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(57) Abstract: The present invention provides compounds of Formula (I) as inhibitors of LMP7 for the treatment of autoimmune
and inflammatory diseases. In formula (I), R® and R® are independently selected from one another from H or C1-Cs-alkyl; whereby R®
and R° may be linked to form a 5 or 6 membered-ring containing the oxygen atoms to which they are linked; Q denotes Ar, Het or
cycloalkyl; R! R? independently from each other denotes H, OR?, Hal, C;-Ce-alkyl wherein 1 to 5 H atoms may be independently re-
placed by OH or Hal; Y denotes CR *R", preferably CH, or C(CH;),; R ?, R* independently of one another denote H or C,-Cs-alkyl; L
denotes L; or L, or alkyl; n is an integer selected from 0 to 3; L ; is Q1-CO-M- wherein Q 1 is Ar or Het, preferably, phenyl, naphthyl
or pyridine, optionally substituted with 1 to 5 groups independently selected from OR?, Hal, phenyl, and C;-Cs-alkyl wherein 1 to 5
H atoms may be independently replaced by OH or Hal; L, is Q,-M- wherein Q ; is a tused bicyclic system containing 1 nitrogen atom
and 1 to 3 additional groups independently selected from O, S, N, or CO, and wherein at least one of the rings is aromatic whereby
the fused bicyclic system is optionally substituted with 1 to 5 groups independently selected from OR® Hal, phenyl, and C,-Cs-alkyl
wherein 1 to 5 H atoms may be independently replaced by OH or Hal; or Q ; is unsaturated or aromatic 5 membered-ring system
containing 1 to 3 heteroatoms selected from N, O, S and CO, and optionally substituted
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with a phenyl ring or pyridine ring whereby phenyl ring and pyridine ring are optionally substituted with 1 to 4 groups independ -
ently selected from OR?, Hal, phenyl, and C;-Cs-alkyl wherein 1 to 5 H atoms may be independently replaced by OH or Hal; M is
a linear or branched alkylene having 1 to 5 carbon atoms wherein 1 or 2 H atoms may be replaced by OR a or a phenyl ring op -
tionally substituted with 1 to 5 groups independently selected from Hal, OR*®, and C1-C6-alkyl optionally substituted with 1 to 5
groups independently selected from OH, and Hal; or M denotes a cycloalkylene having 3 to 7 carbon atoms; or M denotes a
thiazolidinyl group; R * is H or C;-Cs-alkyl wherein 1 to 5 H atom may be independently replaced by OH or Hal; Ar denotes a 6
membered-aromatic carbocyclic ring optionally tused with another carbocyclic saturated, unsaturated or aromatic ring having 5 to
8 carbon atoms; Het denotes a 5- or 6-membered saturated, unsaturated or aromatic heterocyclic ring having 1 to 3 heteroatoms
independently selected from N, N+O-, O, S, SO, and SO », and optionally fused with another saturated, unsaturated or aromatic
ring having 5 to 8 atoms and optionally containing 1 to 3 heteroatoms selected from N, O, and S; Hal denotes CI, Br, I of F;

preterably CI or F.
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ALPHA-AMINO BORONIC ACID DERIVATIVES, SELECTIVE
IMMUNOPROTEASOME INHIBITORS

The present invention provides a-Amino boronic acid derivatives and their use in the
treatment of inflammatory and autoimmune diseases, neurodegenerative diseases, and
proliferative diseases. In particular, the compounds of the present invention are selective

imunoproteasome inhibitors.

The proteasome (also known as macropain, the multicatalytic protease, and 20S
protease) is a high molecular weight, multisubunit protease which has been identified in
every examined species from an archaebacterium to human. The enzyme has a native
molecular weight of approximately 650,000 and, as revealed by electron microscopy, a
distinctive cylinder-shaped morphology (Rivett, (1989) Arch. Biochem. Biophys. 268:1-8;
and Orlowski, (1990) Biochemistry 29:10289-10297). The proteasome subunits range in
molecular weight from 20,000 to 35,000 (3-5), and are homologous to one another but
not to any other known protease.

The 20S proteasome is a 700 kDa cylindrical-shaped multicatalytic protease complex
comprised of 28 subunits, classified as a- and (B-type, that are arranged in 4 stacked
heptameric rings. In yeast and other eukaryotes, 7 different a subunits form the outer
rings and 7 different 8 subunits comprise the inner rings. The a subunits serve as
binding sites for the 19S (PA700) and 1 IS (PA28) regulatory complexes, as well as a
physical barrier for the inner proteolytic chamber formed by the two B subunit rings.
Thus, in vivo, the proteasome is believed to exist as a 26S particle ("the 26S
proteasome™). In vivo experiments have shown that inhibition of the 20S form of the

proteasome can be readily correlated to inhibition of 26S proteasome.

Cleavage of amino-terminal prosequences of 3 subunits during particle formation
expose amino-terminal threonine residues, which serve as the catalytic nucleophiles.
The subunits responsible for catalytic activity in proteasome thus possess an amino
terminal nucleophilic residue, and these subunits belong to the family of N-terminal
nucleophile (Ntn) ATTY REF: 26500-0023WO1 hydrolases (where the nucleophilic N-
terminal residue is, for example, Cys, Ser, Thr, and other nucleophilic moieties). This
family includes, for example, penicillin G acylase (PGA), penicillin V acylase (PVA),
glutamine PRPP amidotransferase (GAT), and bacterial glycosylasparaginase. In
addition to the ubiquitously expressed B subunits, higher vertebrates also possess three
interferon- y- inducible 3 subunits (LMP7, LMP2 and MECLI), which replace their normal

counterparts, 5, B1 and 2, respectively. When all three IFN- y- inducible subunits are
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present, the proteasome is referred to as an "immunoproteasome". Thus, eukaryotic
cells can possess two forms of proteasomes in varying ratios.

Through the use of different peptide substrates, three major proteolytic activities have
been defined for the eukaryote 20S proteasomes: chymotrypsin-like activity (CT-L),
which cleaves after large hydrophobic residues; trypsin-like activity (T-L), which cleaves
after basic residues; and peptidylglutamyl peptide hydrolyzing activity (PGPH), which
cleaves after acidic residues. Two additional less characterized activities have also been
ascribed to the proteasome: BrAAP activity, which cleaves after branched-chain amino
acids; and SNAAP activity, which cleaves after small neutral amino acids. Although both
forms of the proteasome possess all five enzymatic activities, differences in the extent of
the activities between the forms have been described based on specific substrates. For
both forms of the proteasome, the major proteasome proteolytic activities appear to be

contributed by different catalytic sites within the 20S core.

In eukaryotes, protein degradation is predominately mediated through the ubiquitin
pathway in which proteins targeted for destruction are ligated to the 76 amino acid
polypeptide ubiquitin. Once targeted, ubiquitinated proteins then serve as substrates for
the 26S proteasome, which cleaves proteins into short peptides through the action of its
three major proteolytic activities. While having a general function in intracellular protein
turnover, proteasome-mediated degradation also plays a key role in many processes
such as major histocompatibility complex (MHC) class | presentation, apoptosis and cell
viability, antigen processing, NF-kB activation, and transduction of pro- inflammatory
signals.

Proteasome activity is high in muscle wasting diseases that involve protein breakdown
such as muscular dystrophy, cancer and AIDS. Evidence also suggests a possible role
for the proteasome in the processing of antigens for the class | MHC molecules
(Goldberg, et al. (1992) Nature 357:375-379).

Proteasomes are involved in neurodegenerative diseases and disorders such as
Amyotrophic Lateral Sclerosis (ALS), (J Biol Chem 2003, Allen S et al., Exp Neurol
2005, Puttaparthi k et al.), Sjogren Syndrome (Arthritis & Rheumatism, 2006, Egerer T
et al.) , systemic lupus erythematoses and lupus nephritis (SLE/LN), (Arthritis & rheuma
2011, Ichikawa et al., J Immunol, 2010, Lang VR et al., Nat Med, 2008, Neubert K et al),
glomerulonephritis (J Am Soc nephrol 2011, Bontscho et al.), Rheumatoid Arthritis (Clin
Exp Rheumatol, 2009, Van der Heiden JW et al.), Inflammatory bowel disease (IBD),

ulcerative colitis, crohn’s diseases, { Gut 2010, Schmidt N et al., J Immunol 2010, Basler
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M et al., Clin Exp Immunol, 2009, Inoue S et al.), multiple sclerosis (Eur J Immunol
2008, Fissolo N et al., J Mol Med 2003, Elliott PJ et al., J Neuroimmunol 2001, Hosseini
et al., J Autoimmun 2000, Vanderlugt CL et al.), Amyotrophic lateral sclerosis (ALS),
(Exp Neurol 2005, Puttaparthi k et al., J Biol Chem 2003, Allen S et al.), osteoarthritis
(Pain 2011, Ahmed s et al., Biomed Mater Eng 2008, Etienne S et al.), Atherosclerosis
(J Cardiovasc Pharmacol 2010, Feng B et al., Psoriasis (Genes & Immunity, 2007,
Kramer U et al.), Myasthenia Gravis (J Immunol, 2011, Gomez AM et al.), Dermal
fibrosis (Thorax 2011, Mutlu GM et al., Inflammation 2011, Koca SS et al., Faseb J
2006, Fineschi S et al.), renal fibrosis (Nephrology 2011 Sakairi T et al.), cardiac fibrosis
(Biochem Pharmacol 2011, Ma y et al.,) Liver fibrosis (Am J Physiol gastrointest Liver
Physiol 2006, Anan A et al.), Lung fibrosis (Faseb J 2006, Fineschi S et al et al.),
Imunoglobuline A nephropathy (IGa nephropathy), (Kidney Int, 2009, Coppo R et al.),
Vasculitis (J Am Soc nephrol 2011, Bontscho et al.), Transplant rejection (Nephrol Dial
transplant 2011, Waiser J et al.), Hematological malignancies (Br J Haematol 2011,
singh AV et al., Curr Cancer Drug Target 2011, Chen D et al.) and asthma.

Yet, it should be noted that commercially available proteasome inhibitors inhibit both the
constitutive and immuno-forms of the proteasome. Even bortezomib, the FDA-approved
proteasome inhibitor for the treatment of relapsed multiple myeloma patients, does not
distinguish between the two forms (Altun et al, Cancer Res 65:7896, 2005).
Furthermore, the use of Bortezomib is associated with a treatment-emergent, painful
peripheral neuropathy (PN), this bortezomib-induced neurodegeneration in vitro occurs
via a proteasome-independent mechanism and that bortezomib inhibits several
nonproteasomal targets in vitro and in vivo (Clin. Cancer Res, 17(9), May 1, 2011).

In addition to conventional proteasome inhibitors, a novel approach may be to
specifically target the hematological-specific immunoproteasome, thereby increasing
overall effectiveness and reducing negative off-target effects. It has been shown that
immunoproteasome-specific inhibitor, could display enhanced efficiency on cells from a

hematologic origin (Curr Cancer Drug Targets, 11(3), Mar, 2011).

Thus there is a need to provide new proteasome inhibitors that are selective of one

specific form of the proteasome.

In another aspect, the present invention relates to a pharmaceutical preparation
containing at least one of the compounds according to Formula (I) and related

Formulae.
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Such pharmaceutical preparation may also contain additional active agents. The
additional active agents may be selected from immunosuppressors, anti-inflammatory

agent or interferon.

In another aspect, the present invention relates to a process for making the compounds

according to Formula (1) and related Formulae.

The present invention further relates to a set or a kit consisting of separate packs of
(a) an effective amount of a compound according to Formula (l) or related Formulae
and/or pharmaceutically usable derivatives, tautomers, salts, solvates and
stereoisomers thereof, including mixtures thereof in all ratios,

and

(b) an effective amount of a further medicament active ingredient,
The present invention encompasses compounds of Formula (l) and related Formulae

either alone or in combination with one or several metabolites thereof.

Detailed description.

Compounds of the present invention are inhibitors of the immunoproteasome subunit
LMP7. They preferably show selectivity on LMP7 over Betab.

The present invention provides compounds of Formula (1):

1

R
R2
XA
OR’
L= N B

Wherein

R and R° are independently selected from one another from H or C-Cs-alkyl; whereby
R® and R° may be linked to form a 5 or 6 membered-ring containing the oxygen atoms to

which they are bond.
Q denotes Ar, Het or cycloalkyl;

R, R? independently from each other denote H, OR?, preferably methoxy, Hal, C-Cs-
alkyl wherein 1 to 5 H atoms may be independently replaced by OH or Hal;



10

15

20

25

30

WO 2013/092979 PCT/EP2012/076595

5
Y denotes CR°R*, preferably CH, or C(CHs)y;
R®, R*independently of one another denote H or C;-Cg-alkyl, such as methyl;
L denotes L4 or Ly, or alkyl, preferably methyl;
n is an integer selected from 0, 2 or 3 and is preferably 1;

0]

Q)J\M/\(‘

1

Lqis wherein

Q is Ar or Het, preferably phenyl, naphthyl or pyridine, optionally substituted with 1 to 5
groups independently selected from OR?, Hal, phenyl, and C4-Ce-alkyl wherein 1 to 5 H

atoms may be independently replaced by OH or Hal;

Q2\
Lo is

&
M wherein

Q; is a fused bicyclic system containing 1 nitrogen atom and 1 to 3 additional groups
independently selected from O, S, N, or CO, and wherein at least one of the ring is
aromatic whereby the fused bicyclic system is optionally substituted with 1 to 5 groups
independently selected from OR®, Hal, phenyl, and C4-Cs-alkyl wherein 1 to 5 H atoms
may be independently replaced by OH or Hal;

or

Q2 is unsaturated or aromatic 5 membered-ring system containing 1 to 3 heteroatoms
seleted from N, O, S and CO, and optionally substituted with a phenyl ring or pyridine

ring whereby phenyl ring and pyridine ring are optionally substituted with 1 to 4 groups
independently selected from OR®, Hal, phenyl, and C;-Cs-alkyl wherein 1 to 5 H atoms
may be independently replaced by OH or Hal;

M is a linear or branched alkylen having 1 to 5 carbon atoms wherein 1 or 2 H atoms
may be replaced by OR® or a phenyl ring optionally substituted with 1 to 5 groups
independently selected from Hal, OR?, and C,-Cs-alkyl optionally substituted with 1 to 5
groups independently selected from OH, and Hal; or

M denotes a cycloalkylen having 3 to 7 carbon atoms; or

M denotes a thiazolidinyl group.

R* is H or C4-Cs-alkyl wherein 1 to 5 H atom may be independently replaced by OH or
Hal;
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Ar denotes a 6 membered-aromatic carbocyclic ring optionally fused with another

carbocyclic saturated, unsaturated or aromatic ring having 5 to 8 carbon atoms;

Het denotes a 5- or 6-membered saturated, unsaturated or aromatic heterocyclic ring
having 1 to 3 heteroatoms independently selected from N, N*O", O, S, SO, and SO,, and
optionally fused with another saturated, unsaturated or aromatic ring having 5 to 8

atoms and optionally containing 1 to 3 heteroatoms selected from N, O, and S;
Hal denotes ClI, Br, | of F; preferably Cl or F,

As well as enantiomers, diasterecisomers, and mixture thereof, and pharmaceutically

acceptable salts thereof;

In case L contains 1 or several chiral centers, Formula (I) encompasses any isolated

enantiomer and diastereoisomers as well as mixtures thereof in all ratios.

In a specific embodiment, the present invention provides compounds of Formula (l) and
related Formulae, wherein L denotes L1, whereby M is a cycloalkylen having 3 to 7
carbon atoms. Preferably, M is selected from a 5- or 6-membered cycloalkylen.

Examples of such cycloalkylen groups are the followings:

o

hol
@ér

cr loshorh
O FOAFONS
Xedl &

_@%
t%@cz

In another specific embodiment, the present invention provides compounds of Formula

(1) and related Formulae, wherein L denotes L1 whereby M is a linear or branched
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alkylen having 1 to 5 carbon atoms wherein 1 or 2 H atoms may be replaced by OR® or
a phenyl ring optionally substituted with 1 to 5 groups independently selected from Hal,
OR?®, and C4-Cs-alkyl optionally substituted with 1 to 5 groups independently selected
from OH, and Hal.

In another specific embodiment, the present invention provides compounds of Formula
(1) and related Formulae, wherein L is L2 whereby M denotes a linear or branched
alkylen having 1 to 5 carbon atoms wherein 1 or 2 H atoms may be replaced by OR® or
a phenyl ring optionally substituted with 1 to 5 groups independently selected from Hal,
OR?®, and C-Cs-alkyl optionally substituted with 1 to 5 groups independently selected
from OH, and Hal.

Preferably M in L2 is a non-substituted linear alkylen having 1 to 5 carbon atoms.

In another specific embodiment, the present invention provides compounds of Formula
(1) and related Formulae, wherein L is L. L, is preferably selected from the following

groups:

0
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In another specific embodiment, the present invention provides compounds of Formula

(1) and related Formulae, wherein L is L,. L, is preferably selected from the following

groups:
0]
/N\N/\/\‘ N//\N/\/‘( }\N/\/ N//N\N/\/
j :l S@
N N ™S N
o W Y N ]/\/ “
"N —— N )
N~
@]
N > N ‘
\ S —
N/ N/\/ N \@ N N =
C O o
@ \
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(1) and related Formulae wherein the group - is selected from the following

groups:

-n
n

£
Qo

S

A
F
F
OXF Fo o~ F
. FF A

FuF

F

F

Ar may be unsubstituted or monosubstituted, disubstituted or trisubstituted preferably by
Hal, alkyl, OR®, N(R®),, NO,, CN, COOR?®, CF3, OCF3, CON(R®),, NR*COalkyl,
NR?*CON(R?®),, NR*SO,alkyl, COR®, SO,N(R®),, SOalkyl or SOalkyl, phenyl, pyridyl,
pyrimidyl, O-phenyl, O-pyridy, O-pyrimidyl, -[C(R%),].-COOR?® and/or -O[C(R*),].-
CON(R®).

Ar denotes, for example, naphthyl, phenyl, o-, m- or p-tolyl, o-, m- or p-ethylphenyl, o-,
m- or p-propylphenyl, o-, m- or p-isopropylphenyl, o-, m- or p-tert-butylphenyl, o-, m- or
p-hydroxyphenyl, o-, m- or p-nitrophenyl, o-, m- or p-aminophenyl, o-, m- or p-(N-
methylamino)phenyl, o-, m- or p-(N-methylaminocarbonyl)phenyl, o-, m- or p-acetamido-
phenyl, o-, m- or p-methoxyphenyl, o-, m- or p-ethoxyphenyl, o-, m- or p-ethoxycarbonyl-
phenyl, o-, m- or p-(N,N-dimethylamino)phenyl, o-, m- or p-(N,N-dimethyl-
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aminocarbonyl)phenyl, o-, m- or p-(N-ethylamino)phenyl, o-, m- or p-(N,N-diethylamino)-
phenyl, o-, m- or p-fluorophenyl, o-, m- or p-bromophenyl, o-, m- or p-chlorophenyl, o-,
m- or p-(methylsulfonamido)phenyl, o-, m- or p-(methylsulfonyl)phenyl, o, m or pamino-
sulfanyl-phenyl, o-, m- or p-phenoxyphenyl, further preferably 2,3-, 2,4-, 2,5-, 2,6-, 3,4-
or 3,5-dimethylphenyl, 2,3-, 2.4-, 2,5-, 2,6-, 3.4- or 3,5-difluorophenyl, 2,3-, 2,4-, 2,5-,
2,6-, 3,4- or 3,5-dichlorophenyl, 2,3-, 2,4-, 2,5-, 2,6-, 3,4- or 3,5-dibromophenyl, 2,4- or
2,5-dinitrophenyl, 2,5- or 3,4-dimethoxyphenyl, 3-nitro-4-chlorophenyl, 3-amino-4-
chloro-, 2-amino-3-chloro-, 2-amino-4-chloro-, 2-amino-5-chloro- or 2-amino-6-chloro-
phenyl, 2-nitro-4-N,N-dimethylamino- or 3-nitro-4-N,N-dimethylaminophenyl, 2,3-
diaminophenyl, 2,3,4-, 2,3,5-, 2,3,6-, 2,4,6- or 3.4,5-trichlorophenyl, 2,4,6-trimethoxy-
phenyl, 2-hydroxy-3,5-dichlorophenyl, p-iodophenyl, 3,6-dichloro-4-aminophenyl,
4-fluoro-3-chlorophenyl, 2-fluoro-4-bromophenyl, 2,5-difluoro-4-bromophenyl, 3-bromo-
6-methoxyphenyl, 3-chloro-6-methoxyphenyl, 3-chloro-4-acetamidophenyl, 3-fluoro-4-
methoxyphenyl, 3-amino-6-methylphenyl, 3-chloro-4-acetamidophenyl or 2,5-dimethyl-4-

chlorophenyl.

Ar particularly preferably denotes, for example, phenyl which is unsubstituted or
monosubstituted or disubstituted preferably monosubstituted, by F, OCHs, CHs, CFs,
phenyl and/or pyridyl, such as, for example, 2’-methoxy-phenyl-, 2'-trifluoromethyl-
phenyl- (aryl bearing at least a 2’ substituent), 2’-chloro-phenyl, 2',6’-dimethyl-phenyl- or
2’-alkyl-phenyl-, preferably 2'-methyl-phenyl.

Het is for example, 2- or 3-furyl, benzofuryl, 2- or 3-thienyl, benzothienyl, 1-, 2- or
3-pyrrolyl, 1-, 2-, 4- or 5-imidazolyl, 1-, 3-, 4- or 5-pyrazolyl, 2-, 4- or 5-oxazolyl, 3-, 4- or
S-isoxazolyl, 2-, 4- or 5-thiazolyl, 3-, 4- or 5-isothiazolyl, 2-, 3- or 4-pyridyl, 2-, 4-, 5- or
6-pyrimidinyl, furthermore preferably 1,2,3-triazol-1-, -4- or -5-yl, 1,2,4-triazol-1-, -3- or
-5-yl, 1- or 5-tetrazolyl, 1,2,3-oxadiazol-4- or -5-yl, 1,2,4-oxadiazol-3- or -5-yl, 1,3,4-
thiadiazol-2- or -5-yl, 1,2,4-thiadiazol-3- or -5-yl, 1,2,3-thiadiazol-4- or -5-yl, 3- or
4-pyridazinyl, pyrazinyl, 1-, 2-, 3-, 4-, 5-, 6- or 7-indolyl, indazolyl, 4- or 5-isoindolyl, 1-,
2-, 4- or 5-benzimidazolyl, 1-, 3-, 4-, 5-, 6- or 7-benzopyrazolyl, 2-, 4-, 5-, 6- or 7-benz-
oxazolyl, 3-, 4-, 5-, 6- or 7-benzisoxazolyl, 2-, 4-, 5-, 6- or 7-benzothiazolyl, 2-, 4-, 5-, 6-
or 7-benzisothiazolyl, 4-, 5-, 6- or 7-benz-2,1,3-oxadiazolyl, 2-, 3-, 4-, 5-, 6-, 7- or
8-quinolyl, 1-, 3-, 4-, 5-, 6-, 7- or 8-isoquinolyl, 3-, 4-, 5-, 6-, 7- or 8-cinnolinyl, 2-, 4-, 5-,
6-, 7- or 8-quinazolinyl, 5- or 6-quinoxalinyl, 2-, 3-, 5-, 6-, 7- or 8-2H-benzo-1,4-oxazinyl,
furthermore preferably 1,3-benzodioxol-5-yl, 1,4-benzodioxane-6-yl, 2,1,3-benzothia-

diazol-4- or -5-yl or 2,1,3-benzoxadiazol-5-yl.
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The heterocyclic radicals in Het may also be partially or fully hydrogenated.

Het can thus also denote, for example, 2,3-dihydro-2-, -3-, -4- or -5-furyl, 2,5-dihydro-2-,
-3-, -4- or -5-furyl, tetrahydro-2- or -3-furyl, 1,3-dioxolan-4-yl, tetrahydro-2- or -3-thienyl,
2,3-dihydro-1-, -2-, -3-, -4- or -5-pyrrolyl, 2,5-dihydro-1-, -2-, -3-, -4- or -5-pyrrolyl, 1-, 2-
or 3-pyrrolidinyl, tetrahydro-1-, -2- or -4-imidazolyl, 2,3-dihydro-1-, -2-, -3-, -4- or -5-
pyrazolyl, tetrahydro-1-, -3- or -4-pyrazolyl, 1,4-dihydro-1-, -2-, -3- or -4-pyridyl, 1,2,3,4-
tetrahydro-1-, -2-, -3-, -4-, -5- or -6-pyridyl, 1-, 2-, 3- or 4-piperidinyl, 2-, 3- or
4-morpholinyl, tetrahydro-2-, -3- or -4-pyranyl, 1,4-dioxaneyl, 1,3-dioxane-2-, -4- or -5-yl,
hexahydro-1-, -3- or -4-pyridazinyl, hexahydro-1-, -2-, -4- or -5-pyrimidinyl, 1-, 2- or
3-piperazinyl, 1,2,3,4-tetrahydro-1-, -2-, -3-, -4-, -5-, -6-, -7- or -8-quinolyl, 1,2,3,4-
tetrahydro-1-, -2-, -3-, -4-, -5-, -6-, -7- or -8-isoquinolyl, 2-, 3-, 5-, 6-, 7- or 8-3,4-dihydro-
2H-benzo-1,4-oxazinyl, furthermore preferably 2,3-methylenedioxyphenyl, 3,4-
methylenedioxyphenyl, 2,3-ethylenedioxyphenyl, 3,4-ethylenedioxyphenyl, 3,4-(difluoro-
methylenedioxy)phenyl, 2,3-dihydrobenzofuran-5- or -6-yl, 2,3-(2-oxomethylenedioxy)-
phenyl or also 3,4-dihydro-2H-1,5-benzodioxepin-6- or -7-yl, furthermore preferably 2,3-
dihydrobenzofuranyl or 2,3-dihydro-2-oxofuranyl.

Het may be unsubstituted or monosubstituted, disubstituted or trisubstituted by Hal,
alkyl, -[C(R®)]-Ar, -[C(R®)],~cycloalkyl, OR®, CFs, OCFs, N(R®), NR]CON(R®),, NO,,
CN, -[C(R%);]:-COOR?, -[C(R%),],-CON(R®),, NR*COalkyl, NR*SOalkyl, COR?,
SO.N(R?),, SOQalkyl, O-phenyl, O-pyridy, O-pyrimidyl, phenyl, pyridyl and/or SO.alkyl.

Alkyl is unbranched (linear) or branched, and has 1, 2, 3,4, 5,6,7,8,9,10, 11 or 12
carbon atoms. Alkyl preferably denotes methyl, furthermore ethyl, propyl, isopropyl,
butyl, isobutyl, sec-buty! or tert-butyl, furthermore also pentyl, 1-, 2- or 3-methylbutyl,
1,1-, 1,2- or 2,2-dimethylpropyl, 1-ethylpropyl, hexyl, 1-, 2-, 3- or 4-methylpentyl, 1,1-,
1,2-,1,3-, 2,2-, 2,3- or 3,3-dimethylbutyl, 1- or 2-ethylbutyl, 1-ethyl-1-methylpropyl,
1-ethyl-2-methylpropyl, 1,1,2- or 1,2,2-trimethylpropyl, furthermore preferably, for

example, trifluoromethyl.

Alkyl very particularly preferably denotes alkyl having 1, 2, 3, 4, 5 or 6 carbon atoms,
preferably methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, pentyl,
hexyl, trifluoromethyl, pentafluoroethyl, 1,1,1-triflucroethyl. In a preferred embodiment

alkyl is perfluorated.

Cycloalkyl preferably denotes cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl or
cycloheptyl. Cycloalkyl may be substituted preferably by alkyl, OH, O-alkyl, Hal.
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In another specific embodiment, the compounds of the present invention are selected

from the following group:
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The following abbreviations refer to the abbreviations used below:

AcOH (acetic acid), BINAP (2,2’-bis(disphenylphosphino)-1,1’-binaphthalene), dba
(dibenzylidene acetone), tBu (tert-Butyl), tBuOK (potassium tert-butoxide), CDI (1,1-
Carbonyldiimidazole), DBU (1,8-dizabicyclo[5.4.0]lundec-7-ene), DCC
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(dicyclohexylcarbodiimide), DCM (dichloromethane), DIAD (diisobutylazodicarboxylate),
DIC (diisopropilcarbodiimide), DIEA (di-isopropyl ethylamine), DMA (dimethyl acetamide),
DMAP (4-dimethylaminopyridine), DMSO (dimethyl sulfoxide), DMF (N,N-
dimethylformamide), EDC.HCI (1-ethyl-3-(3-dimethylaminopropyl)carbodiimide
hydrochloride), EtOAc (ethyl acetate), EtOH (ethanol), g (gram), cHex (cyclohexane),
HATU (dimethylamino-([1,2,3]triazolo[4,5-b]pyridin-3-yloxy)-methylene]-dimethyl-
ammonium hexafluorophosphate), HOBt (N-hydroxybenzotriazole), HPLC (high
performance liquid chromatography), hr (hour), MHz (Megahertz), MeOH (methanol), min
(minute), mL (milliliter), mmol (millimole), mM (millimolar), mp (melting point), MS (mass
spectrometry), MW (microwave), NMM (N-methyl morpholine), NMR (Nuclear Magnetic
Resonance), NBS (N-bromo succinimide), PBS (phosphate buffered saline), PMB (para-
methoxybenzyl), PyBOP (benzotriazol-1-yl-oxytripyrrolidinophosphonium
hexafluorophosphate), RT (room temperature), TBAF (tetra-butylammonium fluoride),
TBTU (N,N,N’,N'-tetramethyl-O-(benzotriazol-1-yl)uronium tetrafluoroborate), T3P (propane
phosphonic acid anhydride), TEA (triethyl amine), TFA (triflucroacetic acid), THF
(tetrahydrofuran), PetEther (petroleum ether), TBME (tert-butyl methyl ether), TLC (thin
layer chromatography), TMS (trimethylsilyl), TMSI (trimethylsilyl iodide), UV (ultraviolet).

Generally, compounds of Formula (1), wherein R", n, R®, R%, L and Q are defined as above,
can be obtained from a compound of Formula (I1) as outlined in Scheme 1.

The first step consists in the reaction of a compound of Formula (Il), wherein L is defined
as above, with a compound of Formula (lIl), wherein R', n, R?, R®, R® and Q are defined as
above. The reaction is performed using conditions and methods well known to those skilled
in the art for the preparation of amides from a carboxylic acid with standard coupling
agents, such as but not limited to HATU, TBTU, polymer-supported 1-alkyl-2-
chloropyridinium salt (polymer-supported Mukaiyama's reagent), 1-methyl-2-
chloropyridinium iodide (Mukaiyama’s reagent), a carbodiimide (such as DCC, DIC, EDC)
and HOBt, PyBOP® and other such reagents well known to those skilled in the art,
preferably TBTU, in the presence or absence of bases such as TEA, DIEA, NMM, polymer-
supported morpholine, preferably DIEA, in a suitable solvent such as DCM, THF or DMF, at
a temperature between -10 °C to 50 °C, preferably at 0 °C, for a few hours, e.g. one hour to
24 h. Alternatively, the compounds of Formula (Il) could be converted to carboxylic acid
derivatives such as acyl halides or anhydrides, by methods well known to those skilled in
the art, such as but not limited to treatment with SOCl,, POCIs, PCls, (COCI),, in the
presence or absence of catalytic amounts of DMF, in the presence or absence of a suitable

solvent such as toluene, DCM, THF, at a temperature rising from 20 °C to 100 °C,
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preferably at 50 °C, for a few hours, e.g. one hour to 24 h. Conversion of the carboxylic
acid derivatives to compounds of Formula (1), can be achieved using conditions and
methods well known to those skilled in the art for the preparation of amides from a
carboxylic acid derivative (e.g. acyl chloride) with alkyl amines, in the presence of bases
such as TEA, DIEA, NMM in a suitable solvent such as DCM, THF or DMF, at a
temperature rising from 20 °C to 100 °C, preferably at 50 °C, for a few hours, e.g. one hour
to 24 h.

Scheme 1
R’ R’
RZ
R2
0 TBTU o
)L " » DIPEA "
+ OR b

L™ "OH HN" ~B ) LLN g OR

OR° 0°C H \ORC

0 (1 0

Compounds of Formula (la), wherein R', n, L and Q are defined as above and wherein R”
and R® are H, can be prepared starting from compounds of Formula (Ib), wherein R', n, L
and Q are defined as above and wherein R” and R° are C-Cg-alkyl; whereby R® and R°
may be linked to form a 5 or 6 membered-ring containing the oxygen atoms to which they
are bond, using methods well known to those skilled in the art for the hydrolysis of boronic
esters, such as but not limited to treatment with HCI, HBr, HI, TFA, in the presence or
absence of an excess of a small molecular weight boronic acid, such as but not limited to i-
BuB(OH); (Scheme 2).

Scheme 2
R’ R’
R2 R2
g f N
OR’ OH
L~ N7 B! 0°C L~ "N TB]
H OR° H OH

(Ib) (la)

Compounds of Formula (lll) can be prepared as outlined in Scheme 3.

Scheme 3
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1
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N 0 N c
N oR® 0°C to RT,3h ' OR
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Conversion of compounds of Formula (IV), wherein R', n, R®, R® and Q are defined as
above, with the proviso that R, R° do not represent H, to give compounds of Formula (V),
wherein R', n, R?, R® and Q are defined as above, with the proviso that R?, R° do not
represent H, can be achieved by treatment with DCM, in the presence of strong bases such
as nBuLi, tBuLi, MeLi, LDA, LIHMDS, preferably nBuLi, in a suitable solvent such as THF
or dioxane, preferably THF, at a temperature rising from -100 °C to room temperature, for a
few hours, e.g. one hour to 24 h. The reaction can give rise to enantiomerically enriched
products when R® and R® are suitably selected. For example, when R® and R°® together
represent (1S, 2S, 3R, 5S)-(+)-pinanediol, the product with (S) configuration is
preferentially formed. (Matteson, D. S.; Sadhu, K. M. J. Am. Chem. Soc. 1981, 103, 5241—
5242)

Conversion of compounds of Formula (V), wherein R, n, R?, RS, L and Q are defined as
above, with the proviso that R?, R® do not represent H, to give compounds of Formula (VII),
wherein R", n, R®, R° and Q are defined as above, with the proviso that R°, R® do not
represent H, can be achieved by reaction with a compound of Formula (VI), in a suitable
solvent such as THF or dioxane, preferably THF, at a temperature rising from -100 °C to
room temperature, for a few hours, e€.g. one hour to 24 h. The reaction generally proceeds
with inversion of configuration, thereby if the compound of Formula (V) had an (S)
configuration, a compound of Formula (VII) with (R) configuration would be obtained.
(Matteson, D. S.; Sadhu, K. M. J. Am. Chem. Soc. 1981, 103, 5241-5242)

Finally, conversion of the compounds of Formula (VIl) into compounds of Formula (ll) can

be achieved by treatment with a suitable acid, such as HCl or TFA, preferably TFA, in the
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presence of a suitable solvent such as DCM, diethyl ether, diisopropyl ether, or THF,
preferably diethylether, at a temperature between -30 °C to 30 °C, preferably at -10 °C, for

a few hours, e.g. one hour to 48 h.

Alternatively, compounds of Formula (llla), wherein R, n, R, R® and Q are defined as

above and R® represents H, can be prepared as outlined in Scheme 4.

Scheme 4
R’ R
Rb—O\ /O—Rb R?
o B—B (1X) 0 f
I " k2 R=0 OF 4 OR®
S\N/ N B]
(ICy)CuOtBu H OR’
(VI (X)
R1
R2
HCl
dioxane/MeOH n b
_OR
HN" B
OR°

(llla)

Compounds of Formula (VII1), wherein R' and Q are defined as above, can be converted
into compounds of Formula (X), wherein R, n, R?, R® and Q are defined as above, by
reaction with a compound of Formula (IX), wherein R” and R® are defined as above, in the
presence of a suitable catalyst, such as but not limited to (1,3-dicyclohexylimidazol-2-
ylidene)copper(l) tert-butoxide ((ICy)CuOtBu), in a suitable solvent such as benzene,
toluene, dioxane, THF, at at a temperature between room temperature and 80 °C, for a few
hours, e.g. one hour to 48 h.

Deprotection of the compounds of Formula (X) to give the compounds of Formula (llla) can
be performed using an acid like HCI| or TFA, preferably HCI, , in the presence of a suitable
solvent such as DCM, diethyl ether, diisopropyl ether, THF, dioxane or methanol,
preferably a mixture of dioxane and methanol, at a temperature between -10 °C to 40 °C,

preferably at room temperature, for a few hours, e.g. one hour to 48 h.

If the above set of general synthetic methods is not applicable to obtain compounds

according to Formula (l) and/or necessary intermediates for the synthesis of compounds of
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Formula (1), suitable methods of preparation known by a person skilled in the art should be

used.

In general, the synthesis pathways for any individual compounds of formula (1) will depend
on the specific substitutents of each molecule and upon the ready availability of
Intermediates necessary; again such factors being appreciated by those of ordinary skill in
the art. For all the protection and de-protection methods, see Philip J. Kocienski, in
“Protecting Groups”, Georg Thieme Verlag Stuttgart, New York, 1994 and, Theodora W.
Greene and Peter G. M. Wuts in “Protective Groups in Organic Synthesis”, Wiley
Interscience, 3rd Edition 1999.

Compounds of this invention can be isolated in association with solvent molecules by
crystallization from evaporation of an appropriate solvent. The pharmaceutically acceptable
acid addition salts of the compounds of formula (1), which contain a basic center, may be
prepared in a conventional manner. For example, a solution of the free base may be
treated with a suitable acid, either neat or in a suitable solution, and the resulting salt
isolated either by filtration or by evaporation under vacuum of the reaction solvent.
Pharmaceutically acceptable base addition salts may be obtained in an analogous manner
by treating a solution of compounds of formula (1), which contain an acid center, with a
suitable base. Both types of salts may be formed or interconverted using ion-exchange

resin techniques.

Depending on the conditions used, the reaction times are generally between a few minutes
and 14 days, and the reaction temperature is between about -30°C and 140°C, normally
between -10°C and 90°C, in particular between about 0°C and about 70°C.

Compounds of the formula (1) can furthermore be obtained by liberating compounds of the
formula (I) from one of their functional derivatives by treatment with a solvolysing or

hydrogenolysing agent.

Preferred starting materials for the solvolysis or hydrogenolysis are those which conform to
the formula (1), but contain corresponding protected amino and/or hydroxyl groups instead
of one or more free amino and/or hydroxyl groups, preferably those which carry an amino-
protecting group instead of an H atom bound to an N atom, in particular those which carry

an R'-N group, in which R' denotes an amino-protecting group, instead of an HN group,
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and/or those which carry a hydroxyl-protecting group instead of the H atom of a hydroxyl
group, for example those which conform to the formula (1), but carry a -COOR” group, in

which R” denotes a hydroxylprotecting group, instead of a -COOH group.

It is also possible for a plurality of — identical or different — protected amino and/or hydroxyl
groups to be present in the molecule of the starting material. If the protecting groups

present are different from one another, they can in many cases be cleaved off selectively.

The term “amino-protecting group” is known in general terms and relates to groups which
are suitable for protecting (blocking) an amino group against chemical reactions, but which
are easy to remove after the desired chemical reaction has been carried out elsewhere in
the molecule. Typical of such groups are, in particular, unsubstituted or substituted acyl,
aryl, aralkoxymethy! or aralkyl groups. Since the amino-protecting groups are removed
after the desired reaction (or reaction sequence), their type and size are furthermore not
crucial; however, preference is given to those having 1-20, in particular 1-8, carbon atoms.
The term “acyl group” is to be understood in the broadest sense in connection with the
present process. It includes acyl groups derived from aliphatic, araliphatic, aromatic or
heterocyclic carboxylic acids or sulfonic acids, and, in particular, alkoxy-carbonyl,
aryloxycarbonyl and especially aralkoxycarbonyl groups. Examples of such acyl groups are
alkanoyl, such as acetyl, propionyl and butyryl; aralkanoyl, such as phenylacetyl; aroyl,
such as benzoyl and tolyl; aryloxyalkanoyl, such as POA,; alkoxycarbonyl, such as
methoxy-carbonyl, ethoxycarbonyl, 2,2,2-trichloroethoxycarbonyl, BOC (tert-
butoxy-carbonyl) and 2-iodoethoxycarbonyl; aralkoxycarbonyl, such as CBZ
("carbo-benz-oxy"), 4-methoxybenzyloxycarbonyl and FMOC; and aryl-sulfonyl, such as
Mtr. Preferred amino-protecting groups are BOC and Mtr, furthermore CBZ, Fmoc, benzyl

and acetyl.

The term “hydroxyl-protecting group” is likewise known in general terms and relates to
groups which are suitable for protecting a hydroxyl group against chemical reactions, but
are easy to remove after the desired chemical reaction has been carried out elsewhere in
the molecule. Typical of such groups are the above-mentioned unsubstituted or substituted
aryl, aralkyl or acyl groups, furthermore also alkyl groups. The nature and size of the
hydroxyl-protecting groups are not crucial since they are removed again after the desired
chemical reaction or reaction sequence; preference is given to groups having 1-20, in

particular 1-10, carbon atoms. Examples of hydroxyl-protecting groups are, inter alia,
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benzyl, 4-methoxybenzyl, p-nitro-benzoyl, p-toluenesulfonyl, tert-butyl and acetyl, where

benzyl and tert-butyl are particu-larly preferred.

The term “solvates of the compounds” is taken to mean adductions of inert solvent
molecules onto the compounds which form owing to their mutual attractive force. Solvates

are, for example, mono- or dihydrates or alcoholates.

The compounds of the formula (1) are liberated from their functional derivatives —
depending on the protecting group used — for example using strong acids, advantageously
using TFA or perchloric acid, but also using other strong inorganic acids, such as
hydrochloric acid or sulfuric acid, strong organic carboxylic acids, such as trichloroacetic
acid, or sulfonic acids, such as benzene- or p-toluenesulfonic acid. The presence of an
additional inert solvent is possible, but is not always necessary. Suitable inert solvents are
preferably organic, for example carboxylic acids, such as acetic acid, ethers, such as THF
or dioxane, amides, such as DMF, halogenated hydrocarbons, such as DCM, furthermore
also alcohols, such as methanol, ethanol or isopropanol, and water. Mixtures of the above-
mentioned solvents are furthermore suitable. TFA is preferably used in excess without
addition of a further solvent, and perchloric acid is preferably used in the form of a mixture
of acetic acid and 70% perchloric acid in the ratio 9:1. The reaction temperatures for the
cleavage are advantageously between about 0 and about 50°C, preferably between 15 and
30°C (RT).

The BOC, OBut and Mtr groups can, for example, preferably be cleaved off using TFA in
DCM or using approximately 3 to 5N HCI in dioxane at 15-30°C, and the FMOC group can
be cleaved off using an approximately 5 to 50% solution of dimethylamine, diethylamine or
piperidine in DMF at 15-30°C.

Protecting groups which can be removed hydrogenolytically (for example CBZ, benzyl or
the liberation of the amidino group from the oxadiazole derivative thereof) can be cleaved
off, for example, by treatment with hydrogen in the presence of a catalyst (for example a
noble-metal catalyst, such as palladium, advantageously on a support, such as carbon).
Suitable solvents here are those indicated above, in particular, for example, alcohols, such
as methanol or ethanol, or amides, such as DMF. The hydrogenolysis is generally carried
out at temperatures between about 0 and 100°C and pressures between about 1 and 200

bar, preferably at 20-30°C and 1-10 bar. Hydrogenolysis of the CBZ group succeeds well,
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for example, on 5 to 10% Pd/C in methanol or using ammonium formate (instead of
hydrogen) on Pd/C in methanol/DMF at 20-30°C.

Examples of suitable inert solvents are hydrocarbons, such as hexane, petroleum ether,
benzene, toluene or xylene; chlorinated hydrocarbons, such as trichloroethylene, 1,2-
dichloroethane, tetrachloromethane, tri-fluoro-methylbenzene, chloroform or DCM;
alcohols, such as methanol, ethanol, isopropanol, n-propanol, n-butanol or tert-butanol;
ethers, such as diethyl ether, diisopropyl ether, tetrahydrofurane (THF) or dioxane; glycol
ethers, such as ethylene glycol monomethyl or monoethyl ether or ethylene glycol dimethyl
ether (diglyme); ketones, such as acetone or butanone; amides, such as acetamide,
dimethylacetamide, N-methylpyrrolidone (NMP) or dimethyl-formamide (DMF); nitriles,
such as acetonitrile; sulfoxides, such as dimethyl sulfoxide (DMSQ); carbon disulfide;
carboxylic acids, such as formic acid or acetic acid; nitro compounds, such as nitromethane

or nitrobenzene; esters, such as EtOAc, or mixtures of the said solvents.

Esters can be saponified, for example, using LiOH, NaOH or KOH in water, water/THF,
water/THF/ethanol or water/dioxane, at temperatures between 0 and 100°C. Furthermore,

ester can be hydrolysed, for example, using acetic acid, TFA or HCL.

Free amino groups can furthermore be acylated in a conventional manner using an acyl
chloride or anhydride or alkylated using an unsubstituted or substituted alkyl halide or
reacted with CH3-C(=NH)-OEt, advantageously in an inert solvent, such as DCM or THF
and/or in the presence of a base, such as triethylamine or pyridine, at temperatures
between -60°C and +30°C.

Throughout the specification, the term leaving group preferably denotes Cl, Br, | or a
reactively modified OH group, such as, for example, an activated ester, an imidazolide or
alkylsulfonyloxy having 1 6 carbon atoms (preferably methylsulfonyloxy or
trifluoromethylsulfonyloxy) or arylsulfonyloxy having 6 10 carbon atoms (preferably phenyl-
or p tolylsulfonyloxy).

Radicals of this type for activation of the carboxyl group in typical acylation reactions are
described in the literature (for example in the standard works, such as Houben-Weyl,
Methoden der organischen Chemie [Meth—ods of Organic Chemistry], Georg-Thieme-
Verlag, Stuttgart).

Activated esters are advantageously formed in situ, for example through addition of HOBt

or N hydroxysuccinimide.



10

15

20

25

30

35

WO 2013/092979 PCT/EP2012/076595

31

The term “pharmaceutically usable derivatives” is taken to mean, for example, the salts of
the compounds of the formula | and so-called prodrug compounds.

The term “prodrug derivatives” is taken to mean compounds of the formula | which have
been modified with, for example, alkyl or acyl groups, sugars or oligopeptides and which
are rapidly cleaved in the organism to form the active compounds.

These also include biodegradable polymer derivatives of the compounds according to the

invention, as described, for example, in Int. J. Pharm. 115, 61-67 (1995).

Pharmaceutical salts and other forms

The said compounds of the formula (I) can be used in their final non-salt form. On the other
hand, the present invention also relates to the use of these compounds in the form of their
pharmaceutically acceptable salts, which can be derived from various organic and
inorganic acids and bases by procedures known in the art. Pharmaceutically acceptable
salt forms of the compounds of the formula | are for the most part prepared by conventional
methods. If the compound of the formula | contains an acidic center, such as a carboxyl
group, one of its suitable salts can be formed by reacting the compound with a suitable
base to give the corresponding base-addition salt. Such bases are, for example, alkali
metal hydroxides, including potassium hydroxide and sodium hydroxide; alkaline earth
metal hydroxides, such as magnesium hydroxide and calcium hydroxide; and various
organic bases, such as piperidine, diethanolamine and N-methyl-glucamine (meglumine),
benzathine, choline, diethanolamine, ethylenediamine, benethamine, diethylamine,
piperazine, lysine, L-arginine, ammonia, triethanolamine, betaine, ethanolamine,
morpholine and tromethamine. In the case of certain compounds of the formula I, which
contain a basic center, acid-addition salts can be formed by treating these compounds with
pharmaceutically acceptable organic and inorganic acids, for example hydrogen halides,
such as hydrogen chloride or hydrogen bromide, other mineral acids and corresponding
salts thereof, such as sulfate, nitrate or phosphate and the like, and alkyl- and
monoaryl-sulfonates, such as methanesulfonate, ethanesulfonate, toluenesulfonate and
benzene-sulfonate, and other organic acids and corresponding salts thereof, such as
carbonate, acetate, trifluoro-acetate, tartrate, maleate, succinate, citrate, benzoate,
salicylate, ascorbate and the like. Accordingly, pharmaceutically acceptable acid-addition
salts of the compounds of the formula | include the following: acetate, adipate, alginate,
aspartate, benzoate, benzene-sulfonate (besylate), bisulfate, bisulfite, bromide,
camphorate, camphor-sulfonate, caprate, caprylate, chloride, chlorobenzoate, citrate,

cyclamate, cinnamate, digluconate, dihydrogen-phosphate, dinitrobenzoate,
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dodecyl-sulfate, ethanesulfonate, formate, glycolate, fumarate, galacterate (from mucic
acid), galacturonate, glucoheptanoate, gluco-nate, glutamate, glycerophosphate,
hemi-succinate, hemisulfate, heptanoate, hexanoate, hippurate, hydro-chloride,
hydrobromide, hydroiodide, 2-hydroxy-ethane-sulfonate, iodide, isethionate, isobutyrate,
lactate, lactobionate, malate, maleate, malonate, mandelate, metaphosphate,
methanesulfonate, methylbenzoate, mono-hydrogen-phosphate, 2-naphthalenesulfonate,
nicotinate, nitrate, oxalate, oleate, palmo-ate, pectinate, persulfate, phenylacetate, 3-
phenylpropicnate, phosphate, phosphonate, phthalate, but this does not represent a
restriction. Both types of salts may be formed or interconverted preferably using ion-

exchange resin techniques.

Furthermore, the base salts of the compounds of the formula | include aluminium,
ammonium, calcium, copper, iron (lI1), iron(ll), lithium, magnesium, manganese(lll),
manganese(ll), potassium, sodium and zink salts, but this is not intended to represent a
restriction. Of the above-mentioned salts, preference is given to ammonium; the alkali
metal salts sodium and potassium, and the alkaline earth metal salts calcium and
magnesium. Salts of the compounds of the formula | which are derived from
pharmaceutically acceptable organic non-toxic bases include salts of primary, secondary
and tertiary amines, substituted amines, also including naturally occurring substituted
amines, cyclic amines, and basic ion exchanger resins, for example arginine, betaine,
caffeine, chloroprocaine, choline, N,N'-dibenzyl-ethylen-ediamine (benzathine),
dicyclohexylamine, diethanol-amine, diethyl-amine, 2-diethyl-amino-ethanol, 2-
dimethyl-amino-ethanol, ethanoclamine, ethylenediamine, N-ethylmorpholine, N-
ethyl-piperidine, glucamine, glucosamine, histidine, hydrabamine, isopropyl-amine,
lido-caine, lysine, meglumine (N-methyl-D-glucamine), morpholine, piperazine, piperidine,
polyamine resins, procaine, purines, theobromine, triethanol-amine, triethylamine,
trimethylamine, tripropyl-amine and tris(hydroxy-methyl)-methylamine (tromethamine), but

this is not intended to represent a restriction.

Compounds of the formula | of the present invention which contain basic N2-containing
groups can be quaternised using agents such as (C1-C4)-alkyl halides, for example methyl,
ethyl, isopropy! and tert-butyl chloride, bromide and iodide; di{(C1-C4)alkyl sulfates, for

example dimethyl, diethyl and diamyl sulfate; (C10-C18)alkyl halides, for example decyl,
do-decyl, lauryl, myristyl and stearyl chloride, bromide and iodide; and aryl-(C1-C4)alkyl
halides, for example benzyl chloride and phenethyl bromide. Both water- and oil-soluble

compounds of the formula | can be prepared using such salts.
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The above-mentioned pharmaceutical salts which are preferred include acetate,
trifluoroacetate, besylate, citrate, fumarate, gluconate, hemisuccinate, hippurate,
hydrochloride, hydrobromide, isethionate, mandelate, me-glumine, nitrate, oleate,
phosphonate, pivalate, sodium phosphate, stearate, sulfate, sulfosalicylate, tartrate,

thiomalate, tosylate and tro-meth-amine, but this is not intended to represent a restriction.

The acid-addition salts of basic compounds of the formula (1) are prepared by bringing the
free base form into contact with a sufficient amount of the desired acid, causing the
formation of the salt in a conventional manner. The free base can be regenerated by
bringing the salt form into contact with a base and isolating the free base in a conventional
manner. The free base forms differ in a certain respect from the corresponding salt forms
thereof with respect to certain physical properties, such as solubility in polar solvents; for
the purposes of the invention, however, the salts other-wise correspond to the respective
free base forms thereof.

As mentioned, the pharmaceutically acceptable base-addition salts of the compounds of
the formula | are formed with metals or amines, such as alkali metals and alkaline earth
metals or organic amines. Preferred metals are sodium, potassium, magnesium and
calcium. Preferred organic amines are N,N’-dibenzylethylenediamine, chloroprocaine,

choline, diethanol-amine, ethylenediamine, N-methyl-D-glucamine and procaine.

The base-addition salts of acidic compounds of the formula | are prepared by bringing the
free acid form into contact with a sufficient amount of the desired base, causing the
formation of the salt in a conventional manner. The free acid can be regenerated by
bringing the salt form into contact with an acid and isolating the free acid in a conventional
manner. The free acid forms differ in a certain respect from the corresponding salt forms
thereof with respect to certain physical properties, such as solubility in polar solvents; for
the purposes of the invention, however, the salts other-wise correspond to the respective
free acid forms thereof.

If a compound of the formula (1) contains more than one group which is capable of forming
pharmaceutically acceptable salts of this type, the formula | also encompasses multiple

salts. Typical multiple salt forms include, for example, bitartrate, diacetate, difumarate,



10

15

20

25

30

WO 2013/092979 PCT/EP2012/076595

34

dimeglumine, di-phosphate, disodium and trihydrochloride, but this is not intended to

represent a restriction.

With regard to that stated above, it can be seen that the term “pharmaceutically acceptable
salt” in the present connection is taken to mean an active ingredient which comprises a
compound of the formula | in the form of one of its salts, in particular if this salt form imparts
improved pharmacokinetic properties on the active ingredient compared with the free form
of the active ingredient or any other salt form of the active ingredient used earlier. The
pharmaceutically acceptable salt form of the active ingredient can also provide this active
ingredient for the first time with a desired pharmacokinetic property which it did not have
earlier and can even have a positive influence on the pharmacodynamics of this active

ingredient with respect to its therapeutic efficacy in the body.

Owing to their molecular structure, the compounds of the formula (I) can be chiral and can
accordingly occur in various enantiomeric forms. They can therefore exist in racemic or in
optically active form.

Since the pharmaceutical activity of the racemates or sterecisomers of the compounds
according to the invention may differ, it may be desirable to use the enantiomers. In these
cases, the end product or even the Intermediates can be separated into enantiomeric
compounds by chemical or physical measures known to the person skilled in the art or
even employed as such in the synthesis.

In the case of racemic amines, diastereomers are formed from the mixture by reaction with
an optically active resolving agent. Examples of suitable resolving agents are optically
active acids, such as the (R) and (S) forms of tartaric acid, diacetyltartaric acid,
dibenzoyltartaric acid, mandelic acid, malic acid, lactic acid, suitable N-protected amino
acids (for example N-benzoylproline or N-benzenesulfonylproline), or the various optically
active camphorsulfonic acids. Also advantageous is chromatographic enantiomer
resolution with the aid of an optically active resolving agent (for example
dinitrobenzoylphenylglycine, cellulose triacetate or other derivatives of carbohydrates or
chirally derivatised methacrylate polymers immobilised on silica gel). Suitable eluents for
this purpose are aqueous or alcoholic solvent mixtures, such as, for example,

hexane/isopropanol/ acetonitrile, for example in the ratio 82:15:3.
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The invention furthermore relates to the use of compounds of formula I, and related
formulae in combination with at least one further medicament active ingredient, preferably
medicaments used in the treatment of multiple sclerosis such as cladribine or another co-
agent, such as interferon, e.g. pegylated or non-pegylated interferons, preferably interferon
beta and/or with compounds improving vascular function or in combination with
immunomodulating agents for example Fingolimod; cyclosporins, rapamycins or
ascomycins, or theirimmunosuppressive analogs, e.g. cyclosporin A, cyclosporin G, FK-
506, ABT-281, ASM981, rapamycin, 40-O-(2-hydroxy)ethyl-rapamycin etc.; corticosteroids;
cyclophosphamide; azathioprene; methotrexate; leflunomide; mizoribine; mycophenolic
add; mycophenolate mofetil; 15-deoxyspergualine; diflucortolone valerate; difluprednate;
Alclometasone dipropionate; amcinonide; amsacrine; asparaginase; azathioprine;
basiliximab; beclometasone dipropionate; betamethasone; betamethasone acetate;
betamethasone dipropionate; betamethasone phosphate sodique; betamethasone valerate;
budesonide; captopril; chlormethine chlorhydrate; cladribine; clobetasol propionate;
cortisone acetate; cortivazol; cyclophosphamide; cytarabine; daclizumab; dactinomycine;
desonide; desoximetasone; dexamethasone; dexamethasone acetate; dexamethasone
isonicotinate; dexamethasone metasulfobenzoate sodique; dexamethasone
phosphate;dexamethasone tebutate;dichlorisone acetate; doxorubicine chlorhydrate;
epirubicine chlorhydrate; fluclorolone acetonide; fludrocortisone acetate; fludroxycortide;
flumetasone pivalate; flunisolide; fluocinolone acetonide; fluocinonide; fluocortolone;
fluocortolone hexanoate; fluocortolone pivalate; fluorometholone; fluprednidene acetate;
fluticasone propionate; gemcitabine chlorhydrate; halcinonide; hydrocortisone,
hydrocortisone acetate, hydrocortisone butyrate, hydrocortisone hemisuccinate; melphalan;
meprednisone; mercaptopurine; methylprednisolone; methylprednisolone acetate;
methylprednisolone hemisuccinate; misoprostol; muromonab-cd3; mycophenolate mofetil;
paramethasone acetate; prednazoline, prednisolone; prednisolone acetate; prednisolone
caproate; prednisolone metasulfobenzoate sodique; prednisolone phosphate sodique;
prednisone; prednylidene; rifampicine; rifampicine sodique; tacrolimus; teriflunomide;
thalidomide; thiotepa; tixocortol pivalate; triamcinolone; triamcinolone acetonide
hemisuccinate; triamcinolone benetonide; triamcinolone diacetate; triamcinolone
hexacetonide; immunosuppressive monoclonal antibodies, e.g., monoclonal antibodies to
leukocyte receptors, e.g., MHC, CD2, CD3, CD4, CD7, CD25, CD28, B7, CD40, CD45 or
CD58 or their ligands; or other immunomodulatory compounds, e.g. CTLA41g, or other
adhesion molecule inhibitors, e.g. mAbs or low molecular weight inhibitors including
Selectin antagonists and VLA-4 antagonists. A preferred composition is with Cyclosporin A,

FK506, rapamycin or 40-(2-hydroxy)ethyl-rapamycin and Fingolimod.. These further
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medicaments, such as interferon beta, may be administered concomitantly or sequentially,
e.g. by subcutaneous, intramuscular or oral routes.

These compositions can be used as medicaments in human and veterinary medicine.

Pharmaceutical formulations can be administered in the form of dosage units, which
comprise a predetermined amount of active ingredient per dosage unit. Such a unit can
comprise, for example, 0.5 mg to 1 g, preferably 1 mg to 700 mg, particularly preferably 5
mg to 100 mg, of a compound according to the invention, depending on the disease
condition treated, the method of administration and the age, weight and condition of the
patient, or pharmaceutical formulations can be administered in the form of dosage units
which comprise a predetermined amount of active ingredient per dosage unit. Preferred
dosage unit formulations are those which comprise a daily dose or part-dose, as indicated
above, or a corresponding fraction thereof of an active ingredient. Furthermore,
pharmaceutical formulations of this type can be prepared using a process, which is

generally known in the pharmaceutical art.

Pharmaceutical formulations can be adapted for administration via any desired suitable
method, for example by oral (including buccal or sublingual), rectal, nasal, topical (including
buccal, sublingual or transdermal), vaginal or parenteral (including subcutaneous,
intramuscular, intravenous or intradermal) methods. Such formulations can be prepared
using all processes known in the pharmaceutical art by, for example, combining the active

ingredient with the excipient(s) or adjuvant(s).

Pharmaceutical formulations adapted for oral administration can be administered as
separate units, such as, for example, capsules or tablets; powders or granules; solutions or
suspensions in agueous or non-aqueous liquids; edible foams or foam foods; or oil-in-water

liquid emulsions or water-in-oil liquid emulsions.

Thus, for example, in the case of oral administration in the form of a tablet or capsule, the
active-ingredient component can be combined with an oral, non-toxic and pharmaceutically
acceptable inert excipient, such as, for example, ethanol, glycerol, water and the like.
Powders are prepared by comminuting the compound to a suitable fine size and mixing it
with a pharmaceutical excipient comminuted in a similar manner, such as, for example, an
edible carbohydrate, such as, for example, starch or mannitol. A flavour, preservative,

dispersant and dye may likewise be present.
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Capsules are produced by preparing a powder mixture as described above and filling
shaped gelatine shells therewith. Glidants and lubricants, such as, for example, highly
disperse silicic acid, talc, magnesium stearate, calcium stearate or polyethylene glycol in
solid form, can be added to the powder mixture before the filling operation. A disintegrant
or solubiliser, such as, for example, agar-agar, calcium carbonate or sodium carbonate,
may likewise be added in order to improve the availability of the medica-ment after the

capsule has been taken.

