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ANTIBACTERIAL COMPOUNDS

FIELD OF THE INVENTION

The present invention relates to a novel class of compounds, their use as
antibacterials, compositions comprising them and processes for their manufacture.
BACKGROUND

Type II topoisomerases catalyse the interconversion of DNA topoisomers by
transporting one DNA segment through another. Bacteria encode two type 11
topoisomerase enzymes, DNA gyrase and DNA topoisomerase V. Gyrase controls
DNA supercoiling and relieves topological stress. Topoisomerase IV decatenates
daughter chromosomes following replication and can also relax supercoiled DNA.
Bacterial type II topoisomerases form a heterotetrameric complex composed of two
subunits. Gyrase forms an A,B, complex comprised of GyrA and GyrB whereas
topoisomerase forms a CyE, complex comprised of ParC and ParE. In contrast
eukaryotic type II topoisomerases are homodimers. Ideally, an antibiotic based on the
inhibition of bacterial type II topoisomerases would be selective for the bacterial
enzymes and be relatively inactive against the eukaryotic type Il isomerases.

The type II topoisomerases are highly conserved enzymes allowing the design of
broad-spectrum inhibitors. Furthermore, the GyrB and ParE subunits are functionally
similar, having an ATPase domain in the N-terminal domain and a C-terminal domain
that interacts with the other subunit (GyrA and ParC respectively) and the DNA. The
conservation between the gyrase and topoisomerase IV active sites suggests that
inhibitors of the sites might simultaneously target both type II topoisomerases. Such
dual-targeting inhibitors are attractive because they have the potential to reduce the
development of target-based resistance.

Type II topoisomerases are the target of a number of antibacterial agents. The most
prominent of these agents are the quinolones. The original quinolone antibiotics
included nalidixic acid, cinoxacin and oxolinic acid. The addition of fluorine yielded
a new class of drugs, the fluoroquinolones, which have a broader antimicrobial
spectrum and improved pharmacokinetic properties. The fluoroquinolones include
norfloxacin, ciprofloxacin, and fourth generation quinolones gatifloxacin and
moxifloxacin. The coumarins and the cyclothialidines are further classes of
antibiotics that inhibit type II topoisomerases, however they are not widely used

because of poor permeability in bacteria, eukaryotic toxicity, and low water solubility.
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Examples of such antibiotics include novobiocin and coumermycin Al,
cyclothialidine, cinodine, and clerocidin.

Linezolid is currently the standard treatment for acute bacterial skin and skin structure
infections (ABSSSI) caused by Gram-positive bacteria. It belongs to the class of
oxazolidinones and is a protein synthesis inhibitor.

However, the continual emergence of antibiotic resistance demands that novel classes
of antibiotics continue to be developed and alternative compounds that inhibit
bacterial topoisomerases are required.

WO02007/148093, W0O2009/074812, W0O2009/074810 and WO2012/045124 describe
the applicant’s earlier compounds that inhibit bacterial gyrase activity. The applicant
has now discovered a class of related compounds that includes a carbocyclic or
heterocyclic ring comprising a branched i.e. secondary or tertiary alcohol substituent
and prodrugs thereof which appears to confer advantage(s) to the compounds. One or
more advantage(s) include desirable pharmacokinetic properties, prodrugability,
solubility and introduced chirality to provide a further subclass of active enantiomers.
SUMMARY

According to a first aspect there is provided a compound of Formula (I)

0 /Alk
-
Xo o H
Ny s

M
salts, racemates, diastereomers, enantiomers, esters, carbamates, phosphates, sulfates,
deuterated forms and prodrugs thereof
wherein
X is N or C-Ry, preferably C-R; where R is selected from H, OH, optionally
substituted C;salkyl, optionally substituted C,.3alkenyl, optionally substituted C,.
salkynyl, optionally substituted C; salkoxyl, halo, haloC;_jalkyl, NH,, optionally
substituted NHC) ;alkyl, optionally substituted N(C;_alkyl),, optionally substituted
SCisalkyl and CN;
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monocyclic Csscycloalkyl, saturated or unsaturated monocyclic 3-7 membered

represents Ring A which is selected from saturated or unsaturated

heterocycle, saturated or unsaturated fused bicyclic Cg jpcycloalkyl, saturated or
unsaturated fused bicyclic 8-10 membered-heterocyclyl, Ce jparyl and 5-10 membered
heteroaryl and may be optionally substituted;

7, is a secondary or tertiary alcohol of general formula

OH

* —(CHZ)Q%R‘l

Rs
an ester, carbamate, phosphate, sulfate or prodrug thereof as

defined below or 7 is selected from H, OH, optionally substituted C¢alkyl,
optionally substituted C,¢alkenyl, optionally substituted C;.salkynyl, optionally
substituted (CH5),, OC6alkyl, optionally substituted (CH,),SC¢alkyl, optionally
substituted (CH,),,S(=0)C1_¢alkyl halo, optionally substituted haloC;;alkyl, CN and
optionally substituted (CH,),NR*R" where each R* and R is independently selected
from H, optionally substituted C, ¢alkyl, optionally substituted Cs¢cycloalkyl and
optionally substituted 4-6-membered heterocyclyl or R* and R® join together to form
an optionally substituted 4-6-membered heterocyclyl and where each m is an integer
independently selected from 0, 1, 2 and 3;

X5 is N or C-R,, preferably C-R, where R, is selected from H, OH, optionally
substituted C;galkyl, optionally substituted C,.¢alkenyl, optionally substituted C,.
salkynyl, optionally substituted (CH,),OCy.6alkyl, optionally substituted (CH2),SC).
salkyl, optionally substituted (CH,),,S(=0)C ¢alkyl, optionally substituted
(CH2)nO(CH)n Cs.1cycloalkyl, optionally substituted (CH»),,Csycycloalkyl,
optionally substituted (CH»),,O(CH,)phenyl, optionally substituted (CH,),phenyl,
optionally substituted (CH,),,O(CH,),,-5-10-membered heterocycle, optionally
substituted (CH,);,-5-10-membered heterocyclyl, halo, optionally substituted haloC;.
salkyl, CN and optionally substituted (CHz)mNRaRb;

X3 1is N or C-R3, preferably C-R; where Rj is selected from H, OH, optionally
substituted C;galkyl, optionally substituted C,.¢alkenyl, optionally substituted C,.
salkynyl, optionally substituted (CH,),OCy.6alkyl, optionally substituted (CH2),SC).

PCT/AU2013/000286
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salkyl, optionally substituted (CH»),S(=0)Csalkyl, optionally substituted
(CH2)nO(CH3), Cs 5cycloalkyl, optionally substituted (CH»),,Cazcycloalkyl,
optionally substituted (CH»),,O(CH,)phenyl, optionally substituted (CH,),phenyl,
optionally substituted (CH»),,O(CH»)-5-10-membered heterocycle, optionally
substituted (CH,);,-5-10-membered heterocyclyl, halo, optionally substituted haloC;.
salkyl, CN and optionally substituted (CHz)mNRaRb or R3 is a group of formula

* —(CHz)nzz
where * represents the point of attachment to the C
ring atom; n is an integer selected from 0, 1, 2 and 3; . represents

Ring B which is selected from saturated or unsaturated monocyclic Csscycloalkyl,
saturated or unsaturated monocyclic 3-7 membered heterocycle, saturated or
unsaturated fused bicyclic Cs jocycloalkyl, saturated or unsaturated fused bicyclic
8-10 membered-heterocyclyl, Co jparyl and 5-10 membered heteroaryl and may be
optionally substituted; and

7, is a secondary or tertiary alcohol of general formula
OH

* —(CHz)q R4

Rs
an ester, carbamate, phosphate, sulfate or prodrug thereof as

defined below or 7, is selected from H, OH, optionally substituted C¢alkyl,
optionally substituted C,¢alkenyl, optionally substituted C;.salkynyl, optionally
substituted (CH,),, OCgalkyl, optionally substituted (CH,),SC¢alkyl, optionally
substituted (CH,),,S(=0)Cy6alkyl, halo, optionally substituted haloCsalkyl, CN,
optionally substituted (CIH,),,NR*R" optionally substituted (CH»),-4-6-membered

heterocyclylic ring, optionally substituted (CH,),-spiro-bicyclic-7-11-membered

(CH2)p_ NQ
heterocyclic ring and optionally substituted where p is an integer

-O
selected from 0, 1, 2 and 3 and represents an optionally substituted 4-6
membered heterocyclic ring or an optionally substituted spiro bicyclic 7-11-

membered heterocyclic ring; and
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Alk is optionally substituted Cy¢alkyl, Cy¢alkenyl, C, ¢alkynyl, Cs ¢cycloalkyl; and

with the proviso that Z,; or Z; is a secondary or tertiary alcohol of general formula

OH

* —(CHZ)q%R“

Rs
an ester, carbamate, phosphate, sulfate or prodrug thereof

wherein q is an integer selected from 0, 1, 2 and 3, preferably q is 0;

R4 is H or is selected from optionally substituted Cj.¢alkyl, optionally substituted C,-
salkenyl, optionally substituted C;, galkynyl, optionally substituted (CH,),0C;.¢alkyl,
optionally substituted (CH,);OC(=0)C.¢alkyl, optionally substituted (CH).SC;.
salkyl, optionally substituted (CH»)S(=0)C;6alkyl, halo, optionally substituted
haloC;salkyl and optionally substituted (CHz)tNRaRb;

Rs is selected from optionally substituted Cy galkyl, optionally substituted C, galkenyl,
optionally substituted C, ¢alkynyl, optionally substituted Cs.;cycloalkyl ring,
optionally substituted phenyl, optionally substituted 4-6-membered heterocyclyl ring,
optionally substituted 5-6-membered heteroaryl ring, optionally substituted
(CH,)OCsalkyl, optionally substituted (CH,)OC(=0)C¢alkyl, optionally
substituted (CH,):SC_ealkyl, optionally substituted (CH,).S(=0)C;alkyl, halo,
optionally substituted haloC;_salkyl and optionally substituted (CHz)tNRaRb;

t is an integer selected from 1, 2, 3, 4, 5 and 6;

or R4 and R;s together with the carbon atom to which they are attached form an
optionally substituted 4-6-membered heterocyclic ring or C;scycloalkyl ring; and

* represents the point of attachment to Ring A or Ring B respectively; and further
wherein each (CH») entity when present may be independently optionally substituted.
In one embodiment there is provided a compound of Formula (I), salts and prodrugs
thereof.

In one embodiment 7 is a secondary or tertiary alcohol of general formula

OH

* —(CHz)q%R‘;

Rs
or prodrug thereof wherein the prodrug is selected from an

ester, carbamate, phosphate or sulfate formed from the hydroxyl moiety.
According to a second aspect there is provided a method for the treatment of a

bacterial infection comprising administration of a compound of Formula (I) or a

PCT/AU2013/000286
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pharmaceutically acceptable salt, racemate, diastereomer, enantiomer, ester,
carbamate, phosphate, sulphate, deuterated form or prodrug thereof to a subject
suffering from said infection. In one embodiment, the infection is a Gram positive
bacterial infection. In a further embodiment the Gram positive infection is caused by
a bacterial strain selected from S. aureus, E. faecalis and §. pyogenes, even more
preferably §. aureus. In another embodiment, the infection is a Gram negative
bacterial infection. In a further embodiment the Gram negative infection is caused by
a bacterial strain of H. influenzae, A. baumannii, E. coli, K. pneumoniae, Legionella
pneumophila, Moraxella catarrhalis and Neisseria gonorrhoeae.

According to a third aspect there is provided a compound of Formula (I) or a
pharmaceutically acceptable salt, racemate, diastereomer, enantiomer, ester,
carbamate, phosphate, sulphate, deuterated form or prodrug thereof for use in the
treatment of a bacterial infection.

According to a fourth aspect there is provided an antibacterial agent comprising a
compound of Formula (I) or a pharmaceutically acceptable salt, racemate,
diastereomer, enantiomer, ester, carbamate, phosphate, sulphate, deuterated form or
prodrug thereof.

According to a fifth aspect there is provided a composition comprising a compound of
Formula (I) or a salt, racemate, diastereomer, enantiomer, ester, carbamate, phosphate,
sulphate, deuterated form or prodrug thereof and an excipient or carrier. In one
embodiment the composition is a pharmaceutical composition, the salt is a
pharmaceutically acceptable salt and the excipient or carrier is pharmaceutically
acceptable.

According to a sixth aspect there is provided a compound of Formula (I) or a
pharmaceutically acceptable salt, racemate, diastereomer, enantiomer, ester,
carbamate, phosphate, sulphate, deuterated form or prodrug thereof for use as a gyrase
inhibitor. In one embodiment the compound of Formula (I) is active against the
ATPase enzyme.

According to a seventh aspect there is provided a process for the manufacture of a
compound of Formula (I), salt, racemate, diastereomer, enantiomer, ester, carbamate,
phosphate, sulphate, deuterated form or prodrug thereof comprising the step(s) of:

coupling an intermediate of formula (i-a) with a precursor of formula (ii-a):
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0 /A
W, /X1 N >\— N OH
H
Y | \>_ N Ra (CH Y
X5 H 2)q 1
X3 S R
+ 5

(i-a) (ii-a)

or alternatively coupling an intermediate of formula (i-b) with a precursor of formula

(ii-b):
R4>L(CH2)qY2
R

o Al
21@\(“ N
S
Xa o s H
W,
+ ;

(i-b) (ii-b)

Ik

OH

under coupling conditions wherein

W, and W, are selected from halo (preferably CI, Br and I), boronic acid or a boronate
ester thereof, a stannylated moiety and triflate;

Y; and Y are selected from H, halo (preferably CI, Br and I), boronic acid or a
boronate ester thereof, a stannylated moiety and triflate; and

ring A, ring B, Alk, X, X», X3, Ry, Rs and q are as previously defined.

In one embodiment, the process comprises the additional step of forming an ester,
carbamate, phosphate or sulphate of the hydroxyl (alcohol) moiety.

According to an eighth aspect, there is provided a method of treating bacterial
contamination of a substrate comprising applying to the site of such contamination an
amount of a compound of Formula (I) or a pharmaceutically acceptable salt, racemate,
diastereomer, enantiomer, ester, carbamate, phosphate, sulphate, or deuterated form
thereof sufficient to inhibit bacterial growth.

According to a ninth aspect, there is provided the use of a compound of Formula (I) or
a pharmaceutically acceptable salt, racemate, diastereomer, enantiomer, ester,
carbamate, phosphate, sulphate, deuterated form or prodrug thereof in the preparation
of a medicament for the treatment of a bacterial infection in a subject.

BRIEF DESCRIPTION OF THE FIGURES

FIGURE 1: Shows the intravenous (IV) pharmacokinetic profile in the rat assay,
where the X axis denotes the time (hours) and the Y axis denotes the plasma

concentration (ug/mL), of (A) comparative Compound A against Compounds 1 and

PCT/AU2013/000286
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17 of the invention; and (B) comparative Compound B against Compound 27 of the
invention.

FIGURE 2: Shows the comparative survival of mice dosed I'V at 10 mg/kg with
Compound 1 or Linezolid in the S. pneumoniae 9 day lung infection model where the
X axis denotes the number of days and the Y axis denotes the percentage survival.
DETAILED DESCRIPTION

The present invention is predicated on the discovery of a new class of compounds that
have shown on-target gyrase enzyme activity. Accordingly, in one embodiment the
compounds of Formula (I) are useful in modulating the activity of gyrase, more
particularly as gyrase inhibitors.

Compounds of this class also exhibit antibacterial activity, more particularly
antibacterial activity against strains of Gram-positive and/or Gram-negative classes,
such as staphylococci, enterococci, streptococci and haemophili for example
Staphylococcus aureus, Staphylococcus epidermidis, Enterococcus faecalis,
Enterococcus faecium, Streptococcus pyogenes, Streptococcus pneumoniae,
Haemophilus influenzae, Acinetobacter baumannii, Escherichia coli, Klebsiella
pneumoniae, Legionella pneumophila, Moraxella catarrhalis and Neisseria
gonorrhoeae. The compounds with which the invention is concerned are therefore
useful for the treatment of bacterial infection or contamination, for example in the
treatment of, inter alia, Gram-positive infections, Gram-negative infections and
community acquired bacterial pneumonias (CABPs), hospital acquired bacterial
pneumonias (HABPs) and ventilator acquired bacterial pneuomias (VABPs).
Accordingly, in one embodiment the compounds of Formula (I) are useful in the
treatment of bacterial infections caused by Gram positive bacterial strains. In another
embodiment, the compounds of Formula (I) are useful in the treatment of bacterial
infections caused by Gram negative bacterial strains. The sites of bacterial infections
are many and include respiratory infections, particularly lung infections, skin and skin
structure infections, urinary tract infections, intra-abdominal infections and blood
stream (septicaemia) infections.

The development of antibacterial resistance is particularly common in a hospital
setting. Hospital patients are therefore especially at risk of infection by resistant
strains of bacteria.

Definitions

PCT/AU2013/000286
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Unless otherwise herein defined, the following terms will be understood to have the
general meanings which follow.

The term “C;¢alkyl” encompasses optionally substituted straight chain or branched
chain hydrocarbon groups having from 1, 2, 3, 4, 5 or 6 carbon atoms or a range
comprising any of two of those integers. Examples include methyl (Me), ethyl (Et),
propyl (Pr), isopropyl (i-Pr), butyl (Bu), isobutyl (i-Bu), sec-butyl (s-Bu), tert-butyl (¢-
Bu), pentyl, neopentyl, hexyl and the like. Unless the context requires otherwise, the
term “Cjsalkyl” also encompasses alkyl groups containing one less hydrogen atom
such that the group is attached via two positions i.e. divalent. Such groups are also
referred to as “Cjealkylene” groups. Cysalkyl and Cy.salkylene groups are preferred.
The term “C,¢alkenyl” refers to optionally substituted straight chain or branched
chain hydrocarbon groups having at least one double bond of either £ or Z
stereochemistry where applicable and 2, 3, 4, 5 or 6 carbon atoms or a range
comprising any of two of those integers. Examples include vinyl, 1-propenyl, 1- and
2-butenyl, 2-methyl-2-propenyl, hexenyl, butadienyl, hexadienyl, hexatrienyl and the
like. Unless the context requires otherwise, the term “C, galkenyl” also encompasses
alkenyl groups containing one less hydrogen atom such that the group is attached via
two positions i.e. divalent. Such groups are also referred to as “C,.¢alkenylene”
groups. Csalkenyl and Cs.zalkenylene groups are preferred.

The term “C,.ealkynyl” refers to optionally substituted straight chain or branched
chain hydrocarbon groups having at least one triple bond and 2, 3, 4, 5 or 6 carbon
atoms or a range comprising any of two of those integers. Examples include ethynyl,
1-propynyl, 1- and 2-butynyl, 2-methyl-2-propynyl, 2-pentynyl, 3-pentynyl, 4-
pentynyl, 2-hexynyl, 3-hexynyl, 4-hexynyl, 5-hexynyl and the like. Unless the context
indicates otherwise, the term “Cy.salkynyl” also encompasses alkynyl groups
containing one less hydrogen atom such that the group is attached via two positions
i.e. divalent. Such groups are also referred to as “Cj.salkynylene” groups. Cy.zalkynyl
and C,salkynylene groups are preferred.

The term “Cs_gcycloalkyl” refers to non-aromatic cyclic hydrocarbon groups having
from 3, 4, 5, 6, 7 or 8 carbon atoms or a range comprising any of two of those
integers, including cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cyclohexenyl,
cycloheptyl and the like. It will be understood that cycloalkyl groups may be saturated
such as cyclohexyl or unsaturated such as cyclohexenyl. Cs¢cycloalkyl groups are

preferred.
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The terms “hydroxy” and “hydroxyl” refer to the group -OH.

The term “ox0” refers to the group =0.

The term “Cj¢alkoxyl” refers to the group OCjealkyl. Examples include methoxy,
ethoxy, propoxy, isoproxy, butoxy, tert-butoxy, pentoxy and the like. The oxygen
atom may be located along the hydrocarbon chain, and need not be the atom linking
the group to the remainder of the compound. Cj.salkoxyl groups are preferred.

The term “aryloxy” refers to the group —Oaryl and may include variations thereof
such as “alkoxyaryl”, wherein aryl is defined herein. Examples include, but are not
limited to, phenoxy and naphthoxy and benzyloxy.

The terms “halo”, “halogen”, “halogenated” and similar terms refers to fluoro, chloro,
bromo and iodo (F, Cl, Br, I).

The term “Cj_galkylhalo” refers to a Cjealkyl which is substituted with one or more
halogens. C;alkylhalo groups are preferred, such as for example, -CHF, and -CF;.
The term “Cj_galkoxylhalo” refers to a Cyealkoxyl which is substituted with one or
more halogens. C;alkoxylhalo groups are preferred, such as for example, -OCHL,
and -OCF;.

The term “carboxylate” or “carboxyl” refers to the group -COQO" or -COOH.

The term “ester” refers to a carboxyl group having the hydrogen replaced with, for
example a Cjealkyl group (“carboxylCj.ealkyl” or “alkylester”), an aryl or aralkyl
group (“arylester” or “aralkylester”) and so on. Examples include but are not limited
to CO,C;3alkyl, such as for example, methylester (CO ,Me), ethylester (COEt) and
propylester (CO,Pr) and includes reverse esters thereof (e.g. -OCOMe, -OCOELt and —
OCOPr).

The term “cyano” refers to the group -CN.

The term “nitro” refers to the group -NO,.

The term “amino” refers to the group -NH,.

The term “substituted amino” or “secondary amino” refers to an amino group having a
hydrogen replaced with, for example a Cj.salkyl group (“Cisalkylamino™), an aryl or
aralkyl group (“arylamino”, “aralkylamino”) and so on. C;.aalkylamino groups are
preferred, such as for example, methylamino (NHMe), ethylamino (NHEt) and
propylamino (NHPr).

The term “disubstituted amino™ or “tertiary amino” refers to an amino group having
the two hydrogens replaced with, for example a C;¢alkyl group, which may be the

same or different (“dialkylamino™), an aryl and alkyl group (“aryl(alkyl)amino™) and
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so on. Di(C;alkyl)amino groups are preferred, such as for example, dimethylamino
(NMe,), diethylamino (NEt;), dipropylamino (NPr,) and variations thereof (e.g.
N(Me)(Et) and so on).

The term “acyl” or “aldehyde” refers to the group -C(=0)H.

The term “substituted acyl” or “ketone” refers to an acyl group having a hydrogen
replaced with, for example a C;_¢alkyl group (“Cjealkylacyl” or “alkylketone” or
“ketoalkyl”), an aryl group (“arylketone”), an aralkyl group (“aralkylketone”) and so
on. Cysalkylacyl groups are preferred.

The term “amido” or “amide” refers to the group -C(O)NHa.

The term “aminoacyl” refers to the group -NHC(O)H.

The term “substituted amido” or “substituted amide” refers to an amido group having
a hydrogen replaced with, for example a Cjsalkyl group (“C.salkylamido” or “Cj.
salkylamide™), an aryl (“arylamido™), aralkyl group (“aralkylamido™) and so on. C;.
salkylamide groups are preferred, such as for example, methylamide (-C(O)NHMe),
ethylamide (-C(O)NHE?) and propylamide (-C(O)NHPr) and includes reverse amides
thereof (e.g. -NHMeC(O)-, -NHEtC(O)- and -NHPrC(O)-).

The term “disubstituted amido” or “disubstituted amide” refers to an amido group
having the two hydrogens replaced with, for example a C¢alkyl group (“di(C;.
salkyl)amido™) or “di(Cealkyl)amide™), an aralkyl and alkyl group
(“alkyl(aralkyl)amido”) and so on. Di(C,salkyl)amide groups are preferred, such as
for example, dimethylamide (-C(O)NMe,), diethylamide (-C(O)NEt;) and
dipropylamide (-C(O)NPr,) and variations thereof (e.g. -C(O)N(Me)Et and so on) and
includes reverse amides thereof.

The term “carbamic acid” refers to the group NH,CO,H.

The term “carbamate” refers to a carbamic acid group having one or both amino
hydrogens independently replaced with, for example a Cyealkyl group (“Cyealkyl
carbamate™), an aryl (“arylcarbamate™), aralkyl group (“aralkylcarbamate”) and so on.
The term “thiol” refers to the group -SH.

The term “Cjealkylthio” refers to a thiol group having the hydrogen replaced with a
Ciealkyl group. Cj.zalkylthio groups are preferred, such as for example, thiolmethyl,
thiolethyl and thiolpropyl.

The term “thioxo” refers to the group =S.

The term “sulfinyl” refers to the group -S(=0)H.
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The term “substituted sulfinyl” or “sulfoxide” refers to a sulfinyl group having the
hydrogen replaced with, for example a C gsalkyl group (“Cyealkylsulfinyl” or “C,.
salkylsulfoxide™), an aryl (“arylsulfinyl”), an aralkyl (*‘aralkyl sulfinyl”) and so on.
Ci.salkylsulfinyl groups are preferred, such as for example, -SOmethyl, -SOethyl and
-SOpropyl.

The term “sulfonyl” refers to the group -SO,H.

The term “substituted sulfonyl” refers to a sulfonyl group having the hydrogen
replaced with, for example a C;_¢alkyl group (“sulfonylC.salkyl”), an aryl
(“arylsulfonyl™), an aralkyl (“aralkylsulfonyl”) and so on. SulfonylC,salkyl groups
are preferred, such as for example, -SO,Me, -SO,Et and -SO,Pr.

The term “sulfonylamido” or “sulfonamide” refers to the group -SO,NHo.

The term “substituted sulfonamido™ or “substituted sulphonamide” refers to an
sulfonylamido group having a hydrogen replaced with, for example a C; galkyl group
(“sulfonylamidoC,.salkyl™), an aryl (“arylsulfonamide”), aralkyl
(“aralkylsulfonamide™) and so on. SulfonylamidoC,_salkyl groups are preferred, such
as for example, -SO,NHMe, -SO,NHEt and -SO,NHPr and includes reverse
sulfonamides thereof (e.g. -NHSO,Me, -NHSO,Et and -NHSO,Pr).

The term “disubstituted sulfonamido™ or “disubstituted sulphonamide” refers to a
sulfonylamido group having the two hydrogens replaced with, for example a Csalkyl
group, which may be the same or different (“sulfonylamidodi(C.¢alkyl)”), an aralkyl
and alkyl group (“sulfonamido(aralkyl)alkyl”) and so on. Sulfonylamidodi(C,.salkyl)
groups are preferred, such as for example, -SO,NMe,, -SO,NEt, and -SO,NPr; and
variations thereof (e.g. —SO,N(Me)Et and so on) and includes reverse sulfonamides
thereof.

The term “sulfate” refers to the group OS(0),OH and includes groups having the
hydrogen replaced with, for example a Cjalkyl group (“alkylsulfates™), an aryl
(“‘arylsulfate”), an aralkyl (“aralkylsulfate”) and so on. Cj_ssulfates are preferred,
such as for example, OS(0),0Me, OS(0),0OFt and OS(O),0Pr.

The term “sulfonate” refers to the group SOs;H and includes groups having the
hydrogen replaced with, for example a Cjsalkyl group (“alkylsulfonate™), an aryl
(“‘arylsulfonate”), an aralkyl (“aralkylsulfonate’) and so on. Cjssulfonates are
preferred, such as for example, SOsMe, SO;Et and SO;Pr.

The term “phosphate” refers to a group —OP(O)(OH), and includes groups having
each hydrogen independently replaced with, for example a Cy_¢alkyl group

PCT/AU2013/000286
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(“alkylphosphate”), an aryl (“arylphosphate”), an aralkyl (*aralkylphosphate”) and so
on.

The term “phosphonate” refers to a group —P(0)(OH), and includes groups having
each hydrogen independently replaced with, for example a Cy_¢alkyl group
(“alkylphosphonate™), an aryl (“arylphosphonate’), an aralkyl
(“aralkylphosphpmate”) and so on.

The term “aryl” refers to any group containing a carbocyclic (non-heterocyclic)
aromatic ring and may be a mono-, bi- or tri-cyclic ring system. The aromatic ring or
ring system is generally composed of 6 or 10 carbon atoms. Such groups may contain
fused ring systems (such as naphthyl, tetrahydronaphthyl, fluorenyl, indenyl, azulenyl,
anthracenyl and the like), linked ring systems (such as biphenyl groups), and may be
substituted or unsubstituted. Examples of aryl groups include, but are not limited to,
phenyl, biphenyl, naphthyl and tetrahydronaphthyl. Phenyl is preferred.

The term “aralkyl” refers to an aryl group substituted with a C;galkyl group.
Examples include benzyl and phenethyl.

The term “heterocyclyl” refers to a moiety obtained by removing a hydrogen atom
from a ring atom of a heterocyclic compound which moiety has from 3 to 10 ring
atoms (unless otherwise specified), of which 1, 2, 3 or 4 are ring heteroatoms each
heteroatom being independently selected from O, S and N.

In this context, the prefixes 3-, 4-, 5-, 6-, 7-, 8-, 9- and 10- membered denote the
number of ring atoms, or range of ring atoms, whether carbon atoms or heteroatoms.
For example, the term *“3-10 membered heterocyclyl”, as used herein, pertains to a
heterocyclyl group having 3, 4, 5, 6,7, 8, 9 or 10 ring atoms or a range comprising
any of two of those integers. Examples of heterocyclyl groups include 5-6-membered
monocyclic heterocyclyls and 9-10 membered fused bicyclic heterocyclyls.
Examples of monocyclic heterocyclyl groups include, but are not limited to, those
containing one nitrogen atom such as aziridine (3-membered ring), azetidine (4-
membered ring), pyrrolidine (tetrahydropyrrole), pyrroline (e.g., 3-pyrroline, 2,5-
dihydropyrrole), 2H-pyrrole or 3H-pyrrole (isopyrrole, isoazole) or pyrrolidinone (5-
membered rings) , piperidine, dihydropyridine, tetrahydropyridine (6-membered
rings), and azepine (7-membered ring); those containing two nitrogen atoms such as
imidazoline, pyrazolidine (diazolidine), imidazoline, pyrazoline (dihydropyrazole) (5-
membered rings), piperazine (6-membered ring); those containing one oxygen atom

such as oxirane (3-membered ring), oxetane (4-membered ring), oxolane
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(tetrahydrofuran), oxole (dihydrofuran) (5-membered rings), oxane (tetrahydropyran),
dihydropyran, pyran (6-membered rings), oxepin (7-membered ring); those containing
two oxygen atoms such as dioxolane (5-membered ring), dioxane (6-membered ring),
and dioxepane (7-membered ring); those containing three oxygen atoms such as
trioxane (6-membered ring); those containing one sulfur atom such as thiirane (3-
membered ring), thietane (4-membered ring), thiolane (tetrahydrothiophene) (5-
membered ring), thiane (tetrahydrothiopyran) (6-membered ring), thiepane (7-
membered ring); those containing one nitrogen and one oxygen atom such as
tetrahydrooxazole, dihydrooxazole, tetrahydroisoxazole, dihydroisoxazole (5-
membered rings), morpholine, tetrahydrooxazine, dihydrooxazine, oxazine (6-
membered rings); those containing one nitrogen and one sulfur atom such as
thiazoline, thiazolidine (5-membered rings), thiomorpholine (6-membered ring); those
containing two nitrogen and one oxygen atom such as oxadiazine (6-membered ring);
those containing one oxygen and one sulfur such as: oxathiole (5-membered ring) and
oxathiane (thioxane) (6-membered ring); and those containing one nitrogen, one
oxygen and one sulfur atom such as oxathiazine (6-membered ring).

Heterocyclyls also encompass aromatic heterocyclyls and non-aromatic heterocyclyls.
Such groups may be substituted or unsubstituted.

The term “aromatic heterocyclyl” may be used interchangeably with the term
“heteroaromatic” or the term “heteroaryl” or “hetaryl”. The heteroatoms in the
aromatic heterocyclyl group may be independently selected from N, S and O.
“Heteroaryl” is used herein to denote a heterocyclic group having aromatic character
and embraces aromatic monocyclic ring systems and polycyclic (e.g. bicyclic) ring
systems containing one or more aromatic rings. The term aromatic heterocyclyl also
encompasses pseudoaromatic heterocyclyls. The term “pseudoaromatic” refers to a
ring system which is not strictly aromatic, but which is stabilized by means of
delocalization of electrons and behaves in a similar manner to aromatic rings. The
term aromatic heterocyclyl therefore covers polycyclic ring systems in which all of
the fused rings are aromatic as well as ring systems where one or more rings are non-
aromatic, provided that at least one ring is aromatic. In polycyclic systems containing
both aromatic and non-aromatic rings fused together, the group may be attached to
another moiety by the aromatic ring or by a non-aromatic ring.

Examples of heteroaryl groups are monocyclic and bicyclic groups containing from

five to ten ring members. The heteroaryl group can be, for example, a five membered
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or six membered monocyclic ring or a bicyclic structure formed from fused five and
six membered rings or two fused six membered rings or two fused five membered
rings. Each ring may contain up to about four heteroatoms typically selected from
nitrogen, sulfur and oxygen. The heteroaryl ring will contain up to 4 heteroatoms,
more typically up to 3 heteroatoms, more usually up to 2, for example a single
heteroatom. In one embodiment, the heteroaryl ring contains at least one ring nitrogen
atom. The nitrogen atoms in the heteroaryl rings can be basic, as in the case of an
imidazole or pyridine, or essentially non-basic as in the case of an indole or pyrrole
nitrogen. In general the number of basic nitrogen atoms present in the heteroaryl
group, including any amino group substituents of the ring, will be less than five.
Aromatic heterocyclyl groups may be 5-membered or 6-membered mono-cyclic
aromatic ring systems.

Examples of 5S-membered monocyclic heteroaryl groups include but are not limited to
furanyl, thienyl, pyrrolyl, oxazolyl, oxadiazolyl (including 1,2,3 and 1,2,4
oxadiazolyls and furazanyl i.e. 1,2,5-oxadiazolyl), thiazolyl, isoxazolyl, isothiazolyl,
pyrazolyl, imidazolyl, triazolyl (including 1,2,3, 1,2,4 and 1,3,4 triazolyls),
oxatriazolyl, tetrazolyl, thiadiazolyl (including 1,2,3 and 1,3,4 thiadiazolyls) and the
like.

Examples of 6-membered monocyclic heteroaryl groups include but are not limited to
pyridinyl, pyrimidinyl, pyridazinyl, pyrazinyl, triazinyl, pyranyl, oxazinyl, dioxinyl,
thiazinyl, thiadiazinyl and the like. Examples of 6-membered heteroaryl groups
containing nitrogen include pyridyl (1 nitrogen), pyrazinyl, pyrimidinyl and
pyridazinyl (2 nitrogens). It will be understood that, such as in the case of pyridyl
when substituted with an oxo (=0) substituted the group may be interchangeably
referred to as a pyridinone group.

Aromatic heterocyclyl groups may also be bicyclic or polycyclic heteroaromatic ring
systems such as fused ring systems (including purine, pteridinyl, napthyridinyl, 1H
thieno[2,3-c]pyrazolyl, thieno[2,3-b]furyl and the like) or linked ring systems (such as
oligothiophene, polypyrrole and the like). Fused ring systems may also include
aromatic 5-membered or 6-membered heterocyclyls fused to carbocyclic aromatic
rings such as phenyl, naphthyl, indenyl, azulenyl, fluorenyl, anthracenyl and the like,
such as 5- or 6- membered aromatic heterocyclyls fused to a phenyl ring including 5-
membered aromatic heterocyclyls containing nitrogen fused to a phenyl ring, 5-

membered aromatic heterocyclyls containing 1 or 2 nitrogens fused to a phenyl ring
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and such as 5- or 6- membered aromatic heteroaryls fused to a 6- membered aromatic
or non-aromatic heterocyclyls.

A bicyclic heteroaryl group may be, for example, a group selected from: a) a benzene
ring fused to a 5- or 6-membered ring containing 1, 2 or 3 ring heteroatoms; b) a
pyridine ring fused to a 5- or 6-membered ring containing 1, 2 or 3 ring heteroatoms;
¢) a pyrimidine ring fused to a 5- or 6-membered ring containing 1 or 2 ring
heteroatoms; d) a pyrrole ring fused to a 5- or 6-membered ring containing 1, 2 or 3
ring heteroatoms; €) a pyrazole ring fused to a 5- or 6-membered ring containing 1 or
2 ring heteroatoms; f) an imidazole ring fused to a 5- or 6-membered ring containing 1
or 2 ring heteroatoms; g) an oxazole ring fused to a 5- or 6-membered ring containing
1 or 2 ring heteroatoms; h) an isoxazole ring fused to a 5- or 6-membered ring
containing 1 or 2 ring heteroatoms; i) a thiazole ring fused to a 5- or 6-membered ring
containing 1 or 2 ring heteroatoms; j) an isothiazole ring fused to a 5- or 6-membered
ring containing 1 or 2 ring heteroatoms; k) a thiophene ring fused to a 5- or 6-
membered ring containing 1, 2 or 3 ring heteroatoms; 1) a furan ring fused to a 5- or 6-
membered ring containing 1, 2 or 3 ring heteroatoms; m) a cyclohexyl ring fused to a
5- or 6-membered ring containing 1, 2 or 3 ring heteroatoms; and n) a cyclopentyl
ring fused to a 5- or 6-membered ring containing 1, 2 or 3 ring heteroatoms.
Particular examples of bicyclic heteroaryl groups containing a five membered ring
fused to another five membered ring i.e. 8-membered fused bicyclic rings include but
are not limited to imidazothiazole (e.g. imidazo[2,1-b]thiazole) and imidazoimidazole
(e.g. imidazo[1,2-a]imidazole).

Particular examples of bicyclic heteroaryl groups containing a six membered ring
fused to a five membered ring i.e. 9-membered fused bicyclic rings include but are not
limited to benzofuran, benzothiophene, benzimidazole, benzoxazole, isobenzoxazole,
benzisoxazole, benzothiazole, benzisothiazole, isobenzofuran, indole, isoindole,
indolizine, indoline, isoindoline, purine (e.g., adenine, guanine), indazole,
imidazopyridine (e.g. imidazo[1,2-a]pyridine and imidazo[4,5-b]pyridine],
pyrazolopyrimidine (e.g. pyrazolo|[1,5-a]pyrimidine), benzodioxole and
pyrazolopyridine (e.g. pyrazolo[1,5-a]pyridine) groups. A further example of a six
membered ring fused to a five membered ring is a pyrrolopyridine group such as a
pyrrolo[2,3-b]pyridine group.

Particular examples of bicyclic heteroaryl groups containing two fused six membered

rings i.e. 10-membered fused bicyclic rings include but are not limited to quinoline,
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isoquinoline, chroman, thiochroman, chromene (including optionally substituted with
oxo (=0) i.e. oxochromene), isochromene, isochroman, benzodioxan, quinolizine,
benzoxazine, benzodiazine, pyridopyridine, quinoxaline, quinazoline, cinnoline,
phthalazine, naphthyridine and pteridine groups.

Examples of heteroaryl groups containing an aromatic ring and a non-aromatic ring
include tetrahydronaphthalene, tetrahydroisoquinoline, tetrahydroquinoline,
dihydrobenzothiophene, dihydrobenzofuran, 2,3-dihydro-benzo[ 1,4]dioxine,

benzol 1,3]dioxole, 4,5,6,7-tetrahydrobenzofuran, indoline, isoindoline and indane
groups.

Examples of aromatic heterocyclyls fused to carbocyclic aromatic rings may therefore
include but are not limited to benzothiophenyl, indolyl, isoindolyl, benzofuranyl,
isobenzofuranyl, benzimidazolyl, indazolyl, benzoxazolyl, benzisoxazolyl,
isobenzoxazoyl, benzothiazolyl, benzisothiazolyl, quinolinyl, isoquinolinyl,
quinoxalinyl, quinazolinyl, cinnolinyl, benzotriazinyl, phthalazinyl, carbolinyl and the
like.

The term “non-aromatic heterocyclyl” encompasses optionally substituted saturated
and unsaturated rings which contain at least one heteroatom selected from the group
consisting of N, S and O.

Non-aromatic heterocyclyls may be 3-7 membered mono-cyclic rings. The term “3-7
membered monocyclic”, as used herein, pertains to a mono-cyclic group having 3, 4,
5, 6 or 7 ring atoms or a range comprising any of two of those integers. Examples of
5-membered non-aromatic heterocyclyl rings include 2H-pyrrolyl, 1-pyrrolinyl, 2-
pyrrolinyl, 3-pyrrolinyl, pyrrolidinyl, 1-pyrrolidinyl, 2-pyrrolidinyl, 3-pyrrolidinyl,
tetrahydrofuranyl, tetrahydrothiophenyl, pyrazolinyl, 2-pyrazolinyl, 3-pyrazolinyl,
pyrazolidinyl, 2-pyrazolidinyl, 3-pyrazolidinyl, imidazolidinyl, 3-dioxalanyl,
thiazolidinyl, isoxazolidinyl, 2-imidazolinyl and the like.

Examples of 6-membered non-aromatic heterocyclyls include piperidinyl,
piperidinonyl, pyranyl, dihyrdopyranyl, tetrahydropyranyl, 2H pyranyl, 4H pyranyl,
thianyl, thianyl oxide, thianyl dioxide, piperazinyl, diozanyl, 1,4-dioxinyl, 1,4-
dithianyl, 1,3,5-triozalanyl, 1,3,5-trithianyl, 1,4-morpholinyl, thiomorpholinyl, 1,4-
oxathianyl, triazinyl, 1,4-thiazinyl and the like.

Examples of 7-membered non-aromatic heterocyclyls include azepanyl, oxepanyl,

thiepanyl and the like.
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Non-aromatic heterocyclyl rings may also be bicyclic heterocyclyl rings such as
linked ring systems (for example uridinyl and the like) or fused ring systems. Fused
ring systems include non-aromatic S-membered, 6-membered or 7-membered
heterocyclyls fused to carbocyclic aromatic rings such as phenyl, naphthyl, indenyl,
azulenyl, fluorenyl, anthracenyl and the like. Examples of non-aromatic 5-membered,
6-membered or 7-membered heterocyclyls fused to carbocyclic aromatic rings include
indolinyl, benzodiazepinyl, benzazepinyl, dihydrobenzofuranyl and the like.

The term “spiro ring system” means a bicyclic ring system in which the rings are
connected via a single shared atom or “spiroatom” more particularly a quaternery
carbon (“spiro carbon™) and encompasses spiro bicyclic 7-11- membered carbocyclic
rings and spiro bicyclic 7-11- membered heterocyclic rings containing one, two, three
or four heteroatoms independently selected from O, N and S.

The term “derived from an amino acid” refers to any side chain that may be present in
natural (L-) or unnatural (D-) amino acids. Examples of amino acid side chain
moieties derived from natural amino acids, with the amino acids from which they are
derived shown in brackets, are -H (Glycine), -CH; (Alanine), -CH(CH3), (Valine), -
CH,CH(CH3), (Leucine), -CH(CH3)CH,CH3 (Isoleucine), -(CH;)4sNH, (Lysine), -
(CH»)sNHC(=NH)NH; (Arginine), -CH,-(5-1 H-imidazolyl) (Histidine), -CH,CONH,
(Asparagine), -CH,CH>CONH, (Glutamine), -CH,COOH (Aspartic acid), -
CH,CH,COOH (Glutamic acid), -CH,-phenyl (Phenylalanine), -CH,-(4-OH-phenyl)
(Tyrosine), -CHy-(3-1 H-indolyl) (Tryptophan), -CH,SH (Cysteine), -CH,CH,SCHj3
(Methioine), -CH,OH (Serine), -CH(OH)CHj5 (Threonine) and the cyclic side chain
pyrrolidinyl (Proline) whereby the covalent bond between the nitrogen and carbon in
the pyrrolidinyl ring forms the backbone. Examples of amino acid side chain moieties
derived from unnatural amino acids, with the amino acids from which they are
derived shown in brackets, are -(CH,),-C(0)-O-C(CHj3)s (glutamic acid t- butyl ester),
-(CH,)4-NH-C(0)-0-C(CH3)3 (N -(tert-butoxycarbonyl)-lysine), -(CHa)3-NH-
C(O)NHj; (citrulline), -CH,-CH,OH (homoserine) and -(CH,),-CH,NH, (ornithine).
Examples can also include alkyl, alkenyl, alkynyl, aryl, saturated and unsaturated
heterocycles (functionalized and unfunctionalized). The term “amino-acid side chain
moiety” can also include a number of unnatural amide and sulfonamide, aryl and
heteroaryl side chains.

Unless otherwise defined, the term “optionally substituted” or “optional substituent”

as used herein refers to a group which may or may not be further substituted with 1, 2,
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3, 4 or more groups, preferably 1, 2 or 3, more preferably 1 or 2 groups selected from
the group consisting of C; galkyl, C, galkenyl, C, galkynyl, C;gcycloalkyl, hydroxyl,
oxo, Crealkoxy, aryloxy, Cjealkoxyaryl, halo, C; ¢alkylhalo (such as CF; and CHF,),
Crealkoxyhalo (such as OCF; and OCHE,), carboxylic acid, carboxyl, esters, cyano,
nitro, amino, mono substituted amino, disubstituted amino, acyl, ketones, amides,
aminoacyl, substituted amides, disubstituted amides, carbamic acid, carbamates, thiol,
alkylthio, thioxo, sulfates, sulfonates, sulfinyl, substituted sulfinyl, sulfonyl,
substituted sulfonyl, sulfonylamides, substituted sulfonamides, disubstituted
sulfonamides, phosphates, phosphonates, aryl, arCysalkyl, heterocyclyl, heteroaryl
and spiro ring systems wherein each alkyl, alkenyl, alkynyl, cycloalkyl, aryl,
heterocyclyl, heteroaryl and spiro ring system and groups containing them may be
further optionally substituted. Unless otherwise defined, particularly preferred
optional substituents in one embodiment of the invention include 1, 2, 3 or 4,
preferably 1 or 2 substituents each independently selected from the group consisting
of Cjaalkyl (particularly methyl), halo (particularly ), haloC,_salkyl (particularly
CHF, and CF;), OH, C4alkoxyl (particularly OCH3), CO,H, CO,C,_jalkyl
(particularly CO,CHs), NH,, NHCj 4alkyl (particularly NHCH3), N(C;4alkyl),
(particularly N(CHj3),), NHC(=0)C) 4alkyl, NHC(=0)-4-6-membered heterocyclyl,
OP(=0)(0OR), (where each R is independently H or C_alkyl), P(=0)(OR), (where
each R is independently H or Cj.4alkyl), Cs.¢cycloalkyl (particularly cyclopropyl,
cyclobutyl, cyclopenyl and cyclohexyl), phenyl, 4-6-membered heterocylyl
(particularly oxetanyl, azetidinyl, tetrahydrofuranyl, pyrrolidinyl, tetrahydropyranyl,
morpholinyl, thiomorpholinyl, oxothiazinyl, dioxothiazinyl, thianyl (also known as
tetrahydrothiopyranyl), oxothianyl, dioxothianyl, piperidinyl, and piperazinyl) and
further where Cj4alkyl either alone or as part of a substituent group includes methyl,
ethyl, n-propyl, iso-propyl, n-butyl, iso-butyl, sec-butyl and ferz-butyl and may be
further optionnally substituted.

Optional substituents in the case of heterocycles, heteroaryls and spiro bicyclic
heterocyclic ring systems containing N may also include but are not limited to alkyl
i.e. N-Cjsalkyl, more preferably methyl, particularly N-methyl.

It will be understood that suitable derivatives of aromatic heterocyclyls containing
nitrogen include N-oxides thereof.

Embodiments will now be described with reference to the following non-limiting

examples.
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In one embodiment Alk is optionally substituted C; galkyl, preferably C; ;alkyl and
even more preferably is unsubstituted ethyl.

In one embodiment X; is C-R;, X3 is C-R, and X5 1s C-R;.

In one embodiment X; is C-R; and Ry is H or halo, preferably H.

In one embodiment ring A is an optionally substituted 5-6-membered heteroaryl,
preferably containing at least one N heteroatom. In one embodiment ring A is a
S-membered heteroaryl. Preferred 5-membered heteoaryl include triazolyl,
imidazolyl and thiazolyl rings. In one embodiment, ring A is a 6-membered heteoaryl
with pyrimidine, pyridine and pyrazine rings being most preferred.

In one embodiment 7 is a secondary or tertiary alcohol of general formula
OH

* —(CH2)q R,

Rs
an ester, carbamate, phosphate, sulfate or prodrug thereof

wherein ¢, R, and Rs are as previously defined.

In one embodiment X, is C-R, where R, is H. In another embodiment X5 is C-R,
where R, is selected from H,OH, optionally substituted C;¢alkyl, optionally
substituted C;galkenyl, optionally substituted OC;¢alkyl, optionally substituted SC;-
salkyl, optionally substituted S(=0)C,.salkyl, an optionally substituted 5-6-membered
heterocycle, halo, haloCyzalkyl, CN and optionally substituted (CHz)mNRaRb.

In one embodiment R is selected from H, halo preferably F, OH, optionally
substituted NHC ;alkyl (preferably NHCH; or NHCH,CHj3), optionally substituted
N(Cj3alkyl), (preferably N(CHs), or N(CH3)CH»CH3), optionally substituted SC;.
salkyl (preferably SCH,CHs), optionally substituted S(=0)C;3alkyl (preferably
S(=0)CH,CH3), an optionally substituted 6-membered heterocycle (preferably 6-
membered such as morpholine) and optionally substituted OC_salkyl (preferably
methoxy or ethoxy) wherein the optional substituents may be, for example OH,
methoxy, Cs.cycloalkyl (e.g. such as cyclopropyl), phenyl or a 5-6-membered
heterocycle (e.g. such as tetrahydrofuran, tetrahydropyran, pyrrolidine, pyrazolidine,
imidazolidine, piperidine, piperazine and morpholine).

In one embodiment X3 is C-R3; where R3 is H.

In another embodiment X3 is C-R3 where Rj is selected from optionally substituted

Crealkyl, optionally substituted (CH,),,OCjsalkyl, optionally substituted
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(CH,),NR*R" oris a group of formula where * represents the
point of attachment to the carbon ring atom; ‘ represents Ring B

which is selected from saturated or unsaturated monocyclic 3-7 membered
heterocycle, saturated or unsaturated fused bicyclic 8-10 membered-heterocyclyl,
Ce.10aryl and 5-10 membered heteroaryl and may be optionally substituted; and 7, is a
secondary or tertiary alcohol or 7, is selected from H, OH, optionally substituted C;.
salkyl, optionally substituted C, salkenyl, optionally substituted C; salkynyl,
optionally substituted (CH»),,OC;_¢alkyl, optionally substituted (CHz)mNRaRb,
optionally substituted (CH,),-4-6-membered heterocyclylic ring, optionally

substituted (CHy)p-spiro-bicyclic-7-11-membered heterocyclic ring and optionally

/
(CHy),—N
substituted .

In a further embodiment Rj is selected from optionally substituted C;alkyl,
optionally substituted OC;_3alkyl, optionally substituted (CH,),,NH,, optionally
substituted (CH;),, NHC salkyl and optionally substituted (CH,),N(C;3alkyl),. In
still a further particular embodiment R is selected from optionally substituted methyl
(such as optionally substituted with methoxy, dimethylamino or a 6-membered
heterocycylic group such as morpholinyl) or optionally substituted methoxy (such as
optionally substituted with pyridyl wherein pyridyl is further optionally substituted
with methyl).

In another embodiment R3 is a group of formula . where *
represents the point of attachment to the carbon ring atom; .

represents Ring B which is selected from saturated or unsaturated monocyclic 5-6
membered heterocycle (such as pyrrolidinyl and morpholinyl), Cgaryl and 5-6
membered heteroaryl and may be optionally substituted.

