— SR Iy 4 il & SEitiAg) 30, SRIGAR &AL 59, A
A AR (860mg ;79% )m/z = 631. 0[M+H] ",

[0358]  Sjififsl 31

[0359]  (2S,4R)-1-(1-(5— 5 -3 HUMLIE —2- Fk ) IR ) —4- (2 & -4-(2— 2Lt
WE —4- 55 ) 2RI ) N-(1- IR AL ) skt —2- AL

[0360]
cl

SN
F 8
sz
0
i % cl
N #
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[0361] ¥ =it 5] 30 (100mg, 159 umol, Eq :1. 00) ¥M#7E 1,2- — 4L 2% 2ml) T,
W 2- 3L —4-(4,4,5,5- DY A 3L —1,3,2- AR 2R A 4R B R e —2- ) ik eE (45. 2mg,
206 umol, Eq :1. 30) , =ZKFEHE (8. 32mg, 31. 7umol, Eq :0. 20) , 2M Na,CO, /KW (500 1 1)
HMIPd (0Ac) 2 (3. 56mg, 15. 9 b mol, Eq :0. 10) JIAJFFALE 45°CHiF: 4ho B [ MIREGWEIN 0. IM
HC1 /K¥#5 ¥ (10m1) 1 FFH DCM (3x10m1) ZEHL. #4A HLJZE £ Na,S0, 4 76 22 ik 4.
VLR A L I i 45 B9 HPLC 4lidh, SRS AR 54, K EIEIR (61mg 560% ) o m/z =
642. 1[M+H]".
[0362]  SEjfifs] 32
[0363]  (2S,4R) —4-[2- & —4-(2— & — MEWE —4- F& ) - ZRRAREE 1-1-[1-(5- & -3 % — it
WE —2- 3% ) - IR BERREE 1- Mg bt —2- IR (1- J3E - N ) - B
[0364]

Cl

F &
N— M
=0
SQ
@
| = cl
Nz
Cl

[0365] AL TSt 31, ASEHtAs] 30 Rl 2—- & —4-(4,4,5,5- PIH 3L -1, 3, 2- 440l
HRIFpE —2- F5 ) MERE FFAR 45 SEHEfF] 32, AR AL &4, A Btk (27mg 526% )m/z
= 664. 1[M+H]",
[0366]  Sijififs 33
[0367]  (2S,4R)-1-[1-(5— & —3— 5 — MEWE —2- 56 ) - BRI E 2k 1-4-[2- A 4-(1-
HE —1H- LM —4- 3L ) - ZREAIEIE 1 - b le —2- IR (1- B2k - BRIV 2E ) - Wiz
[0368]

Cl

41
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[0369]  ABLFs s 31, MSEHEM] 30 F1 1- 2L -4-(4,4,5,5- DY FZE -1, 3,2- 4 2%
M2 ot —2— 55 ) —1H- nbk W 4 ol 2% S 48] 33, SRAF AR @Ak &40, 28 B L] A (25mg
25% ). m/z = 631. 1[M+H] s

[0370]  SEjitfs 34

[0371]  (2S,4R)-1-[1- (5~ 5 —3— % — MbWE —2- 55 ) - RN E Il 2 1-4-[2- | 4-(2-
B - ERE -3- 2 ) - ZREANESE 1- nibws e —2- IR (1- U0k - BRIV SE ) - Wil

[0372]

N ™ Cl

[0373] LT Sfs] 31, M SRR 30 A1 2— 2L -3-(4,4,5,5- PYFZE -1, 3, 2- 42400
FRIFBE —2- F5 ) MERE FFAR 4 L] 34, PAFbRAAL &9, B IR (47mg 538% )m/z
= 642. 2[M+H] ",

[0374]  SEZjtifs] 35

[0375]  (2S,4R) -4-[2- G —4-(2— 5L — nbme —3— 58 ) — Ml dE 1-1-[1- (3 9 —5- =
RS — IEmE —2- 22 ) — BRI GE IS 1 b bt —2—- R (1- 3% - NS ) - Bl

[0376]