In addition, if desired or necessary, suitable binders, lubricants and disintegrants as well as
dyes can likewise be incorporated into the mixture. Suitable binders include starch,
gelatine, natural sugars, such as, for example, glucose or beta-lactose, sweeteners made
from maize, natural and synthetic rubber, such as, for example, acacia, tragacanth or
sodium alginate, carboxymethylcellulose, polyethylene glycol, waxes, and the like. The
lubricants used in these dosage forms include sodium oleate, sodium stearate, magnesium
stearate, sodium benzoate, sodium acetate, sodium chloride and the like. The disintegrants
include, without being restricted thereto, starch, methylcellulose, agar, bentonite, xanthan
gum and the like. The tablets are formulated by, for example, preparing a powder mixture,
granulating or dry-pressing the mixture, adding a lubricant and a disintegrant and pressing
the entire mixture to give tablets. A powder mixture is prepared by mixing the compound
comminuted in a suitable manner with a diluent or a base, as described above, and
optionally with a binder, such as, for example, carboxymethylcellulose, an alginate, gelatine
or polyvinyl-pyrrolidone, a dissolution retardant, such as, for example, paraffin, an
absorption accelerator, such as, for example, a quaternary salt, and/or an absorbant, such
as, for example, bentonite, kaolin or dicalcium phosphate. The powder mixture can be
granulated by wetting it with a binder, such as, for example, syrup, starch paste, acadia
mucilage or solutions of cellulose or polymer materials and pressing it through a sieve. As
an alternative to granulation, the powder mixture can be run through a tableting machine,
giving lumps of non-uniform shape which are broken up to form granules. The granules can
be lubricated by addition of stearic acid, a stearate salt, talc or mineral oil in order to
prevent sticking to the tablet casting moulds. The lubricated mixture is then pressed to give
tablets. The active ingredients can also be combined with a free-flowing inert excipient and
then pressed directly to give tablets without carrying out the granulation or dry-pressing
steps. A transparent or opaque protective layer consisting of a shellac sealing layer, a layer
of sugar or polymer material and a gloss layer of wax may be present. Dyes can be added

to these coatings in order to be able to differentiate between different dosage units.
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Oral liquids, such as, for example, solution, syrups and elixirs, can be prepared in the form
of dosage units so that a given quantity comprises a pre-specified amount of the
compounds. Syrups can be prepared by dissolving the compounds in an aqueous solution
with a suitable flavour, while elixirs are prepared using a non-toxic alcoholic vehicle.
Suspensions can be for-mulated by dispersion of the compounds in a non-toxic vehicle.
Solubilisers and emulsifiers, such as, for example, ethoxylated isostearyl alcohols and
polyoxyethylene sorbitol ethers, preservatives, flavour additives, such as, for example,
peppermint oil or natural sweeteners or saccharin, or other artificial sweeteners and the

like, can likewise be added.

The dosage unit formulations for oral administration can, if desired, be encapsulated in
microcapsules. The formulation can also be prepared in such a way that the release is
extended or retarded, such as, for example, by coating or embedding of particulate material
in polymers, wax and the like.

The compounds of the formula (1) and salts, solvates and physiologically functional
derivatives thereof and the other active ingredients can also be administered in the form of
liposome delivery systems, such as, for exam-ple, small unilamellar vesicles, large
unilamellar vesicles and multilamellar vesicles. Liposomes can be formed from various

phospholipids, such as, for example, cholesterol, stearylamine or phosphatidylcholines.

The compounds of the formula (I) and the salts, solvates and physiologically functional
derivatives thereof and the other active ingredients can also be delivered using monoclonal
antibodies as individual carriers to which the compound molecules are coupled. The
compounds can also be coupled to soluble polymers as targeted medicament carriers.
Such polymers may encompass polyvinylpyrrolidone, pyran copolymer,
polyhydroxypropyl-methacrylamidophenol, polyhydroxyethylaspartamidophenol or
polyethylene oxide polylysine, substituted by palmitoyl radicals. The compounds may
furthermore be coupled to a class of biodegradable polymers which are suitable for
achieving controlled release of a medicament, for example polylactic acid, poly-epsilon-
caprolactone, polyhydroxybutyric acid, poly-orthoesters, polyacetals, polydihydroxypyrans,

polycyanoacrylates and crosslinked or amphipathic block copolymers of hydrogels.

Pharmaceutical formulations adapted for transdermal administration can be administered

as independent plasters for extended, close contact with the epidermis of the recipient.
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Thus, for example, the active ingredient can be delivered from the plaster by iontophoresis,

as described in general terms in Pharmaceutical Research, 3(6), 318 (1986).

Pharmaceutical compounds adapted for topical administration can be formulated as
ointments, creams, suspensions, lotions, powders, solutions, pastes, gels, sprays, aerosols

or oils.

For the treatment of the eye or other external tissue, for example mouth and skin, the
formulations are preferably applied as topical ointment or cream. In the case of formulation
to give an ointment, the active ingredient can be employed either with a paraffinic or a
water-miscible cream base. Alternatively, the active ingredient can be formulated to give a

cream with an oil-in-water cream base or a water-in-oil base.

Pharmaceutical formulations adapted for topical application to the eye include eye drops, in
which the active ingredient is dissolved or sus-pended in a suitable carrier, in particular an

aqueous solvent.

Pharmaceutical formulations adapted for topical application in the mouth encompass

lozenges, pastilles and mouthwashes.

Pharmaceutical formulations adapted for rectal administration can be administered in the

form of suppositories or enemas.

Pharmaceutical formulations adapted for nasal administration in which the carrier
substance is a solid comprise a coarse powder having a particle size, for example, in the
range 20-500 microns, which is administered in the manner in which snuff is taken, i.e. by
rapid inhalation via the nasal passages from a container containing the powder held close
to the nose. Suitable formulations for administration as nasal spray or nose drops with a

liquid as carrier substance encompass active-ingredient solutions in water or oil.

Pharmaceutical formulations adapted for administration by inhalation encompass finely
particulate dusts or mists, which can be generated by various types of pressurised

dispensers with aerosols, nebulisers or insuf-flators.
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Pharmaceutical formulations adapted for vaginal administration can be administered as

pessaries, tampons, creams, gels, pastes, foams or spray formulations.

Pharmaceutical formulations adapted for parenteral administration include aqueous and
non-aqueous sterile injection solutions comprising antioxidants, buffers, bacteriostatics and
solutes, by means of which the formulation is rendered isotonic with the blood of the
recipient to be treated; and aqueous and non-aqueous sterile suspensions, which may
comprise suspension media and thickeners. The formulations can be administered in
single-dose or multidose containers, for example sealed ampoules and vials, and stored in
freeze-dried (lyophilised) state, so that only the addition of the sterile carrier liquid, for

example water for injection purposes, immediately before use is necessary.

Injection solutions and suspensions prepared in accordance with the recipe can be

prepared from sterile powders, granules and tablets.

It goes without saying that, in addition to the above particularly mentioned constituents, the
formulations may also comprise other agents usual in the art with respect to the particular
type of formulation; thus, for example, formulations which are suitable for oral

administration may comprise flavours.

A therapeutically effective amount of a compound of the formula | and of the other active
ingredient depends on a number of factors, including, for example, the age and weight of
the animal, the precise disease condition which requires treatment, and its severity, the
nature of the formulation and the method of administration, and is ultimately determined by
the treating doctor or vet. However, an effective amount of a compound is generally in the
range from 0.1 to 100 mg/kg of body weight of the recipient (mammal) per day and
particularly typically in the range from 1 to 10 mg/kg of body weight per day. Thus, the
actual amount per day for an adult mammal weighing 70 kg is usually between 70 and 700
mg, where this amount can be administered as an individual dose per day or usually in a
series of part-doses (such as, for example, two, three, four, five or six) per day, so that the
total daily dose is the same. An effective amount of a salt or solvate or of a physiologically
functional derivative thereof can be determined as the fraction of the effective amount of

the compound per se.
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The present invention furthermore relates to a method for treating a subject suffering from
a sphingosine 1-phosphate associated disorder, comprising administering to said subject
an effective amount of a compounds of formula (1). The present invention preferably relates
to a method, wherein the sphingosine 1-phosphate-1 associated disorder is an

autoimmune disorder or condition associated with an overactive immune response.

The present invention furthermore relates to a method of treating a subject suffering from
an immunerogulatory abnomality, comprising administering to said subject a compounds of
formula (I) in an amount that is effective for treating said immunoregulatory
abnormality. The present invention preferably relates to a method wherein the

immunoregulatory abnormality is an autoimmune or chronic inflammatory disease.

Experimental:
The HPLC data provided in the examples described below were obtained as followed.

Condition A: Column Waters XbridgeTM Cs 50 mm x 4.6 mm at a flow of 2 mL/min; 8 min
gradient from 0.1 % TFA in H,O to 0.07 % TFA in CH3;CN.

Condition B: Column : XTERRA RP18 (250 x 4.6 mm, 5 O0m). at a flow of 1 mL/min; 20 min
gradient from 95% (10mM K,HPO, in H;0) / 5% CH3CN to 100% CH3;CN. Column
temperature 55 °C

Chiral HPLC: Column CHIRALPAK AD-H (250X4.6) mm, 5um at a flow of 1 mL/min; mobile
phase: 0.1%TFA in hexane: isopropyl alcohol (80:20).

UV detection (maxplot) for all conditions.

The MS data provided in the examples described below were obtained as followed: Mass
spectrum: LC/MS Waters ZMD (ESI) or a Waters Acquity SQD (ESI)

The NMR data provided in the examples described below were obtained as followed: 'H-
NMR: Bruker DPX 400 MHz. All NMR of final compounds were obtaind using de-DMSO,
with the addition of a few drops of D2O. Spectra were recorded 15-120 minutes after

sample preparation.

The compounds of invention have been named according to the standards used in the
program ,ACD/Name Batch" from Advanced Chemistry Development Inc., ACD/Labs (7.00
Release). Product version: 7.10, build: 15 Sep 2003
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Intermediate 1: [(1R)-1-amino-2-(3-thienyl)ethyl]boronic acid acid (+)-pinanediol ester

trifluroacetate

o Br Tetrakis/K,CO,
/A PBry/ Ether l—g\ Bis(pinacolato)diboron

S Step 1 S Step 2

Cf CH,Cl,, n-Buli ij\/(ﬂ
HGlp, N- |
4 F{ Diethyl ether ‘ \ 5-OL LHMDS

0
-100 °C to RT, 18h (‘) Step 5

Step 3 - ( Step 3 @{

HO

T CF,CO0
A 3

S \ N(TMS),
— B \zz 0°C to RT, 3h
(6] g
Step 6

Step 1: 3-(bromomethyl)thiophene

A cooled (0 °C) solution of 3-thiophenemethanol (5.00 g, 43.7mmol) in diethyl ether (40
mL) was treated with phosphorus tribromide (1.35 mL, 14.4 mmol) and the reaction mixture
was stirred at 0 °C for 30 min. The reaction mixture was then poured into ice and extracted
with diethyl ether. The organic layer was dried over sodium sulfate and concentrated to
afford the title compound (5.23 g, 67%), which was used without further purification.

'"H NMR (400MHz, CDCls) 8 7.32-7.30 (m, 2H), 7.14 (d, J= 4.6 Hz, 2H), 4.54 (s, 1H).

Step 2: 4,4,5,5-tetramethyl-2-(3-thienylmethyl)-1,3,2-dioxaborolane

A solution of 3-(bromomethyl)thiophene (5.23 g, 29.7 mmol) in degassed 1,4-dioxane (90
ml) was treated with bis(pinacolato)diboron (9.0 g, 36 mmol), potassium carbonate (12.3 g,
89.1 mmol) and tetrakis(triphenyl phosphine) palladium (1.72 g, 1.48 mmol) and the
reaction mixture was heated at 100 "C for 12 h. The mixture was cooled to room
temperature and filtered through a Celite bed. The filtrate was concentrated and the crude
was purified by column chromatography on silica, eluting with 5-10% of ethyl acetate in
petroleum ether to afford the title compound (3.55 g, 55%) as a yellow oil.

"H NMR (400 MHz, CDCl3) 8 7.22-7.20 (m, 1H), 6.96-6.93 (m, 2H), 2.28 (s, 2H), 1.24 (s,
12H).

Step 3: (3-thienylmethyl)boronic acid (+)-pinanediol ester
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A solution of 4,4,5,5-tetramethyl-2-(3-thienylmethyl)-1,3,2-dioxaborolane (3.55 g, 15.8
mmol) in diethyl ether (40 ml) was treated with (1S, 2S, 3R, 5S)-(+)-pinanediol (3.1 g, 18
mmol). The reaction mixture was stirred at room temperature for 2 days. The reaction mass
was washed with water (2 x 15 ml), brine and dried over anhydrous sodium sulphate and
concentrated to get a crude product which was purified by column chromatography on
silica gel, eluting with 5% of ethyl acetate in petroleum ether, to afford the title compound
(4.0 g, 90%)
"H NMR (400 MHz, CDCls) 8 7.23 (dd, J= 7.8, 3.2 Hz, 1H), 6.97-6.95 (m, 2H), 4.31 (dd, J=
8.8, 2.0 Hz, 1H), 2.36-2.30 (m, 3H), 2.2-2.18 (m, 1H), 2.07 (t, J= 5.2Hz, 1H), 1.92-1.90 (m,
1H), 1.87-1.84 (m, 1H) 1.40 (s, 3H), 1.32 (s, 3H), 1.10 (d, J= 10.9 Hz, 1H), 0.84 (s, 3H).

Step 4: [(1S)-1-chloro-2-(3-thienyl)ethyl]lboronic acid acid (+)-pinanediol ester

To a cooled (-100 °C) solution of dichloromethane (1.42 ml, 21.7mmol) and
tetrahydrofuran (10 ml) was added n-butyl lithium (2.5 M in THF; 3.18 ml; 7.96mmol) over
10 min. After stirring for 20 min. a solution of (3-thienylmethyl)boronic acid (+)-pinanediol
ester (2.00 g, 7.24 mmol) in THF (9 ml) was added over 10 min, keeping the temperature
at -100 °C. Then a solution of zinc chloride (0.5M in THF; 13 mL, 6.5 mmol) was added at -
100 °C over 30min. The mixture was allowed to reach room temperature and stirred for 18h
and concentrated. To the resulting oil was added diethyl ether and saturated ammonium
chloride (50 ml each) and stirred vigorously. The aqueous layer was extracted with diethyl
ether three times and the combined organic layers were dried over anhydrous sodium
sulphate and concentrated in vacuo to afford the title compound (2.1 g, 89%), which was

used as such for the next step without further purification.

"H NMR (400 MHz, CDCl3) 8 7.26 (dd, J= 8.3 Hz, 1H), 7.11 (m, 1H), 7.03 (dd, J= 6.1, 1.1
Hz, 1H), 4.36 (dd, J= 10.7, 2 Hz, 1H), 3.75 (m, 1H), 3.21 (m, 1H), 2.34 (m, 1H), 2.19 (m,
1H), 2.07 (t, J= 5.2, Hz, 2H), 1.91-1.84 (m, 2H), 1.35 (s, 3H), 1.28 (s, 3H), 1.05 (d, J= 11
Hz, 1H), 0.84 (s, 3H).

Step 5: [(1R)-1-[bis(trimethylsilyl)amino]-2-(3-thienyl)ethyl]boronic acid

To a cooled (-78 °C) solution of [(1S)-1-chloro-2-(3-thienyl)ethyl]boronic acid acid (+)-
pinanediol ester (2.30 g, 7.09 mmol) in 10 ml of anhydrous THF was added Lithium
bis(trimethylsilyl) amide (1 M in THF, 10.6 ml, 10.6 mmol). The mixture was allowed to
room temperature, stirred for 18 h and concentrated to dryness. To the resulting residue

was added hexane, and then the precipitated solid was filtered off. The filtrate was
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concentrated to give the title compound (1.72 g, 53%), which was used as such for the next
step without further purification.

"H NMR (400 MHz, CDCl3) 8 7.19-7.17 (m, 1H), 7.01-6.99 (m, 2H), 4.29-4.27 (m, 1H),
3.07-3.05 (m, 1H), 2.79 (m, 1H), 2.68 (m, 1H), 2.3 (m, 1H), 2.15 (m, 1H), 2.02 (t, J=5.2
Hz, 1H), 1.87-1.86 (m, 1H), 1.79 (m, 1H), 1.36 (s, 3H), 1.25 (s, 3H), 0.94 (m, 1H), 0.85 (s,
3H), 0.08 (s, 18H).

Step 6: [(1R)-1-amino-2-(3-thienyl)ethyllboronic acid acid (+)-pinanediol ester
trifluroacetate

To a cooled (0 °C) solution [(1R)-1-[bis(trimethylsilyl)amino]-2-(3-thienyl)ethyl]boronic acid
(1.72 g, 3.82 mmol) in diethyl ether (25 ml) was added trifluoroacetic acid (0.88 ml, 11.48
mmol) dropwise. Reaction was stirred for 3 h at room temperature. The reaction mixture
was cooled with ice-methanol to -10 'C and the white solid formed was filtered, washed
with ether and dried, to give the title compound.

"H NMR (400 MHz, CDCl3) 8 7.8 (bs, 3H), 7.33-7.27 (m, 1H), 7.23 (m, 1H), 7.01-6.99 (dd,
J=5.0 hz, 1.2 Hz, 1H), 4.35-4.32 (m, 1H), 3.18-3.10 (m, 3H), 2.28-2.15 (m, 3H), 1.99 (m,
1H), 1.90 (m, 1H), 1.85 (t, J= 5.2 Hz, 1H ), 1.80 (m, 1H), 1.34 (s, 3H), 1.29 (s, 3H), 1.04-
1.02 (m, 1H), 0.81 (s, 3H).

Intermediate 2: [(1R)-1-amino-2-(3-ethylphenyl)ethyl]boronic acid (+)-pinanediol ester

trifluroacetate

OH Pd(dppf)Cl,,DCM OH
CsCO, / Triethylboranevé
THF
Br Step 1
Int1
OH  pgr, Br Tetrakis/ K,C0, 0 GH,Cl,. n-BuLl C
Diethy! ether Bis(pinacolato)diboron 18,28,3R,58 (: +)p|naned\o| ZnCI2 O
RT, 2 days Dioxane D'ethylether -100° C to RT, 18h ‘{z(
Step 2 Step 3 Step 4 THE 3
N CF3COO
LHMDS :
780C to RT, 18h (@\ATMS ®CIORT. 5h ‘{z
THF Dlethyl ether (
Step 6 Step 7

Step 1: (3-ethylphenyl)methanol
A solution of 3-bromo benzyl alcohol (5.00 g, 26.7mmol) in degassed tetrahydrofuran (50
ml) was placed in a pressure bottle and treated with cesium carbonate (26.0 g, 80.2 mmol),

1,1’-bis(diphenylphosphino)ferrocenedichloro palladium(1:1) complex with DCM (40 mg,
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0.54 mmol). Triethylborane (1.0 M in THF, 80 mL, 80 mmol) was added and the reaction

mixture was heated at 70 °C for 5 h. The contents of the pressure bottle were cooled to 0
°C and quenched by an aqueous (10%) NaOH solution and an aqueous (30%) H,O.,
solution. The reaction mixture was stirred for 30 min. at room temperature, acidified with
dilute aqueous HCI and extracted with diethyl ether. The organic layer was dried (Na,SO,)
and concentrated. The crude was purified by flash chromatography on silica gel, eluting
with 5-10% of ethyl acetate in petroleum ether to get the required product (3.5 g, 90%) as
pale yellow liquid.

'"H NMR (400MHz, CDCl3) § 7.31-7.27 (m, 1H), 7.22-7.14 (m, 3H), 4.68 (s, 2H) 2.70-2.64
(m, 2H), 1.27-1.24 (t, J=7.6, 3H).

Step 2: 1-(bromomethyl)-3-ethylbenzene

A cold (0 °C) solution of (3-ethylphenyl)methanol (3.50 g, 25.7 mmol) in diethyl ether (40
mL) was treated with phosphorus tribromide (0.8 mL, 8.5 mmol) and the reaction mixture
was stirred at 0 °C for 30 min. The reaction mixture was then poured into ice and extracted
with ether. The organic layer was dried over sodium sulfate and concentrated. The crude
(3.1 g, 60%) was taken as such for next step without further purification.

'"H NMR (400MHz, CDCls) 8 7.29-7.15 (m, 3H), 7.15-7.14 (m, 1H), 4.50 (s, 2H) 2.69-2.63
(m, 2H), 1.27-1.23 (t, J= 7.6, 3H).

Step 3: 2-(3-ethylbenzyl)-4,4,5,5-tetramethyl-1,3,2-dioxaborolane

A solution of 1-(bromomethyl)-3-ethylbenzene (1.7g, 8.59 mmol) in degassed 1, 4-dioxane
(40 ml) was treated with bis(pinacolato)diboron (2.61g, 10.3mmol), potassium carbonate
(3.56 g, 25.8mmol), tetrakis(triphenylphosphine) palladium(0) (0.497 g, 0.429 mmol) and
the mixture heated at 100 °C for 12h The contents of the flask were cooled to room
temperature and filtered through a celite bed. Filtrate was concentrated and the crude was
purified by column chromatography on silica gel, eluting with 5-10% of ethylacetate in
petroleum ether to get the title compound (1.4 g, 66%) as yellow oil.

'H NMR (400MHz, CDCl3) 8 7.18-7.14 (m, 3H), 7.03-6.96 (m, 3H), 2.64-2.58 (m, 2H), 2.28
(s, 2H), 1.24-1.21 (m, 15H).

Step 4: (3-ethylbenzyl)boronic acid (+)-pinanediol ester
A solution of 2-(3-ethylbenzyl)-4,4,5,5-tetramethyl-1,3,2-dioxaborolane (1.4 g, 5.68 mmol)
in diethyl ether (30 ml) was treated with (1S, 2S5, 3R, 5S)-(+)-pinanediol (1.45 g, 8.53

mmol). The reaction mixture was stirred at room temperature for 12 h then the mixture was
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washed with water twice, then with brine and dried over anhydrous sodium sulphate, then
concentrated. The crude product was purified by column chromatography on silica gel,
eluting with 5% of ethyl acetate in petroleum ether, to afford the title compound (1.43 g,
84%).

"H NMR (400 MHz, CDCl3) 8 7.19-7.15 (m, 1H), 7.04-7.01 (m, 2H), 6.98-6.96 (m, 1H),
4.29-4.27 (m, 1H), 2.64-2.58 (m, 2H), 2.34-2.28 (m, 3H), 2.20-2.19 (m, 1H), 2.07-2.04 (m,
1H), 1.89-1.81 (m, 2H), 1.29 (s, 3H), 1.25-1.21 (m, 3H), 1.1-1.08 (m, 1H), 0.84 (s, 3H).
GCMS: m/z: 298

Step 5: [(1S)-1-chloro-2-(3-ethylphenyl)ethyl]lboronic acid (+)-pinanediol ester

To a cooled (-100 °C) mixture of dichloromethane (0.89 ml, 13.7 mmol) and anhydrous
tetrahydrofuran (6 ml) was added n-butyl lithium (2.5 M in hexanes, 2.0 ml, (3.7 mmol)
over 10 min. After stirring for 20 min. at -100 °C, a solution of (3-ethylbenzyl)boronic acid
(+)-pinanediol ester (1.36 g, 4.56 mmol) in anhydrous THF (4 ml) was added over 10 min.
Then a solution of zinc chloride (0.5 M in THF, 8.2 mL, 4.1mmol) was added at -100 °C
over 30min. The mixture was allowed to reach room temperature and stirred for 18 h and
concentrated. To the resulting oil was added diethyl ether and saturated ammonium
chloride (25 ml each) and stirred vigorously. The aqueous layer was extracted with diethyl
ether three times and the combined organic layers were dried over anhydrous sodium
sulphate and concentrated in vacuo. The residue (1.5 g, 94%) was taken as such for the
next step.

GCMS: m/z: 346

Step 6: [(1R)-1-[bis(trimethylsilyl)amino]-2-(3-ethylphenyl)ethyl]boronic acid (+)-
pinanediol ester

To a cooled (-78 °C) solution of [(1S)-1-chloro-2-(3-ethylphenyl)ethyl]boronic acid (+)-
pinanediol ester (1.5 g, 4.32 mmol) in 15 ml of anhydrous tetrahydrofuran was added
lithium bis(trimethylsilyl)amide (1M in THF, 6.5 ml, 6.5 mmol). The mixture was allowed to
room temperature, stirred for 18 h and concentrated to dryness. To the resulting residue
was added hexane, and then the precipitated solid was filtered off. The filtrate was
concentrated to give the required crude product (1.2 g, 58%) which was taken as such for

the next step without further purification.

Step 7: [(1R)-1-amino-2-(3-ethylphenyl)ethyl]boronic acid (+)-pinanediol ester

trifluroacetate
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A cooled (0 °C) solution of [(1R)-1-[bis(trimethylsilyl)amino]-2-(3-ethylphenyl)ethyl]boronic
acid (+)-pinanediol ester (1.20 g, 2.54 mmoal) in diethyl ether (20 ml) was treated with
trifluoroacetic acid (0.87 ml, 7.6 mmol) dropwise. The reaction mixture was evaporated
under reduced pressure at a temperature below 30 °C. The crude was taken up in toluene
and evaporated, and this sequence was repeated four times. The white solid obtained (1.0
g, 89%) was used without further purification for the next step.
"H NMR (400 MHz, DMSO-d6): & 7.22-7.26 (m, 1H), 7.09-7.11 (m, 3H), 4.31-4.33 (m, 1H),
3.00-3.19 (m, 3H), 2.59-2.65 (m, 2H), 2.18-2.23 (m, 2H), 1.90-1.98 (m, 1H), 1.80-1.89 (m,
1H), 1.33 (s, 3H), 1.20-1.26 (m, 6H), 1.06 (m, 1H), 0.80 (s, 3H)

Intermediate 3: [(1R)-1-amino-2-(3-trifluoromethyphenyl)ethyl]boronic acid (+)-

pinanediol ester trifluroacetate

+  CF,C00

NH,
: EI;’O s
E O\é 31:.(
CF;

Step 1: 2-(3-trifluoromethylbenzyl)-4,4,5,5-tetramethyl-1,3,2-dioxaborolane

A solution of 3-(trifluoromethyl) benzyl bromide (5.00 g, 20.9 mmol) in degassed 1,4-
dioxane (100 ml) was treated with bis(pinacolato)diboron (6.4 g, 25 mmol), potassium
carbonate (20.9 g, 62.7 mmol), tetrakis(triphenylphosphine) palladium(0) (1.2 g, 1.0 mmol)
and the mixture heated at 100 °C for 12 h The contents of the flask were cooled to room
temperature and filtered through a celite bed. Filtrate was concentrated and the crude was
purified by column chromatography on silica gel, eluting with 2% of ethylacetate in
petroleum ether to get the title compound (5.1 g, 85%) as a colorless liquid.

'H NMR (400 MHz, CDCls): 3 7.45 (s, 1H), 7.33-7.40 (m, 3H), 2.36 (s, 2H), 1.25 (s, 12H).
GCMS: m/z=286

Step 2: (3-trifluoromethylbenzyl)boronic acid (+)-pinanediol ester

A solution of 2-(3-trifluoromethylbenzyl)-4,4,5,5-tetramethyl-1,3,2-dioxaborolane (5.10 g,
17.8 mmol) in diethyl ether (50 ml) was treated with (1S, 2S, 3R, 5S)-(+)-pinanediol (4.55
g, 26.7 mmol). The reaction mixture was stirred at room temperature for 12 h, then the
mixture was washed with water twice, then with brine and dried over sodium sulphate, then

concentrated. The crude product was purified by column chromatography on silica gel,
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eluting with 2% of ethyl acetate in petroleum ether to afford the title compound (6.0 g, 99%)

as a colourless liguid.

"H NMR (400 MHz, CDCls): § 7.40 (s, 1H), 7.35-7.38 (m, 3H), 4.29 (dd, J= 2.0, 8.8 Hz, 1H),
2.40 (s, 2H), 2.31-2.36 (m, 1H), 2.17-2.21 (m, 1H), 2.05 (t, J= 5.8 Hz, 1H), 1.90-1.92 (m,
1H), 1.80-1.85 (m, 1H), 1.39 (s, 3H), 1.29 (s, 3H), 1.02-1.05 (m, 1H), 0.84 (s, 3H). GCMS:
m/z=338

Step 3: (1S)-1-chloro-2-(3-trifluoromethylbenzyl)-ethylboronic acid (+)-pinanediol
ester

To a cooled (-100 °C) mixture of dichloromethane (1.70 mL, 26.6 mmol) and anhydrous
tetrahydrofuran (17 ml) was added n-butyl lithium (1.6 M, 6.1 mL, 9.75 mmol) over 15 min.
After stirring for 20 min. at -100 °C, a solution of (3-trifluoromethylbenzyl)boronic acid (+)-
pinanediol ester (3.0 g, 8.87 mmol) in anhydrous THF (12 ml) was added over 15 min.
Then a solution of zinc chloride (0.5 M in THF, 16.0 mL, 8.0 mmol) was added at -100°C
over 30 min. The mixture was allowed to reach room temperature and stirred for 18 h and
concentrated. To the resulting oil was added diethyl ether and saturated ammonium
chloride (25 ml each) and stirred vigorously. The aqueous layer was extracted with diethyl
ether three times and the combined organic layers were dried over anhydrous sodium
sulphate and concentrated in vacuo. The yellow liquid (3.4 g, 99%) was taken as such for
the next step.

"H NMR (400 MHz, CDCly): & 7.27-7.54 (m, 4H), 4.36 (dd, J= 1.6, 8.9 Hz, 1H), 3.63-3.69
(m, 1H), 3.24-3.26 (m, 1H), 3.17-3.19 (m, 1H), 2.32-2.40 (m, 1H), 2.17-2.19 (m, 1H), 2.05-
2.08 (m, 1H), 1.84-1.91 (m, 2H), 1.36 (s, 3H), 1.28 (s, 3H), 0.99-1.02 (m, 1H), 0.84 (s, 3H).
GCMS: m/z=386

Step 4: [(1R)-1-[bis(trimethylsilyl)amino]-2-(3-trifluoromethylphenyl)ethyl]boronic
acid (+)-pinanediol ester

To a cooled (-78 °C) solution of [(18)-1-chloro-2-(3-trifluoromethylphenyl)ethyl]boronic acid
(+)-pinanediol ester (3.4 g, 8.8 mmol) in 25 ml of anhydrous tetrahydrofuran was added
lithium bis(trimethylsilyl)amide (1M in THF, 15 ml, 15 mmol). The mixture was allowed to
room temperature, stirred for 18 h and concentrated to dryness. To the resulting residue
was added hexane, and then the precipitated solid was filtered off. The filtrate was
concentrated to give the title compound as a crude product which was taken as such for

the next step without further purification.



10

15

20

25

30

WO 2013/092979 PCT/EP2012/076595

49

"H NMR (400 MHz, CDCl,): 5 7.27-7.53 (m, 4H), 4.22-4.25 (m, 1H), 3.06-3.07 (m, 1H),
2.91-2.93 (m, 1H), 2.22-2.32 (m, 3H), 2.02-2.03 (m, 1H), 1.87-1.88 (m, 2H), 1.37 (s, 3H),
1.27 (s, 3H), 0.94-0.96 (m, 1H), 0.83 (s, 3H), 0.17 (s, 12H), 0.06 (s, 6H)

Step 5: [(1R)-1-amino-2-(3-trifluoromethyphenyl)ethyl]boronic acid (+)-pinanediol
ester trifluroacetate

A cooled (0 °C) solution of [(1R)-1-[bis(trimethylsilyl)amino]-2-(3-
trifluoromethylphenyl)ethyllboronic acid (+)-pinanediol ester (1.5 g, 2.93 mmol) in diethyl
ether (15 ml) and at 0 °C was treated with trifluoroacetic acid (0.67 ml, 8.8 mmol) dropwise.
Reaction was stirred for 3 h at room temperature. The reaction mixture was evaporated
under reduced pressure at a temperature below 30 °C. The crude was taken up in toluene
and evaporated, and this sequence was repeated four times. The crude product obtained
(1.7 g) was used without further purification for the next step.

'"H NMR (400 MHz, CDCls): § 7.27-7.54 (m, 4H), 4.33-4.35 (m, 1H), 3.10-3.39 (m, 2H),
2.15-2.35 (m, 2H), 2.01-2.08 (m, 2H), 1.89-1.95 (m, 2H), 1.37 (s, 3H), 1.27 (s, 3H), 0.94-
0.97 (m, 1H), 0.83 (s, 3H)

Intermediate 4: 4-Biphenyl-3-yl-4-oxo-butyric acid

Step 1: 4-biphenyl-3-yl-4-oxo-butyric acid ethyl ester

A mixture of 4-(3-bromo-phenyl)-4-oxo-butyric acid ethyl ester (500 mg, 1.75mmol),
phenylboronic acid (340 mg, 2.62 mmol) and cesium fluoride (1.06g, 7 mmol) in dioxane:
water (2:1, 20 mL) was degassed with nitrogen for 15 min, then treated with
bis(triphenylphosphine)dichloropalladium (I) (11 mg, 0.175 mmol) and the reaction mixture
was irradiated in a microwave reactor at 90 °C for 1 h. The reaction mixture was then
diluted with ethyl acetate, filtered through celite, and the solvents evaporated under
reduced pressure. The crude was purified by flash chromatography on silica gel using ethyl
acetate and petroleum ether as eluent, to give the Title compound (0.40 g, 83%).
MS(ESI+): 283.0, HPLC (Method A): Rt. 5.2 min, HPLC purity 95.3%

Step 2: 4-Biphenyl-3-yl-4-oxo-butyric acid
A solution of 4-biphenyl-3-yl-4-oxo-butyric acid ethyl ester (400 mg, 1.41 mmol) in
tetrahydrofuran : water (4:1, 10 mL) was treated with LiOH.H,O (170 mg, 4.23 mmol) and
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the reaction mixture was stirred at RT overnight. The reaction mixture was concentrated
under reduced pressure, the residue was diluted with water and extracted with ethyl
acetate thrice. The aqueous layer was acidified with an aqueous solution of HCI (1.5N) and
extracted with dichloromethane. The organic layer was dried over Na,SO,4 and
concentrated to afford the title compound (0.3 g, 83%).

"H NMR (400 MHz, DMSO-d6): 8 8.20 (s, 1H), 7.92-7.98 (m, 2H), 7.72-7.74 (m, 2H), 7.60-
7.64 (m, 1H), 7.50-7.51 (m, 2H), 7.40-7.41 (m, 1H), 3.32-3.35 (m, 2H), 2.59-2.61 (m, 2H).
MS(ESI+): 255.0, HPLC Rt. 4.0 min, HPLC purity 99.7 %.

Intermediate 5: 6-Phenyl-pyridine-2-carbaldehyde

A mixture of 6-bromo pyridine-2-carboxaldehyde (500 mg, 2.68 mmol), phenylboronic acid
(870 mg, 6.7mmol) and cesium fluoride (610 mg, 4.0 mmol) were taken in dioxane: water
(2:1) 7.5 mL and degassed with nitrogen for 15 min. Then was added
Bis(triphenylphosphine)dichloropalladium (Il) (94 mg, 0.13 mmol) and the reaction mixture
was irradiated in a microwave reactor at 90 °C for 2 h. The reaction mixture was then
diluted with ethyl acetate, filtered through celite, and evaporated. The crude was purified by
flash chromatography on silica gel using ethyl acetate and petroleum ether as eluent.
MS(ESI+): 184.0, HPLC (Method A) Rt. 3.3 min, HPLC purity 95.1 %

Intermediate 6: 4-Oxo0-4-(6-phenyl-pyridin-2-yl)-butyric acid

Step 1: 4-Oxo0-4-(6-phenyl-pyridin-2-yl)-butyric acid methyl ester

A solution of 6-phenyl-pyridine-2-carbaldehyde (Intermediate 5; 800 mg, 4.37 mmol) in
methanol was treated with methyl acrylate (0.54 mL, 5.2mmol), 3-ethyl-5-(2-hydroxyethyl)-
4-methyl-1,3-thiazonium bromide (220 mg, 0.87 mmol) and triethylamine (1.8 mL, 13mmol).
The reaction mixture was then refluxed at 70 °C for 1h. The reaction mixture was cooled to
RT, quenched with a saturated NH4CI solution in water and extracted with ethyl acetate.

The organic layer was separated, washed with NaHCOj, brine, dried over Na;SO,4 and
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concentrated. The crude was purified by column chromatography on silica gel using ethyl
acetate and petroleum ether as eluent (0.80 g; 68%).
MS(ESI+): 270.0

Step 2: 4-Ox0-4-(6-phenyl-pyridin-2-yl)-butyric acid

A solution of 4-oxo-4-(6-phenyl-pyridin-2-yl)-butyric acid methyl ester (600 mg, 2.2 mmol) in
tetrahydrofuran : water (4:1, 10mL) was treated with LiOH.H,O (280 mg, 6.68 mmol) and
the reaction mixture was stirred at RT for overnight. The solvent was removed and the
residue was diluted with water and washed with dichloromethane. The aqueous layer was
then neutralized with an aqueous solution of HCI (1.5 N) and extracted with
dichloromethane. The organic layer was dried over Na,SO, and concentrated. The solid
obtained was further purified by preparative HPLC.

"H NMR (400 MHz, DMSO-d6): & 8.20-8.26 (m, 3H), 8.00-8.10 (m, 1H), 7.88-7.90 (m, 1H),
7.47-7.57 (m, 3H), 3.50-3.53 (m, 2H), 2.62-2.65 (m, 2H). HPLC (Method A) Rt. 3.9 min,
HPLC purity 99.5 %

Intermediate7: 3-(N-Hydroxycarbamimidoyl)-propionic acid methyl ester

A mixture of 3-cyanopropionic acid methylester (2.00 g, 17.7 mmol), hydroxylamine
hydrochloride (1.80 g, 26.5mmol) and triethylamine (5 mL, 35 mmol) in ethanol was
refluxed at 85 °C for 2h. The reaction mixture was evaporated and azeotroped with toluene

thrice and directly taken to next step without further purification (2.5 g, 96%).

Intermediate 8: 3-(5-Phenyl-[1,2,4]oxadiazol-3-yl)-propionic acid
—N
O \>\\\<
= O
N
OH
Step 1: 3-(5-Phenyl-[1,2,4]Joxadiazol-3-yl)-propionic acid methyl ester
Benzoic acid (2.00 g, 16.4 mmol) and 1.1’-carbonyldiimidazole (3.8 g, 18 mmol) were
stirred in dimethylformamide (25 mL) at RT for 2h. Then 3-(N-Hydroxycarbamimidoyl)-

propionic acid methyl ester (Intermediate 7; 2.5 g, 18 mmol) was added and the reaction

mixture was stirred at RT overnight. The reaction mixture was then heated at 100 °C for 2h.
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The reaction mixture was diluted with ethyl acetate and washed with brine. The organic
layer was dried over Na,SO4 and concentrated. The crude was purified by column
chromatography on silica gel using dichloromethane and methanol as eluent.

'H NMR (400 MHz, DMSO-d6): & 8.06-8.09 (m, 2H), 7.67-7.72 (m, 1H), 7.60-7.64 (m, 2H),
3.61 (s, 3H), 3.03-3.06 (m, 2H), 2.80-2.84 (m, 2H). MS(ESI+): 233.0, HPLC (Method A) Rt
3.9 min, HPLC purity 95.5 %

Step 2: 3-(5-Phenyl-[1,2,4]oxadiazol-3-yl)-propionic acid

A solution of 3-(5-phenyl-[1,2,4]oxadiazol-3-yl)-propionic acid methyl ester (800 mg, 3.44
mmol) in tetrahydrofuran : water (4:1) was treated with LiOH.H,O (400 mg, 10.3 mmol) and
the reaction mixture was stirred at RT overnight. The solvent was removed under reduced
pressure and the residue was diluted with water, washed with dichloromethane. The
aqueous layer was then neutralized with an aqueous solution of HCI (1.5 N) and extracted
with dichloromethane. The organic layer was dried over Na,SO,4 and concentrated. The
product was used without further purification in the next steps

"H NMR (400 MHz, DMSO-d6): & 8.07-8.10 (m, 2H), 7.60-7.72 (m, 3H), 2.98-3.01 (m, 2H),
2.71-2.74 (m, 2H). MS(ESI+): 219.0, HPLC (Method A) Rt 3.1 min, HPLC purity 99.6 %

Intermediate 9: 3-azido-propionic acid

N /\)kOH

3

A solution of beta-alanine (15.0 g, 168 mmol) in anhydrous methanol was treated with
potassium carbonate (46.3 g, 336 mmol), CuS0,.5H,0 (0.83 g, 3.36 mmol) and
imidazolium sulfonyl azide (35.0 g, 202 mmol) and the reaction mixture was stirred at RT
for 16 hours. The reaction mixture was evaporated under reduced pressure at a
temperature below 30 °C. The residue was diluted with water; the pH was adjusted to 6
and extracted with ethyl acetate. The pH of the aqueous phase was finally adjusted to 3
and the aqueous layer extracted with ethyl acetate; the organic layer was separated, dried

over Na,SQO, and concentrated to give crude 3-azido-propionic acid.

Intermediate 10: 3-(4-Phenyl-[1,2,3]triazol-1-yl)-propionic acid
N=N

©/§/N\/\[O(OH
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A solution of phenyl acetylene (1.61 g, 15.8 mmol) and 3-azido-propionic acid (2.0 g, 17.4
mmol) in t-BuOH: H,O (2:1, 45 mL) was treated with sodium ascorbate (469 mg, 2.37
mmol) and CuS0,.5H,0 (196 mg, 0.79 mmol) and the reaction mixture was stirred at RT
for 12h. Ethyl acetate was added to the reaction mixture and extracted with water. Then the
organic layer was washed with water followed by brine. The combined organic layers were

concentrated, dried under vacuum to give the title compound as a white solid (1.6 g, 46%).

"H NMR (400 MHz, DMSO-de): & 12.58 (s, 1H), 8.55 (s, 1H), 7.82 (d, J= 7.4 Hz, 2H), 7.44
(t, J= 7.4 Hz, 2H), 7.32 (t, J= 7.4 Hz, 1H), 4.60 (s, 2H), 3.01 (s, 2H). MS(ESI+): 218.0.
HPLC (Method A) RT 2.7 min, HPLC purity 99.7 %.

Intermediate 11: 3-(1-Phenyl-1H-[1,2,3]triazol-4-yl)-propionic acid

This intermediate was prepared according to the protocol described for Intermediate 10.
"H NMR (400 MHz, DMSO-d): 8 12.25 (s, 1H), 8.57 (s, 1H), 7.87-7.85 (m, 2H), 7.60-7.56
(m, 2H), 7.46 (t, J= 7.4 Hz, 1H), 2.93 (t, J= 7.4 Hz, 2H), 2.66 (t, J= 7.4 Hz, 2H). MS(ESI+):
218.2. HPLC (Method A) RT 2.7 min, HPLC purity 99.8 %.

Intermediate 11: (1-oxoisoquinolin-2(1H)-yl)acetic acid

@ m-CPBA E:G poc|3 CH,COOH
N.
X @l NH,OAc
=, NaH, DMF
TFA
CQ @O J\ /k @ Q\OH

Step 1: isoquinolin-N-oxide

A solution of isoquinoline (20.0 g, 155 mmol) in dichloromethane (400 mL) was treated
with m-chloroperbenzoic acid (40.0 g, 232 mmol) and the reaction mixture was stirred at
room temperature overnight. The reaction mixture was filtered and the filtrate was
evaporated and taken to next step without further purification (20.0 g, 89%).

MS (ESI+): M=146.3
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Step 2: 1-chloroisoquinoline

Phosphorus oxychloride (200 mL) was added dropwise under ice-cold condition to
isogquinolin-N-oxide (20.0 g). The reaction mixture was then heated to reflux at 105 °C
overnight. Phosphorus oxychloride was evaporated under reduced pressure, then the
residue was quenched with ice and extracted with dichloromethane. The organic layer was
separated, dried over sodium sulfate and concentrated. The crude was purified by column
chromatography on silica gel using ethylacetate and petroleum ether as eluent (21.0 g;
85%).

"H NMR (400 MHz, DMSO-d6): & 8.25-8.31 (m, 2H), 8.08 (d, J= 8.0 Hz, 1H), 7.88-7.91 (m,
2H), 7.80-7.84 (m, 1H). MS (ESI+): 164.0, HPLC (Method A) Rt 8.29min; HPLC purity 96.0
%

Step 3: isoquinolin-1(2H)-one

A solution of 1-chloroisoquinoline (8.1 g) in glacial acetic acid (170 mL) was treated with
ammonium acetate (25 g). The reaction mixture was then heated at 100 °C for 3h. The
reaction mixture was cooled to room temperature and the solvent was evaporated under
reduced pressure. The residue was quenched with ice and the solid formed was filtered
and dried on the filter (5.8 g, 80%).

"H NMR (400 MHz, DMSO-d6): d 11.24 (s, 1H), 8.18 (d, J= 8.4 Hz, 1H), 7.63-7.71 (m, 2H),
7.45-7.49 (m, 1H), 7.15-7.18 (m, 1H), 6.55 (d, J= 7.2 Hz, 1H). MS (ESI+): 146.0, HPLC
(Method A) Rt 2.23min; HPLC purity 98.2 %

Step 4: tert-butyl (1-oxoisoquinolin-2(1H)-yl)acetate

A cold (0 °C) solutionof isoquinolin-1(2H)-one 3 (1.0 g, 6.9 mmol) and tertiary butyl acetate
(2.0 mL, 13.8 mmol) in dimethyl formamide (15 mL) was treated with sodium hydride (60%
in mineral oil, 660 mg, 17.2 mmol). After 10 minutes the reaction mixture was quenched
with ice and the solid formed was filtered and dried (1.2 g; 60%).

'H NMR 400 MHz, CDCI3: & 8.42-8.44 (m, 1H), 7.63-7.67 (m, 1H), 7.47-7.53 (m, 2H), 7.01
(d, J= 8.0 Hz, 1H), 6.53 (d, J= 8.0 Hz, 1H), 4.64 (s, 2H), 1.49 (s, 9H). MS (ESI+): 204.3,
HPLC (Method A) Rt 4.08min; HPLC purity 98.4 %

Step 5: (1-oxoisoquinolin-2(1H)-yl)acetic acid
A cold solution of tert-butyl (1-oxocisoquinolin-2(1H)-yl)acetate (1.2 g, 4.6mmol) in
dichloromethane (20 mL) was treated with trifluoroacetic acid (10 mL) dropwise. The

reaction mixture was then stirred at room temperature for 3h. The solvent was evaporated
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and the residue was azeotroped with toluene. The solid formed was triturated with ether to
afford the title compound.
"H NMR (400 MHz, DMSO-d6): & 10.76 (s, 1H), 8.18-8.20 (m, 1H), 7.64-7.73 (m, 2H), 7.42-
7.52 (m, 2H), 6.62 (d, J= 8.0 Hz, 1H), 4.67 (s, 2H). MS (ESI+): 204.3, HPLC (Method A) Rt
2.34 min; HPLC purity 99.3 %

Intermediates 12 and 13: (+)-2-(3-chlorophenyl)-4-oxo-4-phenylbutanoic acid and (-)-2-(3-

chlorophenyl)-4-oxo-4-phenylbutanoic acid

Racemic 2-(3-chlorophenyl)-4-oxo-4-phenylbutancic acid was separated by chiral
preparative HPLC on a CHIRALPAK |A (250x20) mm, 5pym, Mobile Phase hexane :
isopropyl alcohol (65:35), flow: 10 ml/min.

The two products elute at 13.7 min (Intermediate 12) and at 18.6 min (Intermediate 13).
The two products were analyzed using the following HPLC method:

Column: CHIRALPAK AD-H (250x4.6) mm, Sum

Mobile Phase: 0.1%TFA in hexane : isopropyl alcohol (80:20)

Flow: 1.0ml/min

Intermediate 12: Rt-10.8 min (Purity 100 %); oD +101.9°; ethanol, ¢c= 1.0 g/100 mL
Intermediate 13: Rt-14.9 min (Purity 99.2 %)

Absolute assignment of the chiral centre as either (R) or (S) is arbitrary.

Intermediates 14 and 15: (+)-2-(4-chlorophenyl)-4-oxo-4-phenylbutanoic acid and (-)-2-
(4-chlorophenyl)-4-oxo-4-phenylbutanoic acid

o}
* OH
and
(¢}

Cl
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Racemic 2-(4-chlorophenyl)-4-oxo-4-phenylbutanoic acid was separated by chiral
preparative HPLC on a CHIRALPAK |A (250x20) mm, 5pym, Mobile Phase hexane :
isopropyl alcohol (60:40), flow: 10 ml/min.
The two products elute at 14.2 min (Intermediate 14) and at 21.4 min (Intermediate 15).
The two products were analyzed using the following HPLC method:
Column: CHIRALPAK AD-H (250x4.6) mm, S5um
Mobile Phase: 0.1%TFA in hexane: isopropyl alcohol (80:20)
Flow: 1.0ml/min
Intermediate 14: Rt-15.4 min (Purity 99.3 %). aD +103.4°; ethanol, c= 0.57 g/100 mL
Intermediate 15: Rt-22.2 min (Purity 99.3 %). oD -111.5°; ethanol, c= 0.57 g/100 mL

Absolute assignment of the chiral centre as either (R) or (S) is arbitrary.

Intermediates 16 and 17: (+)-2-benzyl-4-(4-methoxyphenyl)-4-oxo-butyric acid and (-)-2-
benzyl-4-(4-methoxyphenyl)-4-oxo-butyric acid

Racemic 2-benzyl-4-(4-methoxyphenyl)-4-oxo-butyric acid was separated by chiral
preparative HPLC on a CHIRALCEL OJ-H (250x20) mm, 5um, Mobile Phase hexane :
isopropyl alcohol (75:25), flow: 10 ml/min.

The two products elute at 15.5 min (Intermediate 16) and at 20.2 min (Intermediate 17).
The two products were analyzed using the following HPLC method:

Column: CHIRALCEL OJ (250x4.6) mm, 5pym

Mobile Phase: 0.1%TFA in hexane : isopropyl alcohol (90:10)

Flow: 1.0ml/min

Intermediate 16: Rt-22.3 min (Purity 98.7 %). aD +21.1°; ethanol, ¢c= 1.0 g/100 mL
Intermediate 17: Rt-33.6 min (Purity 97.7 %). aD -21.0°; ethanol, ¢= 1.0 g/100 mL)
Absolute assignment of the chiral centre as either (R) or (S) is arbitrary.

Intermediate 18: (1R)-2-(benzofuran-3-yl)-1-(3a,5,5-trimethylhexahydro-4,6-
methanobenzo[d][1,3,2]dioxaborol-2-yl)ethanaminetrifluoroacetate
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CHO OH
% MeOH o
Step 1
OH  PBr, Br Tetrakis/ K,CO, BO?(\ g
C({ _Diethyl ether Cfg Bis(pinacolato)diboron { O V7 18,28,3R 55 (+)pinanediol °©
[ I< 22,901,090 (H)P \
RT, 2 days Dioxane 0 Diethylether o
Step 2 Step 3 Step 4
. CFacOC)
CH,CL,, n-BuLi
LHMDS N (TMS)
o, @ij . T8°CoRT, 18h®jw 2 oo c to RT 5h
-100° C to RT, 18h ‘iz Dlethyl ether
THF Step 7
Step 5 Step 6

Step 1: benzofuran-3-ylmethanol

A solution of 1-Benzofuran-3-carbaldehyde (5g, 34.2 mmol) in methanol (50 mL) was
cooled with ice and sodium borohydride (1.9g, 51.3 mmol) was added portionwise. The
reaction mixture was stirred at room temperature for 1 h. The reaction mixture was
concentrated and the residue was partitioned between saturated ammonium chloride and
dichloromethane. The organic layer was separated, dried over sodium sulfate and
concentrated. The crude (5.0 g, 98%) was taken as such for next step without further
purification.

"H NMR (400 MHz, CDCls): & 7.68-7.70 (m, 1H), 7.62 (s, 1H), 7.50-7.52 (m, 1H), 7.26-7.36
(m, 2H), 4.86 (s, 2H).

Step 2: 3-(bromomethyl)benzofuran

A cold (0 °C) solution of benzofuran-3-ylmethanol (5.0 g, 33.7 mmol) in diethyl ether (50
mL) was treated with phosphorus tribromide (1.1 mL, 11.2 mmol) and the reaction mixture
was stirred at 0 °C for 30 min. The reaction mixture was then poured into ice and extracted
with ether. The organic layer was dried over sodium sulfate and concentrated. The crude
(7.1 g, 100%) was taken as such for next step without further purification.

'"H NMR (400MHz, CDCls): & 7.71-7.74 (m, 2H), 7.53 (s, 1H), 7.31-7.39 (m, 2H), 4.65 (s,
2H).

Step 3: 2-(benzofuran-3-ylmethyl)-4,4,5,5-tetramethyl-1,3,2-dioxaborolane
A solution of 3-(bromomethyl)benzofuran (7.1g, 33.8 mmol) in degassed 1, 4-dioxane (70
ml) was treated with bis(pinacolato)diboron (10.3g, 40.5mmol), potassium carbonate (13.9

g, 101.0mmol), tetrakis(triphenylphosphine) palladium(0) (1.9 g, 1.7 mmol) and the mixture
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heated at 100 °C for 12h The contents of the flask were cooled to room temperature and
filtered through a celite bed. Filtrate was concentrated and the crude was purified by
column chromatography on silica gel, eluting with 2-5% of ethylacetate in petroleum ether
to get the title compound (6.1 g, 69%) as yellow oil.

"H NMR (400 MHz, CDCls) & 7.52-7.57 (m, 2H), 7.44-7.46 (m, 1H), 7.21-7.30 (m, 2H), 2.23
(s, 2H), 1.29 (s, 12H).

Step 4: 2-(benzofuran-3-ylmethyl)boronic acid (+)-pinanediol ester

A solution of 2-(benzofuran-3-ylmethyl)-4,4,5,5-tetramethyl-1,3,2-dioxaborolane (6.1 g, 23.6
mmol) in diethyl ether (60 ml) was treated with (1S, 2S, 3R, 5S)-(+)-pinanediol (6.0 g, 35.4
mmol). The reaction mixture was stirred at room temperature for 12 h then the mixture was
washed with water twice, then with brine and dried over anhydrous sodium sulphate, then
concentrated. The crude product was purified by column chromatography on silica gel,
eluting with 5% of ethyl acetate in petroleum ether, to afford the title compound (6.3 g,
82%).

"H NMR (400 MHz, CDCls): & 7.56-7.58 (m, 1H), 7.53-7.55 (m, 1H), 7.44-7.46 (m, 1H),
7.23-7.28 (m, 2H), 4.33 (dd, J = 1.88, 8.76 Hz, 1H), 2.32-2.34 (m, 1H), 2.28 (s, 2H), 2.21-
2.22 (m, 1H), 2.08 (t, J = 5.88 Hz, 1H), 1.42 (s, 3H), 1.29 (s, 3H), 1.13 (d, J = 10.92 Hz,
1H), 0.85 (s, 3H). GCMS: m/z: 310

Step 5: [(1S)-1-chloro-2-(benzofuran-3-ylmethyl)boronic acid (+)-pinanediol ester

To a cooled (-100 °C) mixture of dichloromethane (6.3 ml, 60.9 mmol) and anhydrous
tetrahydrofuran (36 ml) was added n-butyl lithium (1.6 M in hexanes, 14.0 ml, (22.3 mmol)
over 20 min. After stirring for 20 min. at -100 °C, a solution of 2-(benzofuran-3-
ylmethyl)boronic acid (+)-pinanediol ester (6.3 g, 20.3 mmol) in anhydrous THF (22 ml) was
added over 20 min. Then a solution of zinc chloride (0.5 M in THF, 36.5 mL, 18.2 mmol)
was added at -100 °C over 30min. The mixture was allowed to reach room temperature and
stirred for 18 h and concentrated. To the resulting oil was added diethyl ether and saturated
ammonium chloride (100 ml each) and stirred vigorously. The aqueous layer was extracted
with diethyl ether three times and the combined organic layers were dried over anhydrous
sodium sulphate and concentrated in vacuo. The residue (7.3 g, 99%) was taken as such
for the next step.

'H NMR (400 MHz, DMSO-d6): & 7.57-7.60 (m, 2H), 7.47-7.49 (m, 1H), 7.25-7.31
(m, 2H), 4.34-4.36 (m, 1H), 3.29-3.31 (m, 1H), 3.22-3.24 (m, 1H), 2.31-2.35 (m,
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1H), 2.12-2.14 (m, 1H), 2.06 (t, J = 5.84 Hz, 1H), 1.86-1.90 (m, 2H), 1.42 (s, 3H),
1.04 (d, J = 11.04 Hz, 1H), 0.85 (s, 3H). GCMS: m/z: 358.2

Step 6: [(1R)-1-[bis(trimethylsilyl)amino]- 2-(benzofuran-3-ylmethyl)boronic acid (+)-
pinanediol ester

To a cooled (-78 °C) solution of [(1S)-1-chloro-2-(benzofuran-3-ylmethyl)boronic acid (+)-
pinanediol ester (7.3 g, 20.3 mmol) in 40 ml of anhydrous tetrahydrofuran was added
lithium bis(trimethylsilyl)amide (1M in THF, 25.5 ml, 25.5 mmol). The mixture was allowed
to room temperature, stirred for 18 h and concentrated to dryness. To the resulting residue
was added hexane, and then the precipitated solid was filtered off. The filtrate was
concentrated to give the required crude product (6.7 g. 68%) which was taken as such for
the next step without further purification.

"H NMR (400 MHz, CDCls): & 7.59-7.60 (m, 1H), 7.45-7.50 (m, 2H), 7.24-7.28 (m, 2H), 4.31
(dd, J = 1.56, 8.70 Hz, 1H), 3.14-3.18 (m, 1H), 2.90-2.92 (m, 1H), 2.72-2.75 (m, 1H), 2.30-
2.34 (m, 1H), 2.14-2.15 (m, 1H), 2.03 (t, J = 5.68 Hz, 1H), 1.80-1.88 (m, 2H), 1.39 (s, 3H),
1.30 (s, 3H), 1.01 (d, J=10.88 Hz, 1H), 0.84 (s, 3H), 0.09 (s, 18H).

Step 7: [(1R)-1-amino-2-(benzofuran-3-ylmethyl)boronic acid (+)-pinanediol ester
trifluroacetate

A cooled (0 °C) solution of [(1R)-1-[bis(trimethylsilyl)amino]- 2-(benzofuran-3-
ylmethyl)boronic acid (+)-pinanediol ester (6.7 g, 13.9 mmol) in diethyl ether (30 ml) was
treated with trifluoroacetic acid (3.2 ml, 41.7 mmol) dropwise. The reaction mixture was
evaporated under reduced pressure at a temperature below 30 °C. The crude was taken up
in toluene and evaporated, and this sequence was repeated four times. The white solid
obtained (2.3 g, 36%) was used without further purification for the next step.

"H NMR (400 MHz, DMSO-ds): & 7.66 (s, 1H), 7.60-7.61 (m, 1H), 7.45-7.47 (m, 1H), 7.20-
7.29 (m, 2H), 4.28-4.30 (m, 1H), 3.16-3.27 (m, 3H), 2.13-2.25 (m, 3H), 1.94 (t, /= 5.56 Hz,
1H), 1.81-1.86 (m, 2H), 1.25 (s, 6H), 1.01 (d, J = 8.00 Hz, 1H), 0.75 (s, 3H).

Example 1: [(1R)-1-[(4-ox0-4-phenylbutanoyl)amino]-2-(3-thienyl)ethyl]boronic acid

S
L/
@]
H |

o OH
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Step 1: [(1R)-1-[(4-oxo0-4-phenylbutanoyl)amino]-2-(3-thienyl)ethyllboronic acid (+)-
pinanediol ester
A cooled (0 °C) solution of Intermediate 1 (100 mg, 0.24 mmol) anhydrous dichloromethane
(15 ml) was treated with diisopropylethylamine (0.12 ml, 0.72 mmol) and 3-benzoyl
propionic acid (42 mg, 0.24 mmol) and TBTU (91 mg, 0.29 mmol). The reaction mixture
was stirred at 0 °C for 3h. The reaction mixture was concentrated under reduced pressure
keeping an external bath temperature below 30 °C, and then 10 ml ethyl acetate were
added. The organic layer was washed with brine, dried over sodium sulfate and
concentrated. The desired product was isolated by purification by chromatography on silica
gel, eluting with pet ether/ethyl acetate 1:1.
MS (ESI+): 466.3, HPLC (Method A): Rt 5.44min 85.0 %

Step 2: [(1R)-1-[(4-ox0-4-phenylbutanoyl)amino]-2-(3-thienyl)ethyl]boronic acid

A cooled (0 °C) solution of [(1R)-1-[(4-ox0-4-phenylbutanoyl)amino]-2-(3-
thienyl)ethyl]boronic acid (+)-pinanediol ester (74 mg, 0.16 mmol) in methanol / pentane
(1:1, 15 mL) was treated with 2-methylpropyl! boronic acid (64 mg, 0.636mmol) and an
aqueous HCI solution (1.5 N, 0.4 mL) and the reaction mixture was stirred at room
temperature for 15 h. The reaction mixture was then extracted with pentane thrice. The
aqueous methanol layer was concentrated at temperature below 30 °C. The residue was
treated with ice and basified with an aqueous (2N) solution of NaOH and extracted with
dichloromethane thrice. The aqueous layer was then acidified with an aqueous (1.5 N) HCI
solution and extracted with dichloromethane twice. The DCM layer was dried over sodium
sulfate, filtered and concentrated to give a solid residue, which was purified by flash
chromatography on high performance silica gel to obtain the title compound as a white
solid.