In a preferred embodiment Ring B is an optionally substituted 5-6 membered

heteroaryl, with 6-membered heteroaryl being particularly preferred and 6-membered



WO 2013/138860 PCT/AU2013/000286

10

15

20

25

22

heteroaryl selected from pyridine, pyridazine, pyrimidine and pyrazine being most
preferred.

In one embodiment 7 is H.

In one embodiment 7, is selected from OH, optionally substituted C; galkyl,
optionally substituted C,¢alkenyl, optionally substituted C;.salkynyl, optionally
substituted (CH,),, OCgalkyl, optionally substituted (CH,),SC¢alkyl, optionally
substituted (CH,),S(=0)Cy6alkyl, halo, optionally substituted haloC_salkyl,
(CH3)nNH,, optionally substituted (CH,),,NHC salkyl, optionally substituted
(CH2)mN(Csalkyl),, optionally substituted (CH»),-4-6-membered heterocyclic ring,

optionally substituted (CH,),-spiro-bicyclic-7-11-membered heterocyclic ring and

(CH2)p_ NQ

In a further embodiment 7, is selected from OH, halo (particulary I), an optionally

optionally substituted

substituted C.salkyl (particularly methyl, ethyl and propyl, most preferably methyl),
optionally substituted OC,.¢alkyl (particulary methoxy, ethoxy and propoxy), halo
(particulary F), (CH,),NH, (particulary NH,), optionally substituted (CH,),,NHC .
salkyl (particularly NHCH; and NHCH,CH3), optionally substituted (CH,),,NHC5.
scycloalkyl (particularly CH,NHCs scycloalkyl such as CH,NHceyclopropyl and
NHC; ¢cycloalkyl such as NH-cyclohexyl) optionally substituted (CH»), N(C;3alkyl),
(particulary N(CH3), and N(CH3)CH,CH3), optionally substituted (CH,),-4-6-

membered heterocyclic ring, optionally substituted (CH,),-spiro-bicyclic-7-11-
(CHy)— NQ
membered heterocyclic ring and optionally substituted . Instill

(CHy),—N

another embodiment 7, is optionally substituted Q where pis 0, 1 or
2, preferably O or 1, even more preferably is 1.

In a particulary preferred embodiment 7, is an optionally substituted (CHy),-4-6-
membered heterocyclic ring or optionally substituted (CHa),-spiro-bicyclic-7-11-
membered heterocyclic ring where p is an integer selected from 0, 1 and 2, preferably
0 or 1. Particularly preferred 4-6-membered heterocyclic rings contain at least one
nitrogen heteroatom and include azetidinyl, pyrrolidinyl, piperidinyl, piperazinyl,

morpholinyl, thiomorpholinyl, oxothiazinyl and dioxothiazinyl and further may be
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optionally substituted. Particulary preferred spiro-bicyclic-7-11-membered
heterocyclic rings include oxa-azaspiroheptane and oxa-azaspirononane and may be
optionally substituted.

Suitable optional substituents for 7, include but are not limited to one or more
substituents, preferably 1 or 2 substituents independently selected from OH, Cjalkyl
(particularly methyl), C;;alkoxyl (particulary methoxy), halo (particularly I¥), CO,H,
CO,C;salkyl (particularly CO,CHj3), P(=0)(OH), and P(=0)(OC;3alkyl),.

In one embodiment the compound is of Formula (Ia)

z, X,

o\\ /Alk
~ | N\>7N / H
Xo S H
0
%
(Ta)
salts, isomers, racemates, diastereomers, enantioniers, esters, carbamates, phosphates,
sulfates, deuterated forms and prodrugs thereof
wherein X, X», Alk, Ring A, Ring B, 7, and 7, are as previously defined.
In one embodiment 7 is a secondary or tertiary alcohol of general formula

OH

* —(CHZ)Q%R‘l

Rs
or an ester, carbamate, phosphate, sulfate or prodrug thereof

wherein q is an integer selected from 0, 1, 2 or 3 and each (CH;) entity when present
may be independently optionally substituted;

R4 is H or is selected from optionally substituted Cj.¢alkyl, optionally substituted C,-
salkenyl, optionally substituted C; galkynyl, optionally substituted (CH,),0C;.¢alkyl,
optionally substituted (CH,);OC(=0)C.¢alkyl, optionally substituted (CH).SC;.
salkyl, optionally substituted (CH»)S(=0)C;6alkyl, halo, optionally substituted
haloC;salkyl and optionally substituted (CHz)tNRa‘Rb ;

Rj is selected from optionally substituted Cj¢alkyl, optionally substituted C, ¢alkenyl,
optionally substituted C,¢alkynyl, optionally substituted Cs.;cycloalkyl ring,

optionally substituted phenyl, optionally substituted 4-6-membered heterocyclyl ring,

PCT/AU2013/000286
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optionally substituted 5-6-membered heteroaryl ring, optionally substituted
(CH,)OCgalkyl, optionally substituted (CH;)OC(=0)Csalkyl, optionally
substituted (CH,)SC;_ealkyl, optionally substituted (CH,)OC(=0)C;¢alkyl, halo,
optionally substituted haloC;_salkyl and optionally substituted (CHz)tNRaRb;

tis selected from 1, 2, 3, 4, 5 and 6 preferably 1, 2 or 3;

R* and R are each independently selected from H or optionally substituted C¢alkyl;
or R4 and R;s together with the carbon atom to which they are attached form an
optionally substituted 4-6-membered heterocyclic ring or Cs.¢cycloalkyl ring; and

* represents the point of attachment to Ring A.

In one embodiment q is O or 1, preferably 0.

In one embodiment R4 is H or optionally substituted C;.3alkyl (particularly methyl and
ethyl); and Rs is selected from optionally substituted C;_salkyl (particularly methyl
and ethyl), optionally substituted haloC, zalkyl (particularly CHI%,, CH,CHI,, CF;
and CH,CF3), optionally substituted Cs_scycloalkyl ring (particularly cyclopropyl,
cyclobutyl, cyclopentyl and cyclohexyl), optionally substituted 4-6-membered
heterocyclyl ring (particularly morpholinyl), optionally substituted 5-6-membered
heteroaryl ring (particularly containing at least one nitrogen heteroatom such as
imidazolyl and pyridinyl); or R4 and Rs together with the carbon atom to which they
are attached form an optionally substituted 4-6-membered heterocyclic ring or Cs.
scycloalkyl ring.

4-6-membered heterocyclic rings R4 and Rs together with the carbon atom to which
they are attached include 4-membered rings such as oxetane and azetidine, 5-
membered rings such as pyrrolidine, pyrazolidine, imidazole, tetrahydrofuran and
thiophene and 6-membered rings such as piperidine, piperazine, morpholine,
tetrahydropyran, and tetrahydrothiopyran. Heteroatom ring substituents in the case of
heterocyclic rings include =0, e.g. S=0 (e.g. to form oxo-thianes and dioxo-thianes
from tetrahydrothiopyran), oxides e.g. N-oxides and C;salkyl e.g. N-methyl.
Cs.ecycloalkyl rings R4 and Rs together with the carbon atom to which they are
attached include saturated cyclopropyl, cyclobutyl, cyclopentyl and cyclohexyl rings,
particularly cyclopentyl and cyclohexyl.

Suitable optional substituents for R4 and Rs may include but are not limited to, for
example, one or more preferably 1 or 2 substituents independently selected from OH,
Csalkyl such as methyl, haloC, ;alkyl such as CHF; and CF;, CO,H, CO,C4alkyl,
Csalkoxyl such as methoxy, oxo (=0), NH,, NHCsalkyl and N(Cjsalkyl),.
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In a further embodiment 7, or Z,, preferably Z,, is a chiral alcohol of general formula

OH (:) H
x —(CHz)qJTFu x —(CHz)q—ETR4
Rs Rs

or

or an ester, carbamate, phosphate, sulfate or prodrug thereof wherein g, R4, Rs and *
are as previously defined provided that R4 and Rs are different. In a preferred
embodiment q is O or 1, preferably 0.

In one embodiment when Z,; is a chiral alcohol, the compound of Formula (I) or (1)
as previously defined may exist in the form of a racemic mixture, a single enantiomer
and/or mixtures thereof.

In one embodiment the compound is of Formula (II):

OH
@] Alk
R4
>‘;(CH2)q X N \ N/
Ré ~ N
Da
Xa . H

Z;

(In
salts, racemates, diastereomers, enantiomers, esters, carbamates, phosphates, sulfates,
deuterated forms and prodrugs thereof
wherein X, X5, Alk, Ring A, Ring B, Z,, R4, Rs and q are as previously defined. In a
preferred embodiment q is O or 1, preferably O.
In a preferred embodiment X, is C-H, qis O or 1, preferably O and Alk is ethyl.
In still another embodiment, R, is H or optionally substituted C;_galkyl and Rs is
optionally substituted C;¢alkyl. In a further more particular embodiment R4 is H or
an optionally substituted methyl, ethyl or propyl and Rs is an optionally substituted
methyl, ethyl or propyl.
In one embodiment the compound of Formula (II) is in the form of a single

enantiomer of Formula (IIa):

PCT/AU2013/000286
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OH

R 0
4 (CHp)q X /
R 2 \ N
5
B
Xo H

Z

(ITa)
salts, esters, carbamates, phosphates, sulfates, deuterated forms and prodrugs thereof
wherein X, X5, Alk, Ring A, Ring B, Z,, R4, Rs and q are as previously defined
provided that R4 and Rs are different. In a preferred embodiment qis O or 1,
preferably 0.
In another embodiment the compound of formula I is in the form of a single

enantiomer of Formula (IIb):

oH

0 Alk
R4>’_(CH2)q X, . \ /
R v’ \ H
Pha
2\ s

Z

(IIb)
salts, esters, carbamates, phosphates, sulfates, deuterated forms and prodrugs thereof
wherein X, X5, Alk, Ring A, Ring B, Z,, R4, Rs and q are as previously defined
provided that R4 and Rs are different. In a preferred embodiment q is O or 1,
preferably 0.

In one embodiment the compound is of Formula (III)
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()
salts, racemates, diastereomers, enantiomers, esters, carbamates, phosphates, sulfates,
deuterated forms and prodrugs thereof
wherein X, X5, Alk, R4, Rs and q are as previously defined;
X4is N, CH, C-halo or C-C;3alkoxy, preferably N or CH;
Xs, Xg, X7 and Xg are each independently selected from N, C-H or C-Z, where 7, is
as previously defined provided that no more than one of Xs, X¢, X7 or Xgis N.
In a preferred embodiment X, is C-H, qis O or 1, preferably O and Alk is ethyl.
In one embodiment any one of Xs, Xg, X7 or Xgis C-Z, where 7, is selected from OH,
optionally substituted Cealkyl, optionally substituted (CH,),OC|_ealkyl, optionally
substituted (CH,)nSCsalkyl, optionally substituted (CH»),,S(=0)C;¢alkyl, halo,
optionally substituted haloC,alkyl, optionally substituted (CH,),NR'R", optionally
substituted (CH)p-4-6-membered heterocyclic ring, optionally substituted (CHy),-

spiro-bicyclic-7-11-membered heterocyclic ring and optionally substituted

/
(CHpp—N

In one embodiment Xs, X, X7 and Xg are each independently C-H or C-Z,.

In another embodiment one of X5, X, X7 and Xg is N and each of the remainder
independently selected from C-H or C-Z,,.

In still another embodiment, Ry is H or optionally substituted C;.¢alkyl and Rs is
optionally substituted C;¢alkyl. In a further more particular embodiment R4 is H or
an optionally substituted methyl, ethyl or propyl and Rs is an optionally substituted

methyl, ethyl or propyl.



WO 2013/138860 PCT/AU2013/000286

10

15

20

25

30

28

In one embodiment of the compounds of any one of Formula (I), (Ia), (II), (ITa), (Ib)
or (I1), the Z; and/or Z, secondary or tertiary alcohol is in the form of an ester
including those derived from amino acids and dipeptides, a carbamate, a phosphate or
sulphate.

In one embodiment of the compounds of any one of Formula (I), (Ia), (II), (ITa), (Ib)
or (IIT), the ester of the Z; and/or 7, secondary or tertiary alcohol is of general
formula OC(=0)Re where Rg is a 5-6-membered heterocycle or an optionally
substituted Calkyl wherein the optional substituents are independently selected from
1, 2, 3 or 4 moieties selected from Cj_salkyl, C;salkoxyl, OH, OC,salkyl, CO,H,
CO,Cysalkyl, optionally substituted 5-6-membered heterocycles, NHC(O)C.¢alkyl,
NHC(0)-5-6-membered heterocycles, C(O)NHC galkyl, NH,, NHC;3alkyl and N(C.
salkyl), wherein NHC(O)Cy6alkyl, C(O)NHC . ¢alkyl, NHC,;alkyl and N(Cjalkyl),
may be further optionally substituted with, for example, CO,H, CO,CHj3, a 5-6-
membered heterocycle, NH,, NHC ;alkyl and N(Csalkyl); and OP(=0)(ORg)>
where each Rg is indenpendently selected from H or Cjsalkyl. Preferred 5-6
membered heterocycles include optionally substituted morpholino and optionally
substituted pyrrolidine, pyrazolidine, imidazoline, piperidine and piperazine (such as
N-methyl piperazine). In a particular embodiment there is provided a succinate ester
of the 7 and/or 7, secondary or tertiary alcohol.

In another embodiment there is provided an ester of the Z; and/or 7, secondary or
tertiary alcohol wherein the ester is derived from an amino acid or a dipeptide moiety.
In one embodiment of the compounds of any one of Formula (I), (Ia), (II), (ITa), (Ib)
or (IIT), the carbamate of the Z; and/or Z, secondary or tertiary alcohol is of general
formula OC(=0)NR7Rg where R; and Ry are each independently selected from H and
optionally substituted C¢alkyl or join together with the N to which they are attached
to form an optionally substituted 5-6-membered heterocycle. Preferred 5-6 membered
heterocycle include optionally substituted morpholino and optionally substituted
pyrrolidine, pyrazolidine, imidazoline, piperidine and piperazine (such as N-methyl
piperazine).

In another embodiment of the compounds of any one of Formula (I), (Ia), (I), (Ila),
(IIb) or (II), the phosphate of the Z; and/or Z;, secondary or tertiary alcohol is of
general formula OP(O)(ORy), where each Ry is independently selected from H or an

optionally substituted C¢alkyl.
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In still another embodiment of the compounds of any one of Formula (I), (Ia), (1),
(IIa), (IIb) or (III), the sulphate of the Z; and/or Z, secondary or tertiary alcohol is of
general formula OSO,0R jp where Rjo is H or an optionally substituted C; ¢alkyl.

In one embodiment of the compounds of any one of Formula (I), (Ia), (II), (ITa), (Ib)
or (IIT), the prodrug is selected from an ester, carbamate, phosphate or sulphate
formed from the hydroxyl moiety of the secondary or tertiary alcohol as previously
defined.

In a particularly preferred embodiment of the compounds of any one of Formula (I),

(Ia), (II), (ITa), (I1b) or (III), Z; is a secondary or tertiary alcohol of general formula
OH
* —(CHz)q R4

Rs

or an ester or phosphate thereof as previously defined.
Accordingly, in one embodiment of the compounds of any one of Formula (I), (1a),
(II), (ITa), (IIb) or (III) there is provided an ester of the Z; secondary or tertiary

alcohol of general formula:
OH

* —(CHy)q R,

Rs

wherein the ester is derived from an amino acid, a dipeptide, a carbamate, a phosphate
or a sulphate.

In one embodiment of the compounds of any one of Formula (I), (Ia), (II), (ITa), (Ib)
or (III) there is provided an ester of the Z,; secondary or tertiary alcohol of general

formula:

wherein Ry is Rg or NR7Rg and wherein Rg, R7, Rg, g, Ry and Rs are as previously

defined. In one embodiment, R; is selected from the group consisting of an
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optionally substituted 5-6-membered heterocyclyl or an optionally substituted C;.
salkyl. Particularly preferred 5-6-membered heterocyclyl include pyrrolidinyl,
morpholinyl and piperazinyl and may be optionally substituted with C,salkyl,
preferablyl methyl. In one embodiment Ry, is an optionally substituted C;_salkyl
wherein particularly preferred optional substituents are independently selected from
methyl, methoxy, OH, CO,;H, CO,Cy_salkyl (particularly CO,CHj3), optionally
substituted 5-6-membered heterocycles, NHC(=0)- 5-6-membered heterocycles, NHy,
NHC | salkyl and N(Cjsalkyl), (particularly N(CH3),) and wherein NHC 3alkyl may
be further optionally substituted with NH,, CO,H, CO,CHj3, 5-6-membered
heterocyclyls and OP(=0)(ORy), where each Ry is indenpendently selected from H or
Ci.salkyl and wherein particularly preferred 5-6-membered heterocycles include
pyrrolidinyl, piperazinyl and morpholinyl.

In yet another embodiment of the compounds of any one of Formula (I), (Ia), (II),
(ITa), (IIb) or (III) there is provided a phosphate of the Z; secondary or tertiary alcohol

of general formula:

wherein each Ry is independently selected from H or an optionally substituted C;.

salkyl and g, R4 and Rs are as previously defined. In one embodiment each Ry is H.

In one embodiment the compound is selected from the group consisting of any one of

compounds 1 to 202:
ty S
HO -’ 2 o Ho
Ny | | /T }\(N

qQ
H
N, >—N Nao N N ~
> \ N 0 —
s\ ’ \> N N\| N N
s \>_N
0 g
o Z SN ¢
HO.
Z 1 “ |
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salts, racemates, diastereomers, enantiomers, esters, carbamates, phosphates, sulfates,

deuterated forms and prodrugs thereof wherein compounds 1 to 202 are named as

follows:

D

2)

3)

4

5)

6)

)

1-ethyl-3-[5-[2-(1-hydroxy- 1 -methyl-ethyl)pyrimidin-5-y1]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;
1-ethyl-3-[7-[4-[(3-hydroxy-3-methyl-azetidin-1-yl)methyl]-2-pyridyl ]-5-[2-(1-
hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea;
1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-6-(tetrahydrofuran-
2-ylmethoxy)-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[6-fluoro-5-[6-[hydroxy(3-pyridyl)methyl]-3-pyridyl]-1,3-
benzothiazol-2-ylJurea;
1-(2-hydroxyethyl)-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-(2-
pyridyl)-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[5-(1-hydroxyethyD)pyrazin-2-yl]-7-(2-pyridyl)-1,3-benzothiazol-2-
ylJurea;
1-[5-[2-[(1S*,2R*)-1,2-dihydroxypropyl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-yl]-3-ethyl-urea (mixture 1-[5-[2-[(1S,2R)-1,2-
dihydroxypropyl]pyrimidin-5-yl]-7-(2-pyridyl)- 1,3-benzothiazol-2-yl]-3-ethyl-
urea; and 1-[5-[2-[(1R,2S)-1,2-dihydroxypropyl]pyrimidin-5-yl]-7-(2-pyridyl)-
1,3-benzothiazol-2-yl]-3-ethyl-urea);
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8)  1-[5-[2-[(3R*,45%)-3,4-dihydroxytetrahydropyran-4-yl]pyrimidin-5-yl]-7-(2-
pyridyD)-1,3-benzothiazol-2-yl]-3-ethyl-urea (mixture 1-[5-[2-[(3R,4S5)-3,4-
dihydroxytetrahydropyran-4-yl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-
2-yl]-3-ethyl-urea; and 1-[5-[2-[(3S,4R)-3,4-dihydroxytetrahydropyran-4-
yl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-2-yl]-3-ethyl-urea);

9)  1-ethyl-3-[5-[4-(1-hydroxyethyDtriazol-1-yl]-7-(2-pyridyl)- 1,3-benzothiazol-2-
ylJurea;

10)  I-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-pyrimidin-2-yl-
1,3-benzothiazol-2-ylJurea;

11)  I-ethyl-3-[5-[4-(1-hydroxy-1-methyl-ethyl)imidazol-1-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

12)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-methoxy-1,3-
benzothiazol-2-ylJurea;

13)  I-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-(methoxymethyl)-
1,3-benzothiazol-2-ylJurea;

14)  1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-[(6-methyl-3-
pyridyDmethoxy]-1,3-benzothiazol-2-yl]urea;

15)  I-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-y1]-7-[4-(methylsulfanylmethyl)-
2-pyridyl]-1,3-benzothiazol-2-ylJurea;

16)  1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-y1]-7-[4-(methylsulfinylmethyl)-2-
pyridyl]-1,3-benzothiazol-2-yl]urea;

17)  1-ethyl-3-[5-[2-(1-hydroxyethy)pyrimidin-5-y1]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

18)  1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]ethyl 4-methylpiperazine-1-carboxylate;

19)  4-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethoxy]-4-oxo-butanoic acid;

20)  O4-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyD)- 1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-1-methyl-ethyl] O1-methyl butanedioate;

21)  4-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-1-methyl-ethoxy]-4-oxo-butanoic acid;

22)  l-ethyl-3-[5-[2-[(1R)-1-hydroxyethyl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-

benzothiazol-2-ylJurea;
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23)  l-ethyl-3-[5-[2-[(1S)-1-hydroxyethyl]pyrimidin-5-yl]-7-(2-pyridyD)-1,3-
benzothiazol-2-ylJurea;

24)  l-ethyl-3-[5-[6-[hydroxy-(1-methylimidazol-2-yl)methyl]-3-pyridyl]-7-(2-
pyridyl)-1,3-benzothiazol-2-yl]urea;

25)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[5-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

26)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-(pyrrolidin-1-
ylmethyl)-2-pyridyl]-1,3-benzothiazol-2-yl]urea;

27)  l-ethyl-3-[5-[6-(1-hydroxy-1-methyl-ethyl)-3-pyridyl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

28)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

29)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-[ (3-
hydroxypyrrolidin- 1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

30) 1-ethyl-3-[7-[4-[(3-hydroxyazetidin- 1-yl)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;

31)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-[ (3-
methoxyazetidin-1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

32)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-(2-
morpholinoethoxy)-2-pyridyl]-1,3-benzothiazol-2-yl]urea;

33)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-(1-
morpholinoethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

34)  1-[7-14-1(3,3-difluoropyrrolidin-1-yl)methyl]-2-pyridyl]-5-[2-(1-hydroxy- 1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

35)  1-ethyl-3-[7-[4-[[(3S)-3-fluoropyrrolidin-1-ylJmethyl]-2-pyridyl]-5-[2-(1-
hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea;

36) 1-ethyl-3-[7-[4-[[(3R)-3-fluoropyrrolidin- 1-ylJmethyl]-2-pyridyl]-5-[2-(1-
hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea;

37)  1-[7-[4-1(3,3-difluoro-1-piperidyl)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

38) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-(3-
morpholinopropoxy)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;
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39)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-pyrazin-2-yl-1,3-
benzothiazol-2-ylJurea;

40)  1-[5-[2-(1,2-dihydroxyethyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-2-
yl]-3-ethyl-urea;

41)  1-[7-(dimethylaminomethyl)-6-hydroxy-5-[6-(1-hydroxy-1-methyl-ethyl)-3-
pyridyl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

42)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-[[(3R)-3-
methoxypyrrolidin- 1-ylJmethyl]-2-pyridyl]-1,3-benzothiazol-2-ylurea;

43)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-(6-
methylpyrimidin-4-yl)-1,3-benzothiazol-2-yl]urea;

44)  l-ethyl-3-[6-hydroxy-5-[6-(1-hydroxy-1-methyl-ethyl)-3-pyridyl]-7-
(morpholinomethyl)-1,3-benzothiazol-2-ylJurea;

45)  1-[6-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-3-pyridyl]-4-methyl-piperidine-4-carboxylic acid;

46)  2-[6-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-3-pyridyl]acetic acid;

47)  l-ethyl-3-[5-[2-(1-hydroxycyclohexyl)pyrimidin-5-yl1]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

48)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)thiazol-5-y1]-7-(2-pyridyD)-1,3-
benzothiazol-2-ylJurea;

49)  1-ethyl-3-[5-[5-(1-hydroxy-1-methyl-ethyl)pyrazin-2-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

50)  1-[2-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-4-pyridyl]-4-methyl-piperidine-4-carboxylic acid;

51)  1-[6-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-2-pyridyl]-4-methyl-piperidine-4-carboxylic acid;

52)  1-[4-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl[pyrimidin-2-yl]-4-methyl-piperidine-4-carboxylic
acid;

53)  1-[7-[4-[(cyclopropylamino)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-methyl-
ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

54)  4-[[2-]2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-4-pyridylJamino]-1-methyl-cyclohexanecarboxylic
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acid;

1-ethyl-3-[5-[2-(1-hydroxyethy)pyrimidin-5-yl]-7-[4-(morpholinomethyl)-2-
pyridyl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[5-(2-
morpholinoethoxy)-2-pyridyl]-1,3-benzothiazol-2-yl]urea;
1-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-yl]-3-propyl-urea;
1-[5-[2-[cyclopropyl(hydroxy)methyl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-yl]-3-ethyl-urea;
1-ethyl-3-[5-[2-(1-hydroxypropyl)pyrimidin-5-y1]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;
1-ethyl-3-[5-[2-(1-hydroxy-2,2-dimethyl-propyl)pyrimidin-5-yl]-7-(2-pyridyl)-
1,3-benzothiazol-2-ylJurea;
1-ethyl-3-[5-[2-(1-hydroxybutyl)pyrimidin-5-yl1]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea
[(1R)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] (2R)-2-amino-3-methyl-butanoate;
[(1S)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] (2R)-2-amino-3-methyl-butanoate;
1-ethyl-3-[7-[4-[[(3S)-3-fluoropyrrolidin-1-ylJmethyl]-2-pyridyl]-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[7-[4-[(3-hydroxyazetidin- 1-yl)methyl]-2-pyridyl]-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(1-hydroxyethyDpyrimidin-5-yl]-7-[4-[(3-hydroxy-3-methyl-
azetidin-1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;
1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-[ (3-hydroxy-3-
methyl-pyrrolidin-1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(1-hydroxyethyDpyrimidin-5-yl]-7-[4-[(3-methylmorpholin-4-
yDmethyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;
1-[7-[4-[[(2R,6S)-2,6-dimethylmorpholin-4-ylJmethyl]-2-pyridyl]-5-[ 2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
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1-ethyl-3-[5-[2-(1-hydroxyethyDpyrimidin-5-yl]-7-[4-[(2,2,3,3,5,5,6.6-
octadeuteriomorpholin-4-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-yl]urea;
1-[7-[4-[(2,5-dimethylmorpholin-4-yl)methyl]-2-pyridyl]-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
(25)-1-[[2-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-1,3-
benzothiazol-7-yl]-4-pyridyl]Jmethyl]pyrrolidine-2-carboxylic acid,;
1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-[4-(6-0xa-2-
azaspiro[3.3]heptan-2-ylmethyl)-2-pyridyl]-1,3-benzothiazol-2-ylurea;
1-[5-[2-(ethylcarbamoylamino)-7-[4-(1-hydroxy-1-methyl-ethyl)-2-pyridyl]-
1,3-benzothiazol-5-yl]pyrimidin-2-yl]-4-methyl-piperidine-4-carboxylic acid;
1-ethyl-3-[5-[2-(1-hydroxyethyDpyrimidin-5-yl]-7-[4-(2-morpholinoethoxy)-2-
pyridyl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(1-hydroxyethyDpyrimidin-5-yl]-7-[4-[(3-methoxyazetidin-1-
yDmethyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;
1-ethyl-3-[5-[2-(1-hydroxyethyDpyrimidin-5-yl]-7-[4-[[(3R)-3-
hydroxypyrrolidin- 1-ylJmethyl]-2-pyridyl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-(2-
methoxyethylamino)pyrimidin-2-yl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[7-[4-(4-ethylpiperazin-1-yD)pyrimidin-2-yl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-(2-
methoxyethoxy)-2-pyridyl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(1-hydroxy-2-morpholino-ethyl)pyrimidin-5-yl]-7-(2-pyridyl)-
1,3-benzothiazol-2-ylJurea;
1-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-yl]-3-methyl-urea;
1-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-2-yl1]-3-
methyl-urea;
1-ethyl-3-[5-[2-(1-hydroxyethyDpyrimidin-5-yl]-7-[4-[(3-hydroxy-3-methyl-
pyrrolidin-1-ylmethyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;
1-ethyl-3-[7-[4-(2-hydroxyethylamino)pyrimidin-2-yl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;
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86) 1-ethyl-3-[7-[4-(3-hydroxy-3-methyl-azetidin-1-yl)pyrimidin-2-yl]-5-[2-(1-
hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea;

87)  1-[6-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl[pyrimidin-4-yl]-4-methyl-piperidine-4-carboxylic
acid;

88)  1-[5-[2-(ethylcarbamoylamino)-7-[4-(1-hydroxyethyl)-2-pyridyl]-1,3-
benzothiazol-5-yl]pyrimidin-2-yl]-4-methyl-piperidine-4-carboxylic acid;

89)  [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl|pyrimidin-
2-yl]-1-methyl-ethyl] 4-methylpiperazine- 1-carboxylate;

90) 1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-y1]-7-(4-hydroxy-2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

91) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-(2-
morpholinoethylamino)pyrimidin-2-yl]-1,3-benzothiazol-2-yl]urea;

92)  1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-[4-(2-methoxyethoxy)-2-
pyridyl]-1,3-benzothiazol-2-yl]urea;

93)  1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-[4-(3-methoxyazetidin-1-
yDpyrimidin-2-yl]-1,3-benzothiazol-2-yl]urea;

94)  1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-(4-morpholinopyrimidin-2-
yl)-1,3-benzothiazol-2-ylJurea;

95)  1-ethyl-3-[5-[6-(1-hydroxyethyl)-3-pyridyl]-7-(2-pyridyl)-1,3-benzothiazol-2-
ylJurea;

96) 1-ethyl-3-[7-(2-pyridyl)-5-[6-(2,2,2-trifluoro-1-hydroxy-ethyl)-3-pyridyl]-1,3-
benzothiazol-2-ylJurea;

97)  1-[2-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl[pyrimidin-4-yl]-4-methyl-piperidine-4-carboxylic
acid;

98) 1-ethyl-3-[5-[2-(1-ethyl-1-hydroxy-propyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

99)  1-[5-[2-(ethylcarbamoylamino)-7-[5-(1-hydroxy-1-methyl-ethyl)-2-pyridyl]-
1,3-benzothiazol-5-yl]pyrimidin-2-yl]-4-methyl-piperidine-4-carboxylic acid;

100)  1-[7-[4-(diethoxyphosphorylmethyl)-2-pyridyl]-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;



WO 2013/138860 PCT/AU2013/000286
50

101) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl]-7-[4-
(morpholinomethyl)pyrimidin-2-yl]-1,3-benzothiazol-2-yl]urea;

102) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl]-7-[6-
(morpholinomethyl)pyrazin-2-yl]-1,3-benzothiazol-2-yl]urea;

103) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-[(2-hydroxy-2-
methyl-propyl)amino]pyrimidin-2-yl]-1,3-benzothiazol-2-ylurea;

104) 1-ethyl-3-[5-[2-(1-hydroxyethyDpyrimidin-5-yl]-7-[4-(tetrahydrofuran-2-
ylmethoxy)-2-pyridyl]-1,3-benzothiazol-2-ylurea;

105) 1-ethyl-3-[7-[4-(3-hydroxyazetidin-1-yl)pyrimidin-2-yl]-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;

106) 1-ethyl-3-[7-(5-fluoro-4-morpholino-pyrimidin-2-yl)-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;

107)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-[4-(2-
methoxyethyl)piperazin- 1-yl]pyrimidin-2-yl]-1,3-benzothiazol-2-yl Jurea;

108) 1-ethyl-3-[7-[4-(morpholinomethyl)-2-pyridyl]-5-[6-(2,2,2-trifluoro-1-hydroxy-
ethyl)-3-pyridyl]-1,3-benzothiazol-2-yl]urea;

109)  1-[6-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-1,3-
benzothiazol-7-yl]pyrimidin-4-yl]-4-methyl-piperidine-4-carboxylic acid;

110)  1-[2-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-4-pyridyl]piperidine-4-carboxylic acid;

111) 1-ethyl-3-[5-[2-(4-hydroxytetrahydropyran-4-yDpyrimidin-5-yl]-7-(2-pyridyl)-
1,3-benzothiazol-2-ylJurea;

112)  1-ethyl-3-[5-[2-(1-hydroxyethyD)pyrimidin-5-yl]-7-[4-(2-0xa-7-
azaspiro[3.5|nonan-7-ylmethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

113) 1-ethyl-3-[5-[2-(3-hydroxyoxetan-3-yDpyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

114) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-[ (3-methoxy-3-
methyl-azetidin-1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-yl]urea;

115) 1-ethyl-3-[5-[2-(1-hydroxyethyD)pyrimidin-5-yl]-7-pyrimidin-2-yl-1,3-
benzothiazol-2-ylJurea;

116) 1-ethyl-3-[7-[4-(2-morpholinoethoxy)-2-pyridyl]-5-[6-(2,2,2-trifluoro-1-
hydroxy-ethyl)-3-pyridyl]-1,3-benzothiazol-2-ylurea;
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117)  1-[2-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-1,3-
benzothiazol-7-yl]pyrimidin-4-yl]-4-methyl-piperidine-4-carboxylic acid;

118) 1-[5-[2-[(1R*,2R*)-1,2-dihydroxypropyl[pyrimidin-5-y1]-7-(2-pyridyD)-1,3-
benzothiazol-2-yl]-3-ethyl-urea (mixture 1-[5-[2-[(1R,2R)-1,2-
dihydroxypropyl]pyrimidin-5-yl]-7-(2-pyridyl)- 1,3-benzothiazol-2-yl]-3-ethyl-
urea; and 1-[5-[2-[(1S,25)-1,2-dihydroxypropyl]pyrimidin-5-yl]-7-(2-pyridyl)-
1,3-benzothiazol-2-yl]-3-ethyl-urea);

119) 1-ethyl-3-[5-[2-(1-hydroxycyclopentyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

120)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl1]-7-[5-
(morpholinomethyl)pyrimidin-2-yl]-1,3-benzothiazol-2-yl]urea;

121)  1-ethyl-3-[5-[2-[(1R)-1-hydroxyethyl|pyrimidin-5-yl]-7-[4-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

122)  1-ethyl-3-[5-[2-[(1S)-1-hydroxyethyl]pyrimidin-5-yl]-7-[4-(morpholinomethyl)-
2-pyridyl]-1,3-benzothiazol-2-ylJurea;

123)  4-[3-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)- 1,3-benzothiazol-5-
yl]pyrimidin-2-ylJoxetan-3-ylJoxy-4-oxo-butanoic acid;

124)  4-[2-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)- 1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-2-hydroxy-propoxy]-4-oxo-butanoic acid;

125) 1-ethyl-3-[5-[2-(4-hydroxytetrahydropyran-4-yDpyrimidin-5-yl]-7-[4-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

126) 1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]ethyl 2-aminoacetate;

127)  1-ethyl-3-[5-[2-(4-hydroxytetrahydrothiopyran-4-yl)pyrimidin-5-yl1]-7-(2-
pyridyl)-1,3-benzothiazol-2-yl]urea;

128) 1-ethyl-3-[5-[2-(4-hydroxy-1-methyl-4-piperidyl)pyrimidin-5-yl]-7-(2-pyridyl)-
1,3-benzothiazol-2-ylJurea;

129)  [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl|pyrimidin-
2-yl]-1-methyl-ethyl] 2-(2-aminoethylamino)acetate;

130)  1-[5-[2-[(1R*,25%)-3,3-difluoro-1,2-dihydroxy-propyl Jpyrimidin-5-y1]-7-(2-
pyridyD)-1,3-benzothiazol-2-yl]-3-ethyl-urea (mixture 1-[5-[2-[(1R,2S)-3,3-
difluoro-1,2-dihydroxy-propyl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-
2-yl]-3-ethyl-urea; and 1-[5-[2-[(1S,2R)-3,3-difluoro-1,2-dihydroxy-
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propyl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-2-yl]-3-ethyl-urea);
1-ethyl-3-[7-(2-pyridyl)-5-[2-[(1R*,28%)-3,3,3-trifluoro-1,2-dihydroxy-
propyl]pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea (mixture 1-ethyl-3-[7-(2-
pyridyD-5-[2-[(1R,25)-3,3,3-trifluoro-1,2-dihydroxy-propyl]pyrimidin-5-yl ]-
1,3-benzothiazol-2-yllurea; and 1-ethyl-3-[7-(2-pyridyl)-5-[2-[(1S,2R)-3,3,3-
trifluoro-1,2-dihydroxy-propyl]pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea);
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] (2S)-2-aminopropanoate;
4-[(15)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethoxy]-4-oxo-butanoic acid;
4-[(1R)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethoxy]-4-oxo-butanoic acid;
1-[5-[2-(1,2-dihydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-yl1]-3-ethyl-urea;
1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]ethyl 2-amino-2-methyl-propanoate;
1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]ethyl 3-aminopropanoate;

tert-butyl 4-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-4-hydroxy-piperidine-1-carboxylate;
1-ethyl-3-[5-[2-(4-hydroxy- 1 -oxo-thian-4-yDpyrimidin-5-yl]-7-(2-pyridyl)- 1,3-
benzothiazol-2-ylJurea;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-(dimethylamino)acetate;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-morpholinoacetate;
1-[7-[4-[[(2R,6S)-2,6-dimethylmorpholin-4-ylJmethyl]-2-pyridyl]-5-[ 2-[(1R)- 1-
hydroxyethyl]pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
1-[7-[4-[[(2R,6S)-2,6-dimethylmorpholin-4-ylJmethyl]-2-pyridyl]-5-[2-[(1S)-1-
hydroxyethyl]pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 5-aminopentanoate;
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145) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 5-(dimethylamino)pentanoate;

146) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-aminoacetate;

147)  1-[7-[4-[(3,3-difluoroazetidin-1-yl)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

148) 1-[7-[4-[[(2R,6S)-2,6-dimethylmorpholin-4-yl]methyl]-2-pyridyl]-5-[2-(3-
hydroxyoxetan-3-yl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

149)  1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]ethyl dihydrogen phosphate;

150) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl]-6-(2-
methoxyethylamino)-1,3-benzothiazol-2-yl]urea;

151) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl]-7-morpholino-1,3-
benzothiazol-2-ylJurea;

152) [(1R)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] dihydrogen phosphate;

153)  [(1S)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] dihydrogen phosphate;

154) 1-ethyl-3-[5-[2-(3-hydroxyoxetan-3-yDpyrimidin-5-yl]-7-[4-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

155) 1-ethyl-3-[7-[4-[(3-methoxyazetidin- 1-yl)methyl]-2-pyridyl]-5-[6-[2,2,2-
trifluoro-1-hydroxy-ethyl]-3-pyridyl]-1,3-benzothiazol-2-yl]urea;

156) 1-[7-[4-[(4,4-difluoro-1-piperidylymethyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

157)  1-[5-[2-[1,2-dihydroxy-1-methyl-ethyl]pyrimidin-5-y1]-7-(2-pyridyl)-1,3-
benzothiazol-2-yl]-3-ethyl-urea;

158) 1-ethyl-3-[5-[2-[1-hydroxyethyl]pyrimidin-5-yl]-7-(5-methyl-2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

159) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl1]-7-[4-[(4-
methylpiperazin-1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-yl]Jurea;

160) [(1S)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] (2S)-pyrrolidine-2-carboxylate;
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[(1R)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] (2S)-pyrrolidine-2-carboxylate;

tert-butyl 3-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-3-hydroxy-azetidine-1-carboxylate;
1-ethyl-3-[5-[2-(3-hydroxyazetidin-3-yD)pyrimidin-5-yl1]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;
1-[7-[4-[[(2R,6S)-2,6-dimethylmorpholin-4-ylJmethyl]-2-pyridyl]-5-[ 2-(1-
hydroxy-1-methyl-ethyl)pyrimidin-5-yl1]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-[[(2S)-pyrrolidine-2-carbonyl]Jamino]acetate;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] (2S)-pyrrolidine-2-carboxylate;
4-13-[5-[7-[4-[1(2R,6S)-2,6-dimethylmorpholin-4-yl|methyl]-2-pyridyl]-2-
(ethylcarbamoylamino)-1,3-benzothiazol-5-yl]pyrimidin-2-ylJoxetan-3-ylJoxy-
4-ox0-butanoic acid;
1-ethyl-3-[7-[5-(1-hydroxyethyD)-2-pyridyl]-5-[2-(1-hydroxyethyl)pyrimidin-5-
yl]-1,3-benzothiazol-2-ylJurea;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-(2-morpholinoethylamino)acetate;
2-[[2-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-1-methyl-ethoxy]-2-oxo-ethylJamino]acetic acid;
(25)-2-amino-4-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-
benzothiazol-5-yl]pyrimidin-2-yl]-1-methyl-ethoxy]-4-oxo-butanoic acid;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 4-aminobutanoate;
1-ethyl-3-[5-[2-(4-hydroxy-1,1-dioxo-thian-4-yl)pyrimidin-5-yl1]-7-(2-pyridyl)-
1,3-benzothiazol-2-ylJurea;
1-ethyl-3-[5-[2-(4-hydroxy-4-piperidyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;
1-[7-[4-[(3-ethoxyazetidin-1-yl)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-methyl-
ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-6-methoxy-1,3-

benzothiazol-2-ylJurea;
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177)  1-ethyl-3-[6-fluoro-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-1,3-
benzothiazol-2-ylJurea;

178)  1-ethyl-3-[7-(3-fluoro-4-methoxy-2-pyridyl)-5-[2-[1-hydroxyethyl]pyrimidin-5-
yl]-1,3-benzothiazol-2-ylJurea;

179)  3-[[2-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)- 1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-1-methyl-ethoxy]-2-oxo-ethyl]amino]propanoic acid;

180) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] (3R)-pyrrolidine-3-carboxylate;

181) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] (3R)-morpholine-3-carboxylate;

182) 1-[6-(cyclopropylmethoxy)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-
1,3-benzothiazol-2-yl]-3-ethyl-urea;

183) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl]-6-(2-
methoxyethoxy)-1,3-benzothiazol-2-yl]urea;

184) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-(2-phosphonooxyethylamino)acetate;

185) 1-ethyl-3-[5-[2-[1-hydroxyethyl]pyrimidin-5-yl]-7-[4-(thiomorpholinomethyl)-
2-pyridyl]-1,3-benzothiazol-2-ylJurea;

186) 1-ethyl-3-[6-(2-hydroxyethoxy)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-2-ylJurea;

187) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl]-7-[4-
(thiomorpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

188) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyD)pyrimidin-5-yl]-7-[4-[(1-0x0-1,4-
thiazinan-4-ylymethyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

189) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl]-6-[2-
methoxyethyl(methyl)amino]-1,3-benzothiazol-2-yl]urea;

190) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] dihydrogen phosphate;

191) 1-[7-[4-[(1,1-dioxo-1,4-thiazinan-4-yl)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

192) 1-[6-[(3,4-dimethoxyphenyl)methoxy]-5-[2-(1-hydroxy-1-methyl-
ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
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193) 1-ethyl-3-[5-[2-[1-hydroxyethyl]pyrimidin-5-yl]-6-(tetrahydrofuran-2-
ylmethoxy)-1,3-benzothiazol-2-yl]urea;

194)  1-ethyl-3-[5-[2-[1-hydroxyethyl]pyrimidin-5-yl]-6-morpholino-1,3-
benzothiazol-2-ylJurea;

195) 1-[7-[(3S)-3-aminopyrrolidin-1-yl]-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-
5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

196) 1-ethyl-3-[7-[4-[(2-hydroxyethylamino)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;

197)  1-ethyl-3-[5-[5-(1-hydroxyethyD)-3-pyridyl]-7-(2-pyridyl)-1,3-benzothiazol-2-
ylJurea;

198) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl]-7-[4-
[(2,2,3,3,5,5,6,6-octadeuteriomorpholin-4-yl)methyl]-2-pyridyl]-1,3-
benzothiazol-2-ylJurea;

199) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl]-6-(2-
morpholinoethoxy)-1,3-benzothiazol-2-ylJurea;

200) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethy)pyrimidin-5-y1]-6-(2-
methoxyethylsulfanyl)- 1,3-benzothiazol-2-yl]urea;

201) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-6-(2-
methoxyethylsulfinyl)-1,3-benzothiazol-2-yl]urea; and

202) 1-ethyl-3-[5-[2-[(1R)-1-hydroxyethyl|pyrimidin-5-yl]-7-(5-methoxy-2-pyridyl)-
1,3-benzothiazol-2-yllurea.

In a further particular embodiment, esters preferably ester prodrugs of these
compounds and their salts, racemates, diastereomers, enantiomers and deuterated
forms thereof are preferred. In yet another further particular embodiment, phosphates,
preferably phosphate prodrugs of these compounds and their salts, racemates,
diastereomers, enantiomers and deuterated forms thereof are preferred.

Accordingly, in one embodiment the compound is an ester or phosphate selected from
the group consisting of any one of compounds 18, 19, 20, 21, 62, 63, 123, 126, 129,
132, 133, 134, 136, 137, 140, 141, 144, 145, 146, 149, 152, 153, 160, 161, 165, 166,
167, 169, 170, 171, 172, 179, 180, 181, 184 and 190, their

salts, racemates, diastereomers, enantiomers and deuterated forms thereof.

The salts of the compound of Formula (I) are preferably pharmaceutically acceptable,

but it will be appreciated that non-pharmaceutically acceptable salts also fall within
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the scope of the present invention, since these are useful as intermediates in the
preparation of pharmaceutically acceptable salts.

Suitable pharmaceutically acceptable salts include, but are not limited to, salts of
pharmaceutically acceptable inorganic acids such as hydrochloric, sulfuric,
phosphoric, nitric, carbonic, boric, sulfamic, and hydrobromic acids, or salts of
pharmaceutically acceptable organic acids such as acetic, propionic, butyric, tartaric,
maleic, malonic, hydroxymaleic, fumaric, malic, citric, lactic, mucic, gluconic,
benzoic, succinic, oxalic, phenylacetic, methanesulphonic, toluenesulphonic,
benzenesulphonic, ethane-1,2-disulfonic, salicylic, sulphanilic, aspartic, glutamic,
gentisic, edetic, stearic, palmitic, pamoic, oleic, lauric, pantothenic, tannic, ascorbic
and valeric acids.

Base salts include, but are not limited to, those formed with pharmaceutically
acceptable cations, such as sodium, potassium, lithium, calcium, magnesium, zinc,
ammonium, alkylammonium such as salts formed from triethylamine,
alkoxyammonium such as those formed with ethanolamine and salts formed from
ethylenediamine, choline or amino acids such as arginine, lysine or histidine. General
information on types of pharmaceutically acceptable salts and their formation is
known to those skilled in the art and is as described in general texts such as
“Handbook of Pharmaceutical salts” P. H. Stahl, C. G. Wermuth, 1" edition, 2002,
Wiley-VCH.

Basic nitrogen-containing groups may be quarternized with such agents as lower alkyl
halide, such as methyl, ethyl, propyl, and butyl chlorides, bromides and iodides;
dialkyl sulfates like dimethyl and diethyl sulfate; and others such as
alkylphosphonates or phosphoramidates.

Hydroxyl groups may be esterified with groups including lower alkyl carboxylic
acids, such as acetic acid and 2,2-dimethylpropionic acid, or sulfonated with groups
including alkyl sulfonic acids, such as methyl sulfonic acid or phosphorylated with
groups including alkylphosphonic acids, such as methylenephosphonic acid, or
directly attached to phosphonate esters, phosphinate esters, or phosphate esters.

It will be recognised that the compounds of formula [ may possess asymmetric centres
and are therefore capable of existing in more than one stereoisomeric form. The
invention thus also relates to compounds in substantially pure isomeric form at one or
more asymmetric centres eg., greater than about 90% ee, such as about 95% or 97%

ee or greater than 99% ee, as well as mixtures, including racemic mixtures, thereof.
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Such isomers may be prepared by asymmetric synthesis, for example using chiral
intermediates, or by chiral resolution.

This invention also encompasses prodrugs of compounds of Formula (I). Compounds
of Formula (I) having free amino, amido, hydroxy or carboxylic groups can be
converted into prodrugs.

Particularly preferred are prodrugs of hydroxyl groups such as carbamates,
phoshphates, sulfates and ester groups including those derived from amino acids and
dipeptides and moieties designed to release the parent via hydrolysis or internal
cyclisation of the prodrug moiety.

Compositions

There is also provided a composition comprising a compound of Formula (I) its salts,
isomers, racemates, diastereomers, enantiomers and prodrugs thereof.

Preferably, the composition further comprises a pharmaceutically acceptable carrier,
diluent or excipient.

The compositions of the present invention may be formulated, for example, by
employing conventional solid or liquid vehicles or diluents, as well as pharmaceutical
additives of a type appropriate to the mode of desired administration (for example,
excipients, binders, preservatives, stabilizers, flavors, etc.) according to techniques
such as those well known in the art of pharmaceutical formulation.

Pharmaceutical formulations include those for oral, rectal, nasal, topical (including
buccal and sub-lingual), vaginal or parenteral (including intramuscular, sub-cutaneous
and intravenous) administration or in a form suitable for administration by inhalation
or insufflation. The compounds of the invention, together with a conventional
adjuvant, carrier or diluent, may thus be placed into the form of pharmaceutical
compositions and unit dosages thereof, and in such form may be employed as solids,
such as tablets or filled capsules, or liquids as solutions, suspensions, emulsions,
elixirs or capsules filled with the same, all for oral use, in the form of suppositories
for rectal administration; or in the form of sterile injectable solutions for parenteral
(including subcutaneous) use.

In one embodiment the compositions of the present invention are formulated for oral
administration and/or intravenous (IV) administration.

In another embodiment the compositions of the present invention may be
administered in combination with or additionally comprise another antibacterial agent.

Suitable antibacterial agents will be familiar to those in the art and may include
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penicillins, cephalosporins, carbapenems, monobactams, beta-lactams, glycopetides,
aminoglycosides, tetracyclines, macrolides, ketolides, quinolones, fluoroquinolones,
oxazolidinones, coumarins, cyclothialidines, vancomycin and derivatives thereof.
Methods of treatment

The present invention provides a method for the treatment of a bacterial infection
comprising administration of a compound of Formula (I) or a pharmaceutically
acceptable salt thereof to a subject suffering from said infection.

The compounds of the present invention may be administered by any suitable means,
for example, orally, parenterally, such as by subcutaneous, intravenous, intramuscular,
or intracisternal injection or infusion techniques (e.g., as sterile injectable aqueous or
non-aqueous solutions or suspensions).

The present invention also provides compound of Formula (I) or a pharmaceutically
acceptable salt thereof for use in the treatment of a bacterial infection.

The term "effective amount" means the amount of the subject composition that will
elicit the biological or medical response of a tissue, system, animal or human that is
being sought by the researcher, veterinarian, medical doctor or other clinician.

The term "composition” as used herein is intended to encompass a product comprising
the specified ingredients in the specified amounts, as well as any product which
results, directly or indirectly, from combination of the specified ingredients in the
specified amounts. By "pharmaceutically acceptable" it is meant the carrier, diluent
or excipient must be compatible with the other ingredients of the formulation and not
deleterious to the recipient thereof.

The terms "administration of" and or "administering a" compound should be
understood to mean providing a compound of the invention to the individual in need
of treatment.