NT ™% Cl

[0377]  a) (2S,4R) —4-(4- R —2- & — REEEEEL ) —2- (1- FFE - IRV FE & B SE ) - nik g
ft —1- BT B
[0378]

42
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[0379] Bl THiiR CAS 1252631-66-5 [ 732 (W, Haap 25 A ;US20100267722) , M (2S,
AR) ~1, 2 MM bE — IR 4- F2 Rk —1-(1, 1- —FEL L3 ) WEAT 4- IR —2- & — A0 By il 4% 5
W 35a) , SRAFHREAL G4, AR K (3. 2¢ 558% ) o m/z = 434. 1 [M+H-Boc] ",

[0380]  b) (2S,4R) —4-[2- & —4-(2— FFE - nikig -3 55 ) - RRame st J-2- (1- 5% -
FEG PEEE ) — Mg e —1- FERRUT I

[0381]
’KOJ< %ﬂ‘“

g=b
o
NS cl

s

[0382] % S Jifi 5] 35a) (700mg, 1. 3lmmol, Eq :1.00) ¥ ## 7E 1,2- — 4 5 Z %% (8ml)
. IO 2- 3L -3-(4,4,5,5- PUFIEE -1, 3, 2— A R0 Z3R ke —2- 35 ) kg (345mg,
1. 58mmol, Eq : 1. 20) , =Z<FEE (68. 9mg, 263 1 mol,Eq :0. 20) , 2M Na,CO,/K¥FI (2ml) 1L
FRAE (TT) (29. 5mg, 131 umol,Eq :0. 10) FFLE 22 CHidk 24h. 2 J5, B VIR S 50°CH
P 24h, Bl G, ¥ 2- 3L -3-(4,4,5,5- DUREE -1, 3, 2- A A4 430 bt —2- 25 ) nibne
(57. 6mg, 263 umol, Eq :0. 2) IIAKNIREW T, 285 HAE 60°CHiHt: 6h. 4%&@‘75&%4@
fFI 0. IM HCL K¥#¥ (50m1) I H DCM (3x20m1) ZHL . FHHEL Na,SO, T IF A E
WA o RO AR I SR (RS, 408, BERE 0% 22 100% EtOAc) 44K, 3 H*T
WA, R EHPIRY) (200mg 528% ) o m/z = 545. 3[M+H] ",

[0383]  c) (25, 4R) —4-[2- G —4-(2— F2& — mbme -3 55 ) - RMANESE 1- bt —2- R
(1- 53 - BRIV EE ) — Wit

[0384]

—z
\
0

43
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[0385]  #45iif5] 35b) (200mg, 367 L mol,Eq :1. 00) YAMALEF M (2. 4g, 2ml,52. lmmol, Eq :
142) A IFALE 22°CHERE 15h. B MR A UK 10 % Na,Co,— KRNy R 5 & pls Jf
A CH,CLAE . 47K )2 H CH,CL,/THF (1 21 530m1) &Lk 3 W ¥4 I A HLZ £ Na,So,
T, PRI R SRR AL A, A IR (142mg 587% ) m/z = 445. 2[M+H] ",
[0386]  d)1-(3— & —5— = — mbme —2- 55 ) - NG IR

[0387]

z COOH
N

[0388]  SRAITXISEHEHY 1a) A1 b) itk ()75 v 4 S 35d) , SRAF PR 5, ik
Fr R (50mg ;41% )m/z = 250. 0 [M+H] ",

[0389] ) (2S,4R) —4-[2- 5 —4-(2— 3k — AIEWE —3— 4 ) — Bl 1-1-[1-(3- 4 —5- =
FTEE — MEE —2- 25 - BRI HERAE 1- nbmbe —2- IR (1- B - MANEE ) - B

[0390]

= F
F
TN
\N [ o q ==\
Ly
N— M
=0
S\\o
NI R cl
iz

[0391]  ZRALTSLtfd] 1d) , MELTAA] 35¢) (45mg) F1 35d) (30mg) H4fi il #n AL &4, 3K
BIKAGEE (34mgh0% Y)m/z = 676. 3[M+H] ",