"H NMR (400 MHz, DMSO-d6): d 8.66 (s, 1H), 7.89-7.94 (m, 2H), 7.58-7.62 (m, 1H), 7.45-
7.49 (m, 2H), 7.29-7.31 (m, 1H), 7.04 (s, 1H), 6.92-6.93 (m, 1H), 3.24-3.26 (m, 2H), 2.68-
2.72 (m, 2H), 2.55-2.58 (m, 3H). MS (ESI+): 314.0 [M+H-H,0], HPLC (Method A): Rt
2.89min; HPLC purity 95.8 %

The following compounds were synthesized using the same procedure followed for

Example 1:

Example 2: [(1R)-1-({[(1RS,2RS)-2-benzoylcyclohexyl]lcarbonyl}amino)-2-(3-
thienyl)ethyl]lboronic acid
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This Example is a mixture of diasterecisomers. The chiral centres on the cyclohexane ring
have trans configuration. Prepared starting from frans-2-benzoylcyclohexane-1-carboxylic
acid from Rielke Chemicals. Pale pink solid. '"H NMR (400 MHz, DMSO-d6): & 8.14-8.84
(m, 1H), 7.82-7.91 (m, 2H), 7.25-7.58 (m, 4H), 6.77-6.88 (m, 2H), 3.60-3.63 (m, 1H), 2.63-
2.69 (m, 1H), 2.43-2.49 (m, 1H), 2.13-2.28 (m, 1H), 1.86-1.89 (m, 1H), 1.66-1.76 (m, 3H),
1.30-1.40 (m, 2H), 1.18-1.23 (m, 3H), 1.06-1.08 (m, 2H). MS (ESI+): 368.0 [M+H-H,0],
HPLC (Method A): Rt 3.7 1min; HPLC purity 50.6%+45.6%

Example 3: [(1R)-1-{[2-(RS)-(3-chlorophenyl)-4-0x0-4-phenylbutanoyllamino}-2-(3-
thienyl)ethyl]boronic acid.

This Example is a mixture of diastereoisomers. Off-white solid. "H NMR (400 MHz, DMSO-
d6): & 7.95-7.96 (m, 2H), 7.58-7.60 (m, 1H), 7.48-7.50 (m, 2H), 7.42-7.44 (m, 1H), 7.22-
7.34 (m, 4H), 6.88-6.95 (m, 1H), 6.60-6.62 (m, 1H), 4.13 (1, J= 5.1 Hz, 1H), 3.75-3.85 (m,
1H), 3.24-3.28 (m, 2H), 2.64-2.73 (m, 2H). MS (ESI+): 424.0 [M+H-H,0], HPLC (Method
A): Rt 8.57; 8.96min; HPLC purity 28.7%+67.9%

Example 4: [(1R)-1-{[2-(RS) -(4-chlorophenyl)-4-ox0-4-phenylbutanoyl]lamino}-2-(3-

thienyl)ethyl]lboronic acid
S
1@ '/

Cl

o-—w
T
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This Example is a mixture of diasterecisomers. White solid. '"H NMR (400 MHz, DMSO-d6):
0 7.95-7.95 (m, 2H), 7.60-7.62 (m, 1H), 7.48-7.52 (m, 2H), 7.31-7.41 (m, 6H), 6.88-6.97 (m,
1H), 6.63-6.64 (m, 1H), 4.12-4.15 (m, 1H), 3.85-3.95 (m, 1H), 3.25-3.29 (m, 1H), 3.12-3.14
(m, 1H), 2.66-2.75 (m, 2H). MS (ESI+): 424.0 [M+H-H,0], HPLC (Method A): Rt 8.56;
8.97min; HPLC purity 40.0%+53.4%

Example 5: [1-({[(1RS,2SR)-2-benzoylcyclopentyl]lcarbonyl}amino)-2-(3-
thienyl)ethyl]lboronic acid

S S
o) ! Y o) ’ Y
: q and (LDI\
O)LN B/OH o N B,OH
H | H |
OH OH

This Example is a mixture of diastereoisomers. The chiral centres on the cyclohexane ring
have trans configuration. Prepared starting from frans-2-benzoylcyclopentane-1-carboxylic
acid from Rielke Chemicals. Off-white solid. "H NMR (400 MHz, DMSO-d6): § 7.91-7.93
(m, 1H), 7.82-7.84 (m, 1H), 7.59-7.61 (m, 1H), 7.55-7.57 (m, 1H), 7.33 (s, 1H), 7.25-7.26
(m, 1H), 6.87-6.92 (m, 1H), 6.78-6.86 (m, 1H), 4.01-4.02 (m, 1H), 3.00-3.15 (m, 2H), 2.66-
2.68 (m, 2H), 2.00-2.03 (m, 1H), 1.85-1.92 (m, 1H), 1.56-1.68 (m, 4H). MS (ESI+): 354.3
[M+H-H,0], HPLC (Method A): Rt 3.53min; HPLC purity 92.0 %

Example 9: [(1R)-1-{[4-(4-methoxyphenyl)-4-oxobutanoyllamino}-2-(3-

S
o} I Y
0
N~ g-CH
H i

@) OH

thienyl)ethyl]boronic acid

Off-white solid. "H NMR (400 MHz, DMSO-d6): 5 8.65 (s, 1H), 7.87-7.92 (m, 2H), 7.30-7.35
(m, 1H), 7.04 (s, 1H), 6.95-6.98 (m, 2H), 6.92-6.93 (m, 1H), 3.81 (s, 3H), 3.18-3.20 (m, 2H),
2.65-2.74 (m, 2H), 2.52-2.55 (m, 3H). MS (ESI+): 344.3 [M+H-H,0], HPLC (Method A): Rt
3.00min; HPLC purity 96.2 %

Example 10: [(1R)-1-[(2-(RS) -methyl-4-oxo0-4-phenylbutanoyl)amino]-2-(3-
thienyl)ethyl]lboronic acid
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B~ ; N B~
i H H i

0 OH o °: OH

Iz

This Example is a mixture of diastereoisomers. The chiral centres on the cyclohexane ring
have trans configuration. Prepared starting from 2-methyl-4-oxo-4-phenylbutyric acid
fromABCR. Off-white solid. "H NMR (400 MHz, DMSO-d6): 5 8.56-8.61 (m, 1H), 7.87-7.91
(m, 2H), 7.57-7.59 (m, 1H), 7.46-7.51 (m, 2H), 7.26-7.28 (m, 1H), 7.09 (s, 1H), 6.93 (s, 1H),
3.20-3.30 (m, 1H), 3.04-3.09 (m, 1H), 2.93-2.96 (m, 1H), 2.65-2.74 (m, 2H), 2.48-2.50 (m,
1H), 1.02-1.05 (m, 3H). MS (ESI+): 328.3 [M+H-H,0], HPLC (Method A): Rt 3.15min;
HPLC purity 87.0%

Example 12:[(1R)-1-{[4-(2-methoxyphenyl)-4-oxobutanoyllamino}-2-(3-

S
o} 1 V
(@]
H

i
o OH

thienyl)ethyl]boronic acid

White solid. "H NMR (400 MHz, DMSO-d6): 5 7.51-7.53 (m, 2H), 7.49 (s, 1H), 7.14 (d, J=
8.1 Hz, 1H), 7.07 (s, 1H), 7.00-7.06 (m, 1H), 6.92-6.94 (m, 1H), 3.84 (s, 3H), 3.07-3.13 (m,
3H), 2.80-2.81 (m, 1H), 2.76-2.78 (m, 1H), 2.38 (t, J= 7.0 Hz, 2H).

MS (ESI+): 344.0 [M+H-H,0], HPLC (Method A): Rt 3.03; HPLC purity 93.2%

Example 13: [(1R)-1-{[4-(2,4-dimethoxyphenyl)-4-oxobutanoyl]amino}-2-(3-
thienyl)ethyllboronic acid

White solid. "H NMR (400 MHz, DMSO-d6): 5 7.63 (d, J= 8.6 Hz, 1H), 7.34-7.36 (m, 1H),
7.06 (s, TH), 6.94 (s, 1H), 6.57-6.60 (m, 2H), 3.85 (s, 3H), 3.80 (s, 3H), 3.04-3.10 (m, 3H),
2.75-2.80 (m, 1H), 2.65-2.71 (m, 1H), 2.34-2.35 (m, 2H).

MS (ESI+): 374.0 [M+H-H,0], HPLC (Method A): Rt 3.13; 3.41min; HPLC purity 99.0%
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Example 6: {(1R)-2-(3-ethylphenyl)-1-[(4-ox0-4-phenylbutanoyl)amino]ethyl}boronic

acid

N~ B
\ Ho
o) OH

_OH

Step 1: {(1R)-2-(3-ethylphenyl)-1-[(4-ox0-4-phenylbutanoyl)amino]ethyl}boronic acid
(+)-pinanediol ester

A cold (-10 °C) solution of Intermediate 2 (150 mg, 0.34 mmol) in anhydrous
dimethylformamide (10 ml) was treated with diisopropylethylamine (0.17 ml, 1.0 mmol). 3-
benzoyl propionic acid (60 mg, 0.340mmol) and TBTU (130 mg, 0.41mmol). The reaction
mixture was stirred at -10 °C for 3h then concentrated under reduced pressure keeping an
external bath temperature below 30 °C, and then 10 ml ethyl acetate was added. The
organic layer was washed with brine, dried over sodium sulfate and concentrated. The
desired product (120 mg,; 72%) was isolated by purification through Flash chromatography
on silica gel, eluting with pet ether/ethyl acetate 1:1. MS (ESI+): 488.3, HPLC (Method A):
Rt 6.08min; HPLC purity 91.0%

Step 2: {(1R)-2-(3-ethylphenyl)-1-[(4-ox0-4-phenylbutanoyl)amino]ethyl}boronic acid
A cold (0 °C) solution of {(1R)-2-(3-ethylphenyl)-1-[(4-0x0-4-
phenylbutanoyl)aminolethyl}boronic acid (+)-pinanediol ester (120 mg, 0.25 mmol) in
methanol / pentane (1:1, 15mL) was treated with 2-methylpropyl boronic acid (99 mg, 0.99
mmol) and an aqueous solution of HCI (1.5 N, 0.5 mL) and the reaction mixture was stirred
at room temperature for 15 h. The reaction mixture was then extracted with pentane thrice.
The agueous methanol layer was concentrated at temperature below 30 °C. The residue
was purified by flash chromatography on high performance silica gel to obtain a solid,
which was triturated with pentane to afford the Title compound as an off-white solid .

"H NMR (400 MHz, DMSO-d6): & 7.91-7.92 (m, 2H), 7.70-7.72 (m, 1H), 7.60-7.62 (m, 2H),
7.10-7.14 (m, 1H), 6.94-6.98 (m, 3H), 3.12-3.18 (m, 3H), 2.73-2.76 (m, 1H), 2.64-2.67 (m,
1H), 2.51-2.55 (m, 2H), 2.40-2.43 (m, 2H), 1.13 (t, J= 7.6 Hz, 3H). MS (ESI+): 336.0 [M+H-
H,0], HPLC (Method A): Rt 3.75min; HPLC purity 96.8%

The following compounds were synthesized using the same procedure followed for

Example 6:
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Example 7: ((1R)-2-(3-ethylphenyl)-1-{[4-(4-methoxyphenyl)-4-

oxobutanoyllamino}ethyl)boronic acid

0
|
N~ BT
\ Ho
OH

OH

Off-white solid. "H NMR (400 MHz, DMSO-d6): 5 7.85-7.90 (m, 2H), 6.91-7.13 (m, 6H),
3.81 (s, 3H), 3.52-3.54 (m, 1H), 3.09-3.18 (m, 2H), 2.65-2.68 (m, 2H), 2.52-2.54 (m, 2H),
2.46-2.48 (m, 1H), 2.37-2.40 (m, 1H), 1.06-1.15 (m, 3H). MS (ESI+): 366.3 [M+H-H,0],
HPLC (Method A): Rt 3.77min; HPLC purity 96.4%

Example 8: ((1R)-2-(3-ethylphenyl)-1-{[4-(2-methoxyphenyl)-4-

oxobutanoyllamino}ethyl)boronic acid

N~ g-OH
\ H o
OH

Off-white solid. "H NMR (400 MHz, DMSO-d6): & 7.49-7.53 (m, 2H), 7.10-7.15 (m, 2H),
6.93-7.02 (m, 4H), 3.84 (s, 3H), 3.05-3.14 (m, 3H), 2.76-2.78 (m, 1H), 2.73-2.74 (m, 1H),
2.48-2.49 (m, 2H), 2.33-2.37 (m, 2H), 1.08-1.14 (m, 3H). MS (ESI+): 366.3 [M+H-H,0],
HPLC (Method A): Rt 3.81min; HPLC purity 90.1%

Example 11: [(1R)-1-{[4-(2,4-dimethoxyphenyl)-4-oxobutanoyl]amino}-2-(3-
ethylphenyl)ethyl]boronic acid

Off-white solid. "H NMR (400 MHz, DMSO-d6): 5 8.49 (s, 1H), 7.64 (d, J= 8.7 Hz, 1H),
7.04-7.07 (m, 1H), 6.99 (s, 1H), 6.90-6.93 (m, 2H), 6.52-6.58 (m, 2H), 3.79 (s, 6H), 3.10-
3.14 (m, 2H), 2.66-2.74 (m, 2H), 2.48-2.49 (m, 1H), 2.48 (m, 4H), 1.10 (t, J= 7.6 Hz, 3H).
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MS (ESI+): 396.2 [M+H-H,0], HPLC (Method A): Rt 3.85min; HPLC purity 97.7 %

Example 14: [(1R)-1-{[(2R)-2-(3-chlorophenyl)-4-oxo-4-phenylbutanoyllamino}-2-(3-
ethylphenyl)ethyl]boronic acid

or
N/[B/OH N/EB/OH
Ho \ Hoo

OH 0 OH

i
Cl i Cl

White solid. One diastereoisomer. The configuration at the chiral position most removed

from the boronic acid group is arbitrarily assigned. This Example was prepared from
Intermediate 12 (+)-2-(3-chlorophenyl)-4-oxo-4-phenylbutanoic acid (with oD +101.9°;
ethanol, c= 1.0 g/100 mL). "H NMR (400 MHz, DMSO-d6): & 7.95 (d, J= 8.0 Hz, 2H), 7.61-
7.63 (m, 1H), 7.49-7.53 (m, 2H), 7.27-7.41 (m, 4H), 7.04-7.07 (m, 1H), 6.91-6.96 (m, 2H),
6.79-6.81 (m, 1H), 4.07-4.11 (m, 1H), 3.71-3.76 (m, 1H), 3.29-3.34 (m, 1H), 3.05-3.10 (m,
1H), 2.62-2.73 (m, 2H), 2.48-2.49 (m, 1H), 1.08 (t, J= 8.0 Hz, 3H). MS (ESI+): 446.0 [M+H-
H,0], HPLC (Method A): Rt 5.02min; HPLC purity 85.1%

Example 15: [(1R)-1-{[(2R)-2-(4-chlorophenyl)-4-oxo0-4-phenylbutanoyl]lamino}-2-(3-
ethylphenyl)ethyl]boronic acid

o]
OH o I OH
N~ "B” < °NT "B~
H | : H |
OH o @ OH

Cl

One diastereoisomer. The configuration at the chiral position most removed from the
boronic acid group is arbitrarily assigned. This Example was prepared from Intermediate 14
(+)-2-(4-chlorophenyl)-4-oxo-4-phenylbutanoic acid (with aD +103.4°; ethanol, c= 0.57
g/100 mL). Off-white solid. "H NMR (400 MHz, DMSO-dé): 5 8.50 (s, 1H), 7.93-7.95 (m,
2H), 7.60-7.63 (m, 1H), 7.46-7.49 (m, 2H), 7.14-7.19 (m, 3H), 7.00-7.04 (m, 1H), 6.90-6.92
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(m, 1H), 6.78-6.80 (m, 2H), 4.15-4.18 (m, 1H), 3.75-3.82 (m, 1H), 3.32-3.34 (m, 1H), 2.59-
2.62 (m, 1H), 2.38-2.44 (m, 2H), 2.21-2.26 (m, 1H), 1.07 (t, J= 8.0 Hz, 3H).
MS (ESI+): 446.3 [M+H-H,0], HPLC (Method A): Rt 13.54min; HPLC purity 97.1 %,
CHIRAL HPLC Rt 5.48 min (98.3%)

Example 16: [(1R)-1-{[(2R)-2-(4-chlorophenyl)-4-oxo-4-phenylbutanoyllamino}-2-(3-
ethylphenyl)ethyl]boronic acid

Q’(\i
/[ OH or O
: N B~
: H |
o ; OH

Cl

One diastereoisomer. The configuration at the chiral position most removed from the
boronic acid group is arbitrarily assigned. This Example was prepared starting from
Intermediate 15 (-)-2-(4-chlorophenyl}-4-oxo-4-phenylbutanoic acid (with aD -111.5°;
ethanol, c= 0.57 g/100 mL). Pale pink solid. 'H NMR (400 MHz, DMSO-d6): 5 8.75 (s, 1H),
7.85-7.87 (m, 2H), 7.55-7.59 (m, 1H), 7.41-7.43 (m, 2H), 7.30-7.39 (m, 2H), 7.21-7.23 (m,
2H), 7.00-7.04 (m, 1H), 6.89-6.91 (m, 1H), 6.83-6.85 (m, 1H), 4.17-4.21 (m, 1H), 3.67-3.74
(m, 1H), 3.39-3.40 (m, 2H), 2.63-2.67 (m, 1H), 2.57-2.59 (m, 1H), 2.45-2.48 (m, 2H), 1.10
(t, J= 7.6 Hz, 3H). MS (ESI+): 446.3 [M+H-H,0], HPLC (Method A): Rt 13.58min; HPLC
purity 97.1 %, CHIRAL HPLC Rt 8.15 min (98.3%)

Example 17: [(1R)-1-[(4-biphenyl-4-yl-4-oxobutanoyl)amino]-2-(3-
ethylphenyl)ethyl]boronic acid

O |
_~OH

1
¢} OH

I=

Step 1: [(1R)-1-[(4-biphenyl-4-yl-4-oxobutanoyl)amino]-2-(3-ethylphenyl)ethyl]boronic

acid (+)-pinanediol ester



10

15

20

25

30

WO 2013/092979 PCT/EP2012/076595

68
A cold (-10 °C) solution of Intermediate 2 (300 mg, 0.68 mmol) in anhydrous N, N-
dimethylformamide (25 mL) was treated with N,N-diisopropylethylamine (0.35 mL, 2.0
mmol), 3-(4-phenylbenzoyl)propionic acid (173 mg, 0.68 mmol) and TBTU (262 mg,
0.815mmol). The reaction mixture was stirred at -10 °C for 3h, then diluted with ethyl
acetate and washed with brine repeatedly. The organic layer was separated, dried over
sodium sulfate and concentrated. The crude was purified by flash chromatography on silica
gel eluting with ethylacetate and petroleum ether (pale yellow gummy liquid).
MS (ESI+): 564.3; HPLC (Method A): Rt. 6.6 min; HPLC purity 97.7 %; CHIRAL HPLC
(Method A): Rt. 4.5 min; HPLC purity 98.5 %

Step 2: [(1R)-1-[(4-biphenyl-4-yl-4-oxobutanoyl)amino]-2-(3-ethylphenyl)ethyl]lboronic
acid

A cold (0 °C) solution of [(1R)-1-[(4-biphenyl-4-yl-4-oxobutanoyl)aminoc]-2-(3-
ethylphenyl)ethyllboronic acid (+)-pinanediol ester (167 mg, 0.296 mmol) in methanol /
pentane (1:1, 30mL) was treated with 2-methylpropyl boronic acid (120 mg, 1.18 mmol)
and an aqueous solution of HCI (1.5 N, 0.8 mL). The reaction mixture was stirred at RT for
15h, then evaporated under reduced pressure. The crude was purified by flash
chromatography on silica gel eluting with dichloromethane and methanol to obtain the Title
compound as an off-white solid.

"H NMR (400 MHz, DMSO-d6): d 7.95-7.94 (m, 2H), 7.67-7.73 (m, 4H), 7.41-7.49 (m, 3H),
7.05-7.09 (m, 1H), 6.91-7.09 (m, 3H), 3.27-3.38 (m, 3H), 2.72-2.77 (m, 2H), 2.57-2.62 (m,
2H), 2.46-2.50 (m, 2H), 1.07-1.11 (m, 3H). MS (ESI+): 412.0 [M+H-H,Q]. HPLC (Method
B): Rt 13.1 min; HPLC purity 91.9 %

The following products were prepared according to the same two-steps protocol
described for Example 17:

Example 18: ((1R)-2-(3-ethylphenyl)-1-{[4-(2-naphthyl)-4-

oxobutanoyllamino}ethyl)boronic acid

I=



10

15

20

WO 2013/092979 PCT/EP2012/076595
69

Off-white solid. "H NMR (400 MHz, DMSO-d6): & 8.59 (s, 1H), 8.04 (d, J= 8.1 Hz, 1H),
7.89-7.95 (m, 3H), 7.55-7.66 (m, 2H), 6.94-7.05 (m, 3H), 6.87-6.89 (m, 1H), 3.40-3.42 (m,
2H), 2.73-2.76 (m, 2H), 2.64-2.66 (m, 2H), 2.40-2.50 (3H, m), 1.07 (t, J= 7.5 Hz, 3H). MS
(ESI+): 386.3 [M+H-H,0]; HPLC (Method B): Rt 12.7 min, HPLC purity 96.1%

Example 19: [(1R)-1-[(4-biphenyl-3-yl-4-oxobutanoyl)amino]-2-(3-
ethylphenyl)ethyl]boronic acid

Off-white solid. "H NMR (400 MHz, DMSO-d6): 5 8.13 (s, 1H), 7.88 (d, J= 7.8 Hz, 2H), 7.78
(d, J= 8.6 Hz, 2H), 7.52-7.56 (m, 1H), 7.42-7.48 (m, 2H), 7.36-7.39 (m, 1H), 7.01-7.03 (m,
1H), 6.93-6.98 (m, 2H), 6.87 (d, J= 7.2 Hz, 1H), 3.31-0.00 (m, 2H), 2.70-2.80 (m, 2H), 2.48-
2.62 (m, 5H), 1.05-1.09 (m, 3H). MS (ESI+): 412.0 [M+H-H,0]; HPLC (Method A): Rt. 4.6
min, HPLC purity 96.4 %

Example 20: [(1R)-1-[(4-biphenyl-4-yl-4-oxobutanoyl)amino]-2-(3-
thienyl)ethyl]lboronic acid

S

(] y
A

ely

|
o OH

Iz

White solid. "H NMR (400 MHz, DMSO-d6): 5 7.98 (d, J= 8.0 Hz, 2H), 7.68-7.76 (m, 4H),
7.46-7.52 (m, 2H), 7.39-7.41 (m, 1H), 7.30 (m, 1H), 7.05 (s, 1H), 6.94 (d, J= 4.8 Hz, 1H),
3.29-3.31 (m, 2H), 2.70-2.72 (m, 2H), 2.54-2.59 (m, 3H). MS (ESI+): 390.0 [M+H-H,0].
HPLC (Method A): Rt. 4.0 min, HPLC purity 97.8 %

Example 21: [(1R)-1-{[4-(2-naphthyl)-4-oxobutanoyl]lamino}-2-(3-thienyl)ethyl]boronic
acid
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A
B,OH

|
O OH

Ir=z

White solid. 'H NMR (400 MHz, DMSO-d6): 5 8.65 (s, 1H), 8.13 (d, J= 8.0 Hz, 1H), 7.94-
8.02 (m, 3H), 7.59-7.67 (m, 2H), 7.36-7.38 (m, 1H), 7.10 (s, 1H), 6.95-6.96 (m, 1H), 3.32-
3.35 (m, 2H), 3.14-3.17 (m, 1H), 2.70-2.83 (m, 2H), 2.48-2.50 (m, 2H). MS (ESI+): 364.0
[M+H-H,0]; HPLC (Method A): Rt. 3.6 min, HPLC purity 95.6 %

Example 22: [(1R)-1-[(4-biphenyl-3-yl-4-oxobutanoyl)amino]-2-(3-
thienyl)ethyl]boronic acid
S
I Y
_~OH

i
OH

White solid. "H NMR (400 MHz, DMSO-d6): 5 8.12 (s, 1H), 7.89-7.93 (m, 2H), 7.69 (d, J=
7.6 Hz, 2H), 7.59-7.63 (m, 1H), 7.46-7.50 (m, 2H), 7.37-7.40 (m, 1H), 7.32-7.34 (m, 1H),
7.06 (s, 1H), 6.94 (d, J= 4.4 Hz, 1H), 3.24-3.27 (m, 2H), 3.08-3.11 (m, 1H), 2.66-2.81 (m,
2H), 2.45-2.49 (m, 2H). MS (ESI+): 390.0 [M+H-H,0]. HPLC (Method A): Rt. 4.0 min,
HPLC purity 96.5 %

Example 23: [(1R)-1-{[4-0x0-4-(6-phenylpyridin-2-yl)butanoyl]lamino}-2-(3-
thienyl)ethyl]lboronic acid

S
, V

B,OH

|
OH

Off-white solid. "H NMR (400 MHz, DMSO-d6): & 8.17-8.23 (m, 3H), 8.07 (t, J= 7.6 Hz, 1H),
7.89 (d, J= 6.8 Hz, 1H), 7.46-7.56 (m, 3H), 7.35-7.37 (m, 1H), 7.09 (s, 1H), 6.95 (d, J= 5.2
Hz, 1H), 3.47-3.49 (m, 2H), 3.15 (t, J= 6.0 Hz, 1H), 2.63-2.83 (m, 3H). MS (ESI+): 413.3
[M+Na-H,0]. HPLC (Method A): Rt. 3.8 min, HPLC purity 94.4 %

Example 24: [(1R)-1-{[(2R)-2-benzyl-4-(4-methoxyphenyl)-4-oxobutanoyl]amino}-2-(3-
thienyl)ethyl]boronic acid
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| S S
0 l Y4 , V4
0
\©\'(\:)‘\N B/OH or B/OH
: H | !
CH

One diastereoisomer. The configuration at the chiral position most removed from the
boronic acid group is arbitrarily assigned. This Example was prepared starting from
Intermediate 17 (-)-2-benzyl-4-(4-methoxyphenyl)-4-oxo-butyric acid (with oD -21.0°;
ethanol, c= 1.0 g/100 mL). White solid.

"H NMR (400 MHz, DMSO-d6): & 7.86 (d, J= 8.8 Hz, 2H), 7.32-7.34 (m, 1H), 7.20-7.26 (m,
4H), 7.14-7.18 (m, 1H), 7.00 (d, J= 8.8 Hz, 2H), 6.95 (s, 1H), 6.87-6.89 (m, 1H), 3.81 (s,
3H), 3.24-3.28 (m, 1H), 3.09-3.13 (m, 2H), 2.85-2.90 (m, 1H), 2.56-2.75 (m, 4H). MS
(ESI+): 434.2 [M+H-H,0]. HPLC (Method A): Rt. 4.1 min, HPLC purity 95.9 %

Example 25: [(1R)-1-{[(2S)-2-benzyl-4-(4-methoxyphenyl)-4-oxobutanoyllamino}-2-(3-

thienyl)ethyl]lboronic acid
S | S
0
N B/OH or \©\'(\:/\LN B/OH
H | : H |
OH 0 X OH

One diastereoisomer. The configuration at the chiral position most removed from the

boronic acid group is arbitrarily assigned. This Example was prepared starting from
Intermediate 16 (+)-2-benzyl-4-(4-methoxyphenyl)-4-oxo-butyric acid (with oD +21.1°;
ethanol, c= 1.0 g/100 mL). Off-white solid. '"H NMR (400 MHz, DMSO-d6): & 7.86 (d, J= 8.8
Hz, 2H), 7.30-7.32 (m, 1H), 7.14-7.26 (m, 5H), 6.99 (d, J= 6.0 Hz, 2H), 6.79-6.83 (m, 2H),
3.80 (s, 3H), 3.16-3.27 (m, 2H), 3.04-3.00 (m, 1H), 2.75-2.83 (m, 2H), 2.48-2.69 (m, 3H).
MS (ESI+): 434.2 [M+H-H,0]. HPLC (Method A): Rt. 4.2 min, HPLC purity 92.7%

Example 26: {(1R)-1-{[4-(4-methoxyphenyl)-4-oxobutanoyllJamino}-2-[3-
(trifluoromethyl)phenyl]ethyl}boronic acid
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0
OH
N B”
H |
o) OH

Pale brown solid. "H NMR (400 MHz, DMSO-ds): & 7.89 (d, J= 8.9 Hz, 2H), 7.45-7.49 (m,
4H), 7.02 (d, J= 8.9 Hz, 2H), 3.81 (s, 3H), 3.12-3.16 (m, 1H), 3.06-3.08 (m, 2H), 2.85-2.90
(m, 1H), 2.70-2.76 (m, 1H), 2.35-2.39 (m, 2H). MS (ESI+): 406.0 [M+H-H,0O]. HPLC

5  (Method A): Rt. 3.9 min, HPLC purity 97.3%

Example 27:{(1R)-1-{[2-(RS)-benzyl-4-(4-methoxyphenyl)-4-oxobutanoyllamino}-2-[3-
(trifluoromethyl)phenyl]ethyl}boronic acid

F F F F
F F
o]
(e} o]
_OH and H _OH
N B N B
H | : H |
OH 0 X OH

10 Mixture of diasterecisomers. Yellow solid. 'H NMR (400 MHz, DMSO-ds): 8 7.82 (d, J= 8.7
Hz, 1H), 7.37-7.46 (m, 3H), 7.30 (d, J= 7.6 Hz, 1H), 7.13-7.25 (m, 5H), 6.98 (d, J= 8.7 Hz,
2H), 3.81 (s, 3H), 3.37 (s, 1H), 3.21-3.23 (m, 1H), 3.17-3.19 (m, 1H), 3.06-3.10 (m, 1H),
2.97-3.00 (m, 1H), 2.74-2.83 (m, 3H), 2.56-2.67 (m, 2H). MS (ESI+): 496.2 [M+H-H,0].
HPLC (Method A): Rt. 4.7 min, HPLC purity 73.9%+14.4%

15
The following compounds were prepared according to the same two-steps protocol

described for Example 1:

Example 28: ((1R)-2-(3-ethylphenyl)-1-{[3-(1H-indazol-1-
20  ylpropanoyllamino}ethyl)boronic acid
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White solid. '"H NMR (400 MHz, DMSO-d6): 5 8.04 (s, 1H), 7.70-7.75 (m, 1H), 7.56-7.61
(m, 1H), 7.23-7.27 (m, 1H), 7.02-7.10 (m, 2H), 6.90-6.95 (m, 1H), 6.81-6.85 (m, 1H), 6.73-
6.75 (m, 1H), 4.61 (t, J= 6.80 Hz, 2H), 2.78-2.81 (m, 1H), 2.65-2.69 (m, 3H), 2.48-2.50 (m,
2H), 2.35-0.00 (m, 1H), 1.08-1.13 (m, 3H). MS (ESI+): 348.3 [M+H-H,O]. HPLC (Method
B): Rt 11.8 min, HPLC purity 87.9%

Example 29: [(1R)-1-{[3-(1H-benzimidazol-1-yl)propanoyllamino}-2-(3-
ethylphenyl)ethyl]boronic acid

White solid. "H NMR (400 MHz, DMSO-d6):  7.88 (s, 1H), 7.52-7.61 (m, 2H), 7.15-7.18
(m, 2H), 6.98-7.02 (m, 1H), 6.90 (m, 1H), 6.88 (s, 1H), 6.72-6.74 (m, 1H), 4.48-4.52 (m,
2H), 2.89-2.90 (m, 2H), 2.74 (m, 1H), 2.59-2.66 (m, 2H), 2.41-2.45 (m, 2H), 2.36-2.38 (m,
1H), 1.07 (m, 3H). MS (ESI+): 370.3 [M+Na-H,0]. HPLC (Method A): Rt 2.8 min, HPLC
purity 95.9%

Example 30: ((1R)-2-(3-ethylphenyl)-1-{[3-(2-0x0-1,3-benzothiazol-3(2H)-
yl)propanoyl]lamino}ethyl)boronic acid
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White solid. "H NMR (400 MHz, DMSO-d6): & 7.51-7.65 (m, 1H), 7.24-7.34 (m, 2H), 7.14-
7.18 (m, 1H), 7.05-7.09 (m, 1H), 6.89-6.93 (m, 1H), 6.82-6.91 (m, 2H), 4.12-4.15 (m, 2H),
2.61-2.71 (m, 5H), 2.50-2.52 (m, 1H), 2.30-2.40 (m, 1H), 1.09-1.11 (m, 3H)

MS (ESI+): 381.0 [M+H-H;0]. HPLC (Method A): Rt 3.8 min, HPLC purity 95.7%

Example 31: [(1R)-1-{[3-(1H-1,2,3-benzotriazol-1-yl)propanoyl]lamino}-2-(3-
ethylphenyl)ethyl]boronic acid

White solid. "H NMR (400 MHz, DMS0-d6): & 8.61-8.68 (m, 1H), 7.97-8.02 (m, 1H), 7.80-
7.84 (m, 1H), 7.41-7.45 (m, 1H), 7.32-7.38 (m, 1H), 7.00-7.04 (m, 1H), 6.90-6.93 (m, 1H),
6.77 (s, 1H), 6.71 (d, J= 7.6 Hz, 1H), 4.90-4.93 (m, 2H), 2.92-2.95 (m, 2H), 2.65-2.67 (m,
2H), 2.50-2.45 (m, 2H), 2.30-2.31 (m, 1H), 1.06-1.10 (m, 3H)

MS (ESI+): 349.0 [M+H-H;0]. HPLC (Method A): Rt 3.3 min, HPLC purity 96.4%

Example 32: [(1R)-1-{[3-(1H-indazol-1-yl)propanoyl]lamino}-2-(3-thienyl)ethyl]boronic

S
L/
O
N< /\)J\ -OH
v N H B
b OH

Off-white solid. "H NMR (400 MHz, DMSO-d6): 5 8.02 (s, 1H), 7.73 (d, J= 8.4 Hz, 1H), 7.58
(d, J= 8.8 Hz, 1H), 7.34-7.38 (m, 1H), 7.23-7.25 (m, 1H), 7.09-7.12 (m, 1H), 6.67-6.70 (m,
2H), 4.50-4.56 (m, 2H), 3.03-3.06 (m, 1H), 2.48-2.65 (m, 4H)

acid
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MS (ESI+): 326.0 [M+H-H,0]; HPLC (Method A): Rt. 3.0 min, HPLC purity 95.4%

Example 33: [(1R)-1-{[3-(1H-benzimidazol-1-yl)propanoyllamino}-2-(3-
S
1@
(o]
//\N/\)J\N B/OH

White solid. '"H NMR (400 MHz, DMSO-d6): 5 8.09 (m, 1H), 7.56-7.63 (m, 2H), 7.18-7.26
(m, 3H), 6.72 (d, J= 4.4 Hz, 2H), 4.39-4.43 (m, 2H), 3.11-3.14 (m, 1H), 2.59-2.72 (m, 4H).
MS (ESI+): 348.0 [M+Na-H,0]. HPLC (Method A): Rt. 2.0 min, HPLC purity 96.6%

thienyl)ethyl]lboronic acid

Example 34: [(1R)-1-{[3-(2-0x0-1,3-benzothiazol-3(2H)-yl)propanoyl]amino}-2-(3-
thienyl)ethyl]boronic acid

S
)
L
_OH
N N B
S& Ho oy

White solid. "H NMR (400 MHz, DMSO-d6):  7.60-7.62 (m, 1H), 7.30-7.37 (m, 3H), 7.15-
7.20 (m, 1H), 6.79-6.84 (m, 2H), 4.08 (t, J= 7.2 Hz, 2H), 3.11-3.15 (m, 1H), 2.61-2.73 (m,

2H), 2.42-2.48 (m, 2H). MS (ESI+): 359.0 [M+H-H,0]. HPLC (Method A): Rt. 3.1 min,
HPLC purity 98.9%

Example 35: [{(1R)-1-{[3-(1H-1,2,3-benzotriazol-1-yl)propanoyllamino}-2-(3-

thienyl)ethyl]lboronic acid
S
),
o}
,’N\N/\)J\N g-CH

N |
@ Ho o

White solid. '"H NMR (400 MHz, DMSO-d6): & 8.01 (d, J= 8.0 Hz, 1H), 7.83 (d, J= 8.4 Hz,
1H), 7.51-7.54 (m, 1H), 7.36-7.40 (m, 1H), 7.26-7.28 (m, 1H), 6.72-6.74 (m, 2H), 4.80-4.90
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(m, 2H), 3.11-3.15 (m, 1H), 2.76-2.80 (m, 2H), 2.57-2.71 (m, 2H). MS (ESI+): 327.0 [M+H-
H,0]. HPLC (Method A): Rt. 2.5 min, HPLC purity 86.4%

Example 38: {(1R)-1-{[3-(1H-benzimidazol-1-yl)propanoyllamino}-2-[3-
(trifluoromethyl)phenyllethyl}boronic acid

o}

//\N/\)J\N B/OH

N H |
OH

White solid. '"H NMR (400 MHz, DMSO-de):  8.07 (s, 1H), 7.63 (d, J= 7.5 Hz, 1H), 7.55 (d,
J=7.5Hz, 1H), 7.44 (d, J= 7.9 Hz, 1H), 7.40 (s, 1H), 7.17-7.29 (m, 3H), 7.08 (d, J= 7.8 Hz,
1H), 4.38 (t, J= 6.7 Hz, 2H), 3.15-3.19 (m, 1H), 2.77-2.82 (m, 1H), 2.63-2.68 (m, 1H), 2.58
(t, J= 6.8 Hz, 2H). MS (ESI+): 410.0 [M+Na-HO]. HPLC (Method A): Rt. 3.0 min, HPLC
purity 95.3%

The following compounds were prepared according to the same two-steps protocol
described for Example 6:
Example 36: ({(1R)-2-(3-ethylphenyl)-1-{[3-(5-phenyl-1,2,4-oxadiazol-3-

yl)propanoyl]lamino}ethyl)boronic acid

Pale brown solid. '"H NMR (400 MHz, DMSO-d6): & 8.06-8.08 (m, 2H), 7.67-7.71 (m, 1H),
7.59-7.63 (m, 2H), 7.07-7.10 (m, 1H), 6.90-6.97 (m, 3H), 3.17-3.20 (m, 1H), 2.93 (t, J= 7.6
Hz, 2H), 2.65-2.79 (m, 2H), 2.48-2.54 (m, 4H), 1.13 (t, J= 7.9 Hz, 3H). MS (ESI+): 376.3
[M+H-H,0]. HPLC (Method A): Rt. 4.0 min, HPLC purity 97.0%
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Example 37: [(1R)-1-{[3-(5-phenyl-1,2,4-0oxadiazol-3-yl)propanoyllamino}-2-(3-
thienyl)ethyl]boronic acid

O

N -OH
Q Y\)L”

=N

o—m
I

White solid. "H NMR (400 MHz, DMSO-d6): & 8.06-8.09 (m, 2H), 7.67-7.71 (m, 1H), 7.59-
7.63 (m, 2H), 7.31-7.33 (m, 1H), 7.03 (s, 1H), 6.89-6.91 (m, 1H), 3.15-3.19 (m, 1H), 2.93-
2.97 (m, 2H), 2.68-2.83 (m, 2H), 2.55-2.57 (m, 2H). MS (ESI+): 354.0 [M+H-H,O]. HPLC
(Method A): Rt. 3.3 min, HPLC purity 97.8%

Example 39: {(1R)-1-{[3-(5-phenyl-1,2,4-oxadiazol-3-yl)propanoyllamino}-2-[3-
(trifluoromethyl)phenyllethyl}boronic acid
CF

]

N _OH
0 NH

=N

o—w
I

Off-white solid. "H NMR (400 MHz, DMSO-ds): 5 8.04 (d, J= 7.2 Hz, 2H), 7.66-7.69 (m, 1H),
7.58-7.62 (m, 2H), 7.40-7.45 (m, 4H), 3.17-3.20 (m, 1H), 2.85-2.91 (m, 3H), 2.70-2.76 (m,
1H), 2.49-2.51 (m, 2H). MS (ESI+): 416.2 [M+H-H,0]. HPLC (Method B): Rt. 4.1 min,
HPLC purity 96.9%

Example 40: [(1R)-1-{[3-(4-phenyl-1H-1,2,3-triazol-1-yl)propanoyl]amino}-2-(3-
thienyl)ethyl]lboronic acid
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White solid. "H NMR (400 MHz, DMSO-de): & 8.37 (s, 1H), 7.79 (d, J= 8.4 Hz, 2H), 7.42 (t,
J= 8.4 Hz, 2H), 7.30-7.33 (m, 1H), 7.24-7.26 (m, 1H), 6.90 (s, 1H), 6.80 (d, J= 8.4 Hz, 2H),
4.53-4.62 (m, 2H), 3.12-3.16 (m, 1H), 2.63-2.77 (m, 4H). MS (ESI+): 353.0 [M+H-H,0].
HPLC (Method A): Rt 3.0 min, HPLC purity 99.7%

Example 41: [(1R)-1-{[3-(1-phenyl-1H-1,2 3-triazol-4-yl)propanoyllamino}-2-(3-
thienyl)ethyl]lboronic acid

Off-white solid. "H NMR (400 MHz, DMSO-ds): & 8.39 (s, 1H), 7.78-7.80 (m, 2H), 7.54-7.58
(m, 2H), 7.44-7 47 (m, 1H), 7.27-7.29 (m, 1H), 6.91 (s, 1H), 6.85 (d, J= 4.8 Hz, 1H), 2.92-
3.11 (m, 1H), 2.88-2.92 (m, 2H), 2.74-2.79 (m, 1H), 2.63-2.69 (m, 1H), 2.46-2.49 (m, 2H).
MS (ESI+): 353.0 [M+H-H,0]. HPLC (Method A): Rt 2.9 min, HPLC purity 95.1%

Example 42: ((1R)-2-(3-ethylphenyl)-1-{[(1-oxoisoquinolin-2(1H)-

yl)acetyllamino}ethyl)boronic acid

N O
N\)J\N g-CH
H 1
o)

OH

White solid. "H NMR (400 MHz, DMSO-de): & 8.82 (s, 1H), 8.19 (d, J= 8.0 Hz, 1H), 7.66-
7.72 (m, 1H), 7.61-7.63 (m, 1H), 7.46-7.50 (m, 1H), 7.31 (d, J= 8.0 Hz, 1H), 6.98-7.02 (m,
1H), 6.87-6.92 (m, 2H), 6.57 (d, J= 8.0 Hz, 1H), 4.71-4.76 (m, 2H), 2.66-2.70 (m, 2H), 2.49-
2.50 (m, 1H), 2.45-2.48 (m, 2H), 1.08 (t, J= 8.0 Hz, 3H). MS (ESI+): 361.3 [M+H-H,0].

The following compounds were prepared according to the same two-step protocol
described for Example 17:

Example 43: (R)-(1-(4-(4-methoxyphenyl)-4-oxobutanamido)-2-(4-
(trifluoromethoxy)phenyl)ethyl)boronic acid
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Pale brown solid. "H NMR (400 MHz, DMSO-de): & 7.90 (dd, J = 1.92, 6.96 Hz, 2H), 7.26
(d, J = 8.64 Hz, 2H), 7.18 (d, J = 8.12 Hz, 2H), 7.00-7.03 (m, 2H), 3.80 (s, 3H), 3.08-3.12
(m, 3H), 2.78-2.83 (m, 1H), 2.65-2.70 (m, 1H), 2.39 (t, J = 6.88 Hz, 2H). MS (ESI+): 422.2
[M+H-H,0]. HPLC (Method A): Rt. 4.0 min, HPLC purity 97.3%

Example 44: ((1R)-1-(2-benzyl-4-(4-methoxyphenyl)-4-oxobutanamido)-2-(4-
(trifluoromethoxy)phenyl)ethyl)boronic acid

White solid. 'H NMR (400 MHz, DMSO-ds): & 7.82 (d, J = 8.88 Hz, 2H), 7.22-7.26 (m, 2H),
7.14-7.18 (m, 3H), 7.05-7.07 (m, 4H), 6.98 (d, J = 8.92 Hz, 2H), 3.77 (s, 3H), 3.18-3.24 (m,
1H), 2.95-3.04 (m, 2H), 2.73-2.83 (m, 2H), 2.59-2.71 (m, 3H). MS (ESI+): 512.2 [M+H-
H,0]. HPLC (Method A): Rt. 4.9 min, HPLC purity 73.2%+19.5%

Example 45: ((R)-1-((R)-2-benzyl-4-(4-methoxyphenyl)-4-oxobutanamido)-2-(4-
methoxy-3-(trifluoromethyl)phenyl)ethyl)boronic acid
F.__F

F
o)
i
N _OH
-~ H

o
White solid. '"H NMR (400 MHz, DMSO-de): & 7.82 (d, J = 8.92 Hz, 2H), 7.32-7.32 (m, 1H),
7.21-7.26 (m, 3H), 7.13-7.18 (m, 3H), 6.97-6.99 (m, 3H), 3.81-3.83 (m, 3H), 3.74 (s, 3H),
3.14-3.16 (m, 1H), 2.98-3.07 (m, 2H), 2.68-2.84 (m, 3H), 2.53-2.60 (m, 2H). MS (ESI+):
526.2 [M+H-H;O]. HPLC (Method A): Rt. 4.7 min, HPLC purity 95.8%

~

-
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Example 46: (R)-(2-(4-methoxy-3-(trifluoromethyl)phenyl)-1-(4-(4-methoxyphenyl)-4-

oxobutanamido)ethyl)boronic acid

White solid. "H NMR (400 MHz, DMSO-d;): & 7.88-7.92 (m, 2H), 7.38-7.39 (m, 2H), 7.10
(d, J =8.84 Hz, 1H), 7.00-7.04 (m, 2H), 3.81 (s, 6H), 3.05-3.13 (m, 3H), 2.75-2.80 (m, 1H),
2.61-2.67 (m, 1H), 2.32-2.40 (m, 2H). MS (ESI+): 436.2 [M+H-H,0O]. HPLC (Method A): Rt.
3.9 min, HPLC purity 95.7%

Example 47: (R)-(2-(3-fluoro-5-methoxyphenyl)-1-(4-(4-methoxyphenyl)-4-

oxobutanamido)ethyl)boronic acid

O/
|
(o]
0 F
WN B/OH
H |
(0] OH

White solid. '"H NMR (400 MHz, DMSO-de): & 7.91 (d, J = 8.84 Hz, 2H), 7.02 (d, J = 8.88
Hz, 2H), 6.55-6.59 (m, 3H), 3.81 (s, 3H), 3.71 (s, 3H), 3.09-3.13 (m, 3H), 2.73-2.78 (m, 1H),
2.60-2.66 (m, 1H), 2.49-2.50 (m, 2H), 2.38-2.40 (m, 1H). MS (ESI+): 386.2 [M+H-H,0].
HPLC (Method A): Rt. 3.4 min, HPLC purity 99.3%

Example 48: (R)-(1-(4-(4-methoxyphenyl)-4-oxobutanamido)-2-(3-
(trifluoromethoxy)phenyl)ethyl)boronic acid

F
|

) 1
(0] (o] F

Off-white solid. "H NMR (400 MHz, DMSO-ds): & 7.89-7.92 (m, 2H), 7.34-7.38 (m, 1H),
7.18-7.20 (m, 1H), 7.13-7.14 (m, 2H), 7.00-7.04 (m, 2H), 3.82 (s, 3H), 3.08-3.17 (m, 3H),
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2.82-2.87 (m, 1H), 2.70-2.73 (m, 1H), 2.39-2.40 (m, 2H). MS (ESI+): 422.2 [M+H-H,0].
HPLC (Method A): Rt. 4.0 min, HPLC purity 99.0%

Example 49: ((1R)-1-(2-benzyl-4-(4-methoxyphenyl)-4-oxobutanamido)-2-(3-fluoro-5-
methoxyphenyl)ethyl)boronic acid

White solid. "H NMR (400 MHz, DMSO-de): & 7.79-7.80 (m, 2H), 7.11-7.25 (m, 5H), 6.95-
6.97 (M, 2H), 6.43-6.49 (m, 2H), 6.35 (d, J = 9.36 Hz, 1H), 3.76 (s, 1H), 3.65 (s, 3H), 3.19-
3.25 (m, 1H), 3.00-3.02 (m, 1H), 2.77-2.98 (m, 3H), 2.61-2.66 (m, 2H), 2.44-2.46 (m, 1H).
MS (ESI+): 476.2 [M+H-H,0]. HPLC (Method A): Rt. 4.4 min, HPLC purity 72.2%+23.0%

Example 50: (R)-(2-(4-fluoro-3-(trifluoromethyl)phenyl)-1-(4-(4-methoxyphenyl)-4-

oxobutanamido)ethyl)boronic acid

_OH

White solid. "H NMR (400 MHz, DMSO-de): & 7.89 (d, J = 8.00 Hz, 2H), 7.48-7.52 (m, 2H),
7.29-7.34 (m, 1H), 7.01 (d, J = 8.00 Hz, 2H), 3.80 (s, 3H), 3.07-3.12 (m, 3H), 2.81-2.86 (m,
1H), 2.66-2.72 (m, 1H), 2.50-2.51 (m, 2H), 2.35-2.39 (m, 2H). MS (ESI+): 424.2 [M+H-
H,0]. HPLC (Method A): Rt. 4.0 min, HPLC purity 98.6%

Example 58: (R)-(2-(3-ethylphenyl)-1-(3-(1-phenyl-1H-1,2,3-triazol-4-

yl)propanamido)ethyl)boronic acid
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White solid. 'H NMR (400 MHz, DMSO-de): & 8.40 (s, 1H), 7.83-7.83 (m, 2H), 7.54-7.58
(m, 2H), 7.44-7 .47 (m, 1H), 7.05-7.09 (m, 1H), 6.87-6.94 (m, 3H), 3.12-3.16 (m, 1H), 2.86-
2.90 (m, 2H), 2.73-2.74 (m, 1H), 2.60-2.66 (m, 1H), 2.41-2.51 (m, 4H), 1.11 (t, J = 7.60 Hz,
3H). MS (ESI+): 375.2 [M+H-H,0]. HPLC (Method A): Rt. 3.6 min, HPLC purity 96.8%

Example 61: (R)(2-(3-fluoro-5-methoxyphenyl)-1-(3-(5-phenyl-1,2,4-oxadiazol-3-
yl)propanamido)ethyl)boronic acid

O/
(0] F
NM /OH
X N B
Q H |
=N OH

White solid. "H NMR (400 MHz, DMSO-dg): & 8.03-8.03 (m, 2H), 7.57-7.68 (m, 3H), 6.47-
6.52 (m, 3H), 3.65 (s, 3H), 3.11-3.14 (m, 1H), 2.90-2.94 (m, 2H), 2.71-2.76 (m, 1H), 2.58-
2.63 (m, 1H), 2.51-2.53 (m, 2H). MS (ESI+): 396.2 [M+H-H,0O]. HPLC (Method A): Rt. 3.6
min, HPLC purity 97.1%

The following compounds were prepared according to the same two-step protocol
described for Example 1:

Example 51: (R)-(1-(3-(1H-benzo[d]imidazol-1-yl)propanamido)-2-(4-
(trifluoromethoxy)phenyl)ethyl)boronic acid
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//\NA/‘\H B/OH

N ]
@ OH

Off-white solid. "H NMR (400 MHz, DMSO-ds): & 8.09 (s, 1H), 7.64 (d, J = 7.56 Hz, 1H),
7.57 (d, J = 7.68 Hz, 1H), 7.19-7.28 (m, 2H), 6.96 (d, J = 8.08 Hz, 2H), 6.85 (d, J = 8.56 Hz,
2H), 4.40 (t, J = 6.32 Hz, 2H), 3.07-3.10 (m, 1H), 2.49-2.70 (m, 4H). MS (ESI+): 426.0
[M+Na-H,0]. HPLC (Method A): Rt. 3.2 min, HPLC purity 96.5%

Example 52: (R)-(2-(3-ethylphenyl)-1-(3-(4-phenyl-1H-1,2,3-triazol-1-
yl)propanamido)ethyl)boronic acid

Off-white solid. "H NMR (400 MHz, DMSO-ds): 5 8.30 (s, 1H), 7.77 (d, J = 7.20 Hz, 2H),
7.41 (t, J=7.76 Hz, 3H), 7.29-7.33 (m, 1H), 7.00 (t, J = 7.52 Hz, 1H), 6.88 (d, J = 7.88 Hz,
1H), 6.81 (s, 1H), 6.75 (d, J = 7.40 Hz, 1H), 3.07-3.11 (m, 1H), 2.66-2.70 (m, 3H), 2.55-
2.57 (m, 1H), 2.39-2.44 (m, 2H), 1.03 (t, J = 7.96 Hz, 3H). MS (ESI+): 397.2 [M+Na-H,0].
HPLC (Method A): Rt. 3.7 min, HPLC purity 96.5%

Example 53: (R)-(1-(3-(1H-benzo[d]imidazol-1-yl)propanamido)-2-(4-methoxy-3-
(trifluoromethyl)phenyl)ethyl)boronic acid

%N/\/\N B/OH

N H \
@ OH
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White solid. 'H NMR (400 MHz, DMSO-de): & 8.09 (s, 1H), 7.65 (d, J = 8.24 Hz, 1H), 7.56
(d, J = 7.40 Hz, 1H), 7.19-7.29 (m, 3H), 6.91 (dd, J = 1.92, 8.54 Hz, 1H), 6.81 (d, J = 8.56
Hz, 1H), 4.39 (t, J = 6.76 Hz, 2H), 3.76 (s, 3H), 3.09-3.13 (m, 1H), 2.67-2.70 (m, 1H), 2.54-
2.61 (m, 3H). MS (ESI+): 440.0 [M+Na-H,0]. HPLC (Method A): Rt. 3.0 min, HPLC purity
94.5%

Example 54: (R)-(2-(3-ethylphenyl)-1-(3-(2-methyl-1H-benzo[d]imidazol-1-
yl)propanamido)ethyl)boronic acid

White solid. 'H NMR (400 MHz, DMSO-ds): & 7.43-7.50 (m, 2H), 7.13-7.17 (m, 2H), 6.89-
6.99 (m, 2H), 6.77 (s, 1H), 6.59 (d, J = 7.40 Hz, 1H), 4.28-4.32 (m, 2H), 3.10-3.13 (m, 1H),
2.52-2.62 (m, 4H), 2.40-2.44 (m, 2H), 1.07 (t, J = 7.60 Hz, 3H). ). MS (ESI+): 384.2 [M+Na-
H,0]. HPLC (Method A): Rt. 3.0 min, HPLC purity 98.7%

Example 55: (R)-(1-(3-(2-methyl-1H-benzo[d]imidazol-1-yl)propanamido)-2-(thiophen-
3-yl)ethyl)boronic acid

S
| Y

>\ /\)J\ _OH
4
@ "

White solid. "H NMR (400 MHz, DMSO-de): & 7.44-7.50 (m, 2H), 7.11-7.25 (m, 3H), 6.65-
6.68 (M, 2H), 4.28-4.37 (m, 2H), 3.09-3.12 (m, 1H), 2.51-2.68 (m, 7H). MS (ESI+): 362.2
[M+Na-H,0]. HPLC (Method A): Rt. 2.0 min, HPLC purity 93.7%

Example 56: (R)-(2-(4-methoxy-3-(trifluoromethyl)phenyl)-1-(3-(5-phenyl-1,2,4-

oxadiazol-3-yl)propanamido)ethyl)boronic acid
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White solid. "H NMR (400 MHz, DMSO-de): & 8.06 (d, J = 7.20 Hz, 2H), 7.59-7.70 (m, 3H),
7.31-7.35 (m, 2H), 7.04 (d, J = 8.44 Hz, 1H), 3.76 (s, 3H), 3.14-3.17 (m, 1H), 2.90-2.94 (m,
2H), 2.76-2.81 (m, 1H), 2.63-2.68 (m, 1H), 2.48-249.00 (m, 2H). MS (ESI+): 446.2 [M+H-
H,0]. HPLC (Method A): Rt. 4.0 min, HPLC purity 97.7%

Example 57: (R)-(1-(3-(1H-benzo[d]imidazol-1-yl)propanamido)-2-(3-fluoro-5-
methoxyphenyl)ethyl)boronic acid

White solid. '"H NMR (400 MHz, DMSO-de): & 8.07 (s, 1H), 7.54-7.62 (m, 2H), 7.17-7.26 (m,
2H), 6.51-6.54 (m, 1H), 6.50 (s, 1H), 6.37-6.45 (m, 1H), 4.36-4.40 (m, 2H), 3.64 (s, 3H),
3.11-3.14 (m, 1H), 2.53-2.69 (m, 4H). MS (ESI+): 390.2 [M+Na-H,0]. HPLC (Method A):
Rt. 2.5 min, HPLC purity 98.8%

Example 59: (R)-(1-(3-(1H-benzo[d]imidazol-1-yl)propanamido)-2-(3-
(trifluoromethoxy)phenyl)ethyl)boronic acid
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White solid. "H NMR (400 MHz, DMSO-ds): & 8.08 (s, 1H), 7.55-7.57 (m, 1H), 7.61-7.63
(m. 1H), 7.15-7.26 (m, 3H), 7.05-7.07 (m, 1H), 7.00 (s, 1H), 6.81-6.83 (m, 1H), 4.39 (¢, J =
6.72 Hz, 2H), 3.15 (t, J = 5.60 Hz, 1H), 2.73-2.78 (m, 1H), 2.57-2.65 (m, 3H). MS (ESI+):
426.2 [M+Na-H,0]. HPLC (Method A): Rt. 3.1 min, HPLC purity 99.6%

Example 60: (R)-(1-(3-(5-phenyl-1,2,4-oxadiazol-3-yl)propanamido)-2-(3-
(trifluoromethoxy)phenyl)ethyl)boronic acid

F
O>kF
0
N _OH
0 NH B
=N OH

White solid. '"H NMR (400 MHz, DMSO-de): & 8.04-8.05 (m, 2H), 7.58-7.70 (m, 3H), 7.29-
7.33 (m, 1H), 7.08-7.29 (m, 3H), 3.17-3.21 (m, 1H), 2.82-2.93 (m, 3H), 2.67-2.73 (m, 1H),
2.49-2.51 (m, 2H). MS (ESI+): 432.0 [M+H-H,0]. HPLC (Method A): Rt. 4.2 min, HPLC
purity 98.3%

Example 62: ((R)-1-((R)-2-benzyl-3-(1-phenyl-1H-1,2,3-triazol-4-yl)propanamido)-2-
(thiophen-3-yl)ethyl)boronic acid

S
1@
0
N g-OH
S \
d X OH

White solid. "H NMR (400 MHz, DMSO-ds): & 8.39 (s, 1H), 7.76-7.78 (m, 2H), 7.53-7.57 (m,
2H), 7.44-7.46 (m, 1H), 7.23-7.27 (m, 3H), 7.16-7.18 (m, 3H), 6.62-6.67 (m, 2H), 3.07-3.10
(m, 1H), 2.81-2.94 (m, 3H), 2.71-2.75 (m, 1H), 2.56-2.66 (m, 3H). MS (ESI+): 443.2 [M+H-

H,0]. HPLC (Method A): Rt. 4.0 min, HPLC purity 97.7%

Example 63: ((R)-1-((S)-2-benzyl-3-(1-phenyl-1H-1,2,3-triazol-4-yl)propanamido)-2-
(thiophen-3-yl)ethyl)boronic acid
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White solid. '"H NMR (400 MHz, DMSO-ds): & 8.39 (s, 1H), 7.75-7.77 (m, 2H), 7.52-7.56 (m,
2H), 7.44-7.45 (m, 1H), 7.23-7.27 (m, 2H), 7.15-7.19 (m, 4H), 6.61-6.64 (m. 2H), 2.84-2.95
(m, 4H), 2.63-2.70 (m, 3H), 2.52-2.54 (m, 1H). MS (ESI+): 443.2 [M+H-H,0O]. HPLC
(Method A): Rt. 4.0 min, HPLC purity 99.6%

Example 64: (R)-(1-(3-(1H-benzo[d]imidazol-1-yl)propanamido)-2-(4-fluoro-3-
(trifluoromethyl)phenyl)ethyl)boronic acid