The pharmaceutical compositions for the administration of the compounds of this
invention may conveniently be presented in dosage unit form and may be prepared by
any of the methods well known in the art of pharmacy. All methods include the step
of bringing the active ingredient into association with the carrier which constitutes
one or more accessory ingredients. In general, the pharmaceutical compositions are
prepared by uniformly and intimately bringing the active ingredient into association
with a liquid carrier or a finely divided solid carrier or both, and then, if necessary,
shaping the product into the desired formulation. In the pharmaceutical composition

the active object compound is included in an amount sufficient to produce the desired
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effect upon the process or condition of diseases. As used herein, the term
"composition" is intended to encompass a product comprising the specified
ingredients in the specified amounts, as well as any product which results, directly or
indirectly, from combination of the specified ingredients in the specified amounts.
The pharmaceutical compositions may be in the form of a sterile injectable aqueous or
oleagenous suspension. This suspension may be formulated according to the known
art using those suitable dispersing or wetting agents and suspending agents which
have been mentioned above. The sterile injectable preparation may also be a sterile
injectable solution or suspension in a non-toxic parenterally-acceptable diluent or
solvent, for example as a solution in 1,3-butane diol. Among the acceptable vehicles
and solvents that may be employed are water, Ringer's solution and isotonic sodium
chloride solution. In addition, sterile, fixed oils are conventionally employed as a
solvent or suspending medium. For this purpose any bland fixed oil may be
employed including synthetic mono- or diglycerides. In addition, fatty acids such as
oleic acid find use in the preparation of injectables.

In the treatment or prevention of bacterial infections, an appropriate dosage level will
generally be about 0.01 to 500 mg per kg patient body weight per day which can be
administered in single or multiple doses. For oral administration, the compositions
are preferably provided in the form of tablets containing 1.0 to 1000 milligrams of the
active ingredient.

It will be understood, however, that the specific dose level and frequency of dosage
for any particular patient may be varied and will depend upon a variety of factors
including the activity of the specific compound employed, the metabolic stability and
length of action of that compound, the age, body weight, general health, sex, diet,
mode and time of administration, rate of excretion, drug combination, the severity of
the particular condition, and the host undergoing therapy.

In addition to primates, such as humans, a variety of other mammals can be treated
according to the method of the present invention. For instance, mammals including,
but not limited to, cows, sheep, goats, horses, dogs, cats, guinea pigs, rats or other
bovine, ovine, caprine, equine, canine, feline, rodent or murine species can be treated.
However, the method can also be practiced in other species, such as avian species
(e.g., chickens).

The subjects treated in the above method are mammals, including, but not limited to,

cows, sheep, goats, horses, dogs, cats, guinea pigs, rats or other bovine, ovine,
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caprine, equine, canine, feline, rodent or murine species, and preferably a human
being, male or female.

Methods of preparation

Generally, the compounds of the invention may be prepared by coupling an

intermediate of formula (i-a) with a precursor of formula (ii-a):

Alk
/

(0]
W, /X1 N %H OH
X2 ) H (CHZ)q Y1
X3 S Rg
+ >

(i-a) (ii-a)
or alternatively coupling an intermediate of formula (i-b) with a precursor of formula

(ii-b):

o) /Alk
Z‘] /X1 N %”
B
X2 - s H OH
R4>L(CH2)qY2
Wa + R¢ .
(i-b) (ii-b)

under the conditions described including suitable variations or alternatives thereof in
the methods and examples which follow. Formation of compounds of the invention
as their salts, racemates, enantiomers, esters, carbamates, phosphates, sulfates,
deuterated forms and prodrugs thereof is also described.

General Method A

Compounds of the invention may be prepared under Suzuki coupling conditions
familiar to those skilled in the art. Suitable conditions include (i) coupling a precursor
comprising a boronic acid or a boronate ester thereof with an intermediate comprising
a halo (particularly Cl, Br and I) or triflate (or vice versa); (ii) in the presence of a
base, such as cesium carbonate or potassium carbonate; (iii) a palladium catalyst, such
as Pd(dppf)Cl, or Pd(PPh3),Cl,; and (iv) an organic solvent, such as dioxane or DMF.
General Method B

Compounds of the invention may be prepared by reduction of a keto moiety to a
secondary alcohol under reduction conditions. Suitable conditions include (i) a
reducing agent such as NaBHy; and (ii) an organic solvent, such as THF.

General Method C
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Compounds of the invention comprising a diol moiety may be prepared by oxidation
of an alkene moiety under oxidation conditions. Suitable conditions include (i) an
oxidizing reagent such as OsQy; and (ii) an organic solvent, such as pyridine.
General Method D

Compounds of the invention comprising a diol moiety may be prepared under epoxide
ring opening conditions familiar to those in the art.

General Method E

Compounds of the invention may be prepared by alkylation of an aldehyde moiety to
a secondary alcohol via organo-metallic addition. Suitable conditions include (i) a
Grignard reagent such as halo(alkyl)magnesium; and (ii) an organic solvent, such as
Et 0.

General Method F

Compounds of the invention may be prepared under Stille coupling conditions
familiar to those in the art. Suitable conditions include (i) coupling a precursor
comprising a halo (particularly Cl, Br and I) with an intermediate comprising a
stannylated moiety such as tributyltin (or vice versa); (ii) in the presence of palladium
catalyst, such as Pd(PPhs)4; and (iii) an organic solvent, such as DMF.

General Method G

Compounds of the invention may be prepared under Chan-Lam coupling conditions
familiar to those in the art. Suitable conditions include (i) coupling a precursor
containing an N-H moiety with an intermediate comprising a boronic acid (or vice
versa); (ii) in the presence of a copper reagent such as Cu(OAc),.H,0O in an oxygen
atmosphere.

General Method H

Compounds of the invention containing prodrug forms of the secondary or tertiary
alcohol moieties may be formed under suitable conditions familiar to those in the art.
Prodrug forms include carbamates, phosphates and esters including those derived
from amino acids and dipeptides and suitable conditions to form them are desribed in
the examples which follow.

General Method 1

Compounds of the invention may be prepared under Buchwald-Hartwig coupling
conditions familiar to those in the art. Suitable conditions include (i) coupling a
precursor comprising of a halo with an intermediate comprising of a N-H moiety (or

vice versa); (ii) in the presence of a palladium catalyst, such as Pd,(dba)s; (iii) a
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suitable ligand, such as Xantphos; (iv) a suitable base such as Cs,CO3; and (v) an
organic solvent, such as 1,4-dioxane.

Salt Formation Method(s)

Salts of the compounds of the invention may be formed using conditions familiar to
those in the art, for example, as follows.

General salt formation conditions

The free base material is dissolved or suspended in an organic solvent, organic solvent
mixture or organic solvent water mixture (for example; DCM, THF, THF/MeOH,
EtOH) and a solution/suspension of the acid in the same organic solvent or organic
solvent mixture in molar equivalents of 1 or greater than 1 is added. The acid may
also be added neat. The salt product may precipitate at room temperature or
alternatively the addition may be done at a higher temperature with subsequent
cooling to enable precipitation of the salt product. An antisolvent (for example;
hexanes, n-heptane, Isopropyl acetate) may be added after the addition of acid to
enable precipitation of the salt product which is collected by vacuum filtration and
washed with an appropriate organic solvent.

Example hydrochloride salts

Hydrochloride salts can be made, for example, by suspending the compound in a
suitable solvent, such as acetonitrile, and adding aqueous 2M hydrochloric acid
solution. Dilution of the mixture with water and then removal of the solvent gives the
hydrochloride salt of the compound.

Example methanesulphonic acid salts

Methanesulphonic acid salts can be made, for example, by suspending the compound
in a suitable solvent, such as acetonitrile, and adding 1 equivalent of
methanesulphonic acid in water. Removal of the solvent gives the methanesulphonic
acid salt of the compound.

Chiral Separation Method(s) and Synthesis

Compounds of the invention may be separated into their diastereoisomers or
enantiomers under chiral HPLC conditions familiar to those in the art. Alternatively,
chiral precursor moieties may be resolved from their racemates via derivatization with
a chiral auxiliary, such as a blocked amino acid, e,g, Boc-valine, separated by
fractional crystallization of diastereomers from a suitable solvent, such as heptane,
and reconstitution of the enantiomeric precursors through cleavage of the auxiliary,

such as base-mediated cleavage on resin or in solution. Mitsonobu-type inversion of
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enantiomerically enriched mixtures of chiral alcohols can also be accomplished by
coupling the alcohol with the chiral auxiliary, such as an amino acid, e.g. Boc-valine,
in the presence of trialkylated phosphines, such as triphenylphosphine, and
dialkylazodicarboxylates, and fractionally crystallizing the enriched diastereomeric
mixture as above.

Protecting Groups

During the reactions a number of the moieties may need to be protected. Suitable
protecting groups are well known in industry and have been described in many
references such as Protecting Groups in Organic Synthesis, Greene T W,
Wiley-Interscience, New York, 1981. It will be understood that in addition to
protecting groups such as hydroxyl and amino groups during the course of reaction,
the urea moiety may require protection under any of the reactions conditions
described herein, for example, as a 5-methyl-1,3,5-triazinan-2-one.

Functional Group Interconversions

Further, it will be understood that compounds of the invention produced under any of
the reaction conditions described herein may undergo further functionalisation under
suitable conditions familiar to thoes in the art. That is, the skilled person will
appreciate that a wide diversity of compounds may be provided by functional group
interconversions of hydroxyls and carboxylates including but not limited to halogens,
ethers, ketones, carboxylic acids, esters, carbonates, amines, amides, ureas,
carbamates, sulfates, sulfonamides, phosphates, heterocycles, heteroaryls, optionally
substituted alkyl chain extensions and so on.

EXAMPLES

Those skilled in the art will appreciate that the invention described herein is
susceptible to variations and modifications other than those specifically described.
The invention will now be described without limitation by reference to the examples
which follow.

The abbreviations used in the Examples are as follows unless indicated otherwise.

Abbreviations

Ac: acetyl

ACN: acetonitrile

cfus: colony forming units
DCM: dichloromethane

DIPEA: N,N-diisopropylethylamine
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DMAP:
DMF:
DMSO:
EtOAc:
EtO :
EtOH :

HzO .
HPLC:
IPA:

LCMS:
LDA:
M:

mg:
min:
ml.:
MeOH:
mol:
mmol:
MS:
NBS:
NMP:
NMR:

Pd(dppf)Cls:

adduct
Pd;(dba);
Pd(PPh3),
RT:

THF:
TLC:
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N,N-dimethylpyridin-4-amine
N,N-dimethylformamide
dimethylsulfoxide

ethyl acetate

diethyl ether

ethanol

gram(s)

hour(s)

Water

high performance liquid chromatography
propan-2-ol

kilogram(s)

litre(s)

liquid chromatography coupled mass spectrometry
lithium diisopropylamide
molar

milligram(s)

minute(s)

millilitre(s)

methanol

mole(s)

millimole(s)

mass spectrometry
N-bromosuccinimide
1-methylpyrrolidin-2-one
nuclear magnetic resonance

[ 1,1"-Bis(diphenylphosphino)ferrocene]dichloropalladium(Il), DCM

Tris(dibenzylideneacetone)dipalladium(0)
Tetrakis(triphenylphosphine)palladium(0)
room temperature

tetrahydrofuran

thin-layer chromatography

Compound Synthesis
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"H NMR spectra were recorded on either a Britker Avance DRX 400, AC 200 or AM
300 spectrometer. Spectra were recorded in deuterated solvents (CDCls, MeOD,
DMSO-dg, CD3CN, or Acetone-dg) using the residual solvent peak as a reference.
Chemical shifts are reported on the ¢ scale in parts per million (ppm) using the
following conventions to assign the multiplicity: s (singlet), d (doublet), t (triplet), q
(quartet), p (pentet), m (multiplet) and prefixed br (broad). Mass spectra (ESI) were
recorded on either a Micromass Platform QMS or Thermo Finnigan LCQ Advantage
spectrometer. Flash chromatography was performed on 40-63um silica gel 60 (Merck
No. 9385). Automated flash chromatography was performed either on a
Combi-Flash™ purification system using Combi-Flash™ silica gel columns or on a
Biotage SP4 purification system using either GraceResolv™ silica gel cartridges,
Grace Reveleris™ C-18 reverse phase silica gel cartridges or Biotage SNAP™ C-18
reverse phase silica gel cartridges. Preparative HPLC was carried out using either a
Gilson 322 pump with a Gilson 215 liquid handler and a HP1100 PDA detector or an
Agilent 1200 Series mass detected preparative LCMS using a Varian XRs C-18 100 x
21.2 mm column. Unless otherwise specified, the HPLC systems employed
Phenomenex C8(2) columns using either acetonitrile or acetonitrile containing 0.06 %
TFA in water, water containing (.1 % TFA or water containing 0.1 % formic acid.

Example(s) of Intermediates

2-(ethylcarbamoyl amino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]boronic acid

HO/E'; N\% }*H/_ 'H-NMR (DMSO-dg, 400 MHz): & 1.10 (t, J=7.20 Hz, 3H),
A 3.20 (m, 2H), 6.84 (br's, 1), 7.41 (m, 11D, 8.01 (m, 1),
§ 8.12 (s, 1H), 8.25 (m, 3I), 840 (s, 1), 8.79 (d, J= 4.0 Hz,
| _ 1H) and 10.57 (br s, 11). MS: 343.25 [M+H]".

2-amino-3-bromo-5-nitro-phenol (i): To a stirred solution of 2-amino-5-nitro-phenol
(500 g, 3.24 mol) in ACN (12 L) was added bromine (290 mL., 5.63 mol) drop wise
over a period of 30 min. The mixture was stirred at 30-35°C for 1 h, then the solvent
was evaporated to dryness. Hexane (2 L) was added and the mixture evaporated to
dryness. Hexane (5 L) was added and the mixture stirred for 1 h and filtered. The
solid (1102 g) was washed with hexane (2 L). The residue was added to ice-cold H,O
(2.5 L) followed by the addition of a saturated solution of sodium thiosulfate (2.5 L)

and extraction with EtOAc (2 x 10 L). The combined organic layers were washed with
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brine, dried (Na,SQy), filtered and concentrated at 40-45°C in vacuo to obtain i (643
2. 85%).

3-bromo-5-nitro-phenol (ii): To a cooled solution (-10°C) of i (643 g, 2.76 mol) in
EtOH (13 L) was added conc. H,SO4 (515 mL, 9.97 mol) over a period of 35 min at -
10 to -2°C. The mixture was allowed to warm to RT and then heated to 50-55°C
followed by the portion-wise addition of NaNO; (671 g, 9.72 mol) over 30 min and
the mixture heated at reflux for 3 h. The mixture was concentrated to 3 L. and cooled
to 0°C followed by the addition of H>O (5 L) and extraction with EtOAc (3 x 6 L).
The combined organic layers were washed with brine, dried (Na,SQ,), filtered and
concentrated in vacuo. The residue was treated with 25% ether-hexane mixture (6 L)
and stirred for 1 h, filtered and the solid and washed with hexane (3 L) to obtain ii
(505 g, 84%).

1-benzyloxy-3-bromo-5-nitro-benzene (iii): To a solution of ii (770 g, 3.53 mol) in
acetone (10 L) was added K,COs (2.45 kg, 17.75 mol) at RT followed by benzyl
bromide (632 ml., 5.32 mol) over a period of 30 min. The mixture was stirred for 15
min and then heated at reflux for 3 h.The mixture was filtered through celite and the
acetone was distilled off. The residue was purified over silica eluting with EtOAc:
hexane (5:95) to obtain iii (551 g, 51%).

3-benzyloxy-5-bromo-aniline (iv): To a solution of iii (551 g, 1.78 mol) in THF (11 L)
was added SnCl, 2H,0 (2.17 kg, 9.62 mol) at RT. The mixture was refluxed for 3h.
The mixture was cooled to 0-5°C and basified with saturated NaHCO; solution and
extracted with EtOAc (4 x 5 L). The combined organic layer were washed with brine,
dried (Na,SQy), filtered and concentration in vacuo gave iv (480 g, 97%).
N-[(3-benzyloxy-5-bromophenyl)carbamothioyl] benzamide (v):To a solution of iv
(480 g, 1.73 mol) in acetone (10 L) was added benzoylisothiocyanate (280 mL, 2.08
mol) at RT and the mixture stirred for 45 min. The acetone was distilled off and
hexane (2 L) added and the mixture concentrated to dryness. To the residue was added
hexane (4 L) and the mixture heated to 40°C for 30 min The solid was collected by
filtration and washed with hexane (2 x 2 L) to obtain v (648 g, 85%).
(3-benzyloxy-5-bromo-phenyl)thiourea (vi): To a solution of v (648 g, 1.47 mol ) in
THF (12 L) was added NaOH solution (300 g, 7.5 mol in 3 L. H,O) at RT. The
mixture was heated at 70°C overnight. The THF layer was decanted off and the
aqueous layer was extracted with EtOAc (3 x 2 L). The combined organic layers were

washed with brine, dried (Na,SQy), filtered and concentrated in vacuo. The residue
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was treated with mixture of Et,O and hexane (5:95, 3.0 L), filtered, washed with
hexane and dried under high vacuum to obtain vi (387 g, 78%).
S-benzyloxy-7-bromo-1,3-benzothiazol-2-amine (vii): To an ice-cold suspension of vi
(372 g, 1.10 mol) in ACN (6 L) was added dropwise a solution of bromine (65 mL
1.26 mol in 50 mL. ACN) over a period of 30 min. The mixture was stirred for 30 min
at 0-5°C and then slowly allowed to warm to RT and stirred for 1 h. The solid was
filtered off and washed with hexane (2 x 3 L). The solid residue was taken in ice H,O,
basified with aq. NHs (pH 10-12) and stirred for 30 min at 5-10°C. The resulting solid
was filtered off and washed with H,O and dried under high vacaum to obtain vii (216
g, 59%). "H-NMR (DMSO-ds, 400 MHz): 8 5.12 (s, 2H), 6.92 (d, J= 2.40 Hz, 1H),
6.98 (d, J=2.0 Hz, 1H), 7.30-7.45 (m, 5H) and 7.69 (br s, 2H). MS: 334.79 [M+H]".
1-(5-benzyloxy-7-bromo-1,3-benzothiazol-2-yl)-3-ethyl-urea (viii): To a suspension of
vii (216 g, 0.64 mol) in 1,4-dioxane (4 L) was added ethylisocyanate (380 ml, 4.81
mol). The mixture was heated up to 80-85°C overnight. The solvent was distilled off
and the residue was co-evaporated with hexane. The residue was treated with H,O at
78-80°C for 3-5 h. The resulting solid was filtered off and washed with hot H,0, dried
under high vacuum to obtain viii (196 g, 75%). "H-NMR (DMSO-ds, 400 MHz): §
1.08 (t, J="7.20 Hz, 3H), 3.18 (q, J= 6.80 Hz, 2H), 5.17 (s, 2H), 6.71 (br s, 1H), 7.15
(d, J=2.0 Hz, 1H), 7.26 (br s,1H), 7.31-7.47 (m, 5H) and 10.82 (br s, 1H). MS:
405.90 [M+H]".

1-[5-benzyloxy-7-(2-pyridyl)-1,3-benzothiazol-2-yl]-3-ethyl-urea (ix ): To a stirred
solution of viii (110 g, 0.27 mol) in DMF (1.1 L) was added 2-tributylstannyl pyridine
(298 g, 0.81 mol). The resulting sclution was purged with N, for 15-20 min followed
by addition of Pd(PPh3)4 (25.41 g, 0.022 mol). The resulting reaction mixture was
heated to 100°C under N, atmosphere for 15-16 h. The reaction was cooled to 40-
45°C and filtered through celite. The celite was washed with DMF (500 mL) and hot
EtOAc (1.50 L) and the combined filtrate concentrated at 60-70°C in vacuo. The
residue was purified through silica (20% EtOAc-Hexanes to 100% FEtOAc) to obtain
ix (76 g, 70%). "H-NMR (DMSO-dg, 400 MHz): § 1.08 (t, J="7.20 Hz, 3H), 3.19 (q,
J=6.80 Hz, 2H), 5.26 (s, 2H), 6.84 (br s, 1H), 7.32-7.43 (m, 5H), 7.51 (d, J=7.20 Hz,
2H), 7.69 (d, J= 2.0 Hz, 1H), 7.95 (m, 1H), 8.25 (m, 1H), 8.78 (m, 1H) and 10.46 (br
s, 1H). MS: 405.30 [M+H]".
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1-ethyl-3-[5-hydroxy-7-(2-pyridyl)-1,3-benzothiazol-2-ylJurea (x): To a stirred
solution of ix (76 g, 0.187 mol) in DCM (1.7 L) was added methane sulfonic acid
(270 mL, 4.17 mol) dropwise over 30 min. The mixture was stirred at RT for 3h. The
reaction was concentrated in vacuo. EtOAc (1 L) was added to the residue and this
solution was poured carefully onto the crushed ice. The pH of the solution was
modified to 8-9 by addition of saturated NaHCO; solution followed by extraction with
EtOAc (3 x 5L). The combined organics were washed with H,O, brine, dried
(Na,SQy), filtered and concentrated in vacuo. The residue was stirred in Et,O (1.0 L)
for 1 h at RT and then filtered to obtain x (57.0 g, 97%). "H-NMR (DMSO-dg, 400
MHz): § 1.08 (t, J= 7.20 Hz, 3H), 3.20 (m, 2H), 6.86 (br s, 1H), 7.0 (s, 1H), 7.46 (s,
2H), 7.96 (m, 1H), 8.10 (m, 1H), 8.76 (m, 1H), 9.59 (brs, 1H) and 10.41 (br s, 1H).
MS: 315.06 [M+H]".

[2-(ethylcarbamoylamino )-7-(2-pyridyl)-1,3-benzothiazol-5-yl]
trifluoromethanesulfonate (xi): To a stirred solution of x (57 g, 0.181 mol) in DMF
(1.7 L) was added N-phenylbis(trifluromethane sulphonimide) (80.74 g, 0.226 mol)
and DIPEA (28 g, 0.217 mol). The mixture was stirred at RT for 3h. The reaction was
concentrated at 60-70°C in vacuo. Et;O was added to the residue and evaporated to
dryness. The residue thus obtained was stirred with Et;O (1.5 L) for 1h and then
filtered to obtain xi (55.0 g, 68%). 'H-NMR (DMSO-dg, 400 MHz): § 1.11 (t, J="7.20
Hz, 3H), 3.20 (m, 2H), 6.81 (br s, 1H), 7.50 (m, 1H), 7.78 (d, J= 2.0 Hz, 1H), 8.01 (m,
1H), 8.12 (d, J=2.40 Hz, 1H), 8.35 (m, 1H), 8.84 (m, 1H) and 10.77 (br s, 1H). MS:
446.98 [M+H]".

[2-(ethylcarbamoylamino )-7-(2-pyridyl)-1,3-benzothiazol-5-yl[boronic acid
(Intermediate 1): To a stirred solution of xi (25 g, 56.1 mmol) in DMSO (250 mL.) at
RT was added bis(neopentylglycolato) diboron (25.2 g, 112 mmol) and KOAc (16.5
g, 168 mmol). The resulting reaction mixture was de-gassed by purging N, for 15-20
min followed by addition of Pd(dppf)CL, (6.8 g, 8.4 mmol). The mixture was purged
with N; for 15-20 min and then heated to 80°C for 90 min. The reaction was poured
onto saturated NH4Cl solution (1 L). The resulting precipitate was filtered and dried
under vacuum. The solid cake was taken in 2M NaOH (200 mL) and stirred for 45
min at RT. The solution was filtered and the filtrate was acidified upto pH 5-6 and the
resulting solid collected by filtration to give Intermediate 1 (17 g, 88%).

The following intermediate(s) were similarly prepared:
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2-(Ethylcarbamoyl amino)-7-[4-(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-5-

MS: 413.13 [M+H]".

Prepared in analogous manner to Intermediate 1 with the exception that the addition
of the C7-substituent to 1-(5-benzyloxy-7-bromo-1,3-benzothiazol-2-yl)-3-ethyl-urea
was performed under Suzuki coupling conditions instead of Stille coupling conditions
as follows:

1-[5-benzyloxy-7-[4-(morpholinomethyl)-2-pyridyl |- 1,3-benzothiazol-2-yl [-3-ethyl-
urea (i): A mixture of 1-(5-benzyloxy-7-bromo-1,3-benzothiazol-2-yl)-3-ethyl-urea
(27.7 g, 68.3 mmol), 2-(5,5-dimethyl-1,3,2-dioxaborinan-2-yl)-5,5-dimethyl-1,3,2-
dioxaborinane (18.2 g, 80.7 mmol) and potassium acetate (12.2 g, 124 mmol) was
suspended in DMSO (120 mL). The mixture was degassed for 15 min with a stream
of N,. Pd(dppf)Cl, (5.07 g, 6.21 mmol) was added and the mixture heated for 6 h at
85°C, then cooled to RT. A solution of Precursor 10 (13.2 g, 62.1 mmol) in DMSO
(20 mL) was added, followed by Cs,CO3 (30.3 g, 93.1 mmol) and H,O (30 mL). The
mixture was degassed for 10 min under a stream of N,. Pd(PPh;),Cl, (4.36 g, 6.21
mmol) was added and the mixture heated at 85°C overnight. The solution was cooled
and diluted with water (400 mL), stirred vigorously until a solid formed and the
supernatant discarded. The solids were suspended in EtOAc/DCM (300 mL) and
filtered through a short plug of silica gel, eluting with 5-10% MeOH/DCM. The
solution was then concentrated, dissolved in DCM (500 mL) and stirred with 3M HCI
(150 mL) for 2 days at RT. The precipitate was collected by filtration, washing with
DCM and H,O. The resulting solid material was suspended in EtOAc/DCM (200
mlL), sonicated and the solid collected by filtration to obtain i (25.5 g). MS: 504.17
[M+H]".

1-(7-bromo-5-iodo-1,3-benzothiazol-2-y1)-3-ethyl-urea (Intermediate 3)

0 —

[ N >_N "H NMR (DMSO-dg, 400 MHz): § 1.08 (t, J= 7.20 Hz, 3H), 3.20
H

\©:5\> N (g, J=6.80, 2H), 6.73 (br s, 1H), 7.72 (s, 1H), 7.96 (s, 1H) and

11.07 (br s, 1H). MS: 426.0 [M+H]".

Br
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2-bromo-4,6-dinitroaniline (i): To a stirred mixture of H,O (3.75 L) and acetic acid
(375 mL) at RT was added 2,4-dinitroaniline (500 g, 2.73 mol) followed by drop wise
addition of bromine (210 mL, 4.09 mol) over 30 min. The reaction mixture was stirred
at RT for 15 min and then heated to 100°C for 2 h. The reaction was cooled to RT and
poured onto ice-cold H,O (5-6 L) and basified (pH 8-10) with aqueous ammonia. The
solid was filtered, washed with cold H>O and dried under vacuum. This solid was
washed with n-pentane to obtain i (600 g, 84%).

1,2-dibromo-3,5-dinitrobenzene (ii): To a stirred solution of i (600 g, 2.28 mol) in
ACN (5 L) at RT was added tert-butylnitrite (680 mL., 5.7 mol) and cupric bromide
(767 g, 3.43 mol). The mixture was heated to 70°C for 1 h under N,. The reaction was
cooled to RT, acidified with 1M HCI solution, H,O (4 L) added and extracted with
EtOAc (3 x 4 L). The combined organics were dried (Na,SQy), filtered and
concentrated in vacuo to obtain ii (723 g, 97%)."H NMR (CDCls, 400 MHz): & 8.48
(d, J=2.40 Hz, 1H) and 8.68 (d, J= 2.40 Hz, 1H).

(2-bromo-4,6-dinitro-phenyl) thiocyanate (iii): To a stirred solution of ii (723 g, 2.22
mol) in MeOH (7.5 L) at RT was added potassium thiocyanate (431 g, 4.44 mol) and
the mixture stirred under N, for 16 h. The reaction was filtered and washed with
MeOH. The filtrate was concentrated in vacuo. The residue was purified over silica
(2-6% EtOAc-hexane) to obtain iii (549 g, 81%).

7-bromobenzothiazole-2,5-diamine (iv): To a stirred mixture of EtOH (8.37 L) and
H,0 (8.37 L) at RT was added iii (549 g, 1.81 mol) followed by addition of Fe
powder (2.02 kg, 36.11 mol) and drop wise addition of HCI (12M, 527 mL) over 30
min. The mixture was stirred at RT for 20 min and then heated to 80°C for 45 min.
The reaction was cooled to RT, basified to pH 8-10 by addition of aqueous ammonia
solution. The solution was passed through celite, washed with EtOAc and the
combined filtrate evaporated in vacuo. H,O (8 L) was added and extracted with
EtOAc (2 x 4 L). The combined organics were washed with brine, dried (Na;SOy),
filtered and concentrated in vacuo to obtain iv (412 g, 93%). 'H NMR (DMSO-dg, 400
MHz): § 5.16 (br s, 2H), 6.50 (d, J= 2.0 Hz, 1H), 6.53 (d, J= 1.60 Hz, 1H) and 7.44
(brs, 2H). MS: 243.86 [M+H]".

7-bromo-5-iodobenzothiazol-2-amine (v): To THF (6 L) at -78°C under N, was added
BF;-etherate (50% assay, 708 mL., 2.81 mol) followed by a slow addition of a solution
of iv (275 g, 1.02 mol) in THF (500 mL) over 20 min. Tert-butyl nitrite (548 1., 4.61
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mol) was then added to the solution at -78°C and the mixture was stirred at the same
temperature for 40 min and then warmed to -5-0°C. Et,O was added (at -5-0°C) and
the mixture stirred for 20 min. The solid was filtered and taken in acetone at 0°C
followed by sequential addition of KI (510 g, 3.07 mol) and iodine (519 g, 2.04 mol)
and the mixture stirred at 0°C for 30 min. The reaction was quenched with saturated
solution of sodium metabisulfite and extracted with EtOAc (3 x 5 L). The combined
organics were dried (Na,SQy), filtered and concentrated in vacuo at 45°C. The residue
was purified over basic alumina (30-35% EtOAc-hexane) to obtain v (235 g, 65%). 'H
NMR (DMSO-dg, 400 MHz): & 7.50 (d, J= 1.20 Hz, 1H), 7.63 (d, J= 1.20 Hz, 1H) and
7.91 (br s, 2H). MS: 354.90 [M+H]".
1-(7-bromo-5-iodobenzothiazol-2-yl)-3-ethylurea (Intermediate 3): To a stirred
solution of vi (250 g, 0.70 mol) in 1,4-dioxane at RT was added ethylisocyanate (278
mL, 3.52 mol). The mixture was heated to 80°C for 10-12h under N,. The solvent was
evaporated, n-hexane added and the mixture concentrated to dryness. The residue was
stirred in hot H,O (2 L) at 60-65°C for 30-40 min and then filtered. The residue was
then treated with a mixture of Et,O and n-pentane and filtered to obtain Intermediate
3 (264 g, 88%).
1-[7-Bromo-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl1]-1,3-benzothiazol-2-yl]-

3-ethyl-5-methyl-1,3,5-triazinan-2-one (Intermediate 4)

Ho "HNMR (DMSO-ds 400 MHz): § 9.20 (s, 2H), 8.13 (s,
=
N | ) °>\¥N/— 1H), 7.91 (s, 1H), 5.14 (m, 3H), 4.39 (s, 2H), 3.36 (q, J=
}NLN> 7.20 Hz, 2H), 2.54 (s, 3H), 1.53 (s, 6H) and 1.12 (t, J=
\ 7.20 Hz, 3H).

2-(5-bromopyrimidin-2-yl)propan-2-ol) (i): 'To an ice-cold solution of methyl 5-
bromopyrimidine-2-carboxylate (10 g, 46.1 mmol) in Et;O (200 mL) was added drop
wise methyl magnesium bromide (3.0 M in Et;O, 61.4 mL, 184 mmol) over 30 min.
The reaction mixture was slowly warmed up to RT and continued to stir for 2 h. The
mixture was quenched with saturated NH4Cl solution at 0°C and the organic layer
separated from the biphasic solution. The aqueous layer was re-extracted with EtOAc
(2 x 250 mL). The combined organic layers were washed with brine solution, dried
over Na,SQy, filtered and evaporated in vacuo. The crude residue was purified over
silica eluting with 20 % EtOAc:hexane to obtain i (6.0 g, 62%). IHNMR (DMSO-d6,
400 MHz): 6 8.97 (s, 2H), 5.15 (s, 1H) and 1.47 (s, 6H).
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2-(5-(4,4,5,5-tetramethyl-1, 3, 2-dioxaborolan-2-yl)pyrimidin-2-yl)propan-2-ol (ii): To
the solution of i (6.0 g, 27.6 mmol) in 1,4-dioxane (60 mL) was added
bis(pinacolato)diboron (8.42 g, 33.2 mmol) and KOAc (4.06 g, 41.5 mmol). The
reaction mass was degassed by purging N, for 15 min. Pd,(dba); (1.43 g, 1.4 mmol)
and tricyclohexylphosphine (0.93 g, 3.31 mmol) was added to the reaction mixture
that was degassed for 10 min. The resulting reaction mixture was heated at 80°C for 2
h. The mixture was cooled to RT and filtered through a celite bed. The filtrate was
concentrated in vacuo to obtain ii (5.11 g, 70%). MS: 265.13 [M+H]".
1-(7-bromo-5-(2-(2-hydroxypropan-2-yl)pyrimidin-5-yl)benzof d [thiazol-2-yl)-3-ethyl-
S-methyl-1,3,5-triazinan-2-one (Intermediate 4): To a solution of Intermediate 3
(7.50 g, 15.48 mmol) and ii (5.11 g, 19.36 mmol) in 1,4-dioxane:MeOH (75:50 mL.)
was added potassium phosphate (6.15 g, 29.03 mmol) at RT. The resulting mixture
was degassed for 15-20 min by purging N, followed by the addition of Pd(PPh;),
(2.23 g, 1.93 mmol). The reaction mixture was again degassed for another 15-20 min
and then heated up to 80°C for 2 h. The mixture was cooled to RT and passed through
celite bed and washed with EtOAc. The filtrate was evaporated in vacuo and the
residue purified over silica eluting with 3%MeOH: DCM to obtain Intermediate 4
(7.50 g, 97%).

The following intermediate(s) were similarly prepared.

1-[7-bromo-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-1,3-benzothiazol-2-v1]-

3-ethyl-urea (Intermediate 5)

—
N "\ >\—u MS: 437.91 [M+H]".
>_N

1-(5-Bromo-6-methoxy-1,3-benzothiazol-2-y1)-3-ethyl-urea

(Intermediate 6)

\>7N MS: 329.94 & 331.91 [M+H]".
~o H

1-Ethyl-3-(6-methoxy-1, 3-benzothiazol-2-ylJurea(i): 6-methoxy-1,3-benzothiazol-2-
amine (5.0 g, 27.7 mmol) was dissolved in anhydrous DMSO (20 mL) and
triethylamine (15.5 mlL, 111 mmol) followed by ethyl isocyanate (4.39 mL., 55.5

mmol) were added. The mixture was stirred at RT under N, for 4 h then quenched

PCT/AU2013/000286
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with H,O (~200 mL) and stirred for 1 h. The resulting white solid was collected by
filtration and rinsed with H,O and then with acetone (100 mL) and the filtrate
collected separately to the aqueous filtrate. The filtrate was concentrated to dryness in
vacuo and combined with the solid collected by filtration to obtain i (6.27 g, 90%).
MS: 251.96 [M+H]".

1-(5-Bromo-6-methoxy-1,3-benzothiazol-2-yl)-3-ethyl-urea (Intermediate 6):
Compound i (1.10 g, 4.38 mmol) was suspended in DCM (50 mL) and MeOH (5 mL)
and bromine (0.34 mL, 6.60 mmol) added. The mixture was stirred at RT for 1.5 h
then concentrated to dryness in vacuo to give Intermediate 6 (2.17 g).

Ethyl 1-[5-[7-bromo-2-(ethylcarbamoylamino)-1,3-benzothiazol-5-yl]pyrimidin-2-y1]-

4-methyl-piperidine-4-carboxvlate (Intermediate 7)

i 'H NMR (DMSO-dg 400 MHz): § 1.09 (t, J= 7.20 Hz,
AJ&@ ) 3H), 1.20 (m, 6H), 1.45 (m, 21), 2.03 (m, 2I), 3.16 (m,
T: . K\ﬁ . 2H), 3.30 (g, 1=7.20, 2H), 4.12 (q, J= 6.80 Hz, 210),
o \F“ M 425 (m, 2H), 6.75 (brs, 1H), 7.69 (s, 1H), 7.86 (s, 1H);
b 8.75 (s, 2H) and 10.91 (br s, 1T). MS: 547.11 [M+H]".

Ol-tert-butyl O4-ethyl 4-methylpiperidine- 1,4-dicarboxylate (i): A solution of O1-
tert-butyl O4-ethyl piperidine-1,4-dicarboxylate (1.5 g, 5.84 mmol) in THF (25 mL)
was cooled to -78°C followed by dropwise addition of LDA (1.80 M in THF, 6.5 mL,
11.68 mmol) at -78°C. The resulting mixture was stirred at -78°C for 45 min
followed by addition of methyl iodide (1.2 mL, 17.52 mmol). The temperature was
slowly raised up to RT and left at RT for 6 h. The reaction was cooled to 0 °C and
quenched by the dropwise addition of saturated NH4Cl solution (50 mL). The reaction
was extracted with EtOAc (3 x 100 mL). The combined organics were washed with
brine, dried (Na,SQy), filtered and concentrated in vacuo. Purification by
chromatography on silica eluting with 2% FEtOAc in hexane gave i (1.0 g, 65%).

Ethyl 4-methylpiperidine-4-carboxylate hydrochloride (ii) : To an ice-cold solution of
i(1g,3.68 mmol) in 1,4-dioxane (10 mlL) was added HCI-1,4-dioxane (4.0 M, 15
mL) solution and stirred at R'T for 30 min. The solvent was evaporated to obtain ii
(0.90 g). MS: 172.16 [M+H]".

Ethyl 1-(5-bromopyrimidin-2-yl)-4-methylpiperidine-4-carboxylate (iii ): To a solution
of ii (0.9 g, 4.35 mmol) in EtOH (10 mL.) was added DIPEA (2.30 mL, 13 mmol) at
RT and the mixture stirred at RT for 10 min followed by addition of 5-bromo-2-

chloropyrimidine (0.7 g, 3.6 mmol). The mixture was heated at 70 °C for 1h. The
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solvent was evaporated and the crude residue purified by chromatography on silica
eluting with 1.5% EtOAc: hexane to obtain iii (0.90 g, 75%). "H NMR (DMSO-d,
400 MHz): 8 1.17 (s, 3H), 1.21 (t, J= 7.20 Hz, 3H) 1.40 (m, 2H), 2.00 (m, 2H), 3.24
(m, 2H), 4.11 (m, 2H), 4.15 (q, J=7.20 Hz, 2H), 8.43 (s, 2H). MS: 328.08 [M+H]".
Ethyl 4-methyl-1-(5-(4,4,5,5-tetramethyl-1, 3,2-dioxaborolan-2-yl)pyrimidin-2-
vl)piperidine-4-carboxylate(iv): To the solution of iii (25 g, 76.2 mmol) in 1,4-
dioxane (250 mL) was added potassium acetate (22.4 g, 228.6 mmol) and
bis(pinacolato)diboron (38.7 g, 152.4 mmol). The mixture was degassed for 15-20
min by purging with N, followed by the addition of Pd,(dba); (4.0 g, 3.80 mmol) and
tricyclohexyl phosphine (2.55 gm, 9.12 mmol). The mixture was again degassed for
another 15-20 min and then heated up to 80°C for 3 h. The mixture was cooled to RT
and diluted with 500 mL of EtOAc and passed through a celite bed. The filtrate was
evaporated to obtain iv (20 g, 70%). MS: 376.30 [M+H]".

Ethyl 1-(5-(7-bromo-2-(3-ethylureido )benzothiazol-5-yl)pyrimidin-2-yl)-4-
methylpiperidine-4-carboxylate (Intermediate 7): 'To a solution of Intermediate 3
(22.7 g, 53.2 mmol) and iv (20 g, 53.2 mmol) in 1,4-dioxane:MeOH (300:180 mL)
was added potassium phosphate (17 g, 79 mmol) at RT. The resulting mixture was
degassed for 15-20 min by purging N, followed by the addition of Pd(PPhs)4 (6.1 g,
5.32 mmol). The reaction mixture was again degassed for another 15-20 min and then
heated up to 80 °C for 5 h. The reaction mixture was cooled to RT, diluted with
EtOAc (500 mL) and passed through celite bed. The filtrate was evaporated and the
crude residue was purified by chromatography on silica eluting with 1.5% MeOH:
DCM to obtain Intermediate 7 (12 g, 41%).

1-(7-bromo-5-iodobenzo[ d]thiazol-2-yD)-3-ethyl-5-methyl-1,3.5-triazinan-2-one

(Intermediate 8)

! N >_N‘ 'H-NMR (DMSO-dg, 400 MHz): 8 1.11 (t, J=7.20 Hz, 31D),
\Q: \>—N\_ > 2.50 (s, 3H), 3.35 (m, 2H), 4.37 (s, 2H), 5.07 (s, 2H), 7.48 (s,
N

\ 1), 8.01 (s, 11D).

To a solution of Intermediate 3 (50 g, 117.37 mmol) in MeOH (1 1) was added
formaldehyde (37% aq solution, 95 mL.), methylamine (2M solution in THF, 587 mL,
1.17 mol) and N-methylmorpholine (130 mL, 1.17 mmol). The resulting solution was
stirred at 75°C for 5-6 h. The MeOH was evaporated in vacuo. Then ice-cold H,O,

was added and the mixture stirred for 30 min and then filtered. The residue was
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washed with cold H,O followed by n-hexane and EtOAc. The residue was dried under
high vacuum to give Intermediate 8 (56 g, quantitative).
1-Ethyl-3-[7-hydroxy-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-1,3-

benzothiazol-2-yl]-5-methyl-1.3.5-triazinan-2-one (Intermediate 9)

Hoj\(N | o ,— 'HNMR (400 MHz, CDCL) § 9.68 (s, 1), 8.83 (s, 2I),
"X N\>_N N> 734 (s, 1H), 6.82 (s, 1), 5.07 (s, 2I0), 4.63 (s, 1), 4.21
Ny (s, 2H), 3.37 (g, J = 7.0 Hz, 2H), 2.55 (s, 3H), 1.52 (s,
OH 6H), 1.13 - 1.08 (m, 4H). MS: 429 [M+H]".

[2-(3-ethyl-5-methyl-2-0x0-1,3,5-triazinan-1-yl)-5-[2-(1-hydroxy-1-methyl-
ethyl)pyrimidin-5-yl[-1,3-benzothiazol-7-yl[boronic acid (i): A mixture of
Intermediate 4 (500 mg), potassium acetate (300 mg), bis(neopentyl glycolato)
diboron (460 mg) and Pd(dppf),Cl, (70 mg) in toluene (10mL) was degassed (x3)
under vacuum then heated at 130°C for 90 min. The mixture was cooled and filtered
through Celite. The filtrate was concentrated to give i (465 mg). MS: 457.02 [M+H]".
1-ethyl-3-[ 7-hydroxy-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-1,3-
benzothiazol-2-yl]-5-methyl-1,3,5-triazinan-2-one (Intermediate 9): A solution of
Compound ii (465 mg) in acetone (5 mlL) was chilled to 0°C then treated dropwise
with a solution of oxone (940 mg) in sat NaHCO5 (35 mL). The reaction was stirred at
RT overnight, then oxone (100 mg) in sat NaHCO; (5 mL) was added. The mixture
was neutralised with 1M HCI and extracted with 4:1 DCM : IPA (3 x 30 mL). The
organic extract was washed with brine (2 OmL) then concentrated. The residue was
suspended in 5% MeOH : DCM and purified by chromatography on silica eluting
with 0 - 10% MeOH : DCM to give Intermediate 9 (240mg).

The following intermediate(s) were similarly prepared.

1-ethyl-3-[7-hydroxy-5-[2-(1-hydroxvethyl)pyrimidin-5-vy1]-1,3-benzothiazol-2-y1]-5-

methyl-1,3,5-triazinan-2-one (Intermediate 10)

/k("‘
HO z |

N

o] —
N\>_ >\—N> MS: 415.1 [M+H]".
N
S \—N

\

OH

1-[5-bromo-7-(dimethylaminomethyl)-6-hydroxy-1,3-benzothiazol-2-y1]-3-ethyl-urea

(Intermediate 11)
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o) S
Br N >\—N
S
H
HO s MS 372.89 & 374.87 [M+H]".

Preparation of 1-(5-bromo-6-hydroxy-1,3-benzothiazol-2-yl)-3-ethyl-urea (i):
Intermediate 6 (1.30 g, 3.94 mmol) was suspended in hydrogen bromide solution
(6.82 mL, 47% aq., 59.1 mmol) and the resulting suspension warmed to 110 °C.
Hydrogen bromide solution (14 mL, 47% aq., 121.3 mmol) was added portion-wise
over the course of the reaction. After 47 h, the reaction mixture was cooled to RT then
in ice and the pH adjusted with sodium hydroxide solution (1 M, aq.) to pH 8. The
mixture was filtered and the resulting solid washed with H,O and ACN. The solid was
sucked dry to give i (1.01 g, 81%). MS 315.87 & 317.84 [M+H]".
1-[5-bromo-7-(dimethylaminomethyl)-6-hydroxy-1,3-benzothiazol-2-yl[-3-ethyl-urea
(Intermediate 11): To a mixture of i (209 mg, 0.66 mmol) in DMF (2 ml.) was added
triethylamine (0.14 mL, 0.99 mmol) followed by N,N-dimethylmethyleneiminium
chloride (147 mg, 0.79 mmol) were added. The mixture was stirred at RT. After 4.25
h, more N,N-dimethylmethyleneiminium chloride (~10 mg) was added and stirring
continued. After 6 h, the solvent was evaporated with a stream of N,. The residue was
suspended in DCM (~10 mL) and filtered through a PTFE filter. The solid was
washed with DCM (~15 ml) and the filtrate concentrated in vacuo to give an oil. The
0il was purified by chromatography, on silica eluting with 0-5% MeOH in DCM to
give Intermediate 11 (176 mg, 71%).

1-[ 5-bromo-6-hydroxy-7-(morpholinomethyl)-1,3-benzothiazol-2-yl]-3-ethyl-urea
(Intermediate 12)

(0]
/_
Br. N >—N

HO

MS 414.93 & 416.91 [M+H]".
Q)
Paraformaldehyde (29 mg, 0.05 mmol) was suspended in anhydrous DMF (2 mL)
under argon and morpholine (0.08 mL., 0.95 mmol) added. The mixture was stirred at
RT for 10 min then Intermediate 6 (200 mg, 0.63 mmol) added. The mixture was
stirred at RT overnight, heated to 90 °C for 2 h then cooled to RT. The mixture was

diluted with H,O and a precipitate formed. EtOAc was added but the precipitate
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remained insoluble. The suspension was filtered through a PTTE filter and the solid
rinsed with H,O and EtOAc. The biphasic filtrate was extracted into EtOAc (4 x 20
ml.). The combined organic layers were washed with H,O (3 x 50 mL), dried
(NapSQy4) and concentrated in vacuo. The material was purified by chromatography,
on silica eluting with 0-10% MeOH in DCM to give Intermediate 12 (28 mg, 11%).

1-(5-Bromo-6-fluoro-benzothiazol-2-v1)-3-ethyl-urea (Intermediate 13)

. ) O>\_ a "H-NMR (400 MHz, DMSO-de): § 1.08 (t, J= 6.80 Hz, 3H),
jiI \>_H H 3.17 (m, 2H0), 6.69(br s, 1H), 7.92 (d, J= 6.40 Hz, 1H), 8.0 (d,
- s J=8.40 Hz, 1H) and 10.86 (br s, 1H).
1-Benzoyl-3-(5-bromo-2,4-difluoro-phenyl)-thiourea (i): To a solution of 5-bromo-
2,4-difluoro-aniline (1.0 g, 4.81 mmol) in acetone (25.0 mL) was added drop wise
benzoyl isothiocyanate (0.71 mL, 5.29 mmol) and the mixture stirred at RT for 30
min. The solvent was evaporated and the residue washed with hexane and Et,O to get
i (1.70 g). "H-NMR (400 MHz, CDCL): & 7.02-7.06 (m, 1H), 7.56 (t, J=8.0 Hz, 2H),
7.68 (t, J=7.60 Hz, 1H), 7.91 (d, J= 7.60 Hz, 2H), 8.67 (t, J=7.60 Hz, 1H), 9.15 (br s,
1H) and 12.65 (br s, 1H).
(5-Bromo-2,4-difluoro-phenyl)-thiourea (ii): To a solution of i (1.70g, 4.60 mmol) in
THF (35.0 mL) was added a solution of NaOH (0.97 g, 24.25 mmol) in H,O (13.0
ml). The mixture was stirred at 70°C for 15 h. The THF was evaporated, H,O added
and the mixture extracted with EtOAc (3 x 50 mL). The combined organics were
washed with brine and concentrated to obtain ii (1.0 g, 83%). MS 267.03 (M+H)".
5-Bromo-6-fluoro-benzothiazol-2-ylamine (iii): To a solution of ii (0.75 g, 2.80
mmol) in NMP (5.0 mL) was added NaH (0.17 g, 4.21 mmol, 60% dispersion in oil)
portion wise. The mixture was heated at 130°C for 2 h. and then poured onto crushed
ice and extracted with EtOAc (3 x 50 mL). The combined organics were evaporated.
Purification by chromatography on silica eluting with 12% EtOAc-Hexane gave iii
(0.36 g, 52%). "H-NMR (400 MHz, DMSO-dg): 8§ 7.57 (d, J=6.40 Hz, 1H), 7.66 (br s,
2H) and 7.79 (d, 8.80 Hz, 1H).
1-(5-Bromo-6-fluoro-benzothiazol-2-yl)-3-ethyl-urea (Intermediate 13) : To a
solution of iii (0.36 g, 1.45 mmol) in 1,4-dioxane (25.0 ml.) was added ethyl
isocyanate (0.69 mL, 8.74 mmol) and the mixture heated at 80°C for 15 h. The
solvent was evaporated and the residue stirred with H,O at 60°C for 5 h. The solution

was filtered and washed with Et,O to obtain Intermediate 13 (0.30 g, 69%).
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Example(s) of Precursor(s)
2-(5-Bromopyrimidin-2- 'H NMR (CDCL, 400 MHz): § 8.8 (s, 2I0),
N.
yl)propan-2-ol HO ~ | 4.3 (s, 1H), 1.6 (s 6H). MS: 218.78
(Precursor 1) "N | IMHHTT

10

15

Ethyl 5-bromopyrimidine-2-carboxylate (500 mg) was placed in Et;O (10 mL) and the
mixture cooled to 0°C. Methyl magnesium bromide (3M in Et,O) (1.32 mL) was

added dropwise, the reaction allowed to warm to RT and stirred for 30 min. The
reaction was quenched by the addition of Na,COj3 solution (sat. aq. 2 mL), diluted

with H,O (50 mL) and extracted with EtOAc (2 x 50 mL). The combined organics
were dried (MgS0O,) and concentrated in vacuo. Purification by chromatography on
silica, eluting with a gradient of 0-100% FtOAc in hexane gave Precursor 1 (256

mg).

The following precursor(s) were similarly prepared.

N, Br
2

N
2-(2-bromo-4-pyridyl)propan-2-ol (Precursor 2)

HO

MS: 216 & 218 [M+H]".