[0392]  SEjEfs 36

[0393]  (2S,4R) —-4-[2- 5 —4-(2— I —nibiE -3- 2% ) - ZRmAMESE 1-1-[1- (3— 80 —5— L —nit
WE —2- 55 ) - ARk - Mgt —2- AR (1- F(2E - M EE ) - B

[0394]
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N™ ™R Cl

[0395] 2 {1 T SE i %9 35, M\ SE i % 35¢) F K BN T 55 ) 1a) F1b) i & 1
1= (3= % —5— il — kg —2- 2% ) — AP e IR 46 il & SE 9] 36, SR FR AL &4, A KA
A (35mg 547% Jm/z = 734. 2[M+H] ",
[0396]  SEjitifs] 37
[0397]  (2S,4R) -4-[2- & —4-(2— 2L - nibme —3— 56 ) — Ahali st 1-1-[1-(3,5- —& -t
e —2- 55 ) - IR 1- g ke —2- AR (1- #J% - A3 ) - Wb
[0398]

Cl

N7 = cl

[0399] 25 L F 5K il 51 35, M\ 5K il 5] 35¢) A 2 L T SK il B 1a) FO1b) ) A& K
1= (5= & —3— & — MEIE —2- 2% ) — P e IR 46 & SE 9] 37, -1 Fr L &4, A KA
E 4k (26mg $39% dm/z = 660. 2[M+H] ",

[0400]  SEjitifs 38

[0401]  (2S,4R)-4-[2- & -4-(1- B Z& —1H- mt ™ -4- & H)- X B W
55 1-1-[1-(3— 98 -5 W — mbme —2- J5 ) — BRPGe et 1- b st —2- R (1- % - M
5 ) - Bl

[0402]

45
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[0403]  a) (2S,4R) —4-[2- G —4-(1— P —1H- ntkm —4- 5 ) - SRR - ntkn& e —2- FF
R (1- &2k - MNEE ) - Bk
[0404]

N
NQ&
’,"
/T@E \\

[0405] AL T St 35¢) , M SEitif) 35a) A1 1- B3 -4-(4,4,5,5- PYRIEE -1,3,2- —
AR Boe —2— 55 ) —1H- nb P 45 il 2% St 91 38a) » SRIF R AL G4, VR AR EL IR

(173mg :95% ) o m/z = 434. 2[M+H]",

[0406] b) (2S,4R)-4-[2- & -4-(1- A & —1H- Mt ™ -4- & H- XK B W

55 1-1-[1-(3— 9 —5— Wl — mikwg —2- 58 ) - BRI LEAE 1- mbig e —2- IR (1- U - M

) - B

[0407]

[0408] 2K 1Bl T 5K W 15 35, M SE i 6] 38a) FI 2K ALl T 52 i 6] 1a) F 1b) il 4% 11
1= (3= % —5— i — nibig —2— J& ) — BRTAE P BR T U3 o) 2% ST A51) 38Db) , SRS PRl Ak &4, A 2K
A iR (40mg ;48% Ym/z = 723. 1 [M+H]",
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[0409]  SEZjfs 39
[0410]  (2S,4R)-4-[2- & —4-(1— L —1H- kMg —4- J6) — mlm L 1-1-[1-(3-H -5—- =
S - ke —2- 3K ) - IR BEIREE 1- ML —2- FER (1- U3 - RN EE ) - Bhi%

[0411]
F
’ F
i@
570
7@[ °
i Cl

N oo

N
[0412]  ZBALLF-SEjtEf) 38b) , IS 38a) Fl 35d) HUfH & SLHEH] 39, SRIF bR 4L 54
MR AGFE A (16mg 560% ). m/z = 665. 1 [M+H] ",
[0413]  =ZjtEfy) 40

[0414]  (2S,4R)-4-[2- & ~4-(1— B HE —1H- mp M —4- 35) - 2R L 1-1-[1-(3,5- —
- MEmE -2 3K ) - FRPEEREE 1- kg ke —2- IR (1- {3k - N3 ) - Bif%