//\N/\)L B/OH

N
N H 1
@ OH

White solid. '"H NMR (400 MHz, DMSO-de): & 8.07 (s, 1H), 7.63 (d, J = 8.00 Hz, 1H), 7.54
(d, J=8.00 Hz, 1H), 7.39-7.41 (m, 1H), 7.18-7.27 (m, 2H), 7.04-7.10 (m, 2H), 4.38 (t, J =
6.60 Hz, 2H), 3.08-3.12 (m, 1H), 2.71-2.76 (m, 1H), 2.56-2.62 (m, 3H). MS (ESI+): 428.0
[M+Na-H,0]. HPLC (Method A): Rt. 3.1 min, HPLC purity 98.8 %

Example 65: (R)-(2-(3-fluoro-5-methoxyphenyl)-1-(3-(4-phenyl-1H-1,2,3-triazol-1-
yl)propanamido)ethyl)boronic acid
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White solid. "H NMR (400 MHz, DMSO-dg): & 8.37 (s, 1H), 7.78 (d, J = 8.00 Hz, 2H), 7.39-
7.43 (m, 2H), 7.29-7.32 (m, 1H), 6.46-6.53 (m, 3H), 4.55 (t, J = 6.80 Hz, 2H), 3.66 (s, 3H),
3.13-3.17 (m, 1H), 2.58-2.75 (m, 4H). MS (ESI+): 395.3 [M+H-H,Q]. HPLC (Method A): Rt.
3.4 min, HPLC purity 98.6%

Example 66: (R)-(1-(3-(4-phenyl-1H-1,2 3-triazol-1-yl)propanamido)-2-(3-(2,2,2-
trifluoroethyl)phenyl)ethyl)boronic acid

White solid. "H NMR (400 MHz, DMSO-dg): 8 8.40 (s, 1H), 7.77-7.80 (m, 2H), 7.40-7.43
(m, 2H), 7.23-7.33 (m, 2H), 7.01-7.05 (m, 3H), 4.54 (t, J = 6.80 Hz, 2H), 3.15-3.19 (m, 1H),
2.79-2.83 (m, 1H), 2.63-2.69 (m, 3H). MS (ESI+): 431.0 [M+H-H,0]. HPLC (Method A): Rt.
4.0 min, HPLC purity 96.2%

Example 67: (R)-(1-(3-(1H-benzo[d]imidazol-1-yl)propanamido)-2-(3-
ethoxyphenyl)ethyl)boronic acid

White solid. '"H NMR (400 MHz, DMSO-ds): & 8.07 (s, 1H), 7.62 (d, J = 7.60 Hz, 1H), 7.56
(d, J=7.60 Hz, 1H), 7.17-7.26 (m, 2H), 6.95 (t, J = 8.00 Hz, 1H), 6.58-6.63 (m, 2H), 6.39
(d, J=8.00 Hz, 1H), 4.39 (t, J = 6.40 Hz, 2H), 3.85-3.90 (m, 2H), 3.11-3.13 (m, 1H), 2.55-
2.64 (m, 4H), 1.24 (t, J = 6.80 Hz, 3H). MS (ESI+): 386.2 [M+Na-H,0]. HPLC (Method A):
Rt. 2.5 min, HPLC purity 98.5 %



WO 2013/092979 PCT/EP2012/076595
89

Example 68: (R)-(2-(3-ethoxyphenyl)-1-(3-(5-phenyl-1,2,4-oxadiazol-3-

yl)propanamido)ethyl)boronic acid

White solid. "H NMR (400 MHz, DMSO-dg): & 8.05 (d, J = -8.00 Hz, 2H), 7.65-7.69 (m, 1H),

5 7.58-7.62 (m, 2H), 7.06 (t, J = 7.60 Hz, 1H), 6.63-6.67 (m, 3H), 3.89-3.94 (m, 2H), 3.14-
3.17 (m, 1H), 2.92 (t, J = 7.60 Hz, 2H), 2.71-2.76 (m, 1H), 2.61-2.64 (m, 1H), 2.52-2.59 (m,
2H), 1.26-1.28 (m, 3H). MS (ESI+): 392.3 [M+H-H,Q]. HPLC (Method A): Rt. 3.7 min,
HPLC purity 98.7%

10  Example 69: (R){(1-(3-(1H-benzo[d]imidazol-1-yl)propanamido)-2-(4-fluoro-3-
methoxyphenyl)ethyl)boronic acid

N H |
@ OH
White solid. "H NMR (400 MHz, DMSO-ds): & 8.07 (s, 1H), 7.62 (d, J = 8.00 Hz, 1H), 7.55
15 (d, J=8.00 Hz, 1H), 7.19-7.27 (m, 2H), 6.74-6.81 (m, 2H), 6.27-6.30 (m, 1H), 4.40 (t, J =

6.40 Hz, 2H), 3.66 (s, 3H), 3.05-3.09 (m, 1H), 2.60-2.64 (m, 3H), 2.54-2.58 (m, 1H). MS
(ESI+): 386.2 [M+H-H,0]. HPLC (Method A): Rt. 2.4 min, HPLC purity 96.6%

Example 70: (2-(3-ethoxyphenyl)-1-(3-(4-phenyl-1H-1,2,3-triazol-1-
20  ylpropanamido)ethyl)boronic acid
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White solid. "H NMR (400 MHz, DMSO-ds): 5 8.34 (s, 1H), 7.78 (d, J = 8.00 Hz, 2H), 7.42
(t, J=13.88 Hz, 2H), 7.29-7.33 (m, 1H), 6.99-7.03 (m, 1H), 6.59-6.62 (m, 2H), 6.55 (d, J =
8.00 Hz, 1H), 4.55 (t. J = 7.24 Hz, 2H), 3.85-3.91 (m, 2H), 3.12-3.15 (m, 1H), 2.66-2.71 (m,
3H), 2.58-2.61 (m, 1H), 1.24 (t, J = 7.00 Hz, 3H). MS (ESI+): 413.3 [M+Na-H,0]. HPLC
(Method A): Rt. 3.4 min, HPLC purity 98.5 %

Example 71: (R)(2-(4-fluoro-3-(trifluoromethyl)phenyl)-1-(3-(4-phenyl-1H-1,2,3-triazol-
1-yl)propanamido)ethyl)boronic acid

F_ _F
F
F
@)
N\/\)‘L _OH
N N N P
— OH

White solid. '"H NMR (400 MHz, DMSO-ds): & 8.35 (s, 1H), 7.76-7.78 (m, 2H), 7.39-7.45 (m,
3H), 7.29-7.32 (m, 2H), 7.15-7.20 (m, 1H), 4.53 (t, J = 8.00 Hz, 2H), 3.11-3.14 (m, 1H),
2.77-2.82 (m, 1H), 2.62-2.69 (m, 3H). MS (ESI+): 433.3 [M+H-H,0]. HPLC (Method A): Rt.
3.9 min, HPLC purity 98.1%

Example 72: (R)-(1-(3-(1H-benzo[d]imidazol-1-yl)propanamido)-2-(3-methoxy-4-
methylphenyl)ethyl)boronic acid
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White solid. '"H NMR (400 MHz, DMSO-de): 5 8.06 (s, 1H), 7.62 (d, J = 8.00 Hz, 1H), 7.54
(d, J=8.00 Hz, 1H), 7.19-7.27 (m, 2H), 6.77 (d, J = 8.00 Hz, 1H), 6.54 (s, 1H), 6.26 (d, J =
8.00 Hz, 1H), 4.40 (t, J = 6.40 Hz, 2H), 3.59 (s, 3H), 3.09 (t, J = 7.20 Hz, 1H), 2.58-2.63 (m,
4H), 1.98 (s, 3H). MS (ESI+): 386.2 [M+Na-H,O]. HPLC (Method A): Rt. 2.7 min, HPLC
purity 97.1%

Example 73: (R)-(2-(3-ethylphenyl)-1-(3-(4-(2-methoxyphenyl)-1H-1,2,3-triazol-1-
yl)propanamido)ethyl)boronic acid

White solid. "H NMR (400 MHz, DMSO-d;): & 8.25 (s, 1H), 8.07-8.09 (m, 1H), 7.28-7.32
(m, 1H), 6.97-7.09 (m, 3H), 6.87 (d, J = 8.00 Hz, 1H), 6.82 (s, 1H), 6.77 (d, J = 8.00 Hz,
1H), 4.56 (t, J = 8.00 Hz, 2H), 3.85 (s, 3H), 3.13-3.17 (m, 1H), 2.59-2.71 (m, 4H), 2.37-2.43
(m, 2H), 1.03 (t, J = 8.00 Hz, 3H). MS (ESI+): 427.2 [M+Na-H,0]. HPLC (Method A): Rt.
3.8 min, HPLC purity 97.6%

Example 74: (R)-(2-(3-ethylphenyl)-1-(3-(4-(3-methoxyphenyl)-1H-1,2,3-triazol-1-
yl)propanamido)ethyl)boronic acid
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White solid. "H NMR (400 MHz, DMSO-de): & 8.37 (s, 1H), 7.33-7.35 (m, 3H), 6.99-7.03 (m,
1H), 6.84-6.90 (m, 3H), 6.78 (d, J = 8.00 Hz, 1H), 4.55 (t, J = 12.00 Hz, 2H), 3.79 (s, 3H),
3.10-3.14 (m, 1H), 2.65-2.69 (m, 3H), 2.58-2.60 (m, 1H), 2.41-2.46 (m, 2H), 1.06-1.08 (m,
3H). MS (ESI+): 427.2 [M+Na-H,0]. HPLC (Method A): Rt. 3.7 min, HPLC purity 98.0%

Example 75: (R)-(2-(3-ethylphenyl)-1-(3-(4-(4-methoxyphenyl)-1H-1,2,3-triazol-1-
yl)propanamido)ethyl)boronic acid

White solid. 'H NMR (400 MHz, DMSO-d6): 5 8.23 (s, 1H), 7.71 (d, J = 8.00 Hz, 2H), 6.96-
7.04 (m, 4H), 6.85-6.91 (m, 1H), 6.79 (d, J = 8.00 Hz, 1H), 4.53 (t, J = 8.00 Hz, 2H), 3.11-
3.15 (m, 1H), 2.54-2.73 (m, 4H), 2.42-2.45 (m, 2H), 1.05-1.09 (m, 3H). MS (ESI+): 427.2
[M+Na-H,0]. HPLC (Method A): Rt. 3.6 min, HPLC purity 98.1%

Example 76: (R)-(2-(3-ethylphenyl)-1-(3-(4-(pyridin-3-yl)-1H-1,2,3-triazol-1-
yl)propanamido)ethyl)boronic acid
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White solid. "H NMR (400 MHz, DMSO-d6): 5 8.95 (s, 1H), 8.45-8.49 (m, 2H), 8.15-8.17
(m, 1H), 7.46-7.49 (m, 1H), 6.98-7.02 (m, 1H), 6.83-6.88 (m, 2H), 6.77 (d, J = 8.00 Hz, 1H),
4.55-4.59 (m, 2H), 3.11-3.13 (m, 1H), 2.67-2.70 (m, 3H), 2.57-2.59 (m, 1H), 2.39-2.45 (m,
2H), 1.04 (t, J = 8.00 Hz, 3H). MS (ESI+): 398.3 [M+Na-H,0]. HPLC (Method A): Rt. 2.4
min, HPLC purity 97.9%

Example 78: (R)-(1-acetamido-2-(benzofuran-3-yl)ethyl)boronic acid

~,°
0O
M Ao
H |
OH

Step 1: (R)-(1-acetamido-2-(benzofuran-3-yl)ethyl)boronic acid(+)-pinanediol ester

A cooled (-10 °C) solution of Intermediate 18 (700 mg, 1.54 mmol) in anhydrous
dichloromethane (20 ml) was treated with diisopropylethylamine (0.8 ml, 4.6 mmol) and
acetyl chloride (0.09 ml, 1.54 mmol). The reaction mixture was stirred at -10 °C for 3h. The
reaction mixture was concentrated under reduced pressure keeping an external bath
temperature below 30 °C, and then 25 ml ethyl acetate were added. The organic layer was
washed with brine, dried over sodium sulfate and concentrated. The desired product (520
mg, 88 %) was isolated by purification by chromatography on silica gel, eluting with 2 %
methanol in dichloromethane.

MS (ESI+): 382.3

Step 2: (R)-(1-acetamido-2-(benzofuran-3-yl)ethyl)boronic acid

A cooled (0 °C) solution of (R)-(1-acetamido-2-(benzofuran-3-yl)ethyl)boronic acid(+)-
pinanediol ester (520 mg, 1.35 mmol) in methanol / pentane (1:1, 30 mL) was treated with
2-methylpropyl boronic acid (545 mg, 5.4 mmol) and an aqueous HCI solution (1.5 N, 1 mL)

and the reaction mixture was stirred at room temperature for 15 h. The reaction mixture
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was then extracted with pentane thrice. The aqueous methanol layer was concentrated at
temperature below 30 °C. The residue was treated with ice and basified with an aqueous
(2N) solution of NaOH and extracted with dichloromethane thrice (discarded). The aqueous
layer was then acidified with an aqueous (1.5 N) HCI solution and extracted with
dichloromethane thrice. The DCM layer was dried over sodium sulfate, filtered and
concentrated to give a solid residue, which was triturated with diethylether and lyophilized
to obtain the title compound (42 mg, 26 %) as a white solid.

'"H NMR: (400 MHz, DMSO-ds): 5 7.64 (s, 1H), 7.58-7.60 (d, J =8.0 Hz, 1H), 7.48-7.50 (d, J
= 8.0 Hz, 1H), 7.19-7.28 (m, 2H), 3.09-3.13 (m, 1H), 2.81-2.86 (m, 1H), 2.69-2.75 (m, 1H),
1.77 (s, 3H).

MS (ESI+): 230.0 [M+H-H,0], HPLC (Method A): Rt 2.0min; HPLC purity 98.8%

The following compounds were synthesized using the same procedure followed for
Example 78

Example 77: (R)-(1-acetamido-2-(3-ethylphenyl)ethyl)boronic acid

O

|
/\N B/OH
H |
OH

Pale pink solid. '"H NMR (400 MHz, DMSO-dg): & 7.11-7.15 (m, 1H), 6.93-6.98 (m, 3H),
2.98-3.01 (m, 1H), 2.71-2.76 (m, 1H), 2.49-2.54 (m, 3H), 1.77 (s, 3H), 1.10-1.14 (m, 3H).
MS (ESI+): 218.0 [M+H-H,0]. HPLC (Method A): Rt. 2.4 min, HPLC purity 98.0%

Example 95: (R)-(1-acetamido-2-(naphthalen-2-yl)ethyl)boronic acid

White solid. 'H NMR: (400 MHz, DMSO-de): & 7.76-7.78 (m, 3H), 7.61 (s, 1H), 7.38-7.46
(m, 2H), 7.32-7.35 (m, 1H), 3.04-3.08 (m, 1H), 2.90-2.95 (m, 1H), 2.73-2.78 (m, 1H), 1.79
(s, 3H). MS (ESI+): 240.3 [M+H-H,0]. HPLC (Method A): Rt. 2.6 min, HPLC purity 92.4%

Example 108: (R)-(1-acetamido-2-(5-methoxybenzofuran-3-yl)ethyl)boronic acid
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White solid. '"H NMR: (400 MHz, DMSO-dg): 8 7.60 (s, 1H), 7.38 (d, J = 8.88 Hz, 1H), 7.09-
7.10 (m, 1H), 6.84 (dd, J = 2.56, 8.92 Hz, 1H), 3.76 (s, 3H), 3.08-3.12 (m, 1H), 2.78-2.83
(m, 1H), 2.66-2.72 (m, 1H), 1.79 (s, 3H). MS (ESI+): 260.0 [M+H-H,0]. HPLC (Method A):
Rt. 2.2 min, HPLC purity 96.5%

Example 79: (R)-(2-(benzofuran-3-yl)-1-(3-(4-methoxyphenyl)propanamido)ethyl)
boronic acid

Step 1: (R)-(2-(benzofuran-3-yl)-1-(3-(4-methoxyphenyl)propanamido)ethyl) boronic acid
pinacol ester.
A cooled (-10 °C) solution of Intermediate 18 (170 mg, 0.37 mmol) in anhydrous N,N-

dimethylformamide (20 ml) was treated with diisopropylethylamine (0.2 ml, 1.1 mmol) and
3-(4-methoxyphenyl)propionic acid (67 mg, 0.37 mmol) and TBTU (142 mg, 0.44 mmol).
The reaction mixture was stirred at -10 °C for 3h. The reaction mixture was concentrated
under reduced pressure keeping an external bath temperature below 30 °C, and then 25 ml
ethyl acetate were added. The organic layer was washed with brine, dried over sodium
sulfate and concentrated. The desired product (160 mg, 86 %) was isolated by purification
by chromatography on silica gel, eluting with 40 % ethylacetate in petroleum ether.

MS (ESI+): 502.2

Step 2: (R)-(2-(benzofuran-3-yl)-1-(3-(4-methoxyphenyl)propanamido)ethyl) boronic acid

A cooled (0 °C) solution of (R)-(2-(benzofuran-3-yl)-1-(3-(4-methoxyphenyl)propan
amido)ethyl)boronicacid pinacol ester (160 mg, 0.32 mmol) in methanol / pentane (1:1, 20
mL) was treated with 2-methylpropyl boronic acid (129 mg, 1.3 mmol) and an aqueous HCI

solution (1.5 N, 0.5 mL) and the reaction mixture was stirred at room temperature for 15 h.
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The reaction mixture was then extracted with pentane thrice. The aqueous methanol layer
was concentrated at temperature below 30 °C. The residue was treated with ice and
basified with an aqueous (2N) solution of NaOH and exiracted with dichloromethane thrice
(discarded). The aqueous layer was then acidified with an aqueous (1.5 N) HCI solution
and extracted with dichloromethane thrice. The DCM layer was dried over sodium sulfate,
filtered and concentrated to give a solid residue, which was triturated with diethylether and
lyophilized to obtain the title compound (25 mg, 21 %) as a white solid.

'H NMR: (400 MHz, DMSO-ds): 5 7.57 (d, J = 7.68 Hz, 1H), 7.49 (, J = 3.92 Hz, 2H), 7.21-
7.26 (m, 2H), 7.06 (d, J = 8.44 Hz, 2H), 6.77 (d, J = 8.48 Hz, 2H), 3.67 (s, 3H), 3.15-3.17
(m, 1H), 2.65-2.81 (m, 5H), 2.30 (t, J = 7.32 Hz, 2H). MS (ESI+): 350.3 [M+H-H,0]. HPLC
(Method A): Rt. 3.5 min, HPLC purity 93.8%

The following compounds were synthesized using the same procedure followed for

Example 79

Example 80: (R)-(2-(benzofuran-3-yl)-1-(3-(4-fluorophenyl)propanamido)ethyl)
boronic acid

Off-white solid. "H NMR (400 MHz, DMSO-ds): 400 MHz, DMSO-dé: & 7.57 (d, J = 7.16 Hz,
1H), 7.48 (d, J = 6.88 Hz, 1H), 7.15-7.28 (m, 4H), 6.99-7.04 (m, 2H), 3.18 (t, J = 5.72 Hz,
1H), 2.80-2.81 (m, 1H), 2.71-2.75 (m, 3H), 2.32 (t, J = 7.28 Hz, 2H). MS (ESI+): 338.3
[M+H-H,0]. HPLC (Method A): Rt. 3.7 min, HPLC purity 99.0%

Example 81: (R)-(2-(benzofuran-3-yl)-1-(3-(2-fluorophenyl)propanamido)ethyl)
boronic acid

F o}
N B/OH
H |
OH

Off-white solid. "H NMR: (400 MHz, DMSO-de): & 7.57 (d, J = 7.2 Hz, 1H), 7.50-7.52 (m,
2H), 7.18-7.28 (m, 4H), 7.02-7.12 (m, 2H), 3.18-3.21 (m, 1H), 2.73-2.82 (m, 4H), 2.34 (t, J
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= 7.36 Hz, 2H). MS (ESI+): 338.3 [M+H-H,0]. HPLC (Method A): Rt. 3.7 min, HPLC purity
97.9%

Example 82: (R)-(2-(benzofuran-3-yl)-1-(3-(2-methoxyphenyl)propanamido)ethyl)
boronic acid

Pale pink solid. "H NMR: (400 MHz, DMSO-dg): § 7.57 (d, J = 7.00 Hz, 1H), 7.48 (d, J =
7.36 Hz, 2H), 7.20-7.28 (m, 2H), 7.12-7.19 (m, 1H), 7.05-7.07 (m, 1H), 6.91 (d, J = 7.80 Hz,
1H), 6.77-6.81 (m, 1H), 3.73 (s, 1H), 3.12-3.15 (m, 1H), 2.79-2.81 (m, 1H), 2.68-2.74 (m,
3H), 2.29 (t, J = 7.20 Hz, 2H). MS (ESI+): 350.3 [M+H-H,0]. HPLC (Method A): Rt. 3.7
min, HPLC purity 98.1%

Example 84: (R)-(2-(benzofuran-3-yl)-1-(3-(3-methoxyphenyl)propanamido)ethyl)

boronic acid

White solid. 'H NMR: (400 MHz, DMSO-ds): & 7.57 (d, J = 7.08 Hz, 1H), 7.47-7.49 (m, 2H),
7.19-7.28 (m, 2H), 7.14 (t, J = 7.96 Hz, 1H), 6.70-6.73 (m, 3H), 3.68 (s, 3H), 3.16-3.19 (m,
1H), 2.80-2.81 (m, 1H), 2.69-2.74 (m, 3H), 2.34 (t, J = 7.32 Hz, 2H). MS (ESI+): 350.3
[M+H-H,0]. HPLC (Method A): Rt. 3.6 min, HPLC purity 99.7%

Example 85: (R)-(2-(benzofuran-3-yl)-1-(3-(3-fluorophenyl)propanamido)ethyl)

boronic acid
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White solid. '"H NMR :( 400 MHz, DMSO-ds): 5 7.56-7.58 (m, 1H), 7.47-7.49 (m, 2H), 7.19-
7.28 (m, 3H), 6.93-7.00 (m, 3H), 3.17-3.20 (m, 1H), 2.68-2.85 (m, 4H), 2.36 (t, /= 7.36 Hz,
2H). MS (ESI+): 338.3 [M+H-H,0]. HPLC (Method A): Rt. 3.7 min, HPLC purity 98.4%

5  Example 86: (R)-(2-(benzofuran-3-yl)-1-(3-cyclohexylpropanamido)ethyl)boronic acid

O

N B/OH
H |
OH

White solid. "H NMR:(400 MHz, DMSO-ds): & 7.58-7.62 (m, 2H), 7.48 (d, J = 7.92 Hz, 1H),
7.19-7.28 (m, 2H), 3.10-3.13 (m, 1H), 2.80-2.85 (m, 1H), 2.68-2.72 (m, 1H), 2.05 (t, J =
7.92 Hz, 2H), 1.56-1.59 (m, 5H), 1.27-1.32 (m, 2H), 1.04-1.08 (m, 4H), 0.74-0.80 (m, 2H).
10 MS (ESI+): 326.3 [M+H-H,O]. HPLC (Method A): Rt. 4.2 min, HPLC purity 99.2%

Example 87: (R)-(2-(benzofuran-3-yl)-1-(3-(2-oxobenzo[d]thiazol-3(2H)-
yl)propanamido)ethyl)boronic acid

O

0 (0]
XNA)LN B/OH

S H ]
@ OH

15  White solid. "H NMR: (400 MHz, DMSO-de): & 7.57 (d, J = 7.84 Hz, 1H), 7.52 (d, J = 7.56
Hz, 1H), 7.46 (d, J = 8.04 Hz, 1H), 7.41 (s, 1H), 7.13-7.34 (m, 5H), 4.05-4.09 (m, 2H), 3.14-
3.84 (m, 1H), 2.75-2.80 (m, 1H), 2.64-2.70 (m, 1H), 2.43-2.49 (m, 2H). MS (ESI+): 393.0
[M+H-H,0]. HPLC (Method A): Rt. 3.6 min, HPLC purity 98.8%

20  Example 88: (R)-(1-(3-(1H-benzo[d]imidazol-1-yl)propanamido)-2-(benzofuran-3-
yl)ethyl)boronic acid
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White solid. "H NMR: (400 MHz, DMSO-dg): & 8.09 (s, 1H), 7.61-7.63 (m, 1H), 7.56 (d, J =
7.44 Hz, 1H), 7.43-7.46 (m, 2H), 7.18-7.27 (m, 4H), 7.09-7.13 (m, 1H), 4.39-4.43 (m, 2H),
3.13-3.17 (m, 1H), 2.72-2.86 (m, 1H), 2.50-2.66 (m, 3H). MS (ESI+): 382.3 [M+Na-H,O].
HPLC (Method A): Rt. 2.6 min, HPLC purity 94.3%

Example 89: (R)-(2-(benzofuran-3-yl)-1-(3-(4-phenyl-1H-1,2,3-triazol-1-yl)
propanamido)ethyl)boronic acid

White solid. "H NMR: (400 MHz, DMSO-ds): 5 8.34 (s, 1H), 7.76 (d, J = 7.48 Hz, 2H), 7.48
(d, J=7.28 Hz, 2H), 7.41 (t, J=7.52 Hz, 3H), 7.31 (1, J=7.40 Hz, 1H), 7.23 (1, J = 7.52 Hz,
1H), 7.16 (1, J = 7.16 Hz, 1H), 4.55-4.56 (m, 2H), 3.16-3.18 (m, 1H), 2.77-2.86 (m, 1H),
2.66-2.73 (m, 3H). MS (ESI+): 409.2 [M+Na-H,0]. HPLC (Method A): Rt. 3.5 min, HPLC
purity 94.8%

Example 90: (R)-(2-(benzofuran-3-yl)-1-(3-(1-(4-methoxyphenyl)-1H-1,2,3-triazol-4-
yl)propanamido)ethyl)boronic acid

White solid. 'H NMR: (400 MHz, DMSO-ds): 5 8.31 (s, 1H), 7.68 (d, J = 8.92 Hz, 2H), 7.55-
7.57 (m, 2H), 7.45 (d, J = 7.96 Hz, 1H), 7.18-7.27 (m, 2H), 7.08 (d, J = 9.00 Hz, 2H), 3.79
(s, 3H), 3.17-3.21 (m, 1H), 2.82-2.90 (m, 3H), 2.67-2.76 (m, 1H), 2.43-2.50 (m, 2H). MS
(ESI+): 439.3 [M+Na-H,0]. HPLC (Method A): Rt. 3.4 min, HPLC purity 95.0%

Example 91: (R)-(2-(benzofuran-3-yl)-1-(2-(N-methylmethylsulfonamido)
acetamido)ethyl)boronic acid
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White solid. "H NMR: (400 MHz, DMSO-ds): d 7.60-7.60 (m, 2H), 7.48 (d, J = 7.84 Hz, 1H),
7.19-7.28 (m, 2H), 3.68 (d, J = 8.12 Hz, 2H), 3.33-3.36 (m, 1H), 2.87-2.92 (m, 4H), 2.76-
2.82 (m, 1H), 2.66 (s, 3H). MS (ESI+): 337.0 [M+H-H,0]. HPLC (Method A): Rt. 2.8 min,
HPLC purity 97.5%

Example 94: (R)-(2-(benzofuran-3-yl)-1-(3-phenylpropanamido)ethyl)boronic acid

White solid. "H NMR: (400 MHz, DMSO-ds): d 7.56 (d, J = 7.68 Hz, 1H), 7.46-7.49 (m, 2H),
7.18-7.28 (m, 4H), 7.11-7.15 (m, 3H), 3.13-3.15 (m, 1H), 2.79-2.80 (m, 1H), 2.71-2.75 (m,
3H), 2.34 (t, J = 7.32 Hz, 2H). MS (ESI+): 320.2 [M+H-H,0]. HPLC (Method A): Rt. 3.6 min,
HPLC purity 97.6%

Example 96: (R)-(2-(naphthalen-2-yl)-1-(3-(2-oxobenzo[d]thiazol-3(2H)-yl)
propanamido)ethyl)boronic acid

o (@)
»\N& B/OH

N
S H i
@ OH

White solid. "H NMR: (400 MHz, DMSO-ds): 400 MHz, DMSO-d6: 3 7.80 (d, J = 8.32 Hz,
1H), 7.71 (d, J = 8.48 Hz, 2H), 7.60 (d, J = 7.76 Hz, 1H), 7.37-7.43 (m, 3H), 7.30-7.34 (m,
1H), 7.25 (d, J = 8.00 Hz, 1H), 7.15-7.18 (m, 2H), 4.04 (t, J = 6.96 Hz, 2H), 3.19-3.23 (m,
1H), 2.82-2.87 (m, 1H), 2.71-2.77 (m, 1H), 2.41 (t, J = 7.00 Hz, 2H). MS (ESI+): 403.0
[M+H-H,0]. HPLC (Method A): Rt. 3.9 min, HPLC purity 98.6%
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Example 97: (R)-(1-(3-(1H-benzo[d]imidazol-1-yl)propanamido)-2-(naphthalen-2-
ylhethyl)boronic acid

White solid. 'H NMR: (400 MHz, DMSO-dg): & 8.09 (s, 1H), 7.75-7.77 (m, 1H), 7.59-7.65
(m, 3H), 7.54 (dd, J=2.04, 6.80 Hz, 1H), 7.36-7.41 (m, 2H), 7.29 (s, 1H), 7.20-7.27 (m,
2H), 7.06 (dd, J = 1.52, 8.40 Hz, 1H), 4.38-4.41 (m, 2H), 3.20 (d, J = 2.32 Hz, 1H), 2.74-
2.81 (m, 1H), 2.59-2.61 (m, 1H), 2.49-2.57 (m, 2H). MS (ESI+): 392.3 [M+Na-H,0]. HPLC
(Method A): Rt. 2.9 min, HPLC purity 96.5%

Example 98: (R)-(2-(naphthalen-2-yl)-1-(3-(1-phenyl-1H-1,2,3-triazol-4-yl)

propanamido)ethyl)boronic acid

White solid. "H NMR: (400 MHz, DMSO-ds): 5 8.37 (s, 1H), 7.78-7.78 (m, 3H), 7.69-7.72
(m, 2H), 7.52-7.57 (m, 3H), 7.46 (d, J = 7.40 Hz, 1H), 7.36-7.41 (m, 2H), 7.25 (dd, J = 1.48,
8.44 Hz, 1H), 3.17-3.20 (m, 1H), 2.87-2.94 (m, 3H), 2.75-2.81 (m, 1H), 2.42-2.50 (m, 2H).
MS (ESI+): 419.2 [M+Na-H,0]. HPLC (Method A): Rt. 3.7 min, HPLC purity 96.7%

Example 99: (R)-(2-(naphthalen-2-yl)-1-(3-(1-(pyridin-3-yl)-1H-1,2,3-triazol-4-yl)

propanamido)ethyl)boronic acid
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White solid. "H NMR: (400 MHz, DMSO-ds): 8 8.90 (s, 1H), 8.58-8.59 (m, 1H), 8.33 (s, 1H),
8.14 (d, J = 8.04 Hz, 1H), 7.57-7.71 (m, 4H), 7.44 (s, 1H), 7.33-7.35 (m, 2H), 7.20 (d, J =
8.24 Hz, 1H), 3.04-3.07 (m, 1H), 2.86-2.94 (m, 3H), 2.65-2.71 (m, 1H), 2.49-2.50 (m, 2H).
MS (ESI+): 420.2 [M+Na-H,0]. HPLC (Method A): Rt. 2.7 min, HPLC purity 95.9%

Example 100: (R)-(1-(3-(1-(4-methoxyphenyl)-1H-1,2 3-triazol-4-yl)propanamido)-2-
(naphthalen-2-yl)ethyl)boronic acid

White solid. "H NMR: (400 MHz, DMSO-d): 5 8.24 (s, 1H), 7.65-7.78 (m, 5H), 7.51 (s, 1H),
7.38-7.42 (m, 2H), 7.23-7.26 (m, 1H), 7.06-7.08 (m, 2H), 3.77 (s, 3H), 3.15-3.18 (m, 1H),
2.85-2.94 (m, 3H), 2.74-2.80 (m, 1H), 2.42-2.50 (m, 2H). MS (ESI+): 449.2 [M+Na-H,0O].
HPLC (Method A): Rt. 3.7 min, HPLC purity 90.2%

Example 102: (R)-(2-(1-methyl-1H-indazol-5-yl)-1-(3-(2-oxobenzo[d]thiazol-3(2H)-
yl)propanamido)ethyl)boronic acid

o}
/\\\NV‘\N B/OH
H

S \
@ OH
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White solid. "H NMR: (400 MHz, DMSO-de): & 7.85 (s, 1H), 7.61 (d, J = 8.68 Hz, 1H), 7.39
(d, J = 8.64 Hz, 1H), 7.35-7.31 (m, 1H), 7.26 (d, J = 7.56 Hz, 1H), 7.19-7.15 (m, 2H), 7.04
(dd, J = 1.36, 8.66 Hz, 1H), 4.05 (t, J = 7.00 Hz, 2H), 3.92 (s, 3H), 3.15-3.14 (m, 1H), 2.74
(t, J = 5.36 Hz, 1H), 2.66 (t, J = 5.28 Hz, 1H), 2.41 (t, J = 6.92 Hz, 2H). MS (ESI+): 429.2
[M+Na-H,0]. HPLC (Method A): Rt. 2.8 min, HPLC purity 98.0%

Example 103: (R)-(2-(1-methyl-1H-indazol-5-yl)-1-(3-(4-phenyl-1H-1,2,3-triazol-1-yl)
propanamido)ethyl)boronic acid

White solid. "H NMR: (400 MHz, DMSO-dg): 3 8.36 (s, 1H), 7.79 (d, J = 8.40 Hz, 3H), 7.44-
7.43 (m, 2H), 7.34-7.33 (m, 2H), 7.27 (s, 1H), 7.05 (dd, J = 1.48, 8.66 Hz, 1H), 4.60-4.58
(m, 2H), 3.88 (s, 3H), 3.15 (t, J = 5.64 Hz, 1H), 2.80 (t, J = 5.36 Hz, 1H), 2.74-2.72 (m, 1H),
2.68 (t, J = 6.52 Hz, 2H). MS (ESI+): 423.3 [M+Na-H,0]. HPLC (Method A): Rt. 2.7 min,
HPLC purity 95.0%

Example 104: (R)-(2-(benzo[b]thiophen-3-yl)-1-(3-(4-phenyl-1H-1,2,3-triazol-1-yl)

propanamido)ethyl)boronic acid

White solid. "H NMR: (400 MHz, DMSO-ds): & 8.34 (s, 1H), 7.83-7.86 (m, 1H), 7.76-7.78
(m, 2H), 7.68-7.71 (m, 1H), 7.39-7.43 (m, 2H), 7.28-7.34 (m, 3H), 7.12 (s, 1H), 4.56 (t, J =
6.68 Hz, 2H), 3.22-3.25 (m, 1H), 2.96-3.01 (m, 1H), 2.81-2.87 (m, 1H), 2.69 (t, J = 6.56 Hz,
2H). MS (ESI+): 425.2 [M+Na-H,0]. HPLC (Method A): Rt. 3.6 min, HPLC purity 94.8%
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Example 105: (R)-(2-(benzo[b]thiophen-3-yl)-1-(3-(2-oxobenzo[d]thiazol-3(2H)-yl)
propanamido)ethyl)boronic acid

- S

fe) O
}X\W\L OH
S
@ OH

White solid. "H NMR: (400 MHz, DMSO-ds): & 7.87-7.89 (m, 1H), 7.72-7.74 (m, 1H), 7.58
(d, J=7.20 Hz, 1H), 7.26-7.37 (m, 4H), 7.14-7.18 (m, 1H), 7.03 (s, 1H), 4.05-4.08 (m, 2H),
3.20-3.24 (m, 1H), 2.93-2.98 (m, 1H), 2.83-2.86 (m, 1H), 2.41-2.49 (m, 2H).

MS (ESI+): 409.0 [M+H-H,0]. HPLC (Method A): Rt. 3.8 min, HPLC purity 86.0%

Example 106: (R)-(1-(3-(1H-benzo[d]imidazol-1-yl)propanamido)-2-(benzo
[blthiophen-3-yl)ethyl)boronic acid

White solid. "H NMR: (400 MHz, DMSO-dg): © 8.09 (s, 1H), 7.85-7.87 (m, 1H), 7.67-7.70
(m, 1H), 7.63 (d, J = 7.48 Hz, 1H), 7.55 (d, J = 7.56 Hz, 1H), 7.28-7.30 (m, 2H), 7.19-7.26
(m, 2H), 6.86 (s, 1H), 4.39-4.42 (m, 2H), 3.18-3.21 (m, 1H), 2.92-2.95 (m, 1H), 2.76-2.82
(m, 1H), 2.58-2.61 (m, 2H). MS (ESI+): 398.0 [M+Na-H,0]. HPLC (Method A): Rt. 2.7 min,
HPLC purity 96.0%

Example 107: (R)-(2-(benzo[d][1,3]dioxol-5-yl)-1-(3-(4-phenyl-1H-1,2,3-triazol-1-yl)
propanamido)ethyl)boronic acid
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//N\NW\L B/OH

N
N Ho
= OH

White solid. '"H NMR: (400 MHz, DMSO-ds): 5 8.25 (s, 1H), 7.72-7.74 (m, 2H), 7.38-7.42
(m. 2H), 7.29-7.33 (m, 1H), 6.45-6.48 (m, 2H), 6.25 (d, J = 7.92 Hz, 1H), 5.73 (s, 2H), 4.59-
4.61 (m, 2H), 2.74-2.84 (m, 3H), 2.49-2.56 (m, 1H), 2.26-2.32 (m, 1H). MS (ESI+): 413.0
[M+Na-H,0]. HPLC (Method A): Rt. 3.1 min, HPLC purity 95.2%

Example 109: (R)-(2-(5-methoxybenzofuran-3-yl)-1-(3-(2-oxobenzo[d]thiazol-3(2H)-
yl)propanamido)ethyl)boronic acid

e

ok
N
S
@ .

Pale brown solid. "H NMR: (400 MHz, DMSO-ds): & 7.58 (d, J = 7.16 Hz, 1H), 7.34-7.39 (m,
2H), 7.31 (d, J = 8.16 Hz, 1H), 7.27 (d, J = 7.36 Hz, 1H), 7.13-7.17 (m, 1H), 7.07-7.08 (m,
1H), 6.83 (dd, J = 2.56, 8.88 Hz, 1H), 4.06 (t, J = 7.68 Hz, 2H), 3.74 (s, 3H), 3.17-3.20 (m,
1H), 2.73-2.74 (m, 1H), 2.64-2.68 (m, 1H), 2.42-2.46 (m, 2H). MS (ESI+): 423.0 [M+H-
H,0]. HPLC (Method A): Rt. 3.6 min, HPLC purity 92.6%

Example 92: (R)-(2-(benzofuran-3-yl)-1-(3-(piperazin-1-yl} propanamido)ethyl) boronic
acid hydrochloride

Step 1: (R)-(2-(benzofuran-3-yl)-1-(3-(4-(tert-butoxycarbonyl)piperazin-1-yl)

propanamido)ethyl)boronic acid pinacol ester.
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A cooled (-10 °C) solution of Intermediate 18 (300 mg, 0.66 mmol) in anhydrous N,N-

dimethylformamide (10 ml) was treated with diisopropylethylamine (0.3 ml, 1.9 mmol) and
3-(4-(tert-butoxycarbonyl)piperazin-1-yl)propanoic acid (170 mg, 0.66 mmol) and TBTU
(254 mg, 0.79 mmol). The reaction mixture was stirred at -10 °C for 3h. The reaction
mixture was concentrated under reduced pressure keeping an external bath temperature
below 30 °C, and then 25 ml ethyl acetate were added. The organic layer was washed with
brine, dried over sodium sulfate and concentrated. The desired product (350 mg, 87%) was
isolated by purification by chromatography on silica gel, eluting with 4 % methanol in
dichloromethane.

MS (ESI+): 580.4

Step 2: (R)-(2-(benzofuran-3-yl)-1-(3-(4-(tert-butoxycarbonyl)piperazin-1-yl)
propanamido)ethyl)boronic acid.

A cooled (0 °C) solution of (R)-(2-(benzofuran-3-yl)-1-(3-(4-(tert-butoxycarbonyl) piperazin-
1-yl) propanamido)ethyl)boronic acid pinacol ester (350 mg, 0.6 mmol) in methanol /
pentane (1:1, 30 mL) was treated with 2-methylpropyl boronic acid (242 mg, 2.4 mmol) and
an aqueous HCI solution (1.5 N, 0.7 mL) and the reaction mixture was stirred at room
temperature for 15 h. The reaction mixture was then extracted with pentane thrice. The
aqueous methanol layer was concentrated at temperature below 30 °C. The residue was
treated with ice and basified with an aqueous (2N) solution of NaOH and extracted with
dichloromethane thrice (discarded). The aqueous layer was then acidified with an aqueous
(1.5 N) HClI solution and extracted with dichloromethane thrice. The DCM layer was dried
over sodium sulfate, filtered and concentrated. The desired product (85 mg, 31%) was
isolated by purification by chromatography on silica gel, eluting with 30 % methanol in
dichloromethane.

MS (ESI+): 450.2 [M+Na-H,0].

Step 3: (R)-(2-(benzofuran-3-yl)-1-(3-(piperazin-1-yl) propanamido)ethyl) boronic acid
hydrochloride.

The compound (R)-(2-(benzofuran-3-yl)-1-(3-(4-(tert-butoxycarbonyl)piperazin-1-yl)
propanamido)ethyl)boronic acid (0.085g, 0.19 mmol) was taken in 1,4-dioxane (5 mL) and
cooled to 10 °C. To this was added 4 N HCI in dioxane (5 mL) and stirred at RT overnight.
The reaction mixture was concentrated under reduced pressure and the residue was
washed with diethyl ether to get solid. The solid was further lyophilized to obtain the title
compound (47 mg, 64 %) as a pale brown solid.

"H NMR: (400 MHz, DMSO-ds): 8 7.66 (s, 1H), 7.62 (d, J = 7.24 Hz, 1H), 7.49 (d, J = 8.12
Hz, 1H), 7.21-7.29 (m, 2H), 3.25-3.37 (m, 11H), 2.88-2.93 (m, 1H), 2.75-2.81 (m, 1H), 2.55-
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2.56 (m, 2H). MS (ESI+): 350.3 [M+Na-H,0]. HPLC (Method A): Rt. 2.0 min, HPLC purity
93.5%

Example 83: (R)-(1-(2-(1H-imidazol-5-yl)acetamido)-2-(benzofuran-3-yl)ethyl) boronic
acid hydrochloride

P
ciH Nw OH
N B~
H |
OH

Step 1: (R)-(1-(2-(1H-imidazol-5-yl)acetamido)-2-(benzofuran-3-yl)ethyl) boronic acid
pinacol ester.

A cooled (-10 °C) solution of Intermediate 18 (170 mg, 0.37 mmol) in anhydrous N,N-
dimethylformamide (20 ml) was treated with diisopropylethylamine (0.2 ml, 1.1 mmol) and
2-(1H)-imidazole-5-yl-acetic acid (47 mg, 0.37 mmol) and TBTU (142 mg, 0.44 mmol). The
reaction mixture was stirred at -10 °C for 3h. The reaction mixture was concentrated under
reduced pressure keeping an external bath temperature below 30 °C, and then 25 ml ethyl
acetate were added. The organic layer was washed with brine, dried over sodium sulfate
and concentrated. The desired product (110 mg, 66 %) was isolated by purification by
chromatography on silica gel, eluting with 7 % methanol in dichloromethane.

MS (ESI+): 448.2

Step 2: (R)-(1-(2-(1H-imidazol-5-yl)acetamido)-2-(benzofuran-3-yl)ethyl) boronic acid
hydrochloride

A cooled (0 °C) solution of (R)-(1-(2-(1H-imidazol-5-yl)acetamido)-2-(benzofuran-3-yl)ethyl)
boronic acid pinacol ester (110 mg, 0.24 mmol) in methanol / pentane (1:1, 20 mL) was
treated with 2-methylpropyl boronic acid (96 mg, 0.96 mmol) and an aqueous HCI solution
(1.5 N, 0.5 mL) and the reaction mixture was stirred at room temperature for 15 h. The
reaction mixture was then extracted with pentane thrice. The aqueous methanol layer was
concentrated at temperature below 30 °C. To the residue was added water and extracted
with dichloromethane thrice. The aqueous layer was lyophilized to obtain the title
compound (25 mg, 32 %) as a pale brown semi solid.

'H NMR: (400 MHz, DMSO-ds): 5 8.68 (s, 1H), 7.58 (t, J = 7.60 Hz, 2H), 7.47 (d, J = 8.08
Hz, 1H), 7.18-7.28 (m, 3H), 3.52 (s, 2H), 3.26-3.30 (m, 2H), 2.86-2.88 (m, 1H), 2.78-2.80
(m, 1H). MS (ESI+): 318.3 [M+Na-H,0]. HPLC (Method A): Rt. 2.1 min, HPLC purity
95.2%
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The following compound was synthesized using the same procedure followed for Example
83

Example 93: (R)-(2-(benzofuran-3-yl)-1-(3-(pyridin-4-yl)propanamido)ethyl)boronic
acid hydrochloride

.0
i
S N p-OH
\ H |
CH N_ = OH

Pale brown semi solid. '"H NMR: (400 MHz, DMSO-ds): d 8.65 (d, J = 6.56 Hz, 2H), 7.83 (d,
J =6.48 Hz, 2H), 7.55-7.58 (m, 2H), 7.48 (d, J = 7.96 Hz, 1H), 7.19-7.28 (m, 2H), 3.20-3.23
(m, 1H), 3.03 (t, J = 7.16 Hz, 2H), 2.81-2.86 (m, 1H), 2.66-2.73 (m, 1H), 2.54-2.51 (m, 2H).
MS (ESI+): 343.2 [M+Na-H,0]. HPLC (Method A): Rt. 2.0 min, HPLC purity 96.1%

Example 101: (R)-(2-(1H-indol-3-yl)-1-(3-(2-oxobenzo[d]thiazol-3(2H)-yl)
propanamido)ethyl)boronic acid

\NH

9 o‘

/\X\ A/\\ _OH
SN
@ "

Step 1: tert-butyl 3-((2R)-2-(3-(2-oxobenzo[d]thiazol-3(2H)-yl)propanamido)-2-(3a,5,5-
trimethylhexahydro-4,6-methanobenzo[d][1,3,2]dioxaborol-2-yl)ethyl)-1H-indole-1-
carboxylate.

A cooled (-10 °C) solution of [(1R)-1-amino-2-(1H-indol-3-yl)ethyllboronic acid (+)-
pinanediol ester trifluroacetate (500 mg, 0.90 mmol) in anhydrous N,N-dimethyl formamide
(20 ml) was treated with diisopropylethylamine (0.5 ml, 2.7 mmol) and [3-(2-oxo-
benzothiazol-3-yl) propionic acid] (190 mg, 0.9 mmol) and TBTU (346 mg, 1.1 mmol). The
reaction mixture was stirred at -10 °C for 3h. The reaction mixture was concentrated under

reduced pressure keeping an external bath temperature below 30 °C, and then 25 ml ethyl
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acetate were added. The organic layer was washed with brine, dried over sodium sulfate
and concentrated. The desired product (280 mg, 48 %) was isolated by purification by
chromatography on silica gel, eluting with 30 % ethylacetate in petroleum ether.

MS (ESI+): 644.2

Step 2: N-((1R)-2-(1H-indol-3-yl)-1-(3a,5,5-trimethylhexahydro-4,6-methanobenzo
[d][1,3,2]dioxaborol-2-yl)ethyl)-3-(2-oxobenzo[d]thiazol-3(2H)-yl)propanamide
hydrochloride.

The compound tert-butyl 3-((2R)-2-(3-(2-oxobenzo[d]thiazol-3(2H)-yl)propanamido)-2-
(3a,5,5-trimethylhexahydro-4,6-methanobenzo[d][1,3,2]dioxaborol-2-yl)ethyl)-1H-indole-1-
carboxylate (280 mg, 0.43 mmol) was taken in dichloromethane (10 mL) and cooled to 10
°C. To this was added 4 N HCI in dioxane (10 mL) and stirred at RT overnight. The reaction
mixture was concentrated under reduced pressure and the residue was washed with
diethyl ether to obtain the desired product (200 mg, 85 %).

Step 3: (R)-(2-(1H-indol-3-yI)-1-(3-(2-oxobenzo[d]thiazol-3(2H)-yl) propanamido)
ethyl)boronic acid

A cooled (0 °C) solution of N-((1R)-2-(1H-indol-3-yl1)-1-(3a,5,5-trimethylhexahydro-4,6-
methanobenzo [d][1,3,2]dioxaborol-2-yl)ethyl}-3-(2-oxobenzo[d]thiazol-3(2H)-
yhpropanamide hydrochloride (200 mg, 0.36 mmol) in methanol / pentane (1:1, 20 mL) was
treated with 2-methylpropyl boronic acid ( 145 mg, 1.4 mmol) and an aqueous HCI solution
(1.5 N, 0.5 mL) and the reaction mixture was stirred at room temperature for 15 h. The
reaction mixture was then extracted with pentane thrice. The aqueous methanol layer was
concentrated at temperature below 30 °C. The residue was treated with ice and basified
with an aqueous (2N) solution of NaOH and extracted with dichloromethane thrice
(discarded). The aqueous layer was then acidified with an aqueous (1.5 N) HCI solution
and extracted with dichloromethane thrice. The DCM layer was dried over sodium sulfate,
filtered and concentrated to give a solid residue, which was triturated with diethylether and
lyophilized to obtain the title compound (13 mg, 15 %) as an off- white solid.

"H NMR: (400 MHz, DMSO-de): 5 7.59 (d, J = 7.80 Hz, 1H), 7.42 (d, J = 7.92 Hz, 1H), 7.26-
7.34 (m, 3H), 7.17 (t, J=7.36 Hz, 1H), 7.01 (t, J = 7.60 Hz, 1H), 6.88-6.93 (m, 2H), 4.05-
4.09 (m, 2H), 3.17-3.21 (m, 1H), 2.80-2.85 (m, 1H), 2.70-2.75 (m, 1H), 2.41-2.44 (m, 2H).
MS (ESI+): 392.0 [M+H-H,0]. HPLC (Method A): Rt. 3.2 min, HPLC purity 92.1%.
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Example 110: ((1R)-2-(3-ethylphenyl)-1-(3-(2-oxothiazol-3(2H)-yl)-2-((4-phenyl-1H-
1,2,3-triazol-1-yl)methyl)propanamido)ethyl)boronic acid

e}

3
SANYH B\/OH
=/ _N_ OH

Step 1: Ethyl-2-(azidomethyl)acrylate

To a solution of ethyl-2-(bromomethyl)acrylate (5 g, 26.1 mmol) in DMSO (50 mL) was
added sodium azide (2.5 g, 38.4 mmol) and the reaction mixture was stirred at RT for 2h.
The reaction was quenched with water and extracted with ethyl acetate. The organic layer
was separated, dried over anhydrous sodium sulphate and concentrated. The crude (5.0 g)
was taken to next step without further purification (Ethyl-2-(azidomethyl)acrylate was found

to be unstable on standing for few hours).

Step 2: Ethyl-2-((4-phenyl-1H-1,2,3-triazol-1-yl)methyl)acrylate

To a solution of phenyl acetylene (3.0 g, 29.4 mmol) and Ethyl-2-(azidomethyl)acrylate
(5.0 g, 32.3 mmol) in t-BuOH: H;O (2:1) (50 mL) were added sodium ascorbate ( 0.87 g,
4.4 mmol) and CuSO4.5H,0 (0.36 g, 1.5 mmol). The reaction mixture was stirred at RT for
12h. The reaction mixture was diluted with ethyl acetate and washed with water, brine
solution. The organic layer was separated, dried over anhydrous sodium sulphate and
concentrated. The solid obtained (3.0 g, 39%) was taken to next step without further
purification.

'"H NMR: (400 MHz, DMSO-d6): 5 8.5 (s, 1H), 7.8 (d, J = 8.2 Hz, 2H), 7.4 (t, J = 7.7 Hz,
2H), 7.30-7.34 (m, 1H), 6.4 (s, 1H), 5.8 (s, 1H), 5.3 (s, 2H), 4.2 (q, J=7.0 Hz, 2H), 1.2 (t, J
=7.0 Hz, 3H)



10

15

20

25

30

35

WO 2013/092979 PCT/EP2012/076595

111

Step 3: Ethyl-3-(2-oxothiazol-3(2H)-yl)-2-((4-phenyl-1H-1,2,3-triazol-1-yl)methyl)
propanoate

To a solution of Ethyl-2-((4-phenyl-1H-1,2,3-triazol-1-yl)methyl)acrylate (3.0 g, 11.6
mmol) in acetonitrile (30 mL) was added thiazol-2(3H)-one (1.2 g, 11.6 mmol) and DBU
(2.6 g, 17.4 mmol) at RT and the reaction mixture was stirred at RT for overnight. The
reaction mixture was concentrated under reduced pressure and the residue was extracted
with ethyl acetate and washed with water, brine solution. The organic layer was separated,
dried over anhydrous sodium sulphate and concentrated. The crude compound was
purified by column chromatography using ethyl acetate and petroleum ether as eluent to
afford the title compound (1.2 g, 28 %).

MS (ESI+): 359.2 [M+H]

Step 4: 3-(2-oxothiazol-3(2H)-yl)-2-((4-phenyl-1H-1,2,3-triazol-1-yl)methyl)propanoic
acid

To a solution of Ethyl-3-(2-oxothiazol-3(2H)-yl)-2-((4-phenyl-1H-1,2,3-triazol-1-yl)methyl)
propanoate (1.2 g, 3.3mmol) in THF:H,O (20 mL) was added Lithium hydroxide
monohydrate (0.41 g, 9.9 mmol) and the reaction mixture was stirred at RT overnight. The
reaction mixture was evaporated. To the residue was added water and extracted with
dichloromethane thrice (discarded). The aqueous layer was then just acidified and
extracted with dichloromethane. The organic layer was then dried over anhydrous sodium
sulphate and concentrated to get the title compound (200 mg, 18 %).

MS (ESI+): 331.0 [M+H]

Step 5: ((1R)-2-(3-ethylphenyl)-1-(3-(2-oxothiazol-3(2H)-yl)-2-((4-phenyl-1H-1,2,3-triazol-1-
yl)methyl)propanamido)ethyl)boronic acid pinacol ester.

A cooled (-10 °C) solution of [(1R)-1-amino-2-(3-ethylphenyl)ethyllboronic acid (+)-
pinanediol ester trifluroacetate (200 mg, 0.45 mmol) in anhydrous N,N-dimethyl formamide
(10 ml) was treated with diisopropylethylamine (0.2 ml, 1.3 mmol) and 3-(2-oxothiazol-
3(2H)-yI)-2-((4-phenyl-1H-1,2,3-triazol-1-yl)methyl)propanoicacid (148 mg, 0.45 mmol) and
TBTU (173 mg, 0.54 mmol). The reaction mixture was stirred at -10 °C for 3h. The reaction
mixture was concentrated under reduced pressure keeping an external bath temperature
below 30 °C, and then 25 ml ethyl acetate were added. The organic layer was washed with
brine, dried over sodium sulfate and concentrated. The desired product (290 mg, 99 %)
was isolated by purification by chromatography on silica gel, eluting with 25 % ethylacetate

in petroleum ether.
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MS (ESI+): 640.3

Step 6: ((1R)-2-(3-ethylphenyl)-1-(3-(2-oxothiazol-3(2H)-yl)-2-((4-phenyl-1H-1,2,3-triazol-1-
yl)methyl)propanamido)ethyl)boronic acid

A cooled (0 °C) solution of ((1R)-2-(3-ethylphenyl)-1-(3-(2-oxothiazol-3(2H)-yl)-2-((4-
phenyl-1H-1,2 3-triazol-1-yl)methyl)propanamido)ethyl)ooronic acid pinacol ester (290 mg,
0.45 mmol) in methanol / pentane (1:1, 20 mL) was treated with 2-methylpropy! boronic
acid (181 mg, 1.8 mmol) and an aqueous HCI solution (1.5 N, 0.5 mL) and the reaction
mixture was stirred at room temperature for 15 h. The reaction mixture was then extracted
with pentane thrice. The aqueous methanol layer was concentrated at temperature below
30 °C. The residue was treated with ice and basified with an aqueous (2N) solution of
NaOH and extracted with dichloromethane thrice (discarded). The aqueous layer was then
acidified with an agueous (1.5 N) HCI solution and extracted with dichloromethane thrice.
The DCM layer was dried over sodium sulfate, filtered and concentrated to give a solid
residue, which was triturated with diethylether and Iyophilized to obtain the title compound

(61 mg, 26 %) as a pale pink solid.

"H NMR:(400 MHz, DMSO-d6): & 8.20 (d, J = 8.56 Hz, 1H), 7.79-7.82 (m, 2H), 7.43 (t, J =
7.76 Hz, 2H), 7.33-7.37 (m, 1H), 6.93-7.08 (m, 3H), 6.80-6.86 (m, 1H), 6.71-6.75 (m, 1H),
6.31-6.35 (m, 1H), 4.56-4.62 (m, 1H), 4.37-4.44 (m, 1H), 3.82-3.84 (m, 1H), 3.33-3.34 (m,
1H), 3.20-3.22 (m, 1H), 2.62-2.67 (m, 2H), 2.44-2.49 (m, 2H), 1.05-1.11 (m, 3H).

MS (ESI+): 488.3 [M+H-H,0]. HPLC (Method A): Rt. 4.4 min, HPLC purity 91.0%

Example 111: Determination of LMP7 activity

Measurement of LMP7 inhibition is performed in 384 well format based on fluorescence
intensity assay.

Purified human immuno proteasome (0.5 nM) and serial diluted compounds in DMSO
(range of concentrations from 10 uM to 38 pM) or controls (0.5% DMSOQ) are incubated for
30 minutes at 37 °C in assay buffer containing 50 mM Tris pH 7.4 and 0.03% SDS. The
reaction is initiated by the addition of the fluorogenic peptide substrate, Suc-LLVY-AMC
(Bachem 1-1395), at a concentration of 40uM. After 90 minutes of incubation at 37 °C,
fluorescence intensity is measured at A, =350 nm and A.n = 450 nm with a fluorescence
reader (BMG Pherastar reader or equivalent).

For examples 79, 80, 83, 84, 85, 87, 88, 89, 90, 91, 93, 94, 96, 97, 101 and 110 the
measurement of LMP7 inhibition is performed in 384 well format based on fluorescence

intensity assay.
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Purified human immuno proteasome (0.25 nM) and serial diluted compounds in DMSO
(range of concentrations from 10 uM to 38 pM) or controls (0.5% DMSQ) are incubated for
30 minutes at 37 °C in assay buffer containing 50 mM Tris pH 7.4 and 0.03% SDS. The
reaction is initiated by the addition of the fluorogenic peptide substrate, Suc-LLVY-AMC
(Bachem 1-1395), at a concentration of 40uM. After 90 minutes of incubation at 37 °C,
fluorescence intensity is measured at Ao, =350 nm and Aem = 450 nm with a fluorescence

reader (BMG Pherastar reader or equivalent).

Example 112: Determination of Beta5 activity

Measurement of Beta5 inhibition is performed in 384 well format based on fluorescence
intensity assay.

Purified human costitutive proteasome (1.0 nM) and serial diluted compounds in DMSO
(range of concentrations from 10uM to 38pM) or controls (0.5% DMSO) are incubated for
30 minutes at 37 °C in assay buffer containing 50 mM Tris pH 7.4 and 0.03% SDS. The
reaction is initiated by the addition of the fluorogenic peptide substrate, Suc-LLVY-AMC
(Bachem [-1395), at a concentration of 40 uM. After 90 minutes of incubation at 37 °C,
fluorescence intensity is measured at Aox =350 nm and A.m = 450 nm with a fluorescence

reader (BMG Pherastar reader or equivalent).

The biological activity of the compounds is summarized in the following table :

Selectivity
LMP7 Beta5
Ex Formula IC50 (M) | IC50 (M) LMP7 vs
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Claims :
1. A compound of Formula (1)
R'
R?

O (Y

A A or
L H B

(o3

Wherein

- R"and R° are independently selected from one another from H or C4-Ce-alkyl;
whereby R® and R® may be linked to form a 5 or 6 membered-ring containing the

10 oxygen atoms to which they are linked.