5-Bromo-2-(1-methylimidazol-2-yDpyridine N =

(Precursor 3) X Br

MS: 270 [M+H]".

A flask containing 5-bromo-2-iodo-pyridine (500 mg) in THF (2.5 mL) was cooled to
-5°C. Isopropyl magnesium chloride (2M in THF) (0.92 mL) was added slowly and
the reaction stirred for 50 min. 1-Methylimidazole-2-carbaldehyde (288 mg) was
added and the mixture stirred for 3 h. The mixture was cooled to 0°C and 2M HCI
added until the pH ~7, then H,O (2 mL) and toluene (10 mL) were added and the
organic layer collected and concentrated. This was partitioned between EtOAc and
H,O and the organic layer dried (MgSQO,) and concentrated. The residue was
crystallised from EtOAc to give Precursor 3 (150 mg).

N,
1-(5-Bromopyrimidin-2-yl)ethanol (Precursor 4) Ho)wl/\j\
=
Br
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‘ ‘ MS: 204.8 [M+H]".

5-Bromo-2-iodo-pyrimidine (1 g) was dissolved in THF (15 mL) and
chloro(methyl)magnesium (3M in Et,0, 2.34 ml) was added at -78°C, then the
mixture was stirred at -78°C for 30 min. Acetaldehyde ( 0.60 mL) was added
dropwise to the resulting solution and the reaction was allowed to stir whilst warming

5 to 0°C over 30 min. MeOH was added and the mixture concentrated in vacuo. The
resultant solid was dissolved in DCM / IPA (5:1; 80 mL) and washed with brine (50
mL). Purification by chromatography on silica, eluting with 0-20% EtOAc in heptane
gave Precursor 4 (244 mg).

The following precursor(s) were similarly prepared.

OH
N,
1-(5-bromopyrimidin-2-yD-2-[tert- [
. . ~o-° AN~
butyl(dimethyl)silylJoxy-ethanol Pt Br
(Precursor 5) 4\

(5-bromopyrimidin-2-yl)-cyclopropyl-methanol o AN
(Precursor 6) N| =

Br

MS: 228.8 [M+H]".

1-(5-bromopyrimidin-2-yDpropan-1-ol

(Precursor 7) HOT S

Br

MS: 216.9 [M+H]".

1-(5-bromopyrimidin-2-yl) -2,2-dimethyl-
propan-1-ol HO NS
|

(Precursor 8) AN~

Br

MS: 244.9 [M+H]".

N
1-(5-bromopyrimidin-2-yl)butan-1-o0l ))\( X
N = B

(Precursor 9)

MS: 230.9 [M+H]".
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2-Chloro-4- holi thylpyridi
oro-4-morpnolmomeinyipyridine o /\ AN
(Precursor 10) K/N | pZ

To a solution of 2-chloro-4-(chloromethyl)pyridine (10 g) in THF (200 mL) was
added morpholine (5.94 mL) and K,CO; (18.8 g). The mixture was stirred at RT for 3
days. The reaction was filtered, the solids washed with EtOAc, and the filtrate
concentrated. This material was purified on a plug of silica (0-50% EtOAc/DCM) to
give Precursor 10 (6.87 g).

¢l 'H NMR (400 MHz, DMSO-dy):
Z" 8791 (d, J= 5.60 Hz, 1H),
Ethyl 1-(2-chloro-4-pyridyl)- S 6.81-6.83 (m, 2H), 4.10 (q, J=
4-methyl-piperidine-4- 6.80 Hz, 2H), 3.64-3.70 (m,
carboxylate (Precursor 11) o 2H), 3.01-3.08 (m, 2H), 1.97-
2.01 (m, 2H), 1.39-1.46 (m, 2H)
K and 1.16-1.23 (m, 6H).

To a solution of 4-bromo-2-chloro-pyridine (2.0 g, 10.39 mmol) in EtOH (25 mL)
was added DIPEA (5.50 mL, 31.17 mmol) followed by ethyl 4-methylpiperidine-4-
carboxylate hydrochloride (2.60 g, 12.50 mmol). The resulting reaction mixture was
heated up to 85°C for 16h. The solvent was evaporated and the residue purified over
silica eluting with 20% EtOAc-hexanes to give Precursor 11 (1.80 g, 75%).

The following precursor(s) were similarly prepared.

Br MS: 327.0 [M+H]*. 'H NMR (400
ethyl 1-(6-bromo-2- N | MHz, CDCl5): 8 7.22 (s, 1H), 6.70
A (d, J=7.60 Hz, 1H), 6.51 (d, J=8.40

pyridyl)-4-methyl- N
Hz, 1H), 4.16 (q, J= 6.80 Hz, 2H),

3.88-3.94 (m, 2H), 3.07-3.14 (m,
(0]
(Precursor 12) k 2H), 2.15-2.18 (m, 2H), 1.43-1.50
(m, 2H) and 1.22-1.28 (m, 6H).

piperidine-4-carboxylate

O | MS283.11 [M+H]". THNMR (400

- | MHz, DMSO-dg): 8 8.14 (d, J=2.40

ethyl 1-(6-chloro-3- \ Hz, 1H), 7.63 (dd, J= 2.40 and 9.20
pyridyl)-4-methyl- . Hz, 1H), 6.81 (d, J= 9.20 Hz, 110),
piperidine-4-carboxylate P 4.10 (g, J=7.20 Hz, 2H), 3.84-3.89

K (m, 2H), 3.05-3.12 (m, 210), 1.96-2.0

(Precursor 13)
(m, 2H), 1.36-1.43 (m, 2H) and

1.16-1.20 (m, 6H).
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ol MS 284.19 [M+H]*. TH NMR (400
ethyl 1-(4- s MHz, CDCly): 8 8.0 (d, J= 6.40 Hz,
chloropyrimidin-2-y1)-4- X, | y o 1H), 6.37 (d, J= 6.40 Hz, 1H), 4.20
methyl-piperidine-4- (q, J= 6.80 Hz, 2H), 4.11 (m, 2H),
carboxylate "N 3.13-3.20 (m, 2H), 2.19-2.22 (m,
(Precursor 14) 2H), 1.40-1.48 (m, 2H) and 1.24-

1.29 (m, 6H).

a MS 284.05 [M+H]*. "H NMR (400

ethyl 1-(2- 2 Mz, DMSO-dg): 8 8.05 (d, J= 6.0

chloropyrimidin-4-yl)-4-
methyl-piperidine-4-
carboxylate

(Precursor 15)

Hz, 1H), 6.85 (d, J=5.60 Hz, 1),
4.13 (q, J=7.20 Hz, 2H), 3.99 (m,
2H), 3.15-3.21 (m, 2H), 1.98-2.02
(m, 2H), 1.38-1.45 (m, 2H) and
1.17-1.22 (m, 61H).

(Precursor 18)

ethyl 1-(6- A MS 284.09 [M+H]*. "H NMR (400
chloropyrimidin-4-yl)-4- - J MHz, DMSO-dg):  8.30 (s, 111),
S NN 6.96 (s, 1), 4.13 (m, 2H), 4.05 (m,
methyl-piperidine-4-
2H), 3.15-3.22 (m, 21H), 1.97-2.01
carboxylate N (m, 2H), 1.37-1.47 (m, 2H) and
(Precursor 16) < 1.15-1.21 (m, 6H).
o | MS [M+H]". "H NMR (400 Mz,
Xy | DMSO-dy): §7.92 (d, J=5.60 Hz,
ethyl 1-(2-chloro-4- 2| 11), 6.82-6.84 (m, 2H), 4.07 (g, J=
pyridyl)piperidine-4- O 7.20 Hz, 21), 3.85-3.89 (m, 2H),
carboxy]ate g 2.96-3.02 (m, 2H), 2.60-2.66 (m,
(Precursor 17) 1H), 1.84-1.87 (m, 21), 1.48-1.57
(m, 2H) and 1.17 (t, J=7.20 Hz,
310).
2-chloro-N-(2- ) %C' MS 243.11 [M+H]*. "H NMR (400
morpholinoethyl)pyrimidi <_\<N I\ MHz, DMSO-de): § 7.87(m, 2H),
n-d-amine N/ ) 6.48 (d, J= 5.60 Hz, 1H), 3.57 (m,

4H), 3.39 (m, 2H), 2.45 (m, 6H),

2-chloro-N-(2-
methoxyethyl)pyrimidin-
4-amine

(Precursor 19)

MS 188.01 [M+H]*. "H NMR
(CDCl,, 400 MHz): 67.99 (d, J=
5.60 Hz, 1H), 6.26 (d, J=5.60 Hz,
1H), 5.47 (br s, 1H), 3.55 (br s, 4H)
and 3.37 (s, 3H).




WO 2013/138860

33

PCT/AU2013/000286

1-(2-chloropyrimidin-4-
ylazetidin-3-ol

(Precursor 20)

MS 185.98 [M+H]". "H NMR (400
Mz, DMSO-dg): § 8.04 (d, J= 6.0
Hz, 110), 6.37 (d, J= 6.0 Hz, 11I),
5.86 (m, 1), 4.60 (m, 1), 4.27 (m,
2H) and 3.79 (m, 21).

2-chloro-4-(3-
methoxyazetidin-1-
yl)pyrimidine

(Precursor 21)

MS 200.04 [M+H]*. "H NMR
(CDCl,, 400 MHz): 6 8.00 (d, J=
4.80 Hz, 1H), 6.08 (d, J= 6.0 Hz,
1H), 4.28-4.36 (m, 3H), 4.0 (m, 2H)
and 3.33 (s, 3H).

1-(2-chloropyrimidin-4-
y1)-3-methyl-azetidin-3-ol

(Precursor 22)

MS 200.06 [M+H]". "H NMR
(CDCL, 400 MHz): §7.96 (d, J=
5.20 Hz, 1H), 6.05 (d, J= 5.60 Hz,
110), 4.04 (br s, 410) and 1.61 (s,
3H).

4-(2-chloropyrimidin-4-
yl)morpholine

(Precursor 23)

MS 200.06 [M+H]*. "H NMR
(CDCL, 400 MHz): §8.08 (d, J=
6.0 Hz, 11I), 6.39 (d, J= 6.0 Hz,
110), 3.78 (m, 4T0) and 3.64 (m, 4T0).

2-chloro-4-(4-
ethylpiperazin-1-

"H NMR (CDCL, 400 MHz): § 8.02
(d, J= 6.0 Hz, 11), 6.38 (d, J=5.60
Hz, 1H), 3.67 (m, 4H), 2.52 (m,

yDpyrimidine _/ 4H), 2.48 (g, J= 7.20 Hz, 2H) and

(Precursor 24) 1.12 (t, J="7.20 Hz, 3HD).

> -chloro-4-[4-(2- 'H NMR (CDCl;, 400 MHz): & 8.03

methoxyethyl)piperazin- 1 j\ (d, J= 6.40 Hz, 1H), 6.38 (d, J= 6.0
o N y Hz, 1), 3.7 (m, 4H), 3.60 (t, J=

yllpyrimidine MN/ \./ 5.20 Hz, 2H), 3.29 (s, 3H), 2.64 (t,

(Precursor 25) p—

J=5.20 Hz, 2H) and 2.60 (m, 41D).

4-(2-chloro-5-fluoro-
pyrimidin-4-
ylmorpholine

(Precursor 26)

MS 218.0 [M+H]*. "H NMR
(CDCLs, 400 MHz): § 7.95 (d, J= 6.0
Hz, 1H) and 3.74-3.81 (m, SH).

ethyl 4-[(2-chloro-4-
pyridyl)amino]-1-methyl-
cyclohexanecarboxylate

(Precursor 27)

MS 297.07 [M+H]". "H NMR (400
Mz, DMSO-dg): §7.76 (d, J=5.60
He, 1H), 6.75 (d, J= 8.0 Hz, 110),
6.45 (m, 21), 4.11 (q, J=7.20 Hz,
2H), 2.50 (m, 1H), 2.06-2.08 (m,
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2H), 1.78-1.81 (m, 2H), 1.29-1.36
(m, 4H), 1.21 (t, J=7.20 Hz, 3H)
and 1.19 (s, 3H).

1-[(2-bromo-4-
pyridylymethyl]-3-methyl-
pyrrolidin-3-ol

(Precursor 28)

Br

HO!

MS 271.97 [M+H]*. "TH NMR (400
MHz, DMSO-dg): 8 8.29-8.31 (d, J=
4.80 Hz, 1H), 7.57 (s, 1H), 7.37-
7.38 (d, J=4.40 Hz, 1H), 4.58 (s,
1H), 3.64 (s, 2H), 2.64-2.68 (m,
2H),2.42-2.44 (m, 2H), 1.72-1.75
(m, 2H) and 1.23 (s, 3H).

1-[(2-bromo-4-
pyridylymethyl]-3-methyl-
azetidin-3-ol

(Precursor 29)

Br

'H NMR (400 MHz, DMSO-dg): 8
8.29 (d, J=5.20 Hz, 1), 7.50 (s,
110), 7.32 (d, J= 4.8 Hz, 1H), 5.21
(s, 1H), 3.61 (s, 21), 3.33 (s, 210),
2.90 (d, J= 6.40 Hz, 2H) and 1.36 (s,
3H).

1-[(2-bromo-4-
pyridyDmethyl]azetidin-3-
ol

(Precursor 30)

Br

MS 243.07 [M+H]". 'H NMR (400
Mz, DMSO-de): §8.28 (d, J= 4.80
Hz, 1H), 7.50 (s, 1), 7.31 (d, J=
5.20 Hz, 1H), 5.35 (d, 1), 4.17-
4.25 (m, 1H), 3.59 (s, 2H), 3.48-
3.54 (m, 2H) and 2.77-2.81 (t, J=
6.80 Hz, 210).

2-bromo-4-[(3,3-
difluoropyrrolidin-1-
yl)methyl]pyridine

(Precursor 31)

Br

F SN
O

MS 277.07 [M+H]". "H NMR (400
Mz, DMSO-dg): §8.34 (d, J= 5.20
Hg, 1H), 7.57 (s, 1), 7.39 (d, J=
5.20 Hz, 1H), 3.67 (s, 2H), 2.90 (m,
2H), 2.72 (m, 2H) and 2.27 (m, 211).

(3R)-1-[(2-bromo-4-
pyridyl)methyl]pyrrolidin-
3-0l

(Precursor 32)

MS 257.05 [M+H]". "H NMR (400
Mz, DMSO-dg): 8.30 (d, J=5.20
He, 1), 7.56 (s, 1), 7.37 (d, I=
4.80 Hz, 1H), 5.75 (s, 1H), 4.72 (d,
J=4.40 He, 1H), 3.55-3.65 (m, 2I),
2.61-2.68 (m, 2H), and 2.38-2.50
(m, 1H), 2.31-2.38 (m, 1H), 1.95-
2.04 (m, 1H) and 1.52-1.59 (m, 1H).

4-[(6-chloro-3-
pyridyl)methyl]

morpholine

MS 213.04 [M+H]".
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(Precursor 33)
N-[(2-bromo-4- Br
pyridyDmethyl]cyclopropa Z N

namine

(Precursor 34)

MS 227.05 [M+H]*.

4-[(2-bromo-4-

morpholine

(Precursor 35)

pyridylymethyl]-3-methyl-

MS 271.10 [M+H]".

octadeuterio-morpholine

(Precursor 37)

(2R,68)-4-[(2-bromo-4- | :“ |

pyridyl)methyl]-2,6- +
dimethyl-morpholine N/\.r MS 285.07 [M+H]*".
(Precursor 36) Kr

4-[(2-bromo-4- Br N

pyridyymethyl]- X | 0

22,3,3,5,5.6,6- NKKE MS 265.17 [M+H]".

4-[(2-bromo-4-

azaspiro[3.3]heptane

(Precursor 40)

NN
pyridymethyl]-2,5- - MS 285.12 [M+H]*.
dimethyl-morpholine N
(Precursor 38) /[ j/
O
methyl (2S)-1-[(2-chloro- o .
4-pyridylymethyl] ~ ] /
x> 0\\‘/0 MS 255.06 [M+H]".
pyrrolidine-2-carboxylate
(Precursor 39) D
2-[(2-bromo-4-
pyridylymethyl]-6-oxa-2-
MS 269.07 [M+H]".
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2-bromo-4- Br N
=
(methylsulfanylmethyl) S .
MS 220.0 [M+H]".
ridine
py o
(Precursor 41)
7-[(2-bromo-4- A |
X

10

15

20

pyridyl)methyl]-2-oxa-7-

azaspiro[3.5]nonane IOC\
(Precursor 42) o

MS 297.16 [M+H]".

Ethyl 4-amino-1-methylcyclohexanecarboxylate N

(Precursor 43) NH,

MS 186.20 [M+H]".

Ethyl 4-aminocyclohexanecarboxylate (i): To an ice-cold solution of 4-
aminocyclohexanecarboxylic acid (5.0 g, 34.92 mmol) in EtOH (20 mL) was added
thionyl chloride (7.60 mL, 104.76 mmol).The mixture was heated at 80°C for 3 h. The
solvent was evaporated in vacuo to obtain i (7.23 g). 'H NMR (400 MHz, DMSO-dg):
d4.19 (q, J=7.20 Hz, 2H), 3.71 (m, 1H), 2.71 (m, 1H), 2.06 (m, 2H), 1.90 (m, 2H),
1.69 (m, 2H), 1.55 (m, 2H), and 1.25 (t, /=7.20 Hz, 3H).

Ethyl 4-(1, 3-dioxoisoindolin-2-yl) cyclohexanecarboxylate) (ii): A solution of i (0.50
g, 2.92 mmol) in toluene (10 mL) was added Et;N (1.02 mL, 7.30 mmol) and phthalic
anhydride (0.56 g, 3.80 mmol). The mixture was refluxed for 8 h using a dean-stark
apparatus for removal of H,O. The solvent was evaporated in vacuo, H,O (50 mL)
added and the mixture stirred for 30 min at RT. The solid material thus obtained was
collected by filtration and dried to obtain ii (0.30 g, 34%). "H NMR (400 MHz,
DMSO-de): 67.84 (s, 4H), 4.19 (q, J=7.20 Hz, 2H), 3.71 (m, 1H), 2.71 (m, 1H), 2.06
(m, 2H), 1.90 (m, 2H), 1.69 (m, 2H), 1.60 (m, 2H), and 1.23 (t, /= 7.20 Hz, 3H).
Ethyl 4-(1,3-dioxoisoindolin-2-yl)-1-methylcyclohexanecarboxylate (iii): A solution
of i (0.30 g, 1.0 mmol) in THF (10 mL) was cooled to -78°C followed by dropwise
addition of LDA (1.60 M in THF, 1.88 mL, 3.0 mmol) at -78°C. The mixture was
stirred at -78°C for 30 min followed by addition of methyl iodide (0.311 mL, 5.0
mmol) at -78°C. The temperature of the reaction mass was slowly raised up to RT and

left to stir overnight. The reaction was cooled to 0°C and quenched by dropwise
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addition of saturated NH,4Cl1 solution (30 mL). The reaction was extracted with EtOAc
(3 x 50 mL). The combined organics were washed with brine, dried (Na,SO,), filtered
and concentrated in vacuo to obtain iii (0.30 g, 97%). MS 316.12 [M+H]".

Ethyl 4-amino-1-methylcyclohexanecarboxylate (Precursor 43): To an ice-cold
solution of iii (0.30 g, 0.95 mmol) in EtOH (20 ml) was added hydrazine hydrate
(0.115 mL, 2.38 mmol) and the resulting reaction mixture was heated at 80°C for 3 h.
The solvent was evaporated in vacuo, H,O (20 mL) added and extracted with EtOAc
(3 x 50 mL). The organics were washed with brine, dried (Na,SQy), filtered and

concentrated in vacuo to give Precursor 43 (0.18 g).

(S)-2-bromo-4-((3- Br 'H NMR (DMSO-dg, 400 MHz): §8.29 (d,
fluoropyrrolidin-1- Xy | /=48 Hz, 1H),7.50 (s, 1H), 7.24-7.26 (d, J=
o F—ON | | 48, 1H),5.12-5.25 (m, 1H), 3.65 (s, 2H) and
yl)methyl)pyridine ) )
2.70-2.91 (m, 3H), 2.45-2.51 (m, 1H), and
(Precursor 44) 2.03-2.25 (m, 2H).MS 259.05 [M+H]*

(2-Bromopyridin-4-yl)methanol (i): To a solution of 2-bromopyridine-4-carbaldehyde
(20 g, 107.52 mmol) in MeOH (150 mL) was added portion wise sodium borohydride
(12.0 g, 322.56 mmol) at 0°C under inert atmosphere. The mixture was stirred at RT
for 1 h. Saturated NH4Cl solution was added followed by extraction with EtOAc (3 x
200 mL). The combined organic layers were dried (Na,SO4) and evaporated in vacuo
to obtain i (18.0 g, 90%). "H NMR (DMSO-dg, 400 MHz): § 8.30 (d, J=4.8 Hz, 1H),
7.54 (s, 1H), 7.35 (d, /=4.8 Hz, 1H), 5.55 (t, J= 6.0 Hz, 1H) and 4.53- 4.54 (d, J=5.6
Hz, 2H).
2-Bromo-4-(bromomethyl)pyridine) (ii): To the solution of i (18 g, 95.74 mmol) in
toluene (180 mL) was added dropwise phosphorous tribromide (13.4 mL., 143.62
mmol) at 0°C under inert atmosphere. The mixture was heated at 100°C for 30 min.
The reaction was cooled at 0°C and NaHCO; solution added followed by extraction
with EtOAc (2 x 500 mL). The combined organic layer were dried (Na,SO,) and
evaporated in vacuo. The residue was purified over silica eluting with 15% EtOAc:
Hexane to obtain ii (12.0 g, 50%). "H NMR (CDC(ls,400 MHz): 6 8.35 (d, J=4.8 Hz,
1H), 7.51 (s,1H), 7.26 (d, J=6.0 Hz, 1H) and 4.34 (s, 2H). MS 251.80 [M+H]".
(S)-2-Bromo-4-((3-fluoropyrrolidin-1-yl)methyl)pyridine (Precursor 44): To an ice-
cold solution of ii (3.0 g, 11.95 mmol) in DMSO (10 mL) was added KOH (1.0 g,
17.92 mmol) followed by the addition of (S)-3-fluoropyrrolidine hydrochloride (2.2 g,

17.92 mmol) under inert atmosphere. The mixture was stirred at 0°C to RT for 20

PCT/AU2013/000286
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min. The mixture was diluted with ice cold H,O followed by extraction with EtOAc

(3 x 150 mL). The combined organic layers were washed with brine, dried (Na,SOy)

and evaporated in vacuo to give Precursor 44 (3.0 g, 96%).

The following precursor(s) were similarly prepared.

2-bromo-4-[(3-

methoxyazetidin-1-

Br

MS 257.19 [M+HT*. "H NMR (DMSO-d,,
400 MHz): § 8.29 (d, J= 4.8 Hz, 1H), 7.50
(s, 1H), 7.32 (d, J= 4.8 Hz, 1H), 3.95-4.01

yhmethyl]pyridine - O\E\ | o (m, 1H), 3.61 (s, 2H), 3.49-3.52 (m, 2H),
(Precursor 45) " 2| 3,14 (s, 31, and 2.86.2.90 (1m, 2H).
2-bromo-4-[(3,3- MS 291.02 [M+H]*. "H NMR (DMSO-ds,
difluoro-1- Br 400 MHz): § 8.34 (d, J= 4.80 Hz, 1H), 7.56
piperidyl)methyl] NN | (s, 1H), 7.38 (d, J= 4.80 Hz, 1H), 3.62 (s,
pyridine Fj@ | | 2H),2.65 (m, 2H), 2.40 (m, 2H), 1.84-1.90
(Precursor 46) F (m, 2H) and 1.63-1.67 (m, 2H).
4-[(2-bromo-4- MS 257.49 [M+H]". "H NMR (DMSO-ds,
oyridyDmethyl] . 400 MHz): §8.26 (d, J= 5.2 Hz, 1H), 748
(s, 1H), 7.22 (d, J= 4.80 Hz, 1H), 3.69-3.71
morpholine @ b (t, J= 4.80 Hz, 4H), 3.45 (s, 2H) and 2.41-
(Precursor 47) " = 243 (t, J=4.40 Hz, 4H).
2-bromo-4- i 'H NMR (DMSO-dg, 400 MHz): 8 8.30 (d,
(pyrrolidin-1- XN J=480Hz, 1H), 7.55 (s, 1H), 7.37 (d, J=
ylmethyl)pyridine C\ | _ 480 Hz, 1H), 3.61 (s, 2H), 2.44 (m, 4H)

(Precursor 48)

and 1.70 (m, 4H).

2-bromo-4-[(3,3-
difluoroazetidin-1-
yl)methyl]pyridine

(Precursor 49)

X
/
N

Br

"HNMR (CDCL, 400 MHz): § 8.32 (d, J=
4.80 Hz, 1H), 7.47 (s, 1H), 7.25 (d, J=4.80
Hz, 1H), 3.52 (s, 2H) and 3.66 (m, 4H).

To an ice-cold solution of 2-bromoisonicotinaldehyde (0.40 g, 2.15 mmol) in THF (5
ml.) was added 3,3-difluoroazetidine hydrochloride (0.41 g, 3.12 mmol) and N-

methyl morpholine (catalytic). The reaction was stirred at 0°C for 15 min followed by

the portion wise addition of sodium cyano borohydride (0.41 g, 6.45 mmol). The

mixture was stirred at RT for 16 h. H,O (50 mL) was added followed by extraction

with EtOAc (3 x 100 mL). The combined organics were washed with brine, dried
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(NapSQy), filtered and concentrated in vacuo. Purification by chromatography on

silica (30% EtOAc-Hexane) gave Precursor 49 (0.18 g, 32%).

H-NMR (400 MHz, DMSO-
4-((6-bromopyrazin-2- de): 58.76 (s, 1), 8.70 (s, 11D),

N
. AN h o
yl)methyl)morpholine /[ J\/N\) 3.64 (s, 2H), 3.58 (br s, 4H) and
Br N

(Precursor 50) 2.43 (br s, 4H). MS 258.0
[M+H]*.

2-bromo-6-(bromomethyl)pyrazine (i): To a solution of 2-bromo-6-methyl-pyrazine
(3.0 g, 17.31 mmol) in CCly (25 mL) was added NBS (4.60 g, 26.01 mmol) and AIBN
(0.248 g, 1.734 mmol) at RT. The mixture was stirred at 55°C for 48 h. H,O was
added followed by extraction with EtOAc (3 x 100 mL). The combined organics were
washed with brine, dried (Na,S0O4) and concentrated in vacuo. The residue was
purified over silica eluting with 5%EtOAc: Hexane to obtain i (1.40 g, 32%). 'H
NMR (CDCl3, 400 MHz):  8.64 (s, 1H), 8.62 (s, 1H) and 4.50 (s, 2H).
4-((6-bromopyrazin-2-yl)methyljmorpholine (Precursor 50): To an ice-cold solution
of i (1.29 g, 4.81 mmol) in ACN (30 mlL.) was added morpholine (0.46 g, 5.28 mmol)
and the mixture stirred at 0°C for 45 min. H,O was added and the mixture extracted
with EtOAc (3 x 50 mL). The combined organics were washed with brine, dried
(Na»SQy), and concentrated in vacuo. The residue was purified over silica eluting with
90%FEtOAc:Hexane to obtain Precursor 50 (0.6 g, 50%).

The following precursor(s) were similarly prepared.

Cl

4-[(2-chloropyrimidin-

N| SN MS 214.10 [M+H]*. "H NMR (CDCl;, 400 MHz):
5-yDmethyl] P

. §8.61 (s, 2H), 3.72 (br s, 4H), 3.52 (s, 2H) and
morpholine N/\ 248 (br s, 4H). MS [M+H]".
(Precursor 51) K/O
'H-NMR (400 MHz, DMSO-dg): 84.71 (s, 1H),

3-Methylpyrrolidin-3- | 4 3.33-3.46 (m, 2H), 1.72-1.74 (m, 2H) and 1.41 (s,
ol hydrochloride 2H), 1.38 (s, 9H) and 1.28 (s, 3H). MS 202.28
(Precursor 52) NH [M+H]".

tert-Butyl 3-hydroxy-3-methylpyrrolidine-1-carboxylate (i): To an ice-cold solution of
tert-butyl 3-oxopyrrolidine-1-carboxylate (1.0 g, 5.40 mmol) in Et,O (20 mL) was
added methylmagnesium bromide (3.50 mL, 10.80 mmoL.) drop wise under an inert

atmosphere. The mixture was stirred at RT for 1 h, then quenched with NH4CI
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solution followed by extraction with EtOAc (3 x 100 mL). The combined organic

layers were washed with brine, dried (Na,S0Oy,), filtered and concentrated in vacuo.

Trituration with n-pentane gave i (1.0 g, 92%).3-Methylpyrrolidin-3-ol hydrochloride
(Precursor 52): To a solution of 4M HCl in 1,4-dioxane (10 mL) at 0°C was added i

(0.850 g, 4.22 mmol ) and the mixture stirred for 2 h at RT. The solvent was removed

in vacuo and trituration with Et;O gave Precursor 52 (0.490 g). MS 102.15 [M+H]".

The following precursor(s) were similarly prepared.

3-methylazetidin-3-o0l
hydrochloride

(Precursor 53)

Ir=z

"HNMR (400 MHz, DMSO-d): &
3.81-3.83 (m, 2H), 3.69-3.72 (m, 3H),
2.83 (brs, 1H) and 1.42 (s, 3H).

2-bromo-4-((3-methoxy-
3-methylazetidin-1-
yl)methyl)pyridine

(Precursor 54)

MS 271.05 [M+H]".

To an ice-cold solution of Precursor 29 (0.75 g, 2.92 mmol) in DMF (15 mL) was

added NaH (60% dispersion in mineral oil, 0.175 g, 4.38 mmol) portion wise. The

mixture was stirred at 0°C for 10 min followed by drop wise addition of methyl iodide

(0.27 mL, 4.38 mmol). The reaction mixture was left to stir at 0°C for 30 min. H,O
(10 mL) was added, followed by extraction with EtOAc (3 x 50 mL). The combined

organics were washed with H,O, brine, dried (Na,SO4) and concentrated in vacuo.

The residue was purified over silica eluting with 40% EtOAc:Hexane to obtain

Precursor 54 (0.24 g, 30%).

The following precursor(s) were similarly prepared.

2-bromo-4-[[(3R)-3-methoxypyrrolidin-1-

yllmethyl]pyridine (Precursor 55)

MS 271.0 [M+H]".

2-bromo-4-(diethoxyphosphorylmethyl)pyridine

(Precursor 56)

O\
o\ | o

<O 4
Br

MS 309.98 [M+H]".




WO 2013/138860

10

91

2-bromo-4-(bromomethyl)pyridine (2.3912 mmol; 600 mg and triethylphosphite (2.6
mmol; 440 mg) were suspended in ACN (5 mL) in a sealed microwave tube and
heated at 100°C in a microwave for 1h. The mixture was concentrated in vacuo to

give Precursor 56 (700 mg, 95%).

"H-NMR (400 MHz, DMSO-
de): $8.18 (d, I= 6.0 Hz, 1H),

4-(2-((2-chloropyridin-4- el 7.12(d, J= 2.0 Hz, 1H), 6.99-
7.01 (m, 1H), 4.19-4.22 (¢, J=

1 thyl holi N7 ©
yDoxy)ethyl)morpholine ©\ /\/’Q 5.60 Hz, 2H), 3.55-3.57 (t, J=
(Precursor 57) ° 4.80 Hz, 4H), 2.61 (t, I= 6.40

Hz, 2H) and 2.45-2.50 (m, 4H).
MS 243.09 [M+H]".

To an ice-cold solution of 2-chloropyridin-4-ol (1.0 g, 7.72 mmol) and 4-(2-
chloroethyl)morpholine hydrochloride (1.16 g, 7.72 mmol) in DMF (10 mL) was
added K,CO; (3.20 g, 23.16 mmol). The mixture was stirred at RT for 16 h. H,O (20
ml.) was added followed by extraction with EtOAc (3 x 100 mL). The combined
organic layer were washed with brine, dried (Na,SO,4) and evaporated in vacuo. The
residue was purified on silica eluting with 5%MeOH: DCM to obtain Precursor 57
(0.60 g, 33%).

The following precursor(s) were similarly prepared.

1H-NMR (400 MHz, DMSO-de): & 8.18

4-[3-[(2-chloro-4- (d, J= 6.0 Hz, 1H), 7.10 (d, J= 2.0 Hz,

pyridyloxy|propylmor MO 1H), 6.98-7.10 (dd, J=2.0 Hz and 5.60
. « | Hz respectively, 1H), 4.13 (t, J= 6.40

pholine @ Hz, 2H), 3.55-3.57 (t, J= 4.80 Hz, 4H),

(Precursor 58) e Ve 2.34-2.40 (m, 6H) and 1.83-1.90 (m,

2H).
2-chloro-4- cl
(tetrahydrofuran-2- VN

| MS 214.08 [M+H]*.

ylmethoxy)pyridine Z o/\EO>

(Precursor 59)

2-chloro-4-(2- cl 1H NMR (CDCl;, 400 MHz): 6 8.18 (d,
J=5.60 Hz,1H), 6.88 (s, 1H), 6.79 (d,
J=5.60 Hz, 1H), 4.17 (m, 2H), 3.76 (m,
2H) and 3.43 (s, 3H).

methoxyethoxy)pyridine N| ~

(Precursor 60) TN

4-[2-[(6-chloro-3- MS 243.11 [M+H]*.

PCT/AU2013/000286
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pyridyl) oxylethyl] cl | Ny (\O
morpholine Z O/\/N\)
(Precursor 61)
1 .

2-((2-chloropyrimidin-4- ol H-NMR (400 MHz, DMSO-dg): §7.96
JDaminojethanol: N| Xy (brs, 1H), 7.87 (d, J= 5.60 Hz, 1),

k)\ ~_OH | 648 (d J=5.60Hz, 1H), 4.81 (m, 1H)
(Precursor 62) l and 3.52 (m, 4H). MS 174.01 [M+H]".

10

15

20

A solution of 2-chloro-N-(2-methoxyethyl)pyrimidin-4-amine (1.0 g, 5.34 mmol) in
DCM (10 mL) was cooled to -10°C followed by drop wise addition of BBr; (0.70 mL,
8.02 mmol). The mixture was stirred at RT for 3 h. NaHCOj; solution (5 mL) was
added followed by extraction with DCM (2 x 50 mL). The combined organics were
washed with H,O, brine, dried (Na,S0,4) and evaporated in vacuo. The residue was
purified on silica eluting with 80%FEtOAc: Hexane to obtain Precursor 62 as a white

solid (0.35 g, 38%).

o TH-NMR (400 MHz, DMSO-dg): 5 8.36
4-(1-(2-chloropyridin-4- ] Ny | @ 7=520He, 1), 744 (s, 11D, 7.37
ylethyl)morpholine O | P (d, J=4.80 Hz, 1H), 3.55 (m, 4H), 3.47
(Precursor 63) (q, J= 6.80 Hz, 1H), 2.24-2.39 (m, 4H)
and 1.27 (d, I= 6.80 Hz, 3H).

1-(2-chloropyridin-4-yl)ethanol (i): To an ice-cold solution of 1-(2-chloro-4-
pyridyDethanone (1.0 g, 6.42 mmol) in MeOH was added NaBH, (0.73 g, 19.21
mmol) and the solution stirred at RT for 30 min. The reaction was then quenched with
saturated NH4Cl solution followed by extraction with EtOAc (3 x 100 mL). The
combined organic layers were washed with brine, dried (Na,SO,) and evaporated in
vacuo to obtain i (0.61 g, 60%). MS 158.10 [M+H]".

1-(2-chloropyridin-4-yl Jethyl methanesulfonate (ii): To an ice-cold solution of i (0.25
g, 1.58 mmol) in DCM (10 mL) was added Et;N (0.43 mL, 3.16 mmol) and the
resulting solution was stirred for 15 min at the same temperature followed by addition
of methanesulfonyl chloride (0.18 mL., 2.37 mmol). The mixture was stirred at RT for
4 h. The reaction was quenched with H,O and extracted with EtOAc (3 x 100 mL).
The combined organic layers were washed with brine, dried (Na;SQO.) and evaporated
in vacuo to obtain ii (0.30 g, 80%). MS 236.38 [M+H]".
4-(1-(2-chloropyridin-4-yl)ethyljmorpholine (Precursor 63): To an ice-cold solution
of ii (0.30 g, 1.33 mmol) in DMSO (5 mL) was added powdered KOH (0.11 g, 1.99

mmol). The mixture was stirred at 0°C for 15 min followed by addition of morpholine
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(0.23 g, 2.66 mmol) and the mixture then stirred at RT for 16 h. Ice-cold H,O was
added to the reaction mass followed by extraction with EtOAc (3 x 100 mL). The
combined organic layer were washed with brine, dried (Na,SO4) and evaporated in

vacuo to obtain Precursor 63 (0.28 g, 93%).

"H NMR (DMSO-d,, 400 MHz): § 8.59

OH
-(5-bromopyridin-2- \ (m, 1), 8.03 (d, J= 8.40 Hz, 1H), 7.49
Nethanol (P 6 | N (d, J=8.40 Hz, 1H), 5.50 (d, J=4.40
ethanol (Precursor
yD ( ) a Hz, 1H), 4.69 (m, 1H), 1.34 (d, J= 6.40
Hz, 3H).

To an ice-cold solution of 5-bromopyridine-2-carbaldehyde (1.0 g, 5.37 mmol) in
THF (10.0 mL) was added methyl magnesium bromide (3.44 ml., 6.88 mmol, 2M in
Et,0). The resulting reaction mixture was stirred at RT for 16 h. H,O (100 mL) was
added followed by extraction with EtOAc (3 x 100 mL). The combined organics were
washed with brine, dried (Na,SQy), filtered and concentrated in vacuo. The residue
was purified over silica (50% EtOAc-hexanes) to obtain Precursor 64 (0.80 g, 74%).

The following precursor(s) were similarly prepared.

1-(2-bromo-4- i

N
pyridyDethanol “ oH MS 202 [M+H]*.
(Precursor 65)

"H NMR (DMSO-dg, 400 MHz): § 8.73
1-(5-bromopyridin-2-yl)- i (m, 1H), 8.17 (dd, J= 2.0 and 8.40 Hz,
2,2, 2-trifluoroethanol E | N\ 1H), 7.60 (d, J= 8.40 Hz, 1H), 7.16 (d,
(Precusor 66) F A Ng | J=6.0Hz, 1H) and 5.15 (m, 1H). MS

255.88 [M+H]".

To an ice-cold solution of 5-bromopyridine-2-carbaldehyde (0.5 g, 2.69 mmol) in
THF (10 mL) was added trimethyl(trifluoromethyl)silane (0.57 g, 4.03 mmol)
followed by TBAF (6.73 mL, 6.73 mmol, 1.0 M THF). The mixture was stirred at RT
for 16 h. H,O (100 mL) was added followed by extraction with EtOAc (3 x 50 mL).
The combined organics were washed with brine, dried (Na,S0Oy), filtered and
concentrated in vacuo The residue was purified over silica (20% EtOAc-hexanes) to

obtain Precursor 66 (0.61 g, 89%).
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N Br
=

2-(6-bromo-3-pyridyl)propan-2-ol (Precursor 67) X
OH

MS 216 [M+H]*.
To a solution of 1-(6-bromo-3-pyridyl)ethanone (500 mg, 2.68 mmol) in THF (20
mL) to 0 °C was added methyl magnesium bromide (3 M in diethylether, 1.2 mL, 3.7

mmol) dropwise and the mixture allowed to warm to RT and stirred for 60 min. The
mixture was re-cooled to 0 °C and NaHCOj; solution (100 mL) added. The mixture
was extracted with FtOAc (100 mL). The organic layer was separated and the
aqueous layer extracted with a further portion of EtOAc (100 mL). The organic layers
were combined, dried (MgSQO,) and concentrated in vacuo. Purification by
chromatography, on silica eluting with 0-5% methanol in DCM, followed by further
chromatography, on silica eluting with 0-50% EtOAc in n-heptane, gave Precursor
67.

2-(5-bromopyrimidin-2-yl)propan-2-yl 4- )\
e}

methylpiperazine- 1-carboxylate (Precursor 68) © %\(N\
98
// Br

MS 344.87 & 342.87 [M+H]".

2-(5-bromopyrimidin-2-yl)propan-2-yl 4-nitrophenyl carbonate (i): Sodium hydride
(110 mg, 2.8 mmol) was added to a solution of Precursor 1 in THF (10 ml) at 0°C
and stirred for 1 h. To this mixture was added 4-nitrophenyl carbonochloridate (560
mg, 2.8 mmol) portionwise and the solution was stirred at 0°C for 1 h.. EtOAc (3 ml)
and H,O were added, the organic layer separated, dried and concentrated to give i
(900 mg).

2-(5-bromopyrimidin-2-yl)propan-2-yl 4-methylpiperazine-1-carboxylate (Precursor
68): 1-methylpiperazine (1.05 g, 10.47 mmol) was added to a solution of i (1 g, 2.1
mmol) in DMF (10 mL) and stirred at RT for 18 h. The mixture was concentrated in
vacuo and the residue partitioned between EtOAc (20 mL) and H,O (10 mL), the
organic layer was separated and washed with further H,O (2 x5 mL), dried (MgSOy),
filtered and concentrated in vacuo. Purification by chromatography on silica, eluting

with 0-10% MeOH/DCM) gave Precursor 68 (144 mg, 20%).



WO 2013/138860 PCT/AU2013/000286

95
0]
HO
4-(5-bromopyrimidin-2-yDtetrahydro-2 H-pyran- NS
|
4-ol (Precursor 69) NN,
MS 258.92 & 260.88 [M+H]".

5-Bromo-2-iodo-pyrimidine (1.14 g, 4 mmol) in toluene (4 ml.) was added dropwise
to a solution of n-BuLi (2.76 mL 1.52 M) in toluene (8mL) at -78 °C. After stirring at
-78 °C for 1 h, and tetrahydro-4H-pyran-4-one (1.6 g, 1.5 mL., 16 mmol) which had
been dried over 3A molecular sieves for >30 mins, was added in one portion with

5 vigorous stirring. The reaction allowed to warm to RT and stirred for 3 h. The reaction
was quenched with NH4Cl (10 mL), and extracted with EtOAc (4 x 20mL). The
organic layers were combined, dried (Na,SQOy), concentrated in vacuo. The residue
was purified by flash chromatography (10%-45% FtOAc in heptane) to give
Precursor 69 (535mg, 53%).

10 The following precursor(s) were similarly prepared.

HO
3-(5-bromopyrimidin-2-yl)pentan-3-ol /
|

(Precursor 70) NN

MS 244.86 [M+H]".

1-(5-bromopyrimidin-2-yl)cyclopentanol %N\

(Precursor 71) Br

OH
4-(5-bromopyrimidin-2-yDtetrahydrothiopyran-4-ol S%
(Precursor 72) Z e
MS 276.91 [M+H]".

4-(5-bromopyrimidin-2-yl)-1-methyl-piperidin-4-ol NOQOH(N
— B
94

(Precursor 73)

r

MS 272.02 [M+H]".
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0
3-(5-bromopyrimidin-2-yl)oxetan-3-ol %Z(/N
HO
(Precursor 74) Naw |

Br

MS 230.96 & 232.94 [M+H]".

OH

1-(5-bromopyrimidin-2-yl)-2-morpholino-ethanol < N/_Ng:N
> \ /E
0

(Precursor 75)
Br

MS 288.05 & 290.01 [M+H]".

5-bromo-2-vinyl-pyrimidine (i): 5-Bromo-2-iodo-pyrimidine (2.15 g, 7.55 mmol),
4,4,5,5-tetramethyl-2-vinyl-1,3,2-dioxaborolane (1.60 mL, 9.43 mmol) and
PdAClLy(dppf) (300 mg, 0.40 mmol) were dissolved in 1,4-dioxane (15 mL). A solution
of Cs,CO;3 (4.91 g, 15.1 mmol) in H,O (5 mL) was added and the mixture heated at 80
°C for 30 min. The reaction mixture was diluted with EtOAc (100 mL), washed with
H,0, brine and separated. The organic fraction was dried and concentrated in vacuo.
Purification by chromatography on silica, eluting with 5-25% EtOAc/heptane gave i
(1.10 g, 79%). MS 185.11 & 187.09 [M+H]".

5-bromo-2-(oxiran-2-yl)pyrimidine (ii): Acetic acid (680 ul., 11.9 mmol) andi (1.1 g,
5.95 mmol) were dissolved in 1,4-dioxane (30 mL) and H,O (80 mL). The solution
was cooled to 0 °C and NBS (1.27 g, 7.13 mmol) added portion-wise. The reaction
was allowed to warm to RT, then 2M NaOH (50 mL) was added and stirring was
continued for 16 h. The reaction was diluted with H,O and extracted with EtOAc. The
organic fraction was washed with brine and dried (Na,SOy). Purification by
chromatography on silica, eluting with 10-50% EtOAc/heptane gave ii (140 mg,
12%). MS 200.92 & 202.91 [M+H]".
1-(5-bromopyrimidin-2-yl)-2-morpholino-ethanol (Precursor 75): A solution of ii
(140 mg, 0.70 mmol) in morpholine (2.0 mL) was heated at 120 °C under microwave
irradiation for 1 h. Concentration to dryness under a stream of N, afforded Precursor

75.
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1-(5-bromopyrimidin-2-yl)cyclohexanol sy
(Precursor 76) . |
Br
MS 257.0 & 259.0; 1:1 [M+H]".

Methyl 5-bromopyrimidine-2-carboxylate (250 mg; 1.15 mmol) was dissolved in
anhydrous THF (10 mL) and cooled to 0°C. Pentamethylenebis(magnesium bromide)
(0.5 M in THF 3.0 mL, 1.3 mmol) was introduced drop-wise and the mixture stirred
for 15 min. The reaction was quenched with MeOH (0.5 mL), partitioned with EtOAc
(100 mL), washed with H,O (100 mL), dried (MgSO,) and concentrated in vacuo.
Purification by chromatography on silica, eluting with 0-100%, EtOAc in n-heptane
gave Precursor 76 (7%).

It will be understood that esters of any of the preceding Precursor(s) may be formed as

illustrated by the following example(s).

e}
O1-methyl butanedioate (Precursor 77) NN

O,
O4-[1-(5-bromopyrimidin-2-yl)- 1-methyl-ethyl] \OM 7<(/N |

MS 330.79 & 332.83 [M+H]".

Precursor 1 (8.0 g, 36.9 mmol) was dissolved in anhydrous DMF (80 mL) under
argon and cooled in an ice bath. Sodium hydride (1.62 g, 60% in mineral oil, 40.5
mmol) was added portion-wise and the reaction stirred for 10 min. Methyl 4-chloro-4-
oxobutyrate (13.6 mL, 111 mmol) was added and the mixture warmed to RT. More
methyl 4-chloro-4-oxobutyrate (4.50 mL, 36.9 mmol) was added after 18 h and
stirring continued. Further methyl 4-chloro-4-oxobutyrate (4.50 mL, 36.9 mmol) was
added after 25.5 h and stirring continued. The mixture was quenched with H,O after
45 h, then cooled in an ice bath and basified to pH 9 with NaHCOs (sat., aq.) solution.
The mixture was extracted into EtOAc (4 x 200 mL). The combined organic phases
were washed with H,O and brine, dried (Na;SO4) and concentrated to dryness in
vacuo to give an oil. The mixture was purified by chromatography, Biotage SP4, 120

g Si cartridge, 0-20% EFtOAc in cyclohexane to give Precursor 77, 8.02 g (66%).
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2-[2-(tert-butoxycarbonyl amino)

"
1-(5-bromopyrimidin-2-y1)-1-methyl-ethyl o o
[1-( py yD) yl-ethyl] >|/\[(N\/\H/\[(7<@\
o] 0]
Nas
Br

ethylamino] acetate (Precursor 78)
MS 292.69, 294.68 and 296.69 [M+H]".

[1-(5-bromopyrimidin-2-yl)-1-methyl-ethyl] 2-chloroacetate (i): Precursor 1 (1.03 g,
4.75 mmol) was dissolved in anhydrous DMF (15 mL) under argon. Sodium hydride
(209 mg, 60% in mineral oil, 5.22 mmol) was added and the mixture stirred for 15
min. Chloroacetyl chloride (1.13 mL, 14.2 mmol) was added and the mixture stirred at
RT. After 18 h, chloroacetyl chloride (1.13 mL, 14.2 mmol) was added and stirring
continued. The mixture was quenched with H,O after 42 h and extracted into EtOAc
(4 x 50 mL). The combined organic phases were washed with H>O and brine, dried
(NapSQy4) and concentrated to dryness in vacuo. Purification by chromatography on
silica, eluting with 0-20% EtOAc in n-heptane gave i (930 mg, 67%).
[1-(5-bromopyrimidin-2-yl)-1-methyl-ethyl] 2-[ 2-(tert-butoxycarbonylamino)
ethylaminoJacetate (Precursor 78): DMAP (4 mg, 0.03 mmol) and i (97 mg, 0.33
mmol) were dissolved in anhydrous THF (5 mL) under argon and DIPEA (0.09 mL,
0.50 mmol) and N-Boc-ethylenediamine (0.06 mL, 0.40 mmol) added. The mixture
was stirred at RT for 1 h then warmed to 50 °C for 17 h. More DIPEA (0.09 mL, 0.50
mmol), DMAP (4 mg, 0.03 mmol) and N-Boc-ethylenediamine (0.06 mL., 0.40 mmol)
were added and the temperature raised to 60 °C. After 30 h, the mixture was cooled to
RT, quenched with H,O and extracted into EtOAc (4 x 10 mL). The combined
organic phase was washed with brine, dried (Na,SO4) and concentrated to dryness in

vacuo to give Precursor 78 (191 mg). MS 416.97 and 418.95 [M+H]".

(5-bromopyrimidin-2-yl) (2S)-2-(tert-

butoxycarbonylamino)propanoate (Precursor 79)

PN

MS 387.82 and 389.81 [M+H]".

(25)-2-(tert-Butoxycarbonylamino)propanoic acid (95 mg, 0.50 mmol), Precursor 1
(109 mg, 0.50 mmol) and DMAP (61 mg, 0.50 mmol) were dissolved in THF (2 mL).
DCC (104 mg, 0.50 mmol) was added last and the reaction was stirred at RT under
argon for 16 h. Additional (25)-2-(tert-butoxycarbonylamino)propanoic acid (95 mg,
0.50 mmol), DMAP (61 mg, 0.50 mmol) and DCC (104 mg, 0.50 mmol) were added



WO 2013/138860 PCT/AU2013/000286

10

15

20

25

99

and the reaction stirred at RT for 16 h. The reaction was filtered and washed with
THEF and the filtrate concentrated in vacuo. Purification by chromatography on silica,
eluting with 10-50% EtOAc/heptane, followed by purification by chromatography on
silica, eluting with 0-10% MeOH/DCM gave Precursor 79 (148 mg, 76%).

It will be understood that boronic acid and esters thereof e.g. boronates such as
4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl and 5,5-dimethyl-1,3,2-dioxoaborinan-2-
yl, of any of the preceding Precursor(s) may be formed as illustrated by the following

example(s).

3-pyridyl-[5-(4,4,5,5-tetramethyl-1,3,2-
dioxaborolan-2-yl)-2-pyridylmethanol

(Precursor 80)

MS 313.18 [M+H]".