[0415]
|
W‘CI
N /o o _
?%( «g\N =N
-
S

0 5

-

=N

h

F
F
—N

Ry

4

S

2 \\

c
0
—N Cl
\N

[0416] AL T SEJtA] 35, S 38a) FHSRALT-SLHE] 1a) A1 1b) )4 1) 1-(3,5- =
A mbmE —2— J% ) — BRI E R T 4 ) 2% St 40, SRAFAR AL S, i AK A LA (29mg
39% Ym/z = 649. 2[M+H] ",
[0417]  SEZjfs] 41
[0418]  (2S,4R) —4—(2— J — AT Pk 2 ) —1-[1-(3— 9 —5— WL — ML mE —2- 3% ) — B ot Jik
B kg -2- FEE (1- &0 - AR ) - Bhik
[0419]
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[0420]  RABLFSEHEMR 8, M 2— FUARBRE A 1- (3 . —5— Mt — IiLmE —2- 5 ) - A b F IR T
DRI SR A1, FAFRREAL S, A EHE (328mg 568% ). m/z = 627. 3[(M+H]",
[0421] Sy 42
[0422]  (2S,4R)-1-[1-(5— & —3— H — MEWE —2- & ) - RN e i 5 14— (2- J — 2R T Bk
I ) - kg —2- R (1- 53% - A ) - BEig
[0423]

Cl

[0424]  SRDLT-SZMEf 41, M 2- SAEBREYA 1- (5- 40 -3— 4 — MEmE —2- 35 ) - BN R
UG S 42, RIFAR B 9, I AR (212mg 567% ) m/z = 535. 4 [M+H] s
[0425]  SEjfifs] 43

[0426]  (2S,4R)—1-[1- (3~ fi —5— Ml — nikBE —2- 3% ) - IR BE BRIt 14— (2— kg —1 - 6 - 2K
FRAPBEIE ) — nibus e —2- IR (1- U2k - BRIV 2E ) - Wil

[0427]

[0428] [n] bmL & o AN =2 Jii %1 41 (60mg,95. 8umol, Eq :1.00), 1H- ntk M (9. 78mg,
144 umol, Eq :1.50), Cs,C0,(37. 4mg, 115 u mol, Eq :1. 20) 1 DMF (Iml) » ¥ &NV IRSYIAE

48



N 104583198 A o P 41/46 T

22°CHEHE 24h, T[] N IRS YN TH- AW (9. 78mg, 144 u mol,Eq : 1. 50) J£A4E 50°C it
24h KR IR E )2 Y HPLC ZiAk, SRAFAREAL G4, 9 VAR (8mg 512.4% ) o m/
z = 675. 0647 [M+H] ",

[0420]  SIjitify] 44

[0430]  (2S,4R)-1-[1-(3- & —5— M — nfb g —2- 6 ) — R 9 e f 56 1-4-(2-[1,2,3] =
M —1- FE - ZREEIESE ) - kg ke —2- R (1- F3E - SR SE ) - Bhi%

[0431]

[0432]  [r] bmL & i N S48 41 (60mg, 95. 8k mol, Eq : 1. 00) , 1H-1,2,3— =M (9. 92mg,
8.321 1,144 umol,Eq :1. 50) , Cs,C0, (37. 4mg, 115 u mol,Eq :1. 20) F1 DMA (1ml) o ¥ JZ VIR
EWAE 22°C B 24h B[R] N IRA W I 1TH-1,2, 3- =M (9. 92mg, 8. 321 1,144 umol,
Eq :1.50) J4E 50°CHiFE 24h, FEALHIRARHE L 4 AL HPLC 4fitk, SRIFAR L &4, At
YR (25mg 523% 417 50-80% ) m/z = 676. 0638 [M+H] ",

[0433]  SEZjitifs] 45

[0434]  (2S,4R)-1-[1-(3— % —5— Wl — nik weg —2- 3% )— BRI o e 5 1-4-(2-[1,2,4] =
e —1- FE — ZRRAERL ) - ntng e —2- R (1- FUIE - BRI L ) - Whi%