- Q denotes Ar, Het or cycloalkyl;

- R', R?independently from each other denotes H, OR?, Hal, Cs-Cs-alkyl wherein 1 to
5 H atoms may be independently replaced by OH or Hal;

- Y denotes CR*R*, preferably CH, or C(CHs);;

15 - R® R*independently of one ancther denote H or C;-Ce-alkyl;

- L denotes LiorL; oralkyl;
- nis an integer selected from O to 3;
0O

Q)J\M/\(\

1 wherein

- L1 is
Q is Ar or Het, preferably, phenyl, naphthyl or pyridine, optionally substituted
20 with 1 to 5 groups independently selected from ORa, Hal, phenyl, and C1-C6-

alkyl wherein 1 to 5 H atoms may be independently replaced by OH or Hal;

Qz\ ~

M wherein

- Lyis
Q; is a fused bicyclic system containing 1 nitrogen atom and 1 to 3 additional
groups independently selected from O, S, N, or CO, and wherein at least one of
25 the ring is aromatic whereby the fused bicyclic system is optionally substituted
with 1 to 5 groups independently selected from OR?, Hal, phenyl, and C-Cq-
alkyl wherein 1 to 5 H atoms may be independently replaced by OH or Hal;

or
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Q; is unsaturated or aromatic 5 membered-ring system containing 1 to 3
heteroatoms seleted from N, O, S and CO, and optionally substituted with a
phenyl ring or pyridine ring whereby phenyl ring and pyridine ring are optionally
substituted with 1 to 4 groups independently selected from OR?, Hal, phenyl,
and C-Cs-alkyl wherein 1 to 5 H atoms may be independently replaced by OH

or Hal;

- Mis a linear or branched alkylen having 1 to 5 carbon atoms wherein 1 or 2 H
atoms may be replaced by OR? or a phenyl ring optionally substituted with 1 to 5
groups independently selected from Hal, OR?, and C4-Cs-alkyl optionally substituted
with 1 to 5 groups independently selected from OH, and Hal; or
M denotes a cycloalkylen having 3 to 7 carbon atoms; or

M denotes a thiazolidinyl group.

- R is H or C1-Cs-alkyl wherein 1 to 5 H atom may be independently replaced by
OH or Hal;

- Ar denotes a 6 membered-aromatic carbocyclic ring optionally fused with another

carbocyclic saturated, unsaturated or aromatic ring having 5 to 8 carbon atoms;

- Het denotes a 5- or 6-membered saturated, unsaturated or aromatic heterocyclic
ring having 1 to 3 heteroatoms independently selected from N, N+O-, O, S, SO, and
SO;, and optionally fused with another saturated, unsaturated or aromatic ring
having 5 to 8 atoms and optionally containing 1 to 3 heteroatoms selected from N,
0, and S;

- Hal denotes ClI, Br, | of F; preferably Cl or F,

As well as enantiomers, diasterecisomers, and pharmaceutically acceptable salts thereof;

2. The compound of Formula (I) according to claim 1 wherein L is selected from the
following groups:

O o}
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3. The compound of Formula (1) according to claims 1 or 2 wherein the group

R1
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4. The compound of Formula (1) according to claim 1 wherein the compound is

selected from the following group.

Ex Formula Ex Formula
S
o) | %
1 /OH 2
N~ "B
e} H OH
S
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O ,OH
3 N~ B 4
H A
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5. A pharmaceutical composition comprising at least one compound of Formula (1)

according to one or more of claims 1 to 4 and/or pharmaceutically usable salts,

solvates and stereoisomers thereof, including mixtures thereof in all ratios, and

optionally excipients and/or adjuvants.
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A pharmaceutical composition comprising at least one compound of Formula (1)
according to one or more of claims 1 to 4 and/or pharmaceutically usable salts,
solvates and sterecisomers thereof, including mixtures thereof in all ratios, and at

least one further active ingredient.

Set (kit) consisting of separate packs of

(a) an effective amount of a compound of Formula (I) according to one or more
of claims 1 to 4 and/or pharmaceutically usable salts, solvates and
stereoisomers thereof, including mixtures thereof in all ratios,
and

(b) an effective amount of a further medicament active ingredient.

Compounds according to one or more of claims 1 to 4 and pharmaceutically usable
salts, tautomers, solvates and stereocisomers thereof, including mixtures thereof in
all ratios, for use in the preparation of a medicament for the treatment and/or
prophylaxis of an autoimmune disorder or condition associated with an overactive

immune response.

Compounds according to one or more of claims 1 to 4, and pharmaceutically usable
salts, tautomers, solvates and stereoisomers thereof, including mixtures thereof in
all ratios, for use in the preparation of a medicament for the treatment and/or

prophylaxis of an immunoregulatory abnomality.

Compounds according to claims 8 or 9, wherein the immunoregulatory abnormality
is an autoimmune or chronic inflammatory disease selected from the group
consisting of: systemic lupus erythematosis, chronic rheumatoid arthritis,
inflammatory bowel disease, multiple sclerosis, amyotrophic lateral sclerosis (ALS),
atherosclerosis, scleroderma, autoimmune hepatitis, Sjogren Syndrome, lupus
nephritis, glomerulonephritis, Rheumatoid Arthritis, Psoriasis, Myasthenia Gravis,

Imunoglobuline A nephropathy, Vasculitis, Transplant rejection, and asthma.

. Compounds according to one or more of claims 1 to 4 and pharmaceutically usable

salts, tautomers, solvates and stereoisomers thereof, including mixtures thereof in
all ratios, for use in the preparation of a medicament for the treatment and/or

prophylaxis of a LMP7 associated disorder.
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Compounds according to claim 11 wherein the LMP7 associated disorder is
selected from Amyotrophic Lateral Sclerosis, Sjogren Syndrome, systemic lupus
erythematoses, lupus nephritis, glomerulonephritis, Rheumatoid Arthritis,
Inflammatory bowel disease, ulcerative colitis, crohn’s diseases, multiple sclerosis,
Amyotrophic lateral sclerosis, osteoarthritis, Atherosclerosis, Psoriasis, Myasthenia
Gravis, Dermal fibrosis, renal fibrosis, cardiac fibrosis, Liver fibrosis, Lung fibrosis,
Imunoglobuline A nephropathy, Vasculitis, Transplant rejection, Hematological

malignancies and asthma.

A process for the synthesis of compound of Formula (I) as defined in claim 1

comprising the step of reacting a compound of Formula (ll)

X
L OH
(1)
Wherein L is as defined in Claim 1,
With a compound of Formula (lIl)
R1
R2
n
_OR’
H,N B
o
OR

(1
Wherein R1, R2, Q, Ra, Rb and n are as defined in claim 1.

A process according to claim 13 wherein the reaction between the compound of
Formula (I) and the compound of Formula (Ill) is performed in the presence of a
coupling agent selected from HATU, TBTU, polymer-supported 1-alkyl-2-
chloropyridinium salt (polymer-supported Mukaiyama's reagent), 1-methyl-2-

chloropyridinium iodide (Mukaiyama’s reagent), a carbodiimide.

A compound according to claims 1 to 4 for use as a medicament.
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n Ak H 0-3 EEEY

8
s M

Q, 2 Ar 5 Het, PRy 483k (2R AL oAb e , AR LEM B 1-5 D AAZ iRk B OR' Hal (ZRHE
LA 15 A H gty m] DAASZ g O B Hal B4R C—C Bk ik FTHAR 5

L, %Q?“‘*M’;ﬁ‘ , Horp

Q, oA L AEJR A 1-3 A7 HEE [ 0.SWN 88 CO 111 55 4N L (K & XU 2R 4k,
R 22 D — AR D7 R, FHEA A XA RGBT A 1-5 N7 HiE 1 OR™, Hal 2R
B 15 AN H AT USSR OH 8% Hal BARIK) C,—Cy K di k0 B HUAR s8R

Q, A EHA 1-3AN1E H NLOLS B CO [ 2% i T I A AN BT % 5 JToHM R4, HAR IR R
IR B e RERAR, 2L A R B e PTG 1-4 ST HBE B OR*Hal RZE R dr 1-5
AN HJE TR LSS HUBE OH 8% Hal B4R C,—Cy fradd i I EUAL

M2 BA 1-5 MR T I Ze B SO fe 2, o 1-2 AN H R 1] 4 OR BUOR R EAL,
BT 2R AT e gl 1-5 A7k 3 Hall OR'. SAT b HbgE 1-5 AN pST %k 3 O il Hal (1
SEATHUARIR € —Cy fr s BT 5B
MR8 HA 3-7 NI T e 2L 55K
M RN BE M FE
R* & H B 1-5 A~ H R 7Rl A7 b4 OH B Hal &A1 C,—Cq B ;
Ar IR 6 T 5 IR, HATEM S 55— B 5-8 N JsU 7 I VO A L AN P R0 3% e o B4
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S HOOP AR AEXT B AA, S 2 BT I B
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6. —MZ A EY, HAEPHFER 1-4 —Is L2 mE 2 /b—F X (D) tE59F /
a2y 22 ] 3 SN SRS AR AR, S LA LU VR G4, F /b — T 5 AN TS
R

Il
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>

o

7. HUUT AR A s R (i) -

(a) AMERBRER 1-4 th—Iisk 2 H A (D WEYH /825270 2 )
GRS AR R, AR LA L RS,

il

(b) HRUEM B HWIEER S .

8. BUME K 1-4 — I sk 2 WAL 5 4 S 242 m] 3 B8 e f 1R L ) & ) R AT
A S e A, LG LT LU IR A 4, F T VR T R/ SRR b ok B v 5 I A O
) B ez R LB AE M 259 o

9. BUFESK 1-4 th— I8k 2 WAL 4 S 242 m] 2R B8 S 1k s 35 ) AT
P e o, R FE HL P A LU KR -S4, F Tl e v 7 A/ BRIy S % 17 i IR 259 o

10. BUHIELSK 8 8% 9 WAL &4, Horb BT ik S 2 v 15 5 A 3k B BLR 19 B B F % 9 0 5
PERVEP « RGELLTEARIE 12 M2 R 1 DG 2 R MR B 5 « 22 e PR AL, 125 4
MR Al (ALS) BIAKREALIE B B0 - B & e R TR S0 IRIEHE 'S R VB /NS
RFEPRNE T R VIR FIENLIE ) B BREE  A B L S R SRR R R A

L1, ORISR 1-4 Hh— Ik 2 WAL 540 R L2527 m] 36 B AR S ik s -S4 AT
P e A, AL FE LT A LU KR -S4, T4 3897 F /By LMPT AH O IR 259 o

12, BUAESR 11 FAL&9, S BTk IMPT AH G ik B LS 46 eI R gk . T 15 25
HAE RGP LLTEARIE IRIETE S K VB ANERYEE K SRR OG5 R M E N It
PSS 98 v 20 PG « 22 PEREAL L5 28 P 2R BB AL B D1 98 L Bl kA e B s i .
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Ho R R QR R Hln JBUR) R 1 ATe X

14, BOFIZEESR 13 (173, Hoh s (1D (&9l (L1D A2 B RN AERE H BL R
BRI AFAE N BT :HATU, TBTU. B A3 1- ket —2- aUnitbne d#h CRE&w
21 Mukaiyama WAF) ) AL 1- AL —2- GUCMERESS (Mukaiyama 35 ) Bk — Wiz

15. BURER (-4 Mtk &4, LHEZY .
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a - SEMRERITEY, IR FME R IE T B ERRIH 7

[o001] AR IR o — ZILMERAT A, L ARG RV H 5 G 5 ol
IBAT MRS « R AR M e e  HLARHL U, AN BH B4k & 2 S R 92 B 11 B AR D
5] o

[0002]  Jitik && FI g (BRROh B & E B (macropain) « 2 4L M & AR AT 20S S5
M) 2—Fma e 2 VR E AN, KOS EMNE 4% (archaebacterium) 3 A K&
— PRI b g S . i B 2 650, 000 FRAR 4y T, OF HoAn T BB AT
BN, B MBI RFE S Rivett, (1989) Arch. Biochem. Biophys. 268:1-8;
Fl Orlowski, (1990) Biochemistry 29:10289-10297) . 1% [ 4 IV BEAT (14 F & 18
20, 000-35, 000 (3-5) [KFE[H, FF HAR A2 R R, AHAS 5 AT H & AR a e R
[0003]  20S &5 AR5 28 ANl a —FT B — B[ F BT 1) 700 kDa [FFETE Z 1B 4L
YR ABE A, Tk WA UL 4 MERR R -CR RIS . FERERPFL Bz 4 i, 7 4
ANFEE o WA TERAINA H 7T DAFEE B WA AR o YA HAE 195 (PAT00)
F1 IS (PA28) YW B AWML G AL, LUAHAEHMAS B VB2 BT B P9 £ 1 7K i
EIERBERE . BRI, FEAR, DO IZEE ETRB AR 265 UKL ( “26S SABEAK”) f71E. &
PRSI, S TR AR 208 TR I Re 5 55 26S 88 BRI AH G .

[0004]  TERUKLTE B HHR], B P SRA7 12 5 i 5T 37 41 (prosequences) [ 24 fif 2% 75 2
Fhvm 95 2 BRI T, IIT IR 75 2 PR VR JE R AL M SR A W AR . BRI, 47 B 8 TR AR IR R 4L
T VE B AT B S TR O A% R, I HOX S Y AT 8 T N- R oE R (Nen) - ATTY
REF:26500-0023W01 /Kt 1y A (X HLIEAZ IR N- K um bk JE A 51 4 Cys. Ser . Thy, F1H ¥
EREHY ) o XAFSELHE, B, R G (PGA) \HE R VIR (PVA) .
Bz % PRPP Z LM (GAT) , RGN R BE 2 R AR Z /G . B T ImAERIE B A4, =
LMW I BA =P TE -y -1 FFH B WAL (LMP7. LMP2 F MECLI) , H43 7l %%
eI IER K, B5.B 1A B2, HFTH=F IFN-v - [ F SR B WA AFAERT, %8
RGP RRA “ e SR IR AR 7. BRI, A% 40 i n] 5o AN R B A7) ey iy AR 2 2 1 g A
[o005]  RUEAT AR KR, X B AZ 400 20S S AR AR O LT = Fh R BB (7Kg
TETE JEEEFLER IBEREVE R (CT-L) , FLAE KBk iR 28 5 2404 IR 8 IR M (T-1) , 3
PERG ISR I Jr 24 s MUK A R TR K i va M (PGPH) , JLAE R AR AL Jr 24k . A 73 A1
BUDREAEE RS MR AOA N B T B A BEA BrAAP 3, HAE RS LR J 2% ; A1 SNAAP
T HAR AN B A R 2 SRR S A . R AR K B D RS R B BT b R RS 1, (RIS
TR SRR T X e M E R E N ZE 5. MTFRAMIEA & AR, FEL
R B R K ARTE PR RLF H R 208 200 W AN R EAR AT A

[0006]  FEEAZANMLH, B A MM E @ Z RN S, LP A EAER T
T6 NMRILIR 2 K2 = o — B b E bR, WIiR 7E 85 1 FHAE 265 8 H BRI KA, 1% 8 1 i 1438
ik = S R KA PR VR DRt R A IR . AR A 4l e o 2 1 SR ) —
R, (MR ABHAN SR ME T 2 SR P RS EENEM, W EENASHHAEE 64
(MHC) T 72238 40 M i T4 B 2B A7 00 B T NF-x B 3306 RE R A5 5 14 T
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[0007] &R EBGAVE AW MR B/ R EIUL A ZE480E (muscle wasting diseases) /2
(7, A LA B 55 R ERRE AT ATDS o 1iE4fs 38 7Rt AR A AR T 28 MHC 73 LR i TP i
T REHIYER (Goldberg, et al. (1992) Nature 357:375-379) .

[0008] & [ My A A 22 R AT 1 9 T 25 LT G L 28 44 1k O R A4k (ALS), (J Biol
Chem 2003, Allen S et al., Exp Neurol 2005, Puttaparthi k et al.), TEZEE1E
(Sjogren syndrome) (Arthritis & Rheumatism, 2006, Egerer T et al.), RG34
IRIEFIRIE TS % (SLE/LN) , (Arthritis & rheuma 2011, lchikawa et al., J Immunol,
2010, Lang VR et al., Nat Med, 2008, Neubert K et al),B/PERM'EH (J Am Soc
nephrol 2011, Bontscho et al.),ZKMEMKA7% (Clin Exp Rheumatol, 2009, Van
der Heiden JW et al.), RMEMmiEEM (IBD), itk &i R, w2 B IGH, ( Gut 2010,
Schmidt N et al., J Immunol 2010, Basler M et al., Clin Exp Immunol, 2009, Inoue
S et al.).ZKMME{L (Eur J Immunol 2008, Fissolo N et al., J Mol Med 2003,
Elliott PJ et al., J Neuroimmunol 2001, Hosseini et al., J Autoimmun 2000,
Vanderlugt CL et al.), L4 Z ik (ALS), (Exp Neurol 2005, Puttaparthi k
et al., J Biol Chem 2003, Allen S et al.),®xT 4 (Pain 2011, Ahmed s et al.,
Biomed Mater Eng 2008, Etienne S et al.),ziikifi{biE (J Cardiovasc Pharmacol
2010, Feng B et al.,iR)E% (Genes & Immunity, 2007, Kramer U et al.), EIEALL
73 (J Immunol, 2011, Gomez AM et al.), EKZF4ift (Thorax 2011, Mutlu GM et al.,
Inflammation 2011, Koca SS et al., Faseb J 2006, Fineschi S et al.), B 4i{k
(Nephrology 2011 Sakairi T et al.),.D#F4Efl (Biochem Pharmacol 2011, Ma y et
al.,) HF#r4i4k (Am J Physiol gastrointest Liver ifPhysiol 2006, Anan A et al.),
i« 44k (Faseb J 2006, Fineschi S et al et al.), fJEEREHA A B (16a "B ),
(Kidney Int, 2009, Coppo R et al.), M4 % (J Am Soc nephrol 2011, Bontscho et
al.), M (Nephrol Dial transplant 2011, Waiser J et al.), BB M 8 (Br
J Haematol 2011, singh AV et al., Curr Cancer Drug Target 2011, Chen D et al.)
I i o

[0000] SR, NV AZT 2 B, A 11785 R A 8 25 1 I A 400 ) 500 970 o £ P B A4 1) AL R R 97 2
HMRIER. E2MEA K Bortezomib) , Hooh FDA #UHERH T IT B R M 2 K& 8
Jed S I B AR, A X X P EE A (Altun et al, Cancer Res 65:7896,
2005) .

[oo10]  UbAL, B K A8 5697 S RIR I A A A e (PN) AH G, X B
Ve K5 T B AR ARAT M AR A AR A 28 AN B 1 B A PRI AT i A2 0 ELAI A A oK A A4 Sk
R FDH] LA E SR A REASEAR (Clin. Cancer Res, 17(9), 5 1 H , 2011 ),
[oo11] B 17 ML IKY 85 [ g A4 0 w0 551), — ool R a2 A0 R LR e A 2008 v T 8025 e T Sz
BB, IS IR AR R IR D A R R N, . L SR B A B R — S T D
Rl AT ke B g R ) A0 R 3G R R (Curr Cancer Drug Targets, 11 (3), 3 H,
2011 ).

[0012]  [RIH A AE0 SR AL T P 2 10 ol A 0 ) 0 ) 7 S5 JI 2 10 o) 70— Aok e M TR A ) 2
A A B
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[0013] {555 —J7 1, A K MW S & &b — M X (1) FIAR R AL &0 259 1
o
[0014]  SXAEFI 254 3Rt ] A0 25 3 ARG R BITId o A0 R PR R AT e [ A e 0 i)
PR AT IER .
[0015] 15— 77, A% B M il & R4 =X (D) MAH R A& 77 %
[0016] AR HILHY f LA SR AR A0 AL R 25 ) e sl 230 &

(a) ARERKSER (1) sH RGN/ i35 n] AT Y AR A
G NS A S e A, B G I L VRS

FH

(b) AREK T — ARSI
[0017] A< WK o sl B =X (1D MO OSIL S) alE 5 — ek 2 A LA A 40
A (D) MRS .
[oo18]  IJEik

A B HIAL 0 A 5 55 B B AR SV B A7 LMPT (IR . ekl ‘e ATT SR it LMPT #8
il Betab HIZEHEM: .
[o019] AR EHERMEA () HEW -

Hor

R” 1 R® 4% b7 ik 5 H A C—Cy fides s HA R A RS WL RS AR 711 5 8K 6 I
R, Frid R 75 R R R &

Q F£on Ar. Het SRIABESE

RUGR® AR b sr ik 5 HOOR® (ARIEF4ESE ) WHal  Horp 1-5 AN H R 7 RT DSk gk O
o Hal BACH C—Cs Bt 5

Y 7R CRPRY, A3 CH, 5k C(CHy), 5

R®, R 4 s b 7R H 8K C—Cy e, 4 40 FR 3

L &7~ Ly 8% L, s, it 2

n NIEH 0.2 853 P HAE 1 5

Q
L, & oy A
Q)km"i

1
QA2 Ar 5 Het, PLRk 4835 25 AL sAb e , AR 1L g 1-5 S ASZ ik B OR'S Hal (2R 3%
\ e 1-5 AN H R AT DL S7 H 3% OH B8 Hal B4R C,—C, edik i3 I HLAR

L, 2 Qo 20 Hop

M
21
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Q, oA L AEJR A 1-3 A7 HEE [ 0.SWN 88 CO 111 55 4N L (K & XU 2R 4k,
R A & /b — AR TR, IR A SR RGT kAR 1-5 N7 Hhik B OR* Hal , 5%
Je oAt 1-5 A H s3] DO g OH 8 Hal A C—Co S & 2R I EUR 5

11

Q, 72 A 1-3 1% A NLO.S B CO [K AR F I AN A 5 1% 5 03 R4, HATR L g 25
ATl e BRERA, e A 2R R Bt e BT g 1-4 Ao Mk B OR* Hal (2KZE, L 1-5
AN HJE TR LSS HUBE OH 8% Hal B4R C,—Cy fradd i I EUAL

Mo B 1-5 AN 7 B Ze 1tk B A SO e 3, o 1-2 AN H U7 1] 4 OR” BRAT- e th 4
1-5 Aok B Hal, OR® BATREHIAYE 1-5 o7k H OH AT Hal BIBEHTEUAR C—Cy bt
S BRI BB B

M RIR B 3-7 ANk R IR e 5 5 8-

M RN BE M FE

R* /& H 8 1-5 A4 H R 0] RISr gl O 25 Hal BHRH) C—C, %3k

Ar IR 6 T 5 IR, HATEM S 55— B 5-8 N JsU 7 I VO A L AN P R0 3% e o B4
W&

Het TR EA 1-3 MM HIZE [ NON'07L 0. S.S0 FI SO, (1245716 5 8% 6 JH Rl A
R 450, HATIEM S 5 — /> B 5-8 MR FATERL S 1-3 Mo e 3 NS O fiT S
[IZ% JE T RO A AR AR 4

Hal 7~ C1.Br. I 8 F ;{t% C1 8L F,

Jo FXS AR HAEX BRAR RV A4, M L 225 Enl 2 i dh

ELEH 1 BEA-FHER O, 3 (D) BT 23 25 5T AR SR 4 A4, K
B L RS9 o
[0020]  7E—ANHARR ST S, AR R (D ARG b &4, 2o L &R LL,
MATIT MR BA 3-7 MR R I pe 3. Lk, Mk B 5- 81 6- JulE b dE. X R
IR SR

5
B
fe

y
=
. sl £ £ S al
5 | 5 % i i i i i %
: ) 5 ;
. g ’ i Ll s ¢ i
5 - + e 4 § ! ; ¥
¥ ¥ ¥ ¥ ¥ % ¥
« 5
¥ % # ¥ 3 # * A
. ; @ 7
% s e i ¥ ¥ ¥
¥ # & o 3 * # &
5 % 5
r
: d wh g
i . ¢
1 ¥ ¥ % % ¥ o

i i
E :
il G Wi g il
] x
i £ i - o ¥ i % i
% ¥ -"-f 3 _.'n‘f # & ? 5
i . i g 5 ¥ &
7
# 4
E ¥ ¥ ¥ ¥ L 1
“I
. e
4
¥

[0021]  fE5)— A HARK St 7 &b, AR BN (D AR &4, Kb L3R
L1, Mty M HAT 1-5 AN (2 M sy SO pedt, Forp 1802 A 1 s 7 n] 4 OR® Bk 4k
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AR, Frid R AT HE 1-5 M ASZ % B Hal JOR® J2 C—C, Rk ISR, ATk C,-Cq bt
FEATEHYE 1-5 AN ik B OH A Hal B2 HTHU.

[0022] /£ 55— A HARB LT S, AR R 4E (D) FAH S &4, o L &2 L2,
MM R HA 1-5 ANk R T 28tk B 73 SO pe s, For 1 8k 2 A H B 7 h 4 OR® R
£, R 2RI M 1-5 N7 % A Hal OR* J% C,—Cy S gk B B, BTk C,—C, Sl
ALY 1-5 A7 H OH AT Hal [ 2&HTHAR.

[0023] A3 L2 i M S AT 1-5 /N T R B B 2k M P At

[0024]  {E5) — A RARI ST S, AR BIFE A (D ARS8, Joh L2 L.
L, kit A EL T EEH] .
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P57 — A BARBY St 77 22 mh, AR R (D) AR &4, Hoh L2 L. L8
Ik H L
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NV L @,N"-NW
A
1553 — A BAR B SE Tt 07 270, A B R AL (D) FAR R AL &4, b i ik 2[4
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i H LA EEHT
s R
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Ar W] D AR BRI s B BL R JE B AR = U Hal Btk L OR®IN (R) 5.
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NO, CN. COOR’, CF,+ OCF,« CON (R”) ,+ NR’CO £k . NR°CON (R®) ,« NR*S0, £t FE . COR”, SON (R®) 5« SO
BEFE Y, SO, Bk AR I HHpieE 56 W mE JE L 0- ZK3E . 0 HiEme 5t 0— Mg 3L - [C (R),1,~COOR® FiI
/ 8 —0[C(R*,],~CONR?),.

[0025]  Ar KR, 0, Z83E R FE A - [A) — BN — ORI AR - [A] — B — LA EE
= TR — BN — PIFEARIE VAR — [A] - 5O — N BEARTE A - 1A) — BN — BCT FE AR A -
[F) = B30 — R IR T A — ) — BN — AR AT V4B - JA) — BN — SRR IE AR - IR - BX
X —(N= FERE AL ) R A — A) — B —(N- R et ) 08 4 — ] — B0 — LBk
FIE - I AR [R) - BN - FAEEAREE AR TR) - BN - SRR AL -] - BN - &
IR IRES - T AR - 8] - BN - (N N- R A ) ORIE AR - A) - B3O - (N, N-
F - S EEREL ) RIL AL - A) - BN - (N- L3RRI ) AR VA L [R) - BN - (N, N- Z LR
5 ) — RFE A - TR) — BN — R AREREE A A) — BN — VRARARIE VA — [A) - BN - AU
F A8 — 8] — BON — ( IR BE 20 ) AR5 A8 — IA) — BN — ( MR 3 ) AR 2 48 TR) 306
QI - B - AL AR TA) — BN - ZRAEE R, BARIE 2, 3-,2,4-,2,5-,2,6-,3,4- B
3,6- IR, 2,3-,2,4-,2,5—-,2,6-,3,4- 80 3,5- KK, 2,3-,2,4-,2,5-,2, 6,
3,4-8¢ 3, 5- AL, 2,3-,2,4-,2,5-,2,6-,3,4-8( 3, 5- IRZEL, 2, 4- 8 2, 5- I
R, 2, 5- 8 3, 4- AR AL, 3- RiSE —4- SUAUOREE, 3- Ut 4 A - 2- U -3- |
R =5 2- 200 —4- AR -, 2- 20k -5 EUAX - Bl 2- 20t -6 UK - 2R3, 2- Ak —4-N N-
FRER G — B 3 il —4-N, N- Z RN, 2, 3- AR, 2,3, 4,2, 3,5+, 2, 3, 6,
2,4,6- 8 3,4, 5- —5ARE, 2,4, 6 =K - K3, 2- R -3, 5 TRUREE, X - AR
%5, 3, 6- S 4 AR, 4- B -3 SUCRE, 2- g -4 IRARARE, 2, 5- R 4 AU
55, 3 WA -6 AL R EE, 3- |UAR -6 AR IE, 3- FAK —4- Sl AR L, 3- 3 —4- 11
LRI, 3- HAE 6 L REL, 3- A —4- QBRI R 2, 5- I —4- SRS

[0026]  Ar g A ALIEHEZE R, 40, AR B EE DL JE ] — BB U R IR R 2, A8 A
—HUAR [ H5E :F. OCH,~ CH, CFy 2SN / BRIEIESL, 1 dn, 2 — A4 0% - 3t -2 - =47
- R - (b 2 BUREE 72 ) (27 - AU - .27, 67 - IR - R - Bl
2’ = fidk - Ik -, ARk 20 - 3 - R

[0027]  Het Aot 2— Bl 3— PRIFIIE R FFMRAR 5 L 2— BY 3— MEWy 2L 2R JF Wy 2k 1-, 2- B
3-AEMSELE 1-, 2-, 4-BR 65— BRMEEL 1-, 3-, 4-B{ 5-nkmedk 2, 4- B 5 BEMEL 3,

4— 55— IR L 02— 4- B8R 5- WEMEEL 3-, 4- B 56— SMEMREL 2 3- B3 4- nihiE
2-, 4-, 55— 6- MERE AL, HAMEIE 1,2, 3- =M —1-, —4- 8% -5 FE.1, 2, 4- = W -1,

~3—5f —5- L. 1- B 5 PUMEEE. 1, 2, 3- M —4- B -5t 1, 2, 4- B W —3- 5 —5- S
1,3, 4— W& — W —2— Bk —5— FE. 1, 2, 4— W — M —3— Bk —5— FE. 1, 2, 3— W — M —4— &k —5— |
3-BA-WEBERE MEPEIL 1-, 2-, 3-, 4-, 5-, 6- Bk 7-MWEIE M me gt | 4- Bl 5— S s
1-, 2-, 4- 8% 5- kML 1-, 3-, 4-, 5-, 6- 8 7- EIFnkmIL.2- 4-, 5-, 6-E{
T- RIFREMEIL 3, 4-, b5-, 6- B T- A FFRREMSE 2, 4-, 5-, 6 B T AJFHEMEIL,
2-, 4-, 5-, 6-B( 7- ZEIFFWEMEL 4- 5-, 6- B 7- ZKJF -2, 1, 3- ME ML 2- 3-

4-, 5-, 6-, T-BL 8—-MEMkIL.1-, 3-, 4-, 5-, 6-, 7-B{ 8- FMEkKE.3-, 4-, 5-, 6-,

7- o 8- kAL 2, 4-, B5-, 6-, Tk 8- MEMIkIL 5 Bk 6- MEIRMESE . 2-, 3-, 5, 6-,

7- B 8-2H- R If -1, 4- BERRIL, HhAMILIE 1, 3- 2RI 1A) 4493 ks —5— 2. 1, 4- R FF 5
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TN O —6—- 5.2, 1, 3— ZEFFE M —4- 5 —5- JEER 2, 1, 3- 2R P Mk —5- 3,

[0028]  Het HP R ZRIRZEA T LA 73 Hh B8 e At 4 AL

[0029] Ih Het 7] & 7R, #9141, 2, 3- — & -2, -3-, —4- ok —5- WK 3.2, 5- —
A -2-, -3-, —4- B -5 MR PU S —2- B -3- BRI JEL 1, 3- AUARER Ikt —4- FE Y
A -2- Bk -3 WEW AL 2, 3- A& -1, —2-, -3-, —4- sk S5-Ik SE 2, 5- A -1, —2-,
—3-, —4- B -5 ML AL 1, 2- BUS- mMERg RSk DY A -1, —2- B —4- BRI 2, 3-
A -1-, —2-, -3-, —4- 8% -5 mEmIE PYS -1-, -3- Bf —4- mEmRIE 1 4- K -1, -2,
-3- B —4-mERE 1, 2, 3, 4- PUA -1, —2-, -3, —4-, —5-Ei-6-ntmEIL.1-, 2-, 3-H{
A-WRBERE . 2-, 3-BR4-MBukIL UL —2-, 3-8 —4-MEG3E. 1, 4- — A4 obidt 1, 3- =
MOk 2, A-B -5 NE -1, 3Bl A-MER NE -1, 2, 4B -5
WEFE -, 2- B 3-WRMRFL. 1, 2,3, 4- PU&( -1-, —2-, —3-, —4~, —H—, —6-, —T- O -8-I&
WkIE. 1, 2, 3, 4- PUE, -1-, —-2-, -3-, -4-, -5-, —6-, —7- 8% -8- FmEmkIE.2-, 3-, 5-,
6-, 7- 84 8-3,4- & —2H- &I -1, 4- BEREIE, IhAMRIE 2, 3- WAL AR IR AL 3, 4-
AR AR IR ARSE .2, 3- W AFE A AERSE 3, 4- WA IR IL 3, 4-( - R
AL ) IREE. 2, 3- AR —5- Bk -6- 55,2, 3- (- FARW R I ) - FRE LR
7N 3, 4= A -2H-1, 5 KIF A AN PEA —6- B —T- 3, IAMILIE 2, 3- AR IR AR R
2, 3- & —2— S ACPRIR

[0030]  Het W DL AR HUAR AT B B DA 85 F — B U B = HUAR sHal VBESE . —[C(RY),]
SAr. -[C(RY) 1. - R kg FL OR. CF,. OCF,. N(R%),. NR’CON (R%),. NO,. CN, —[C(R®),]
—COOR?, —[C (R ,],—CON(R?),. NR’CO %EHE . NR’SO, %EHE . COR?, SON(R®) ,. SO %Eke, 0—- FHE,
O— MEERE S L O— Mg 2k R (L mE JL R / BY SO, bidk.

[0031]  KEdE AR A3 (Setk) 850300, FF A 1.2.3.4.5.6.7.8.9.10. 11 BY 12 Mk
JRF o BRI E R R 3L, ANRIR GV INZE RN T 7 T 26 AP T R EUT 2,
WAME T R IE 1-, 2- 88 3- FEET 3L L, 1, 1, 2-88 2, 2- “HIFEE. - Z2EFE.C
F1-, 2-, 3-mR4- IR 1., 1,2, 1,3-, 2,2-, 2,3-8%3,3- ST A -8k
2- LT HE1- CH -1- FENE - & 2- FENE. 1,1, 2-801, 2, 2- = HENE,
AMEIE R, N, =5 P2,

[0032]  HrdEdEEdEmibkEt R R EA 1, 2, 3, 4, 586 MRIE TFHIGEE, Lk FE. 2
T NEE RN TR R T TR BT E CE PR AR L1, - =
WOHE . B ML TT =, Bk A 2 wARH .

[0033]  BRGEIEARIE AR RIS VIR T 25 IR R BB st . FABE 25 mT (0 G b
Fdk | OH. 0— BEdE . Hal B,

[0034]  7E 5 —AHARKSLHE T b, AR L& 90 B UL 6] -
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101
103
105
107
o
&
109 110 ot Mj% i
M
Lmi@

XA EIRUT TR -

AcOH (L8 )BINAP (2,2 =X ( Z2RZEEIL) -1, 1-BK =2 ) «dba (W WIENET)
tBu (BUT2E)  tBuOK (RUT A (CDT (1, 17— ¥R3L R mk) \DBU (1, 8— &L ZYWUFE [5. 4. 0]
8% -7 4% ) DCC (IR W) DM ( & F R ) L DIAD (R R
THe).DIC ( ZSBNFER W (diisopropilcarbodiimide)) . DIEA ( ZRAIELIE) .

38



CON 104321060 A OB P 21/112 71

DMA ( —FAREZT0ER%G )  DMAP  (4— — FIFEGIEAENE ) . DMSO ( —FIZEWEAR )  DMF (N, N- —
FEEFZ ) VEDC. HCL (1- &3 =3 (3- Z AL LN ) ik — g #hi&2h ) \EtOAc (&
R &lE) JEtOH ( 4WFE) g (3 ) cHex (I Cft) HATU ( —HEEZE -([1,2,3] =MJf
[4, 5-b] MEiE —3- FE4R L ) — W A2 |- —H A - S mBEIR £h ) JHOBt  (N- S5 2R3 — e ) |
HPLC ( mRBARENT )« he (/D) CMHz (JKAF )« MeOH ( FEE ) smin (480 ) . mL (2
FF) mmol (ZZJFERK) . mM (ZEERWAEE ) cmp (FFA)  MS (BT ) « MW (R ) « NvM
(N- IR ) - NMR - (AZEHEHR ) < NBS (N- JRARBEIABE L % ) « PBS (MR ERZEM Eh/K ) <
PMB (X — FRAEIETNEE ) L PyBOP  ( ZRFF =Mk —1- & — S0 =ik e i 8 /S R IR 21 ) L RT
(2595 ) TBAF ( HALPY T 3% ) . TBTU (N, N, N, N = PU AL —0— ( ZE I =g —1- 5 ) JIREG
DU ER 3 ) T3P ( TALEBERETEF ) VTEA ( =% ) TFA (=321 ) . THF (PUSMEmgE )
PetBther (A7MME) JIBME (U7 FEFREEE) TLC CHZZEHT) VIMS ( = PIEFRERIE ) |
TMST (= A Ak e Ak ) L UV (RAER ) &

[0035]  —ficHh, =X (D 4baW, Hrp R n ROVRSVL 1 Q 21 BT s S, AT AR AR 1 kg
W (1) wEWHAE.

[0036] H—BAFEX D &Y (HP L Epre) 5 1D k&9 (HAp R,
ny R RS RERTQ G BATE S0) R SR AT B AR 5 2010 FH T R R 5 A v (R
BEFR) (A WHANPR T HATULTBTU S-S FH 0 1- bedk —2— SUAte 2t (RAWH e
Mukaiyama 7] )  1- B —2— AR IE B RIL Y (Mukaiyama I0F) ) ik — P& (4140 DCC.
DIC\EDC) H1HOBt, PyBOP® FIASIIBEE AN G124 HTR)H 8 (127, A1k TBTU) il £ B
(K EAF R, 2E% (404 TEADTEANMM. 285 4030 2 gk (L& DIEA) ) fFfESkAN{ELE
T, AR B ¥R 40 DOV, THE 8 DMF H1, 78 —10°C &2 50°C Z [A KR FE T, Pl /e 0°C , i
AT AR NE NI, G0 1 /NI -24 /N o AR e, T8 AR SUSE AN G 20N 1) 7732, 9
{EAPR T SOCL,. POCL,. PCL;. (COCL) , FEMEAL I DMF AFAEBANTAE T, 76638 FI 7191
W28, DCM, THF AEAEBANMEAE T, fEA 20°C EF- 22 100°CHRIERE T, i HieE 50°C, Ab3H
BN a0 1 /NeE —24 ANeE, mE S (DD A &% A0 R FR B AT A= ) ) e 22 i A A BRI o
KA EE AN TN H T HRRATAY) (FIINBLR) S5 bkl il 2 B () 4 A0 7
7 FERRAGI 40 TEAL DIEA NMM IAFAE R, 756738 IS 57040 40 DCM, THE 8% DMF H1, ZEM 20°C |
TE2 100°C R T, ARIEHLAE 50°C, BTN, 101 1 /NI —24 /NI, W] SEIRR BRATAEY)
(D EYRIEAL

[0037]  VAiiFE 1

(1 (i 0]

X Ta) L&, b R n LATQn EAT & X, Hodp R” AN RS & H, a1k (Ih) 4b &4
U HI%, Hoh R n L AT Q i L f g S, Hirp R AT RS J2 C=Cy Bk s TSR T A AT RN
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SR T oK AR R B 14 7 325, 49 An{ELANRR T HCL. HBr. HI. TFA 7Eid & 1/ 7+ =l
B2 (BIAI(HANFR T i-BuB (OH) ) AF FEBANATAE AR EE, R® 1 RS ] R il & S8R 11 5 2K 6
TR, TR ER T 5 RO MR BE (R 2.

[0038]  ViiFE 2

{ib) (l2)
A ATD ALEPn WAERRE 3 A HEIR IR 4%

[0039] VAiLFE 3

(Vi {0y

X AV) AW (HA R ny R RS Q 4 B ATse S0 B 402 RO RS ARERR H) [R5
WAEI (V) LAY (o RYn ROVRS AT Q I A se S, B 45 R /2 R°VR® AR H) mlil
ik DCM 78 3588450 401 nBulLi . tBuLi. MeLi. LDA. LiHMDS (k3% nBuLi) FIAELE N, 7641 1)
FEFHVF G THE B 48493 Cofe (PLIE THFD 1, 7E A —100°C b 22 53 I FE T AL ZRE /M v
BN 1 /N —24 /MRS 2488 2k PR R R RC B, SO A] 7= AR Ak B K 7= 4. 5
i, R R R — KR (1S, 2S, 3R, 5S)-(+) - JRFE - EEN, RETEREA (S) MR-
) (Matteson, D. S. ;Sadhu, K. M. J. Am. Chem. Soc. 1981, 103, 5241-5242).
[oo40] X (V) fL&EY (HAF R ny R°CRSS LA Q fn BT 22 X, A 452 R, RE AR
H) B2 (VID LAY (HA RS ng R R R Q W1 B e S, RS 412 R°S RE AR H)
KA TR 55 (VDD LS Y5 G380 i THE B} 4 283 O, AR IE7E THE 1, 78
M —=100°C bF- 22 SR IRLEE T RONE/INIE, B4 1 /NI =24 /NI R SEBR . e N IE R (Bt A
Y #L AT, M R =L (V) (S EA () WAL PESRAE RA R MR (VID
44 (Matteson, D. S. ;Sadhu, K. M. J. Am. Chem. Soc. 1981, 103, 5241-5242),
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[0041] i), 30 (VID) Ab& a8 (1D AL G Wi 8 A n] Tl i Y5 3 1 R, 49 31 HC B
TFA, Sk TFA, 754 18 %5 570 49 1 DO — = Z Mk — 57 T K B THE, ARk — — Z Wk,
1 =30°C & 30°CZ A IR T, AU AE —10°C AL BEEUINI, B4 1 /NIy —48 /N SR SEIR
[0042]  1ERiEHE, 2\ (I11a) WA, o R ny R RE A1 Q G BT UM R 678 H, ATl
FEVIRE 4 "L il 45

[0043]  VifE 4
R‘\
R—Q  p-R "ﬁ
; BB {x) o} j
ﬁ' 1 B Bt Ol g ‘ oR®
’,.- o »

N
\}'&” (ICYICUOtBUY Qr B P

{lil=}

X (VITD A9 G R AT Q fn b fre SO @it 5 (X)) &4 G R fT R
R SO FEEE AT G anE AR F (1, 3- ZI CEBRME —2- W3 ) BUT B (1)
((ICy) CuOtBu) MIAFAE T, 75 G & WIS A 2 1 a8 53 Cobe s THE o, 75 =538 f
80°C Z [AIFIIELIE R RN HUINEE, Bl 1 /N —48 /N, B4k A58 (0 A&, 2o RY nl R
RFTQ 40 b e Yo
[0044]  W[R MR A HC1 B TFA, At ik HCL, 7E A 14 % 57450 1 DOM, — — 4Bk — R N &
Mk, THE 53 Ot sl P, DLk 4 v Ot i RS, 76 —10°C 2 40°C 2 [H]
(RIELRE T LI A SR ATE D I, 2 L /NI =48 /i, AT (X0 a4k, 15 21K
(I1Ta) tb&9.

[o045] G FIRALIIE M & 7 iEATE H TR EE L (D B’k &0 / 8O T4 ek
(D) AP L0 75 A TE) A, TR SR P AR BB AN G2 0 IR 6 3 PR 7l 48 7925

[0046]  — MR UL, AT MK (1) ARG BORFR R T 254 70 1 R e U
RHER e T 00 75 100 7 TR AR RO BB 0 PT84 M 5 DA A AR B 18 AR N S DGR BN I R 3=
T PTE AR LRy 51k, Z2 0L Philip J. Kocienski, T “Protecting Groups (fR#
JEFH )7, Georg Thieme Verlag Stuttgart, New York, 1994 FH, Theodora W. Greene FH
Peter G. M. Wuts T “Protective Groups in Organic Synthesis (H WM& BRI IE
[4)”, Wiley Interscience, # 3R 1999,

[0047] A WAL G 9 m] 3l ik W B I 28 RIS ah, BRI oG8 . (D
G255 AT B S IR IRk &, ARG T, W RAH R 7 ko A9, Ui B
(R ] P 3 IR (A Bl A0 A di (R v D A3, JF Hod i i g sl e L R 2k
RNV AR EL . 255 BTS2 IR e R mT LA ALY O =X, @ o B ek Ak 7
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A EER LR (D AL SRR AT . PRSI R ] R H B AZ e IR R AT 1k
g,

[0048]  HY ke T FH G 45 S ST R) 380 AR 280 7 B 14 K2 18], HO ROV AEZY -30°C
F140°C 2 [0), W H AE —10°CH 90°C 2 8], FEAZELEL 0°'CFIL) 70°C 2 (8]

[o040]  h4h, X (D) k-G ml i FH ¥ ) o0 i h) s S fn Al 38, DRtk fir A —
B (Dt EWmEAS

[0050]  FH T3R5 i B SR AR IR IR ah R A 775 5K (D) BRI 28 ot , AR 3 AH Y )
ZARY 2T/ BORIE HE— AN AN TR/ BRI, IR 2t - IR
BIMAESS & T N1 H R R R L8 Jgok), e e #5570 R -NZEHE] GLrh R SRoR a3 - R
FEBD A2 HN R L Jrok), A/ sl Rk — Ry L Bl AN 2 R IR 1 ] R [ 54t
JsokL, W £F & 2 (D [ AREe JE Rl H 5 —COOR” JL A1, Horh R” R B EARP L], A
& —CO0H JE A

[0051] 2 ANAHIA] F BAS 5] R 32 AR = FE R/ B8 FEA7 A TR 46 OB 23 1 H 2 T R
1o UnRAFTE BRI A AN TR, WITEVE 245 00 T nT B Rt A e AT TRE

[0052]  ARif ~ & - (RPN 7 AR ARE O QR ZOE TR () &=
T2 A2 RN L (BRI 75 AL 25 O AR 7 1l AR AT J5 v 45 )y i e 25 0 L
T (I SE PR A, AR BREU R RIS 5 3 5 e S R R B i s . BRI & - IR
PEEPTE TR RN (BUR N EH) ) Jakr2, EATRZRAUR R/ NAS R 22 0C 1) 98T,
PLik B 1-20, [l 2 1-8 Mg IS R4 R . R 7 BRI 7 72 L BN 5 ATr
TR R AR B . TLELRERT AR FUIRIR 5 IR 5 IR B A% M 2 IR B Ttk e O I 2, LR 2 o
AL - IR DS SRR IR IR AU LR D7 S I o ISR (1) S A A2 BE RS, 49 U £
SRR T BRI s 5 st , a0 238 SRS 5 05 IR , 19 Qa2 PR IR 256 F PR R 5 7 24
TR RS, 9] 40 POA s Be S B e 55 9 dn AR AR — B . AR IR 3L .2, 2, 2- S LA I
F5\ BOC (LT 48U — BREE ) A 2— WU QA S RIE s Y P e U IS RS, W it CBZ (7 R4 B
(carbo—benz-oxy) ") \4— LRI T IRIE A FMOC s 105 3 — RIESE 9 an Mer. {11
3L - RIS H R BOC Fl Mtr, BE4MEH CBZ. Fmoc R IEH L WEEE

[0053]  ARiH 7 RS - Ry I 7 [RIFELEIE R TS Th o2& N 8 Jod TR R sE 2
A28 ONE AHAE T it FRAR 27 N LA 23 AR AT Ja W] 45 Dy M o 22 R 2k [ LB Rtk S8 0
P14 Ed R EUAREEA I 05 55 T e R B 2, 0 i3t o F2 38 — AR S B 1 BRI K
INAN R B O (R, PROA EATIHE I T A 2 IO BRSO T A1) i TR AR A o 22 s 01 B 120,
e 110 MR IR . RIS - R IR L0 2 R E 4 IR Ik O - Al
HE - PR X - B RRAEE L BT R 2RI, H A AR T I R N AR IR Y

[0054]  SRHIARTE " -GS FIGY ~ Teia a5 G 2 H T AT A £ 51 77
TR G FEHE W) 20 AR OK S K G a5 o

[0055] X (I) AN ENTE RERTED PRt — B T B R4 55 T — 491 40 K FH 58
&, A IR TRA BlR SR, (R AR R s s LR, 49 i 3 BR A R, w3 LR IR, 141
A LR, BRAR , 5] W AR PR BN — B REAIR o AFAE I3 AR MR 2 VT BRI, (HAS B2
WAL o A T8 PR TRV SRR R B LR, 45 A iR, 1 0 L8 5 K, 491 4 THE B — 4 2230 O
Bt s TN, 800 DMF 5 1 A0, 191 41 DOM s e A1 i A e, 461 4 AR e £ 1 B e TR BEE , FHOK o BB ATE

42



CON 104321060 A OB P 95/112 1

BHEFIFR AR EER . TPA Pkt LAk & A A I E 2 (135 70), Hsrsl i
ﬁiﬂﬁum&%n 70% Ry R LU 90 L TR EWIRTE AT H o F T2 B 00 SN IR R A R AE
2490 F12y 50°C 2 8], PLiHiAE 15 F1 30°C2 1] (RT) .
[0056]  BOC. OBut A Mtr FE [T, 44 41, Lk Hi >R A 7E DCM A () TFA BR HIAE S 2
FerP 4] 3-5N HC1 £E 15-30°C R~ fi#, H. FMOC L[ n] R — F % . — Z & ok WRIE £E DMF 1)
2 5-50% ¥SBAE 15-30°C T EES
[0057] W& fERR 2RI AR IR (91 CBZ R AL B FLE — e T AR ) R OB HEIRSE ) ml g 4
IR AT (a0 ot 4t AL T, s, AR RS A an b ) AEAE TR, AL
T AR o AN ST 3 I 5 Ry b SRt A IS S 501, AR ) A2 , 48] e, 490 PP il 0 T,
[, 15 11 DMF o SARE ' 7EZY 0 R 100°C 22 [A) R EE R FIFEZY 1R 200 EL2 (R ) 14T
PLIEHLAE 20-30°CHI 1-10 EL R8T CBZ RIS, 191, 76 5-10% Pd/C _EAEF B, 8%
KPR (RBS) £ Pd/C EAEFEE /DMF h, 7 20-30°C F R UF i 4T
[0058] A3 B MRV TR A S g daS, 9 i S0« A ST L 2R FR 2R B R R AR, 9 A
ALK 2- ZR LR VIR PR =R - TR ST B DOV 5 T, A G R S e A
B ENEE I T EESORUT B Bk, a0 — £ Wk — SN JEmE . DU S (THF) sk A4 B
Bt s I, 9 A0 £ T R TR R B R SRR £ Tl R ( AR ) W,
P BT s BN, a0 SR — IR LG N- FRZEIE S GE ] (NMP) B R — A
(DMF) 31, 1540 2L s SEAR, 491 G — FR SRR (DMSO) s Ak iine s IR IR, 19 an F R X 418 54
FEAE YD, B ANAR L A e A 2R A s I, 490 40 EtOAc, BT FIRTR-5 ) o
[0059]  MEH[441, 5% LiOH.NaOH B KOH 7£7K /K /THF\ /K /THF/ ZEEEiK / 48223 O
Fer, £ 0 F1 100°C 2 (R T etk oAk, nI Wk L8R  TFA 8% HCL ZK i Bis »
[0060]  WhAb, i B I 2 FE AT DL ALK 77 20, SR A G S B4 B3GR F AR BB U R R e
FE i BEIEAL, B 5 CH3-C (=NH) —OE t, 3 M) Hlt 7 4 %5 571) 48] 21 DOM 58 THE Hof / slfe i 4] =
IR ELEIE IAEAE R, 78 —60°CHI +30°C 2 [A) (VR R W o
[o061] TR ZFAULIA, KB B LEMILEH R R CLLBr T B NS ¥ OH 2[4, 491 2t
TEERE BKMEE (imidazolide) BUEA 1 2 6 MR T Kb 2 RAME AL 2L (fUik A AL T
TR A P AT AL ) SR EAE 6 2 10 AN R T 5 R R A L (Ui - 1.
X AR ORI R AL ) o
[oo62] I T~ 7E M 78 1Ry BE Ak Jso AV 383 e 25 1 3K o IS 2R 1 3 A1 A0 SO (4 2 7 A
Z Y&, %] Ul Houben—Weyl, Methoden der organischen Chemie [Methods of Organic
Chemistry (ANULZERI )], Georg—Thieme—Verlag, Stuttgart) WA,
[0063] 5 T BEA A H IR B 48 4nil il i N HOBt 3R N 2 JE B8 31T I & Sk k47
[0064]  SRAIARWE ~ 252v] A B~ fatlinX TGS niB I Rr 2546 549
[0065]  SRAIATE ” AU ZGATAEY 7 F8 O A We S BmE 255 B Bl JIRAS A A E 2R 4 1k R
L AAR LY s AR T a0
[0066] IXLLth AR UNFE Int. J. Pharm. 115, 61-67 (1995) Pk ik 3 A= & B
G A] A AR ) B S R ) o
[o067]  Zj2fn] A #h AL p P 5

iR (D A6 &Y UL s A& REHE B AT . 53— 7 1, 48K B S OX LAl 5 1)
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DAL 2% 1] 822 1 Eh % s Al A, L mT I8 A ATk LA R RR AT A B 25 R IR E AR
A - J(I%/\%E’JW?LTEXE’FWEUVB PR T . WERA LAY
AR, BRI, WA 2 — vl A9 5 68 N KT 1 15 204H
IR — IR ER o T PRI A 197) 2k 4z e S A A A, A AR S AR AL B RN S SR A s - 4 SR AL
FAD, NS AL BN AL A TS Fa LA, 9 QR E . — SRR A N- FR3E — L
( ARG )RR B = OB O R ORI O WRR V2R L RS2 R 2
= LR EHEE S SR RN S T . ER R SR E O R T A LT,
% — 0k T aE ek A 252 T B2 (0 HURTUE LR Ak 3K A0 A )R T 1 BT A LR
HLBRAG 0 i A 5 191 G Ak S BOR AL &L e W IR B F AT R &, 4] ot 1% 6 L il 12 2R 51
IR EL 5%, FIBEIE — A D5 I — TR 2L, 9 J PR el IR 3k . L BeRf R 2 T T R £ N 2K — i
g &k, AL e A LR B SLAH R R 2, 9 A iR 2R SR 3h =9 — SR WA R Eh . Lok R
BRI B AT R R K PR L KRR R U MR #h 5 o BRI, 5K T A 2554 bn]
B2 IR - IR A FELUT : LR R E B 2R VIR Bh R A E R Eh R IR B R - TR #h
(besylate) i FRE £h WA BR AL £h L IRAL A EHIXI £ (camphorate) HRfiH — TAlg £ 251
Eh IR AL FACR R R AT AR IR h VPR R SRR R Eh L IR #h . R IR #h

E

A - R AR T ﬁ;ﬁ%—@ﬁ@f‘z%’i CHETRIR L AR R LR & LR
IR ZRE (galacterate) (CREANER ) P FUBEBE IR 25  f00E PR £ L M HE FR £k . 75
IR L H MR ER Eh . F - BRI 2L PO IR L PEIR 3 IR AL\ L IR ER 3 Eh IR #h VSRR
VS BEER Eh  2- PR - Ok - TRIR EL BAL A R CTERIR B R T IR ARV FLIR R VLB ER £ L S
Rl EE R ER W R 3 PR R IR IR R i IR 2 S RN R Eh VR - & - %
PR &L 2— ZRTATR R VIR 21 A IR 26 FLIR Eh VIR B AR R £h BRI B A R £ A L
BREh 3 ZRIL PN IR B VIR B IR Bh AR R R ER, (HIX IE AR R PR PR AL R 2T

ik R H & — A IR AT sl H e

[oo68]  BhAb, X 1T LA WRIBEL R VB S 2k (TTD) Bk (TD) VBB VEL (111) VA
(ID) VEP ENFIAE BE, (HIX AN R G R s IR LR A 0 e Eh B A, Al 1= 4
JEERAS AL . T A2 BT B A NLEHER A T A AR LI Ak,
i FRURE , BAR IR, B AL HE R ARAEAE B EUAR IR, BRI, R 25— A2 emd lig , 491 ook 22
B ESE AR e R S R . N, N - TR - 2T (RE) . RO HEE.
OWE -G O - R 2- O - - LR 2- P -5 - O Ol &
N= ZFEMgbk . N= L3 — WRIE | A0 i 2 S8 mThl AL 2R g LB e T — iR M 2 R ALt
R I (N- 2 -D— B fi% ) - MEbiubk  WIRIZE \WIRIE SR M I 65 - AT e S m] m ek —
OWE - T = O =g NS - el = O - P8 - FEE (27T =), HZXAE
TER NP o

[0069] A4Sk A N2 ZEF AR B T A& R A LR EGRIZREeAk, P i 50 4 91
1 (C1-C4) - FJ@E%%,WW PRI LFE S N EERIRUT R ALY RAL R s —
(C1-C4) Bt Bg h, 9 n — S — SR — B BEM ER £ 5 (C10-C18) el itk ¥y, 91 tn %%
T e IR T DU IR R e SR A IR AL ) s D5 3 - (C1-C4)
R A, BN LR AR 2R A TR 2 T AW ] R I RE I 21
il 4% o
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[0070]  RIER EIR 2552 Eh O LR #h I LR B R BRIR B AR IR L W IR A
B R EIRIIIR L B IKIR L Hh IR EURIREL 2 LA T i BEIR B 71 A6 e L iR R 26
W2 JRIR = PRIk R WRIR B G R B R R L KA R I AT BR B AR

RBRER TR Eh A2 T =, (LI AN B AR s B o

[oo71] gt (1) ALEWIRIER — IR I8 1 LU BLR 77 A e A\ 5 2 BT R R
Peho, 3R K% o Ty BT T A R S R 0T LR R T 20 1 i Aok
A W BB AL Ty (O T Lo B 5T, 48] A AR P ) T A e ) 5 HAH
R ERAG AR R0, 2 T AR B H R, SR AR AR T e B 1 H8 B 7 B et X
[0072]  dnifTde ke, 3 T AL S0 2% bl B2 52 (0Bl — 0 ple st P < s s » 91 il < Jes AT
W< B A MUY . e )< o 2 i BR VB RIAS o IRIERIA LG RE N, N7 - =54
VRS R IR O - % L N- TS D AR A R

[0073]  MRMESN T LS HIROER — TNk BRI L 4307 B8 MR X 55 A2 2 1) B e i fid» LU L
T A5 S A AT 25 o 30 18 R W A A 6 3 R Ak O LA B 0 7 370 il 1 R R
o TR AAERLET I (5% T HE LR BRI 5, ] e AR PRV 9 b R A Ik ) B AR
IR AANE SR, oy T AR B H 5 A8 H Al 75 e R 1% il B R .