(5-Bromopyridin-2-yl)(pyridin-3-yl)methanone (i): A solution of 3-bromopyridine
(2.50 g, 15.82 mmol) in THF (25.0 mL) was cooled to -78°C followed by drop wise
addition of n-BuLi (1.60 M in hexane, 11.90 mL, 18.98 mmol). The mixture was
stirred at -78°C for 30 min followed by addition of methyl 5-bromopicolinate (4.10 g,
18.98 mmol) dissolved in minimum amount of THF at -78°C. The temperature of the
reaction was slowly raised up to RT and then stirred overnight. The reaction was then
cooled to 0°C and saturated NH4Cl solution (50 mL) added followed by extraction
with EtOAc (3 x 100 mL). The combined organics were washed with brine, dried
(NaSQy), filtered and concentrated in vacuo. The residue was purified over silica
eluting with 25% EtOAc-hexanes to obtain i (2.50 g, 60%). MS 263.09 [M+H]".
(5-Bromopyridin-2-yl)(pyridin-3-yl)methanol (ii): To an ice-cold solution of i (2.50 g,
9.50 mmol) in MeOH (25.0 mL) was added sodium borohydride (1.05 g, 28.50 mmol)
portion wise. The resulting mixture was stirred at RT for 30 min, then H,O (50 mL)
was added followed by extraction with EtOAc (3 x 100 mL). The combined organic
layers were dried (Na,SQO,), filtered and evaporated in vacuo to obtain ii (1.75 g,
70%). MS 265.11 (M+H)",
3-pyridyl-[5-(4,4,5,5-tetramethyl-1,3,2-dioxaborolan-2-yl)-2-pyridyl [methanol
(Precursor 80): To the solution of ii (0.50 g, 1.89 mmol) in 1,4-dioxane (10 mL) was
added bis(pinacolato)diboron (0.53 g, 2.08 mmol) and KOAc (0.28 g, 2.84 mmol).

The reaction was degassed by purging N, for 15 min followed by addition of
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Pd,(dba); (0) (0.10 g, 0.10 mmol) and tricyclohexylphosphine (0.06 g, 0.23 mmol).
The reaction was degassed for 10 min and heated up to 80°C for 2h. The resulting
mixture was cooled to RT and filtered through a celite bed. The filtrate was

concentrated in vacuo to obtain Precursor 80 (0.41 g, 70% ).

1-(5-bromopyrimidin-2-yDethyl bis(2,2,2-

CI\@ ° /K(/N
trichloroethyl) phosphate (Precursor 81) c |

MS: 546.74 [M+H]".

Br

N,N-dimethylpyridin-4-amine (120 mg) was added to a solution of bis(2,2,2-
trichloroethyl)phosphorochloridate (450 mg) and Precursor 4 (200 mg) in THF (10
mL) and the mixture heated at 70°C for 1 h. The mixture was cooled to RT and
filtered. The filtrate was concentrated in vacuo and purified by chromatography on
silica, eluting with 40%FEtOAc/n-heptane -80% %EtOAc/n-heptane to give Precursor
81 (300mg, 56%).
It will be understood that any of the preceding Precursor(s) having a chiral alcohol
may be synthesised from an enatiomeric resolving agent and/or separated into their
respective enantiomers by suitable chiral separation methods known to those in the art
such as chiral HPLC as illustrated by the following example(s).
1S)-1-(5-bromopyrimidin-2-yl)ethanol (Precursor 82) and (1R)-1-(5-

bromopyrimidin-2-yl)ethanol (Precursor 83)

OH OH
N N
m )\Q
N N
Z Br = Br
; and

'"H NMR (400 MHz, CDCly): 8 8.78 (s, 2H); 4.92 (dq, J = 5.6, 6.8 Hz, 1H); 3.80 (1H,
d,J =5.6 Hz); 1.55 (t, J = 6.8 Hz, 3H).

1-(5-bromopyrimidin-2-yl)ethyl (2R)-2-(tert-butoxycarbonylamino )-3-methyl-
butanoate (i): A mixture of Precursor 4 (27.8 g, 137 mmol), Boc-D-valine (32.7 g,
151 mmol) and DMAP (10.0 g, 82.2 mmol) was dissolved in THF (200 mL). The
mixture was cooled in an ice bath. A solution of DCC (31.1 g, 151 mmol) in THF (50
ml.) was added. After 10 min, the cooling bath was removed. The mixture was stirred

overnight, filtered, the DCU precipitate was washed with several portions of EtOAc,
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and the combined filtrates were concentrated. The residue was then eluted through a
plug of silica (20% EtOAc/heptane) to give i (64.7 g).
[(15)-1-(5-bromopyrimidin-2-yl)ethyl] (2R)-2-(tert-butoxycarbonylamino)-3-methyl-
butanoate (ii): i (64.7 g) was crystallised from hot heptane. The solids obtained were
collected by filtration and recrystallised from hot heptane, yielding ii (15.4 g).
(1S)-1-(5-bromopyrimidin-2-yl)ethanol (Precursor 82): Amberlite® basic ion
exchange resin and ii (15.4 g, 38.3 mmol) were stirred in MeOH (50 mL) overnight at
RT. The suspension was filtered through a pad of silica using 1:1 MeOH/DCM and
the filtrate concentrated in vacuo. Crystallisation from hot heptane gave Precursor 82
(5.85 g). (1S)-1-(5-bromopyrimidin-2-yl)ethanol (Precursor 83) was similarly
prepared using Boc-L-valine. Mitsunobu inversion of one enantiomer to the desired
enantiomer may also be employed.
Chiral HPLC was used to demonstrate the chiral purity of the enantiomers (Column:
Chirapak IC, 0.46 cm x 25 cm; 20 min isocratic gradent; 5:95 EtOH:n-hexane + 0.1%
diethylamine) retention time = 14.65 min / 17.53 min.
Alternatively, Precursor 82 (S-enantiomer) may be synthesized as follows.

0

/O -
/ Br2, CHCB sy
N
/N\

N oH
K2C03, OH RN
' l\J\
N
) BO*BFy", THF 2N

0 i) NHz, MeOH NH >09% e.e
HO iii) HCL dioxane H O\)J\HCI -

v SNH, ———— NH,

(Z)-2-bromo-3-(dimethylamino)prop-2-enal: (3-(Dimethylamino)acrolein (25 g) was
dissolved in chloroform (250 mL), and the mixture cooled in an ice/water bath.
bromine (40 g; 13 mL.) was added dropwise and once the addition was complete, the
reaction was allowed to warm to room temperature and stirred for 1 hour. The
reaction was diluted with DCM (150 mL) and quenched by the addition of aq. sat
Na,S0Ojs solution (50 mL) and aq. sat. NaHCOs solution (250 mL). The organic layer
was collected and dried (MgSQ,) and the solvent removed in vacuo. Once the
material had solidified, it was suspended in ethyl acetate: heptane (1:1 - 100 mL) and
the resulting solid material collected by filtration. Washing with ethyl acetate: heptane

and air drying gave (7)-2-bromo-3-(dimethylamino)prop-2-enal as a fawn coloured

PCT/AU2013/000286
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solid (25g, 75%). "H NMR (CDCls) & 8.85 (s, 1H), 7.2 (s, 1H), 3.36 (s, 6H).
(28)-2-hydroxypropanamidine hydrochloride hydrochloride salt: (25)-2-
hydroxypropanamide (20 g) was placed in a flask with THF (100 mL) and
triethyloxonium tetrafluoroborate (47 g) was added and the mixture stirred for 1 hour.
The solvent was removed and the residue dissolved in methanol (100 mL) and
ammonia (7M in methanol) (150 mL) added over ~10 mins cooling the reaction
mixture in a cold water bath. Once the addition was complete the reaction was
allowed to warm to room temperature. The resulting suspension was concentrated to a
thick mixture, diluted with ethyl acetate and filtered through celite. The filtrate was
cooled to ~10°C and HCI (4M in dioxane) (100 mL) added dropwise. After stirring
for 90 mins, the mixture was filtered to collect the white precipitate (washing with
ethyl acetate and then dried in a vacuum oven at 40°C to give (25)-2-
hydroxypropanamidine hydrochloride hydrochloride salt as a white solid (12 g, 43%).
"H NMR (CDCls) § 8.8 (m, 4H), 6.26 (s, 1H), 4.43 (q,J = 6.7 Hz, 1H), 1.35 (d, ] = 6.7
Hz, 3H).

(1S)-1-(5-bromopyrimidin-2-yl)ethanol: (Z7)-2-bromo-3-(dimethylamino)prop-2-enal
(11.5 g), potassium carbonate (13.4 g), ethanol (200 mL) and 2-hydroxy-2-methyl-
propanamidine hydrochloride (12.1 g) were placed in a flask and the mixture heated at
85°C overnight. The reaction mixture was cooled and the mixture filtered, washed
with ethanol and the combined filtrates concentrated in vacuo with silica gel. This
residue was purified by chromatography on silica, eluting with 0-50% ethyl acetate in
heptane to give (1S)-1-(5-bromopyrimidin-2-yl)ethanol as a white solid (2.1g, 16%).
"H NMR (CDCl) § 8.83 (s, 2H), 4.98 (m, 11), 3.8 (m, 1H), 1.6 (d, J = 6.6 Hz, 3H).
Chiral HPLC: Column: Chirapak IC, 0.46 cm x 25 cm; 20 min isocratic gradent; 5:95
EtOH:n-hexane + 0.1% diethylamine) retention time = 14.08 min. ( racemic mixture:
~14.5 min: S isomer ; ~17.5 min: R isomer).

Precursor 83 (R-enantiomer) may be formed using R-lactamide.

Once formed, Precursor 82 or Precursor 83 may be coupled to an Intermediate core
then optionally subjected to Mitsunobu inversion conditions to obtain the other
enantiomeric form, if desired.

Example(s) of General Method A
1-Ethyl-3-(5-(2-(2-hydroxypropan-2-yDpyrimidin-5-y1)-7-(pyridin-
2-yhbenzo[d]|thiazol-2-yl)urea (1)
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Ho/}\(/N | o '"H NMR (400 MHz, CDCls) §9.05 (s, 2H), 8.77 (d,J = 4.1 Hz,
"
=~ “\>_H>_“\_ 1), 8.03 (d, T = 8.1 Hz, 11), 7.93 (t, I = 8.7 Hz, 1H), 7.91 -
s 7.77 (m, 2H), 7.35 - 7.29 (m, 1H), 3.44 - 3.31 (m, 3H), 1.66
S (s, 6H), 1.32 - 1.15 (m, 41). MS: 435.1 [M+H]".
P4
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Precursor 1 (50 mg) was placed in a flask with Intermediate 1 (100 mg), Cs,CO;
(67 mg), Pd(dppfH)Cl; (16 mg), DMF (3 mL) and H,O (0.5 mL) and the mixture heated
at 85°C for 16 h. The mixture was cooled to RT and partitioned between H,O (50 mL)
and EtOAc (50 mL). The organic layer was collected and the aqueous layer extracted
with EtOAc (2 x 50 mL). The combined organic layers were dried (MgSO4) and the
solvent removed in vacuo. Purification by chromatography on silica, eluting with a
gradient of 0 - 10 % MeOH in DCM gave Compound 1 (12 mg).

The following compound(s) were similarly prepared noting that alternative catalysts,
bases, solvents and reaction times may be employed and the urea may require
protection as a 5-methyl-1,3,5-triazinan-2-one.

1-Ethyl-3-(7-(4-((3-hydroxy-3-methylazetidin-1-yl)methyDpyridin-2-y1)-5-(2-(2-

hydroxypropan-2-yDpyrimidin-3-yl)benzo[d]thiazol-2-yl)urea (2)

”‘>H/N 'H NMR (DMSO-dg): 8 10.61 (br s, 1H), 9.33 (s, 2H), 8.72 (d,
] ) °>\._H/_ J=5.20 Hz, 1H), 8.34 (m, 2H), 8.12 (s, 1H), 7.36 (m, 1H), 6.84
> (m, 1H), 5.21 (s, 1H), 5.15 (s, 1H), 3.74 (s, 2H), 3.17-3.26 (m,
A 4H), 2.97-2.99 (m, 2H), 1.57 (s, 6H), 1.38 (s, 3H) and 1.09 (¢,

HOAC\N < J=7.20 Hz, 3H). MS: 534.32 [M+H]".

1-(7-(5,5-dimethyl-1,3,2-dioxaborinan-2-yl)-5-(2-(2-hydroxypropan-2-yl jpyrimidin-5-
ylbenzold][thiazol-2-yl)-3-ethyl-5-methyl-1,3,5-triazinan-2-one (i): To a solution of
Intermediate 4 (0.25 g, 0.51 mmol) in toluene (10 mL) was added
bis(neopentylglycolato) diboron (0.23 g, 1.01 mmol) and potassium acetate (0.15 g,
1.53 mmol). The reaction mass was degassed by purging N, for 15 min followed by
addition of Pd(dppf)Cl, (0.041 g, 0.091 mmol). The mixture was degassed for 10-15
min and then heated at 130°C for 30 min.The mixture was cooled to RT and filtered
through celite. The filtrate was concentrated in vacuo to obtain i (0.21 g, 80% crude ).
MS: 455.20 [M-H]", (MS of corresponding boronic acid observed).
1-Ethyl-3-(7-(4-((3-hydroxy-3-methylazetidin-1-yl)methyl)pyridin-2-yl)-5-(2-(2-
hydroxypropan-2-yl)pyrimidin-5-yl)benzo[ d]thiazol-2-yl)-5-methyl-1,3,5-triazinan-2-
one (ii): To a solution of i (0.427 g, 0.81 mmol) in 1,4-dioxane-H,O (9:1, 10 mL) was
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added Precursor 29 (0.231 g, 0.90 mmol) and Cs,CO;3 (0.791 g, 2.43 mmol). The
reaction mixture was degassed by purging N, for 15 min followed by addition of
Pd(dppf)Cl, (0.066 g, 0.08 mmol). The mixture was heated in a microwave at 110°C
for 30 min. The mixture was diluted with H,O and extracted with EtOAc (2 x 50 mL).
The combined organics were washed with brine, dried (Na;SO4) and concentrated in
vacuo. The residue was purified over silica eluting with 7% MeOH: DCM to obtain ii
(0.303 g, 63%). 'H-NMR (400 MHz, DMSO-d6): 3 9.34 (s, 2H), 8.75 (d, J= 4.40 Hz,
1H), 8.38 (m, 2H), 8.20 (s, 1H), 7.37 (m, 1H), 5.23 (br s, 1H), 5.15 (s, 3H), 4.38 (s,
2H), 3.75 (br s, 2H), 3.38 (m, 2H), 3.26 (m, 2H), 2.94 (m, 2H), 2.55 (s, 3H), 1.57 (s,
6H), 1.38 (s, 3H), and 1.12 (t, J= 7.20 Hz, 3H). MS: 589.31 [M+H]".
1-ethyl-3-(7-(4-((3-hydroxy-3-methylazetidin- 1 -yl )methyl )pyridin-2-yl)-5-(2-(2-
hydroxypropan-2-yl)pyrimidin-5-yl)benzo[d]thiazol-2-yl)urea (2) : An ice-cold
solution of ii (0.25 g, 0.42 mmol) in MeOH-DCM (0.50 and 10 mL respectively) was
purged with HCI (g) for 10 min and the mixture stirred at RT for 16 h. The solvent
was evaporated and the residue triturated with a mixture of MeOH and Et,O to obtain
Compound 2 (0.225 g, 90%).

1-Ethyl-3-[5-[2-(1-hydroxy- | -methyl-ethyDpyrimidin-5-yl]-6-(tetrahydrofuran-2-

ylmethoxy)-1,3-benzothiazol-2-yllurea (3)

i, 'HNMR (DMSO-dg, 400 MHz): § 10.63 (br s, 1H), 9.00 (s, 2H),
N,

}\(/l o 772(m2H), 668 (m, 1), 5.12 (s, 1), 421 (m, 1H), 4.06 (m,
"X “\>_N>\‘—ﬂ 2H), 3.68 (m, 2H), 3.18 (m, 2H), 1.94 (m, 1H), 1.71 (m, 2H),
H
o) S

<‘j\ 1.65 (m, 1H), 1.61 (s, 6I1) and 1.22 (t, J= 6.8 Hz, 3H). LCMS:

458.20 [M+H]".
2-((2-Bromo-4-nitrophenoxy)methyl)tetrahydrofuran (i): To an ice cold solution of 2-
bromo-1-fluoro-4-nitro-benzene (5.0 g, 22.72 mmol) in DMSO (40 mL) was added
NaOH (1.36 g, 34.09 mmol) and (tetrahydrofuran-2-yl)methanol (3.47 g, 34.09 mmol)
at 0°C. The mixture was stirred at RT for 1 h, then poured into H,O (50 mL), the pH
adjusted ~7 with 1M HCl and extracted with EtOAc (2 x 250 mL). The combined
organics were washed with H,O, brine, dried (Na,SO,), filtered and concentrated in
vacuo to obtain i (6.50 g, 95%)."HNMR (CDCls, 400 MHz): 8 8.46 (d, J=2.40 Hz,
1H), 8.20 (dd, J=2.40 and 9.20 Hz respectively, 1H), 6.98 (d, J=9.20 Hz, 1H), 4.36
(m, 1H), 4.16 (m, 2H) 3.97 (m, 1H) 3.86 (m 1H) 2.07 (m 2H) and 1.95 (m 2H).
3-Bromo-4-((tetrahydrofuran-2-yl)methoxy Janiline (ii): To the solution of i (5.5 g,
18.2 mmol) in THF (30 mL) was added stannous chloride dihydrate (12.3 g, 54.6
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mmol) at RT. The mixture was stirred at 60°C for 5 h. The mixture was poured into
saturated sodium bicarbonate solution (100 mL) and extracted with EtOAc (2 x 500
ml.). The combined organics were washed with H,O, brine, dried (Na,SO,) and
concentrated in vacuo. The crude residue was purified over silica (50%
EtOAc:Hexanes) to obtain ii (4.0 g, 82%). MS: 272.0 [M+H]".
5-bromo-6-((tetrahydrofuran-2-yl)methoxy Jbenzo[d]thiazol-2-amine (iii): To a
solution of ii (3.0 g, 11.62 mmol) in acetic acid (50 mL.) was added ammonium
thiocynate (4.18 g, 55.11 mmol) at RT. The resulting mixture was stirred at RT for 15
min followed by the addition of bromine (0.68 mL, 13.22 mmol) in acetic acid (5
mL). The mixture was stirred at RT for 5 h. The pH was adjusted to >7 with ammonia
solution followed by extraction with EtOAc (2 x 200 mL). The combined organics
were washed with H,O, brine solution, dried (Na,SO4) and concentrated in vacuo. The
residue was purified over silica (60% EtOAc-Hexanes) to obtain iii (1.0 g, 26%).
"HNMR (DMSO-dg, 400 MHz): § 7.50 (s, 1H), 7.49 (s, 1H), 7.43 (brs, 2H), 4.18 (m,
1H), 3.96 (m, 2H), 3.80 (m, 1H), 3.69 (m, 1H), 1.96 (m, 2H) and 1.78 (m, 2H). MS:
329.0 [M+H]".

1-(5-Bromo-6-((tetrahydrofuran-2-yl)methoxy)benzo[ d|thiazol-2-yl)-3-ethylurea (iv):
To a solution of iii (1.0 g, 3.03 mmol) in 1,4-dioxane (10 mL.) was added ethyl
isocynate (1.23 mL, 15.19 mmol) at RT. The mixture was stirred at 80°C for 5 h. The
reaction mixture was evaporated in vacuo, H,O (50 mL) added to and the mixture
stirred at 70°C for 4 h. The residue was filtered and dried under vacuum to obtain iv
(1.0 g, 83%). '"HNMR (DMSO-ds, 400 MHz): § 10.69 (br s, 1H), 7.80 (s, 1H), 7.68 (s,
1H), 6.65 (m, 1H), 4.21 (m, 1H), 4.04 (m, 2H), 3.83 (m, 1H), 3.70 (m, 1H), 3.16 (m,
2H), 2.0 (m, 2H), 1.82 (m, 2H) and 1.09 (t, J= 7.20 Hz, 3H). MS:400 [M+H]".
1-Ethyl-3-(5-(2-(2-hydroxypropan-2-yl)pyrimidin-5-yl)-6-((tetrahydrofuran-2-
vl)methoxy)benzo[d]thiazol-2-yl)urea (3): To a solution of iv (0.303 g, 0.75 mmol)
and the 4,4,5,5-tetramethyl-1,3,2-dioxaborolon-2-yl) ester of Precursor 1 (0.20 g,
0.75 mmol) in 1,4-dioxane : MeOH (5:3, 8.0 mL) was added potassium phosphate
(0.24 g, 1.13 mmol) at RT. The mixture was degassed for 15-20 min by purging N,
followed by the addition of Pd(dppf)Cl, (0.062 g, 0.075 mmol). The mixture was
degassed for 15-20 min and heated at 80°C for 5 h. The reaction mixture was cooled

to RT, diluted with FtOAc (500 ml) and filtered through celite. The filtrate was
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evaporated in vacuo and the crude residue was purified over silica (5% MeOH-DCM)
to obtain Compound 3 (0.15 g, 43%).
1-Ethyl-3-[5-[2-(1-hydroxy- 1 -methyl-ethyl)pyrimidin-5-yl]-6-(2-

methoxyethylamino)-1.3-benzothiazol-2-ylJurea (150

5 Compound 150 was similarly prepared to Compound 3, starting from 1-[5-bromo-6-
(2-methoxyethylamino)-1,3-benzothiazol-2-yl]-3-ethyl-urea and 2-
methoxyethanamine.

HO)k(N 'H NMR (400 MHz; DMSO-dg): § 10.46 (br s, 1H), 8.85 (s,
“JI:[” O§_N y— 2,734, 1H), 7.23 (s, 1H), 6.65 (m, 1H), 5.13 (br s, 11D),
] S " 4.87 (m, 1H), 3.48 (m, 2H), 3.17-3.24 (m, 7H), 1.55 (s, 6H),
Ny ° and 1.08 (m, 3H). MS 431.16 [M+H]*
1-Ethyl-3-(6-fluoro-5-(6-(hydroxy(pyridin-3-yl)methyl)pyridin-3-yl)benzol[d]thiazol-

2-ylurea (4)
S '"HNMR (400 MHz; DMSO-dg): § 8.67 (m, 2H), 8.45 (d, J=
Z 3.60 Hz, 1H), 8.05 (m, 1H), 7.95 (m, 1H), 7.73-7.81 (m, 3H),
Ho o . 7.35 (m, 1H), 6.74 (m, 1H), 6.36 (d, J= 4.0 Iz, 1H), 5.85 (d, J=
NI /_
Z N\>_>\—u 4.0 Hz, 1H), 3.38 (m, 1H), 3.21 (m, 2H) and 1.08 (¢, J=7.20
N
F g " Hz, 3H). MS: 424.31 [M+H]*

10 To a solution of Precursor 80 (0.2 g, 0.6 mmol) in 1,4-dioxane (5 mL) and MeOH (3
mL) was added Intermediate 13 (0.2 g, 0.6 mmol) and potassium phosphate (0.2 g,
0.96 mmol). The reaction mass was degassed by purging N, for 15 min followed by
addition of Pd(dppf)Cl, (0.05 g, 0.06 mmol). The mixture was degassed for 10 min
and heated at 80°C for 4 h. The solvent was evaporated, H,O (50 ml) added and the

15  mixture extracted with EtOAc (4 x 50 mL). The combined organics were washed with
brine, dried (Na,SO,) and concentrated in vacuo. The residue was purified over silica
eluting with 2.50 % MeOH in DCM to obtain Compound 4 (0.02 g, 10%).
1-(2-Hydroxyethyl)-3-(5-(2-(2-hydroxypropan-2-yDpyrimidin-5-yl)-7-(pyridin-2-
ylbenzold|thiazol-2-yljurea (5)

HO)H/N on  'H NMR (400 MHz; CD;0D) §=9.14 (s, 2H), 8.70 (d, J =
2
L . °>_N/ 43 Hz, 1H), 8.20 (d, J = 8.0 Hz, 1), 8.10 (s, 1), 7.97 -7.82
H
S\>—H (m, 2H), 7.42 -7.25 (m, 1H), 3.75 (t, J = 5.5 Hz, 210), 3.46 (,

Ay J=35.5Hz, 2H), 1.69 (s, 6H). MS: 451.08 [M+H]*

X

20 [2-amino-7-(2-pyridyl)-1,3-benzothiazol-5-yl] trifluoromethanesulfonate (i): |2-
(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]
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trifluoromethanesulfonate (1.34 g, 3.0 mmol) was dissolved in DMSO (10 mL) and
stirred at 160 °C for 16 h. The mixture was diluted with EtOAc, washed with H,O,
brine. The organic fraction was concentrated in vacuo to afford i (1.01 g, 90%). MS:
375.96 [M+H]".

[2-(2-hydroxyethylcarbamoylamino )-7-(2-pyridyl)-1,3-benzothiazol-5-yl]
trifluoromethanesulfonate (ii): Compound i (445 mg, 1.18 mmol) was dissolved in
DMEF (7 mL) and solution of CDI (577 mg, 3.56 mmol) in DMF (3 mL) was added
drop-wise at 0 °C with stirring under argon. The mixture was warmed to RT and
stirred for 16 h. A solution of ethanolamine (710 pL, 11.85 mmol) in DMF (2 mL)
was then added and the mixture stirred at RT for 4 h. The mixture was diluted with
EtOAc, washed with H,O, brine. The organic fraction was dried (Na,SO,4) and
concentrated in vacuo. The residue was washed with MeOH and Et,O to afford ii (253
mg, 46%). MS: 463.00 [M+H]".

2-[5-(4,4,5,5-tetramethyl- 1,3, 2-dioxaborolan-2-yl)pyrimidin-2-yl [propan-2-ol (iii ):
Precursor 1 (140 mg, 0.645 mmol), bispinacolatodiboron (197 mg, 0.774 mmol) and
potassium acetate (95 mg, 0.967 mmol) were suspended in anhydrous 1,4-dioxane (5
mL). Tricyclohexylphosphine (23 mg, 0.081 mmol) and Pd,(dba); (30 mg, 0.032
mmol) were added and the mixture degassed/purged with argon (x3). The reaction
mixture was stirred at 100 °C under microwave irradiation for 1 h. The reaction was
cooled to RT, filtered and washed with 1,4-dioxane (5 mL) to give iii. MS: 182.96
[M+H]" (boronic acid).
1-(2-hydroxyethyl)-3-(5-(2-(2-hydroxypropan-2-yl)pyrimidin-5-yl)-7-(pyridin-2-
vl)benzo[d][thiazol-2-yljurea (5): To a solution of iii (165 mg, 0.626 mmol) in 1,4-
dioxane (12 mL) was added ii (193 mg, 0.417 mmol) and PdCl,(dppf) (34 mg, 0.042
mmol). A solution of Cs,COj; (410 mg, 1.30 mmol) in H,O (3 mL) was added, the
reaction vessel sealed, then evacuated/purged with argon (x3). The mixture was then
heated under microwave irradiation at 100 °C for 30 min. LCMS analysis indicated
complete conversion. The mixture was diluted with EtOAc (100 mL), washed with
H,0, brine, then separated and dried (Na,SOy). The organic fraction was concentrated
in vacuo. Purification by chromatography on silica, eluting with 0-10% MeOH/EtOAc
followed by additional chromatography on silica, eluting with 0-10% MeOH/DCM
afforded Compound § (9 mg, 5%).

Example(s) of General Method B

PCT/AU2013/000286
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1-Ethyl-3-[5-[5-(1-hydroxyethy])pyrazin-2-v1]-7-(2-pyridyl)-1,3-benzothiazol-2-
yllurea (6)

I NMR (400 MHz; de-DMSO): § = 10.70 (bs, 1H), 9.43 (d, J
Ho)\[N\ & ,— =15Hz 1H),896-878 (m,2H),8.71 (d, /= 15 Hz, IH),
' N\>—N>\_H 847 (t, J=5.3 Hz, 21), 8.14 -7.94 (m, 110), 7.49 (ddd, J = 7.5,
4.9,0.9 Hz, 1), 6.88 (bt, J = 5.4 Hz, 1H), 5.65 (d, J=4.7 Hz,
| :N 110), 5.00 -4.84 (m, 1H), 3.29 -3.15 (m, 2H), 1.50 (d, J = 6.6

Hz, 3H), 1.14 (t, J = 7.2 Hz, 3H). MS: 421.08 [M+H]".
1-[5-(5-acetylpyrazin-2-yl}-7-(2-pyridyl)-1,3-benzothiazol-2-yl]-3-ethyl-urea (i):
Intermediate 1 (171 mg, 0.5 mmol), 1-(5-chloropyrazin-2-yl)ethanone (94 mg, 0.60
mmol) and PdCl,(dppf) (41 mg, 0.05 mmol) were suspended in 1,4-dioxane (8 mL). A
solution of Cs,CO3 (488 mg, 1.50 mmol) in H,O (2 mL) was added. The mixture was
then heated under microwave irradiation at 100 °C for 30 min. The mixture was
filtered, washed with H,O, EtOH, MeOH and Et,0 to afford i (172 mg, 82%). MS:
419.06 [M+H]".
1-ethyl-3-(5-(5-(1-hydroxyethyl)pyrazin-2-yl)}-7-(pyridin-2-yl}benzo[ d]thiazol-2-
vljurea (6): To a suspension of i (63 mg, 0.15 mmol) in THF (5 ml) was added a
solution of NaBHy (29 mg, 0.75 mmol) in H,O (1 mL) and the mixture stirred at RT
for 30 min. The reaction was diluted with EtOAc (50 mL) and washed with H,O and
brine. The organic fraction was dried (Na;SO,) and concentrated in vacuo to afford
Compound 6 (62 mg, 98%).

Example(s) of General Method C
1-[5-[2-[(15*,2R*)-1,2-dihydroxypropyl|pyrimidin-5-yl1]-7-(2-pyridyl)-1.3-

benzothiazol-2-yl1]-3-ethyl-urea (7)

/~  'HNMR (400 MHz, CDCI;) 5 9.14 (s, 2H), 8.70 (s, 1H), 8.14 -
N Rt N
wo? ) \ ?’H 7.90 (m, 2H), 7.82 (t, T = 7.3 Hz, 1H), 7.75 (s, 1H), 7.30 (d, T =
Na
s>/ " 10.5 Hz, 1H), 4.55 (s, 1H), 4.14 (d, T = 7.2 Hz, 1H), 3.23 (s,
- 2H), 142 (d, J = 3.9 Hz, 3H), 1.26 (1, J = 7.1 Hz, 3H). MS:
L 451.1 [M+H]".

(5-bromopyrimidin-2-yl)methanol (i): An solution of NaBH,4 (510 mg, 2.70 mmol) in
H,0 (10 mL) was introduced drop-wise to a solution of methyl 5-bromopyrimidine-2-
carboxylate (3.05 g, 14.1 mmol) in THF (100 mL) at 0 °C. The mixture was allowed
to warm slowly to RT overnight. The majority of the THF was evaporated, and the

resulting residue was diluted with EtOAc (200 mL). The organic fraction was washed
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with brine (200 mL), dried (MgSQ,) and purified over silica, eluting with 0-60%
EtOAc:n-heptane) to afford i (510 mg, 19% ). MS: 189.0 & 191.0; 1:1 [M+H]".
5-bromo-2-(bromomethyl )pyrimidine (ii): Methanesulfonyl chloride (0.31 mL, 4.0
mmol) was added to a stirred suspension of i (510 mg, 2.7 mmol) and triethylamine
(820 pL, 5.9 mmol) in THF (30 mL) at 0°C for 10 min. The solution was treated with
LiBr (1.2 g, 13 mmol) in THF (25 mL) and allowed to stir, whilst warming to RT over
1 h. The majority of the reaction solvent was removed in vacuo, and the mixture
diluted with EtOAc (200 mL). The organic fraction was sequentially washed with sat.
aq. NH4Cl1 (2 x 100 mL), brine (1 x 100 mL) and dried (MgSQOy,) to afford ii (663 mg,
98%). MS: 251.0, 253.0 & 254.8; 1:2:1 [M+H]".
5-bromo-2-(diethoxyphosphorylmethyl)pyrimidine (iii ): Compound ii (663 mg, 2.63
mmol) was dissolved in 10 mL of ACN and triethylphosphite (0.92 ml., 5.26 mmol)
added. The reaction was heated in a microwave for 1h at 100 °C. The reaction was
concentrated in vacuo affording iii (813 mg, 100%) MS: 308.9 & 310.9; 1:1 [M+H]".
1-[5-[2-(diethoxyphosphorylmethyl)pyrimidin-5-yl]-7-(2-pyridyl)- 1, 3-benzothiazol-2-
vl]-3-ethyl-urea (iv): Intermediate 1 (860 mg, 2.5 mmol), iii (813 mg, 2.63 mmol),
Cs,CO; (2.57 g, 7.90 mmol) and Pd(PPh3),Cl, (90 mg, 0.10 mmol) were dissolved in
1-4-dioxane: H,O (10:1; 10 mL) and degassed with a stream of N, for 10 min. The
reaction was sealed under an atmosphere of N, and heated at 100 °C for 1 hin a
microwave reactor. The mixture was concentrated in vacuo, purified over silica
(gradient elution: 0-10% DCM-MeOH) and triturated from acetone affording iv (410
mg, 29% ).MS: 527.1 [M+H]".

1-ethyl-3-[5-[ 2-[(E)}-prop-1-enyl [pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-2-
vljurea (v): Sodium methoxide (0.5 M MeOH solution; 0.9 mL, 0.43 mmol) was
added drop-wise to a suspension of iv (104 mg, 0.198 mmol) in THF (10 mL).
Acetaldehyde (40 uL, 0.69 mmol) was introduced and the mixture stirred for 90 min.
The reaction was diluted with EtOAc (60 mL), washed with sat. NaHCO;(aq) (60
mlL). The organic fraction was dried (MgSQy), concentrated in vacuo, and purified
over silica (gradient elution; 0-10%, DCM-MeOH) affording v (79 mg, 96% ). MS:
417.1 [M+H]".

1-[5-[2-[(1S* 2R*)-1,2-dihydroxypropyl [pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-yl[-3-ethyl-urea (7): Osmium tetroxide (10 mg; 60 pmol) was added
to a solution of v (230 mg, 600 umol), N-methylmorpholine N-oxide (160 mg; 1.40
mmol) and pyridine (20uL. ) in THF-Me,CO (5:1; 90 mL). The reaction was quenched
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with sat. Na;S,0s(aq) (20 mL), extracted with EtOAc (150 mL), washed with brine
(75 mL). dried (MgSO,) and concentrated in vacuo. Purification over silica (gradient
elution: 0-10%, DCM-MeOH) afforded Compound 7 (93 mg, 38%).
Example(s) of General Method D
1-(5-(2-(3.4-dihydroxytetrahydro-2H-pyran-4-yD)pyrimidin-5-yl)-7-(pyridin-2-
yhbenzo[d]thiazol-2-y1)-3-ethylurea (8)

"H NMR (400 MHz, DMSO-d) 3 10.62 (s, L), 9.34 (s, 2H),

" 8.83 (dd, ] = 4.8, 0.8 Hz, 1H), 8.53 (d, ] = 8.3 Hz, 1H), 8.40
O\/:§<“/N\ . (d, T = 1.4 Hz, 1H), 8.15 (d, J = 0.9 Hz, 1H), 8.02 (td, T = 7.9,
N \ >\‘—N/_ 1.8 Hz, 1H), 7.53 - 7.41 (m, 1H), 6.94 - 6.77 (m, 1H), 5.41
| S>_” (s, 1H), 4.76 (t, T = 7.5 Hz, 1H), 3.93 (d, ] = 11.0 Hz, 2H),
8 3.82 -3.70 (m, 2H), 3.69 - 3.62 (m, 1H), 3.28 - 3.15 (m,
/ 2H), 2.69 -2.55 (m, 1H), 1.81 (d, J = 13.8 Hz, 1H), 1.12 (t,

=7.2 Hz, 3H).MS: 493.1, [M+H]".
5-bromo-2-(3,6-dihydro-2H-pyran-4-yl)pyrimidine (i): 5-bromo-2-iodo-pyrimidine
(250 mg; 0.88 mmol) and 2-(3,6-dihydro-2H-pyran-4-yl)-4,4,5,5-tetramethyl-1,3,2-
dioxaborolane (196 mg, 0.92 mmol) were dissolved in 1,4-dioxane- H,O (10: 1; 10
ml.) and degassed with a stream of N, for 10 min. Pd(Ph3),Cl, (30 mg, 0.04 mmol)
was introduced and the reaction sealed and heated in a microwave reactor for 30 min
at 80°C. The reaction was concentrated in vacuo, re-dissolved in DCM, filtered and
purified over silica (gradient elution, 0-50% EtOAc-n-heptane) yielding i (105 mg,
50%). MS: 241.1 & 243.0; 1:1 [M+H]".
5-bromo-2-(3,7-dioxabicyclo[4.1.0]heptan-6-yl)pyrimidine (ii): Compound i (105 mg;
0.436 mmol) was dissolved in DCM (15 mL) and cooled to O °C, then solid 3-
chlorobenzenecarboperoxoic acid (280 mg, 1.14 mmol) was added and the mixture
stirred overnight. The mixture was quenched with 1M Na,S,0s(aq) (5 mL), washed
with sat. NaHCOs(aq) (3 x 30 mL) followed by brine (1 x 30 mL). The organic
fraction was dried (MgSQ,). Purification by chromatography on silica eluting with 0-
50% EtOAc-n-heptane gave ii (20 mg, 18%). MS: 256.9 & 258.8; 1:1 [M+H]".
1-[5-[2-(3,7-dioxabicyclo[4.1.0[heptan-6-yl)pyrimidin-5-yl{-7-(2-pyridyl)-1,3-
benzothiazol-2-yl]-3-ethyl-urea (iii): Intermediate 1 (29 mg, 0.085 mmol), ii (20 mg,
78 umol), Cs,CO3 (55 mg 0.17 mmol) and Pd(Ph3),Cl, (3 mg, 4 umol) were dissolved
in 1,4-dioxane: H,O (10:1, 10 mL). The mixture was degassed with a stream of N, for
10 min, then heated in a microwave reactor at 80°C for 1 h.The reaction was

concentrated in vacuo, re-dissolved in a minimum quantity of DCM and purified by
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chromatography on silica (0-10% DCM-MeOH) yielding iii (23 mg 57%). MS: 475.0,
[M+H]".
1-(5-(2-(3,4-dihydroxytetrahydro-2H-pyran-4-yl)pyrimidin-5-yl)-7-(pyridin-2-
vl)benzo[d][thiazol-2-yl)-3-ethylurea (8): Compound iii (20 mg; 0.042 mmol) was
dissolved in THF- H,O (10:1, 11 mL). Conc. sulfuric acid (20 pL) and p-
toluenesulphonic acid (0.7 mg, 4 umol) were added and the mixture stirred at RT. The
mixture was concentrated in vacuo and purified over silica (0-100% 0.1% FA(aq) -
MeCN) yielding Compound 8 (8.8 mg, 42%).

Example(s) of General Method E
1-Ethyl-3-[5-[4-(1-hydroxyethyDtriazol-1-yl]-7-(2-pyridyl)-1.3-benzothiazol-2-
yllurea (9)

'"HNMR (400 MHz, DMSO-dg) § 10.97 (br s, 1), 8.91 (s, 1),

»@N N 8.84 (d, J= 3.9 Hz, 1H), 8.46 (d, J = 8.2 Hz, 1H), 8.41 (s, 11I),

HO S\>—“>/_N 8.16 (s, 1H), 8.03 (td, /= 7.9, 1.8 Hz, 1H), 7.49 (dd, J=7.2, 5.2
P & N—  Hz 1H),7.02 (brs, 1H), 5.41 (d, J = 4.8 Hz, 1H), 5.00 - 4.92
| (m, 1H), 3.26 - 3.15 (m, 2H), 1.52 (d, J= 6.5 Hz, 3H), 1.11 (t,

=7.2 Hz, 3H). MS: 410.0 [M+H]".
1-(5-azido-7-bromo-1,3-benzothiazol-2-yl)-3-ethylurea (i): Intermediate 3 (3.0 g,
7.04 mmol), sodium azide (930 mg, 14.08 mmol), sodium L-ascorbic acid (350 mg,
1.8 mmol) and Cul (120 mg; 0.63 mmol) were suspended in a mixture of DMSO (100
mlL) and H,O (24 mL). N,N'-dimethylethane-1,2-diamine (100 mg, 1.1 mmol) was
added and the suspension heated at 100°C overnight. H,O was added and the resultant
solid collected by filtration. This was rinsed with H,O and dried in vacuo to give i
(1.68 g). MS: 342.9 [M+H]".
1-{7-bromo-5-[4-(diethoxymethyl)-1H-1,2,3-triazol-1-yl[-1,3-benzothiazol-2-yl }-3-
ethyl-5-methyl-1,3,5-triazinan-2-one (ii): Compound i (1.68 g, 4.89 mmol) was
suspended in MeOH (65 mL) and formaldehyde (37wt% in H,0, 7.94 g, 97.9 mmol)
then methylamine (2 M in MeOH; 24.5 mL, 49 mmol) added. The suspension was
heated to 80 °C for 5 h. HO was added and the mixture extracted with EtOAc and
then DCM. The organic layers were dried (Na;SQOy), filtrated and concentrated in
vacuo to give a residue that contained 1-(5-azido-7-bromo-1,3-benzothiazol-2-yl)-3-
ethyl-5-methyl-1,3,5-triazinan-2-one (1.31 g). A part of this mixture (827 mg; 2.09
mmol) was suspended in DMF (36 mL), cooled down at 0°C and then treated with
3,3-diethoxyprop-1-yne (535 mg, 4.17 mmol), DIPEA (320 mg, 2.5 mmol) and Cul

(70 mg; 0.37 mmol). The ice bath was removed and the reaction let to stir overnight at
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RT. The mixture was freeze-dried and the residue purified by chromatography on
silica (0-5% MeOH gradient in DCM) to give a residue that was triturated with
EtOAc affording ii (354 mg, 13%) "H NMR (400 MHz, DMSO-de) & 8.90 (s, 1H),
8.26 (d, /= 1.8 Hz, 1H), 8.10 (d, J = 1.8 Hz, 1H), 5.75 (s, 1H), 5.13 (s, 2H), 4.40 (s,
2H), 3.63 (qq, / = 9.6, 7.1 Hz, 4H), 3.38 (q, /= 7.1 Hz, 2H), 2.55 (s, 3H), 1.18 (t, J =
7.1 Hz, 6H), 1.13 (t, / =7.1 Hz, 3H).

1-{5-[4-(diethoxymethyl)-1H- 1,2, 3-triazol-1-yl]-7-(pyridin-2-yl)-1,3-benzothiazol-2-
yl}-3-ethyl-5-methyl-1,3,5-triazinan-2-one (iii): Compound ii (415 mg, 0.79 mmol)
was suspended in DMF (5 mL) and tributyl(2-pyridyl)stannane (250 mg, 1.68 mmol)
added. The mixture was degassed by freeze-drying the reaction vessel under vacuo
and back filling with argon. Cul (30 mg, 0.2 mmol) and Pd(PPh3),Cl, (1:2) (60 mg,
0.08 mmol) were added. The mixture was degassed with argon and heated at 110°C
overnight. The mixture was filtered through celite, washing with DMF. The filtrate
was freeze-dried to give a residue that was purified by chromatography on silica (0-
100% EtOAc gradient in heptane) to give iii (250 mg, 60%). '"H NMR (400 MHz,
DMSO-dg) 8 9.06 (br s, 1H), 8.85 (ddd, J =4.8, 1.7, 0.9 Hz, 1H), 8.53 (d, /=2.0 Hz,
1H), 8.52 - 8.49 (m, 1H), 8.30 (d, J =2.0 Hz, 1H), 8.06 - 8.01 (m, 1H), 7.49 (ddd, J
=7.5,4.9,0.9 Hz, 1H), 5.79 (s, 1H), 5.16 (s, 2H), 4.39 (s, 2H), 3.72 - 3.59 (m, 4H),
3.40 (q, J=7.1 Hz, 2H), 2.56 (s, 3H), 1.20 (t, /= 7.1 Hz, 6H), 1.14 (t, /= 7.1 Hz,
3H). MS: 523.0 [M+H]".

1-Ethyl-3-[5-(4-formyl-1H-1,2,3-triazol- 1-yi)-7-(pyridin-2-yl}-1,3-benzothiazol-2-
ylJurea (iv): Compound iii (250 mg, 0.48 mmol) was suspended in 1M HCI solution
(9 mL) and the mixture heated at 70°C overnight. The mixture was concentrated in
vacuo to give iv (213 mg, quantitative). MS: 394.0 [M+H]".
1-ethyl-3-{5-[4-(1-hydroxyethyl)-1H-1,2,3-triazol-1-yl[-7-(pyridin-2-yl)-1, 3-
benzothiazol-2-yljurea (9): To a suspension of iv (40 mg, 0.1 mmol) in THF (0.7 mL)
was added bromo(methyl)magnesium 3M in Et,O (0.250 mL, 0.1 mmol) and the
mixture heated at 40°C for 1 h. NH4CI (sat. aq.) was added and the mixture extracted
with DCM :IPA (5:1). The organic layers were washed with brine and then
concentrated in vacuo to give a crude product that was purified by reverse phase SP4
(ACN gradient in H,0) affording Compound 9 (1.9 mg, 4%).

Example(s) of General Method F
1-Ethyl-3-(5-(2-(2-hydroxypropan-2-yl)pyrimidin-5-yl)-7-(pyrimidin-2-
yhbenzo[d]thiazol-2-yl)urea (10)
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NN | Q8 ,— 'HNMR (DMSO-d): 301072 (brs, 1H), 9.24 (s, 2H), 9.08 (d,
" ”\>_”>\‘_ h J=4.80 Hz, 2I), 8.70 (s, 1), 8.23 (s, 1), 7.57 (t, J=4.80 Hz,
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U 1.12 (t, J=7.20 Hz, 3H). MS: 436.15 [M+H]".
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A solution of Intermediate 5§ (0.30 g, 0.68 mmol) and 2-(tributylstannyl)pyrimidine
(0.253 g, 0.68 mmol) in DMF (10 mL) was degassed by purging with N; for 15 min
followed by addition of Pd(PPhs), (0.078 g, 0.06 mmol). The mixture was degassed
by purging with N; for 10 min and then heated to 80°C for 16 h. Ice-cold H,O was
added to the reaction followed by extraction with EtOAc (3 x 100 mL). The combined
organics were washed with brine, dried (Na,S0Qy), filtered and concentrated in vacuo.
The residue was purified over silica (2.50% MeOH-DCM) to give Compound 10
0.015 g, 5%).
Example(s) of General Method G
1-ethyl-3-(5-(4-(2-hydroxypropan-2-yl)-1H-imidazol-1-yI)-7-(pyridin-2-
yhbenzo[d]thiazol-2-yl)urea (11)

) 'H NMR (400 MHz, MeOD) § 8.73 (d, ] = 4.8 Hz, 1H), 8.22 (d,

W N °>_H J=82Hz, 1H), 8.20 (d, T = 1.4 Hz, 1), 8.01 (d, T = 2.0 Hz,

"o S\>—u N 1H), 7.92(d, T =79, 1.8 Hy, 1H), 7.7 (d, T = 2.0 Hz, 1H), 7.55
(d,T=14THz, 1H), 7.37 (dd, T =7.5, 4.9 Hz, 1), 3.37 - 3.32
(m, 2H), 1.62 (s, 6H), 1.23 (1, T = 7.2 Hz, 3H). MS: 422.99

[M+H]".

2-(1H-imidazol-4-yl)propan-2-ol (i): Methyl 1H-imidazole-4-carboxylate

(430 mg) was heated at reflux in HMDS (1 mL) for 30 min and the excess HMDS
then distilled off. The residue was placed under vacuum then flushed twice with N,
before dissolving in THF. The solution was cooled to 0°C, and MeMgBr (4.5 mL ;
3M) added dropwise at 0°C and the mixture warmed to RT overnight. The mixture
was quenched with 1mL sat. NH4Cl then diluted with 2-3mlL. H,O. The mixture was
concentrated in vacuo to an aqueous emulsion which was applied to a 12g C18
reverse phase column. Elution with 100% ACN gave a residue that was further
purified by chromatography on silica eluting with MeOH/DCM to afford i (280 mg).
1-ethyl-3-(5-(4-(2-hydroxypropan-2-yl)-1H-imidazol-1-yl)-7-(pyridin-2-
vl)benzo[d][thiazol-2-yl)urea (11) : Compound i (74 mg) and Intermediate 1 (100
mg) were suspended in pyridine with 4A mol. sieves. The mixture was degassed and

flushed with oxygen and Cu(OAc),.H,0 added. The mixture was again degassed and
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flushed with oxygen then left stirring at 80°C for 280 min. The reaction was quenched
by adding NH,CI sat. and diluted with EtOAc and H,O. The mixture was extracted
with EtOAc and the organics combined, dried (Na,SQ,4) and evaporated to dryness.
Purification by chromatography on silica, eluting with DCM/MeOH (0-10%)
followed by reverse phase chromatography on a C18 column eluting with ACN/H,0
afforded Compound 11 (7.5 mg).

Example(s) of Further Functionalisation

Alkylation of a hydroxyl group
1-Ethyl-3-(5-(2-(2-hydroxypropan-2-yDpyrimidin-5-yl)-7-methoxybenzo[ d|thiazol-2-
ylurea (12)

OH
N,
%(/ | 0 S 'H NMR (400 MHz, Acetone-d¢) 8 9.22 (d, ] =2.7 Hz, 2H), 7.65
N,
x “\>_H>\_u (s, TH), 7.22 (s, TH), 4.11 (s, 3H), 3.44 - 3.26 (m, 2H), 1.60 (s,
S
N

6H), 1.19 (t, T = 7.2 Hz, 3H). MS: 388.03 [M+H]".

A solution of Intermediate 9 (240 mg) and Cs,CO3 (220mg) in anhydrous DMF
(10mL) was chilled to 0°C then treated with iodomethane (83.5mg). The reaction was
allowed to warm to RT over 90 min then quenched with H,O. The mixture was
concentrated under vacuum and the resulting residue suspended in DCM & minimal
MeOH for purification by chromatography on silica (0 - 5% MeOH:DCM). The
residue was suspended in THF (10mL) and treated with 1M HCI (10mL). The
reaction was stirred at RT for 90 min then neutralised with NaHCOj; solution. The
mixture was diluted with EtOAc (15mL) and a white solid formed between the
aqueous and organic layers. The solid was collected by filtration and dried under
vacuum with heating at 50°C to give Compound 12 (83mg).