[0435]
\_ T
N
N7 0 o
F &
N— H
Qo

s”
e
NN

[0436]  [f] HmL & i A\ S if9) 41 (60mg, 95. 8 wmol, Eq :1. 00) , 1H-1,2,4— =M (9. 92mg,
144 umol, Eq :1.50), 1H-1,2,4- =M (9. 92mg, 144 n mol, Eq :1. 50) 1 DMA (1m1) o ¥ 2 iV
REWAE 22°CHiRE 24he B RMVIRAEYI I 1H-1,2,4- =M (9. 92mg, 144 nmol, Eq :
1. 50) FHAE 50°CHiHE 24h o Kk I RLE i i 2 284 HPLC 4lifk,, 15 265 @A 54, A ik
(15mg ;18. 8% ;41 50-80% ) . m/z = 676. 0629 [M+H] ",

[0437]  SEZjitifs] 46
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[0438]  ((2S,4R) —-1-[1- (55 —3— . —MLIE —2- 35 ) - IR B IR 14— (2- ik —1- 2% - K
TRAIESE ) — LRSIt —2- AR (1- B2 - N 28 ) — Wi
[0439]

[0440] ] 5mL & o N SEZ i ] 42 (50mg, 93. 5umol, Eq :1.00), IH- AL M (9. 54mg,
140 umol, Eq :1. 50), Cs,C0,(36.5mg, 112 1umol, Eq :1.20) F1 DMA(Iml) . N VR S WAE
22°CHikE 24h., 1M R NIRSWINAN LH- 0k (9. 54mg, 140 wmol, Eq :1. 50) F£7E 50°CHi
P 24h o BT RRE R £ HPLC 2tk SRAS PR &4, A vk (10mg 515 % ;4005
80% ). m/z = 583. 1319[M+H] ",

[0441]  SCJEf] 47

[0442]  (2S,4R)-1-[1-(5— & —3— 8L — ML g —2- 3 ) — BRI o e 5 1-4-(2-[1,2,3] =
M —1— F - ZREEIESL ) - gk —2- IR (1- B3 - SRASE ) - W%

[0443]

¢l R

gr——

F
\N/ 0O O
.

N\) N
sfo
8
i

[0444]  [r] 5mL % P N N SE e 42 (50mg, 93. 5w mol, Eq : 1. 00), 1H-1,2,3— =M (9. 68mg,
8.121 1,140 nmol,Eq :1. 50) , Cs2C03 (36. 5mg, 112 n mol,Eq : 1. 20) F1DMA (Im1) o ¥4 X TR
EWILE 22°CHEFE 24h. FER] R PEASWIION 1H-1,2,3- =M (9. 68mg,8. 121 1,140 umol,
Eq :1.50) FF7E 50°CHEF: 24h. P A4 RLE ok 24 8 HPLC 44k, SRA3br ik 54, A E &
WA (10mg 511% ;4R 60% ) o m/z = 584. 1272[M+H] ",

[0445]  SZjfs 48

[0446]  (2S,4R)-1-[1-(5— & —3— % — ML BE —2— &) - FR A L B 3 1-4-(2-[1,2,4] =

e —1— Bk - ZRBAIEIE ) - mkeg ke —2- R (1- w0k - N EE ) - Bl
[0447]

=N
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[0448] [ 5mL % P i N SZ 45 42 (50mg, 93. 5 umol, Eq : 1. 00), 1H-1,2,4— =M (9. 68mg,
140 umol, Eq :1. 50), Cs,C0,(36. 5mg, 112 umol, Eq :1.20) A1 DMA(Iml) . 2 NIR-&W1E
22°CHEkE 24h, A R NIRESWIMN 1H-1,2,4- =W (9. 68mg, 140 u mol, Eq :1.50) Jf7F
50°C ¥t HE 24h, F K A B8 i ) 45 B HPLC 44k, $R15 kR B4 &9, A Ak (25mg ;
35% ;2 77% ). m/z = 584. 1281 [M+H] ",