[0074] 4R (D) AEDE A — M REN K BIX PR 2524 Bl 852 1 ER K56 141, T
AT TR e MR s, fn, AR O — % SR T
f - IR ER L AN = Eh IR, (B AN B AR IR IR

[0075]  AR¥ELAEFTIA, W] BUAIL, KRHIASCH A~ 2% Bl ez sl ~ fe & 00
FCER I — P 3K T AL G IR T R 23 R o e R 40 0 7 3R P Rl B A 1
RS AR AT L e st M 3 LA, 3P i 10 3 3 M ol 7 Stk ) 25 8 0 22 e e 3 TRk
I3 R 245 b m 52 ) B At Rl S — U OA Sl P i 4 LA B I AN AT 10 B = 294K
) 3 Z R I ] A A R A R P TR T R T K 2458805 (R LE T M o
[o076] i THor 74, 3 (1) A Gl LUZTE 0 IF R AH R LA Pl e 744 72 A7
fE. PRI E AT R BLANH BE I s LI 230 T S AF £E

(00771 Fh AR A T RO A 50 1) B3 T A% B ST AR S A R 1) 24 23 P m ] DUAS D DR A
AIXTBRAR A BE R AP F . ERREREL N, M ARG 5t B AL 22 B BT B
S AE B AT AR 1R T2 B IR 287 s 22 o TR A 8 D X R AAAL 5400

[0078]  {EAMHBEMLINITE UL, B 5 Ve E TEIR 20 1 I B IR & P AR A &
(IR 53 TR0 S0 0y e VERR, I T AR I (R) A1 (S) TR AR . — SR A AT IR . R
BRI AT TR e BRI 2 SRR L FLIHR 5 I 1) N- 2 R 3P 2 IR (48] 4 N o PP I i e
o N=- ZREA AL 2R ) > s FhOCSA0E TR R (8 B TOU 2 MR 050 (4 dn — i
AP BEHIR A H 2R T Y3 = LR Eh s e RoKAL SR A B 52 E — AL RE R A
FRTHEATER PRAGIREER ST ) WEFBASR s 2R, hTHEK, 53&
IR0 A AR PR BRI MRS TR S, a0, Okt / Sl / ZBiF, Bante sl 82:15: 3,
[o070] AL MIIEHS Ko T BAHSC AL SR 3, 3L 5 20— R e 25 s v o 41
1 BT 25 YDis M o s P 467 22 MEREAL (0 29 19 v o Je s, 055 — Fob e B 371, 46
R R & A B SR 4 AL TR R T IU R B A/ B s I
BEMIAL G DA & B S B T T TRV A s P S B TR SR 1) 5 S A s M A R IR
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FETEER, BN R SIS, FI AR 2 AR 3 G, FK-506. ABT-281,
ASMI81 . FE IHEE 32 40-0- (2- F2Fk ) 43 - TR RS s R B s A BEIERL shm menEng
Z R IENS R FOKERS SR 5 22 MR (mycophenolic add) ;22 5 My IR S L5 ;15— i
FUR IR 22 5 R — ] e s IR BB s A fth oK An Z N BRER s e VH 3 il 5 22 g 5 R ATk
FE T O M REE g 5 LR 5 B BT A5 PR N IR AL s AR AORAR A KA SR #h s A Ath oKAs —
PIBR s A A K AR B ER B 5 A5 AOKARA IR £ s A 8 0 s RABWE R s BT Eh IR 3L s b Ja Vi€
FUSMR R EL s W UL TR 2R s W It s BRBRIENG St MO 17 5 I8 s BR R BL I R 2%
MOS0 s e FORAR s HITEKAL sHUZE KA SR EE s O FEKAL SRR R 26 5 Ml JE KA [ T 2 2
FRAN sHUZEORFABEIRR 2h s HBZERIA I T R QR 2L s LR &b s 2 L E IR R LA
AR RN s SR s EAA WK =R LR sWB AL s
N PR REAS s JE s IR B O R AL W B =R AR AL WK Ik e R
bW RAA TR 26 5 & PU A SRR B HAVE 2388 S mT BUAS &AL T AR SR #h &4k m]
VTR ER VAL T AR BRI IR £ s RVE G s FIRJERS 3RS R e b s Rk e B &
SR JE e IR HIIR B KRR AT EE s 352 BPT —cd3 s Z BRI LWE s THHOKR L
b s U AR MEIER 53R JEAR T IR JEFA Je LR £ s IR JE AR e TR 31 53R JE S T IRV I 2 FR IR
WA RN 53R BIAR IR JE T s AR T s FIARSPAh s Ath e SE ) S RE L UG s v R R I
FERUR 5 AT BIAR VEAREE 5 22 P00 5 22 SR A8 IR E R 2h 5 2% il 2 23 s XU il 22 v e
O 22 23 08 5 G0 8 ) B ST R BT A, 481 4, K 1 40 i 52 AR 1 B s B oAk, 461 4, MHCL CD2., CD3
CD4. CD7. CD25. CD28. B7. CD40. CD45 B, CD58 B/ AT LA s B H e S s i AL &4, 141
U1 CTLAA1 g, BY Ho & B 25 4% 05070, 19 41 mAbs BRI 43 5 30 1) 570 £, 46 2k 3 8 1 5 o)
VLA-4 4517 R E W A M FR R 25 A FK506. B IHaE 5= 8L 40— (2- 72k ) 48 - &
A2 2R NS5 KA, XL N2, Wan T3 B, nl ol anid ik j2 LA B s iR AR
[ B P45 24
[0080]  iX4BLH G4 w] FIAVE N SR K 2590 o
[00811 254l 3R m] $30 & He A  3 2h 7, HEAE R & e A7 Th A 3 P B e I A7) o 3K
FER AL AL E, 40, 0.5 mg—1 g, JLiEHL 1 mg—700 mg, FEHILILH 5 mg—-100 mg KR
AR AL, B F3897 BI040 25 07 VR0 B (AR S PR EERTIR I » sk 254 i35 m]
) B B N Eh T, HAE R E A AL TS RIS MR T« DRI 57 & 507 w5 A
A b e ) H 0BG 45 i B AR R IR 0 B v M A T I e U5 o A, IX A
APy 254 )70 7T SR P ) 2 Aol R L N i g VR
[0082] 244N & & T4 (AT BT i 10638 A4 2y, il ol R CELFs & IRk S
) BB R (BEFREERGE FRE ) BHIESCE o CREERE T LA P k) 5
FEN ) Jride IXAFE TR AT R A 255508 L0 B BT v, Tk ) WA s A3 R )
S BhFIALA R %
[0083] & T U IREE T BIZ5W I T AE A 4 FF I ERAL L5 T, 46 40, e B2l 37 5 HGR) Bl
i s EARMEBRAE — A A v A SR B 5 T AV AR BV £ ) 5 BOK AL A R L)
S KA T
[0084] [k, 3 an, £ LA F 5) ol s B (1) T 20 10 AR 45 2 A0 00 1, 9 Pk e 2 440 1T 5 11 R
[ AERR AN 2% bl B2 s U ), B0, S0 Bl K SEH S BRI 5
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e DA 38 R AR BIORU ST IR ARG 5 e S ABL AR 7 K e 14 24 AR 50 VR 65 R i) 26, BT W 771
At e KA G, A, e BCH Rl o [RIFE Al A2 AEPRBRFR S BT J 5 7 TR AN Gt
Kl

[0085]  fi it il 4 41 L BT (0 AR G T RS B OB I BB e b AR o BhUtsrI A
TR, 490 v BE 7y BRORR AR R < A A R IR Bk I R 5 [ A AU 3R & — I, T AE I e 4
TEZ RTINS ARSI o 8 75 S50, 490 4, B < e RS e R 44 » [RJ R m] LU
LATACE J i U 29 il FI T

[0086] BB, WAL B LA 7, 538 (RS 45 791 0 SRR 80 LA K Gkt [RRE w45 A B1R
B ARG RGN R0 IS RARBE B, A AR B — SLBH L ORI A
R, FARFN A AR S, B, BTz AA S (aracia) BEE IR B R AN R PG R B L=
BE A5 o T ) 7R P ) A el R L Rl R IR B L R TR B L R TR L LR AL
TR R AL AR TR A AT YR B BRI S B b RS, AN PR T R R g )
FR AR S, TR BT — s TR S, 0 A 9 AR AR O s i 4 e VR S ) LAAR 2
R o Ky AR G B A LA RS oR i <150 = 17 SO R R AL 5 ) S R R T
A0 _E P BRI AE 1B A AR R ] 5 PP R AT 4 2K L BRI R L — R e i
3 A BRI P9 dn A e, VRTINS = e, R/ s A B9 B A A v - R
Bo R ARIR-G AT I I ARG AR (B, BER JE R acadia mucilage . ECET HE R B
SR REO A HRNE I 0 s i A R . A D L R 25 2, ] A0 AR S IR s
F WL A3 BRI SIALAR I B, K Bl i i LU SORIURE o JIURE m] 3 I S AR 1 1 i IR 5k 3
S Y HEAT IR AR LERG B E R RIS AR L b SR st 23 ¥ (YR S A5 2 A5
i o R A i sl o RO R 2 G AR i L s A5 2 4 5 i e /g AT R T
W — IS R R AFAE h HURCE B R Bl R G AR R 1) D6 B SR AR A0 B R A
BRI R o PR BERU I BIX Lot A rb , DR BENS A6 AN 7] (1575 A A2 2 [ AT X 70
[0087] ARV, 81 S v B S R 731, ] 5 e B 2 Al % LA M 10 5 i
SoRE B G RS AL AL A S S T 5 AT G IE IR TR DR TR R A 8 i) 5 i T 5
KAIAER PRI RE RN Y 2 o RSO E IR S D 7 B ARSI E A ok . [F]
FERTIMA G FIAN AL, B4, 258 LA PR S 008 g W 00 5 4 44 1 BRI 1 7 5 57 5 el
AN B A I R AR FH RS SO » B N RS A

[ooss]  WnAR T EL, LIHR& 24 (& A il n A B AE R b o A5 th m] LUIKAE — iy K
il RG], 38 R ok R A B AL AR B S 48, (R IIUE K EEIR .

[oo8o] X (1) &9 B3 VRGP A B2 bR D REAT A AN s PR e ot n] LA
ENRES LR L NS NN tF=s SOV IIE A= - 201 0PI A= W o K DDk TSR RS R L
i 490 4, HELI 1 )\ JG R G 5 B BRI 1 o

[oo90] = (1) b9 B3 TG IR A BE2% B D ReAT A AN e v TR e o3t vl R
M STl fL R AL 3, BTk 8 se B DU AL 0 70 7 5 AR G I AR 2kt
& 2 AL F 2R AR 1. IXFERI RSP n] S5 LA BEm | itk i
HERY) RIS - WL G 2 2 R SR CRER K R IR W BUR A LI R IR, WL
ERRRELAEIU . BEAN AL & 2 — ] LRI R G0, T R EWE & Tl 2y
VI IR BRSO IREFLIR 2R — ¢ - DR IRREL | IR B - IR IR R A
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TR R TR 2R SR DAY I T TN P A TR B 1 PR 7 8 P2 ik B AL 2R 4 o

[0001] i 5 3% Bz 25 24 () 25 9 i 30) ] AR 0 K0T S 8 52 5 ) 3R B 3 1) 0 i 1y
LB LR T B, B AnTE s FTONE AR - BT VR L, WAE 25
(Pharmaceutical Research), 3(6), 318 (1986) H i AR ATHEIA R

[0092]  I&& T R4 7 0025 AL A W] VR A 38 57 ) TR AR R R0 BRI V)
LI Y0 | N NG 2 ) 7 71 | LW L

[0003] iy i d7 HR ARG sl & A2 21, 491 Trn g A0 g R, DI 32 s st 5504 S J 38 20 ) e 71
T o 545 HYBCE TR R B R 00 S 35 1 R 23 AT b A0 el e S 7K TR R 72 o — e e
Fl o VR4, 35 11 143 R FH 7B ot R 700 32 J0T sl A 7K 5 B 5 ) BAAS B0 71 o

[0094]  I&-& TRl it T NI 040 28540 il 0 B G I 551, JHG A i P e o0 e Vs A T BB T
A I B, e e K R

[0095] it T8 11 1 Js STtk FH Py 24549 ) 7900 R 5 ) 5 0 R 17K

[0006] 5 T E s 2 250 a] LAae ) skl i I T 2025 77

[0007] S5 T S 25 25 2590, Frb 8k B A5 B 40 1 20-500 FCK 6
VAR A ERDREL TR A () 1 4, L ISR W N IR 77 2045 17, B 48 HH S T8 IR FF A0 W 3 8 f A
T AR B3 PRIEWRN o VR 3 VR BRI 0 R VRS PR G2 Js 5 7 sl 5 79105 24 1) 5 )
FAVELFE 7 7K B A R P R 7 VS

[0008] i TR M N &5 24 1R 25 ) i) A 2 i RIoRE 2 X 5, P A A 2R A I 0 s 24
s AR I A S de s 2 28 A

[0000] i T~ BH I 25 245 i 25 W il 500 R AR DA I8 A L A 4% R R S R SR YK s 25 i) 51
Y.

[0100]  I&& W W AN 25 160 25400 w500 60 458 AR M RA Al 7K P T B 3 SRV 35 A B AR
B IR 0 B A R RS BT, SRS IG5 S5 R VR T (R 2 3 I IV S s UK PRI E K
R VR, AT AL B A BRI o 700 AT LB B 2 ) B AR AR 25 T, 491 A )
HANIE, FELAA R — T8 GRT) RPRESIC AT, DB AR 0 7548 FH 2 BT RR 20 N e R 28 ik
A, a0 T B K.

[0101]  J22 HE Atk 77 i) % (953 SR 0 R V8 A ¥ T E G R 5 < S A 7)ol 4%

[0102] AT, B 1 b 2 A4 A R A R, sl A T AL B A I O TR 2 2 [ R
w5 FH R 5 R, 48 06 T IRZE 24 [ 50 ol 6 2 PR R 5

[0103] X T Ab-ERIH B T 73 B VE 7 A S Bk TVF 2 B3R, R4, 49 4, 3 i 4
WK TR, T B2V T BRI, A H™ FE M, w500 i e SR 25 25 07 v, I Hoiia 7 e A
B R A YUE RN, A RCERA G YR A FHMNO0. 1£ 100 mg/kg %32 E (HALI)
P FE G A AR ) L B B AR 1-10 mg/kg REJEE N o B, X TR 70 ke [ 84F
WAL, B H SEBR Sl AR 70 F1700 mg 2 18], iz s nT AR A B H SRR 55 = 45 5 elod
HHLLAREH — RV E (B, 2.3.4.5 8L 6 7k ) 451, DTS HFE A ARIE . #hak
TG LA R D BERT AE VI SR WAL S A 5 R R I 7 R g
[0104] AR WL KR 7 e AR AN 2 1 BEIR BB AH G I AR I 7V, G 45 7 ik
BEAHBENNX (D WEY. AR EEM & —Fhr vk, BB 1- BEEREs -1 Ak
g Ay by ik B M A 8 AR DR IR B B Ho 3 1t 2R AL B0
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[01058] AR BHIEI R iR 7 W A fe B 1A 7 S i () AR 3 I T V2, 48 LU R0a 7 i f %z 1
WrEnErX () WEWETHTREE . ARVDLES K—FoO7, L a5
WA H B el e R M .

[0106]  SCIG .

7E LA R (0 s s R AR 1 HPLC 2585 4k 3k 45
[0107] 4 A :#E Waters Xbridge™ Cg 50 mm x 4.6 mm, Vi 2 mL/min ;8 738PERFE, A
FEH,0 59 0.1 % TRA Z4F CH,CN #1 0. 07 % TFA,

[0108] 4% B 4% :XTERRA RP18 (250 x 4.6 mm, 5 Cm),#ii® 1 mL/min ;20 480 EE,
M 95% (10mM K,HPO, £F H,0 #7) / 5% CH,CN %= 100% CH,CN. #Eif 55°C

T HPLC : 43 CHIRALPAK AD-H (250X4.6) mm, 5um,#ii# 1| mL/min ;VishAH 76 Okt

R 0. 1 %TFA: SETAEE (80:20) .

[o100] UV A3l (maxplot) H T 41t

[0110] 7R DUT #fd 4 St 9] T $2 AR 16 MS 2588 n F 3RAF < BUi <LC/MS Waters ZMD (ESI)
o Waters Acquity SQD (ESI)

76 LU R (0 5 50 SRR 1R NVR 2048 W1 #8753 - 'H-NMR :Bruker DPX 400 MHz. *%H
ds~DMSO, JIAEL D,0, SRIFHZAL ST MR, DGl EAE S Hl % 15-120 /3 8pjEid .
01111  AEHEMLEY EMRYER B Advanced Chemistry Development Inc., ACD/Labs
(7.00 Release). F=fujiAs :7.10, build :15 Sep 2003 FJFER> “ACD/Name Batch” H4{# H
I IARIER A 4 o
[o112]  Hj R 1 [(IR) —1- &3 —2-(3- MEW 2L ) &2 ] MR (+) - bt Bl =% &
iR Eh

ol
o B ; B
RO "
e . o
5 #a s T s
-3
& j |
; 8 cHCLnBu O §
HOG 40/ 3 : ) G @\/L B LHMDS
: T Sl 57 A B e B e
- s iy % i .-
HO * ; . HCE BT 18h 5 PRS
& S8 e x s
t, CFi00
5 F_ﬂma;h i Q 3
WL, om, P
w——— z\a 0T £ &Y. 3h 0\@(
% 2
A eme by

IR 13- (IR 2L ) HEwy
W3- EM FEE (5.00 g, 43.7Tmmol) B LM (40 mL) ¥A#1 (0°C ) W H IR
(1.35 mL, 14.4 mmol) AbFHF T O°CHEFE R NVIREH 30 min. SR S5 RV IRG P 20K
HIFH = OB R A HUE SRR TR IR G 2hs AL &) (5. 23 g, 67%) , HIGZudt
— el A
[0113] 'H NMR (400MHz, CDCI,) & 7.32-7.30 (m, 2H), 7.14 (d, J= 4.6 Hz, 2H),
49
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4.54 (s, 1H).
[0114]  BIE 2 .4,4,5,5- PYRIEE —2- (3- MEMyFL 3L ) -1, 3, 2- N3 1k

4 3- CRACHFES) BEWy (5.23 g, 29.7 mmol) 7ESY 1, 4- AR CHE (90 ml)
(RIS L (PRI EE5 ) — A0 (9.0 g, 36 mmol) EXPRHF (12.3 g, 89.1 mmol) FPY (=28
W) A (172 g, 1.48 mmol) ALFHIFR NWIRGY T 100°CM#A 12 he fIZIRAYIEH)
REBIFEL C IR IE . IRAGVER, & —E AL AT 2k, FAE A THEE 1 5-10%
LR RV, A3 2bR AL 54 (3.55 g, 55%) , ATTEIHRY
[0115] 'H NMR (400 MHz, CDCI,) & 7.22-7.20 (m, 1H), 6.96-6.93 (m, 2H), 2.28
(s, 2H), 1.24 (s, 12H).

IR 3 (3-MEWy L) MR (+) - IR Bl

¥ 4,4,5,5- DY L -2-(3- MWEWY I L ) -1, 3, 2- A ZRER Rk (3.55 ¢, 15.8
mmol) H = Z Wk (40 ml) WA (1S, 2S, 3R, 5S)-(+H)- ki —EF (3.1 g, 18 mmol) &\
W B RNIBEW T =R TR 2 K RMYIBTHK (2 x 156 ml) (KSRGS, &K
BT I 4G 15 2R A, L AT S A ali b, FHAE A B I 5% LR LBeVEN, 15 21
Praifb &4 (4.0 g, 90%)

'H NMR (400 MHz, CDCI) & 7.23 (dd, J= 7.8, 3.2 Hz, 1H), 6.97-6.95 (m,
2H), 4.31 (dd, J= 8.8, 2.0 Hz, 1H), 2.36-2.30 (m, 3H), 2.2-2.18 (m, 1H), 2.07
(t, J=5.2Hz, 1H), 1.92-1.90 (m, 1H), 1.87-1.84 (m, 1H) 1.40 (s, 3H), 1.32 (s,
3H), 1.10 (d, J=10.9 Hz, 1H), 0.84 (s, 3H).

B A [(1S)-1- FAC -2-(3-MEWy 3L ) &3 ] IR () — et — B it

2210 4350 ZE ke (1042 ml, 21.7 mmol) FPYZMENE (10 ml) A1 (-100°C )
W INNIE T 2540 (2.5 MAE THE 7153, 18 ml ;7. 96mmol) o FEdE 20 4385, £ 10 4340
(3- WEWYFE L) R (+) - JRbe —BERE (2.00 g, 7.24 mmol) ¥ THF (9 ml) ¥, IREFIR
FEAE -100°C o SRJG T -100°C& 30 3B A EALEE (0. 5M 7E THF 513 mL, 6.5 mmol) ¥
o LIRS YIE BB ITFHid: 18h Fkeda. 1a) A IR Y TP I — S BERTLRI ) AL
B (2550 ml) FFRIZUBERE 7J<}§‘}5H~Z%kﬁx37/”\,A#E’Jﬁm}f‘%%7j<@ﬁ@z“z’%¢ﬁ§éﬁﬁ
TWRAE S BIFREAL AT (2.1 g, 89%) , HO At — Al iy Jaas H TR 5 1625
[0116] 'H NMR (400 MHz, CDCL,) & 7.26 (dd, J= 8.3 Hz, 1H), 7.11 (m, lH), 7.03
(dd, J=6.1, 1.1 Hz, 1H), 4.36 (dd, J=10.7, 2 Hz, 1H), 3.75 (m, 1H), 3.21 (m,
1H), 2.34 (m, 1H), 2.19 (m, 1H), 2.07 (t, J= 5.2, Hz, 2H), 1.91-1.84 (m, 2H),
1.35 (s, 3H), 1.28 (s, 3H), 1.05 (d, J= 11 Hz, 1H), 0.84 (s, 3H).

BB S [AR)-1-0 X ( =R PEpEIE ) 20k ]-2-(3- MWyt ) 458 1 iR

] [(18) —1-5AX-2- (3-MEmy L ) L3 ] IIRIR (+) — It —FEhE (2.30 g, 7.09 mmol)
[¥) 10 ml JG7K THE V431 (=78°C ) ¥ AR ( =R FRELEEL ) &40 (1 MAE THF
10.6 ml, 10.6 mmol) . ZIEEWIARIZENR, Bid: 18 h HKRGE 2T WAERMEEY+
I CEE, SR 5 BERRDTVE I 1R . WG I8 2Rt 59 (1.72 g, 53%) , Hopiidt—#
af Ak R A H TR S PR
[0117] 'H NMR (400 MHz, CDCl,) & 7.19-7.17 (m, 1H), 7.01-6.99 (m, 2H),
4.29-4.27 (m, 1H), 3.07-3.05 (m, 1H), 2.79 (m, 1H), 2.68 (m, 1H), 2.3 (m, LH),
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2.15 (m, 1H), 2.02 (t, J= 5.2 Hz, 1H), 1.87-1.86 (m, 1H), 1.79 (m, 1H), 1.36
(s, 3H), 1.25 (s, 3H), 0.94 (m, 1H), 0.85 (s, 3H), 0.08 (s, 18H).

IR 6 [(IR) —1- 2% —2- (3- MR 5L ) L3 1 MIRIR (+) — PR —RElE — M LR R

) LR —1-[ W (=R ) 23 J-2-(3-mEwy 3t ) 43 ] iR (1.72 g, 3.82
mmol) 7E = MWK (25 ml) FHJVAEN (0°C) W T MA =5 L1 (0. 88 ml, 11.48 mmol).
TR TR Y 3 ho FIVK - FFEER R NVR APV I A -10°C FE it S it (A e 14,
LRSI, 2RSS .
[0118] 'H NMR (400 MHz, CDCI,) & 7.8 (bs, 3H), 7.33-7.27 (m, 1H), 7.23 (m,
H), 7.01-6.99 (dd, J= 5.0 hz, 1.2 Hz, 1H), 4.35-4.32 (m, 1H), 3.18-3.10 (m,
3H), 2.28-2.15 (m, 3H), 1.99 (m, 1H), 1.90 (m, 1H), 1.85 (t, J=5.2 Hz, 1 H),
1,80 (m, 1), 1.34 (s, 30, 129 (s, 30), L04-1.02 (m, 1M, 0.81 (s, 3H).

AR 2 ([ (AR) —1- &2 —2-(3— LKA ) 4 1 IR (+) - IRkt —FElE — M LR ER

Fﬁmm
f’mm Liwb \é

@‘ﬁ i
o
OH e ¥ oo Bo o x:s% e
\,E:% b RO s IS s
REL 2K St Rk Bt IWT:;!L B O-{K \{

E #®3 B4

% "”liﬂ

LHRE :
TR R TR, m:ﬁ m 5 %
5 e o
M S
PR N san

IR 1 (3- LI ) R

W3- RACRAEERE (5,00 g, 26. Tmmol) 7EMi TIPSR (50 ml) W E T
I PR ERHE (26.0 g, 80.2 mmol) .5 DCM (40 mg, 0.54 mmol) EAWIL 17 -% (=
IEWEIE ) R AR (11 ) AbFE. AN = ZFEMRE (1.0 MAE THF #, 80 ml, 80
mmol) FER S NWIRGM T 70°CINFA 5 ho B I (4 N AV H1 2 0°C Ff 48 NaOH /K
(10%) F1H,0, K¥EH (30%) K. ¥ NIREY TSl T 30 280, F#RE S /K HC1 1R
I — R E . B HUZE T4 (NayS0,) FFIRYE . Zohk B bR 2 b 4l 4b 5, FH A2 A7
B 1) 5-10% LR SBEBEM, SRR~ (3.5 g, 90%) , iR LK
[0119] 'H NMR (400MHz, CDCI,) & 7.31-7.27 (m, 1H), 7.22-7.14 (m, 3H), 4.68
(s, 2H) 2.70-2.64 (m, 2H), 1.27-1.24 (t, J=7.6, 3H).

AIR 2 - CRANASE ) -3- L3

¥ (3- CFEXRKE) FEE (3.50 g, 25.7 mmol) 7E LTk (40 ml) ¥4 (0°C) HHH
ZWRALHE (0.8 ml, 8.5 mmol) ALFEIMG R NIRAYT 0CHEFE 30 min. AR5 RMIEE
WA BIKF I H CBRREL . BHUE SR T Ik Yq . B (3.1 g, 60%) Jesiif—
A A Abm JE A TRl S P R
[01201 'H NMR (400MHz, CDCI,) & 7.29-7.15 (m, 3H), 7.15-7.14 (m, 1H), 4.50
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(s, 2) 2.69-2.63 (m, 2H), 1.27-1.23 (t, J= 7.6, 3MH).

IR 3 .2-(3- LHEETEIL )4, 4,5, 5- PYFIEE —1, 3, 2- —EUMIALIR R

- CRAVHZE ) -3- 4328 (1. 7g, 8.59 mmol) fEME I 1, 4- 5Okt (40
ml) FREE AN (MRS ) —Al (2.61 g, 10. 3mmol) EXPRHY (3.56 g, 25.8mmol) .
PO (=250 ) A (0) (0.497 g, 0.429 mmol) ALFEIFRHREGY T 100°ChI# 12h. {#kE
TN YA R FZRIFELE C SRR . 4G 98, Rl SR AL E M aiib, FAE A
B ) 5-10% LR LBEVENL, 13 2IAR LG (1.4 g, 66%) , A (PR .
[0121] 'H NMR (400MHz, CDCI, & 7.18-7.14 (m, 3H), 7.03-6.96 (m, 3H),
2.64-2.58 (m, 2H), 2.28 (s, 2H), 1.24-1.21 (m, 15MH).

IR A (3 CFERE) MR (+) - JRbE —BElE

¥ 2-(3- LR -4 ,4,5, 5-PURKEE -1, 3, 2- “4MIZL IR kA% (1.4 g, 5.68 mmol)
K= Zmk (30 ml) WA (1S, 2S, 3R, 5S)-(+)- JEki —FE (1.45 g, 8.53 mmol) AbFE,
W NVREY) T2 I 12 h, SRS RGP KRR IR, SR Ja Bk e, 2 /Kii iR
BT, AR AE . KRR AR AR A, FAE A mBEP IS 5% LR LBEVENG , 152045
A (143 g, 84%) .
[0122] 'H NMR (400 MHz, CDCl,) & 7.19-7.15 (m, 1H), 7.04-7.01 (m, 2H),
6.98-6.96 (m, 1H), 4.29-4.27 (m, 1H), 2.64-2.58 (m, 2H), 2.34-2.28 (m,
3H), 2.20-2.19 (m, 1H), 2.07-2.04 (m, 1H), 1.89-1.81 (m, 2H), 1.29 (s, 3H),
1.25-1.21 (m, 3H), 1.1-1.08 (m, 1H), 0.84 (s, 3H). GCMS :m/z :298

BIRS[(1S)-1- 58 —2-(3- LHERE) 4] R (+) - IRkt —IENg

22 104381 5% (0.89 ml, 13.7 mmol) FIJE/KPYSEMENE (6 ml) VA H1 (-100°C)
BEWHIMAE TR 2.5 MAECET, 2.0 ml, (3.7 mmol). T —100°CHEHE 20 435k
Ja, 10 48N (3 LFEWIEE) Bl (+) - JRbi —EEls (1.36 g, 4.56 mmol) [KJJE/K THF
(4 ml) ¥ SRIE T -100°CL 30 73 ¥ A EALEE (0.5 MAETHF A7, 8.2 ml, 4.1 mmol)
Wl ZIREGYE R SE AR 18 h FRAd. 170 2B BRI PR T o N = SRR AT 1
AME (#5256 ml) FERIZUERE . AKE = CBERE 3 Ik, & FF A AL Z 40K R 115
R, Y (1.5 g, 94%) JEFEH T 2%,
[0123]  GCMS :m/z :346

A6 LR -1-[ W ( =FIERFELEAE ) 20 1-2-(3- LHERTL) LT T R (+) - %
yom LAl

] [(1S)-1- R —2-(3— ZHEAIE) £AE ] #lIR () - IRk —BEhE (1.5 g, 4.32 mmol)
7E 15 ml Jo/K PYERRIR 72 1 (=78°C ) W AR ( =FREEPREpedE ) 2 /bdl (1 M
£ THE 1, 6.5 ml, 6.5 mmol) . {FiZIRGVIERNEUE, Btk 18 h ka2 T, 1n AR
BRI CBE, SR 5 BEERDTTE I B4 R4 pE i A3 2 P T A ) (1.2 g, 58%) , Hok
I — 0 Ak T JEURE T TRl S P R
[0124]  ZPER 7 :[(IR)-1- 2% —2-(3- LEEARE ) L MR (1) - IR Bl =M LR
2N

B LAR) -1-[ A ( =FEREFRERERE ) &L 1-2- (8- LEEFIE) 43 ] MR (+) - IRk —
FElE (1,20 g, 2.54 mmol) £E Mk (20 ml) *H¥AE1 (0°C) W =% L (0. 87 ml,
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7.6 mmol) BiHALEE ., K R NIR AR T 30°CHITEE PSR K. R T F 2R IE7%
K, I IEIUF R 4 K. SRR AGREAE (1.0 g, 89%) Joiiik— L4tk m H T )5 15
%K.
[0125] 'H NMR (400 MHz, DMSO-d6) : 8 7.22-7.26 (m, 1H), 7.09-7.11 (m, 3H),
4.31-4.33 (m, 1H), 3.00-3.19 (m, 3H), 2.59-2.65 (m, 2H), 2.18-2.23 (m, 2H),
1.90-1.98 (m, 1H), 1.80-1.89 (m, 1H), 1.33 (s, 3H), 1.20-1.26 (m, 6H), 1.06
(m, 1H), 0.80 (s, 3H)

HRAAA 3[R —1- & 3E -2-(3- = H AR ) L& ] IR (+) - IRkt — Il =M O
[iz&aN

GFaum

NH
- @V
CF; m__,,] |

IR 2-(3- R PR )4, 4,5,5- IR -1, 3, 2- AN A ke

BRAL 3-( = A ) K (5.00 g, 20.9 mmol) FEWLSM 1, 4- 44 Okt (100
ml) RSB (EES ) — i (6.4 g, 25 mmol) JEXIREF (20.9 g, 62.7 mmol) P4
(=R ) 48 (0) (1.2 g, 1.0 mmol) AbHIFMEEAMT 100°CINFA 12 he fEEIHAH
AP H 22 SR I C SRR R o A BB, AL T R I I AT JE M ik, B T P T 2%
LR LWBEVENL, 13 2IbR A5 (5.1 g, 85%) , AL 4.
[0126] 'H NMR (400 MHz, CDCI.)) :6 7.45 (s, 1H), 7.33-7.40 (m, 3H), 2.36 (s,
oH), 1.25 (s, 12H). GCMS :m/z=286

IR 2 (3- ZRAETFE) MR (1) - IR N

Wo-(3- ZHEEER)4,4, 5, 5-VUFE -1, 3, 2- “AMIZYI KL (5.10 g, 17.8
mmol) [ =2 Wk (50 ml) ¥ H (1S, 2S, 3R, 5S)—(+)- Ve K (4.55 g, 26.7 mmol)
SRR K ONIR AT EIR IR 12 b, RS IRE W KV IR, AR 5 3R K Bk 400
FREN T, ARG R4« FH = A RER AT E T 24k, BT EE 1 2% SR RPN, 15 2 bR &
&Y (6.0 g, 99%) , A LA,
[0127] 'H NMR (400 MHz, CDCIL,) :8 7.40 (s, 1H), 7.35-7.38 (m, 3H), 4.29 (dd,
J= 2.0, 8.8 Hz, 1H), 2.40 (s, 2H), 2.31-2.36 (m, 1H), 2.17-2.21 (m, 1H), 2.05
(t, J= 5.8 Hz, 1H), 1.90-1.92 (m, 1H), 1.80-1.85 (m, 1H), 1.39 (s, 3H), 1.29
(s, 3H), 1.02-1.05 (m, 1H), 0.84 (s, 3H). GCMS :m/2z=338

BER 3 (19) -1- & —2- (3 = FEETR ) - SEMR (1) - JRbe — I NE

215 b & T4 (1,70 ml, 26.6 mmol) FJE/K DU S eI (17 ml) [ %
(-100°C ) AT IMALETHEH (1.6 M, 6.1 mL, 9.75 mmol) . + —100°CHiFE 20 438h
Ja & 15 PN (3- R FERE) MR (+) - IR M (3.0 g, 8.87 mmol) 7E7C
K THE (12 ml) PR . SR T -100°CL 30 438 NSALEE (0.5 MAE THE F1, 16.0
ml, 8.0 mmol) Y. (TIZIEA YL RN EIFBFE 18 h Mk . 17 2L Ry h in A=

ZBEREAT R AL, (% 25 mD) JFRIZUEEH: . AZH = CBERE 3 W, PR ZTE
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IR RN T T LW . Kotk (3.4 g, 99%) JRAEHH TRl 5 2 5%
[0128] 'H NMR (400 MHz, CDCI,) :8 7.27-7.54 (m, 4H), 4.36 (dd, J= 1.6, 8.9 Hz,
1H), 3.63-3.69 (m, 1H), 3.24-3.26 (m, 1H), 3.17-3.19 (m, 1H), 2.32-2.40 (m,
1M, 2.17-2.19 (m, 1H), 2.05-2.08 (m, 1H), 1.84-1.91 (m, 2H), 1.36 (s, 3H),
1.28 (s, 3H), 0.99-1.02 (m, 1H), 0.84 (s, 3H). GCMS :m/z=386

A A LAR -1-[ W ( =P Epi I ) 2408 1-2- - = H PRI ) 45 ] K
(+) - IR bt —BERE

) [(1S)-1- & —2- (3 = AR IE ) &AE T MR (1) - YRk —BElE (3.4 g, 8.8
mmol) 7F 25 ml JE/K VYRR KA1 (-78°C ) ¥ A ( = 23E FiEbidt ) 2 b8l
(1 MAETHF 1, 15 ml, 15 mmol) . f¥ZIR-GHIL R, ikt 18 h IRk 2+ Ak
RIER BRI I Tkt A8 a BEBRUTUE ) [ 44 o IR GBS B AR ) br b &4, Hook
I — 0 Ak T JEURE T TRl S P R
[0129] 'H NMR (400 MHz, CDCI,) :8 7.27-7.53 (m, 4H), 4.22-4.25 (m, 1H),
3.06-3.07 (m, 1H), 2.91-2.93 (m, 1H), 2.22-2.32 (m, 3H), 2.02-2.03 (m, 1H),
1.87-1.88 (m, 2H), 1.37 (s, 3H), 1.27 (s, 3H), 0.94-0.96 (m, 1H), 0.83 (s,
3H), 0.17 (s, 12H), 0.06 (s, 6H)

AL [ (IR) —1- 240E —2- (3- =PRI ) 43 ] MR (+) - IRk e =M LR
o

T0C, ¥ [AR -1-[ X (=P IREFREREIE ) 2005 1-2- (8- =PRI ) 2% ] g
() - JRGE MG (1.5 g, 2.93 mmol) £ =&MW (15 ml) FRHAH (0°C) WHH =LK
(0.67 ml, 8.8 mmol) BRI, TZIR FHHERMN 3 ho B RMVIRGWIEACT 30°CHIE
FE N2 S T R I8 %, T E R 4 R PSR (1.7 ¢
It — Ak H TR R PR
[0130] 'H NMR (400 MHz, CDCI,) :8 7.27-7.54 (m, 4H), 4.33-4.35 (m, 1H),
3.10-3.39 (m, 2H), 2.15-2.35 (m, 2H), 2.01-2.08 (m, 2H), 1.89-1.95 (m, 2H),
1.37 (s, 3H), 1.27 (s, 3H), 0.94-0.97 (m, 1H), 0.83 (s, 3H)

HE) A 44— IS -3- Jk —4- A - T

IR 1 4 K -3- 4-FA - TR A NS

4 4- (3R - z;:;i) —4- - TER 4 FEME (500 mg, 1. 75mmol) \ZAIEANEE (340 mg,
2.62 mmol) FFALHE (1.06g, 7 mmol) 7E —FAAH Ot : /K (2:1, 20 ml) P HNESYH
FAMA 15 min, SRJE O (= 2R3E0% ) &4 (1) (11 mg, 0. 175 mmol) AbEEIFH
PARG YRR N AT T 90°CHER 1 ho ARG H LR S EEMRE RNV IRGY), i ¢ #hid
JE, FAEPRE T 28 R SRR P R EAT AL SR SR LR A Y BEAE A W )
RN EAAEY (0.40 g, 83%) .
[0131]  MS(ESI+) :283.0, HPLC (/774 A) :Rt. 5.2 min, HPLC ZEfE 95. 3%
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IR 2 4- BOK -3- 3 4- A - T

4= TR -3- 2k 4 %Mt TR LHME (400 mg, 1.41 mmol) 7EPUSIMENRE : /K (4:1,
10 mL) FEFEHE A LiOH H,0 (170 mg, 4.23 mmol) KbFHFFH s NMIR-EGH T 200 T hide it
Lo LI T WG [ NARE W), 5 B W) FK R R IE FH S 1R SRR =X . K JZ T HCT (1. BN)
KSR I & el ANLZE SR T8 IF R 46, 15 3kr 84k 54 (0.3 g,
83%) .

'H NMR (400 MHz, DMSO-d6) : 6 8.20 (s, 1H), 7.92-7.98 (m, 2H), 7.72-7.74 (m,
oH), 7.60-7.64 (m, 1H), 7.50-7.51 (m, 2H), 7.40-7.41 (m, 1H), 3.32-3.35 (m,
oH), 2.59-2.61 (m, 2H). MS(ESI+) :255.0, HPLC Rt. 4.0 min, HPLC 4lifF 99.7 %.

HRRIR 5 16— 2R3k — ke —2- FIE

W 6— JRACHEIE —2— B (500 mg, 2.68 mmol) XM (870 mg, 6.7mmol) FlfFAL
Hi (610 mg, 4.0 mmol) WIREGWIE T H ATk : /K (2:1 ) 7.5 mL HPIFHASRMS
15 mino #RJGIIAR ( Z2RFEHE ) &bt (1) (94 mg, 0. 13 mmol) JF¥ s NIRAYILE
WP RN AT 90°CHEM 2 he RGH LR OB R NIREY, Bk ¢ shidJEIrEk.
SR PR E MT AR SR G R B RIAT T B AR A B I
[0132]  MS(ESI+) :184.0, HPLC (/j7%A) Rt. 3.3 min, HPLC ZHfE 95.1 %

HEA 6 4 S8R —4-(6- R — ke —2- 25 ) - TR

IR L A= AR -4 (6- R0 — ki —2- 5L ) - T IR P AN

W 6- 2k - kg —2- R (PIAR{A 5 ;800 mg, 4. 37 mmol) [¥)F BV FH AR P R
(0.54 mL, 5.2mmol).3—- &% -5-(2-FRFELHE ) -4- P -1, 3- BEMEE R (220 mg,
0.87 mmol) 1= % (1.8 mL, 13mmol) 4#b¥E. RG¥ R NIEEW T 70 CIE]/JILI he f# /%
NG YIS E 2 RT, FIAEK A VRN NH,C1 ¥ K IFH O 1R CIEHR B, 7 BSAHLZ, H
NaHCO; . #h /K BE%» 48 Na,S0, T4 . R S Sk AT JA M 4l Ab, SR LR L 1R A vr Ik
VE PRI (0. 80 g ;68%) .
[0133] MS(ESI+) :270.0

IR 24— AR 4 (6- -k - mkhE —2- 35 ) - TR

A= AR 4 (6— A3 —nibmE —2- 55 ) - TR &M (600 mg, 2.2 mmol) 7EPYEIE
MR s 7K (4:1, 10ml) 3y H LiOH. H,0 (280 mg, 6.68 mmol) ALFEIFH R NVIRAY)T
AR TR BBV, B R KR IR = %LEIHF’HE?% AR5 HCL Kgsw (1.5
N) FRKZEFFH Z R PR . AU LB S T8k 4s . @i H 48 HPLC P el
A SRAT 1 [ 44
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[0134] 'H NMR (400 MHz, DMSO-d6) : 8 8.20-8.26 (m, 3H), 8.00-8.10 (m, LH),
7.88-7.90 (m, lH), 7.47-7.57 (m, 3H), 3.50-3.53 (m, 2H), 2.62-2.65 (m, 2H).
HPLC ( 74 A) Rt. 3.9 min, HPLC 4lifF 99.5 %

HRTR R 7 23— (N- FdE FIREE ) — VR AP 516

NOH

H,N e
o
B 3-FAEN L LG (2.00 g, 17.7 mmol) RAZEREREE (1.80 g, 26.5mmol) Fll =<
iz (5 ml, 35 mmol) ZEZFEEFHIVREY T 85°CIIVR 2h. KK R NIREY) IS P RILH =
POt — Atk B TP (2.5 g, 96%) .
[0135]  Fh[E)fA 8 :3-(5— &JE —[1, 2, 4] BE— M —3- 5 ) - INIR

N
Ol

IR 13- (5 2REE (1, 2, 4] WEme —3- 5L ) - INIR &S

FTEIE T AT (2.00 g, 16.4 mmol) FI1 1.1 *—FRIL_WEM: (3.8 g, 18 mmol)
EFEREE (25 mL) h8EF: 2he RGN 3-(N- FREE DRSS ) - INBR FF2E0E (Hhialfk
7:2.5 g, 18 mmol) ¥ RMNWIREW T I TSR ARG RMNIEEY T 100°C A
2ho H &R CHEMRE R NVAIRG W3 3K ¥edk . ANUZEMBR T IR sd . Mt
FEEATAEAY,, SR U e B AR A e 71 o
[0136] 'H NMR (400 MHz, DMSO-d6) : 8 8.06-8.09 (m, 2H), 7.67-7.72 (m, LH),
7.60-7.64 (m, 2H), 3.61 (s, 3H), 3.03-3.06 (m, 2H), 2.80-2.84 (m, 2H).
MS (EST+) :233.0, HPLC ( Jj7£A) Rt 3.9 min, HPLC 4lif¥ 95.5 %

IR 2 :3- (5 R -1, 2, 4] MEZme —3- 5L ) - IR

H 3-(5— 23k —[1, 2, 4] WE—mg —3-FL ) - INIR I ZE S (800 mg, 3.44 mmol) 7EPYEIE
W : 7K (4:1 ) SR LiOH L0 (400 mg, 10.3 mmol) ZbFRIEH R NIR S TERT
P HE A o FEE T B 2550, TR B KR RE, FH U ek AR5 F HCL K (1.5
N) FRRIKZ I S PR B . AL Z S BRaT8 IR ik . ezt — e T
Bt i A0 B
[0137] 'H NMR (400 MHz, DMSO-d6) : 8 8.07-8.10 (m, 2H), 7.60-7.72 (m, 3H),
2.98-3.01 (m, 2H), 2.71-2.74 (m, 2H). MS(ESI+) :219.0, HPLC (J5i£A) Rt 3.1 min,
HPLC 4i/% 99.6 %

HHER 9 :3- BRI - WK

N/\)J\QH

i

¥ B-H=Em (15.0 g, 168 mmol) FIJE/K FELEBHIBKIREH (46.3 g, 336 mmol) .
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CuS0,. 5H,0 (0.83 g, 3.36 mmol) FABKMLEHATEAE S H ALY (35.0 g, 202 mmol) AbEEFHHs
RINRET 10 N R 16 /Nt 7EMKT 30°CHIEIE N, fEE N R RMIREY. b
BRI K AR oF pHRTT R 6 I LR S BEHRE. 4 E7KAH pH AT 2 3 I O
LPERBUKZ s 3 BANUZE 4 NSO, THR Ik 4a, 192K 3- S5 - W

[0138]  rh[E)fA 10 :3-(4- &L -1, 2, 3] =M —1-J& ) - AR

N=N
N o
©/§/ \/\’l.:}r

R LB (1,61 g, 15.8 mmol) M 3- S HILE-NM 2.0 g 17.4 mmol) 7F
t-BuOH:H,0 (2:1, 45 ml) T HIETEH PR MEEEN (469 mg, 2.37 mmol) F1 CuSO,. 5H,0
(196 mg, 0.79 mmol) AbFEII R VIREW T i FHHE 12h. F L8 LRI 2 R VIR
EIEHIKEEE. 2R )5 FKESE R EKRIEATUZ . 4i 6 IF AN, fERE2 T T8, 19
A A EFE AP A (1.6 g, 46%) o
[0139] 'H NMR (400 MHz, DMSO-dy) :6 12.58 (s, 1H), 8.55 (s, 1H), 7.82 (d, J=
7.4 Hz, 2H), 7.44 (t, J= 7.4 Hz, 2H), 7.32 (t, J= 7.4 Hz, 1H), 4.60 (s, 2H),
3.01 (s, 2H). MS(ESI+) :218.0. HPLC ( vk A) RT 2.7 min, HPLC /& 99.7 %.

FRAAA 11 23— (1 2R5& —1H-[1, 2, 3] =M —4- JE ) - TN IR

AR T TR A 10 3 1) 7 Sl 45 1% T R A
[0140] 'H NMR (400 MHz, DMSO-dy) :6 12.25 (s, 1H), 8.57 (s, 1H), 7.87-7.85 (m,
2H), 7.60-7.56 (m, 2H), 7.46 (t, J= 7.4 Hz, 1H), 2.93 (t, J= 7.4 Hz, 2H), 2.66
(t, J= 7.4 Hz, 2H). MS(ESI+) :218.2. HPLC (Jj¥£A) RT 2.7 min, HPLC4EfF 99.8 %.
rEA 1L s (- ARk -2 (1) - 58 ) &R

£ m-LPBA POCE CH,C00H
\ L, O
e e 0 4]

h4

HH,OBe
o]
e MaH, DMF o0 TFA 5 o
e g B RE
o o o

IR 1SR -N- )

TR (20.0 g, 155 mmol) [ Z 4t (400 mL) FH ) - S K F g (40.0 g,
232 mmol) AbHLIFH S NVRA YT IR T Pib i 2 . 198 s NVR G, 28R IR I e —
Aalidbimn HF R PR (20.0 g, 89%) .
[0141] MS (ESI+) :M=146. 3
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IR 2 1- SACT

RS (200 m1) FEOKVA S5 F T I N2 gk -N- S04 (20.0 o) F1o R RN
RE %bnﬁ@lﬁlm,%mcﬁﬁi TEJRHS T 28 RIS, SR Ja 7k B W R VKR4 — &
Lede . M EANE, SR T IR ks . S SrEAE ENraife, R O L BERTA
BEAE AR (21,0 g 585%) .
[0142] 'H NMR (400 MHz, DMSO-d6) : 8 8.25-8.31 (m, 2H), 8.08 (d, J= 8.0 Hz,
1H), 7.88-7.91 (m, 2H), 7.80-7.84 (m, 1H). MS (ESI+) :164.0, HPLC ( J7#£A) Rt
8. 29min ;HPLC 25 /& 96.0 %

IR 3 N 1 (2H) — fi

Hl AR (8.1 g) TEUKEEER (170 mL) HIEHEH LR (25 ¢) AbH, AR5
W SONIRE YT 100°C Ik 3ho A8 S WIR-S W% 31 22 S0 T R mUs T 28R TR EYH
VKERYA , I 8T I A AR R PRI g sy B8 (5.8 g, 80%) .
[0143] 'H NMR (400 MHz, DMSO-d6) :8 11.24 (s, 1H), 8.18 (d, J= 8.4 Hz, 1H),
7.63-7.71 (m, 2H), 7.45-7.49 (m, 1H), 7.15-7.18 (m, 1H), 6.55 (d, J= 7.2 Hz,
1H). MS (EST+) :146.0, HPLC ( 77k A) Rt 2.23min ;HPLC 415 98.2 %

IR A (1- FACTE WL -2 (1) - 2 ) BT B

B Sk -1 2 - Fd 3 (1.0 g, 6.9 mmol) FIZERBUTHE (2.0 mL, 13.8 mmol) 7
FRIEFEZ (16 ml) R4 (0°C) B sh (60% 7EW 43, 660 mg, 17.2 mmol)
AT 10 7380 S, B R NIRA Y VKERY , ik 9T s [ AR T (1.2 g 560%) -
[0144] 'H NMR 400 MHz, CDCI3:8 8.42-8.44 (m, lH), 7.63-7.67 (m, 1H),
7.47-7.53 (m, 2H), 7.01 (d, J= 8.0 Hz, 1H), 6.53 (d, J= 8.0 Hz, 1H), 4.64 (s,
2H), 1.49 (s, 9H). MS (BSI+) :204.3, HPLC (Jji£A) Rt 4.08min ;HPLC 4/ 98.4 %

LIRS (1 E AT 2 (1) - 2% ) LR

B (- AN 2 (1) - 2 ) ST S (1.2 g, 4. 6mmol) 7E —FFHE (20 mL)
R =R R (10 mL) B SR JEH SNIR-G P T 23 T HidE 3he 28 R
FAFZ TR S PR ILh . T SR B B [ 4, 15 2 bR L 54
[0145] ' H NMR (400 MHz, DMSO-d6) : & 10.76 (s, 1H), 8.18-8.20 (m, 1H),
7.64-7.73 (m, 2H), 7.42-7.52 (m, 2H), 6.62 (d, J= 8.0 Hz, 1H), 4.67 (s, 2H). MS
(ESI+) :204.3, HPLC ( 57 A) Rt 2.34 min ;HPLC 4li/& 99. 3 %

AR AR 12 R0 13« (+) —2- (3— SN AT ) —4- AR —4- 2RI T B A () -2-(3- &R
) -4- 8 A- KE TR

ANHETERT 2- (3 FAREEL ) —4- AR —4- R T BRIl i T+ il %6 1Y HPLC 7E CHIRALPAK
TA (250x20) mm, 5um 4SS, WEAHCOE : SRR (65:35), ik :10 ml/min.

[0146] PRI H)(E 13. 7 min (PIAJIK 12) FIAE 18.6 min (PIAIA 13) Pellil. PAH =4
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K LLT HPLC I3 4T -
FE :CHIRALPAK AD-H (250x4.6) mm, 5um
TBNAH :0. 1 BTFA fECHE « FINZERE (80:20)
VLI ;1. Oml/min
FREAR 12 :sRt-10. 8 min (ZHAF 100 %) ;aD +101.9° 48, c¢= 1.0 g/100 mL
FRlE AR 13 :Rt—14. 9 min ( ZEJF 99. 2 %)
Frodgxteettn R 83 ) 2EEN.
[0147]  Hh[E)fA 14 Bl 15« (+) —2- (4= AL ) —4- SR —4- R TR (-) —2- (4- AR
ARHL ) —A- A A R TR

AMHHER 2- (4- FACHRZE ) —4- X —4- 2R3 T IRid ik Ml £ 2 HPLC 7F CHIRALPAK
IA (250x20) mm, 5um 48, WaAHCOK : RNEEEE (60:40), #E :10 ml/min.
[0148] WM™ 47E 14. 2 min (FPIAMAK 14) FIAE 21,4 min (FP[EFE 15) Belii. PAF 4
K LLT HPLC I3 4T -

FE :CHIRALPAK AD-H (250x4.6) mm, 5um

TBIAH :0. 1 BTFA fECHE « FNZERE (80:20)

VLI ;1. Oml/min

WA A 14 ;Rt-15.4 min (4EAF 99.3 %). aD +103.4° ;48 , c= 0.57 g/100 mL

HIEA 15 :Rt-22. 2 min (4ifF 99.3 %). aD -111.5° 4, c= 0.57 g/100 mL

Frodgxteettn R 83 ) 2EEN.
[0149]  Hrfa)fA 16 1 17 s () —2— FFE —4-(4- FEERE ) 4-HR - THRM )-2-F
B -4-(4- PEERE)4- 85K -TR

AN E ) 2- R IR —A-(4- AR ORI ) -4- A - T R i F 1 & &Y HPLC 7E
CHIRALCEL OJ-H (250x20) mm, 5um b7pE, WsHCOKE @ RNZEEE (75:25), U <10
ml/min.

WA= IAE 15.5 min (PIAEAA 16) FITE 20. 2 min (P RIGR L7) BEME. P94k H
LI HPLC J5 143 #T -

¥E :CHIRALCEL 0J (250x4.6) mm, 5um

WEIAH 0. 1 %TFA fEC kL « SAEERE (90:10) H
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VLI ;1. Oml/min
FPAA 16 :Rt—22. 3 min (4EEF 98.7 %). aD +21.1 ° 4, c= 1.0 g/100 mL
FPA4A 17 ;Rt-33.6 min (4EEF 97.7 %). aD -21.0° 4, c= 1.0 g/100 mL)
Frodgxteettn R 83 ) 2EEN.
[0150]  FP{AIFA 18 : (1R) —2— ( ZEFFEMRMG —3— J£ ) ~1-(3a, 5, 5~ — FFEL NG 4, 6- W 2K
I LA L1, 3, 2] AR e —2- 58 ) = LR

o = of

HW

e

Q“‘i‘ ?
wm n{ﬁ*%}&ﬂ @,éa 1S253RSS (RN
AT A ,_a,gmm

g ‘ o L
SRz $83 #84 @0

CF,000
CHOL R B 5 4
ZnQ, M 5 NCERT RT, m@}\A i; u”{‘:i,i RY, &@J\q
AT ,i: BE g’ Q‘G g = m& C’{K
X T e o
a5 ¢

APBR 1 2R IFIR R —3— 2

1= ZRIECR —-3- AR (Bg, 34.2 mmol) MIFFEE (50 ml) WA UK¥A HIH4 884 I
NBHEALES (1.9g, 51.3 mmol) . ¥ WIRAW TSR FHiFE | ho KRG NIREY), 15K
B A AN G R — A B2 (AL 2> AN, S IR T ik 4s . M (5.0 g,
98%) et — etk JFAE TS PR
[0151] 'H NMR (400 MHz, CDCI,) : & 7.68-7.70 (m, 1H), 7.62 (s, 1H), 7.50-7.52
(m, 1H), 7.26-7.36 (m, 2H), 4.86 (s, 2H).

IR 23— (IR ) ZRIFIENE

YR -3- A (5.0 g, 33.7 mmol) 7E_ZBK (50 ml) 74 (0°C ) WHH =
PALEE (1.1 ml, 11,2 mmol) ALFEIF¥E S NVRAYT 0O CHERE 30 min. REH R NIEEY)
AEIVK I BRI . AHLUE AR TR IFkgq. M (7.1 g, 100%) Joonit—b
afifb i R e B S P IR
[0152] 'H NMR (400MHz, CDCI.) :6 7.71-7.74 (m, 2H), 7.53 (s, 1H), 7.31-7.39
(m, 2H), 4.65 (s, 2H).

IR 32— (ZRIFMENG —3- FEFHE ) -4, 4, 5, 5- PUFSE -1, 3, 2- SN ZER bt

e 3-CERARHZE ) ZR9Fmemg (7.1 g, 33.8 mmol) 7EMSIN 1, 4- &Ikt (70
ml) R (IS ) Al (10. 3g,  40. 5mmol) (ERFEZEF (13.9 g, 101.0mmol) .
VY (=230 ) 48 (0) (1 9 g, 1.7 mmol) AIEIFEEEYT 100°CHNA 12h, fFFelE
I B H 2 iR FFE S C EhIRId U WRAFVER, KL ek oA S A 4iAb , FHAE A ik
(1) 2-5% LR LBEVENL, 13 RIAR LA (6.1 g, 69%) , A B ELIHPIRY)
[0153] 'H NMR (400 MHz, CDCI,) & 7.52-7.57 (m, 2H), 7.44-7.46 (m, 1H),
7.21-7.30 (m, 2H), 2.23 (s, 2H), 1.29 (s, 12H).
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IR A 22— (R FFMERE —3- L) MR (+) — IRt —IElR

¥ 20— (R FFIRIE —3-JE L) 4, 4, 5, 5- PO F 3L —1, 3, 2- SN A3A ke (6.1 g, 23.6
mmol) f) = LWk (60 ml) ¥ (1S, 2S, 3R, 5S)-(+) - Ik (6.0 g, 35.4 mmol) 4t
Ho ¥ RMIREGW T E=E TR 12 h, K5 RA W KRR IR, S8 5 F 3Kk, 20K
DB BT, SN JE Wi . M Ak A ZE A aid, HAE A mE R I 5% LR SmEvEl , 19
PR E G (6.3 g, 82%) .
[0154] 'H NMR (400 MHz, CDCI,) :8 7.56-7.58 (m, 1H), 7.53-7.55 (m, IH),
7.44-7.46 (m, 1H), 7.23-7.28 (m, 2H), 4.33 (dd, J = 1.88, 8.76 Hz, 1H),
2.32-2.34 (m, 1H), 2.28 (s, 2H), 2.21-2.22 (m, 1H), 2.08 (t, J = 5.88 Hz, 1H),
1.42 (s, 3H), 1.29 (s, 3H), 1.13 (d, J = 10.92 Hz, 1H), 0.85 (s, 3H). GCMS :m/
7 :310

HIR 5 [(1S)—1- SR —2- (IR —3- ZE L) BIR (+) - JRbE MR

22 20 435 AR (6.3 ml, 60.9 mmol) FITE/KPUZINENE (36 ml) VA4 (-100°C)
BEWHIAE TREM (1.6 MAETET, 14.0 ml, (22.3 mmol) . FEHk 20 250G, £ 20
ST -100°C IO 2- (A FFMEmg —3- ZE 2L ) IR (+) - JRbe RS (6.3 g, 20.3 mmol)
EE/K THE (22 ml) FREE. RJ5 T -100°C £ 30 /B in A& ALEE (0.5 MAE THE o,
36.5 ml, 18.2 mmol) ¥ . (FIZIERAWIE RN EMIFIFE 18 h MK Ag . 1) 2L e siR 4
IO Z CBERE AR AL EE (& 100 ml) FFRIZURE. KZEH = SBFEEL 3 IR, & FFIH
WUZ 2 T K B BN T L k4 . TR (7.3 g, 99%) B T 1%,
[0155] 'H NMR (400 MHz, DMSO-d6) :6 7.57-7.60 (m, 2H), 7.47-7.49 (m, 1H),
7.25-7.31 (m, 2H), 4.34-4.36 (m, 1H), 3.29-3.31 (m, 1H), 3.22-3.24 (m, 1H),
2.31-2.35 (m, 1H), 2.12-2.14 (m, 1H), 2.06 (t, J = 5.84 Hz, 1H), 1.86-1.90 (m,
2H), 1.42 (s, 3H), 1.04 (d, J = 11.04 Hz, 1H), 0.85 (s, 3H). GCMS :m/z :358. 2

A6 LR -1-[ B ( =P EEFrEGEdE ) 2008 1- 2- (aRIFMeI -3- L 4E ) AR
(+) = IR BT M

[ [(1S)—1- AR —2- (R IFFmemg —3- B ) IR (1) - Jeke —BEls (7.3 g, 20.3
mmo1) 7E 40 ml JE7K VU SRR A &1 (-78°C) W A ( Z—REF R ) ik
B(1 MAETHF A, 25.5 ml, 25.5 mmol). fHZIBAMERNEN, Btk 18 h HIkAi 2T
] A R B ) N Ct, SR S5 EBRDTTE I B 44 W4 S8 AT 2 o 7 KFL ) (6.7 g,
68%) , H:Iezidt— b alitk i A 1Rl o 20 3R
[0156] 'H NMR (400 MHz, CDCI,) :8 7.59-7.60 (m, 1H), 7.45-7.50 (m, 2H),
7.24-7.28 (m, 2H), 4.31 (dd, J = 1.56, 8.70 Hz, 1H), 3.14-3.18 (m, 1H),
2.90-2.92 (m, 1H), 2.72-2.75 (m, 1H), 2.30-2.34 (m, 1H), 2.14-2.15 (m, 1H),
2.03 (t, J =5.68 Hz, 1H), 1.80-1.88 (m, 2H), 1.39 (s, 3H), 1.30 (s, 3H), 1.01
(d, J =10.88 Hz, 1H), 0.84 (s, 3H), 0.09 (s, 18H).

BB T [(AR) —1- 2k —2- (R IFmRIR —3- ZE AL ) BE () - IRbE —BElE — M SRR

AR -1-0 W ( =R FREE ) &5 1- 2- (A FFmeng -3- R H L) #lg (© -k
ft _WElE (6.7 g, 13.9 mmol) fE = MK (30 ml) 74 E (0°C) ¥HEH =ML (3.2
ml, 41.7 mmol) JFINALIE, RMNIRGWEMT 30 CHEE FEMLE TR MHAETH
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RIFZER, B IINFERE 4 IR AT A ERE 7 (2.3 g, 36%) , HILaud—Laiftim i+
b DR
[0157] 'H NMR (400 MHz, DMSO-dy) : 6 7.66 (s, 1H), 7.60-7.61 (m, 1H), 7.45-7.47
(m, 1H), 7.20-7.29 (m, 2H), 4.28-4.30 (m, 1H), 3.16-3.27 (m, 3H), 2.13-2.25
(m, 3H), 1.94 (t, J = 5.56 Hz, IH), 1.81-1.86 (m, 2H), 1.25 (s, 6H), 1.0l (d,
J =8.00 Hz, 1H), 0.75 (s, 3H).