Ether formation from a halo moiety via an aldehyde
1-Ethyl-3-(5-(2-(2-hydroxypropan-2-yD)pyrimidin-5-yl)-7-(methoxymethyl)benzo
[d]thiazol-2-yl)urea (13)

OH

= 'H NMR (400 MHz, CDCl3) §9.13 (s, 2H), 7.95 (s, 1H), 7.23 (s,

| N S
N,
Z “\>_”>\‘_ H 1H), 4.67 (s, 2H), 3.48 (dd, J = 12.1, 6.3 Hz, 2H), 3.44 (s, 3H),
S

1.63 (s, 6H), 1.33 - 1.21 (m, 3H). MS 402.04 [M+H]".

o

2-(3-ethyl-5-methyl-2-0x0-1,3,5-triazinan-1-yl)-5-[ 2-(1-hydroxy- I-methyl-
ethyl)pyrimidin-5-yl[-1,3-benzothiazole-7-carbaldehyde (i): A solution of
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Intermediate 4 (200mg, 0.41mmol) in THF (10ml.) was chilled to -80°C under N,
then treated with nBuLi (0.89mL, 1.22mmol). After 1 min DMF (0.06mL, 0.8 1mmol)
was added and the reaction allowed to warm to RT over 30 min. The reaction was
diluted with NaHCO; (20mL) then extracted with EtOAc (2 x 15mL). The organic
extract was dried (MgSQy), filtered and concentrated. The residue was suspended in
DCM then purified by chromatography on silica eluting with (0 - 5% MeOH :DCM)
to give i (38.5mg, 22%). MS 441.01 [M+H]".
1-Ethyl-3-(5-(2-(2-hydroxypropan-2-yl)pyrimidin-5-yl)-7-(methoxymethyl )benzo[d]
thiazol-2-ylurea : A solution of i (23mg, 0.05mmol) in MeOH (2ml.) was treated
with H,SO4 (20mL, 0.38mmol) then stirred at RT for 90 min. The reaction was
neutralised with NaHCOs, then extracted with EtOAc (2 x 10mL). The organic extract
was dried (MgSQ,), filtered and concentrated. The crude material was suspended in
DCM (2mL) and treated with triethylsilane (50uL., 0.31mmol) and BF;0Et, (25uL.,
0.20mmol). The reaction was stirred at RT for 30 min, quenched with MeOH (2mlL.)
and stirred for 1h. The mixture was diluted with EtOAc (5mL) and washed with
NaHCOj; (SmL) and H,O (5mL). The organic extract was dried (MgSQy), filtered and
concentrated. The material was suspended in MeCN:MeOH and purified by reverse
phase chromatography (5-40-50-100% MeCN:H,O + 0.1% FA) to give Compound 13
(7.3mg, 21%).
1-ethyl-3-(5-(2-(1-hydroxyethyDpyrimidin-5-y1)-7-((6-methylpyridin-3-
yDmethoxy)benzo[d]thiazol-2-yDurea (14)

)\«N\/ NYNH '"HNMR (400 MHz, D-0) § 8.60 (s, 2H), 8.29 (s, 1H), 8.15 (d, ]
¥ =7.0Hz, 1H),7.77 (d, ] = 8.3 Hz, 1), 6.91 (s, 1H), 6.38 (s,
0 1H), 3.03 - 2.90 (m, 2H), 2.75 (s, 3H), 1.45 (¢, ] = 10.7 Hz, 3H),
( = 1.00 (dt, J = 14.1, 7.1 Hz, 3H). MS: 465.1 [M+H]".
V

1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-[(6-methyl-3-pyridyl)methoxy|-1,3-
benzothiazol-2-yl[-5-methyl-1,3,5-triazinan-2-one (i): Methanesulfonyl chloride; (120
uL; 1.50 mmol) was introduced drop-wise to a solution of (6-methyl-3-
pyridyDmethanol (100 mg; 0.812 mmol) and triethylamine (0.32 mL; 2.25 mmol) in
anhydrous DCM (6 mL) at 0°C and stirring was continued for 30 min at 0 °C. The

mixture was quenched with MeOH (2 mL), concentrated in vacuo and purified on
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silica (gradient elution, 50-100%, n-heptane-FtOAc) affording 6-methyl-3-
pyridy)methyl methanesulfonate (95 mg, 58%).

In a separate flask, Intermediate 10 (45 mg, 0.11 mmol) and K,CO3 (68 mg, 0.49
mmol) were dissolved in DMF (10 mL), and solution of (6-methyl-3-pyridyl)methyl
methanesulfonate (95 mg, 0.47 mmol) in DMF (3 mL) was added at RT. The reaction
was heated to 45°C for 3 h. Concentrating the reaction mixture to 1/3" of its original
volume and diluting with EtOAc (100 mL), washing with H,O (100 mL), followed by
brine (100 mL), and back extracting the aqueous phase with DCM:IPA (5:1, 100 mL)
followed by purification by chromatography on silica eluting with 0-10%, DCM in
MeOH gave i (30 mg, 53%).
1-ethyl-3-(5-(2-(1-hydroxyethyl)pyrimidin-5-yl)-7-((6-methylpyridin-3-
vlymethoxy)benzo[d]thiazol-2-yl)urea (14): Compound i (30 mg; 58 pmol) was
suspended in THF (3 mL) and concentrated HC1 (1 mlL) was introduced and heated to
45°C for 1.5 h.The reaction was concentrated in vacuo, and purified by reverse phase
chromatography, gradient elution, 25-80%, 0.1%FA(aq) in ACN) and lyophilized in
the presence of 1M HC1 (ca. 3 mL) to give Compound 14 (23 mg, 79%).

Sulfone formation from a thioether

pyridyl]-1,3-benzothiazol-2-ylJurea (15); and 1-ethyl-3-[5-[2-(1-

hydroxyethy)pyrimidin-5-y1]-7-[4-(methylsulfinylmethy])-2-pyridyl]-1.3-

benzothiazol-2-yl]urea (16)

N, N,
HOJ\( N HO/H/ x_ o
I I -

O,
.
o \>_>— SN

~ P
A solution of oxone (45 mg, 0.073 mmol) in H,O (0.5 mL) was added to a solution of
Compound 15 (70 mg, 0.146 mmol) in DMF (4.5 mL) at RT and stirred for 1 h.. The
mixture was diluted with EtOAc (50 mL) and washed with H,O. The aqueous fraction
was saturated with NaCl and re-extracted with EtOAc (3 x 50 mL). The combined
organic layers were dried (Nap,SOy4) and concentrated in vacuo. The residue was
purified by chromatography on silica, eluting with 0-30% MeOH/EtOAc to afford
Compound 16 (15 mg, 21%). MS: 496.97 [M+H]"; 'H NMR (400 MHz; d-DMSO): &
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=10.79 (bs, 1H), 9.36 (s, 2H), 8.87 (d, J =4.9 Hz, 1H), 8.52 (s, 1H), 8.39 (d, /= 1.5
Hz, 1H), 8.20 (d, J = 1.5 Hz, 1H), 7.47 (dd, /= 5.1, 1.2 Hz, 1H), 7.03 (bd, J = 5.2 Hz,
1H), 5.35(d, J=5.5Hz, 1H), 4.94 (p, / = 6.5 Hz, 1H), 4.36 (d, / = 12.5 Hz, 1H), 4.25
-4.07 (m, 1H), 3.28 (dd, /=7.1,5.7 Hz, 2H), 2.64 (s, 3H), 1.54 (d, / = 6.6 Hz, 3H),
1.18 (t, /=7.2 Hz, 3H).

Example(s) of General Method H
1-Ethyl-3-[5-[2-(1-hydroxyethyD)pyrimidin-5-y1]-7-(2-pyridyl)-1,3-benzothiazol-2-
yllurea (17); and 1-(5-(2-(3-ethylureido)-7-(pyridin-2-yl)benzo[d]|thiazol-5-

yDpyrimidin-2-yl)ethyl 4-methylpiperazine-1-carboxylate (18)

0,
—
Nax N >—N

Compound 17, similarly prepared to Compound 1, (0.2378 mmol; 100 mg) was
dissolved in DMF (1 mL) and di(imidazol-1-yl)methanone (0.26 mmol; 42 mg) added
and stirred at RT for 18 h. 1-Methylpiperazine ( 0.29 mmol; 29 mg) was added and
the mixture stirred at RT for 18 h. The mixture was concentrated in vacuo and the
residue was purified by chromatography on silica eluting with 0-12% MeOH/ DCM)
followed by reverse phase chromatography to give Compound 18 (12 mg) as the
formate salt. '"H NMR (400 MHz, DMSO-de) 3 10.69 (s, 1H), 9.39 (s, 2H), 8.84 (d, J
=4.0Hz, 1H), 8.55 (d, J=8.2 Hz, 1H), 8.42 (d, J = 1.4 Hz, 1H), 8.18 (d, J = 1.1 Hz,
1H), 8.03 (td, J=7.9, 1.7 Hz, 1H), 7.48 (dd, J =7.1, 5.1 Hz, 1H), 6.92 (t,J = 5.2 Hz,
1H), 4.54 (d, J = 12.9 Hz, 1H), 4.36 (d, ] = 12.9 Hz, 1H), 3.27 - 3.18 (m, 2H), 2.77 (s,
3H), 1.14 (t, J = 7.2 Hz, 3H). MS 453.01 [M+H]".

4-11-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-2-

yllethoxy]-4-oxo-butanoic acid (19)
o 'H NMR (400 MHz, CDCl5) 3 8.90 (s, 2H), 8.70 - 8.63 (m, L1),
NJ\W: e 791 (d,J = 8.1 Hz, 11), 7.83 - 7.67 (m, 31), 7.20 - 7.13 (m,
> 1H), 5.83 (g, ] = 6.8 Hz, 1H), 3.30 - 3.13 (m, 2H), 2.63 (dd, ] =
Sy 6.8, 2.1 Hz, 21), 2.52 (dd, J = 6.5, 2.9 Hz, 2H), 1.57 (d,] = 6.8
g Hz, 3H), 1.09 (t, ] = 7.3 Hz, 2H). MS 521.09 [M+H]*.
A solution of Compound 17 (250 mg) was treated with DIPEA (230 mg), DMAP (40

mg) and succinic anhydride (150 mg) then stirred at 50°C for 6 h. Then DIPEA
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(300uL) and succinic anhydride (100mg) were added and the reaction stirred
overnight. The mixture was diluted with H,O (30mL) and washed with EtOAc (3 x
15mL). The aqueous extract was concentrated to give a crude brown gum.
Purification by chromatography on silica eluting with 0-5% MeOH in DCM gave a
solid that was suspended in hot MeOH, left to cool to RT and the resulting solid
collected by filtration and dried under vacuum to give Compound 19.
04-[1-[5-[2-(Fthylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl|pyrimidin-2-
yl]-1-methyl-ethyl] O1-methyl butanedioate (20); and 4-((2-(5-(2-(3-ethylureido)-7-

(pyridin-2-yl)benzo[d]thiazol-5-yl)pyrimidin-2-yl)propan-2-yl)oxy)-4-oxobutanoic

acid (21)
(e} o]
Al oy
o | N S ° | NS
N FH N >—N N N >_u
S\>—u "’ > S\>—u
Xy | =N
| P P

Compound 20, similarly prepared to Compound 1, (179 mg, 0.33 mmol) was
dissolved in MeOH (18 mL) and NaOH (0.65 mL, 1 M, aq) added. The solution was
stirred at RT, then further NaOH (0.65 mL, 1 M, aq) was added after 1.5 h and 3.5 h.
H,0 (0.5 mL) was added after 7 h. The solution was stirred at RT overnight. After 23
h, the mixture was acidified to pH 4.5 with HC1 (1 M, aq) and the solution
concentrated to dryness in vacuo, azeotroping with ACN (3 x 20 mL). The solid was
purified by chromatography on silica, eluting with 0-5% MeOH in DCM, followed by
further chromatography on silica eluting with 0-50% MeOH in EtOAc and further
chromatography on silica eluting with 0-5% MeOH in DCM to give Compound 21
(47 mg, 27%). "H NMR (400 MHz, MeOD): § 9.14 (s, 2I0), 8.77 (ddd, J = 4.3, 1.7,
0.8 Hz, 1H), 8.29 (d, J =7.8 Hz, 1H), 8.19 (d, J = 1.5 Hz, 1H), 7.99 (d, J = 1.5 Hz,
1H), 7.96 (dt, J =7.8 and 1.7 Hz, 1H), 7.40 (ddd, J = 7.4, 4.3, 0.8 Hz, 1H), 3.37 (q, J =
7.2 Hz, 2H), 2.71 (m, 2H), 2.60 (m, 2H), 1.87 (s, 6H), 1.27 (t, ] = 7.2 Hz, 3H). MS:
535.05 [M+H]".

Example(s) of General Method 1

1-ethyl-3-[5-[2-(1-hydroxy- 1-methyl-ethyDpyrimidin-5-yl]-7-morpholino-1,3-

benzothiazol-2-yl]urea (151)

PCT/AU2013/000286
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3 &8 — 'H NMR (400 MHz; DMSO-dg): 8 10.75 (br s, 1H), 9.16 (s,

=~ N\>—N>\_H 2H), 7.72 (s, 1H), 7.16 (s, 1H), 6.73 (m, 1H), 5.11 (s, 1H), 3.86
° (m, 4H), 3.17-3.26 (m, 6H), 1.54 (s, 6H) and 1.09 (t, ]=7.20

[Nj Hz, 3H). MS: 443.28 [M+H]*
(%)
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1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-morpholino-1,3-
benzothiazol-2-yl]-5-methyl-1,3,5-triazinan-2-one (i). To a solution of Intermediate 4
(0.25 g, 0.51 mmol) in 1,4-dioxane (10 mL) was added morpholine (0.066 g, 0.77
mmol) followed by Cs,CO; (0.25 g, 0.77 mmol). The resulting solution was purged
with nitrogen for 30 min followed by addition of Pd,(dba); (0.026 g, 0.025 mmol) and
Xantphos (0.035 g, 0.061 mmol). The reaction mixture was again purged with
nitrogen for 15 min and then heated up to 80°C overnight. After the completion of
reaction (TLC monitoring), the reaction was cooled to RT, filtered through celite bed,
washed the celite bed with EtOAc and concentrated the combined filtrate under
reduced pressure. The crude residue was then purified over silica gel (100-200 M, 3%
MeOH-DCM) to obtain i as off-white solid (0.07 g, 28%). 'H-NMR (DMSO-de, 400
MHz): 8 9.18 (s, 2H), 7.79 (s, 1H), 7.19 (s, 1H), 5.12 (s, 3H), 4.37 (s, 2H), 3.80-3.83
(m, 4H), 3.35-3.38 (m, 2H), 3.21-3.23 (m, 4H), 2.54 (s, 3H), 1.54 (s, 6H) and 1.08 (t,
J=6.30 Hz, 3H).

1-Ethyl-3-[5-[ 2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-morpholino- 1, 3-
benzothiazol-2-ylJurea (151 ): To an ice-cold solution of i (0.065 g, 0.13 mmol) in
THF (3 mL) was added 6N-HCI (2 mL). The mixture was stitred at RT for 4 h. After
completion of reaction (TLC monitoring), the mixture was poured into saturated
NaHCOs; solution followed by extraction with EtOAc (2 x 50 mL). The combined
organics were washed with brine, dried over Na,SQy, filtered and concentrated under
reduced pressure. The residue obtained was triturated with MeOH-Et,O to affford
Compound 151 as a white solid (0.035 g, 61%).

Example(s) of Chiral Separation and Synthesis
(R)-1-ethyl-3-(5-(2-(1-hydroxyethyl)pyrimidin-5-yl)-7-(pyridin-2-yl)benzo[ d|thiazol-
2-yDurea (22) & (S)-1-ethyl-3-(5-(2-(1-hydroxyethyl)pyrimidin-5-yD)-7-(pyridin-2-
yhbenzo[d]thiazol-2-yl)urea (23)
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The (R) and (S) enantiomers of Compound 17 were separated by chiral prep-HPLC:

Column: Chiralpak IC (250 x 20 mm) 5 p

Mobile phase: 100% MeOH

Sampling details: 25mg in a mix of 0.5 mL TFA and 0.5mL of MeOH
Flow rate: 18 mL/min.

Run time: 20 min.

Retention Time 9.3 min; 14.7 min.

[(1R)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1.3-benzothiazol-5-yl|pyrimidin-
2-vyllethyl] dihydrogen phosphate (152); & [(1S)-1-[5-[2-(ethylcarbamoylamino)-7-(2-

1
—
1
=
P
o
=
=
&
Q
[¢]
=
=
@)
[72)
=
o
Load
[¢])
—
wn
7]

ridvl)-1,3-benzothiazol-5-vl]pyrimidin-2

on OH
S B ;
/\f o — /S\/ R o
N N N | N N
N
>N S )
\N X
N
Z Z
[0}
oL HO #
>0 />0

® D
152
1-ethyl-3-[5-[2-[(1S)-1-hydroxyethyl [pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-
2-yl]-5-methyl-1,3,5-triazinan-2-one (i): Compound 23 (12.67 g, 30.13 mmol) was
suspended in MeOH (150 mL). Formaldehyde (48.9 mL, 0.603 mol, as a 37%
aqueous solution) was added, along with N-methylmorpholine (33.1 mL, 0.301 mol)
and methylamine (151 mL of a 2M THEF solution). The white suspension was heated

at 70°C overnight. TLC showed almost complete conversion to product after 19hrs
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and the solution was cooled to room temperature then concentrated to ~33% volume
under reduced pressure and partitioned between H,O (150 mL) and FtOAc (300 mL).
Heat was applied to the biphasic mixture to help solubilize the product. The organic
layer was washed with brine, filtered through MgSQ,, and concentrated to dryness
under reduced pressure. The solid was swished in EtOAc (100 mL), filtered, washed
with EtOAc and heptane, and dried to give i as a white solid (11.97 g, 76%). MS:
475.93 [M+H]".

Di-tert-butyl [(IR)-1-[5-[2-(3-ethyl-5-methyl-2-0x0-1,3,5-triazinan-1-yl)-7-(2-
pyridyl)-1,3-benzothiazol-5-yl[pyrimidin-2-yl]ethyl] phosphate (ii):

Preparation of di-tert-butyl hydrogen phosphate: Potassium di-tert-butyl phosphate
(45 g) was dissolved in water (160 mL). Hydrochloric acid (1 M, aq) was added until
the pH was ~3. The resultant precipitate was collected by filtration, washed with
water, and dried under vacuum overnight to give di-tert-butyl phosphonic acid as a
white solid. Then, to a suspension of i (18.68 g, 39.28 mmol), triphenylphosphine
(17.51 g, 66.78 mmol), and di-tert-butyl hydrogen phosphate (10.73 g, 51.06 mmol)
in THF and triphenylphosphine were suspended in anhydrous THF (200 mL). A
solution of DIAD (13.5 g, 66.78 mmol) in THF (20 mL) was added dropwise. The
mixture was stirred at room temperature and monitored by LCMS to completion then
was concentrated under reduced pressure. Et,O (300 mL) was added and the mixture
sonicated, resulting in a bright white solid, which was filtered, washed with Et,O (100
ml.) and air dried. The filtrate also contained some product. After concentration to
150 mL the filtrate was chilled in ice, yielding more solid material. The solids were
collected, redissolved in DCM, and plugged (50-100% EtOAc/DCM to remove
Mitsonobu by-products then 10% MeOH/DCM to elute the desired product. After
concentrating the relevant fraction to a white solid, this material was recrystallized
from DCM/ether/heptane, filtered, washed with heptane, and dried overnight to give ii
as a white solid (17.09 g, 64%). '"H NMR (400 MHz) 3 9.41 (s, 2H); 8.83 (d, J = 4.4
Hz, 1H); 8.53 (d, /= 8 Hz, 1H); 8.43 (d, /= 1.2 Hz, 1H); 8.21 (d, /= 1.2 Hz, 1H);
8.01 (dt, J =8, 1.6 Hz, 1H); 7.46 (dd, J =7.2, 4.8 Hz); 5.43 (m, 1H); 5.16 (s, 2H);
4.38 (s, 2H); 3.39 (q, J = 7.2 Hz, 2H); 3.32 (br s, 2H); 2.55 (s, 3H); 1.64 (d, /= 6.8
Hz, 3H); 1.38 (s, 9H); 1.36 (s, 9H); 1.14 (t, J = 7.2 Hz). MS: 667.78 (M+H)". Chiral
HPLC: Column: Chirapak IC, 0.46 cm x 25 cm; 25 min isocratic gradent 100%
MeOH retention time = 17.12 min.

[(IR)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl [pyrimidin-
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2-yl]ethyl] dihydrogen phosphate (152): A solution of ii (17.0 g, 25.46 mmol) in
anhydrous THF (300 mL) was treated with 4 M HCI in dioxane (63.6 mL, 10 eq.). A
precipitate formed immediately upon addition of acid and the reaction monitored to
completion by LCMS. H,0 (50 mL) was added and the solution concentrated to
remove approx. 150 mL of THF, at which point a flocculent precipitate began to form.
The mixture was stirred at room temperature overnight, yielding a white precipitate
which was filtered, washed several times with water, followed by MeOH and Et,0,
then dried at 50°C for 6 hours to give Compound 152 as a white solid (12.0 g, 95%).
MS: 501.7 [M+H]*. "H NMR (400 MHz, DMSO-de): § 10.7 (br s 1H), 9.35 (s, 2H),
8.85-8.81 (m, 1H), 8.53 (d, ) =8.3 Hz, 1H), 8.39 (d,J = 1.6 Hz, 1H), 8.15(d,J = 1.6
Hz, 1H), 8.05 - 7.99 (m, 1H), 7.49 - 7.44 (m, 1H), 6.93 (t, ] = 5.5 Hz, 1H), 5.48 -
5.39 (m, 1H), 3.27-3.17 (m, 2H), 1.63 (d, ] = 6.6 Hz, 3H), 1.12 (t, ] = 7.2 Hz, 3H).

Compound 153 may be similarly prepared, starting from Compound 22.

Ho /" "H NMR (400 MHz, DMSO-dg): § 10.6 (br s, 1H), 9.35 (s,
/™o
° i 2H), 8.85 — 8.81 (m, 1H), 8.53 (d, ] = 8.3 Hz, 1H), 8.39 (d, ] =
AN
q'// \ Oy”/_ 1.6 Hz, 1H), 8.15 (d, ] = 1.6 Hz, 1H), 8.05 — 7.99 (m, 1H), 7.56
S>_H —7.31 (m, 1H), 6.89 (t, ] =5.5 Hz, 1H), 5.47 — 5.38 (m, 1H),
~ 3.26 - 3.18 (m, 2H), 1.63 (d, ] = 6.6 Hz, 3H), 1.12(t, T =7.2
7 Hz, 3H). MS: 501.05 [M+H]*.

The following compounds were similarly prepared with reference to the general
method(s) and/or examples previously described.

Table 1: Compounds and characterisation data

Observed
No. LCMS "H NMR
[M+H]*

(DMSO-dg): 8 10.62 (s, 1H), 9.0 (s, 1H), 8.8 (d, 1H), 8.5(d, 1H), 8.4 (d,
1H), 8.35 (s, 1H), 8.05 (m, 2H), 7.8 (s, 1H), 7.5 (m, 1H), 7.1 (s, 1H), 6.9 (s,

o 486 1H), 6.8 (s, 1H), 6.3 (d, 1H), 6.0 (d, 1H), 3.7 (s, 3H), 3.25 (m, 2H), 1.15 (t,
3H)
(CDCls): 89.22 (s, 2H), 8.66 (s, 1H), 8.13 (s, 1H), 7.89 (s, 1H), 7.82 (d, T =

25 534.15 8.2 Hz, 1H), 7.77 (s, 1H), 3.84 — 3.67 (m, 4H), 3.58 (s, 2H), 3.41 (s, 2H),
2.51 (s, 4H), 1.61 (s, 6H), 1.31 — 1.26 (m, 3H).
(CDCls) 89.18 (s, 2H), 8.66 (d, T = 4.7 Hz, 1H), 8.46 (s, 1H), 8.16 (s, 1H),

26 518.17 8.02 (s, 1H), 7.93 (s, 1H), 3.92 (s, 2H), 3.51 — 3.36 (m, 2H), 2.80 (s, 4H),
1.92 (s, 4H), 1.63 (s, 6H), 1.35 - 1.22 (m, 3H).
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(CDCLy) 3891 (d, T =1.6 Hz, 1H), 8.59 (d, ] = 4.5 Hz, 1H), 8.12 - 7.98
27 434.05 | (m,4H),7.82 (1,1 =7.6 Hz, 1H), 742 (d, T =8.2 Hz, 1H), 7.21 (dd, T =
7.2,5.0 Hz, 1H), 3.56 — 3.43 (m, 2H), 1.59 (s, 6H), 1.32 (t, ] = 7.2 Hz, 3H).
(DMSO-dg) § 10.63 (br s, 1H); 9.35 (s, 2H); 8.77 (d, ] = 5 Hz, 1H); 8.44
(1H, s); 8.39 (1H, s); 8.15 (1H, s); 747 (d, ] = 5 Hz, 1H); 6.90 (br s, 1H);
5.15 (s, 1H); 3.66 (s, 2H); 3.63 (s, 4H); 3.23 (m, 2H); 2.46 (s, 4H); 1.59 (s,
6H); 1.14 (t, ] = 7 Hz, 3H).

Methano sulphonate salt form: "HNMR (400 MHz; D,0): § = 8.70 (s, 2H),
8.25 (s, LH), 7.83 (s, 1H), 7.34 (s, 1H), 7.17 (s, 2H), 4.28 (s, 2H), 4.00 (s,
28 534.18 | 4H), 3.33 (s, 4H), 3.21-3.02 (m, 2H), 2.83 (s, 3H), 1.66 (s, 6H), 1.12 (1, J =
7.2 Hz, 3H). MS: 534.19 [M+H]*

HCl salt form: "H NMR (400 MHz; DMSO-dg): 8 = 12.24 (bs, 1H), 9.45 (s,
2H), 9.11 (s, 1H), 8.92 (d, J = 5.0 Hz, 1H), 8.55 (d, J= 1.5 Hz, 1H), 8.22
(d, J= 1.5 Hz, 1H), 7.66 (dd, J = 5.0, 0.9 Hz, 1H), 7.20 (bs, 1H), 4.54 (s,
2H), 3.96 (s, 4H), 3.46-3.29 (m, 2H), 3.29-3.09 (m, 4H), 1.59 (s, 6H), 1.14
(t, J=7.2 Hz, 3H). MS: 534.18 [M+H]*

(DMSO-dg) § 10.80 (br s, 1H), 9.32 (s, 2H), 8.75 (d, J= 4.80 Hz, 1H), 8.42
(s, 1H), 8.37 (s, 1H), 8.12 (s, 1H), 7.42 (d, ]= 4.80 Hz, 1H), 7.05 (m, 1H),
29 534.3 5.16 (brs, 1H), 4.74 (br s, 1H), 4.22 (br s, 1H), 3.67-3.78 (m, 2H), 3.38 (m,
2H), 3.17-3.24 (m, 2H), 2.73-2.75 (m, 1H), 2.63-2.67 (m, 1H), 2.37-2.40
(m, 1H), 2.01-2.06 (m, 1H), 1.56 (s, 6H) and 1.11 (t, J= 7.20 Hz, 3H).
(DMSO-dg) § 10.67 (br s, 1H), 9.33 (s, 2H), 8.73 (d, J= 4.80 Hz, 1H), 8.36
(brs, 2H), 8.12 (s, 1H), 7.35 (d, J= 4.80 Hz, 1H), 6.92 (m, 1H), 5.35 (d, J=
30 520.25 | 6.40 Hz, 1H), 5.15 (s, 1H), 4.21-4.26 (m, 1H), 3.71 (s, 2H), 3.58 (t, I= 6.40
Hz, 2H), 3.21 (m, 2H), 2.85 (t, I= 6.40 Hz, 2H), 1.57 (s, 6H) and 1.11 (t, I=
7.20 Hz, 3H).

(DMSO-dg) § 10.62 (br s, 1H), 9.35 (s, 2H), 8.73 (d, J= 4.80 Hz, 1H), 8.38
(m, 2H), 8.13 (s, 1H), 7.35 (d, J= 4.80 Hz, 1H), 6.86 (m, 1H), 5.15 (s, LH),
4.0-4.03 (m, 1H), 3.74 (s, 2H), 3.57 (t, I= 6.40 Hz, 2H), 3.21 (m, 2H), 3.15
(s, 3H), 2.93 (m, 2H), 1.57 (s, 6H) and 1.11 (t, J= 7.20 Hz, 3H).
(DMSO-dg) § 10.62 (br s, 1H), 9.33 (s, 2H), 8.61 (d, J= 5.60 Hz, 1H), 8.40
(s, 1H), 8.12 (s, 1H), 8.03 (s, 1H), 7.05 (m, 1H), 6.90 (m, 1H), 5.15 (s, 1H),
434 (1, 1=5.60 Hz, 2H), 3.57-3.59 (m, 4H), 3.31-3.36 (m, 4H), 3.19-3.22
(m, 2H), 2.76 (t, J= 5.60 Hz, 2H), 1.57 (s, 6H) and 1.11 (t, J= 7.20 Hz, 3H).
(DMSO-dg) § 10.61 (br s, 1H), 9.33 (s, 2H), 8.76 (d, = 4.80 Hz, 1H), 8.39
(s, 2H), 8.13 (s, 1H), 7.42 (m, 1H), 6.85 (m, 1H), 5.15 (s, 1H), 3.53-3.58
(m, 5H), 3.18-3.25 (m, 2H), 2.50 (m, 2H), 2.32 (m, 2H), 1.57 (s, 6H), 1.38
(d, I= 6.80 Hz, 3H), and 1.11 (t, J= 7.20 Hz, 3H).

3 534.28

32 564.3

33 548.31
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(DMSO-dg) § 10.63 (br s, 1H), 9.33 (s, 2H), 8.76 (d, J= 4.80 Hz, 1H), 8.43
(s, 1H), 8.38 (s, 1H), 8.14 (s, 1H), 7.43 (m, 1H), 6.86 (m, 1H), 5.16 (s, 1H),
3.79 (s, 2H), 3.18-3.24 (m, 2H), 2.92-2.99 (m, 2H), 2.78 (t, J= 6.80 Hz,
2H), 2.23-2.34 (m, 2H), 1.57 (s, 6H) and 1.11 (t, J="7.20 Hz, 3H).
(DMSO-dg) § 10.63 (br s, 1H), 9.32 (s, 2H), 8.75 (d, = 4.80 Hz, 1H), 8.50
(s, 1H), 8.38 (s, 1H), 8.13 (s, 1H), 7.42 (d, ]= 4.80 Hz, 1H), 6.86 (t, J= 5.20
35 536.28 | Hz, 1H), 5.15 (m, 2H), 3.78 (s, 2H), 3.18-3.33 (m, 2H), 2.80-2.89 (m, 2H),
2.66-2.68 (m, 1H), 2.39-2.50 (m, 1H), 2.12-2.19 (m, 1H), 1.89-1.98 (m,
1H), 1.56 (s, 6H) and 1.11 (t, J= 7.20 Hz, 3H).

(DMSO-dg) § 10.62 (br s, 1H), 9.32 (s, 2H), 8.75 (d, J= 4.80 Hz, 1H), 8.43
(s, 1H), 8.38 (s, 1H), 8.13 (s, 1H), 7.43 (d, ]= 4.80 Hz, 1H), 6.86 (t, J= 5.20
36 536.26 | Hz, 1H), 5.15 (m, 2H), 3.78 (s, 2H), 3.19-3.23 (m, 2H), 2.80-2.89 (m, 2H),
2.64-2.76 (m, 1H), 2.41-2.45 (m, 1H), 2.11-2.21 (m, 1H), 1.85-1.96 (m,
1H), 1.56 (s, 6H) and 1.11 (t, J= 7.20 Hz, 3H).

(DMSO-dg) § 10.64 (br' s, 1H), 9.32 (s, 2H), 8.77 (d, I= 5.20 Hz, 1H), 841
(s, 1H), 8.36 (s, 1H), 8.14 (s, 1H), 7.36-7.42 (m, 1H), 6.88 (m, 1H), 5.16 (s,
1H), 3.76 (s, 2H), 3.12-3.25 (m, 4H), 2.72 (t, ]= 11.20 Hz, 2H), 1.86-1.93
(m, 2H), 1.69 (m, 2H), 1.57 (s, 6H) and 1.11 (t, J=7.20 Hz, 3H).
(DMSO-dg) § 10.60 (br s, 1H), 9.33 (s, 2H), 8.61 (d, J= 5.60 Hz, 1H), 8.38
(s, 1H), 8.12 (s, 1H), 8.01 (s, 1H), 7.04 (m, 1H), 6.86 (m, 1H), 5.15 (s, 1H),
38 578.31 | 4.26 (1, J= 6.0 Hz, 2H), 3.57 (m, 4H), 3.17-3.24 (m, 2H), 2.44-2.46 (m,
2H), 2.37 (br's, 4H), 1.91-1.98 (m, 2H), 1.56 (s, 6H) and 1.11 (t, J=7.20
Hz, 3H).

(DMSO-dg) 8 10.78 (br's, 1H), 9.81 (s, 1H), 9.36 (s, 2H), 8.89 (s, 1H),

39 436.19 | 8.71 (s, 1H), 8.56 (s, 1H), 8.22 (s, 1H), 6.92 (m, 1H), 5.16 (s, 1H), 3.21 (m,
2H), 1.57 (s, 6H) and 1.11 (t, J= 7.20 Hz, 3H)

(CDCL3) 3 9.04 (s, 2H), 8.79 — 8.71 (m, 1H), 8.04 — 7.76 (m, 4H), 7.31 —
40 437 7.26 (m, 3H), 4.94 (1, ] = 4.5 Hz, 1H), 4.02 (ddd, ] =25.6, 11.5, 4.5 Hz,
2H), 3.34 (dd, ] =3.3, 1.6 Hz, 2H), 1.22 (t, ] = 7.3 Hz, 3H).

(CDCl3) 3887 (1 H,d, ] =1.8 Hz), 8.13 (1 H, dd, ] = 8.2 and 1.8 Hz),

41 42998 |7.74(1H,s),746 (1 H,d,] =82Hz),3.87 (2 H,s),3.46 (2 H, m), 2.44 (6
H,s),1.64 (6H,s),1.30 3H, t,]=7.2 Hz).

(DMSO-dg) §9.32 (s, 2H), 8.75 (d, J= 5.20 Hz, 1H), 8.42 (s, 1H), 8.37 (s,
1H), 8.12 (s, 1H), 7.41 (d, J= 4.80 Hz, 1H), 6.90 (m, 1H), 5.15 (s, 1H),

42 548.34 | 3.90 (m, 1H), 3.77 (s, 2H), 3.21 (m, 3H), 3.15 (s, 3H), 2.72-2.76 (m, 1H),
2.59-2.65 (m, 1H), 2.54 (m, 1H), 1.97-2.04 (m, 1H), 1.57-1.72 (m, 1H),
1.57 (s, 6H) and 1.11 (t, J= 7.20 Hz, 3H).

(DMSO-dg) § 10.70 (br's, 1H), 9.34 (s, 2H), 9.27 (s, 1H), 8.55 (m, 2H),
43 450.24 | 8.25 (s, 1H), 6.83 (m, 1H), 5.16 (s, 1H), 3.21 (m, 2H), 2.60 (s, 3H), 1.57 (s,
6H) and 1.11 (t, J= 7.20 Hz, 3H)

34 554.25

37 568.3
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(CDCl;) & 10.8 (1 H, brs), 891 (1 H,d,J=1.9Hz), 8.11 (1 H, dd, T =82
and 1.9 Hz), 7.78 (1 H, s), 7.48 (1 H, dd, J = 8.2 and 0.6 Hz), 4.98 (1 H, br
$),3.92 (2 H, s), 3.80 (4 H, brs), 3.47 (2 H, m), 2.70 (4 H, br s), 1.65 (6 H,
$),1.30 3H, 1, T =7.3 Hz).

(DMSO-dg) 3 12.43 (br s, 1H), 10.82 (br s, 1H), 9.24 (s, 2H), 8.54 (s, 1H),
574.20 | 7.94-8.0 (m, 2H), 7.66 (s, 1H), 7.03 (m, 1H), 6.77 (m, 1H), 5.14 (br s, 1H),
[M-H]" | 4.01-4.04 (m, 2H), 3.15-3.25 (m, 411), 2.0-2.04 (m, 2H), 1.55 (s, 611), 1.40-
1.45 (m, 2H), 1.19 (s, 3H) and 1.09 (t, J=7.20 Hz, 3H).

(DMSO-dg) 3 10.74 (br s, 1H), 9.32 (s, 2H), 8.69 (s, IH), 8.45 (d, = 8.40
Hz, 1H), 8.36 (s, 1H), 8.12 (s, 1H), 7.89 (d, J= 8.40 Hz, 1H), 7.02 (m, 1H),
5.15 (s, 1H), 3.74 (s, 2H), 3.20-3.23 (m, 2H), 1.56 (s, 6H) and 1.11 (t,
J=7.20 Hz, 3H).

(CDCl3) § 10.25 (s, 1H), 9.26 (s, 2H), 8.64 (dd, J = 4.6, 0.7 Hz, 1H), 7.77 —
7.60 (m, 3H), 7.54 (d, ] = 17.3 Hz, 2H), 7.21 — 7.08 (m, 1H), 3.11 (dd, T =
18.7, 11.4 Hz, 2H), 1.64 — 1.50 (m, 2H), 1.48 — 1.29 (m, 4H), 1.26 (t, ] =
7.3 Hz, 4H), 0.97 (1, T = 7.1 Hz, 3H).

(CDCl3) 5 8.79 (d, ] =4.3 Hz, 1H), 8.04 (d, J = 8.1 Hz, 1H), 8.00 (s, 1H),
7.96 (d, ] = 1.0 Hz, 1H), 7.89 (s, 1H), 7.86 (dd, ] = 7.9, 1.7 Hz, 1H), 7.33
(dd, T = 6.8, 5.0 Hz, 1H), 3.44 -3.37 (m, 3H), 1.78 (s, 6H), 1.32 (1, T = 7.3
Hz, 3H).

(DMSO-dg) 3 10.68 (s, 1H), 9.44 —9.33 (m, 1H), 9.08 — 8.97 (m, 1H), 8.85
(ddd, T=4.8,1.7,0.9 Hz, 1H), 8.70 (d, J = 1.5 Hz, 1H), 8.52 — 8.38 (mn,

49 435.12 | 2H), 8.09 - 7.97 (m, 1H), 7.49 (ddd, T = 7.5, 4.9, 0.9 Hz, 1H), 6.87 (1, ] =
5.4 Hz, 1H), 3.29 — 3.13 (m, 2H), 1.56 (s, 6H), 1.14 (dd, T = 9.3, 5.0 Hz,
3H).

(DMSO-dg) 3 10.88 (br s, 1H), 9.32 (s, 2H), 8.34 (d, J= 5.60 Hz, 1H), 8.31
(s, 1H), 8.06 (s, 1H), 7.71 (br s, 1H), 7.28 (br s, 1H), 6.89 (m, 1H), 5.15 (br
s, 1H), 3.84-3.87 (m, 2H), 3.14-3.34 (m, 4H), 2.07-2.10 (m, 2H), 1.56 (s,
6H), 1.34-1.44 (m, 2H), 1.15 (s, 3H) and 1.11 (t, J= 7.20 Hz, 3H)
(DMSO-dg) 3 12.40 (br s, 1H), 10.67 (br s, 1H), 9.29 (s, 2H), 8.21 (s, 1H),
8.07 (s, 1H), 7.67-7.71 (m, 1H), 7.62-7.64 (m, 1H), 6.93 (m, 1H), 6.89 (m,
51 576.34 | 1H), 5.13 (s, 1H), 4.14-4.17 (m, 2H), 3.38 (m, 2H), 3.21-3.24 (m, 2H),
2.07-2.11 (m, 2H), 1.56 (s, 6H), 1.45-1.50 (m, 2H), 1.19 (s, 3H) and 1.12
(t, 1=7.20 Hz, 3H).

(DMSO-dg) 3 12.50 (br s, LH), 10.66 (br's, 1H), 9.22 (s, 2H), 8.61 (s, 1H),
8.42 (d, J= 6.0 Hz, 1H), 8.15 (s, 1H), 6.86-6.88 (m, 2H), 5.14 (s, 1H), 4.26-
4.32 (m, 2H), 3.38 (m, 2H), 3.21-3.24 (m, 2H), 2.08-2.11 (m, 2H), 1.56 (s,
6H), 1.44-1.49 (m, 2H), 1.20 (s, 3H) and 1.14 (t, 1=7.20 Hz, 3H)

44 471.96

45

46 493.21

47 475.1

48 440.03

50 576.32

52 577.38
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(CDCL3) 3 9.16 (s, 2H), 8.64 (s, 111), 8.00 (s, 2II), 7.84 (s, 1I1), 7.24 (d, T =
53 504.11 | 3.2 Hz, 1H), 4.02 (s, 2H), 3.64 — 3.19 (m, 2H), 2.29 (s, 1H), 1.62 (s, 61),
1.28 (dd, T = 14.6, 7.4 Hz, 4H), 0.56 (d, ] = 5.5 Hz, 3H).

(DMSO-dg) 8 12.20 (br s, 111, 10.55 (br s, 111), 9.28 (s, 21I), 8.20 (d, J=
6.0 Hz, 1), 8.06-8.11 (m, 2H), 7.36 (s, 1H), 6.89 (m, 11), 6.55 (m, 210),

54 590.34 | 5.15 (s, 1H), 3.50-3.52 (m, 2H), 3.15-3.24 (m, 2H), 2.50 (m, 1H), 2.03-
2.10 (m, 2H), 1.86-1.94 (m, 2H), 1.56 (s, 6H), 1.29-1.38 (m, 2H) and 1.09-
1.13 (m, 6H).

(DMSO-dg) 3 10.70 (br s, 1), 9.32 (s, 2H), 8.75 (d, J= 4.40 Hz,1H), 8.37-
8.42 (m, 2H), 8.12 (s, 1H), 7.43 (d, J= 4.40 Hz, 1H), 6.87 (m, 1), 5.30 (d,

55 520.25
J=5.20 Hz,1H), 4.86 (m, 1H), 3.61-3.70 (m, 6H), 3.19 (m, 2H), 2.43-2.45
(m, 410, 1.47 (d, I= 6.40 Hz, 31) and 1.11 (t, J=7.20 Hz, 3H).
(DMSO-dg) 3 10.60 (br s, 1), 9.31 (s, 2H), 8.52 (s, LH), 8.45 (d, I=8.80
Hz, 1H), 8.29 (s, 1H), 8.07 (s, 1), 7.62 (m, 1H), 6.86 (m, 1H), 5.15 (s,
56 564.31

1H), 4.30 (t, J= 5.60 Hz, 2H), 3.59 (br s, 4H), 3.21 (m, 2H), 2.75 (t, J=
5.60 Hz, 2H), 2.45-2.50 (m, 4H), 1.56 (s, 6H) and 1.09 (t, J= 7.20 Hz, 3H).
(DMSO-dg) & = 10.58 (bs, 1H), 9.35 (s, 2H), 8.84 (ddd, ] = 4.8, 1.7, 0.9
Hz, 1H), 8.54 (d,] = 8.3 Hz, 1H), 8.41 (d, J = 1.6 Hz, 1H), 8.16 (d, ] = 1.3
57 449.11 | Hz, 1H), 8.10-7.98 (m, 1H), 7.48 (ddd, ] = 7.5, 4.9, 0.9 Hz, 1H), 6.92 (bt, J
=5.5Hz, 1H), 5.15 (s, 1H), 3.18 (dd, ] = 13.0, 6.7 Hz, 2H), 1.59 (s, 6H),
1.53 (dd, J = 14.2, 7.3 Hz, 2H), 0.93 (t, ] = 7.4 Hz, 3H).

(DMSO-dg) § 10.61 (s, 1H), 9.32 (s, 2H), 8.83 (d, ] = 4.0 Hz, 1H), 8.53 (d,
J=82Hz, 1H), 840 (d,T=1.1 Hz, 1H), 8.14 (s, 1H), 8.02 (td, T = 8.1, 1.7
58 447.1 Hz, 1H), 7.46 (dd, ] = 7.0, 5.2 Hz, 1H), 6.86 (d, ] = 5.3 Hz, 1H), 528 (d,
=6.0 Hz, 1H), 3.38 (dd, ] = 14.0, 7.0 Hz, 2H), 1.42 — 1.28 (m, 1H), 1.12 (¢,
1=7.0 Hz, 3H), 0.54 — 0.46 (m, 2H), 0.46 — 0.33 (m, 2H).

(DMSO-dg) § 10.62 (s, 1H), 9.32 (s, 2H), 8.90 — 8.76 (m, 1H), 8.53 (d, T =
8.3 Hz, 1H), 8.39 (d, ] = 1.5 Hz, 1H), 8.14 (d, ] = 1.2 Hz, 1H), 8.02 (td, ] =
59 435.1 7.8, 1.8 Hz, 1H), 7.46 (ddd, ] = 7.5, 4.9, 0.8 Hz, 1H), 6.87 (1, ] = 5.3 Hz,
1H), 5.21 (d,] = 5.9 Hz, 1H), 4.63 (dt, ] = 11.7, 5.8 Hz, 1H), 3.27 - 3.16
(m, 2H), 1.98 —1.73 (m, 2H), 1.18 — 1.06 (m, 3H), 0.90 (t, ] = 7.4 Hz, 3H).
(DMSO-dg) § 10.62 (s, 1H), 9.33 (s, 2H), 8.83 (ddd, ] = 4.8, 1.7, 0.8 Hz,
1H), 8.54 (d, ] = 8.3 Hz, 1H), 840 (d, ] = 1.6 Hz, 1H), 8.14 (d, ] = 1.2 Hz,
60 463.1 1H), 8.08 — 7.95 (m, 1H), 7.46 (ddd, T = 7.5, 4.9, 0.9 Hz, 1H), 6.86 (1, ] =
5.5Hz, 1H), 5.02(d, ] =6.7 Hz, 1H), 4.44 (d, ] = 6.8 Hz, 1H), 3.26 - 3.18
(m, 2H), 1.12 (t, ] = 7.2 Hz, 3H), 0.95 (s, 9H).
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(DMSO-dg) § 10.59 (s, 1H), 9.32 (s, 2H), 8.83 (ddd, ] = 4.8, 1.7, 0.9 Hz,
1H), 8.53 (d, ] = 8.4 Hz, 1H), 8.39 (d, ] = 1.6 Hz, 1H), 8.14 (d, ] = 1.4 Hz,
1H), 8.07 = 7.97 (m, 1H), 7.46 (ddd, J = 7.5, 4.9, 0.9 Hz, 1H), 6.87 (t, ] =
5.4 Hz, 1H), 5.20 (d, ] = 6.0 Hz, 1H), 4.70 (dt, ] = 7.4, 5.8 Hz, 1H), 3.26 —
3.18 (m, 2H), 1.93 — 1.69 (m, 2H), 1.50 — 1.27 (m, 2H), 1.12 (t, ] = 7.2 Hz,
3H), 0.91 (t, J = 7.4 Hz, 3H).

(MeOD) 3 9.21 (s, 2H), 8.77 (d,] = 3.1 Hz, 1H), 8.47 (s, 1H), 8.28 (d, ] =
8.1 Hz, 1H), 8.21 (d, ] = 1.5 Hz, 1H), 8.00 (d, J = 1.5 Hz, 1H), 7.95 (td, ] =
62 520.06 | 7.8, 1.8 Hz, 1H), 7.40 (dd, ] = 7.0, 5.3 Hz, 1H), 6.04 (g, ] = 6.8 Hz, 1H),
3.87 (s, 1H), 3.35 (t, ] = 3.6 Hz, 2H), 1.75 (d, ] = 6.8 Hz, 3H), 1.24 (1, ] =
7.2 Hz, 3H), 1.12(d, ] =7.0 Hz, 6H).

(MeOD) §9.21 (s, 2H), 8.82 — 8.74 (m, 1H), 8.47 (s, 1H), 8.29 (d, 1 =8.2
Hz, 1H), 821 (d, ] = 1.6 Hz, 1H), 7.96 (ddd, ] = 11.0, 9.8, 1.7 Hz, 2H),

63 520.04 | 744 -7.35(m, 1H), 6.02 (g, ] = 6.8 Hz, 1H), 3.90 (d, ] = 4.4 Hz, 1H), 3.36
(t, T =7.2 Hz, 2H), 1.75 (d, ] = 6.8 Hz, 3H), 1.23 (d, ] = 7.2 Hz, 3H), 1.13
(dd, T =7.0,2.1 Hz, 6H).

(DMSO-dg) § 10.62 (br s, 1H), 9.32 (s, 2H), 8.75 (d, J= 4.40 Hz, 1H), 8.37-
8.43 (m, 2H), 8.13 (s, 1H), 7.42 (br s, 1H), 6.86 (m, 1H), 5.29 (s, 2H), 4.87
(brs, 1H), 3.78 (s, 2H), 3.21 (m, 2H), 2.80-2.83 (m, 2H), 2.66 (m, 1H),
1.93-2.18 (m, 3H), 1.47 (d, J= 6.0 Hz, 3H) and 1.10 (t, J= 6.40 Hz, 3H).
(DMSO-dg) § 10.73 (br s, 1H), 9.32 (s, 2H), 8.72 (d, J= 4.80 Hz, 1H), 8.36
(m, 2H), 8.11 (s, 1H), 7.34 (m, 1H), 6.98 (m, 1H), 5.29-5.36 (m, 2H), 4.86-
4.89 (m, 1H), 4.23 (m, 1H), 3.72 (s, 2H), 3.56 (m, 2H), 3.21 (m, 2H), 2.85
(m, 2H), 1.47 (d, J= 6.80 Hz, 3H) and 1.11 (t, J=7.20 Hz, 3H).

(DMSO-dg) § 10.62 (br s, 1H), 9.32 (s, 2H), 8.72 (d, J= 4.80 Hz, 1H), 8.36
(m, 2H), 8.12 (s, 1H), 7.37 (m, 1H), 6.68 (m, 1H), 5.29 (d, ] =5.6 Hz, 1H),
5.22 (brs, 1H), 4.87 (m, 1H), 3.74 (s, 2H), 3.19-3.26 (m, 4H), 2.97 (m,
2H), 1.47 (t, J= 6.80 Hz, 3H), 1.38 (s, 3H) and 1.09 (t, ]=7.20 Hz, 3H).
(DMSO-dg) § 12.18 (br s, 1H), 9.40 (s, 2H), 9.07 (s, 1H), 8.88 (br s, 1H),
8.58 (s, LH), 8.20 (s, 1H), 7.65-7.70 (m, 1H), 7.28 (br s, 1H), 7.28 (s, LH),
4.60 (m, 2H), 3.56 (m, 1H), 3.09-3.37 (m, 7H), 1.90- 2.01 (m, 2H) 1.57 (s,
6H) and 1.06-1.21 (m, 5H).

(DMSO-dg) § =10.62 (s, 1H), 9.33 (s, 2H), 8.77 (d, ] = 4.9 Hz, 1H), 8.42
(s, 1H), 8.37(d, J= 1.6 Hz, 1H), 8.14 (d, ] = 1.2 Hz, 1H), 747 (d, ] = 5.1
Hz, 1H), 6.88 (1, ] = 5.5 Hz, 1H), 5.30 (d, ] = 5.6 Hz, 1H), 4.96-4.83 (m,
68 534.14 | 1H), 4.11 (d, ] = 14.4 Hz, 1H), 3.67 (ddd, ] = 10.7, 7.3, 3.2 Hz, 2H), 3.58-
347 (m, 1H), 3.39 (d, ] = 14.0 Hz, 1H), 3.27-3.19 (m, 3H), 2.61 (dt, ] =
11.7, 2.6 Hz, 1H), 2.50-2.44 (m, 1H), 2.24 (ddd, ] = 12.6,9.8, 3.2 Hz, 1H),
1.51 (d, ] = 6.6 Hz, 3H), 1.14 (t, ] = 7.2 Hz, 3H), 1.06 (d, ] = 6.3 Hz, 3H).