[0449] St 49

[0450] 2 2R £ [ g F T4 o0 o2

(04511 T8 5% FH 15 G AT 1) SR A0 1) 73 A e 8 300 5 D i 2 (Y 165 o, 000 28 g s 17 » BT ik
ORI (O6) RYTRETETE BRI B K o

[0452] )5 ZE MK - 100mM BEEEBR pH6. 5, EDTA-NabmM, Triton X—1000. 001%, DTT5mM,
[0453] (X8 1nM)  AFUNERAZE ARE S, Cat K. Cat B.Cat L

[0454]  JE4) (20 M) :Z-Val-Val-Arg-AMC, Cat K [&4k, HiA#H Z-Leu—Arg-AMC ( ¥k A
Bachem) o

[0455] 7 =TS PRIL,

[0456] AMC = 7- &2 4- I - FHEUHR.

[0457]  DTT = —ff J5kH

[0458]  FRZAAFL ;1001 L,

[0459]  ¥J% 360nm, &5 465nm,

[0460] K5l 0 A BILE 96 FLIGR EAR T P kR T, OF B A 3 OV o I 51
R 20 43 %P, TR, TEEA FEIF RO T S BI Gt T mr o SRAFRE AT 1C,.
[0461] 43 HIWIERT A Cat S./MR Cat S A Cat K. A Cat B.A Cat LFI/NR Cat L 30
WM. AR B R AL SR N Cat S FIL [ LE DL M AZE R,

[0462]
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[0463]

SE Bl

10
11
12
13
14
15
16

17

ICS0h S

0.000606

0.000492

0.000825

0.000393

0.000398

0.000675

0.000734

0.000438

0.011785

0.96365

0.000602

0.5941

0.00077

0.002844

0.011075

1.031

0.2635

IC50 h L

0.4097

0.3402

0.429

0.0119

0.0129

0.0445

0.0255

0.0192

0.4165

15.8722

0.0898

82265

0.2474

2117

1.679

>25

5.648

52

S il
25
26
27
28
29
30
31
32
33

34

36
37
38
39
40

41

IC50hS IC50h L

0.003213

0.003466

0.001596

0.000543

0.000618

0.000474

0.000505

0.000686

0.000375

0.000322

0.000768

0.000382

0.000779

0.000678

0.000696

0.000703

0.0006

13.1975

0.0524

0.09

0.0568

0.3618

0.0726

0.0616

0.1121

0.0287

0.0642

0.0589

0.0098

0.0722

0.0032

0.0436

0.1111

0.003
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18 0.00424 3.4345 42 0.0007  0.031
19 0.12715 4.6095 43 0.016985 0.0906
20 0.3926  5.0635 44 0.002372 1.5585
21 0.27455 10.011 45 0.3272 28383
22 0.002996 1.9695 46 0.1587  17.445
23 0.002796 5.635 47 0.004268 35.2

24 0.006244 2.694 48 0.058535 21.1025

[0464] AU AL G R AUER ARG S A1 L EL R H VR G K RN B A SE 315 o
[0465]  7EUL_BiREer, iR A & B &40 Cat SFI/ B L HA 0. 00001 22 100 1 M [
ICy0 AR IR EWAPIXS Cat SHI/ BL HA 0.00001 £ 50 w MATEERF A4 0. 00001 £
20 1 M 1C50,. A B IR e AL A 78 LB IREG I 20— KT 0. 09 n MR 1Cs0
[0466]  SLjitify] A

[0467] X (1) AAWAT LME A VS MR sr LA S 2075 UM Tl & 2T S0y )

[0468]

(358
W 200 mg
(TR 155 mg
FRIEH: 25 mg
WA 25 mg

FRNEN AR 20mg
[0469]
425 mg

[0470]  SEjiffs B
[0471]1 X (D) & RIE AT DA & 25077 s T4 oA R A48 IR EE -
[0472]

53



N 104583198 A o P 46/46 T

et
RRES Ty 100.0 mg
FRIEH 20.0 mg
FLpE 95.0 mg
WA 4.5 mg
T TG TR B 0.5 mg
220.0 mg
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