SEREG] 1 LAR) —1-[ (4- 8% —4- ZRE T ) &2 1-2- (3- WMyt ) &2 ] i

&
[t
OY\/K{?( EE**‘:’H
& LM
IR LR -1-[ (-5 AR -4- 2R T ELE ) &5 ] -2- (3-mEmy 3t ) 4 1k () -k
yom LAl
AR L (100 mg, 0.24 mmol) fEJE/K A MHE (16 ml) HEKVAE] (0°C) WA=
SRR (0.12 ml, 0.72 mmol) 13- ZKFELILAER (42 mg, 0.24 mmol) F1 TBTU (91
mg, 0.29 mmol) Ab¥., ¥ KRMNIBEYT 0°CHidE 3ho TEMRUE T k48 K MRS, (REEINE
AL T 30°C, ARG AN 10 ml L8 Ll . AN Eh/K G, SR T IF ks . s
PR E T AR S B AT /) LB LM 101 YE
[0158] MS (ESI+) :466.3, HPLC ( vk A) :Rt 5.44min 85.0 %
IR 2 LR —1-[ (4- 84K —4- R TR ) 23 12-(3- eyt ) &3 ] MR
B LAR) —1-[(4-5AR —4- 2R TR ) 238 ]-2-(3-mEmy 3t ) & 1R (+) - i
“JERE (74 mg, 0.16 mmol) 7EFEE / ke (1:1, 15 ml) EAE] (0°C ) B 2- Pt
IR (64 mg, 0.636mmol) FIHCL /K¥VE (1.5 N, 0.4 mL) I RNMIEEGY T =
R 15 he ARJEHRGEHRIUR MR EY) =K. LEAKT 30°C[RMLEE T iR 46 & /K 1 FR
JZo TR HIUKALTE, F NaOH 7KW (2N) b JF H — R P bide i =ik #RJ5 FH HCL /K¥%
W15 N) BRAKZEFFH S R B IR . DOM 2 20 R AN T8« b 98 ke 44 , 19 21 3] ¢
TR e, Ho gt m e I PRI S M Ak, , 3145 0 B LA AR AR AL S )
[0159] 'H NMR (400 MHz, DMSO-d6) : 6 8.66 (s, 1H), 7.89-7.94 (m, 2H), 7.58-7.62
(m, 1H), 7.45-7.49 (m, 2H), 7.29-7.31 (m, 1H), 7.04 (s, 1H), 6.92-6.93 (m,
1H), 3.24-3.26 (m, 2H), 2.68-2.72 (m, 2H), 2.55-2.58 (m, 3H). MS (ESI+) :314.0
[M+H-H,0], HPLC ( /53 A) :Rt 2.89min ;HPLC 4L/ 95.8 %.
[o160]  DANALEHR A SEifs] 1 18 FEVAH [RIFE 75 % -
SEHEE) 2 - [(AR) —1=({[ (RS, 2RS) -2 A FMEILIF CO2E 1 B2E | 20k ) —2- (3- MEwy 2L )
LHE ] g
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) g AT AR RS . ERCHER ERFE S LB RAWA. WNEA
Rielke Chemicals [ 3 —2- K FIIEIR Copt —1- RIRELGHI . A A&, 'H NR
(400 MHz, DMSO-d6) : & 8.14-8.84 (m, 1H), 7.82-7.91 (m, 2H), 7.25-7.58 (m, 4H),
6.77-6.88 (m, 2H), 3.60-3.63 (m, 1H), 2.63-2.69 (m, 1H), 2.43-2.49 (m, 1H),
2.13-2.28 (m, 1H), 1.86-1.89 (m, 1H), 1.66-1.76 (m, 3H), 1.30-1.40 (m, 2H),
1.18-1.23 (m, 3H), 1.06-1.08 (m, 2H). MS (ESI+) :368.0 [M+H-H,0], HPLC (J5¥:A) :
Rt 3.71 min ;HPLC 4liJ& 50. 6%+45. 6%,

[o161] & i % 3 : [(IR) —1-{[2- (RS) - (3— & A 3K 5k ) —4— S AU ~4- 2R 3 T WL 58 1 &=

52— (- mEmy L) 4% ] iR
]
o
Q(\.)LN o
155 L

S

L6 |

ZSE A Ry AR AR R G, KA AR A, ' H NMR (400 MHz, DMSO-d6) : &
7.95-7.96 (m, 2H), 7.58-7.60 (m, 1H), 7.48-7.50 (m, 2H), 7.42-7.44 (m, 1H),
7.22-7.34 (m, 4H), 6.88-6.95 (m, 1H), 6.60-6.62 (m, 1H), 4.13 (t, J= 5.1 Hz,
1H), 3.75-3.85 (m, 1H), 3.24-3.28 (m, 2H), 2.64-2.73 (m, 2H). MS (ESI+) :424.0
[M+H-H,0], HPLC ( J79%A) :Rt 8.57 ;8. 96min ;HPLC 4liJ5 28. 7%+67. 9%,
[o162]  SEJfi ) 4 . [(AR)-1-{[2-(RS) —(4- WA HKE)4-FHAMN A4-FKETEHE] A
5 F-2-(3- MRy L) Z2E ] MR

o
% SE A K FE X B AR VR A . A ETE k. T H NMR (400 MHz, DMSO-d6) : 8
7.95-7.95 (m, 2H), 7.60-7.62 (m, 1H), 7.48-7.52 (m, 2H), 7.31-7.41 (m, 6H),
6.88-6.97 (m, 1H), 6.63-6.64 (m, 1H), 4.12-4.15 (m, 1H), 3.85-3.95 (m, 1H),
3.25-3.29 (m, 1H), 3.12-3.14 (m, 1H), 2.66-2.75 (m, 2H). MS (ESI+) :424.0
[M+H-1,0], HPLC ( 53 A) :Rt 8.56 ;8. 97min ;HPLC ZEJF 40. 0%+53. 4%,

[0163] St 5 - [1-({[ (IRS, 2SR) -2— A LA AN et ] et | &k ) —2- (3— MEWy L )
L5 ] R
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O, I
OJL o

S A FEXT A KRS . R O TS O RA R, AR H
Rielke Chemicals [/ 3 —2- 2K FEEF IR R b —1- FR R IGH &, KAGRE K, ' H
NMR (400 MHz, DMSO-d6) :6 7.91-7.93 (m, 1H), 7.82-7.84 (m, 1H), 7.59-7.61
(m, 1H), 7.55-7.57 (m, 1H), 7.33 (s, 1H), 7.25-7.26 (m, 1H), 6.87-6.92 (m,
1H), 6.78-6.86 (m, 1H), 4.01-4.02 (m, 1H), 3.00-3.15 (m, 2H), 2.66-2.68 (m,
2H), 2.00-2.03 (m, 1H), 1.85-1.92 (m, 1H), 1.56-1.68 (m, 4H). MS (ESI+) :354.3
[M+H-1,0], HPLC ( Jj7£A) :Rt 3.53min ;HPLC ZH/F 92. 0 %.

[o164] ST 9 [ (1R) —1-{[4- (4- FAIEAIE ) —4- AT WL 1 2008 | —2- (3- mmy ik )

LT R
[ 5
\@(‘\)‘ﬂ q*‘“gH
O OH

KA A, ' HNMR (400 MHz, DMSO-d6) : 8 8.65 (s, 1H), 7.87-7.92 (m, 2H),
7.30-7.35 (m, 1H), 7.04 (s, 1H), 6.95-6.98 (m, 2H), 6.92-6.93 (m, 1H), 3.81
(s, 3H), 3.18-3.20 (m, 2H), 2.65-2.74 (m, 2H), 2.52-2.55 (m, 3H). MS (ESI+) :
344. 3 [M+H-H,0], HPLC ( ¥4 A) :Rt 3.00min ;HPLC 2l 96. 2 %.

[o165]  SEjfifsl) 10 :[(AR)-1-[(2-(RS) — A&k —4— 44X —4— AL T WAL ) 22k ]-2- (3
W3 ) 43 ] IR

SYSVe RN W ¥

VS A AEXT WA R G . 7R3 CRed B TR0 B A A, 43 B ABCR
(1) 2— 3L —4- A0 —4- R TR % . KAO@E A&, 'H NMR (400 MHz, DMSO-d6) :
§ 8.56-8.61 (m, 1H), 7.87-7.91 (m, 2H), 7.57-7.59 (m, 1H), 7.46-7.51 (m, 2H),
7.26-7.28 (m, 1H), 7.09 (s, 1H), 6.93 (s, 1H), 3.20-3.30 (m, 1H), 3.04-3.09
(m, 1H), 2.93-2.96 (m, 1H), 2.65-2.74 (m, 2H), 2.48-2.50 (m, 1H), 1.02-1.05
(m, 3H). MS (ESI+) :328.3 [M+H-H,0], HPLC ( Jj7:A) :Rt 3. 15min ;

HPLC 4ffF 87. 0%.
[o166]  SEjEfs] 12 : [ (1R) —1-{[4-(2- FAFEIE ) -4 AT WEJE 1 208 1 -2-(3-
i) L] g
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! 7
N ajxDH
o H OH

AEfE A&, © H NMR (400 MHz, DMSO-d6) : & 7.51-7.53 (m, 2H), 7.49 (s, 1H),
7.14 (d, J= 8.1 Hz, 1H), 7.07 (s, 1H), 7.00-7.06 (m, 1H), 6.92-6.94 (m, 1H),
3.84 (s, 3H), 3.07-3.13 (m, 3H), 2.80-2.81 (m, 1H), 2.76-2.78 (m, 1H), 2.38
(t, J= 7.0 Hz, 2H).

MS (EST+) :344.0 [M+H-H,0], HPLC ( VA A) :Rt 3.03 ;HPLC 2lifEF 93. 2%.

[o167]  Sjfidsl) 13 : [(1R) —1-{[4- (2, 4- AR AR ) 4 AT WL ] &3 ) —2- (3-

Wy ) & ] Ml
Lok . J:@
%ﬂ B*”QH
.

AEE A, © HNR (400 MHz, DMSO-d6) : 6 7.63 (d, J= 8.6 Hz, 1H), 7.34-7.36
(m, 1H), 7.06 (s, 1H), 6.94 (s, 1H), 6.57-6.60 (m, 2H), 3.85 (s, 3H), 3.80 (s,
3H), 3.04-3.10 (m, 3H), 2.75-2.80 (m, 1H), 2.65-2.71 (m, 1H), 2.34-2.35 (m,
2H).

MS (EST+) :374.0 [M+H-H,0], HPLC (7yAEA) :Rt 3.13;3.41 min ;HPLCZLE 99. 0% .
[o168]  SEJtif] 6 : { (1R)—2-(3— L FEETL ) —1-[ (4- AR —4- AT WidE ) 25k ] 23 )
iz

7

BT AUR) -2-(3- CHEFE ) -1-[ (- AL 4- RE T B ) & ] &) Mk
(+) = IS IS

WA 2 (150 mg, 0.34 mmol) fEJE/K = FZEAMEZ (10 ml) ¥4 (-10°C)
AR AECRE (0.17 ml, 1.0 mmol) 3- ZEFELILNES (60 mg, 0.340mmol) FITBTU (130
mg, 0.41 mmol) AbFH. ¥ S MRS T — 10 CHEHE 3h, IR IGAEWE N IRGR, {45 S AR FEAR
T 30C, REA 10 ml ZBR&BE. ANEH ERKBEG MR T It kdgs. i)
(120 mg, 72%) LfdfcthidZ Aok 5, FHAmeE /) 2R 4Hs 121 P, MS (ESTH) -
488.3, HPLC ( Jji£A) :Rt 6.08min ;HPLC 4HJF 91. 0%,
[o169]  ZDEE 2: {(IR)-2-(3— LFEREE ) -1-[(U- AR 4- RETHE) 2L ] 2&E Tl
iy

o

¥ (AR —2-(3— LRI ) -1-[(4- M —4- RFE T B ) =] 43} R (0 -k
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e BERE (120 mg, 0.25 mmol) 7EFFEE / ke (1:1, 15ml) ¥4 (0°C ) HWHH 2- B
AR (99 mg, 0.99 mmol) FHCI /K¥W (1.5 N, 0.5 mL) A I RNIEGY T =
R FHFE 156 he SRJG HRBESRIU RARAY) — Ik . TEIRT 30 CHIELE Tk4a 5 /K FIRE o
B B W) 22 v AU JI PR S A Ak, SRA 8 4, G P BOE A B, 159 214 A 1 (o [ AR IR b j AL 5
Yo
[0170] 'H NMR (400 MHz, DMSO-dé) : 8 7.91-7.92 (m, 2H), 7.70-7.72 (m, 1H),
7.60-7.62 (m, 2H), 7.10-7.14 (m, 1H), 6.94-6.98 (m, 3H), 3.12-3.18 (m, 3H),
2.73-2.76 (m, 1H), 2.64-2.67 (m, 1H), 2.51-2.55 (m, 2H), 2.40-2.43 (m, 2H),
1.13 (t, J= 7.6 Hz, 3H). MS (ESI+) :336.0 [M+H-1,0], HPLC ( J7¥%A) :Rt 3. 75min ;
HPLC 4l 96. 8%.
[0171] DA ALEWR A SEHif5) 6 18 FEVAH [RIFE 75 % -

SEHEG 7« ((IR) —2- (3— ZFEIRIE ) —1-{[4- (4- FEIERKE ) 4- SN THRE 1 &3t )
L5 ) R

OH

KA A, 'H NMR (400 MHz, DMSO-d6) : 6 7.85-7.90 (m, 2H), 6.91-7.13 (m,
6H), 3.81 (s, 3H), 3.52-3.54 (m, 1H), 3.09-3.18 (m, 2H), 2.65-2.68 (m, 2H),
2.52-2.54 (m, 2H), 2.46-2.48 (m, 1H), 2.37-2.40 (m, 1H), 1.06-1.15 (m, 3H). MS
(EST+) :366.3 [M+H-H,0], HPLC (J5¥£A) :Rt 3. 77min ;HPLC ZHfF 96. 4%.

[0172]  SEJ#f] 8 « ((IR) —2- (3— LHEARTE ) —1-{[4- (2- FARIEARAE ) —4- SANVT WE2E 1 2
AL L) g

E
o
<8
’ : P |
((\)kﬁ %
[4] 4

KA A, 'H NMR (400 MHz, DMSO-d6) : 6 7.49-7.53 (m, 2H), 7.10-7.15 (m,
2H), 6.93-7.02 (m, 4H), 3.84 (s, 3H), 3.05-3.14 (m, 3H), 2.76-2.78 (m, 1H),
2.73-2.74 (m, 1H), 2.48-2.49 (m, 2H), 2.33-2.37 (m, 2H), 1.08-1.14 (m, 3H). MS
(EST+) :366.3 [M+H-H,0], HPLC ( /574 A) :Rt 3.81 min ;HPLC i 90. 1%,

[0173]  Sjldsl) 11 : L(AR) —1-{[4- (2, 4- Z S ERE ) 4- A THE 1 2E 1 2-3-&
AR L] iR
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REAEE A, 'H NMR (400 MHz, DMSO-d6) : 6 8.49 (s, 1H), 7.64 (d, J= 8.7 Hz,
1H), 7.04-7.07 (m, 1H), 6.99 (s, 1H), 6.90-6.93 (m, 2H), 6.52-6.58 (m, 2H),
3.79 (s, 6H), 3.10-3.14 (m, 2H), 2.66-2.74 (m, 2H), 2.48-2.49 (m, 1H), 2.48
(m, 4H), 1.10 (t, J= 7.6 Hz, 3H).

MS (EST+) :396.2 [M+H-H,0], HPLC ( J57%A) :Rt 3.85min ;HPLC Z{fE 97.7 %,
[0174]  SE i) 14 :[(AR) -1-{[ (2R) —2-(3— AR K F& ) —4- S AR 4- R EE T W & ] &
P -2-(3- LHEERAL) o] R

Lo & @Y\/LHLW
K 1 | H f
OH o o 2 |

O
) QL

H A, —FraEXT Bk, K2 BONEIIR A B 2)) (1) T P A7 B IR A B AR B4R E o 1%
SEHEE AR 12 (1) -2- (3- RARAREE ) 4K —4- I T Rl (A aD +101.9° ;
ZEE, c= 1.0 g/100 ml). 'H NMR (400 MHz, DMSO-d6) :6 7.95 (d, J= 8.0 Hz, 2H),
7.61- 7.63 (m, 1H), 7.49-7.53 (m, 2H), 7.27-7.41 (m, 4H), 7.04-7.07 (m, 1H),
6.91-6.96 (m, 2H), 6.79-6.81 (m, 1H), 4.07-4.11 (m, 1H), 3.71-3.76 (m, 1H),
3.29-3.34 (m, 1H), 3.05-3.10 (m, 1H), 2.62-2.73 (m, 2H), 2.48-2.49 (m, 1H),
1.08 (t, J=8.0 Hz, 3H). MS (ESI+) :446.0 [M+H- H,0], HPLC (Jji%A) :Rt 5.02min ;
HPLC 4l & 85. 1 %.

[0175]  SE 41 15 :[(AIR)—1-{[ (2R) —2- (4— AR K J& ) —4- S AR 4- R B T W & ] &
P -2-(3- LHEERAL) o] R

AR AR K 2 R IR A AT B I T IR A L I A B AR R R . 1% S
HIF AR 14 () —2- (4= SRR ) —4- AR —4- 2R T IRl % (HAT oD +103.4° ;4
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B, c= 0.57 g/100 mL). KEAMGE. 'H NMR (400 MHz, DMSO-d6) : 8§ 8.50 (s, 1H),
7.93-7.95 (m, 2H), 7.60-7.63 (m, 1H), 7.46-7.49 (m, 2H), 7.14-7.19 (m, 3H),
7.00-7.04 (m, 1H), 6.90-6.92 (m, 1H), 6.78-6.80 (m, 2H), 4.15-4.18 (m, 1H),
3.75-3.82 (m, 1H), 3.32-3.34 (m, 1H), 2.59-2.62 (m, 1H), 2.38-2.44 (m, 2H),
2.21-2.26 (m, 1H), 1.07 (t, J= 8.0 Hz, 3H).

MS (ESI+) :446.3 [M+H-H,0], HPLC ( J7 ¥£ A) :Rt 13.54min ;HPLC 28 JZ 97.1 %,
CHIRAL HPLC Rt 5.48 min (98.3%) .
[o176] S5 it 4 16 [ (1R) —1-{[(2R) —2- (4- AR K 55 ) —4— AR —4- R T W& 1 =
51 -2-(3- o) K] g

— A AERT AR . K 2 ENBIRR FE S B 1 A B A BB R R e o 4 S
A 15 (5) —2-(4- JANETE ) —4- X —4- 2T REHSIS (BfF oD -11 1.5°
LEE, c= 0.57 g/100 ml). ¥MLLEE/AK. 'H NMR (400 MHz, DMSO-d6) : 6 8.75 (s,
1H), 7.85-7.87 (m, 2H), 7.55-7.59 (m, 1H), 7.41-7.43 (m, 2H), 7.30-7.39 (m,
2H), 7.21-7.23 (m, 2H), 7.00-7.04 (m, 1H), 6.89-6.91 (m, 1H), 6.83-6.85 (m,
1H), 4.17-4.21 (m, 1H), 3.67-3.74 (m, 1H), 3.39-3.40 (m, 2H), 2.63-2.67 (m,
1H), 2.57-2.59 (m, 1H), 2.45-2.48 (m, 2H), 1.10 (t, J= 7.6 Hz, 3H). MS (ESI+) :
446. 3 [W+H-H,0], HPLC (J77:A) :Rt 13.58min ;HPLC4E 97.1 %, CHIRAL HPLC Rt 8. 15
min (98. 3%) .

[0177]  SEJfifgl) 17 : [(AIR) —1-[ (4- e —4- 2 —4- AT BRI ) 2 1-2-(3— &L )
L] R

AL LAR —1-[ (4- TR —4- FE —4- 2T B ) 20k 1-2-(3- SRt ) &5 ]
Mg (+) - PRkt — Bl
k2 (300 mg, 0.68 mmol) 7EJC/KN, N- —HZEREEHZ (25 ml) H A (-10°C)
W N N- Z NI 202 (0.35 ml, 2.0 mmol) . 3—(4- ZEFLFEPEEEL ) AR (173 mg,
0.68 mmol) FITBTU (262 mg, 0.815mmol) AbFH, ¥ MREY) T —10°CHiHE 3h, SR J5 FH 2
M SRR I K R BTG . 7 BAVUZ, SR TR ik 4i . 2 hig 24tk
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FLih, TR SRR BRI (R T ELBRIRIE A )
[0178] MS (ESI+) :564. 3 ;HPLC ( 5y£A) :Rt. 6.6 min ;HPLC4li/&F 97. 7 % ;CHIRAL HPLC
(754 A) :Rt. 4.5 min ;HPLC 4lJF 98.5 %

AR 2[R —1-[ (4- BEaR —4- Fk —4- R T B ) 20k 1-2-(3- S2oRdt ) &5 ]
Uil

B LAR) —1-[ (4- BoR —4- 58 —4- ST B ) & 1-2-(3- SRR ) L5 ] g
(+) - JRKEZFEME (167 mg, 0.296 mmol) 7ERVEE / ikt (1:1, 30mL) HH{¥4 (0°C) B A
2— FIEETA RO (120 mg, 1.18 mmol) FTHCI /K¥VE (1.5 N, 0.8 ml) AbFE. ¥ VIR S
YT S0 Bk 160, SR SGAEME R 78R . St Id Z AT a4 R b, B & B e Fn P
it ZRAF R A T AR IR bR AL 54 o
[0179] 'H NMR (400 MHz, DMSO-d6) :8 7.95-7.94 (m, 2H), 7.67-7.73 (m, 4H),
7.41-7.49 (m, 3H), 7.05-7.09 (m, 1H), 6.91-7.09 (m, 3H), 3.27-3.38 (m, 3H),
2.72-2.77 (m, 2H), 2.57-2.62 (m, 2H), 2.46-2.50 (m, 2H), 1.07-1.11 (m, 3H). MS
(EST+) :412.0 [M+H-H,0]. HPLC (/77 B) :Rt 13.1 min ;HPLC 2[/E 91.9 %,
[o180]  DAR /™R Hm X st fs 17 ks (¥ AH [ W9 280 07 S il & -

SEER) 18 ((IR) —2—(3— ZFEFEEE ) —1-{[4-(2- Z5R ) 4- EA TR ] &% ) 23)

R

e
KA. 'H NMR (400 MHz, DMSO-d6) : 6 8.59 (s, 1H), 8.04 (d, J= 8.1 Hz,
1H), 7.89-7.95 (m, 3H), 7.55-7.66 (m, 2H), 6.94-7.05 (m, 3H), 6.87-6.89 (m,
1H), 3.40-3.42 (m, 2H), 2.73-2.76 (m, 2H), 2.64-2.66 (m, 2H), 2.40-2.50 (3H,
m), 1.07 (t, J= 7.5 Hz, 3H). MS (ESI+) :386.3 [M+H-H,0] ;HPLC ( J57¥%B) :Rt 12.7
min, HPLC 45/ 96. 1 %.
[o181]  SEjfifsl] 19 : [(1R) -1-[ (4- e —3— 2 —4- SN T B ) 2 1-2-(3- &HE3E )
L] R

KA. 'H NMR (400 MHz, DMSO-d6) : 6 8.13 (s, 1H), 7.88 (d, J= 7.8 Hz,
2H), 7.78 (d, J= 8.6 Hz, 2H), 7.52-7.56 (m, 1H), 7.42-7.48 (m, 2H), 7.36-7.39
(m, 1H), 7.01-7.03 (m, 1H), 6.93-6.98 (m, 2H), 6.87 (d, J= 7.2 Hz, 1H),
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3.31-0.00 (m, 2H), 2.70-2.80 (m, 2H), 2.48-2.62 (m, 5H), 1.05-1.09 (m, 3H). MS
(EST+) :412.0 [M+H-H,0] sHPLC ( /57 A) :Rt. 4.6 min, HPLC Z{f 96.4 %.

[o182]  SEjtifs) 20 « [ (1R) —1-[ (4 BROK —4- 5& —4- ST Wt ) 22k 1-2-(3- | ) &
5 ] g

OH

AEFE K. 'H NMR (400 MHz, DMSO-d6) : & 7.98 (d, J= 8.0 Hz, 2H), 7.68-7.76
(m, 4H), 7.46-7.52 (m, 2H), 7.39-7.41 (m, 1H), 7.30 (m, 1H), 7.05 (s, 1H),
6.94 (d, J= 4.8 Hz, 1H), 3.29-3.31 (m, 2H), 2.70-2.72 (m, 2H), 2.54-2.59 (m,
3H). MS (ESI+) :390.0 [M+H-H,0]. HPLC ( V% A) :Rt. 4.0 min, HPLC ZlJF 97.8 %.
[0183]  SLjifs) 21 : [ (IR) —1-{[4-(2- 2855 ) -4- SN T BEZE ] 228 | -2-(3- ik ) &
5 1 g

| {g '%"UH
o OH

@A, © H NMR (400 MHz, DMSO-d6) : 6 8.65 (s, 1H), 8.13 (d, J= 8.0 Hz,
1H), 7.94-8.02 (m, 3H), 7.59-7.67 (m, 2H), 7.36-7.38 (m, 1H), 7.10 (s, 1H),
6.95-6.96 (m, 1H), 3.32-3.35 (m, 2H), 3.14-3.17 (m, 1H), 2.70-2.83 (m, 2H),
2.48-2.50 (m, 2H). MS (ESI+) :364.0 [M+H-H,0] ;HPLC (J7¥%A) :Rt. 3.6 min, HPLC#E
F95.6 %,
[o184]  SEjtifsl) 22 [ (1R) —1-[ (4 BROK -3- 5& —4- ST Wt ) 22k 1-2-(3- | ) &
i ] R

AEFE A, © H NMR (400 MHz, DMSO-d6) : 6 8.12 (s, 1H), 7.89-7.93 (m, 2H),
7.69 (d, J= 7.6 Hz, 2H), 7.59-7.63 (m, 1H), 7.46-7.50 (m, 2H), 7.37-7.40 (m,
IH), 7.32-7.34 (m, 1H), 7.06 (s, 1H), 6.94 (d, J= 4.4 Hz, 1H), 3.24-3.27 (m,
2H), 3.08-3.11 (m, 1H), 2.66-2.81 (m, 2H), 2.45-2.49 (m, 2H). MS (ESI+) :390.0
[M+H-H,0]. HPLC ( J79%A) :Rt. 4.0 min, HPLC 4li[¥ 96.5 %,

[o185]  Sjitifs) 23 : [ (1R) —1-{[4— 44X —4- (6- ZRFENMLNE —2- F8 ) T WAL ] 25k 1 -2- (31
Wk ) 3% ] iR
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RAEREA. HNMR (400 MHz, DMSO-d6) : 6 8.17-8.23 (m, 3H), 8.07 (t, J=7.6
Hz, 1H), 7.89 (d, J= 6.8 Hz, 1H), 7.46-7.56 (m, 3H), 7.35-7.37 (m, 1H), 7.09
(s, 1H), 6.95 (d, J= 5.2 Hz, 1H), 3.47-3.49 (m, 2H), 3.15 (t, J= 6.0 Hz, 1H),
2.63-2.83 (m, 3H). MS (ESI+) :413.3 [M+Na-H,0]. HPLC (J7i£A) :Rt. 3.8 min, HPLC
4T 94. 4 %,
[o186]  SEif5] 24 : [(IR)-1-{[ (2R) —2— "Ik —4-(4- FAUAE R 0L ) —4- AU T BE2E 1 &
HEp-2-(3- MEmy L ) &38R

—RPEHEXTIAR L K 2 AN IR AR B ) T A B A R A e e . 1S A
A 17 () -2- Wk —4-(4- PEUERTE ) 4- A - TIREL & (AfF oD -21.0°
LEE, ¢= 1.0 g/100 ml) . HELE A,

[0187] 'H NMR (400 MHz, DMSO-d6) : & 7.86 (d, J= 8.8 Hz, 2H), 7.32-7.34 (m,
1H), 7.20-7.26 (m, 4H), 7.14-7.18 (m, 1H), 7.00 (d, J= 8.8 Hz, 2H), 6.95 (s,
1H), 6.87-6.89 (m, 1H), 3.81 (s, 3H), 3.24-3.28 (m, 1H), 3.09-3.13 (m, 2H),
2.85-2.90 (m, 1H), 2.56-2.75 (m, 4H). MS (ESI+) :434.2 [M+H-H,0]. HPLC (H¥EA) .
Rt. 4.1 min, HPLC 4 95.9 %,

[o188] S f5] 25 : [ (1IR)—1-{[(2S)—2- FJ&& -4-(4- FRERE)4- "HARTEE 1 =

52— mEm L) 43 )] iR
| }}
Q\Q(\i
]
. B
o i ; oM

BRI AR . K 2 B A S [ RS ) T PR A B R R AT R . IS
AR 16 (9) —2- RS —4- (4= FARZEOREE ) -4- A0 - TIRERSI% (B oD 211
sOWE, = 1.0 g/100 ml). KEG@RE K. 'H NMR (400 MHz, DMSO-d6) : 8 7.86
(d, J= 8.8 Hz, 2H), 7.30-7.32 (m, 1), 7.14-7.26 (m, 5H), 6.99 (d, J= 6.0 Hz,
2H), 6.79-6.83 (m, 2H), 3.80 (s, 3H), 3.16-3.27 (m, 2H), 3.04-3.00 (m, 1H),
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2.75-2.83 (m, 2H), 2.48-2.69 (m, 3H). MS (ESI+) :434.2 [M+H-H,0]. HPLC (5¥EA) .
Rt. 4.2 min, HPLC 4/ 92. 7%.

[o189]  SEjiffsl 26 « { (1R) —1—-{[4-(4- FEHEIEFRE ) 4- FART W 1 2 1 2-[3-( =
I R3] 43 ) g

VRFEEFER'H NMR (400 MHz, DMSO-dy) : 8 7.89 (d, J= 8.9 Hz, 2H), 7.45-7.49
(m, 4H), 7.02 (d, J= 8.9 Hz, 2H), 3.81 (s, 3H), 3.12-3.16 (m, 1H), 3.06-3.08
(m, 2H), 2.85-2.90 (m, 1H), 2.70-2.76 (m, 1H), 2.35-2.39 (m, 2H). MS (ESI+) :
406. 0 [M+H-H,0]. HPLC ( J5vkA) :Rt. 3.9 min, HPLC ZEfF 97. 3%.
[o190]  SEJ 5] 27 : {(AR)—1-{[2- (RS) - "Ik —4-(4- FAAE R IE ) —4- AU T BEaE 1 &
P 2-[3-( =) R ] o5} iR

¥ F

AEXTIRARIR . Bk, '"H \MR (400 MHz, DMSO-d,) : 6 7.82 (d, J= 8.7
Hz, 1H), 7.37-7.46 (m, 3H), 7.30 (d, J= 7.6 Hz, 1H), 7.13-7.25 (m, 5H), 6.98
(d, J= 8.7 Hz, 2H), 3.81 (s, 3H), 3.37 (s, 1H), 3.21-3.23 (m, 1H), 3.17-3.19
(m, 1H), 3.06-3.10 (m, 1H), 2.97-3.00 (m, 1H), 2.74-2.83 (m, 3H), 2.56-2.67
(m, 2H). MS (ESI+) :496.2 [M+H-H,0]. HPLC ( J7 ¥ A) :Rt. 4.7 min, HPLC 4 A&F
73. 9%+14. 4%,
[o191]  DATNAL-G PR Hm 6 SEHtiAs) 1 i (R AH R M 28 7 Seil 4

SEHE 28 < ((IR) -2 (3— £FEaFE ) —1-{[3— (1H- Mg —1- FL ) PUBESE ] 228} &3E)
Uil

HEE A, 'H NMR (400 MHz, DMSO-d6) : 6 8.04 (s, 1H), 7.70-7.75 (m, 1H),
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7.56-7.61 (m, 1H), 7.23-7.27 (m, 1H), 7.02-7.10 (m, 2H), 6.90-6.95 (m, 1H),
6.81-6.85 (m, 1H), 6.73-6.75 (m, 1H), 4.61 (t, J= 6.80 Hz, 2H), 2.78-2.81 (m,
1H), 2.65-2.69 (m, 3H), 2.48-2.50 (m, 2H), 2.35-0.00 (m, 1H), 1.08-1.13 (m,
3H). MS (ESI+) :348.3 [M+H-H,0]. HPLC ( /57 B) :Rt 11.8 min, HPLC 4 87. 9%,

[0192]  SZjfifs] 29 ([ (IR) —1-{[3—(1H- ZKFFmRME —1- L ) N BEFE 1 & &L} -2- (8- 4 &K
B 5] g

o

N%N/\)L

ﬁaﬂ

AEFE K. 'H NMR (400 MHz, DMSO-d6) : & 7.88 (s, 1H), 7.52-7.61 (m, 2H),
7.15-7.18 (m, 2H), 6.98-7.02 (m, 1H), 6.90 (m, 1H), 6.88 (s, 1H), 6.72-6.74
(m, 1H), 4.48-4.52 (m, 2H), 2.89-2.90 (m, 2H), 2.74 (m, 1H), 2.59-2.66 (m,
oH), 2.41-2.45 (m, 2H), 2.36-2.38 (m, 1H), 1.07 (m, 3H). MS (ESI+) :370.3
[M+Na-H,0]. HPLC ( J73%A) :Rt 2.8 min, HPLC 4lifE 95. 9%,

[0193]  SEitifh] 30 : ((IR) -2 (3— LAEFHAL ) —1-{[3-(2- AN —1, 3- ZRIFmEme -3 (2H) - 3 )
B ] 23 ) o5 ) R

B.«GH

IR L
O

AEE A, '"H NMR (400 MHz, DMSO-d6) : 8 7.51-7.65 (m, 1H), 7.24-7.34 (m,
2H), 7.14-7.18 (m, 1H), 7.05-7.09 (m, 1H), 6.89-6.93 (m, 1H), 6.82-6.91 (m,
2H), 4.12-4.15 (m, 2H), 2.61-2.71 (m, 5H), 2.50-2.52 (m, 1H), 2.30-2.40 (m,
1H), 1.09-1.11 (m, 3H)

MS (EST+) :381.0 [M+H-H,0]. HPLC ( /534 A) :Rt 3.8 min, HPLC 4LfE 95. 7%,

[0194]  SEjitifs] 31 : [ (AR) —1-{[3-(1H-1, 2, 3 “RIF =M —1- KL ) B 1 @5k 1 -2-(3- &
FERIE) OHE ] R
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AEE A, '"H NMR (400 MHz, DMSO-d6) : 8 8.61-8.68 (m, 1H), 7.97-8.02 (m,
1H), 7.80-7.84 (m, 1H), 7.41-7.45 (m, 1H), 7.32-7.38 (m, 1H), 7.00-7.04 (m,
1H), 6.90-6.93 (m, 1H), 6.77 (s, 1H), 6.71 (d, J= 7.6 Hz, 1H), 4.90-4.93 (m,
2H), 2.92-2.95 (m, 2H), 2.65-2.67 (m, 2H), 2.50-2.45 (m, 2H), 2.30-2.31 (m,
1H), 1.06-1.10 (m, 3H)

MS (EST+) :349.0 [M+H-H,0]. HPLC ( /534 A) :Rt 3.3 min, HPLC 4LfE 96. 4%.
[0195]  SEjifs) 32 : [ (1R) —1-{[3—(1H-Wg| M —1- 5 ) PUMESE ] 2028 1 -2-(3- W3t ) &
5] g

B
L/
0
ﬁ“ﬂ/\/ka al,OH
- OH

% /

REAEE A, 'H NMR (400 MHz, DMSO-d6) : 6 8.02 (s, 1H), 7.73 (d, J= 8.4 Hz,
1H), 7.58 (d, J= 8.8 Hz, 1H), 7.34-7.38 (m, 1H), 7.23-7.25 (m, 1H), 7.09-7.12
(m, 1H), 6.67-6.70 (m, 2H), 4.50-4.56 (m, 2H), 3.03-3.06 (m, 1H), 2.48-2.65
(m, 4H)

MS (EST+) :326.0 [M+H-H,0] ;HPLC ( 77 A) :Rt. 3.0 min, HPLC 2EfE 95. 4%,
[o196]  SEjitifsl) 33 : [ (1R) —1—-{[3- (1H- A JFBKmE —1- 56 ) PIBEEE ] 25 1 -2- (3- ey k)
L] R

3
[/
i3
Pt ’\/ﬂ\m S,:CIH

F{E 4, '"H NMR (400 MHz, DMSO-d6) : 6 8.09 (m, 1H), 7.56-7.63 (m, 2H),
7.18-7.26 (m, 3H), 6.72 (d, J= 4.4 Hz, 2H), 4.39-4.43 (m, 2H), 3.11-3.14 (m,
1), 2.59-2.72 (m, 4H). MS (ESI+) :348.0 [M+Na-1,0]. HPLC (J5i%A) :Rt. 2.0 min,
HPLC 4H/F 96. 6%.

[o197]  SE i 49 34 ([ (IR)—1-{[3-(2- 5 AX -1, 3- K JF g mk -3 (2H) - 3 ) B2 ] =&
5 p-2-(3-mEmy I ) L3k ] MR

74



CON 104321060 A OB P 57/112 1

&
L/

o
ﬁ\ﬂ/\ﬂﬁ Biﬁﬂ

g P
o OH
.,

A A, '"H NMR (400 MHz, DMSO-d6) : 8 7.60-7.62 (m, 1H), 7.30-7.37 (m,
3H), 7.15-7.20 (m, 1H), 6.79-6.84 (m, 2H), 4.08 (t, J= 7.2 Hz, 2H), 3.11-3.15
(m, 1H), 2.61-2.73 (m, 2H), 2.42-2.48 (m, 2H). MS (ESI+) :359.0 [M+H-1,0]. HPLC
(773 A) :Rt. 3.1 min, HPLC 4EJF 98. 9%.

[o198]  SEJififsl 35 : [ (1R)—1-{[3- (1H-1, 2, 3— A JF =Mk —1-FL ) LI ] 20k } -2- (3 &
Wy3L ) 43 ] MR

5
2
0

'V-N“"M/\-)%j B"QH
i

M
= o
S/

AEE A, "H NMR (400 MHz, DMSO-d6) : 6 8.01 (d, J= 8.0 Hz, 1H), 7.83 (d,
J= 8.4 Hz, 1H), 7.51-7.54 (m, 1H), 7.36-7.40 (m, 1H), 7.26-7.28 (m, 1H),
6.72-6.74 (m, 2H), 4.80-4.90 (m, 2H), 3.11-3.15 (m, 1H), 2.76-2.80 (m, 2H),
2.57-2.71 (m, 2H). MS (ESI+) :327.0 [M+H-H,0]. HPLC ( /57 A) :Rt. 2.5 min, HPLC
41T 86. 4%,
[0199] ST 38 : { (1R) —1-{[3— (1H- A FFWEME —1- J% ) PIBESE ] 2407& } -2-[3-( =3P
5D RE] LR IR

A&, 'H NMR (400 MHz, DMSO-dy) : 6 8.07 (s, 1H), 7.63 (d, J= 7.5 Hz,
IH), 7.55 (d, J= 7.5 Hz, 1H), 7.44 (d, J= 7.9 Hz, 1H), 7.40 (s, 1H), 7.17-7.29
(m, 3H), 7.08 (d, J= 7.8 Hz, 1H), 4.38 (t, J= 6.7 Hz, 2H), 3.15-3.19 (m, 1H),
2.77-2.82 (m, 1H), 2.63-2.68 (m, 1H), 2.58 (t, J= 6.8 Hz, 2H). MS (ESI+) :410.0
[M+Na-H,0]. HPLC ( 7¥%A) :Rt. 3.0 min, HPLC 4ifF 95. 3%,
[0200] DA ALG PR HE XS SETtAA) 6 i (AR R M 28 7 Sl

S 36« ((1R) —2- (3= LFEARTL ) -1-{[3- (5— 2k -1, 2, 4-WE Mg —3- %) AL ]
I LF) MR
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WAE A A, 'H NMR (400 MHz, DMSO-d6) : 6 8.06-8.08 (m, 2H), 7.67-7.71 (m,
M), 7.59-7.63 (m, 2H), 7.07-7.10 (m, 1H), 6.90-6.97 (m, 3H), 3.17-3.20 (m,
1M, 2.93 (t, J= 7.6 Hz, 2H), 2.65-2.79 (m, 2H), 2.48-2.54 (m, 4H), 1.13 (t,
J=7.9 Hz, 3H). MS (ESI+) :376.3 [M+H-H,0]. HPLC ( Jji%A) :Rt. 4.0 min, HPLC &f
FE97. 0%

[0201] S Jifi fi) 37 :[(IR)-1-{[3-(5— % J& -1,2,4- WE — wg -3- 3 ) N Bt %% ] &
HEp-2-(3- MEmy L ) &38R

AEE A&, © H NMR (400 MHz, DMSO-d6) : 6 8.06-8.09 (m, 2H), 7.67-7.71 (m,
1H), 7.59-7.63 (m, 2H), 7.31-7.33 (m, 1H), 7.03 (s, 1H), 6.89-6.91 (m, 1H),
3.15-3.19 (m, 1H), 2.93-2.97 (m, 2H), 2.68-2.83 (m, 2H), 2.55-2.57 (m, 2H). MS
(EST+) :354.0 [WM+H-H,0]. HPLC (Jj¥£A) :Rt. 3.3 min, HPLC 45 97. 8%,

[0202]  SE it ) 39 : {(AR)—1-{[3-(5— &% & —1,2,4- Bg — M -3- 5L ) Py Bt 26 ] 2
P 2-[3-( =) R ] o5} iR
CF,

0 ‘
N < OH
o “‘Y\/ﬂ\ﬁ R

i
=N oH

KA A" H NMR (400 MHz, DMSO-dy) : 6 8.04 (d, J= 7.2 Hz, 2H), 7.66-7.69
(m, 1H), 7.58-7.62 (m, 2H), 7.40-7.45 (m, 4H), 3.17-3.20 (m, 1H), 2.85-2.91
(m, 3H), 2.70-2.76 (m, 1H), 2.49-2.51 (m, 2H). MS (ESI+) :416.2 [M+H-H,0]. HPLC
( 754 B) :Rt. 4.1 min, HPLC /¥ 96. 9%.
[0203] S i 1] 40 ([ (1R)—1-{[3-(4- Z& & —1H-1,2,3- = M —1- 3L ) & Mk 3 ] &
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1 -2-(3-mEy R ) OF ] R

Ak, 'H MR (400 MHz, DMSO-d) :8 8.37 (s, 1H), 7.79 (d, J= 8.4 Hz,
oH), 7.42 (t, J= 8.4 Hz, 2H), 7.30-7.33 (m, 1H), 7.24-7.26 (m, 1H), 6.90 (s,
1), 6.80 (d, J= 8.4 Hz, 2H), 4.53-4.62 (m, 2H), 3.12-3.16 (m, 1H), 2.63-2.77
(m, 4H). MS (EST+) :353.0 [M+H-H,0]. HPLC ( /7#:A) :Rt 3.0 min, HPLC 4LJF 99. 7%,
[0204] S i ] 41 :[L(AR) —1-{[3-(1- % & —11-1,2,3- = M —4- 3L ) 7§ B % ] &
) -2-(3- e AL ) 5] TR

KAGRE A, 'H NMR (400 MHz, DMSO-dg) : 6 8.39 (s, 1H), 7.78-7.80 (m, 2H),
7.54-7.58 (m, 2H), 7.44-7.47 (m, 1H), 7.27-7.29 (m, 1H), 6.91 (s, 1H), 6.85
(d, J= 4.8 Hz, 1H), 2.92-3.11 (m, 1H), 2.88-2.92 (m, 2H), 2.74-2.79 (m, 1H),
2.63-2.69 (m, 1H), 2.46-2.49 (m, 2H). MS (ESI+) :353.0 [M+H-H,0]. HPLC (5¥EA) .
Rt 2.9 min, HPLC 4l 95.1 %.

[0205]  SEjitif] 42 : ((1R) —2- (3— L FE R ) —1-{[ (1- A ek -2 (1H) - 2% ) SBE2E ]
A L) R

: o :

EII[:;;imJJLE g-O"
0] OH

A, TR (400 Mitz, DVSO-d) : 5 8.82 (s, 1), 8.19 (d, J= 8.0 Hz,
), 7.66-7.72 (m, 1), 7.61-7.63 (m, 1), 7.46-7.50 (m, 1), 7.31 (d, J=
8.0 1z, 1), 6.98-7.02 (m, 1), 6.87-6.92 (m, 2), 6.57 (d, J= 8.0 Hz, LD,
LT1-4.76 (m, 21), 2.66-2.70 (m, 2I), 2.49-2.50 (m, 1H), 2.45-2.48 (m, 21D,
1.08 (t, J= 8.0 Hz, 3M). MS (EST+) :361.3 [M+H-H0].
[0206] DL FALA PRI XS SL 5] 17 Hah i AH R W 20 7 Sl 4% -

SERE) 43 c (R) - (1-(4-(4- FEIRERIEL ) 4- FMRTHERE ) 2-U-( =/ PEE ) K

(s
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&) LK) g
|
U o
L

o OH
EAF A, 'H N\MR (400 MHz, DMSO-dy) : 8 7.90 (dd, J = 1.92, 6.96 Hz, 2H),
7.26 (d, J = 8.64 Hz, 2H), 7.18 (d, J = 8.12 Hz, 2H), 7.00-7.03 (m, 2H), 3.80
(s, 3H0), 3.08-3.12 (m, 3H), 2.78-2.83 (m, 1H), 2.65-2.70 (m, 1H), 2.39 (t, J =
6.88 Hz, 2H). MS (ESI+) :422.2 [M+H-H,0]. HPLC ( /7% A) :Rt. 4.0 min, HPLC 4hif
97. 3%
[0207]  SEjtifh) 44 « ((IR) —1-(2- "RAE —4- (4- FAZEATE ) 4- 0T B R ) -2- 4- (=
MMEIL) RIE) 45 i

A A fE 4. 'H NMR (400 MHz, DMSO-d,) :8 7.82 (d, J = 8.88 Hz, 2H), 7.22-7.26
(m, 2H), 7.14-7.18 (m, 3H), 7.05-7.07 (m, 4H), 6.98 (d, J = 8.92 Hz, 2H), 3.77
(s, 3H), 3.18-3.24 (m, 1H), 2.95-3.04 (m, 2H), 2.73-2.83 (m, 2H), 2.59-2.71
(m, 3H). MS (ESI+) :512.2 [M+H-H,0]. HPLC ( 77 ¥4 A) :Rt. 4.9 min, HPLC 4l S
73. 2%+19. 5%,
[0208]  SE JiE 4] 45 : (R)-1-((R)-2- K Fk —4-(4- &0 5 & 2 ) 4- 8 AT B =
) -2-(4- PESE -3-( =) A3E) &58) iR

A4 fE 4. 'H NMR (400 MHz, DMSO-d,) :8 7.82 (d, J = 8.92 Hz, 2H), 7.32-7.32
(m, 1H), 7.21-7.26 (m, 3H), 7.13-7.18 (m, 3H), 6.97-6.99 (m, 3H), 3.81-3.83
(m, 3H), 3.74 (s, 3H), 3.14-3.16 (m, 1H), 2.98-3.07 (m, 2H), 2.68-2.84 (m,
3H), 2.53-2.60 (m, 2H). MS (ESI+) :526.2 [M+H-H,0]. HPLC ( Jji%A) :Rt. 4.7 min,

HPLC 41 95. 8%.
[0209]  SE 5] 46 : R) - (2-(4- FAA A -3-( =W F 3L ) KL )-1-(4-¢4- FHE H K
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T

o UH

HEE A, 'H NMR (400 MHz, DMSO-dy) : 6 7.88-7.92 (m, 2H), 7.38-7.39 (m,
2H), 7.10 (d, J = 8.84 Hz, 1H), 7.00-7.04 (m, 2H), 3.81 (s, 6H), 3.05-3.13 (m,
3H), 2.75-2.80 (m, 1H), 2.61-2.67 (m, 1H), 2.32-2.40 (m, 2H). MS (ESI+) :436.2
[M+H-H,0]. HPLC ( ¥ A) :Rt. 3.9 min, HPLC 4LfF 95. 7%,

[0210]  SEJfAA) 47 « (R) - (2— (3— 9L —5— HALE ATt ) —1- (4- (4- FAUE Rt ) —4- AR T ik
AL LF) MR

£y
iﬂ
Iz

o t.j}H
A A, 'H NMR (400 MHz, DMSO-dy) :8 7.91 (d, J = 8.84 Hz, 2H), 7.02 (d,
J =8.88 Hz, 2H), 6.55-6.59 (m, 3H), 3.81 (s, 3H), 3.71 (s, 3H), 3.09-3.13 (m,
3H), 2.73-2.78 (m, 1H), 2.60-2.66 (m, 1H), 2.49-2.50 (m, 2H), 2.38-2.40 (m,
1H). MS (EST+) :386.2 [M+H-H,0]. HPLC ( /¥4 A) :Rt. 3.4 min, HPLC Z{fF 99. 3%,
[0211]  SEJfA) 48 « (R) — (1- (4- (4- ARt ) —4- AU T WEad 5t ) —2- 3— ( =g AE)
HKE) LF) iR

g T
e BN Feas:
g |
IR #
KA A, 'H NMR (400 MHz, DMSO-d,) : 6 7.89-7.92 (m, 2H), 7.34-7.38 (m,

1H), 7.18-7.20 (m, 1H), 7.13-7.14 (m, 2H), 7.00-7.04 (m, 2H), 3.82 (s, 3H),
3.08-3.17 (m, 3H), 2.82-2.87 (m, 1H), 2.70-2.73 (m, 1H), 2.39-2.40 (m, 2H). MS
(EST+) :422.2 [M+H-H,0]. HPLC (J5¥£A) :Rt. 4.0 min, HPLC £ 99. 0%,
[0212] S i 1] 49 : (AR -1-(2- % Z& —4-(4- P 4 2 & 3L )-4- % R T Bt =
K ) —2-(3- 3 b PESEATL) &3 iR
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A4, '"H NMR (400 MHz, DMSO-d) : 8 7.79-7.80 (m, 2H), 7.11-7.25 (m,
5H), 6.95-6.97 (m, 2H), 6.43-6.49 (m, 2H), 6.35 (d, J = 9.36 Hz, 1H), 3.76 (s,
H), 3.65 (s, 3H), 3.19-3.25 (m, 1H), 3.00-3.02 (m, 1H), 2.77-2.98 (m, 3H),
2.61-2.66 (m, 2H), 2.44-2.46 (m, 1H). MS (ESI+) :476.2 [M+H-H,0]. HPLC (J5¥%A) :
Rt. 4.4 min, HPLC 4fif& 72. 2%+23. 0%.

[0213]  SEJfA 50 : (R) - (2— (4- 9 —3—( =@ 3L ) 08 ) -1-(4-(4- FEZERTE ) —4- &
T BRI ) &5) Mg

N T

0 OH
@ k. "H NMR (400 MHz, DMSO-dy) : 8 7.89 (d, J = 8.00 Hz, 2H), 7.48-7.52
(m, 2H), 7.29-7.34 (m, 1H), 7.0l (d, J = 8.00 Hz, 2H), 3.80 (s, 3H), 3.07-3.12
(m, 3H), 2.81-2.86 (m, 1H), 2.66-2.72 (m, 1H), 2.50-2.51 (m, 2H), 2.35-2.39
(m, 2H). MS (ESI+) :424.2 [M+H-H,0]. HPLC (F77EA) :Rt. 4.0 min, HPLC 4EJF 98. 6%,
[0214] S 58 : (R) —(2-(3— LEEZKIE ) -1-(3-(1- ZKF -1H-1, 2, 3— =M —4-F& ) L
RAIEL) LFH) MR

A&, 'H NMR (400 MHz, DMSO-dg) : 8 8.40 (s, 1H), 7.83-7.83 (m, 2H),
7.54-7.58 (m, 2H), 7.44-7.47 (m, 1H), 7.05-7.09 (m, 1H), 6.87-6.94 (m, 3H),
3.12-3.16 (m, 1H), 2.86-2.90 (m, 2H), 2.73-2.74 (m, 1H), 2.60-2.66 (m, LH),
2.41-2.51 (m, 4H0), 1.11 (t, J = 7.60 Hz, 3H). MS (ESI+) :375.2 [M+H-1,0]. HPLC
(773 A) :Rt. 3.6 min, HPLC 4EJF 96. 8%.

[0215] S il 5] 61 : (R)—(2-(3— | —5— 1 40 56 K 55 )-1-(3- (56— 2K % -1,2,4- g —
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FfE 4, 'H NMR (400 MHz, DMSO-dy) : 8 8.03-8.03 (m, 2H), 7.57-7.68 (m,
3H), 6.47-6.52 (m, 3H), 3.65 (s, 3H), 3.11-3.14 (m, 1H), 2.90-2.94 (m, 2H),
2.71-2.76 (m, 1H), 2.58-2.63 (m, 1H), 2.51-2.53 (m, 2H). MS (ESI+) :396.2
[M+H-1,0]. HPLC ( /535 A) :Rt. 3.6 min, HPLC [ 97.1 %.

[0216]  LUFAL-G AR X S 5] 1 itk iU AH 5] 9 28 07 22 )%

SR 51« (R)—(1- (3 (1H- 283 [d] Wkme —1- &) IWEa A ) —2- (4-( =R FHEE)

I LFE) TR

Q%/F
" F

TN /\/Jk ﬁ B“’GH

N A
M

G-

KA. 'H NMR (400 MHz, DMSO-dy) : & 8.09 (s, IH), 7.64 (d, J = 7.56
Hz, 1H), 7.57 (d, J = 7.68 Hz, 1H), 7.19-7.28 (m, 2H), 6.96 (d, J = 8.08 Hz,
oH), 6.85 (d, J = 8.56 Hz, 2H), 4.40 (t, J = 6.32 Hz, 2H), 3.07-3.10 (m, 1H),
2.49-2.70 (m, 4H). MS (ESI+) :426.0

[M+Na-H,0]. HPLC ( /77 A) :Rt. 3.2 min, HPLC 4li[5 96. 5%,
[0217] SR 52 : (R) - (2-(3— ZFEZRIL ) -1-(3- (4- ZFIE -1H-1, 2, 3- =M -1- %) TAEE
FIL) 23 g

KAMGEA'H NMR (400 MHz, DMSO-d,) : 8 8.30 (s, 1H), 7.77 (d, J = 7.20 Hz,
2H), 7.41 (t, J = 7.76 Hz, 3H), 7.29-7.33 (m, 1H), 7.00 (t, J = 7.52 Hz, 1H),
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6.88 (d, J = 7.88 Hz, 1H), 6.81 (s, 1H), 6.75 (d, J = 7.40 Hz, 1H), 3.07-3.11
(m, 1), 2.66-2.70 (m, 3H), 2.55-2.57 (m, 1), 2.39-2.44 (m, 2H), 1.03 (t, J =
7.96 Hz, 3H). MS (ESI+) :397.2 [M+Na-H,0]. HPLC ( J57%A) :Rt. 3.7 min, HPLC 4fifif
96. 5%

[0218] S Jiti 5] 53 : (R)—(1-(3—(1H- =& Ff [d] mk Mg —1- 25 ) T Bk 2 2% ) —2-(4- 1 4
B -3-( =R R o) ik

A 4. '"H NMR (400 MHz, DMSO-dy) : 8 8.09 (s, 1H), 7.65 (d, J = 8.24
Hz, 1H), 7.56 (d, J = 7.40 Hz, 1H), 7.19-7.29 (m, 3H), 6.91 (dd, J = 1.92,
8.54 Hz, 1H), 6.81 (d, J = 8.56 Hz, 1H), 4.39 (t, J = 6.76 Hz, 2H), 3.76 (s,
3H), 3.09-3.13 (m, 1H), 2.67-2.70 (m, 1H), 2.54-2.61 (m, 3H). MS (ESI+) :440.0
[M+Na-H,0]. HPLC ( /7y A) :Rt. 3.0 min, HPLC 4lfF 94. 5%,
[0219]  SEJifh) 54 : (R) - (2— (3= LHEAZE ) —1- (3— (2- 3L —1H- Z<5F [d] BKME -1-35) T
MRk ) 438 ) MR

o
}‘\‘NAVJ\N Va,«t}H

H ;
OH

A A H NMR (400 MHz, DMSO-d,) : & 7.43-7.50 (m, 2H), 7.13-7.17 (m, 2H),
6.89-6.99 (m, 2H), 6.77 (s, 1H), 6.59 (d, J = 7.40 Hz, 1H), 4.28-4.32 (m, 2H),
3.10-3.13 (m, 1H), 2.52-2.62 (m, 4H), 2.40-2.44 (m, 2H), 1.07 (t, J = 7.60 Hz,
3H). ). MS (ESI+) :384.2 [M+Na-H,0]. HPLC (J5%EA) :Rt. 3.0 min, HPLC4ifF 98. 7%,
[0220]  SEJifA) 55 : (R)—(1-(3-(2 — FI3E —1H- 285 [d] BKME —1- %) Uikt ) —2- (I
Wy -3- 2% ) &%) Mg

&
/ #

o
},\N/‘\)E\E B"OH

N ]

@A 'H NMR (400 MHz, DMSO-d,) : 8 7.44-7.50 (m, 2H), 7.11-7.25 (m, 3H),
82



CON 104321060 A OB P 65/112 71

6.65-6.68 (m, 2H), 4.28-4.37 (m, 2H), 3.09-3.12 (m, 1H), 2.51-2.68 (m, 7H). MS
(EST+) :362. 2 [WNa-H,0]. HPLC (Jj¥%A) :Rt. 2.0 min, HPLC Zfff 93. 7%.

[0221]  SEjifsl] 56 : (R)— (2— (4- F4IE -3-( =W P E) FE)-1-3-6- 5% -1, 2, 4-IE
T -3- 3L ) NBEE AR ) &3 ) iR

HE 4 'H NMR (400 MHz, DMSO-d,) : 6 8.06 (d, J = 7.20 Hz, 2H), 7.59-7.70
(m, 3H), 7.31-7.35 (m, 2H), 7.04 (d, J = 8.44 Hz, 1H), 3.76 (s, 3H), 3.14-3.17
(m, 1H), 2.90-2.94 (m, 2H), 2.76-2.81 (m, 1H), 2.63-2.68 (m, 1H), 2.48-249.00
(m, 2H). MS (ESI+) :446.2 [M+H-H,0]. HPLC (J5i£A) :Rt. 4.0 min, HPLCZEJE 97. 7%,
[0222]  SEjifh) 57 « (R) - (1= (3— (1H- 2K JF [d] WEME —1- 58 ) AIMZAE ) -2- (3- % -5- M4
AR L) R

A4, 'H NMR (400 MHz, DMSO-dy) : 6 8.07 (s, 1H), 7.54-7.62 (m, 2H),
7.17-7.26 (m, 2H), 6.51-6.54 (m, 1H), 6.50 (s, 1H), 6.37-6.45 (m, 1H),
4.36-4.40 (m, 2H), 3.64 (s, 3H), 3.11-3.14 (m, 1H), 2.53-2.69 (m, 4H). MS
(EST4) :390.2 [W+Na-H,0]. HPLC (Jj¥%A) :Rt. 2.5 min, HPLC i 98. 8%.

[0223]  SEJff 59 : (R) - (1- (3— (LH- 285 [d] KM —1- 3% ) PUBEZEE ) —2- (3-( =5 P4
5D R L) R

HEE A, 'H NMR (400 MHz, DMSO-dy) :6 8.08 (s, 1H), 7.55-7.57 (m, 1H),
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7.61-7.63 (m, 1H), 7.15-7.26 (m, 3H), 7.05-7.07 (m, 1H), 7.00 (s, LH),
6.81-6.83 (m, 1H), 4.39 (t, J = 6.72 Hz, 2H), 3.15 (t, J = 5.60 Hz, 1H),
2.73-2.78 (m, 1H), 2.57-2.65 (m, 3H). MS (ESI+) :426.2 [M+Na—-H,0]. HPLC ( J5i%
A) :Rt. 3.1 min, HPLC /¥ 99. 6%.

[0224]  SEZJifs) 60 : (R)—(1-(3-(5— Z-3E —1, 2, 4- g =M —3- 3L ) TABEZ R ) —2- (3- (=R
FEEL) 3k ) &) g

@A 'H NMR (400 MHz, DMSO-d,) : & 8.04-8.05 (m, 2H), 7.58-7.70 (m, 3H),
7.29-7.33 (m, 1H), 7.08-7.29 (m, 3H), 3.17-3.21 (m, 1H), 2.82-2.93 (m, 3H),
2.67-2.73 (m, 1H), 2.49-2.51 (m, 2H). MS (ESI+) :432.0 [M+H-H,0]. HPLC (J5¥%A) .
Rt. 4.2 min, HPLC 4fi/& 98. 3%.