61 449.1

64 5223

65 506.23

66 520.27

67 548.3
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(DMSO-dg) & = 10.64 (s, 1H), 9.34 (s, 2H), 8.77 (d, ] = 5.3 Hz, 1H), 8.43
(s, 1H), 8.38 (d, J = 1.6 Hz, 1H), 8.14 (d, ] = 1.4 Hz, 1H), 7.44 (dd, ] = 5.0,
1.0 Hz, 1H), 6.90 (t, J = 5.4 Hz, 1H), 5.30 (d, ] = 5.6 Hz, 1H), 4.97-4.83
(m, 1H), 3.70-3.57 (m, 4H), 3.28-3.17 (m, 2H), 2.75 (d, J = 10.2 Hz, 2H),
175 (t, 1 =10.7 Hz, 2H), 1.51 (d, ] = 6.6 Hz, 3H), 1.14 (t, ] =7.2 Hz, 3H),
1.05 (d, J = 6.3 Hz, GH).

(DMSO-dg) & = 10.64 (bs, 1H), 9.34 (s, 2H), 8.84-8.71 (m, 1H), 8.43 (s,
1H), 8.38 (d, ] = 1.6 Hz, 1H), 8.14 (d, ] = 1.4 Hz, 1H), 7.45 (dd, ] = 5.1,
70 528.18 | 1.2 Hz, 1H), 6.90 (bt, ] = 54 Hz, 1H), 5.30 (d, ] = 5.6 Hz, 1H), 4.99-4.82
(m, 1H), 3.66 (s, 2H), 3.24 (tt, ] = 12.9, 6.5 Hz, 2H), 1.51 (d, I = 6.6 Hz,
3H), 1.14 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) § = 10.64 (bs, LH), 9.33 (s, 2H), 8.77 (d, ] = 5.0 Hz, 1H), 8.43
(d, T =13.5 Hz, 1H), 8.37 (s, 1H), 8.14 (d, J = 1.1 Hz, 1H), 7.55-7.40 (m,
1H), 6.90 (bt, J = 5.3 Hz, 1H), 5.30 (d, ] = 5.6 Hz, 1H), 4.97-4.81 (m, 1H),
71 548.19 | 4.18 (d, ] = 14.5 Hz, 0.5H), 3.77 (d, ] = 14.5 Hz, 0.5H), 3.73-3.50 (m, 3H),
3.28-3.17 (m, 3H), 2.86-2.76 (m, 0.5H), 2.72-2.59 (m, 0.5H), 2.45-2.29
(m, 1.5H), 1.86 (dd, J = 11.4, 10.3 Hz, 0.5H), 1.51 (d, ] = 6.6 Hz, 3H), 1.14
(t, ] =7.2 Hz, 3H), 1.10-0.95 (m, 6H).

(DMSO-dg) §9.32 (s, 2H), 8.80 —8.75 (m, 1H), 8.44 (brs, 1H), 8.34 (d, T =
1.6 Hz, 1H), 8.13 (d, ] = 1.5 Hz, 1H), 748 (d,] = 5.1 Hz, 1H), 7.08 (t, ] =
5.1 Hz, 1H), 4.89(q, ] = 6.6 Hz, 1H), 4.13 (d, ] = 14.1 Hz, 1H), 3.83 (d, J
=14.2 Hz, 1H), 3.28 — 3.20 (m, 5H), 3.11 — 2.98 (m, 2H), 2.14 (ddd, J =
16.5,12.3, 8.2 Hz, 2H), 1.97 — 1.85 (m, 2H), 1.85 — 1.74 (m, 3H), 1.13 (dd,
1=9.4,5.0Hz, 3H).

(DMSO-dg) § 10.63 (s, 1H), 9.34 (s, 2H), 8.75 (d, ] = 5.5 Hz, 1H), 8.49 —
8.27 (m, 2H), 8.14 (d, ] = 1.5 Hz, 1H), 7.36 (d, ] = 5.5 Hz, 1H), 6.88 (t, ] =
73 532.15 | 55Hz, 1H), 5.30 (d, I = 5.6 Hz, 1H), 4.99 — 4.83 (m, 1H), 4.64 (s, 41),
3.68 (s, 2H), 3.41 (s, 4H), 3.23 (dd, ] = 7.2, 5.8 Hz, 2H), 1.51 (d, ] = 6.6
Hz, 3H), 1.14 (t, ] = 7.2 Hz, 3H).

(Acetone-dg) § 8.79 (s, 2H), 8.75 (dd, ] =52, 0.7 Hz, 1H), 8.49 (s, 1H),
822 (d,J = 1.6 Hz, 1H),7.89 (d, ] = 1.6 Hz, 1H), 7.58 (dd, ] = 5.2, 1.6 Hz,

69 548.18

72 548.06

74 576.19 | 1H), 7.17 (s, LH), 4.50 —4.42 (m, 2H), 3.44 —3.32 (m, 41), 2.20 - 2.12
(m, 2H), 1.62 (s, 6H), 1.53 — 1.4 (m, 2H), 1.29 (s, 3H), 1.21 (, T = 7.2 Hz,
3H).

(DMSO-dg) 8 10.96 (br s, 11I), 10.73 (br s, 111), 9.32 (s, 21I), 8.68 (d, J=
sqg 1n | 00Tz 1D, 835 (s, 11D, 8.15 (s, 1H), 7.93 (5, 1), 7.13 (4, = 5.60 11z,
75 | 1H), 7.00 (br s, 1H), 4.87 (m, 1H), 4.69 (m, 2H), 3.81 (m, 3H), 3.64 (1,
[M-H] 2H), 3.54-3.57 (m, 2H), 3.19-3.24 (m, 5H), 1.47 (¢, I= 6.40 Hz, 3H) and
1.11 (t, 1=7.20 Hz, 3H).
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(DMSO-dg) 3 10.62 (br s, 1H), 9.32 (s, 2H), 8.73 (d, I= 4.40 Hz, 1H), 8.37-
51800 | 839 (m.2H), 8.13 (s, 1H), 7.36 (d, 1= 440 He, 1H), 6.85 (m, 1H), 5.30 (0
76 | J=5.60 Hz, 1H), 4.86-4.91 (m, 1H), 4.02 (m, 1H), 3.76 (br s, 2H), 3.59 (m,
[M-H] 2H), 3.21 (m, 2H), 3.15 (s, 3H), 2.95 (m, 2H), 1.48 (d, = 6.40 Hz, 3H) and
1.09 (t, J=7.20 Hz, 3H).

(DMSO-dg) 3 10.63 (br s, 1H), 9.32 (s, 2H), 8.74 (d, J= 4.80 Hz, 1H), 8.42
(s, 1H), 8.37 (s, 1H), 8.12 (s, 1H), 7.41 (d, I= 4.80 Hz, 1H), 6.88 (m, 1H),
518.11 | 530 (d, J=5.20 Hz, 111), 4.85-4.89 (m, 1H), 4.74 (d, J=4.40 Hz, 1H), 4.22
[M-H]" | (m, 1H), 3.68-3.72 (m, 2H), 3.38 (m, 111), 3.20-3.23 (m, 2H), 2.67-2.72
(m, 2H), 2.38-2.41 (m, 1H), 1.98-2.05 (m, 1H), 1.55-1.61 (m, 1H), 1.47 (d,
J= 6.80 Hz, 3H) and 1.09 (t, 1=7.20 Hz, 3H).

(DMSO-dg) 3 10.63 (br s, LH), 9.21 (s, 2H), 8.61 (s, LH), 8.26 (d, I=5.20
Hz, 1H), 8.20 (s, 1H), 7.82 (m, 1H), 6.84 (m, 1H), 6.55 (d, I= 5.60 Hz,
1H), 5.17 (s, 1H), 3.78 (m, 2H), 3.63 (m, 2H), 3.38 (s, 3H), 3.20 (m, 2H),
1.55 (s, 6H) and 1.11 (t, J=7.20 Hz, 3H)

(DMSO-ds + D>0): 39.32 (s, 2H), 8.68 (5, 1H), 8.56 (d, J= 6.80 Hz, 1H),
8.30 (s, 1H), 7.18 (d, J= 6.80 Hz, 1H), 3.67 (m, 4H), 3.18-3.22 (m, 6H),
2.34 (m, 2H), 1.55 (s, 6H), 1.29 (t, J=7.20 Hz, 3H) and 1.09 (t, I= 7.20 Hz,
3H)

(DMSO-ds + D,0): 3 9.31 (s, 2H), 8.65 (d, J= 5.20 Hz, 1H), 8.21-8.24 (m,
1H), 8.15 (s, 1H), 7.96 (s, 1H), 7.23 (m, 1H), 4.36-4.45 (m, 2H), 3.74 (m,
2H), 3.36 (s, 3H), 3.14-3.18 (m, 2H), 1.55 (s, 6H) and 1.10 (t, J= 7.20 Hz,
3H).

(DMSO-dg) 3 10.63 (bs, 1H), 9.35 (s, 2H), 8.85 (dd, ] =4.8, 0.8 Hz, L H),
8.55 (d,J = 8.3 Hz, 1H),8.42 (d, ] =1.5 Hz, 1H), 8.16 (d, ] = 1.4 Hz, 1H),
8.04 (td,] =7.9, 1.8 Hz, 1H), 7.56-7.41 (m, 1H), 6.88 (bs, 1H), 5.33 (d, ]
=5.8 Hz, 1H), 4.93 (dd, T = 12.8, 5.7 Hz, 1H), 3.55 (1, | = 4.6 Hz, 4H),
3.29-3.18 (m, 2H), 2.88 (dd, T = 12.6, 5.5 Hz, 1H), 2.79-2.69 (m, 1H),
2.59-2.53 (m, 2H), 2.50-2.42 (m, 2H), 1.14 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) 3 10.97 (bs, 1H), 9.34 (s, 2H), 8.85 (ddd, 1 =4.8, 1.7, 0.9 Hz,
1H), 8.54 (d, T = 8.3 Hz, 1H), 8.40 (d, T = 1.6 Hz, 1H), 8.15 (d, ] = 1.6 Hz,
1H), 8.08-7.97 (m, 1H), 7.48 (ddd, J = 7.5, 4.9, 0.9 Hz, 1H), 7.06 (bd, ] =
43 Hz, 1H), 5.15 (s, 1H), 2.77 (d, T = 4.6 Hz, 3H), 1.59 (s, 6H).
(DMSO-dg) 3 10.75 (bs, 1H), 9.34 (s, 2H), 8.91-8.79 (m, 1H), 8.54 (d,] =
8.3 Hz, 1H), 8.40 (d, ] = 1.5 Hz, 1H), 8.15 (s, 1H), 8.09-7.95 (m, 1H), 7.48
(ddd, T=7.5,4.9,0.8 Hz, 1H), 6.80 (d, ] = 3.7 Hz, 1H), 5.30 (d,] = 5.6 Hz,
1H), 4.99-4.78 (m, 1H), 2.78 (d, ] = 4.5 Hz, 3H), 1.50 (d, T = 6.6 Hz, 3H).

77

78 509.1

79 548.19

80 509.16

81 506.12

82 421.06

83 407.07
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(DMSO-dg) § 10.66 (br s, 1H), 9.32 (s, 2H), 8.74 (d, J= 4.80 Hz, 1H), 8.43
(brs, 1H), 8.37 (s, 1H), 8.13 (s, 1H), 7.44 (m, 1H), 6.92 (m, 1H), 5.30 (d,
84 534.13 | 1=5.20 Hz, 1H), 4.86 (m, 1H), 4.62 (br s, 1H), 3.76 (br s, 2H), 3.33 (m,
2H), 3.20 (m, 2H), 2.59-2.75 (m, 2H), 1.76 (m, 2H), 1.47 (t, J= 6.40 Hz,
3H), 1.25 (s, 3H) and 1.09 (t, J=6.80 Hz, 3H).

(DMSO-dg) § 10.64 (br s, 1H), 9.21 (s, 2H), 8.61 (s, 1H), 8.24 (m, 1H),
8.15 (s, LH), 7.76 (m, 1H), 6.86 (m, 1H), 6.54 (d, ]= 6.0 Hz, 1H), 5.15 (s,

85 495.19
110), 4.74 (m, 1H), 3.29 (m, 4H), 3.21 (m, 2H), 1.56 (s, 6H) and 1.11 (¢, I=
7.20 Hz, 3H)
(DMSO-dg) 3 10.62 (br s, 111, 9.21 (s, 2H), 8.61 (s, LH), 8.40 (d, J= 6.0
Hz, 1H), 8.19 (s, 1H), 6.91 (br s, 1H), 6.43 (d, J= 6.0 Hz, 1H), 5.84 (s, 11,
86 521.26

5.15 (s, 1H), 4.10 (br s, 4H), 3.21 (m, 2H), 1.56 (s, 6H), 1.49 (s, 3H) and
1.12 (t, J= 7.20 Hz, 3H)

(DMSO-dg) 3 12.54 (brs, LH), 10.72 (brs, 1H), 9.33 (s, 2H), 8.71 (s, 1H),
575.23 | 843 (s, 1H), 8.15 (s, 1H), 7.69 (s, 11), 6.99 (m, 11), 5.15 (br s, 1), 4.26-
[M-H]" | 4.28 (m, 2H), 3.38 (m, 211), 3.20 (m, 2H), 2.04-2.11 (m, 2H), 1.57 (s, 611),
1.40-1.45 (m, 2H), 1.22 (s, 3H) and 1.11 (t, J= 7.20 Hz, 3H)

(Acetone-dg) & 8.80 (s, 2H), 8.76 (dd, J = 5.0, 0.6 Hz, 1H), 8.40 (s, 1H),
822 (d,J = 1.6 Hz, 1H),7.90 (d, ] = 1.6 Hz, 1H), 7.47 (dd, ] = 5.1, 0.9 Hz,
88 562.18 | 1H),5.02(q, ] = 6.5 Hz, 1H), 4.50 — 4.42 (m, 2H), 3.43 — 3.33 (m, 4H),
2.19-2.13 (m, 2H), 1.54 — 1.44 (m, 5H), 1.29 (s, 3H), 1.21 (1, ] =7.2 Hz,
3H).

(CDCl3) 5 9.84 (br s, 1H), 9.06 (s, 2H), 8.56 (d, ] = 4.2 Hz, 1H), 7.91 (dd, J
=11.7,4.5 Hz, 2H), 7.83 - 7.67 (m, 2H), 7.55 (d, ] = 12.7 Hz, 1H), 7.15
(dd, T=7.1,5.0 Hz, 1H), 3.72 (s, 2H), 3.59 — 3.40 (m, 4H), 2.47 (s, 4H),
2.36 (s, 3H), 1.90 (s, 6H), 1.31 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) 3 10.85 (br s, LH), 10.61 (brs, 1H), 9.30 (s, 2H), 8.50 (m,
435.16 | 1), 8.34 (s, 1H), 8.09 (s, 1H), 7.80 (s, 1), 6.87 (m, 21), 5.31 (d, J= 5.60
[M-H]" | Hz, 1H), 4.88 (m, 1H), 3.21 (m, 2H), 1.47 (d, J= 6.40 Hz, 3H) and L.11 (t,
J=17.20 Hz, 3H)

(DMSO-dg + D>0): §9.25 (s, 2H), 8.55 (5, 1H), 8.24 (s, 2H), 6.80 (s, 1H),
91 564.24 | 4.09 (s, 2H), 3.91 (br s, 2H), 3.76 (br s, 2H), 3.58 (br s, 4H), 3.16-3.24 (m,
4H), 1.54 (s, 6H) and 1.08 (t, J= 7.20 Hz, 3H)

(DMSO-dg) 3 10.59 (br s, 1H), 9.33 (s, 2H), 8.61 (m, 1H), 8.40 (s, 1H),
8.12 (s, 1H), 8.05 (s, 1H), 7.05 (d, J= 5.20 Hz, 1H), 6.86 (m, 1H), 5.30 (d,
J=5.20 Hz, 1H), 4.87 (m, 1H), 4.36 (m, 2H), 3.73 (m, 2H), 3.33 (s, 3H),
321 (m, 2H), 1.49 (d, J= 6.40 Hz, 3H) and 1.11 (t, J= 7.20 Hz, 3H).

87

89 560.9

90

92 495.27




WO 2013/138860 PCT/AU2013/000286
131

(DMSO-dg) 8 10.62 (br s, 1), 9.20 (s, 21), 8.60 (s, 111), 8.42 (d, I= 6.0
Hz, 110), 8.16 (s, 1), 6.85 (m, 1H), 6.44 (d, I=5.60 Hz, 1), 5.33 (d, I=
5.60 Hz, 1H), 4.86 (t, J= 6.40 Hz, 111), 4.45 (m, 3H), 4.04 (br s, 2H), 3.30
(s, 3H), 3.22 (m, 2H), 1.48 (d, J= 6.40 Hz, 3H) and 1.11 (¢, J=7.20 Hz, 3H)
(DMSO-dg) 8 10.65 (br s, 1), 9.22 (s, 21), 8.61 (s, 111), 8.48 (d, I= 6.0
Hz, 110), 8.16 (s, 1), 6.85-6.88 (m, 21), 5.31 (d, J=5.60 Hz, 111), 4.88
(m, 1H), 3.75-3.81 (m, SH), 3.22 (m, 2I), 1.48 (d, J= 6.80 Hz, 3H) and
1.11 (t, J=7.20 Hz, 3H)

(DMSO-dg) 8 10.61 (br s, 111, 8.99 (s, 11), 8.81 (m, 1), 8.51 (d, I= 8.0
Hz, 11), 8.30 (m, 2H), 7.98-8.02 (m, 2H), 7.62 (m, 1H), 7.45 (m, 11I), 6.86
(m, 1H), 5.45 (d, I=4.40 Hz, 1), 4.81 (q, J= 5.60 Hz, 11, 3.21 (m, 21),
1.43 (d, J= 6.40 Hz, 3H) and 1.11 (t, J= 7.20 Hz, 3H)

(DMSO-dg) 8 10.63 (br s, 1), 9.11 (s, 11), 8.83 (m, 1H), 8.53 (d, J=8.0
Hz, 1), 8.42 (m, 1H), 8.35 (s, LH), 8.07 (s, 1H), 8.0 (m, 11I), 7.75 (d, =
8.0 Hz, 1), 7.44 (m, 1H), 7.10 (m, 1H), 6.85 (br s, 1H), 5.22 (m, 11),
3.21 (m, 2H) and 1.11 (t, J= 6.8 Hz, 3H)

(DMSO-dg) 8 12.53 (br s, 110), 10.67 (br's, 111), 9.23 (s, 210), 8.62 (s, 110),
8.42 (brs, 1H), 8.16 (s, 1H), 6.88 (m, 2I1), 5.16 (br s, 1H), 4.32 (m, 2I),
3.37 (m, 21), 3.22 (m, 2H), 2.07-2.11 (m, 2H), 1.56 (s, 6H), 1.44-1.49 (m,
2H), 1.20 (s, 3H) and 1.12 (t, J= 7.20 Hz, 3H)

(DMSO-dg) 8 10.64 (br s, 111, 9.37 (s, 21), 8.83 (br d, J = 3.9 Iz, 11),
8.54 (d, ] = 8.3 Hz, 1), 8.42 (d, ] = 1.5 Hz, 11), 8.16 (s, 1H), 8.02 (td, T =
7.9, 1.8 Hz, 1H), 7.46 (dd, T = 7.1, 5.2 Hz, 1H), 6.85 (t, J = 5.4 Hz, 1H),
4.89 (s, 1),

(Acetone-dg) 8 8.79 (s, 2H), 8.75 (dd, T =52, 0.7 Hz, 1), 8.49 (s, 11I),
8.22 (d, T = 1.6 Hz, 1), 7.89 (d, ] = 1.6 Hz, 1), 7.58 (dd, T = 5.2, 1.6 Hz,
99 576.22 | 1H), 4.46 (dt, T = 13.8, 4.2 Hz, 2H), 3.43 — 3.33 (m, 411), 2.20 - 2.13 (m,
2H), 1.62 (s, 6H), 1.53 — 1.4 (m, 21), 1.29 (s, 3H), 1.21 (1, T = 7.2 Hz,
3H).

(DMSO-dg) 8 10.62 (s, 11I), 9.39 (s, 21), 8.92 — 8.76 (m, 111), 8.55 (d, T =
8.3 Hz, 1H), 8.42 (d, T = 1.5 Hz, 1), 8.17 (d, T = 1.1 Hz, 1H), 8.04 (td, T =
7.8, 1.8 Hz, 1H), 7.48 (ddd, T=7.4, 4.9, 0.8 Hz, 1), 6.87 (1, ] = 5.4 Hz,
1), 5.30 (s, 1H), 3.84 (td, T = 11.0, 2.2 Hz, 2H), 3.79 — 3.69 (m, 21}, 3.29
~3.18 (m, 21), 2.33 — 2.21 (m, 2H), 1.78 (d, T = 12.1 Hz, 2H), 1.14 (t, T =
7.2 He, 3H).

(DMSO-dg) 8 11.51 (br s, 1), 10.96 (br s, 111), 9.37 (s, 21I), 9.17 (d, I=
4.80 Hz, 1H), 8.97 (s, 1H), 8.30 (s, 11I), 7.74 (d, J= 4.80 Hz, 1H), 7.14 (m,
1H), 4.75 (s, 2H), 4.00 (br s, 41, 3.62-3.64 (m, 2H), 3.35 (br s, 21), 3.21
(m, 2H), 1.57 (s, 6H) and 1.11 (t, J=7.20 Hz, 3H).

93 507.17

94 507.27

95 420.28

9 474.2

97 571.37

98 463.11

100 571.08

101 535.21
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(DMSO-dg + D,0): §9.77 (s, 1H), 9.34 (s, 2H), 8.88 (s, 1H), 8.53 (s, L H),
102 535.22 | 821 (s, 1H), 4.68 (s, 2H), 4.03 (br s, 2H), 3.85 (br s, 2H), 3.60 (br s, 2H),
3.49 (brs, 2H), 3.20 (m, 2H), 1.55 (s, 6H) and 1.09 (t, ]= 7.20 Hz, 3H)
(DMSO-dg) § 10.64 (br s, 1H), 9.21 (s, 2H), 8.62 (s, 1H), 8.24 (d, = 5.60
Hz, 1H), 8.14 (s, 1H), 7.57 (m, 1H), 6.81 (m, 1H), 6.65 (d, J= 6.0 Hz, 1H),
5.17 (s, 1H), 4.53 (s, 1H), 3.67 (d, J= 5.20 Hz, 1H), 3.36 (m, 1H), 3.20 (m,
2H), 1.55 (s, 6H), 1.23 (s, 6H) and 1.11 (t, J= 7.20 Hz, 3H)

(DMSO-dg) § 10.64 (br s, 1H), 9.33 (s, 2H), 8.60 (d, J= 5.60 Hz, 1H), 8.38
(s, 1H), 8.12 (s, 1H), 8.03 (s, 1H), 7.05 (m, 1H), 6.95 (m, 1H), 4.84-4.89
104 521.2 | (m, 1H), 4.18-4.24 (m, 3H), 3.79-3.84 (m, 2H), 3.67-3.73 (m, 1H), 3.19-
3.27 (m, 2H), 2.01-2.13 (m, 1H), 1.85-1.93 (m, 2H), 1.70-1.73 (m, 1 H),
1.49 (d, J= 6.40 Hz, 3H) and 1.11 (t, J= 7.20 Hz, 3H).

(DMSO-dg) § 10.61 (br s, 1H), 9.20 (s, 2H), 8.61 (s, 1H), 8.40 (d, ]= 6.0
Hz, 1H), 8.16 (s, 1H), 6.83 (m, 1H), 6.42 (d, I= 6.0 Hz, 1H), 5.90 (d, J=
105 493.15 | 6.80 Hz, 1H), 5.32 (d, J= 5.60 Hz, 1H), 4.88 (m, 1H), 4.70 (m, 1H), 4.52
(brs, 2H), 4.09 (br s, 2H), 3.21 (m, 2H), 1.48 (d, J= 6.40 Hz, 3H) and 1.11
(t, I=7.20 Hz, 3H)

(DMSO-dg) § 10.67 (br s, 1H), 9.21 (s, 2H), 8.52-8.54 (m, 2H), 8.16 (s,
1H), 6.82 (m, 1H), 5.30 (d, J= 5.60 Hz, 1H), 4.86 (m, 1H), 3.86 (m, 4H),
3.80 (m, 4H), 3.20 (m, 2H), 1.48 (d, J= 6.40 Hz, 3H) and 1.11 (t, J= 7.20
Hz, 3H)

(DMSO-dg + D,0): §9.29 (s, 2H), 8.59 (s, 1H), 8.52 (d, J= 6.40 Hz, 1H),
8.22 (s, LH), 7.06 (d, J= 6.80 Hz, 1H), 3.56-3.79 (m, 8H), 3.37 (m, 2H),
3.33 (s, 3H), 3.21 (m, 2H), 2.50 (m, 2H), 1.54 (s, 6H) and 1.09 (1, ]=7.20
Hz, 3H)

(DMSO-dg) § 10.62 (br' s, 1H), 9.11 (s, 1H), 8.76 (d, J= 4.80 Hz, 1H), 8.41
(m, 2H), 8.33 (s, 1H), 8.06 (s, 1H), 7.76 (d, J= 8.0 Hz, 1H), 7.44 (m, 1H),
7.10 (m, 1H), 6.85 (m, 1H), 5.22 (m, 1H), 3.64 (s, 2H), 3.61 (m, 4H), 3.21
(m, 2H), 2.43 (m, 4H) and 1.11 (t, J= 6.8 Hz, 3H)

(DMSO-dg) § 10.97 (br s, 1H), 9.38 (s, 2H), 8.69 (br's, 1H), 8.41 (s, 1H),
8.14 (s, LH), 7.66 (br s, 1H), 7.22 (m, 1H), 5.29 (m, 1H), 4.88 (m, 1H),
428 (m, 2H), 3.20 (m, 2H), 2.06 (m, 2H), 1.48 (d, J= 6.40 Hz, 3H), 1.33
(m, 2H), 1.22 (m, 2H) and 1.09-1.12 (m, 6H)

(DMSO-dg) § 12.29 (br s, 1H), 10.55 (br s, 1H), 9.32 (s, 2H), 8.37 (d, J=
6.0 Hz, 1H), 8.32 (s, 1H), 8.06 (s, 1H), 7.74 (br s, LH), 6.91 (m, 2H), 5.14
110 562.22 | (brs, 1H), 4.08-4.11 (m, 2H), 3.16-3.22 (m, 2H), 3.02-3.07 (m, 2H), 2.55
(m, 1H), 1.91-1.94 (m, 2H), 1.60-1.62 (m, 2H), 1.57 (s, 6H) and 1.11 (t, J=
7.20 Hz, 3H)

103 523.24

106 525.22

107 578.28
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(DMSO-dg) § 10.62 (s, 1H), 9.39 (s, 2H), 8.92 — 8.76 (m, 1H), 8.55 (d, ] =
8.3 Hz, 1H), 8.42(d, T = 1.5 Hz, 1H), 8.17 (d, T = 1.1 Hz, 1H), 8.04 (td, ] =
7.8, 1.8 Hz, 1H), 7.48 (ddd, T=7.4,4.9, 0.8 Hz, 1H), 6.87 (1, ] = 5.4 Hz,
1H), 5.30 (s, 1H), 3.84 (td, ] = 11.0, 2.2 Hz, 2H), 3.79 — 3.69 (m, 2H), 3.29
—3.18 (m, 2H), 2.33 —2.21 (m, 2H), 1.78 (d, ] = 12.1 Hz, 2H), 1.14 (1, T =
7.2 Hz, 3H).

(DMSO-dg) § 10.62 (s, 1H), 9.33 (s, 2H), 8.76 (d, T = 5.0 Hz, 1H), 8.44 —
8.32 (m, 2H), 8.14 (s, LH), 7.42 (d, ] =4.9 Hz, 1H), 6.88 (,] = 5.3 Hz,
112 560.17 | 1H),5.30 (d,J = 5.6 Hz, 1H), 4.89 (p, ] = 6.5 Hz, 1H), 4.28 (d, ] =5.6 Hz,
4H), 3.60 (s, 2H), 3.24 (dt, T = 14.0, 7.0 Hz, 2H), 2.34 (s, 4H), 1.83 (d, T =
4.9 Hz, 4H), 1.50 (d, T = 6.6 Hz, 3H), 1.14 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) & 10.63 (s, 1H), 9.45 (s, 2H), 8.89 — 8.80 (ddd, T = 4.8, 1.7, 0.6
Hz 1H), 8.55 (d, ] = 8.0 Hz, 1H), 8.44 (d, T = 1.4 Hz, 1H), 8.20 (d,T = 1.4
113 449.05 | Hz, 1H), 8.04 (td, ] = 8.0, 1.7 Hz, 1H), 7.56 — 7.44 (ddd, ] = 12.2, 4.8, 0.6
Hz, 1H), 6.87 (1, ] = 5.2 Hz, 1H), 6.42 (s, 1H), 5.08 (d, T = 6.7 Hz, 2H),
477 (d, T = 6.7 Hz, 2H), 3.28 — 3.20 (m, 2H), 1.14 (t, T = 7.2 Hz, 3H).
(DMSO-dg) § 10.61 (br s, 1H), 9.33 (s, 2H), 8.73 (m, 1H), 8.38 (d, J= 6.40
546.21 | Hz, 2H), 8.13 (s, 1H), 7.37 (m, 1H), 6.85 (m, 1H), 5.15 (s, 1), 3.75 (s,
[M-H]" | 2H), 3.18 -3.23 (m, 4H), 3.10 (s, 3H), 3.06 (m, 2H), 1.57 (s, 6H), 1.40 (s,
3H) and 1.09 (t, J= 7.20 Hz, 3H).

(DMSO-dg) § 10.74 (br s, 1H), 9.23 (s, 2H), 9.09 (d, J= 4.80 Hz, 2H), 8.71
(s, 1H), 8.23 (s, 1H), 7.57 (t, J=4.80 Hz, 1H), 6.86 (m, 1H), 5.33 (d, I=
5.60 Hz, 1H), 4.87 (m, 1H), 3.22 (m, 2H), 1.48 (d, J= 6.40 Hz, 3H) and
1.12 (t, J= 7.20 Hz, 3H)

(DMSO-dg) & 10.64 (br s, 1H), 9.11 (s, 1H), 8.74 (d, J= 4.0 Hz, 1H), 8.42
(m, 2H), 8.38 (s, 1H), 8.06 (m, 1H), 7.76 (d, I= 7.6 Hz, 1H), 7.36 (m, 1H),
116 603.3 7.12 (m, 1H), 6.86 (m, 1H), 5.22 (m, 1H), 4.02 (m, 1H), 3.76 (s, 2H), 3.58
(brs, 2H), 3.21 (m, 2H), 3.15 (s, 3H), 2.95 (br s, 2H) and 1.11 (t, J=7.20
Hz, 3H)

(DMSO-dg) § 12.70 (br s, 1H), 10.92 (br s, 1H), 9.35 (s, 2H), 8.72 (br s,
1H), 8.45 (m, 1H), 8.35 (s, 1H), 7.12 (m, 1H), 7.02 (m, 1H), 4.88 (m, 1H),
3.54 (m, 2H), 3.22 (m, 2H), 2.53 (m, 3H), 2.20 (m, 2H), 1.57 (m, 2H), 1.49
(d, I= 6.40 Hz, 3H), 1.24 (s, 3H) and 1.12 (t, J= 7.20 Hz, 3H)

(DMSO-dg) § 10.62 (s, 1H), 9.33 (s, 2H), 8.83 (d, ] = 4.2 Hz, 1H), 8.53 (d,
J=8.0 Hz, 1H), 8.39 (s, 1H), 8.14 (s, 1H), 8.02 (1, ] =7.6 Hz, 1H), 7.54 —
118 451.1 7.40 (m, 1H), 6.80 (d, ] = 54.2 Hz, 1H), 5.06 (d, ] = 6.5 Hz, 1H), 4.54 (d, ]
=5.6 Hz, 1H), 4.49 (t, ] = 5.7 Hz, 1H), 4.09 (dd, ] = 11.5, 5.6 Hz, 1H),
3.28 —3.16 (m, 2H), 1.12 (t, ] = 7.1 Hz, 3H), 1.07 (d, ] = 6.3 Hz, 3H).

111 477.09

114

115 422.2

117 563.31
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(DMSO-dg) 3 10.61 (s, 1H), 9.32 (s, 2H), 8.83 (d, J = 4.1 Hz, 1H), 8.52 (d,
J=82Hz, 1H), 8.39 (d,J = 1.4 Hz, 1H), 8.14 (s, 1H), 8.02 (td, 1= 7.9, 1.7

119 461.12
Hz, 1H), 7.46 (dd, T =7.2, 5.1 Hz, 1H), 6.87 (t, ] = 5.4 Hz, 1), 5.08 (s,
1), 3.26
(DMSO-dg) 8 10.72 (br s, 111), 9.24 (s, 21), 8.9 (s, 21), 8.69 (s, 110), 8.22
120 535.22 | (s, 1H), 6.83 (m, 1), 5.16 (s, 1), 3.60-3.63 (m, 61, 3.22 (m, 2H), 2.44

(brs, 4H), 1.56 (s, 6H) and 1.10 (t, J=7.20 Hz, 3H).

(DMSO-dg) § 10.62 (s, 1H), 9.32 (s, 2H), 8.76 (d, ] = 5.2 Hz, 1H), 8.42 (s,
1H), 8.36 (d, ] = 1.6 Hz, 1H), 8.12 (d, J = 1.4 Hz, 1H), 7.44 (dd, ] = 5.1,
121 520.13 | 1.0 Hz, 1H), 6.89 (t,] =5.3 Hz, 1H), 5.28 (d, ] = 5.6 Hz, 1H), 4.94 —4.82
(m, 1H), 3.65 (s, 2H), 3.64 — 3.58 (m, 4H), 3.29 — 3.14 (m, 2H), 2.47 —
2.41 (m, 4H), 1.49 (d, ] = 6.6 Hz, 3H), 1.12 (t, ] = 7.2 Hz, 3H).
(DMSO-dg) § 10.64 (s, 1H), 9.32 (s, 2H), 8.76 (d, ] = 4.9 Hz, 1H), 8.42 (s,
1H), 8.36 (d, ] = 1.6 Hz, 1H), 8.12 (d, J = 1.5 Hz, 1H), 7.44 (dd, ] = 5.1,
122 520.13 | 1.0 Hz, 1H), 6.92 (s, 1H), 5.28 (d,J = 5.6 Hz, 11), 4.88 (p, ] = 6.5 Hz,
1H), 3.65 (s, 2H), 3.64 —3.59 (m, 4H), 3.21 (dt, ] = 12.8, 6.5 Hz, 2H), 2.47
—2.40 (m, 4H), 1.49 (d, ] = 6.6 Hz, 3H), 1.12 (t, ] = 7.2 Hz, 3H).
(DMSO-dg) § 10.67 (s, 1H), 9.43 (s, 2H), 8.85 (dd, J =5.0, 0.9 Hz, 1H),
8.56 (d,] = 8.1 Hz, 1H), 8.44 (d, ] = 1.4 Hz, 1H), 8.19 (d, J = 1.4 Hz, 1H),
123 549.09 | 8.04 (id,J =8.1, 1.8 Hz, 1H), 7.48 (dd, ] = 7.0, 5.0 Hz, 1H), 6.88 (s, 1H),
5.14 (d, ] = 7.4 Hz, 2H), 4.93 (d, ] =7.4 Hz, 2H), 3.24 (m, 2H), 275 (t, ] =
6.7 Hz, 2H), 2.57 (t, ] = 6.7 Hz, 2H), 1.14 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) § 12.18 (s, 1H), 10.64 (s, 1H), 9.38 (s, 2H), 8.85 (ddd, ] = 4.9,
1.7,0.9 Hz, 1H), 8.55 (d, ] = 8.4 Hz, 1H), 8.43 (d,] = 1.6 Hz, 1H), 8.18 (d,
J=1.6 Hz, 1H), 8.10 - 7.97 (m, 1H), 7.48 (ddd, ] = 7.5, 4.9, 0.9 Hz, 1H),
6.88 (t, ] =5.2 Hz, 1H), 5.47 (s, 1H), 4.50 (d, ] = 10.6 Hz, 1H), 4.37 (d,] =
10.6 Hz, 1H), 3.23 (m, 2H), 2.50 — 2.38 (m, 4H), 1.58 (s, 3H), 1.14 (1, ] =
7.2 Hz, 3H).

(DMSO-dg) § 10.60 (s, 1H), 9.39 (s, 2H), 8.78 (d, ] = 4.9 Hz, 1H), 8.45 (s,
1H), 8.41 (d,] = 1.6 Hz, 1H), 8.16 (d, J = 1.2 Hz, 1H), 7.46 (dd, ] = 5.1,
1.0 Hz, 1H), 6.87 (t, ] = 5.4 Hz, 1H), 5.30 (s, 1H), 3.84 (td, ] = 11.0, 2.2
Hz, 2H), 3.77 — 3.70 (m, 2H), 3.66 (s, 2H), 3.65 — 3.60 (m, 4H), 3.24 (dd, ]
=7.1,5.8 Hz, 2H), 2.49 — 2.41 (m, 4H), 2.29 (td, ] = 13.6, 4.8 Hz, 2H),
1.79 (d, T =12.2 Hz, 2H), 1.14 (t,] = 7.2 Hz, 3H).

(DMSO-dg) §9.38 (s, 2H), 8.84 (d, ] =3.7 Hz, 1H), 8.59 — 8.43 (m, 4H),
8.39 (s, LH), 8.16 (s, 1H), 8.04 (t, ] = 7.4 Hz, 1H), 7.54 — 7.42 (m, 1H),
7.34 (brs, 1H), 6.08 —5.92 (m, 1H), 4.01 —3.86 (m, 2H), 3.27 — 3.18 (m,
2H), 1.70 (d, ] = 6.6 Hz, 3H), 1.13 (t, ] = 7.1 Hz, 3H).

124 551.12

125 576.18

126 478.02
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(DMSO-dg) § 10.62 (s, 1H), 9.37 (s, 2H), 8.83 (d, ] = 4.0 Hz, 1H), 8.53 (d,
J=8.3Hz, 1H), 8.40 (d, ] = 1.5 Hz, 1H), 8.15 (br s, 1H), 8.02 (td, J = 7.9,
127 493.11 | 1.8Hz, 1H), 7.47 (dd, ] = 7.1, 5.2 Hz, 1H), 6.87 (t, ] = 5.4 Hz, 1H), 5.23
(s, 1H), 3.28 —3.18 (m, 2H), 3.14 — 2.97 (m, 2H), 2.55 — 2.51 (m, 2H),
236 —2.25 (m, 2H), 2.09 — 1.99 (m, 2H), 1.12 (t, ] = 7.2 Hz, 3H).
(DMSO-dg) § 10.71 (br s, 1H), 9.38 (s, 2H), 8.87 — 8.83 (m, 1H), 8.55 (m,
J=8.4Hz, 1H), 8.42(d, ] = 1.6 Hz, 1H), 8.23 (br s, 1H), 8.17 (d, ] = 1.6
128 490.1 Hz, 1H), 8.06 —8.01 (m, 1H), 7.48 (ddd, ] = 7.5, 4.9, 0.9 Hz, 1H), 6.96 (t, ]
=5.5Hz, 1H), 5.21 (s, 1H), 3.28 — 3.16 (m, 4H), 2.71 — 2.61 (m, 2H), 2.36
—2.23 (m, 5H), 1.83 (br d, J = 12.3 Hz, 2H), 1.14 (t,] = 7.2 Hz, 3H).
(DMSO-dg) § 10.80 (br s, 1H), 9.60 (br s, 2H), 9.36 (s, 2H), 8.85 (d, ] = 4.7
Hz, 1H), 8.54 (d, ] = 7.8 Hz, 1H), 8.40 (s, 1H), 8.26 (br s, 3H), 8.16 (s,
1H), 8.04 (t, ] = 7.8 Hz, 1H), 7.49 (dd, ] = 7.0, 4.7 Hz, 1H), 7.11 (br s, 1H),
4.19 (s, 2H), 3.29 — 3.16 (m, 6H), 1.87 (s, 6H), 1.13 (t, ] = 7.1 Hz, 3H).
(CDCL3) 3 8.98 (s, 2H), 8.63 (d, ] =23.2 Hz, 1H), 8.01 —7.64 (m, 4H),
130 487.1 7.24 —7.19 (m, 1H), 6.14 — 5.66 (m, 1H), 4.92 (d, J = 55.8 Hz, 1H), 4.29 -
4.10 (m, 1H), 3.29 —3.23 (m, 2H), 1.11 (t, ] = 6.7 Hz, 3H).

(CDCL3) 3 9.08 (s, 2H), 8.78 (d, ] = 4.4 Hz, 1H), 8.07 — 7.76 (m, 4H), 7.34
131 505.1 —7.27 (m, 1H), 5.20 (s, 1H), 4.67 (d, ] = 7.1 Hz, 1H), 3.48 — 3.36 (m, 2H),
1.26 (1, ] = 7.2 Hz, 3H).

(DMSO-dg) § 10.81 (bs, 1H), 9.37 (s, 2H), 8.84 (d, ] = 4.1 Hz, 1H), 8.54
(d, T =8.2 Hz, 1H), 8.47-8.29 (m, 4H), 8.16 (d, ] = 1.3 Hz, 1H), 8.04 (t, J
132 505.88 | =7.7Hz, 1H), 7.49 (dd, ] = 7.1, 4.9 Hz, 1H), 7.11 (bs, 1H), 4.25-4.06 (m,
1H), 3.29-3.13 (m, 2H), 1.91 (s, 3H), 1.81 (s, 3H), 1.54 (d, ] = 7.1 Hz,
3H), 1.13 (t, ] = 7.1 Hz, 3H).

(DMSO-dg) § 10.75 (s, 1H), 9.33 (s, 2H), 8.86 — 8.79 (m, 1H), 8.53 (d, ] =
8.4 Hz, 1H), 8.39 (d, ] = 1.6 Hz, 1H), 8.14 (d, J = 1.6 Hz, 1H), 8.06 — 7.97
133 521.09 | (m, 1H), 7.50 —=7.42 (m, 1H), 6.99 (s, 1H), 5.85 (q, ] = 6.7 Hz, 1H), 3.22
(dd, T =7.1,5.7 Hz, 2H), 2.69 — 2.59 (m, 2H), 2.55 (dd, ] = 13.1, 6.8 Hz,
2H), 1.61 (d, ] = 6.8 Hz, 3H), 1.12 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) § 10.80 (s, 1H), 9.33 (s, 2H), 8.82 (ddd, ] = 4.8, 1.7, 0.9 Hz,
1H), 8.53 (d, ] = 8.4 Hz, 1H), 8.39 (d, ] = 1.6 Hz, 1H), 8.14 (d, ] = 1.6 Hz,
134 521.1 1H), 8.06 —7.97 (m, 1H), 7.50 — 7.42 (m, 1H), 7.03 (s, 1H), 5.85 (¢, ] = 6.7
Hz, 1H), 3.22 (dd, ] = 7.1, 5.7 Hz, 2H), 2.67 — 2.59 (m, 2H), 2.47 — 2.40
(m, 2H), 1.61 (d,J = 6.8 Hz, 3H), 1.12 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) § 10.62 (s, 1H), 9.35 (s, 2H), 8.78 (d, ] = 4.8 Hz, 1H), 8.44 (s,
1H), 8.39 (s, 1H), 8.15 (s, 1H), 7.45 (d, ] = 4.8 Hz, 1H), 6.88 (m, 1H), 5.04
135 550.18 | (s, 1H), 4.68 (t, ] = 6.0 Hz, 1), 3.82 — 3.70 (m, 2H), 3.66 (s, 2H), 3.63 (s,
4H), 3.24 (dd, T = 12.9, 6.8 Hz, 2H), 2.45 (s, 4H), 1.52 (s, 3H), 1.14 (t, ] =
6.8 Hz, 3H).

129 535.11
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(DMSO-dg) §9.39 (s, 2H), 8.84 (d, ] = 4.1 Hz, 1H), 8.69 (s, 3H), 8.54 (d, ]
=8.1 Hz, 1H), 8.40 (d, T = 1.2 Hz, 1H), 8.17 (d,] = 1.3 Hz, 1H), 8.04 (1, ]
136 506.06 | =7.2Hz 1H),7.49 (dd,J =7.1,4.9 Hz, 1H), 7.21 (s, 1H), 5.95 (q, ] = 6.7
Hz, 1H), 3.28 —3.17 (m, 2H), 1.70 (d, ] = 6.7 Hz, 3H), 1.62 (s, 6H), 1.13
(t, T =7.2 Hz, 3H).

(DMSO-dg) §9.39 (s, 2H), 8.84 (d, ] = 4.1 Hz, 1H), 8.69 (s, 3H), 8.54 (d, ]
=8.1 Hz, 1H), 8.40 (d, T = 1.2 Hz, 1H), 8.17 (d,] = 1.3 Hz, 1H), 8.04 (1, ]
137 492.05 | =72Hz 1H),7.49 (dd, T =7.1,4.9 Hz, 1H), 7.21 (s, 1H), 5.95 (q, ] = 6.7
Hz, 1H), 3.28 —3.17 (m, 2H), 1.70 (d, ] = 6.7 Hz, 3H), 1.62 (s, 6H), 1.13
(t, T =7.2 Hz, 3H).

(DMSO-dg) § 10.61 (s, 1H), 9.36 (s, 2H), 8.84 — 8.81 (m, 1H), 8.52 (d,T =
8.3 Hz, 1H), 8.40 (d, ] = 1.6 Hz, 1H), 8.15 (d, J = 1.4 Hz, 1H), 8.04 — 7.99
138 576.2 (m, 1H), 7.48 —7.44 (m, 1H), 6.87 (1, ] = 5.4 Hz, 1H), 5.32 (s, 1H), 3.79
(d, I = 12.6 Hz, 2H), 3.30 — 3.18 (m, 4H), 2.10 (td, = 13.0, 4.4 Hz, 2H),
1.79 (d, T =12.7 Hz, 2H), 1.43 (s, 9H), 1.12 (t, ] =7.2 Hz, 3H).
(DMSO-dg) § 10.62 (br s, 1H), 9.38 (s, 2H), 8.85 — 8.81 (m, 1H), 8.52(d, ]
=8.3 Hz, 1H), 8.40 (d, ] = 1.5 Hz, 1H), 8.15 (d, ] = 1.5 Hz, 1H), 8.04 —
139 509.1 7.99 (m, 1H), 7.46 (ddd, ] =7.5, 4.9, 0.8 Hz, 1H), 6.92 — 6.86 (m, 1H),
5.60 (s, 1H), 3.27 — 3.18 (m, 2H), 3.03 — 2.94 (m, 4H), 2.48 —2.41 (m,
2H), 2.35 - 2.23 (m, 2H), 1.12 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) § 10.63 (s, 1H), 9.33 (s, 2H), 8.84 (ddd, ] = 4.9, 1.8, 0.9 Hz,
1H), 8.56 (d, ] = 8.4 Hz, 1H), 842 (d, ] = 1.5 Hz, 1H), 8.16 (d, ] = 1.5 Hz,
140 520.07 | 1H), 8.03 (dt,J =7.6, 1.8 Hz 1H), 7.48 (ddd, ] = 7.6, 4.9, 0.9 Hz, 1H), 6.87
(t, ] =5.4 Hz, 1H), 3.27 - 3.20 (m, 2H), 3.18 (s, 2H), 2.27 (s, 6H), 1.80 (s,
6H), 1.14 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) § 10.63 (s, 1H), 9.33 (s, 2H), 8.84 (ddd, ] = 4.9, 1.7, 0.8 Hz,
1H), 8.56 (d, ] = 8.3 Hz, 1H), 842 (d, ] = 1.5 Hz, 1H), 8.16 (d, ] = 1.5 Hz,
141 562.13 | 1H),8.03 (td, ] =7.7, 1.7 Hz, 1H), 7.48 (ddd, ] = 7.7, 4.9, 0.8 Hz, 1H),
6.86 (t, ] = 5.4 Hz, 1H), 3.61 — 3.54 (m, 4H), 3.25 (s, 2H), 3.23 (m, 2H),
2.54 (m, 4H), 1.80 (s, 6H), 1.14 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) § 10.60 (s, 1H) 9.32 (s, 2H), 8.75 (d, ] = 5.2 Hz, 1H), 8.41 (s,
1H), 8.38 (d, ] = 1.2 Hz, 1H), 8.12 (s, 1H), 7.42 (d, ] = 5.2 Hz, 1H), 6.90 (t,
142 548.29 | I=52Hz, 1H),5.30(d,J =5.6 Hz, 1H), 4.88 (p, ] = 6.4 Hz, 1H), 3.61 (m,
4H), 3.22 (m, 2H), 2.72 (d, ] = 10.8 Hz, 2H), 1.73 (t, ] = 10.8 Hz, 2H),
148 (d, ] = 6.4 Hz, 3H), 1.12 (t, ] = 7.2 Hz, 3H), 1.03 (d, ] = 6.4 Hz, 6H).
(DMSO-dg) § 10.60 (s, 1H) 9.32 (s, 2H), 8.75 (d, ] = 5.2 Hz, 1H), 8.41 (s,
1H), 8.38 (d, ] = 1.2 Hz, 1H), 8.12 (s, 1H), 7.42 (d, ] = 5.2 Hz, 1H), 6.90 (t,
143 548.27 | I1=5.2Hz 1H),5.30 (d, ] = 5.6 Hz, 1H), 4.88 (p, ] = 6.4 Hz, 1H), 3.61 (m,
4H), 3.22 (m, 2H), 2.72 (d, ] = 10.8 Hz, 2H), 1.73 (t, ] = 10.8 Hz, 2H),
148 (d, ] = 6.4 Hz, 3H), 1.12 (t, ] = 7.2 Hz, 3H), 1.03 (d, ] = 6.4 Hz, 6H).
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(DMSO-de) § 10.86 (bs, 1H), 9.33 (s, 2H), 8.91-8.78 (m, 1H), 8.57 (d,T =
8.3 Hz, 1H), 8.41 (d, ] = 1.6 Hz, 1H), 8.16 (d, ] = 1.6 Hz, 1H), 8.10-7.99
144 534 (m, 1H), 7.91 (s, 2H), 7.56=7.42 (m, 1H), 7.17 (bs, 1H), 3.32-3.14 (m,
2H), 2.80 (dd, T = 12.8, 6.5 Hz, 2H), 2.39 (t, ] = 6.7 Hz, 2H), 1.79 (s, 6H),
1.69-1.50 (m, 4H), 1.14 (1,7 = 7.2 Hz, 3H).

(DMSO-dg) & 10.83 (bs, LH), 10.22 (bs, 1H), 9.34 (s, 2H), 8.85 (d, ] = 4.0
Hz, 1H), 8.57 (d, ] = 8.2 Hz, 1H), 8.41 (d, T = 1.5 Hz, 1H), 8.16 (d, T = 1.5
Hz, 1H), 8.09-7.97 (m, 1H), 7.49 (dd, T = 7.2, 5.0 Hz, 1H), 7.15 (bs, 1H),
3.22 (dd, T =12.3, 6.9 Hz, 2H), 3.11 = 2.97 (m, 2H), 2.74 (d, ] = 4.9 Hz,
6H), 2.41 (1, T = 7.1 Hz, 2H), 1.79 (s, 6H), 1.77-1.67 (m, 2H), 1.64—1.48
(m, 2H), 1.14 (1, T = 7.2 Hz, 3H).

(DMSO-dg) & 10.87 (bs, 1H), 9.36 (s, 2H), 8.85 (d, ] = 4.2 Hz, 1H), 8.54
(d, T =8.1 Hz, 1H), 8.39 (d, J = 1.3 Hz, 1H), 8.33 (s, 2H), 8.16 (d, T = 1.3
146 492.07 | Hz, 1H), 8.04 (1,1 =7.2 Hz, 1H), 7.49 (dd, ] = 7.1, 5.0 Hz, 1H), 7.21 (bs,
1H), 3.89 (d, T = 5.5 Hz, 2H), 3.32-3.11 (m, 2H), 1.86 (s, 6H), 1.13 (t, I =
7.1 Hz, 3H).