[0225]  SEjEfsl] 62 : ((R)—1-((R)—2- ¥ 2& —-3-(1- 2R 3L —1H-1, 2, 3— =M —4- L) N BEE
) —2-(MENy -3-FL) Z3E) MER

s
Ly
0
N oo _OH
iy ; B
N‘Mf H OH

S O

HEFE k. 'H NMR (400 MHz, DMSO-dy) : 6 8.39 (s, 1H), 7.76-7.78 (m, 2H),
7.53-7.57 (m, 2H), 7.44-7.46 (m, 1H), 7.23-7.27 (m, 3H), 7.16-7.18 (m, 3H),
6.62-6.67 (m, 2H), 3.07-3.10 (m, 1H), 2.81-2.94 (m, 3H), 2.71-2.75 (m, 1H),
2.56-2.66 (m, 3H). MS (ESI+) :443.2 [M+H-H,0]. HPLC ( J57%A) :Rt. 4.0 min, HPLC
4T 97, T%,

[0226]  SEJEfA 63 : ((R)—1-((S)—2- "R I -3-(1- 23 —1H-1, 2, 3- =M —4-FL ) A BLZ
) -2-(WEWy —3- %) 43E) i



CN 104321060 A 67/112 1T

A4, 'H NMR (400 MHz, DMSO-dy) :6 8.39 (s, 1H), 7.75-7.77 (m, 2H),
7.52-7.56 (m, 2H), 7.44-7.45 (m, 1H), 7.23-7.27 (m, 2H), 7.15-7.19 (m, 4H),
6.61-6.64 (m, 2H), 2.84-2.95 (m, 4H), 2.63-2.70 (m, 3H), 2.52-2.54 (m, 1H). MS
(EST+) :443.2 [M+H-H,0]. HPLC (/774 A) :Rt. 4.0 min, HPLC [ 99. 6%,

[0227]  SEJif 64 : (R)—(1-(3— (1H- ZJF [d] BRME —1- 55 ) AWz 2E ) -2- (4- 3 -3-( =
MWL) B L) iR

@ fE 4, 'H NMR (400 MHz, DMSO-d,) :8 8.07 (s, 1H), 7.63 (d, J = 8.00
Hz, 1H), 7.54 (d, J = 8.00 Hz, 1H), 7.39-7.41 (m, 1H), 7.18-7.27 (m, 2H),
7.04-7.10 (m, 2H), 4.38 (t, J = 6.60 Hz, 2H), 3.08-3.12 (m, 1H), 2.71-2.76 (m,
1H), 2.56-2.62 (m, 3H). MS (ESI+) :428.0 [M+Na-H,0]. HPLC (Jji%A) :Rt. 3.1 min,
HPLC 4f & 98. 8 %.
[0228] S Jifi 5] 65 : (R)—(2-(3— 9 —5— A 40 & o8 2% ) -1-(3-(4- 2% & -1H-1, 2, 3- =
Me—1- 3% ) NERZIE ) 43 ) iR

A A, 'H NMR (400 MHz, DMSO-dy) : 8 8.37 (s, 1H), 7.78 (d, J = 8.00 Hz,
2H), 7.39-7.43 (m, 2H), 7.29-7.32 (m, 1H), 6.46-6.53 (m, 3H), 4.55 (t, J =
6.80 Hz, 2H), 3.66 (s, 3H), 3.13-3.17 (m, 1H), 2.58-2.75 (m, 4H). MS (ESI+) :
395. 3 [M+H-H,0]. HPLC ( J5¥%A) :Rt. 3.4 min, HPLC 4fi/Z 98. 6%.
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[0229] sz i ) 66 : R)-(1-(3-(4- ZX ZE -1H-1,2,3- =
H)-2-(3-(2,2,2- =@ LH) FHE) 2&) M

68/112 T
M-1- ) OB

i)

FEE 4, 'H NMR (400 MHz, DMSO-d,) : 8 8.40 (s, 1H), 7.77-7.80 (m, 2H),
7.40-7.43 (m, 2H), 7.23-7.33 (m, 2H), 7.01-7.05 (m, 3H), 4.54 (t, J = 6.80 Hz,
2H), 3.15-3.19 (m, 1H), 2.79-2.83 (m, 1H), 2.63-2.69 (m, 3H). MS (ESI+) :431.0
[M+H-1,0]. HPLC ( J5¥£A) :Rt. 4.0 min, HPLC & 96. 2%,

[0230]  SZjfifs] 67 : (R)—(1-(3—(1H- ZKJF [d] WRkmMe: —1- 3L ) WEE &3 ) -2- (3- 2 HE K
B oK) Wig
&

L [ i
{?\&/“\/lk S

u Hod

HEFEfA, 'H NMR (400 MHz, DMSO-dy) : 6 8.07 (s, 1H), 7.62 (d, J = 7.60
Hz, 1H), 7.56 (d, J = 7.60 Hz, 1H), 7.17-7.26 (m, 2H), 6.95 (t, J = 8.00 Hz,
1H), 6.58-6.63 (m, 2H), 6.39 (d, J = 8.00 Hz, 1H), 4.39 (t, J = 6.40 Hz, 2H),
3.85-3.90 (m, 2H), 3.11-3.13 (m, 1H), 2.55-2.64 (m, 4H), 1.24 (t, J = 6.80 Hz,
3H). MS (ESI+) :386.2 [M+Na-H,0]. HPLC ( 57£A) :Rt. 2.5 min, HPLC ZlifF 98.5 %.

[0231]  sZjEf] 68 : (R) - (2- (83— LAFEAREL ) -1-(3-(5- ZKFH -1, 2, 4- M~ —3- 3L ) 1/
etk ) o4 ) g
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i 4. 'H NMR (400 MHz, DMSO-d,) : 6 8.05 (d, J = -8.00 Hz, 2H), 7.65-7.69
(m, 1H), 7.58-7.62 (m, 2H), 7.06 (t, J = 7.60 Hz, 1H), 6.63-6.67 (m, 3H),
3.89-3.94 (m, 2H), 3.14-3.17 (m, 1H), 2.92 (t, J = 7.60 Hz, 2H), 2.71-2.76 (m,
IH), 2.61-2.64 (m, 1H), 2.52-2.59 (m, 2H), 1.26-1.28 (m, 3H). MS (ESI+) :392.3
[M+H-H,0]. HPLC ( 7y A) :Rt. 3.7 min, HPLC 4l[F 98. 7%,
[0232]  SEJAA) 69 « (R) - (1-(3— (1H- 285 [d] wkmMe —1- %) N2k ) —2— (4- 3 —3- FI4
BRI ) 43E) MR

M@ A, '"H NMR (400 MHz, DMSO-d,) : 8 8.07 (s, 1H), 7.62 (d, J = 8.00
Hz, 1H), 7.55 (d, J = 8.00 Hz, 1H), 7.19-7.27 (m, 2H), 6.74-6.81 (m, 2H),
6.27-6.30 (m, 1H), 4.40 (t, J = 6.40 Hz, 2H), 3.66 (s, 3H), 3.05-3.09 (m, 1H),
2.60-2.64 (m, 3H), 2.54-2.58 (m, 1H). MS (ESI+) :386.2 [M+H-H,0]. HPLC (J5¥%A) :
Rt. 2.4 min, HPLC 4/ 96. 6%.
[0233]  SIZjAA) 70 : (2- (3— LARZERIE ) -1-(3- (4= K& —1H-1, 2, 3— =W —1- 58 ) TATEE
&) LE) g

F{E k. 'H NMR (400 MHz, DMSO-dy) :6 8.34 (s, 1H), 7.78 (d, J = 8.00
Hz, 2H), 7.42 (t, J = 13.88 Hz, 2H), 7.29-7.33 (m, 1H), 6.99-7.03 (m, 1H),
6.59-6.62 (m, 2H), 6.55 (d, J = 8.00 Hz, 1H), 4.55 (t, J = 7.24 Hz, 2H),
3.85-3.91 (m, 2H), 3.12-3.15 (m, 1), 2.66-2.71 (m, 3H), 2.58-2.61 (m, 1H),
1.24 (t, J = 7.00 Hz, 3H). MS (ESI+) :413.3 [M+Na-H,0]. HPLC ( /53 A) :Rt. 3.4
min, HPLC 4fif¥ 98.5 %.
[0234] ST 71 - (R) - (2-(4- G —3—-( = H L) #FE)-1-(3-(4- &% -10-1, 2, 3- =
Me—1-J5) ABRZZE) 458 ) iR
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FEE 4, 'H NMR (400 MHz, DMSO-d,) : 8 8.35 (s, 1H), 7.76-7.78 (m, 2H),
7.39-7.45 (m, 3H), 7.29-7.32 (m, 2H), 7.15-7.20 (m, 1H), 4.53 (t, J = 8.00 Hz,
2H), 3.11-3.14 (m, 1H), 2.77-2.82 (m, 1H), 2.62-2.69 (m, 3H). MS (ESI+) :433.3
[M+H-1,0]. HPLC ( J5¥£A) :Rt. 3.9 min, HPLC & 98. 1%,

[0235]  SEjtifs) 72 : (R) — (1- (3— (1H- 40 [d] kM —1- 55 ) Nz 5t ) -2- (3- &gt —4- 1
BEREL) o) Mg

A A, 'H NMR (400 MHz, DMSO-dy) : 8 8.06 (s, 1H), 7.62 (d, J = 8.00 Hz,
1H), 7.54 (d, J = 8.00 Hz, 1H), 7.19-7.27 (m, 2H), 6.77 (d, J = 8.00 Hz, 1H),
6.54 (s, 1H), 6.26 (d, J = 8.00 Hz, 1H), 4.40 (t, J = 6.40 Hz, 2H), 3.59 (s,
3H), 3.09 (t, J = 7.20 Hz, 1H), 2.58-2.63 (m, 4H), 1.98 (s, 3H). MS (ESI+) :
386. 2 [M+Na-H,0]. HPLC ( Jji£A) :Rt. 2.7 min, HPLC 4lif¥ 97.1 %.

[0236] Szt o) 73 : (R)-(2-(3— LB R &) -1-(3-(4- (- A B R 5 ) -11-1,2,3- =
Me—1- 3% ) NI ) 43 iR

HEOFEA. 'H NMR (400 MHz, DMSO-d,) :6 8.25 (s, IH), 8.07-8.09 (m, 1H),
7.28-7.32 (m, 1H), 6.97-7.09 (m, 3H), 6.87 (d, J = 8.00 Hz, 1H), 6.82 (s, 1H),
6.77 (d, J = 8.00 Hz, 1H), 4.56 (t, J = 8.00 Hz, 2H), 3.85 (s, 3H), 3.13-3.17
(m, 1H), 2.59-2.71 (m, 4H), 2.37-2.43 (m, 2H), 1.03 (t, J = 8.00 Hz, 3H). MS
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(EST+) :427. 2 [M+Na-H,0]. HPLC (Jj3£A) :Rt. 3.8 min, HPLC 4 97. 6%,
[0237] S 74 : (R -(2-(3- LR ) -1-(3-(4-(3- A KK )-1H-1, 2, 3- =
Me—1- 3% ) NI ) 43 iR

A&, 'H NMR (400 MHz, DMSO-dg) : 8 8.37 (s, IH), 7.33-7.35 (m, 3H),
6.99-7.03 (m, 1H), 6.84-6.90 (m, 3H), 6.78 (d, J = 8.00 Hz, 1H), 4.55 (t, J =
12.00 Hz, 2M), 3.79 (s, 3H), 3.10-3.14 (m, 1H), 2.65-2.69 (m, 3H), 2.58-2.60
(m, 1H), 2.41-2.46 (m, 2H), 1.06-1.08 (m, 3H). MS (ESI+) :427.2 [M+Na-1,0]. HPLC
(773 A) :Rt. 3.7 min, HPLC 4EJF 98. 0%.

[0238]  SEjti 5] 75 : (R)—(2- (8- £ K FE ) -1-(3-(4-(4- AR K ) -1H-1, 2, 3- =
e —1- %) INEREZE ) &%) iR

L
,,NNN'/\\/&“ H 7 ,-'QH
i

M
e OH

el
FEfE A, '"H NMR (400 MHz, DMSO-d6) : 6 8.23 (s, 1H), 7.71 (d, J = 8.00 Hz,
2H), 6.96-7.04 (m, 4H), 6.85-6.91 (m, 1H), 6.79 (d, J = 8.00 Hz, 1H), 4.53 (t,
J =8.00 Hz, 2H), 3.11-3.15 (m, 1H), 2.54-2.73 (m, 4H), 2.42-2.45 (m, 2H),
1.05-1.09 (m, 3H). MS (ESI+) :427.2 [M+Na-H,0]. HPLC (Jji£A) :Rt. 3.6 min, HPLC
47 98,1 %.
[0239] S il 1 76 : (R)—(2-(3— & Z& 2K &5 )-1-(3-(4-(mk mg -3- %&£ )-1H-1,2,3- =
Me—1- 3% ) BRI ) 43 ) iR
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AEfE A&, '"H NMR (400 MHz, DMSO-d6) : 6 8.95 (s, 1H), 8.45-8.49 (m, 2H),
8.15-8.17 (m, 1H), 7.46-7.49 (m, 1H), 6.98-7.02 (m, 1H), 6.83-6.88 (m, 2H),
6.77 (d, J = 8.00 Hz, 1H), 4.55-4.59 (m, 2H), 3.11-3.13 (m, 1H), 2.67-2.70
(m, 3H), 2.57-2.59 (m, 1H), 2.39-2.45 (m, 2H), 1.04 (t, J = 8.00 Hz, 3H). MS
(EST+) :398.3 [M+Na-H,0]. HPLC (Jji£A) :Rt. 2.4 min, HPLC 4 97. 9%,

[0240] SR 78 : (R) - (1- LBE2E —2- (2R Mg —3- 2k ) 43k ) g

;‘x.

o ~°
)’L h ]
Bv‘"
b

HIBR (R -(1- SWE2E —2- (A TFFRRIR —3- 55 ) &%) MR () - IRle — i

¥l 18 (700 mg, 1.54 mmol) fEJE/K —Z MHE (20 ml) FHFAH (-10°C ) ¥
H-RWNELNE (0.8 ml, 4.6 mmol) FAEEZR (0.09 ml, 1.54 mmol) AbHE, ¥ VRS
YT —10°CHiHE 3ho fEJE TG R NVIREY), IRFFIMNRRIEIL T 30°C, 2RE A 25 ml &
M Ll A NLZE KIS, SR TR 4. Iras 1) (520 mg, 88 %) LMEREMNT
afifb ks 8, FAE s i 2 9% P it
[0241] MS (ESI+) :382.3

HIR 2 (R) - (1- LBE2 At —2- (3 FFIRIR -3- 55 ) &%) MR

¥R -(1- SBESE —2- (A FFMemg —3- 3% ) &%) MR (+) - JRFE MR (520 mg,
1. 35 mmol) 7EFEE / ekt (1:1, 30 mL) HKIvAED (0°C ) A 2- FILIEANR (545 mg,
5.4 mmol) FIHCI /K¥WE (1.5 N, 1 mL) ZFEIEH RMVIRGY) T2\ Tk 15 he ARG
RNAIRE BRI =R . TEACT 30°C RN T ks & /K PRz W B4 K AL 2, 1
NaOH [FIZKEH (2N) SAb I — @ Phede i =k (355 ) . RIE/KZH HCL MK (1.5
N) IR S PR FEE =R . DCM = 28t BB T4, i v vk 4, 75 21 [ 4R 7% B4, H
TR EE R T, SRR AL B (42 mg, 26 %), A L A
[0242] 'H NMR:(400 MHz, DMSO-d,) :6 7.64 (s, 1H), 7.58-7.60 (d, J =8.0 Hz,
IH), 7.48-7.50 (d, J = 8.0 Hz, 1H), 7.19-7.28 (m, 2H), 3.09-3.13 (m, 1H),
2.81-2.86 (m, 1H), 2.69-2.75 (m, 1H), 1.77 (s, 3H).

MS (EST+) :230.0 [M+H-H,0], HPLC ( J57%A) :Rt 2.0min ;HPLC 4/ 98. 8%.
[0243]  DLNALGWRH SEife) 78 18 B AH RIRE -5 o
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+H
[0244]  SCfE) 77 : (R) - (1- LBEEIE —2- (3- 4FEKEL ) 45 ) TR

T
o e i
)Lﬁ %,m-r
OH

ML EE A 'H NMR (400 MHz, DMSO-d,) : 6 7.11-7.15 (m, 1H), 6.93-6.98 (m,
3H), 2.98-3.01 (m, 1H), 2.71-2.76 (m, 1H), 2.49-2.54 (m, 3H), 1.77 (s, 3H),
1.10-1. 14 (m, 3H). MS (ESI+) :218.0 [M+H-H,0]. HPLC ( /j¥:A) :Rt. 2.4 min, HPLC
41T 98. 0%,

[0245]  SEJifA) 95 : (R) - (1- £MWk2ddt —2- (%% —2- &%) &%) MR

HEE k. "H NMR : (400 MHz, DMSO-dy) :6 7.76-7.78 (m, 3H), 7.61 (s, LH),
7.38-7.46 (m, 2H), 7.32-7.35 (m, 1H), 3.04-3.08 (m, 1H), 2.90-2.95 (m, 1H),
2.73-2.78 (m, 1H), 1.79 (s, 3H). MS (ESI+) :240.3 [M+H-H,0]. HPLC ( J5¥% A) :Rt.
2.6 min, HPLC ZEJF 92. 4%,

[0246]  SEJiAA] 108 : (R) —(1- £ WEzd i —2- (5— WAL JFmMemg —3- 2k ) 438 ) g

A A, 'H NMR : (400 MHz, DMSO-d,) :8 7.60 (s, 1H), 7.38 (d, J = 8.88
Hz, 1H), 7.09- 7.10 (m, 1H), 6.84 (dd, J = 2.56, 8.92 Hz, 1H), 3.76 (s, 3H),
3.08-3.12 (m, 1H), 2.78-2.83 (m, 1H), 2.66-2.72 (m, 1H), 1.79 (s, 3H). MS
(EST+) :260.0 [M+H-H,0]. HPLC ( J73%A) :Rt. 2.2 min, HPLC 4fifi 96. 5%,
[0247]  SZjfs] 79 < (R)— (2— (A FFMEmg —3— 55 ) —1- (8- (4- AR ) AMEE) 43)
Uil
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IR (R) - (2- (ZRIFERRMG —3- 38 ) —1- (3- (4~ B4 FEIREL ) ABEEIE ) 458) Ml
WS I s

Forp etk 18 (170 mg, 0.37 mmol) ¢EJE/K N, N- —FREL FEERZ (20 ml) w44 41
(-10°C) WA —RANELIE (0.2 ml, 1.1 mmol) HI 3-(4- FAIERIE) NEE (67 mg,
0.37 mmol) FI TBTU (142 mg, 0.44 mmol) 4bFH. ¥ K MNIREW T —10CHHE 3he FIRE
s R NAIRE Y, R ANAIREAR T 30°CL ARG 25 ml LR LR. AHLEH EhKYE
5 RN T IRk, R4 (160 mg, 86 %) LRERSEMT4i4bde &, HAE A ik
40 % LR LBEsVERG .
[0248] MS (ESI+) :502.2

U2 (R) - (2- (A FFWemg —3- 56 ) —1-(3- (4- FAEFEIEEL ) AL ) %) i

B R - (2- (ZRIFEmE -3- 28 ) —1-(3-(4- SRR ) WBEEE ) &%) MIERAniEE
g (160 mg, 0.32 mmol) 7EFEE / ekt (1:1, 20 mL) FFFAEN (0°C) WA 2- IR
MiE (129 mg, 1.3 mmol) FHCI /K¥S¥W (1.5 N, 0.5 ml) AFEFFH RMNIEEGY TEHET
BikE 15 ho ARJ5 H R RBUS IR G =K. FERT 30°CHIRE NIk & /K FEEZE . 4%
P FHUK AL 5, FH NaOH FRIZKES B (2N) Bl IFFH S R ede i =k (552 )« RIEKEH
HCT 7K (1.5 N) BRALFFH — U A ERE =R DCM J= £omi B T4, i S8 ik 4d, 13
SN[ A% B A, R — SRR T RT3 Ak 54 (25 mg, 21 %), 4 E Ll 44
[0249] 'H NMR: (400 MHz, DMSO-d,) :8 7.57 (d, J = 7.68 Hz, 1H), 7.49 (t, J =
3.92 Hz, 2H), 7.21-7.26 (m, 2H), 7.06 (d, J = 8.44 Hz, 2H), 6.77 (d, J = 8.48
Hz, 2H), 3.67 (s, 3H), 3.15-3.17 (m, 1H), 2.65-2.81 (m, 5H), 2.30 (t, J = 7.32
Hz, 2H). MS (ESI+) :350.3 [M+H-H,0]. HPLC (77%EA) :Rt. 3.5 min, HPLC 4EJE 93. 8%,
[0250]  DANALEWR I SEHife) 79 38 B AH R RS 5 o
[0251]  SEJtEf] 80 « (R) —(2— ( AR FFMEMG —3— 3% ) —1-(3—(4- AL ) Wzt ) &3k)
Uil

KA A'H N\MR (400 MHz, DMSO-d,) :400 MHz, DMSO-d6:8 7.57 (d, J = 7.16
Hz, 1H), 7.48 (d, J = 6.88 Hz, 1H), 7.15-7.28 (m, 4H), 6.99-7.04 (m, 2H), 3.18
(t, J =5.72 Hz, 1H), 2.80-2.81 (m, 1H), 2.71-2.75 (m, 3H), 2.32 (t, J = 7.28
Hz, 2H). MS (ESI+) :338.3

[M+H-H,0]. HPLC ( 7y A) :Rt. 3.7 min, HPLC 4li[E 99. 0%,
[0252]  SEjEfd] 81 : (R)—(2— ( AR JFRRI —3- 2 ) —1- (3— (2- HANAEE ) Btz EE) &58)
iz
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W
@A/u\ﬁ; g :

K EAEFEAH NVR : (400 MHz, DMSO-d) :6 7.57 (d, J = 7.2 Hz, 1H), 7.50-7.52
(m, 2H), 7.18-7.28 (m, 4H), 7.02-7.12 (m, 2H), 3.18-3.21 (m, 1H), 2.73-2.82
(m, 4H), 2.34 (t, J = 7.36 Hz, 2H). MS (ESI+) :338.3 [M+H-H,0]. HPLC ( J5¥%A) :

Rt. 3.7 min, HPLC 4% 97. 9%,
[0253]  SEjifh] 82 : (R) — (2— (R IFREME —3- 2§ ) —1- (8- (2- A RSE ) WlEE ) 45)

R

ML EE A, 'H NVR : (400 MHz, DMSO-dg) :8 7.57 (d, J = 7.00 Hz, 1H), 7.48
(d, J =17.36 Hz, 2H), 7.20-7.28 (m, 2H), 7.12-7.19 (m, 1H), 7.05-7.07 (m, 1H),
6.91 (d, J =7.80 Hz, 1H), 6.77-6.81 (m, 1H), 3.73 (s, 1H), 3.12-3.15 (m, 1H),
2.79-2.81 (m, 1H), 2.68-2.74 (m, 3H), 2.29 (t, J = 7.20 Hz, 2H). MS (ESI+) :
350. 3 [M+H-H,0]. HPLC ( J5yEA) :Rt. 3.7 min, HPLC 4if¥ 98.1 %.
[0254]  SEJtifh) 84 : (R)— (2— (A JFMKAE —3— 45 ) —1- (3 (3- MIAZEAAE ) NBtz AL ) &38)

f R
; ,
o g OH
\©/\j\“ OH

H AR H NMR : (400 MHz, DMSO-d,) : 8 7.57 (d, J = 7.08 Hz, 1H), 7.47-7.49
(m, 2H), 7.19-7.28 (m, 2H), 7.14 (t, J = 7.96 Hz, 1H), 6.70-6.73 (m, 3H), 3.68
(s, 3H), 3.16-3.19 (m, 1H), 2.80-2.81 (m, 1H), 2.69-2.74 (m, 3H), 2.34 (t, J =
7.32 Hz, 2H). MS (ESI+) :350.3 [M+H-HzO]. HPLC ( /57£A) :Rt. 3.6 min, HPLC 4lif¥

99. %,
[0255]  Sjlifh] 85 : (R) — (2— (A HFWRI =3 2 ) 1= (3- (3- AL ) B2 ) &3E)

R
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HEE k. H NMR : ( 400 MHz, DMSO-dy) : & 7.56-7.58 (m, 1H), 7.47-7.49 (m,
2H), 7.19-7.28 (m, 3H), 6.93-7.00 (m, 3H), 3.17-3.20 (m, 1H), 2.68-2.85 (m,
4H), 2.36 (t, J = 7.36 Hz, 2H). MS (ESI+) :338.3 [M+H-H,0]. HPLC ( ;£ A) :Rt.
3.7 min, HPLC ZEJF 98. 4%,

[0256]  SEHfA] 86 : (R) —(2— ( ZRIFWEM —3- 5 ) -1- (3- RO REAEE A ) 25 ) Mg

H A A, 'H N\MR: (400 MHz, DMSO-d,) : 8 7.58-7.62 (m, 2H), 7.48 (d, J = 7.92
Hz, 1H), 7.19-7.28 (m, 2H), 3.10-3.13 (m, 1H), 2.80-2.85 (m, 1H), 2.68-2.72
(m, 1H), 2.05 (t, J = 7.92 Hz, 2H), 1.56-1.59 (m, 5H), 1.27-1.32 (m, 2H),
1.04-1.08 (m, 4H), 0.74-0.80 (m, 2H).

MS (EST+) :326.3 [M+H-H,0]. HPLC ( J5¥AA) :Rt. 4.2 min, HPLC 4lJF 99. 2%,
[0257]  SEjtifs) 87 : (R) — (2— (A JFMKAE —3— 45 ) —1- (3— (2 A4 [d] weme -3 (2H) - 2%)
BRI ) &5) g

i 2

g L)
)&\N/\)i\ﬁ V Q@OH

E oH

k. 'H NMR : (400 MHz, DMSO-d,) :8 7.57 (d, J = 7.84 Hz, 1H), 7.52 (d,
J =17.56 Hz, 1H), 7.46 (d, J =8.04 Hz, 1H), 7.41 (s, 1H), 7.13-7.34 (m, 5H),
4.05-4.09 (m, 2H), 3.14-3.84 (m, 1H), 2.75-2.80 (m, 1H), 2.64-2.70 (m, 1H),
2.43-2.49 (m, 2H). MS (ESI+) :393.0 [M+H-H,0]. HPLC ( J5¥%A) :Rt. 3.6 min, HPLC
41 98, 8%,
[0258]  SK Jifi 1 88 : (R)—(1—(3—(1H- =& Jf [d] WK M —1- 2 ) A Mk 2 &k ) —2- ( & JF R
R —3- 2% ) &%) Mg
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w2

e
g

A& 4R 'H NMR : (400 MHz, DMSO-d) : 6 8.09 (s, 1H), 7.61-7.63 (m, 1H), 7.56
(d, J =7.44 Hz, 1H), 7.43-7.46 (m, 2H), 7.18-7.27 (m, 4H), 7.09-7.13 (m, 1H),
4.39-4.43 (m, 2H), 3.13-3.17 (m, 1H), 2.72-2.86 (m, 1H), 2.50-2.66 (m, 3H). MS
(EST+) :382.3 [M+Na—H,0]. HPLC (J7¥%A) :Rt. 2.6 min, HPLC ZESE 94. 3%,
[0259]  SEJEfA] 89 : (R) — (2— ( ZRIHfmeng —3— 3L ) —1-(3—(4— 2 —11-1, 2, 3— =M —1- L)

WL ) 5 ) iR

A &, 'H NVR : (400 MHz, DMSO-dy) : & 8.34 (s, 1H), 7.76 (d, J = 7.48 Hz,
oH), 7.48 (d, J = 7.28 Hz, 2H), 7.41 (t, J = 7.52 Hz, 3H), 7.31 (t, J = 7.40
Hz, 1H), 7.23 (t, J = 7.52 Hz, 1H), 7.16 (t, J = 7.16 Hz, 1H), 4.55-4.56 (m,
2H), 3.16-3.18 (m, 1H), 2.77-2.86 (m, 1H), 2.66-2.73 (m, 3H). MS (ESI+) :409. 2
[M+Na-H,0]. HPLC ( /7% A) :Rt. 3.5 min, HPLC 4i[F 94. 8%,

[0260]  SEiAs) 90 « (R) — (2— (A< FFMemg —3- & ) —1- (3— (1-(4- AR 3L ) -1H-1, 2, 3- =
Me—4- 3L ) N EE ) 43 ) iR

o
ke
AR, 'H NMR : (400 MHz, DMSO-d,) :6 8.31 (s, 1H), 7.68 (d, J = 8.92 Hz,
2H), 7.55-7.57 (m, 2H), 7.45 (d, J = 7.96 Hz, 1H), 7.18-7.27 (m, 2H), 7.08
(d, J = 9.00 Hz, 2H), 3.79 (s, 3H), 3.17-3.21 (m, 1H), 2.82-2.90 (m, 3H),
2.67-2.76 (m, 1H), 2.43-2.50 (m, 2H). MS (ESI+) :439.3 [M+Na-H,0]. HPLC ( Jji
A) :Rt. 3.4 min, HPLC /¥ 95. 0%.
[0261]  SEZjlfs] 91 « (R) — (2— (R IFFMRNE —3- 2% ) —1- (2- (N- I AR IR me e 2 2 ) Sk 2E)
L5 ) R
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o

e
i .
Q;« ,,.M\)l\ ol
,,«S N B
e B i
o OH

(1 4. 'H NVR : (400 MHz, DMSO-dy) : 6 7.60-7.60 (m, 2H), 7.48 (d, J =
7.84 Hz, 1H), 7.19-7.28 (m, 2H), 3.68 (d, J = 8.12 Hz, 2H), 3.33-3.36 (m, 10,
2.87-2.92 (m, 4H), 2.76-2.82 (m, 1H), 2.66 (s, 3H). MS (ESI+) :337.0 [M+HI-1,0].
HPLC ( 774 A) :Rt. 2.8 min, HPLC 4l 97. 5%,

[0262] SR 94 : (R)— (2— ( A TFFRRIR -3 55 ) —1- (3- RIEA WL ) &35 ) iR

[0 [ 44 . '"H NMR = (400 MHz, DMSO-d,) : 8 7.56 (d, J = 7.68 Hz, 1H), 7.46-7.49
(m, 2H), 7.18-7.28 (m, 4H), 7.11-7.15 (m, 3H), 3.13-3.15 (m, 1H), 2.79-2.80
(m, 1H), 2.71-2.75 (m, 3H), 2.34 (t, J = 7.32 Hz, 2H). MS (ESI+) :320.2
[M+H-H,0]. HPLC ( J73%A) :Rt. 3.6 min, HPLC 4lifE 97. 6%,
[0263]  SEjifA) 96 « (R)—(2— (& —2— & ) —1-(3— (2 AT [d] MEME -3 (2H) - &5 )
WNBEEE ) 45 ) iR

e £
S&NN/\/JL‘H

O

A i 4, "H NMR : (400 MHz, DMSO-d,) :400 MHz, DMSO-d6:8 7.80 (d, J = 8.32
Hz, 1H), 7.71 (d, J = 8.48 Hz, 2H), 7.60 (d, J = 7.76 Hz, 1H), 7.37-7.43 (m,
3H), 7.30-7.34 (m, 1H), 7.25 (d, J = 8.00 Hz, 1H), 7.15-7.18 (m, 2H), 4.04 (x,
J = 6.96 Hz, 2H), 3.19-3.23 (m, 1H), 2.82-2.87 (m, 1H), 2.71-2.77 (m, 1H),
2.41 (t, J =17.00 Hz, 2H). MS (ESI+) :403.0 [M+H-H,0]. HPLC (J73%A) :Rt. 3.9 min,
HPLC Z4fF 98. 6%
[0264] SR 97 « (R) - (1- (3= (1H- 285 [d] WRME -1- %) MRz ) 2-(F -2-%) &
i) g
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0

HEE k. "H NMR : (400 MHz, DMSO-dy) :6 8.09 (s, 1H), 7.75-7.77 (m, LH),
7.59-7.65 (m, 3H), 7.54 (dd, J = 2.04, 6.80 Hz, 1H), 7.36-7.41 (m, 2H), 7.29
(s, 1H), 7.20-7.27 (m, 2H), 7.06 (dd, J = 1.52, 8.40 Hz, 1H), 4.38-4.41
(m, 2H), 3.20 (d, J = 2.32 Hz, 1H), 2.74-2.81 (m, 1H), 2.59-2.61 (m, 1H),
2.49-2.57 (m, 2H). MS (ESI+) :392.3 [M+Na-H,0]. HPLC (J7¥£A) :Rt. 2.9 min, HPLC
4 96. 5%,

[0265]  SEZjifh] 98 : (R) —(2—( 2% —2- ) —1-(3-(1- ZEHEE —1H-1, 2, 3— =Wk —4- %L )

WERESE ) 45 ) TR

A @i 4, "H NMR : (400 MHz, DMSO-d,) :8 8.37 (s, 1H), 7.78-7.78 (m, 3H),
7.69-7.72 (m, 2H), 7.52-7.57 (m, 3H), 7.46 (d, J = 7.40 Hz, 1H), 7.36-7.41 (m,
2H), 7.25 {dd, J = 1.48, 8.44 Hz, 1H), 3.17-3.20 (m, 1H), 2.87-2.94 (m, 3H),
2.75-2.81 (m, 1H), 2.42-2.50 (m, 2H). MS (ESI+) :419.2 [M+Na—-H,0]. HPLC ( Jji%
A) :Rt. 3.7 min, HPLC 4/ 96. T%.

[0266]  Sjlifs] 99 : (R) —(2— (2§ —2— &) —1-(3— (1— (mikiE —3— 3£ ) —1H-1, 2, 3— =Mk —4-5%)
WERESE ) 45 ) TR

{7 4, 'H NMR : (400 MHz, DMSO-dy) : 6 8.90 (s, 1H), 8.58-8.59 (m, 1H), 8.33
(s, 1H), 8.14 (d, J =8.04 Hz, 1H), 7.57-7.71 (m, 4H), 7.44 (s, 1H), 7.33-7.35
(m, 2H), 7.20 (d, J = 8.24 Hz, 1H), 3.04-3.07 (m, 1H), 2.86-2.94 (m, 3H),
2.65-2.71 (m, 1H), 2.49-2.50 (m, 2H). MS (ESI+) :420.2 [M+Na-H,0]. HPLC ( Jji%
A) :Rt. 2.7 min, HPLC 4iJ¥ 95. 9%.
[0267]  SEJ 5] 100 : (R)—(1- (3= (1-(4- A FE AT ) -1H-1, 2, 3— =M —4- 3L ) Py BE2
F)-2-(F -2- &) &) ik
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A £ 'H NMR : (400 MHz, DMSO-d,) : 6 8.24 (s, 1H), 7.65-7.78 (m, 5H), 7.51
(s, 1H) 7.38-7.42 (m, 2H), 7.23-7.26 (m, 1H), 7.06-7.08 (m, 2H), 3.77 (s, 3H),
3.15-3.18 (m, 1H), 2.85-2.94 (m, 3H), 2.74-2.80 (m, 1H), 2.42-2.50 (m, 2H). MS
(EST+) :449.2 [M+Na-H,0]. HPLC (J73%A) :Rt. 3.7 min, HPLC ZESE 90. 2%,
[0268] S it 41 102 : (R)—(2—(1— A¥ & —1H- M| Mk —5— & ) —1-(3— (2 4 AR 28 IF [d] W
Me -3 (2H) - 3£ ) BtzZE ) 43k ) R

o] L5
{7 4. 'H NMR : (400 MHz, DMSO-dy) :6 7.85 (s, 1 H), 7.61 (d, J = 8.68 Hz,
1H), 7.39 (d, J =8.64 Hz, 1H), 7.35-7.31 (m, 1H), 7.26 (d, J = 7.56 Hz, 1H),
7.19-7.15 (m, 2H), 7.04 (dd, J = 1.36, 8.66 Hz, 1H), 4.05 (t, J = 7.00 Hz, 2H),
3.92 (s, 3H), 3.15-3.14 (m, 1H), 2.74 (t, J = 5.36 Hz, 1H), 2.66 (t, J = 5.28
Hz, 1H), 2.41 (t, J = 6.92 Hz, 2H). MS (ESI+) :429.2 [M+Na-H,0]. HPLC (/VkA) :
Rt. 2.8 min, HPLC 4l 98. 0%.
[0269]  SEJEH] 103 : (R)—(2-(1— FF & —1H- Mg M —5- 5L ) —1-(3- (4~ 2K % ~1H-1, 2, 3- =
e —1- %) INEREZE ) &%) iR

Ny

HE A, 'H NMR : (400 MHz, DMSO-dy) : 6 8.36 (s, 1H), 7.79 (d, J = 8.40 Hz,
3H), 7.44-7.43 (m, 2H), 7.34-7.33 (m, 2H), 7.27 (s, 1H), 7.05 (dd, J = 1.48,
8.66 Hz, 1H), 4.60-4.58 (m, 2H), 3.88 (s, 3H), 3.15 (t, J = 5.64 Hz, 1H), 2.80
(t, J =5.36 Hz, 1H), 2.74-2.72 (m, 1H), 2.68 (t, J = 6.52 Hz, 2H). MS (ESI® :
423.3 [M+Na-H,0]. HPLC ( J77£A) :Rt. 2.7 min, HPLC 4l 95. 0%,
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[0270] = jifi 5] 104 : (R) - (2-( < JF [b] WE Wy —-3— & )-1-(3-(4- 2K & -1H-1, 2, 3- =
M -1- 35 ) NI SE ) 438 ) MR

o
o M

A&, 'H NMR : (400 MHz, DMSO-dg) :8 8.34 (s, 1H), 7.83-7.86 (m, IH),
7.76-7.78 (m, 2H), 7.68-7.71 (m, 1H), 7.39-7.43 (m, 2H), 7.28-7.34 (m, 3H),
7.12 (s, 1), 4.56 (t, J = 6.68 Hz, 2M), 3.22-3.25 (m, 1H), 2.96-3.01 (m, 10,
2.81-2.87 (m, 1), 2.69 (t, J = 6.56 Hz, 2H). MS (ESI+) :425.2 [M+Na-1,0]. HPLC
(773 A) :Rt. 3.6 min, HPLC 4EJF 94. 8%.

[0271]  SE JiE 1 105 : (R)—(2-( &% I [b] ME Wy —3- 3 )-1-(3-(2- & A8 & IF [d] mg
Me -3 (2H) - 3% ) NELZIE ) 43 ) g

ﬁ\w’“\i
e I
HafE A, "H NMR : (400 MHz, DMSO-d,) :6 7.87-7.89 (m, 1H), 7.72-7.74 (m,
IH), 7.58 (d, J - 7.20 Hz, 1H), 7.26-7.37 (m, 4H), 7.14-7.18 (m, 1H), 7.03 (s,
1H), 4.05-4.08 (m, 2H), 3.20-3.24 (m, 1H), 2.93-2.98 (m, 1H), 2.83-2.86 (m,
1H), 2.41-2.49 (m, 2H).
MS (ESI+) :409.0 [M+H-H,0]. HPLC ( /7% A) :Rt. 3.8 min, HPLC ZEfE 86. 0%,

[0272]  SEJEH] 106 : (R) - (1-(3—(1H- 53 [d] BRI —1- 38 ) B ) —2- (2R3 [b] BE
Wy —3- 3L ) 2K Mg

AR A. 'H NMR : (400 MHz, DMSO-d.) :8 8.09 (s, IH), 7.85-7.87 (m, 1H),
7.67-7.70 (m, 1H), 7.63 (d, J = 7.48 Hz, 1H), 7.55 (d, J = 7.56 Hz, I1H),
7.28-7.30 (m, 2H), 7.19-7.26 (m, 2H), 6.86 (s, 1H), 4.39-4.42 (m, 2H),
3.18-3.21 (m, 1H), 2.92-2.95 (m, 1H), 2.76-2.82 (m, 1H), 2.58-2.61 (m, 2H). MS
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(EST+) :398.0 [M+Na-H,0]. HPLC (Jj3£A) :Rt. 2.7 min, HPLC 4 96. 0%,
[0273]  SE i 51 107 : (R)—(2—-( 2< FF [dI[1, 3] M) = %0 2% BF M —5— 2 ) -1-(3-(4- &
B -1H-1, 2, 3- =M —1- 3% ) Nk ) 438 ) g

HEE k. "H NMR : (400 MHz, DMSO-dy) :6 8.25 (s, 1H), 7.72-7.74 (m, 2H),
7.38-7.42 (m, 2H), 7.29-7.33 (m, 1H), 6.45-6.48 (m, 2H), 6.25 (d, J = 7.92 Hz,
1), 5.73 (s, 2H), 4.59-4.61 (m, 2H), 2.74-2.84 (m, 3H), 2.49-2.56 (m, 1H),
2.26-2.32 (m, 1H). MS (ESI+) :413.0 [M+Na—-H,0]. HPLC (J7¥£A) :Rt. 3.1 min, HPLC
4 95. 2%,

[0274]  SEJE ] 109 : (R) —(2- (5— AT 40 2E 4% JF IR IR —3— 45 ) —1-(3- (2— AR & JF [d] mE
Me -3 (2H) - 2& ) Btz L) 43E) R

B

o B

¢
el

s B ?:a

% A% 0 [ fK. 'H NMR : (400 MHz, DMSO-d,) :8 7.58 (d, J = 7.16 Hz, 1H),
7.34-7.39 (m, 2H), 7.31 (d, J = 8.16 Hz, 1H), 7.27 (d, J = 7.36 Hz, 1H),
7.13-7.17 (m, 1H), 7.07-7.08 (m, 1H), 6.83 (dd, J = 2.56, 8.88 Hz, 1H), 4.06
(t, J = 7.68 Hz, 2H), 3.74 (s, 3H), 3.17-3.20 (m, 1H), 2.73-2.74 (m, 1H),
2.64-2.68 (m, 1H), 2.42-2.46 (m, 2H). MS (ESI+) :423.0 [M+H-H,0]. HPLC (5VEA) :
Rt. 3.6 min, HPLC 4/ 92. 6%.
[0275]  SEJfEf9] 92 : (R) — (2 ( AR FFMRAE —3- 3 ) —1- (3 (WREE —1- & ) NEE& ) 43E)
R h R 2h

B HCH

( o

L
8,QH
N
B (R) - (2- (IR —3- 35 ) —1- (3- (4= CRUT AL ) UM —1- 28 ) R
) LHE) TRV ES .
B fk 18 (300 mg, 0.66 mmol) £ AN, N- - FFIEFEERE (10 ml) iy 40
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(-10°C) W —RWNELHE (0.3 ml, 1.9 mmol) F13-(4- CGRUT L) RIE -1-3L)
PilE (170 mg, 0.66 mmol) FI TBTU (254 mg, 0.79 mmol) ZbFE. ¥4 R MNIREGW T -10°CHi
FF 3ho FEJRE N IRAA S SR A W, R FEAMNATR ST 30°C, AR E AN 25 ml 4R 4ER. A
BLZH EKBEG, SRR T k4 . Pras = # (350 mg, 87%) LAEIRZEHTaifl ks &,
HEEZ SRR 4 % FEEVER.
[0276] MS (ESI+) :580.4

IR 2 (R) - (2- (AR FFMeAR —3— 25 ) —1-(3— (4= (UT SRS ) WRIE —1- 55 ) VB
i) LE) g .

(R —(2- (AR FFMEmg -3- 38 ) —1-(3- (- CRUT S EE ) WRIE —1-58) IWEkE ) &
%) MRS (350 mg, 0.6 mmol) 7EFEE / Bkt (1:1, 30 mL) HHAH! (0°C) #l
FH 2- MIEREEMEE (242 mg, 2.4 mmol) FIHCL K¥AW (1.5 N, 0.7 mL) AbFHIf6 s VTR
YT EE TR 15 he ARG HGRIUR MIBEY) =K. R8T 30°CIMLAE T kg &
KTEEZ . FRE UKL BE, FH NaOH /KA (2N) B A Pl =& (555 ) .
SRR ZH HCL IR (1.5 N) BRI H SR e B =ik . DCM JZ £ BN 15, id &
Hk4s. R4 (85 mg, 31 %) &EMENTAii k78, HE S P 30 % FEEYE
it o
[0277] MS (ESI+) :450.2 [M+Na-H,0].

AUR 3 (R) - (2— (2R IR —3- 28 ) —1- (3 (WRME —1- 38 ) AR ) 458) MR ELIR

%Dli

BAEY R) - (Q2- (R IFRRIR -3- 55 ) —1-(3— (4= (RUT SRk ) WRPE —1- 55 ) lE
A ) %) Mg (0.085g, 0.19 mmol) ¥ T 1,4- &4t 5 mL) FHAHIR 10°C,
A INANAE B Ok B mL) i 4 N HC IF PR N . B VIR EWE
IR NWRAATT S BEBEIR R B Y), R BB R . Bz B — 24T, ARG (47
mg, 64 %), A kAR EE 1
[0278] 'H NMR : (400 MHz, DMSO-d,) :6 7.66 (s, 1H), 7.62 (d, J = 7.24 Hz, 1),
7.49 (d, J =8.12 Hz, 1H), 7.21-7.29 (m, 2H), 3.25-3.37 (m, 11 H), 2.88-2.93
(m, 1H), 2.75-2.81 (m, 1H), 2.55-2.56 (m, 2H). MS (ESI+) :350.3 [M+Na-H,0]. HPLC
(7545 A) :Rt. 2.0 min, HPLC ¥ 93. 5%.

[0279]  SEjtafdl] 83 : (R) —(1-(2— (1H- BKMe: —5—- 3% ) LEEZ 5L ) —2- (ZRIFFmemg -3- %) &
5 MR Eh R R

Ao
7
cH
Mw\” - OH
] L
OH

AL (R -(1-(2- (1H- kM —5- 3% ) AWEa ) —2- (A FFMEmE —3- 55 ) &%) MR
ATUVIR P I
Ak 18 (170 mg, 0.37 mmol) 7EJC/K N, N- R R EEfZ (20 ml) ¥4 41
(-10°C) WHRH - HHELHE (0.2 ml, 1.1 mmol) Al 2-(1H) - BkMe —5- 3 - 2% (47 mg,
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0.37 mmol) A1 TBTU (142 mg, 0.44 mmol) AbPH. ¥ KMNIREWT -10°CHFE 3he FIRE
TR IR E W) PR FFIMNAIR AR T 30°CL, ARG A 25 ml LR ABE. HHLZEH HhKk
5 R T IRk gE. IR (110 mg, 66 %) SLREREMraifbk &, HEZAF
K 7 % PR .
[0280] MS (ESI+) :448.2

IR 2 (R -(1-(2- (1H- kM —5- 3% ) LWEa Rt ) —2- (A FFMEmgE —3- 55 ) &%) MR
R h

¥ (R) - (1-(2- (1H- BRMe —5- 3L ) LWzt ) —2— (R JFIENgG —3- 2% ) &%) AR MR
BEfE (110 mg, 0.24 mmol) 7EFEE / &kt (1:1, 20 mL) EAE (0°C) B 2- Pt
PR (96 mg, 0.96 mmol) FHCI /K¥W (1.5 N, 0.5 mL) A I RNIEEGY T =
R FHFE 156 he SRJG HRBESRIU RARAY) — Ik . TEIRT 30 CHIELE Tk4a 5 /K FIRE o
A% 5% B P NN K T S BRI = IR 5 T K 2 S8 8L &4 (25 mg, 32 %), A4
TR A
[0281] 'H NMR : (400 MHz, DMSO-d,) :6 8.68 (s, 1H), 7.58 (t, J = 7.60 Hz, 2H),
7.47 (d, J = 8.08 Hz, 1H), 7.18-7.28 (m, 3H), 3.52 (s, 2H), 3.26-3.30 (m, 2H),
2.86-2.88 (m, 1H), 2.78-2.80 (m, 1H). MS (ESI+) :318.3 [M+Na-H,0]. HPLC ( Jji%
A) :Rt. 2.1 min, HPLC ¥ 95. 2%.
[0282]  DANALGHR I SEHife) 83 38 M A R RS 75 o
[0283]  SEjitifF] 93 : (R)— (2— ( ASFFMRI —3— 2 ) —1-(3-(mbme —4- 55 ) kR ) &%)
R h R 2h

HWEAE A, 'H NMR : (400 MHz, DMSO-dy) : 8 8.65 (d, J = 6.56 Hz, 2H), 7.83
(d, J = 6.48 Hz, 2H), 7.55-7.58 (m, 2H), 7.48 (d, J = 7.96 Hz, 1H), 7.19-7.28
(m, 2H), 3.20-3.23 (m, 1H), 3.03 (t, J = 7.16 Hz, 2H), 2.81-2.86 (m, 1H),
2.66-2.73 (m, 1H), 2.54-2.51 (m, 2H). MS (ESI+) :343.2 [M+Na-H,0]. HPLC ( Jji%
A) :Rt. 2.0 min, HPLC 4iJF 96.1 %.
[0284] S5 101 : (R) - (2— (LH- W[ —3— 2 ) —1- (3— (2— %A AT [d] MEME -3 (2H) - &%)
WERESE ) 45 ) TR

O o '

S}LN/\)E\N :
“

A B BT AR 3-(CR) -2-(3-(2- 4 X 28 JF [d] ME me -3(2m) - &5 ) N B 2
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H:)-2-(3a,5,5- = FIEENE 4, 6- W LI [d][1, 3, 2] 4N fakt —2- %5 ) &
%k ) —1H- 5[ —1- AR

¥ [AR) —1- 24 —2- (1H-W[W -3- %) 43 ] iR (+) - IRt B iR =9 LR (500
mg, 0.90 mmol) 7EJE/K N, N- ZHEEFEEZ (20 ml) FhAAl (-10°C) WHRH RN L
fiz (0.5 ml, 2.7 mmol) FI [3—(2— &AL — Z=JFmemr —3—- L) HEZ 1 (190 mg, 0.9 mmol)
FITBTU (346 mg, 1.1 mmol) AbFE, ¥ R NIREW T -10°CHid: 3ho FEMRIE T IRYE VTR
G AR AMNAIREACT 30°C, 4RGN 25 ml MR A BE. AHUEF HhKuEs, LRl T
BRI AE . PR (280 mg, 48 %) LREMEMTAii kB, FAE A mBErh i 30 % LR
BB .
[0285] MS (ESI+) :644.2
PR 2 N=-((IR) =2— (1H~- W|Wg —=3— & ) ~1-(3a, 5, 5~ = FFE/NE 4, 6- W E I [d]
, 2] AR BOE —2- 3 ) &3 ) -3- (2 AT [d] mEmk -3 (2H) - 5% ) N BEi%ER
AL S W BT 3 3-((2R) —2-(3— (2 % AX =& Jf [d] ME me -3 (2 - 2% ) N Wt 2
H)-2-(3a,5,5- = FIEENE 4, 6- WAL IF [d][1, 3, 2] 4N fakt —2- %5 ) &
FE ) —1H- 5[t —1- FIEREE (280 mg, 0.43 mmol) ¥ T & M %E (10 mL) FIAHIZE 10°C. [
HAInANTE ZE 2R Okt (10 mL) P4 N HCL IF TaiE Ptk . RNV VRS )18 I8 s
AR I ORI B, AR (200 mg, 85 %) .
[0286] DU 3 : (R)—(2- (1H- WIWk —3- 2 ) -1-(3— (2 XA TF [d] mEme -3 2l - %5 )
Mt ) 43 ) iR

# N-((1R) —2— (1H- M5 W —3- % ) -1-(3a, 5, 5- = A EL /N & -4, 6- W & 78 I [d]
[1,3, 2] Z5UMMAIR bt —2- 55 ) &6 ) -3- (- AT [d] meme -3 (2H) - 3% ) NBLGE:
fgEh (200 mg, 0.36 mmol) 7EMEE / &kt (1:1, 20 mL) HEVAE] (0°C ) WA 2- FI%E
AR ( 145 mg, 1.4 mmol) FIHCL K¥H (1.5 N, 0.5 mL) AbFHFHW R VIREGW T2
R FHFE 156 he SRJG HRBESRIU RARAY) — Ik . TEIRT 30 CHIELE Tk4a 5 /K FIRE o
TR E UKL TR, H NaOH BIZKE (2N) A — S R4 i =k (572) » AREKE
FHCT B7KE (1.5 N) FRAGFEH sl B dRE =R DOM = &Mt IR 158, ik Y FF 4
P3N [E AT T, HoH — SRR S FF R TR AR AL &4 (13 mg, 15 %), I (b4
[0287] 'H NMR:(400 MHz, DMSO-d,) :8 7.59 (d, J = 7.80 Hz, 1H), 7.42 (d, J =
7.92 Hz, 1H), 7.26-7.34 (m, 3H), 7.17 (t, J = 7.36 Hz, 1H), 7.01 (t, J = 7.60
Hz, 1H), 6.88-6.93 (m, 2H), 4.05-4.09 (m, 2H), 3.17-3.21 (m, 1H), 2.80-2.85
(m, 1H), 2.70-2.75 (m, 1H), 2.41-2.44 (m, 2H). MS (ESI+) :392.0 [M+H-H,0]. HPLC
(7545 A) :Rt. 3.2 min, HPLC 4i/F 92.1 %,
[0288]  SEJfA) 110 : ((1R) —2- (3— LFEARTE ) —1- (3 (2— S AAMEME -3 (2H) - 2 ) —2- ((4- 2K
B -1H-1,2,3- =M -1- 8 ) L) B ) &) iR

w

|:1)
74

i
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B
s

Idy

IR LH 2-(BAEETFE) WERES

I &5 —2- CIRARHIZE ) INMIREE (5 g, 26.1 mmol) 7F DMSO (50 ml) A (¥ - N
NBEM (2.5 g, 38.4 mmol) FEHRMIRAY T HI N HLEE 2he HIAB KNI &
M CERPEE. 7r BSA R, /KR T gtk dn . Ml (5.0 o) St — b aifbim H
TRRMEPE (KR OH 2-( BREETE) NERERSCEL/ DI EARE ) .
[0289]  DUE 2 .23k —2-((4- 2RI —1H-1, 2, 3— =M —1- &) FIEE) NIGERRE

M RFEHE (3.0 g, 29.4 mmol) FILHE —2-( BHEFE ) WHRAE 5.0 g, 32.3
mmol) 7E t-BuOH:H,0 (2:1 ) (50 ml.) " IAPUAMERS ( 0.87 g, 4.4 mmol)
FH CuS04. 5H,0 (0.36 g, 1.5 mmol) o ¥ RMWIREW T2 T HH: 12h. H LR SBEMRE R
MYRE I KBRS . B E VR, TR T IFk4q . S RRE1A (3.0
g, 39%) dt—SaitbimH T iE ISR,
[0290]  'H NMR : (400 MHz, DMSO-d6) : 6 8.5 (s, 1H), 7.8 (d, J = 8.2 Hz, 2H), 7.4
(t, J=7.7 Hz, 21, 7.30-7.34 (m, 1), 6.4 (s, 1H), 5.8 (s, 1), 5.3 (s, 20),
4.2 (q, J =7.0 Hz, 2H), 1.2 (t, J = 7.0 Hz, 3H).
[0201] DI 3 . L3 —3— (2— S ACHEME -3 (2H) - FE ) —2—- ((4- ZEHE —1H-1, 2, 3— =M —1- %)
L) TR MR

TEWE T, [ LK -2-(4- FHE -1H-1,2,3- =M —1- &) FE) HNEREE 3.0 g,
11.6 mmol) ZEZNE (30 ml.) ¥ P I AN BEM: -2 (3H) - fl] (1.2 g, 11.6 mmol) F1DBU
(2.6 g, 17.4 mmol) J¥1 [ N VR-GW)T Z iR N BRI o ¥4 5 N IR A e DR R 46 I
TR B L% CBERIUGT K KBRS . S AN, oK R e Tk 4s . M
TG DAL AT 4iAl , R SR STEAA HBEVE A BEl R, IS 2bs 8 59 (1.2 g, 28
%) o
[0292] MS (ESI+) :359.2 [M+H]

IR 43— (- SEARMEME -3 (2H) - 25 ) —2- ((4- ZREE -1H-1, 2, 3- =M —1-F) FE) |

ZzIE

174

] Z.3% —3-(2— S AAWEME -3 (2H) - 5 ) —2- ((4- 2855 -1H-1, 2, 3- =M —1- 3% ) FI3E)
PERME (1.2 g, 3.3mmol) £ THF:H,0 (20 m L) HH¥ER P IMA SR BKED (0. 41 g,
9.9 mmol) JFRE R MARE) TR MRS ARRNIREW. FEEIIMAAIFA =
HABARI =K (FF5) o RIS RIZIRRALEKZ I STl R )5 4Tk a1
BATHUZ IF 48, 15 2 br AL 54 (200 mg, 18 %) .
[0293] MS (ESI+) :331.0 [M+H]

B 5 ((IR)-2-(3- & % 2K 3 )-1-(3-(2- 5 X WE M -3 (2H) - 5 ) -2-((4- 7§
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B -1H-1,2,3- =M -1- %) 3L NBERIE ) &5 ) MRl i iy

M LAR -1- 25 —2-(3- L&ERE) LH T MR (0 - IR BN =M S £ (200
mg, 0.45 mmol) 7EJG/K N, N- ZHIZEE % (10 ml) P RAEH (-10°C) WHEH = FNE
LHE (0.2 ml, 1.3 mmol) F13—(2- A fCmem: -3 (2H) - 3£ ) -2-((4- K& -1H-1, 2, 3- =
M —1- L) FIZEL) PAEE (148 mg, 0.45 mmol) A1 TBTU (173 mg, 0.54 mmol) AbFH. #f/&
MWIREW T -10°CHiHE 3ho 7EJE T W48 R NVIRG W, RN AT 30°C, SR G i A
25 ml LR MR, ANE MK, SR TRk gs. 4 (290 mg, 99 %) %
TR AT i R oy 1, A A T BE Y 25 % LR SERBENT .
[0294] MS (ESI+) :640.3

A4 6 ((IR)-2-(3- & F& & F)-1-(3-(2- &0 A0 B M =300 - % ) -2-((4- =
B -1H-1,2,3- =M -1- 8 ) L) B ) &) iR

#o(AR-2-3- & F 2 H)-1-3-@- & A wE M -3CH- & )-2-((4- X
B -1H-1,2,3- =M —1-38 ) FI3E) NBEZZE ) £28) MNRAERERE (290 mg, 0.45 mmol)
TEPEE / Beke (101, 20 mL) SPEYAED (0°C) WA 2- RIEPIZEANEE (181 mg, 1.8 mmol)
FHCL 7KW (1.5 N, 0.5 mL) AbFEIMG R NIRAY) T2 T HiH: 15 ho ARG Mk
U ARG =R o AEAIRT 30°C B N4 & /K L Z o Bk W) HUKAL 3R, H NaOH 17K
W CN) A I Z R PR =k (572 ) o ARG /K2 HCL 7K (1.5 N) B4k It
= SRR =k - DOM 2= 2800 BR B T8, iy ik 4, 13 21 [ 4% B 4, Ho ] — L Emi %
HET RGBS (61 mg, 26 %), KK (s 4,
[0295] 'H NMR: (400 MHz, DMSO-d6) : 8 8.20 (d, J = 8.56 Hz, IH), 7.79-7.82
(m, 2H), 7.43 (t, J = 7.76 Hz, 2H), 7.33-7.37 (m, 1H), 6.93-7.08 (m, 3MH),
6.80-6.86 (m, 1H), 6.71-6.75 (m, lH), 6.31-6.35 (m, 1H), 4.56-4.62 (m, 10,
4.37-4.44 (m, 1H), 3.82-3.84 (m, lH), 3.33-3.34 (m, 1H), 3.20-3.22 (m, 10,
2.62-2.67 (m, 2H), 2.44-2.49 (m, 2H), 1.05-1.11 (m, 3H).

MS (EST+) :488.3 [M+H-H,0]. HPLC ( 54 A) :Rt. 4.4 min, HPLC 4LSF 91. 0%,
[0296]  SEZjififd) 111 :LMP7 3P (0 i

LMP7 #iAF FH BRT I B A1 T 5 G 7 A 1) 384 FLas X AT .
[0297] ¥4tk N e i FABEAR (0.5 nM) FHAE DMSO Fh ) R4 REAL G4 (IR BEIE A
10 u M % 38 pM) BT HE S (0. 5% DMSO) T+ 37°CHEAL 50 mM Tris pH 7.4 F10.03% SDS
(K73 M b i P 15 8 30 2o I INIKEE 40 1 M (K15 6 BRI Suc-LLVY-AMC  (Bachem
1-1395) k51K KN T 37TCHE 90 785, IO AL (BMG Pherastar i3 Hi X 855
[F4) T M =350 nm A A, = 450 nm JEF IR
[0298]  f TSZjitif] 79.80.83.84.85.87.88.89.90.91.93.94.96.97.101 F1 110, LMP7 !
AR FH R & AR 3 T2 B 4 BT 1Y) 384 AL A E3dFAT
[0299]  WF4lith i N S B (B (0. 25 nM) FILLE DMSO HP i R ARG REAL A4 IR FETE R
10 M % 38 pM) BT HE M (0. 5% DMSO) T+ 37°CHEAL 50 mM Tris pH 7.4 F10.03% SDS
(K73 M b i P 15 8 30 2o B INIKEE 40 1 M (K152 6 BRI Suc-LLVY-AMC  (Bachem
1-1395) k51K RN T 37TCHE 90 785, IO AL (BMG Pherastar i3 Hi X 855
[F4) T M =350 nm A A, = 450 nm JEF IR
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[0300]  SEZjifd) 112 : B 5 3% It A2

B 5 Pl F (R B AR 2 T 98 R fE 43 i 384 fLA% AR EadkAT .
[0301] K 4lifb i N 25 B4R (1.0 nM) FI4F DMSO A [ R A FBAL &4 G FEVE T
M0 1 M 2838 pM) sGHHE 5y (0. 5% DMSO) T-37°CEA 250 mM Tris pH 7. 4510. 03% SDS
(K73 M b i P 15 8 30 2o I IR S 40 1 M K526 BK A Suc-LLVY-AMC  (Bachem
1-1395) k5| RKMN. T 37TCHE 90 785, HIOLE AL (BMG Pherastar 352 Hi {2855
FE4) T A, =350 nmFl N, = 450 nm MZEZDEICHRE .
[0302]  FTidAL B A HIERR T & .
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*: IC,, > 5 UM, ™: 0.5 uM <CIC, <5 uM, ™:0.05 uM<IC, <0.5 nM,
TG, < 0.05 M, 4+ MEFEPEC 10, ++: 10 CEEREPEC 30, 4+ SEFEME> 30, n.d:
RIE
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