(DMSO-dg) & 10.63 (br s, 1H), 9.33 (s, 2H), 8.76 (d, J= 4.40 Hz, 1H), 8.38-
8.41 (m, 2H), 8.13 (s, 1 H), 7.40 (m, 1H), 6.86 (m, 1H), 5.16 (s, 1H), 3.89
(s, 2H), 3.69-3.76 (m, 4H), 3.21 (m, 2H), 1.57 (s, 6H) and 1.09 (t, J=7.20
Hz, 3H)

(DMSO-de) § 10.63 (s, 1H), 9.44 (s, 2H), 8.78 (d, ] = 5.0 Hz, 1H), 8.48 —
8.37 (m, 2H), 8.19 (d, T = 1.0 Hz, 1H), 745 (dd, J = 5.0, 1.0 Hz, 1H), 6.88
(t, T=5.4Hz, 1H), 6.42 (s, 1H), 5.08 (d, T = 6.7 Hz, 2H), 478 (d, T = 6.7
Hz, 2H), 3.69 — 3.59 (m, 4H), 3.29 — 3.18 (m, 2H), 2.75 (d, ] = 10.5 Hz,
2H), 1.76 (t, T = 10.5 Hz, 2H), 1.14 (t, ] = 7.2 Hz, 3H), 1.05 (d, = 6.3 Hz,
6H).

(DMSO-dy) §9.08 (s, 2H), 8.61 (d, J = 4.2 Hz, 1H), 8.07 (d, J = 8.2 Hz,
498.97 | 1), 7.86 (s, 1H), 7.82 (s, 1H), 7.71 (t, J = 7.2 Hz, 1H), 7.49 (s, 1H), 7.21
[M-H]" | (dd,7=7.0,5.1 Hz, 1H), 5.35-5.19 (m, 1H), 3.14 (dd, J=13.2, 6.9 Hz,
2H), 1.44 (d, J = 6.6 Hz, 3H), 1.06 (t, J = 7.2 Hz, 3H).

(DMSO-de): 8 10.62 (s, 1H), 9.44 (s, 2H), 8.78 (d, T = 5.0 Hz, 1H), 8.55 —
8.33 (m, 2H), 8.19 (d, T = 1.1 Hz, 1H), 746 (d, ] = 5.0 Hz, 1H), 6.88 (t, ] =
154 548.18 | 5.5 Hz, 1H), 6.42 (s, 1H), 5.08 (d,J = 6.7 Hz, 2H), 4.78 (d, ] = 6.7 Hz,
2H), 3.67 (s, 2H), 3.64 (t, T = 4.5 Hz, 4H), 3.28 — 3.19 (m, 2H), 2.48 — 2.42
(m, 4H), 1.14 (1, T = 7.2 Hz, 3H).

(DMSO-de): 8 10.64 (br s, 1H), 9.11 (s, 1H), 8.74 (d, T= 4.0 Hz, 1H), 842
(m, 2H), 8.38 (s, 1H), 8.06 (m, 1H), 7.76 (d, I= 7.6 Hz, 1H), 7.36 (m, 1H),
155 573.26 | 7.12 (m, 1H), 6.86 (m, 1H), 5.22 (m, 1H), 4.02 (m, 1H), 3.76 (s, 2H), 3.58
(br s, 2H), 3.21 (m, 2H), 3.15 (s, 3H), 2.95 (br s, 2H) and 1.11 (t, J=7.20
Hz, 3H)

145 562.18

147 540.22

148 576.18

149°
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(DMSO-dg): 5 10.62 (br s, 111), 9.33 (s, 21), 8.77 (d, J= 4.80 Hz, 111), 8.43
(s, 1H), 8.38 (s, 1), 8.13 (s, 1H), 7.45 (d, I= 4.80 Hz, 111), 6.85 (m, 110),
5.15 (s, 1), 3.72 (s, 210, 3.21 (m, 2H), 2.56 (m, 4H), 2.04 (m, 411), 1.57
(s, 6H) and 1.11 (t, I= 7.2 Hz, 3H)

(DMSO-dg): 8 10.62 (s, 1), 9.36 (s, 2), 8.91 — 8.78 (m, 111), 8.55 (d, ] =
8.3 Hz, 1H), 8.41 (d, T = 1.4 Hz, 1), 8.16 (d, T = 1.4 Hz, 1H), 8.09 - 7.97
157 451.09 | (m, 1), 7.48 (ddd, T = 7.5, 4.9, 0.8 Hz, 1H), 6.88 (t, T = 5.3 Hz, 1H), 5.04
(s, 1H), 4.66 (t, T = 6.1 Hz, 110), 3.81 - 3.66 (m, 2H), 3.29 — 3.17 (m, 2H),
1.52 (s, 3H), 1.14 (t, T = 7.2 Hz, 3H).

(DMSO-dg): 5 10.64 (br s, 111), 9.31 (s, 2H), 8.65 (s, 111), 8.43 (d, I= 8.40
Hz, 110), 8.34 (s, 1H), 8.10 (s, 1H), 7.84 (d, I= 8.0 Hz, 11I), 6.90 (m, 110),
5.31 (d, J=5.60 Hz, 1H), 4.86 (m, 11I), 3.21 (m, 21I), 2.40 (s, 31), 1.48 (d,
J=6.40 Hz, 3H) and 1.11 (t, J=7.20 Hz, 3H)

(DMSO-dg): 8 10.62 (br s, 111), 9.33 (s, 2H), 8.75 (d, J= 4.80 Hz, 11I), 8.40
(m, 2H), 8.13 (s, 1H), 7.41 (d, J= 4.8 Hz, 1H), 6.88 (brs, 111), 5.15 (s,
1H), 3.62 (s, 2H), 3.21 (m, 2H), 2.35-2.50 (m, SH), 2.15 (s, 3H), 1.57 (s,
6H) and 1.11 (t, J= 7.20 Hz, 3H)

(DMSO-dg): 5 10.16 (d, T = 4.8 Hz, 11}, 9.39 (s, 2H), 9.03 (d, ] = 4.7 11z,
1H), 8.85 (d, T = 4.0 Hz, 1H), 8.54 (d, ] = 8.2 Hz, 1H), 8.41 (d, T = 1.5 Iz,
1), 8.18 (d, T = 1.5 Hz, 1H), 8.04 (td, T = 8.0, 1.6 Hz, 1), 7.49 (dd, T =
7.1,4.9 He, 1H), 7.18 (s, 1H), 6.01 (q, T = 6.7 Hz, 1H), 4.61 —4.44 (m,
1H), 3.37 - 3.17 (m, 4H), 2.45 — 2.28 (m, 1H), 2.18 (dq, ] = 14.2, 7.3 He,
1H), 2.07 - 1.91 (m, 2H), 1.72 (d, T = 6.7 Hz, 3H), 1.13 (1, ] = 7.2 Hz, 3H).
(DMSO-dg): 5 10.16 (d, T = 4.8 Hz, 111}, 9.39 (s, 2H1), 9.03 (d, ] = 4.7 1z,
1H), 8.85 (d, T = 4.0 Hz, 1H), 8.54 (d, ] = 8.2 Hz, 1H), 8.41 (d,T = 1.5 Iz,
1), 8.18 (d, T = 1.5 Hz, 1H), 8.04 (td, T = 8.0, 1.6 Hz, 1), 7.49 (dd, T =
7.1,4.9 He, 1H), 7.18 (s, 1H), 6.01 (q, T = 6.7 Hz, 1H), 4.61 —4.44 (m,
1H), 3.37 - 3.17 (m, 4H), 2.45 — 2.28 (m, 1H), 2.18 (dq, ] = 14.2, 7.3 He,
1H), 2.07 - 1.91 (m, 2H), 1.72 (d, T = 6.7 Hz, 3H), 1.13 (1, ] = 7.2 Hz, 3H).
(DMSO-dg): 8 10.41 (br s, 111), 9.41 (s, 210), 8.83 (dd, ] = 4.8, 0.9 Hz, 110),
8.53 (d, ] = 8.3 Hz, 1), 8.42 (d, ] = 1.6 Hz, 1M), 8.17 (d, T = 1.4 Hz, 1H),
162 548.14 | 8.03(td,7=7.9, 1.8 Hz, 1H), 7.51 — 7.44 (m, 11), 6.86 (1, ] = 5.3 Hz, 11I),
6.44 (s, 1H), 4.40 (br s, 2H), 4.01 (d, T = 8.3 Hz, 2H), 3.28 — 3.17 (m, 21II),
1.42 (s, 9H), 1.12 (t, T = 7.2 Hz, 3H).

(DMSO-dg): 5 10.64 (s, 1T0), 9.49 (s, 210), 9.19 (s, 110), 8.84 (ddd, ] = 4.8,
1.7, 0.9 Hz, 2H), 8.53 (d, T = 8.3 Hz, 1H), 8.43 (d, T = 1.6 Hz, 1H), 8.21 (d,
163 448.1 | T=1.5Hz, 1H), 8.08 — 7.9 (m, 11I), 7.48 (ddd, T = 7.5, 4.9, 0.9 Hz, 110),
6.92 (t, ] = 5.5 Hz, 1H), 4.64 — 4.52 (m, 2H), 4.23 —4.11 (m, 2I), 3.29 —
3.14 (m, 2H), 1.12 (t, T = 7.2 Hz, 310).

156 568.28

158 435.17

159 547.31

160 518.22

161 518.15
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(DMSO-dg): § 10.63 (bs, 1H), 9.35 (s, 2H), 8.78 (d, ] = 4.9 Hz, 1H), 8.43
(s, 1H), 8.39(d, J= 1.6 Hz, 1H), 8.15 (d, ] = 1.4 Hz, 1H), 7.44 (dd, T = 5.1,
164 562.2 1.0 Hz, 1H), 6.89 (t, J = 5.4 Hz, 1H), 5.15 (s, 1 H), 3.76-3.52 (m, 4H),
3.29-3.17 (m, 2H), 2.75 (d, ] = 10.2 Hz, 2H), 1.75 (t, ] = 10.7 Hz, 2H),
1.59 (s, 6H), 1.14 (t, ] = 7.2 Hz, 3H), 1.05 (d, J = 6.3 Hz, 6H).

HCI salt (DMSO-dg): 3 10.84 (bs, 1H), 9.82 (bs, 1H), 9.33 (s, 2H), 9.00 (t,
J=5.8Hz, 1H), 8.85(d, ] = 4.1 Hz, 1H), 8.55 (d, ] = 8.1 Hz, 2H), 8.40 (d,
J=1.3Hz, 1H), 8.16 (d, ] = 1.3 Hz, 1H), 8.04 (t, = 7.1 Hz, 1H), 7.49 (dd,
165 589.05 | I1=7.1,49Hz, 1H),7.17 (bs, 1H), 4.24-4.16 (m, 2H), 4.03 (qd, ] = 17.8,
5.9 Hz, 2H), 3.22 (dd, J = 17.0, 10.5 Hz, 4H), 2.30 (dd, ] = 17.4, 9.5 Hz,
1H), 1.87 (t, ] = 7.9 Hz, 2H), 1.81 (d, ] = 3.1 Hz, 6H), 1.13 (t,] = 7.2 Hz,
3H).

HCI salt (DMSO-dg): § 10.87 (bs, 1H), 10.07 (bs, 1H), 9.37 (s, 2H), 8.85
(d, I = 4.1 Hz, 2H), 8.59-8.50 (m, 1H), 8.41 (d, ] = 1.0 Hz, 1H), 8.17 (d, ]
=1.1 Hz, 1H), 8.04 (t, ] = 7.3 Hz, 1H), 7.49 (dd, ] =7.0, 4.8 Hz, 1H), 7.20
(s, 1H), 4.56-4.40 (m, 1H), 3.32-3.13 (m, 4H), 2.45-2.21 (m, 2H), 1.98
(dd, T =13.1, 6.7 Hz, 2H), 1.92 (s, 3H), 1.81 (s, 3H), 1.13(t, ] = 7.1 Hz,
3H).

(DMSO-dg): § 12.35 (s, 1H), 10.70 (s, 1H), 9.44 (s, 2H), 8.78 (d, T = 5.5
Hz, 1H), 8.46 (s, 1H), 8.42 (d, T = 1.4 Hz, 1H), 8.18 (d, ] = 1.4 Hz, 1H),
7.45(d, ] = 5.5 Hz, 1H), 6.93 (s, 1H), 5.14 (d, ] = 7.5 Hz, 2H), 4.94 (d, ] =
7.5 Hz, 2H), 3.68 — 3.59 (m, 4H), 3.27 — 3.19 (m, 2H), 2.74 (m, 4H), 2.57
(m, 2H), 1.76 (t, ] = 10.7 Hz, 2H), 1.14 (t, ] =7.2 Hz, 3H), 1.05(d, ] = 6.3
Hz, 6H).

(Acetone) 3 9.26 (s, 2H), 8.85 (d, ] =2.2 Hz, 1H), 8.85 (d, ] =2.2 Hz, 1H),
842 (d,] = 8.2 Hz, 1H), 8.35 (d, ] = 1.6 Hz, 1H), 8.05 (d, J = 1.6 Hz, 1H),
168 465.21 | 8.01(dd,J=8.6,2.0 Hz, 1H), 7.21 (d, J = 24.2 Hz, 1H), 5.05 (q. ] = 6.7
Hz, 1H), 496 — 4.89 (m, 1H), 4.53 (s, 1H), 4.38 (d, ] = 5.2 Hz, 1H), 1.54
(dd, T = 6.6, 4.4 Hz, 6H), 1.21 (t, ] = 7.2 Hz, 3H).

(DMSO-dg): 8 10.63 (s, 1H), 9.33 (s, 2H), 8.84 (ddd, ] =4.8, 1.7, 0.8 Hz,
1H), 8.55(d, ] =7.9 Hz, 1H), 840 (d, ] = 1.5 Hz, 1H), 8.14 (d, ] = 1.5 Hz,
169 605.12 | 1H), 8.08 —7.98 (m, 1H), 7.48 (ddd, ] = 7.9, 4.8, 0.8 Hz, 1H), 6.90 (t, ] =
5.4 Hz, 1H), 3.56 — 3.52 (m, 4H), 3.39 (s, 2H), 3.28 — 3.20 (m, 2H), 2.63 (t,
J=6.2Hz, 2H), 2.40 —2.30 (m, 6H), 1.80 (s, 6H), 1.14 (t, ] = 7.2 Hz, 3H).
(DMSO-dg): 8 10.86 (bs, 1H), 9.61 (bs, 2H), 9.36 (s, 2H), 8.84 (s, 1H),
8.53 (d, ] = 7.8 Hz, 1H), 8.40 (s, 1H), 8.16 (s, LH), 8.04 (t, ] = 7.2 Hz, 1H),
7.49 (s, 1H), 7.22 (s, 1H), 3.91 (s, 2H), 3.22 (bs, 2H), 1.86 (s, 6H), 1.13 (t,
1 =6.9 Hz, 3H).

166 531.92

167 676.25

170 549.95
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HCI salt - (DMSO-dg): & 10.83 (bs, 1H), 9.33 (s, 2H), 8.84 (s, 1H), 8.53 (d,
1=7.7Hz, 1H), 8.46 (s, 3H), 8.39 (s, 1H), 8.15 (s, 1H), 8.03 (t, ] = 6.9 Hz,
171 549.93 | 1H), 7.48 (s, 1H), 7.18 (s, 1H), 4.20 (s, 1H), 3.22 (s, 2H), 3.01 (qd, T =
17.5,5.3 Hz, 2H), 1.81 (d, ] = 7.2 Hz, 6H), 1.13 (t, ] = 6.1 Hz, 3H).(COOH
signal obscured by H,0)

HCI salt - (DMSO-dg): & 10.88 (bs, 1H), 9.34 (s, 2H), 8.85 (dd, ] =4.8,0.8
Hz, 1H), 8.58 (d,] = 8.3 Hz, 1H), 8.42(d, J = 1.6 Hz, 1H), 8.16 (d,] = 1.5
172 519.97 | Hz, 1H), 8.07-7.90 (m, 4H), 7.53-7.46 (m, 1H), 7.20 (bs, 1H), 3.23 (dd, ]
=6.8,4.9 Hz, 2H), 2.87 (dd, ] = 14.8, 6.0 Hz, 2H), 2.48 (d, ] = 7.4 Hz,
2H), 1.86-1.79 (m, 8H), 1.14 (t, ] = 7.2 Hz, 3H).

(DMSO-dg): 8 10.62 (br s, 1H), 9.40 (s, 2H), 8.86 — 8.80 (m, 1H), 8.53 (d,
J=8.3Hz, 1H), 8.41 (d, ] = 1.5 Hz, 1H), 8.17 (d, ] = 1.2 Hz, 1H), 8.02 (td,
173 525.15 | 1=78, 1.8 Hz, 1H), 7.47 (dd, ] =7.1,5.2 Hz, 1H), 6.91 - 6.81 (m, 1H),
5.81 (s, 1H), 3.43 — 3.33 (m, 2H), 3.26 — 3.17 (m, 2H), 3.17 — 3.05 (m,
2H), 2.64 (t, ] = 11.5 Hz, 2H), 2.39 - 2.21 (m, 2H), 1.12 (t, ] = 7.2 Hz, 3H)
(DMSO-dg): § 10.61 (br s, 1H), 9.41 (s, 2H), 8.85 — 8.82 (m, 1H), 8.54 —
8.50 (m, 2H), 8.41 (d, ] = 1.5 Hz, 1H), 8.39 —8.29 (m, 1H), 8.18 (d, ] = 1.5
174 476.07 | Hz, 1H), 8.05—8.00 (m, 1H), 7.50 — 7.45 (m, 1H), 6.90 — 6.84 (m, 1H),
5.70 (s, 1H), 3.28 — 3.14 (m, 6H), 2.41 — 2.29 (m, 2H), 2.12 —2.00 (m,
2H), 1.12 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) § 10.62 (br s, 1H), 9.33 (s, 2H), 8.73 (d, J= 4.40 Hz, 1H), 8.39
(m, 2H), 8.13 (s, 1H), 7.36 (d, J= 4.0 Hz, 1H), 6.86 (m, 1H), 5.16 (s, 1H),
4.08 (m, 1H), 3.74 (s, 2H), 3.58 (m, 2H), 3.35 (m, 2H), 3.19-3.23 (m, 2H),
2.93 (m, 2H), 1.57 (s, 6H) and 1.06-1.13 (m, 6H)

(DMSO-dg) § 10.62 (br s, 1H), 8.95 (s, 2H), 7.73 (s, 1H), 7.69 (s, 1H), 6.68
176 388.14 | (m, 1H), 5.09 (s, 1H), 3.84 (s, 3H), 3.15-3.22 (m, 2H), 1.54 (s, 6H) and
1.09 (t, J=7.20 Hz, 3H)

(DMSO-dg) § 10.80 (br s, 1H), 9.04 (s, 2H), 7.89-8.01 (m, 2H), 6.71 (m,
177 376.11 | 1H), 5.14 (s, 1H), 3.16-3.22 (m, 2H), 1.54 (s, 6H) and 1.09 (t, J= 7.20 Hz,
3H)

(DMSO/Acetone) 3 9.20 (s, 2H), 8.54 (d, ] = 5.5 Hz, 1H), 8.48 (s, 1H),
8.14 (d,J = 1.6 Hz, 1H), 8.11 (s, 1H), 7.56 — 7.31 (m, 1H), 7.29 (t, ] = 4.6
Hz, 1H), 5.30 (s, 1H), 4.90 —4.81 (m, 1H), 4.02 (s, 3H), 3.24 — 3.14 (m,
2H), 1.47 (d, ] = 6.6 Hz, 3H), 1.10 (t, ] = 7.2 Hz, 3H).

HClI salt - (DMSO-dg): & 11.03 (s, 1H), 9.36 (s, 2H), 9.34 (s, 2H), 8.85 (d, ]
=4.6 Hz, 1H), 8.55 (d, ] = 8.0 Hz, 1H), 8.40 (d,] = 1.3 Hz, 1H), 8.16 (d, J
179 563.98 | =1.3 Hz, 1H), 8.05 (dt, ] =8.0, 1.2 Hz, 1H), 7.50 (dd, ] = 7.2, 4.6 Hz, 1H),
7.38 (s, 1H), 4.10 (s, 2H), 3.58 (s, 1H), 3.32 — 3.08 (m, 4H), 2.73 (1, ] = 7.3
Hz, 2H), 1.86 (s, 6H), 1.13 (t, ] = 7.3 Hz, 3H).

175 548.25

178 469.08
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HCI salt - (DMSO-dg): & = 10.85 (bs, LH), 9.40 (bs, 1H), 9.35 (s, 2H), 9.26
(bs, 1H), 8.85 (d, ] = 4.1 Hz, 1H), 8.57 (d, ] =8.2 Hz, 1H), 8.42(d, I = 1.4
180 531.94 | Hz, 1H),8.17(d, T = 1.4 Hz, 1H), 8.03 (dd, T = 11.1, 4.4 Hz, 1H), 7.49 (dd,
1=7.1,4.9Hz, 1H), 7.15 (bs, 1H), 3.45-3.31 (m, 3H), 3.26-3.14 (m, 4H),
224 (q, ] = 6.9 Hz, 2H), 1.82 (d, ] = 16.6 Hz, 6H), 1.13 (t, ] = 7.2 Hz, 3H).
HCI salt - (DMSO-dg): 8 10.87 (bs, 1H), 10.02 (bs, LH), 9.63 (bs, 1H), 9.39
(s,2H), 8.85(d, T =4.2 Hz, 1H), 8.56 (d,] =8.2 Hz, 1H), 842 (d, T = 1.2
Hz, 1H), 8.18 (d,J = 1.3 Hz, 1H), 8.05 (t, ] = 7.7 Hz, 1H), 7.49 (dd, ] =

181 547.97
7.1, 5.0 He, 1H), 7.19 (bs, LH), 4.46 (s, 2H), 4.01-3.88 (m, 2H), 3.76 (1, ]
=9.8 Hz, 1H), 3.24 (dd, T = 17.6, 11.7 Hz, 3H), 3.15 (bs, 11), 1.87 (d, T =
32.2 Hz, 6H), 1.13 (¢, T = 7.2 Hz, 3H).
(DMSO-dg) 3 10.62 (br s, 1), 9.02 (s, 2H), 7.69-7.70 (m, 2H), 6.68 (m,
11D), 5.14 (s, 1), 3.92 (d, J= 6.80 Hz, 21), 3.14-3.21 (m, 2H), 1.54 (s,
182 428.19

6H), 1.18-1.20 (m, 1H), 1.08 (t, J= 7.20 Hz, 3H), 0.50-0.55 (m, 2H) and
0.27-0.31 (m, 2H)

(DMSO-dg) § 10.63 (br s, 1H), 9.01 (s, 2H), 7.71-7.74 (m, 2H), 6.68 (m,
183 432.13 | 1H), 5.11 (s, 1H), 4.20 (t, J= 4.80 Hz, 2H), 3.64 (t, ]=4.80 Hz, 2H), 3.24
(s, 3H), 3.16-3.20 (m, 2H), 1.53 (s, 6H), and 1.09 (t, I= 7.20 Hz, 3H)
(DMSO-dg): § 10.96 (s, 1H), 9.78 —9.06 (m, 2H), 9.34 (s, 2H), 8.85 (d, ] =
4.5 Hz, 1H), 8.55(d, I =8.1 Hz, 1H), 8.41 (d,] = 1.4 Hz, 1H), 8.17 (d, ] =
184 616 1.4 Hz, 1H), 8.05 (td, ] = 8.1, 1.7 Hz, 1H), 7.50 (dd, ] = 7.1, 4.5 Hz, 1H),
7.26 (s, 1H), 4.12 (s, 4H), 3.58 (s, 2H), 3.32 — 3.15 (m, 4H), 1.87 (s, 6H),
1.13 (1, ] = 7.2 Hz, 3H).

(DMSO-dg): § 10.69 (s, 1H), 9.33 (s, 2H), 8.77 (d, ] = 5.0 Hz, 1H), 8.45 —
8.33 (m, 2H), 8.14 (d, ] = 1.4 Hz, 1H), 744 (d, ] = 5.0 Hz, 1H), 7.02 — 6.89
185 536.12 | (m, 1H), 5.30 (s, 1H), 4.90 (d, ] = 5.8 Hz, 1H), 3.70 (s, 2H), 3.23 (dd, ] =
13.3, 6.5 Hz, 2H), 2.70 (dd, ] = 18.3, 6.0 Hz, 8H), 1.51 (d, ] = 6.6 Hz, 3H),
1.14 (1, ] = 7.2 Hz, 3H).

(DMSO-dg) § 10.68 (br s, 1H), 9.06 (s, 2H), 7.71-7.73 (m, 2H), 6.78 (m,
1H), 5.12 (s, 1H), 4.88 (t, J= 5.20 Hz, 1H), 4.12 (t, I= 5.20 Hz, 2H), 3.70
(t, I= 4.80 Hz, 2H), 3.14-3.21 (m, 2H), 1.54 (s, 6H), and 1.08 (t, J=7.20
Hz, 3H)

(DMSO-dg) § 10.60 (br s, 1H), 9.32 (s, 2H), 8.76 (d, J= 4.80 Hz, 1H),
8.36-8.40 (m, 2H), 8.13 (s, 1H), 7.42 (d, J= 4.40 Hz, 1H), 6.85 (m, 1H),
5.13 (s, 1H), 3.67 (s, 2H), 3.20-3.23 (m, 2H), 2.66-2.69 (m, 8H), 1.57 (s,
6H) and 1.11 (t, J= 7.20 Hz, 3H)

(DMSO-dg) § 10.62 (br s, 1H), 9.32 (s, 2H), 8.78 (d, J= 4.80 Hz, 1H), 8.44
(s, 1H), 8.37 (s, 1H), 8.13 (s, 1H), 7.45 (d, ]= 4.80 Hz, 1H), 6.86 (m, 1H),
5.15 (s, 1H), 3.75 (s, 2H), 3.18-3.25 (m, 2H), 2.93 (m, 4H), 2.69-2.79 (m,
4H), 1.57 (s, 6H) and 1.11 (t, J= 7.60 Hz, 3H)

186 418.2

187 550.23

188 566.23
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(DMSO-dg) § 10.68 (br s, 1H), 8.98 (s, 2H), 7.83 (s, 1H), 7.58 (s, 1H), 6.70
189 445.22 | (m, 1H), 5.11 (brs, 1H), 3.18 (m, 4H), 3.07 (s, 3H), 2.89 (m, 2H), 2.54 (s,
3H), 1.53 (s, 6H), and 1.08 (t, J= 7.20 Hz, 3H)

(DMSO-dg) § 10.60 (br s, 1H), 9.39 (s, 2H), 8.85 (d, ] = 4.6 Hz, 1H), 8.61
—8.49 (m, 1H), 8.47 — 8.38 (m, 1H), 8.22 —8.15 (m, 1H), 8.04 (1, ] = 7.8
Hz, 1H), 7.49 (dd, ] = 7.3, 4.9 Hz, 1H), 6.98 — 6.88 (m, 1H), 5.09 (d, ] =
7.5 Hz, 2H), 3.25 - 3.21 (m, 2H), 1.88 (s 6H), 1.16 — 1.11 (m, 3H).
(DMSO-dg+D,0) 3 9.25 (s, 2H), 8.74 (d, J=4.80 Hz, 1H), 8.35 (s, 1H),
191 582.23 | 8.30 (s, 1H), 8.06 (s, 1H), 7.45 (d, I= 5.20 Hz, 1H), 3.84 (s, 2H), 3.11-3.21
(m, 6H), 2.94 (m, 4H), 1.54 (s, 6H) and 1.07 (t, ]= 7.20 Hz, 3H)
(DMSO-dg) § 10.64 (br s, 1H), 9.01 (s, 2H), 7.85 (s, 1H), 7.71 (s, 1H), 6.98
192 52422 | (s, 1H), 6.90 (m, 2H), 6.69 (m, 1H), 5.08-5.10 (m, 3H), 3.73 (s, 3H), 3.71
(s, 3H), 3.17-3.20 (m, 2H), 1.51 (s, 6H), and 1.09 (t, J= 7.20 Hz, 3H)
(DMSO-dg) § 10.62 (br s, 1H), 8.99 (s, 2H), 7.72 (s, 1H), 7.70 (s, 1H), 6.68
(m, 1H), 5.27 (d, J='5.20 Hz, 1H), 4.82 (m, 1H), 3.99-4.13 (m, 3H), 3.63-
3.70 (m, 2H), 3.16-3.20 (m, 2H), 1.90-1.96 (m, 1H), 1.64-1.80 (m, 2H),
1.59-1.64 (m, 1H), 1.46 (d, J= 6.80 Hz, 3H) and 1.09 (t, J= 7.20 Hz, 3H)
(DMSO-dg) § 10.68 (br s, 1H), 9.05 (s, 2H), 7.79 (s, 1H), 7.61 (s, 1H), 6.70
(m, 1H), 5.27 (d, J= 5.60 Hz, 1H), 4.82 (m, 1H), 3.48 (m, 4H), 3.16-3.19
(m, 2H), 2.73 (m, 4H), 1.45 (d, ]= 6.40 Hz, 3H) and 1.08 (t, J= 7.20 Hz,
3H)

(DMSO-dg) §9.11 (s, 2H), 7.69 (m, 1H), 7.30 (s, 1H), 7.05 (m, 1H), 6.57
195 44231 | (m, 1H), 5.14 (s, 1H), 3.19 (m, 5H), 1.98-2.01 (m, 2H), 1.53 (s, 6H), 1.27-
1.35 (m, 4H) and 1.08 (m, 3H)

(DMSO-dg): 8 9.32 (s, 2H), 8.75 (d, ] = 5.0 Hz, 1H), 8.47 (s, 1H), 8.36 (d,
J=1.5Hz, 1H), 8.20 (s, 1H), 8.13 (d, ] = 1.5 Hz, 1H), 7.45 (d, ] = 5.0 Hz,
196 508.09 | 1H), 6.99 (1, ] = 5.5 Hz, 1H), 3.94 (s, 3H), 3.53 (, ] = 5.7 Hz, 2H), 3.21 (1,
1=13.0, 6.5 Hz, 2H), 2.68 (t, ] = 5.7 Hz, 2H), 2.54 (s, LH), 1.57 (s, ¢H),
1.12 (1, J = 7.2 Hz, 3H).

(CD;0D) §8.80 (d, ] = 5.2 Hz, 2H), 8.56 (s, 1H), 8.15 - 8.11 (m, 2H), 8.04
(s, 1H), 7.94 - 7.88 (m, 2H), 7.43 (s, 2H), 7.35 (t, ] = 7.2 Hz, 1H), 5.03 (q,

190 514.98

193 444.16

194 429.24

197 420
J=6.0 Hz, 1H), 3.42 - 3.38 (m, 2H), 1.60 (d, ] = 6.4 Hz, 3 H), 1.26 (t, ] =
7.2 Hz, 3H).
(DMSO-dg): 8 10.61 (s, 1), 9.33 (s, 2H), 8.76 (d, ] = 5.2 Oz, 1), 8.42 (s,
110), 8.37 (d, T = 1.3 Hz, 11), 8.13 (d, T = 0.7 Hz, 1H), 7.44 (dd, T = 5.0,
198 542.3

1.1 Hz, 1H), 6.88 (t, T = 5.1 Hz, 1H), 5.75 (s, LH), 5.13 (s, 1H), 3.64 (s,
2H), 3.26 —3.17 (m, 2H), 1.57 (s, 6H), 1.12 (1, T = 7.2 Hz, 3H).
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(DMSO-dg) 8 10.63 (br s, 1H), 9.04 (s, 2H), 7.75 (s, 1), 7.70 (s, 1H), 6.68
(m, 1H), 5.10 (s, 1H), 4.17 (t, J= 5.20 Hz, 2H), 3.53 (m, 4H), 3.15-3.21 (m,

199 487.21
2H), 2.64 (t, J=5.20 Hz, 2H), 2.37 (m, 4H), 1.53 (s, 6H) and 1.08 (t, J=
7.20 Hz, 3H)
(DMSO-dg) § 10.84 (br s, 1H), 8.93 (s, 2H), 7.63-7.69 (m, 2H), 6.72 (m,
200 448.14 | 1), 5.21 (brs, 1H), 3.37 (1, J= 6.40 Hz, 2H), 3.11-3.15 (m, 5H), 2.98 (1,

J= 6.40 Hz, 2H), 1.58 (s, 6H), and 1.04 (¢, J= 6.80 Hz, 3H)

(DMSO-dg) § 11.06 (br s, 1H), 9.03 (s, 2H), 7.92-7.98 (m, 2H), 6.79 (m,
201 464.14 1H), 5.27 (br's, 1H), 3.65 (m, 1H), 3.45 (m, 1H), 3.02-3.15 (m, 6H), 2.85-
2.89 (m, 1H), 1.57 (s, 6H), and 1.05 (t, J= 7.20 Hz, 3H)

(DMSO-dg): § 10.59 (s, 1H), 9.33 (s, 2H), 8.63 (d, T = 6 Hz, 1H), 8.38 (d, J
=0.8 Hz, 1H), 8.12 (s, 1H), 8.02 (d, ] = 1.2 Hz, 1H), 7.05 (dd, ] = 5.6, 2
202 451.21 | Hz, 1H), 6.87 (brt, ] =52 Hz, 1H),5.30(d, ] =5.2 Hz, 1H), 4.88 (p, I =6
Hz, 1H), 3.99 (s, 3H), 3.21 (p, ] = 6.4 Hz, 2H), 1.49 (d, ] = 6.4 Hz, 3H),
1.12 (1, J = 7.2 Hz, 3H).

*Compound 149 was prepared by coupling Precursor 81 with Intermediate 1 under
Suzuki coupling conditions as previously described then was subsequently converted
to the target compound as follows. Zinc (177 mg) was added to a solution of 1-[5-[2-
(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-2-yl]ethyl
bis(2,2,2-trichloroethyl) phosphate (230 mg) in a mixture of pyridine (1.5 mL) and
acetic acid (0.3 mL) and the mixture stirred at RT for 2 h. The mixture was filtered
through celite, washing with pyridine (3 x 10 mL) and concentrated in vacuo. The
residue was treated with MeOH (30 mL) to give a solid, which was collected by
filtration. This was purified by reverse phase chromatography eluting with 0-100%
ACN/ H,0, followed by 50% MeOH/H,0O 50% ammonia) to give Compound 149 as
the bis ammonium salt (50 mg).

ADME Assays

The following assay(s) may be used to assess the properties of a prodrug and the
potential suitability of the prodrug to deliver a compound in vivo.

Chemical Stability Assay

Compounds may be tested for chemical stability across four pH values i.e. 2.1, 4.5,
7.4 and 9.1 and in water. Stress solutions are prepared with 10% acetonitrile and
samples introduced from DMSO stocks (ZmM) to give a final concentration of 16uM.
Test samples are analysed by HPLC using a C8 reverse phase column (Phenomenex

Kinetex™ 2.6 um C8 100 A LC Column 50 x 3 mm or similar) with an elution
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gradient of 5-100% acetonitrile:water + 0.1% formic acid. The assay is conducted
over 24hrs with 2-hourly injections. Data analysis is performed using peak areas at
254nm and LCMS for mass determination.

In an alternative method, compounds are dissolved in DMSO are diluted to produce
triplicate 10 uM solutions in HEPES pH 7.4 containing 5% DMSO. The samples are
incubated for 24 h at 37°C and analysed by LCMS following the addition of 2
volumes of methanol. The percentage of compound remaining is determined by
comparing peak areas to a T0O sample.

The chemical stability of representative Compounds 19, 123, 133 and 134 were tested
and determined to be chemically stable at pH 7.4 with >95% of the compound
remaining at 24 hours.

Thermodynamic Solubility

In a 1.5 mL eppendorf tube, approximately 2 mg of compound is resuspended in a
volume of HEPES buffer pH 7.4 to achieve a 5 mg/mL suspension. The tubes are
placed on an orbital shaker at room temperature and following shaking for 24 hours
the tubes are spun at 1400 rpm in a bench top centrifuge to pellet the undissolved
compound. Duplicate 150 pL aliquots of the supernatant are then transferred into two
ultracentrifuge tubes and spun at 357440 g for 4 hours at 20°C. 50 uL of the
supernatant from each tube is then diluted with 100 pL. of methanol and analysed by
HPLC or LCMS to determine the concentration of compound in solution by
comparing to a standard curve. The thermodynamic solubility of representative
Compounds 19, 123, 134 and 153 were tested and determined to be highly soluble, at
>2mg/mL, at pH 7.4.

Microsomal Stability

In a 96 well polypropylene plate, 10 uM compound is prepared in 100 mM KPO,
buffer pH 7.4, 5 mM MgCl,, 25 ug/ml Alamethicin, 1 mg/ml (protein) liver
microsomes (mouse) and a final DMSO concentration of 0.1% in 100 ul in duplicate.
The plate is pre-incubated at 37°C for 10 minutes after which reactions are initiated
by the addition of NADPH and UDPGA to a final concentration of 1 mM and 5 mM
respectively. Reactions are incubated at 37°C and terminated by the addition of 100
ul DMSO at 0, 10, 30 and 60 minutes. Samples of 100 ul are withdrawn and added to
50 ulice cold methanol and mixed on an orbital shaker for 10 minutes to precipitate
the proteins. The samples are then centrifuged at 4000 rpm and 10°C for 30 minutes

and supernatants are analysed by LCMS. The T1/2 and clearance are determined by
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linear regression from the peak areas. The microsomal stability of representative
Compounds 19, 123, 133 and 134 were tested and determined to be unstable, in each
case the major metabolite being the parent alcohol, with a half-life less than 20 mins.
Plasma Stability

Compounds dissolved in DMSO are diluted to produce duplicate 50 ul aliquots of 10
uM solutions in neat plasma containing 1% DMSO in 96 well polypropylene plates.
Following incubation at 37°C for 5 hours, 100 ul ice cold acetonitrile is added to the
samples and mixed on an orbital shaker for 10 minutes to precipitate the proteins.
The samples are then centrifuged at 4000 rpm and 10°C for 30 minutes and
supernatants are analysed by LCMS. The recovery and percentage of compound
remaining is determined by comparing peak areas to a DMSQO stock and TO sample
respectively.

Biological Data

The in vitro and in vivo antiviral activity of the compounds of the invention may be
determined using the following protocols.

On-Target Enzyme Assay: Determination of Gyrase ATPase Activity

Gyrase converts ATP into ADP and inorganic phosphate. The released phosphate can
be detected by the addition of malachite green solution and measured by monitoring
the increase in absorbance at 600 nm. The ATPase assay is carried out in a buffer
containing 2 mU/ul. Gyrase enzyme (A;B, complex from Staphylococcus aureus),
0.08 mg/mlL. double-stranded DNA, 8 mM HEPES.KOH pH 7.6, 100 mM K
glutamate, 2 mM Mg acetate, 2 mM DTT, 0.01 mg/mL BSA, and 5% DMSQO solution
containing the inhibitor. Alternatively, the ATPase assay is carried out in a buffer
containing 4.8 pg/ml Gyrase enzyme (A;B, complex from Escherichia coli), 0.08
pg/mL ssDNA, 35 mM Tris pH 7.5, 24 mM KCl, 2 mM MgCl,, 6.5% Glycerol, 2
mM DTT, 1.8 mM Spermidine, 0.5 mg/ml. BSA and 5% DMSO solution containing
the inhibitor. The reaction is started by adding ATP to a final concentration of 1 mM
and allowed to incubate at 30°C for 60 minutes. The reaction is stopped by adding 200
uL of malachite green solution (0.034% malachite green, 10 mM ammonium
molybdate, 1 M HCl, 3.4% ethanol, 0.01% tween 20). Colour is allowed to develop
for 5 minutes and the absorbance at 600 nm is measured spectrophotometrically. The
ICso values are determined from the absorbance readings using no compound and no

enzyme controls.
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The compounds of the invention demonstrated on target enzyme activity with the
majority of compounds tested showing Gyrase ATPase activity ICs, values less than 1
ug/ml., with most of these being less than 0.1 ug/mlL.

Bacterial Assay: Determination of Antibacterial Activity

Compounds of the invention were tested for antimicrobial activity by susceptibility
testing in liquid or on solid media. MICs for compounds against each strain were
determined by the broth microdilution or agar dilution method according to the
guidelines of the Clinical Laboratories and Standards Institute, formerly the National
Committee for Clinical Laboratory Standards (Clinical Laboratories and Standards
Institute. Methods for Dilution Antimicrobial Susceptibility Tests for Bacteria That
Grow Aerobically; Approved Standard—Seventh Edition. Document M7-A7. CLSI,
Wayne, Pa, 2006; Clinical Laboratories and Standards Institute. The Gram positive
bacterial strains tested include S. aureus (Staphylococcus aureus (Isolate ID ATCC
29213)), S. epidermidis (Staphylococcus epidermidis (Isolate ID ATCC 12228)), E.
Jaecalis (Enterococcus faecalis (Isolate ID ATCC 29212)), E. faecium (Enterococcus
faecium (Isolate ID ATCC 700221)), S. pyogenes (Streptococcus pyogenes (Isolate ID
ATCC 51339)) and S. preumoniae (Streptococcus pneumoniae (Isolate ID ATCC
49619)). The Gram negative bacterial strains tested include H. influenzae
(Haemophilus influenzae (Isolate ID ATCC 49247)), A. baumannii (Acinetobacter
baumannii (Isolate ID ATCC 19606)), E. coli (Escherichia coli (Isolate ID ATCC
25922)), K. pneumoniae (Klebsiella pneumoniae (Isolate ID ATCC 13882)), L.
pneumophila (Legionella pneumophila (Isolate ID ATCC 33152)), M. catarrhalis
(Moraxella catarrhalis (Isolate ID ATCC 25240)) and N. gonorrhoeae (Neisseria
gonorrhoeae (Isolate ID ATCC 49226)).

Gram Positive Antibacterial Activity

Representative compounds of the invention were tested for activity against one or
more Gram positive bacterial strains and the results are presented in Tables 1 and 2.

Table 1. S.aureus (ATCC 29213) minimal inhibitory concentration (MIC)

MIC | Representative compound example number

(ng/mL)

<1 1,2,3,4,6,7,8,10, 12, 13, 14, 15, 17, 18, 22, 23, 24, 25, 26, 27, 28, 29,
30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 42, 43, 48, 49, 50, 53, 54, 55, 56,
57,58, 59, 60, 61, 62, 63, 64, 67, 68, 69, 70, 71, 73, 74, 75, 76, 71,18, 80,
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81, 82, 83, 84, 87, 88. 92, 93, 94, 95, 96, 98, 100, 101, 104, 106, 107, 108,
111,112,113, 114, 115, 116, 118, 119, 120, 121, 122, 125, 127, 128, 130,
131, 154, 155, 156, 157, 158, 162, 164, 168, 173, 175, 176, 177, 178, 182,
183, 185, 187, 188, 191, 192, 193, 197, 198, 202

2 16, 20, 45, 52, 65, 66, 79, 85, 91, 99, 103, 109, 110, 150, 151, 159, 196,
199

4 11, 21, 46, 51, 97, 186

8 9,47,72, 86,89, 174

16 5,41, 44, 90, 102, 105, 117, 194

Table 2. S.pyogenes (ATCC 51339) minimal inhibitory concentration (MIC)

MIC Representative compound example number
(ng/mL)
<1 1,2,3,4,5,6,7,8,9, 10, 11, 12, 14, 15, 16, 17, 18, 20, 21, 22, 23, 24,
25,26, 27,28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 42, 43, 45,
48, 49, 50, 51, 52, 53, 54, 55, 56, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67,
68, 69, 70, 71, 73,74, 75,76, 71, 78, 80, 81, 82, 83, 84, 85, 86, 87, 88,
91, 92, 93, 94, 95, 96, 97, 98, 99, 100, 101, 103, 104, 105, 106, 107, 108,
109, 110, 111, 112, 113, 114, 115, 116, 117, 118, 119, 120, 121, 122,
125, 127, 128, 130, 131, 154, 155, 156, 157, 158, 159, 162, 164, 168,
173, 175, 176, 178, 182, 183, 185, 187, 188, 191, 192, 197
2 13, 57,79, 89, 90, 151, 174, 177, 186, 193, 199
4 46
8 47,72, 150, 163
16 41, 44, 102

Gram Negative Antibacterial Activity

5 Selected compounds of the invention were also tested for activity against the Gram

negative bacterial strain H.influenzae (ATCC 49247) and the results are presented in

Table 3.

Table 3. H.influenzae (ANTCC 49247) minimal inhibitory concentration (MIC)

MIC
(ug/mL)

Representative compound example number
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<2 1,6,7,8, 10, 15, 17,22, 23, 27, 28, 30, 31, 32, 35, 36, 38, 39, 40, 43, 53,
55,56, 58,59, 61, 62, 63, 64, 68, 69, 70, 71, 73, 74,75, 76, 80, 81, 82,
83,87, 88,92, 95,96, 99, 100, 104, 111, 113, 114, 115, 116, 118, 119,
121, 122, 125, 127, 130, 131, 154, 155, 157, 158, 168, 173, 175, 178,
185, 187, 198, 202

Pharmacokinetic Assays: Determination of PK Profile
The pharmacokinetic profiles of compounds are determined by measuring the
compound concentration in plasma by LC/MS/MS following a single intravenous or
5 peroral administration of the compounds at a dose of 1 or 3 mg/kg individually or in a
cassette of up to 5 compounds. The concentrations are described as the mean plasma
concentrations at each time point from three animals. Intravenous dose formulation is
administered as a single bolus dose through the tail vein. Oral dose formulation is
administered to animals by an oral gavage needle. In both cases the dose volume is
10 5.0 mL/kg. Blood is collected from rats using a jugular vein catheter and from
anesthetized mice through a capillary guided into the retro-orbital plexus. The
collected blood is then centrifuged to obtain plasma and the compounds extracted into
methanol prior to determining the compound concentration by LC/MS/MS.
The pharmacokinetic profiles of selected compounds of the invention were compared
15  directly with their primary alcohol analogues, Compounds A and B below, in the rat
assay (IV).
1-Ethyl-3-[5-[2-(hydroxymethyl )pyrimidin-5-yl]-7-(2-pyridvi}-1,3-benzothiazol-2-

ylJurea (Compound A)

MS: 406.99 [M+H]*. "H NMR (400 Mz, DMSO-dg) &
- N >\_N — 10.66’ (s, 1H), 9.34 (s, 2H), 8.84 (d, ] = 4.1 Hz, 1),
\>_ H 8.54 (d,] = 8.2 Hz, 1H), 8.40 (d, T = 1.1 Hz, 1H), 8.16
(s, 1H), 8.03 (td, T = 8.0, 1.6 Hz, 1), 7.48 (dd, T = 7.0,
5.0 Hz, 1), 6.91 (s, 1H), 5.39 (t, T = 6.1 Hz, 1H), 4.72
_ (d,J =5.9 Hz, 2H), 3.26 —3.21 (m, 2H), 1.14 (t, ] =72
Hz, 3H).

20  1-Ethyl-3-[5-[6-(hydroxymethvl)-3-pyridyl]-7-(2-pyridyl)-1,3-benzothiazol-2-yl]urea
(Compound B)
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MS: 406.15 [M+H]*. 'H NMR (400 MHz, DMSO-dg):
. >_”/_ d 10.62 (br s, 1), 9.0 (d, J=2.0 Hz, 1H), 8.82 (d, I=
S\>—u 440 Hz, 1H), 8.50 (d, J= 8.0 Hz, 111), 8.30-8.32 (m,
2H), 7.98-8.03 (m, 21), 7.60 (d, I= 8.40 Hz, 111), 7.44-
| SN 747 (m, 1H), 6.87 (m, 1H), 5.49 (t, I= 5.60 Hz, 1H),
Z 4.65 (d, J= 5.60 Hz, 2H).

HO

N\ /"

The results are shown in Table 4 and presented graphically in Figures 1A and 1B
where the X axis denotes time (hours) and the Y axis denotes plasma concentration
(ug/mL). The AUCj,, clearance and Ty, values are provided in the following table
where AUC;, is area under the curve for intravenous (IV) and T, represents the
compound half-life. Surprisingly, the compounds of the invention demonstrated
improved clearance and an increase in AUC;, and half-life when compared with
Compounds A and B.

Table 4: AUC,;,, clearance and half-life values for selected compounds compared

against their primary alcohol substituted analogue compounds A and B in the rat

assay.
Cpd No. Dose AUC;, Clearance Ty
(mg/kg) (ug.hr/mL) (mL.min/kg) (min)
A 3 2 25 81
B 3 1.8 28 60
1 1 3.1 4.3 203
17 3 4 12 107
27 1 1.13 13 158

Animal Models of Infection

Suitable models of infection will be familiar to those skilled in the art and include the
following suitable for intravenous (IV) or oral (PO) dosing.

Thigh Infection Model(s)

Mouse: 'The thighs of female CD-1 mice (18-22 g), rendered neutropenic by the
intraperitoneal administration of cyclophosphamide (150 mg/kg at day -4 and 100
mg/kg at day -1), were inoculated with approximately 2x10° cfus of S. aureus Smith
prepared from a fresh overnight culture. Compounds were administered as indicated 2
hours later and the cfus enumerated at various times post dosing by harvesting the
thighs, homogenising in saline on ice and plating serial dilutions onto charcoal

containing plates for growth overnight and colony counting. For example, when
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dosed IV at 30 mg/kg Compounds 1 and 17 demonstrated a > 3 log drop in colony
forming units compared to the control. Similarly, when dosed PO at 100 mg/kg
Compound 1 demonstrated a > 3 log drop in colony forming units compared to the
control.

Rat: The thighs of Sprague-Dawley rats (250-275 g), rendered neutropenic by the
intraperitoneal administration of cyclophosphamide (75 mg/kg on days -4 and -1),
were inoculated with approximately 1x107 cfus of S. aureus ATCC29213.
Compounds were administered as indicated 2 hours later and the cfus enumerated at
various times post dosing by harvesting the thighs, homogenising in PBS on ice and
plating serial dilutions onto CLED agar plates for growth at 37°C and colony
counting. For example, when dosed IV at < 40 mg/kg Compound 1 demonstrated a >
3 log drop in colony forming units compared to the control.

Lung Infection Model(s)

Mouse (Gram positive): Anaesthetised female CD-1 mice (18-22 g) were inoculated
intranasally with approximately 10° cfus of S. preumoniae ATCC6301 prepared from
a fresh overnight culture by placing 50 ul of inoculum on the nares and allowing the
mice to inhale. Compounds were administered as indicated at 24 hours post
inoculation and the cfus enumerated at 48 hours post inoculation by harvesting the
lungs, homogenising in PBS on ice and plating serial dilutions onto TSA+5% blood
plates for growth overnight at 37°C and colony counting. For example, when dosed IV
at 30 mg/kg Compound 1 demonstrated a > 3 log drop in colony forming units
compared to the control.

Rat (Gram negative): Anaesthetised Sprague-Dawley rats (180-200 g), rendered
neutropenic by the intraperitoneal administration of cyclophosphamide, were
inoculated intratracheally with approximately 5x10 cfus of H. influenzae prepared
from a fresh culture by delivering 0.5 ml of inoculum in molten agar. Compounds
were administered as indicated at 5 hours post inoculation followed by additional
daily treatments and the cfus enumerated at 96 hours post inoculation by harvesting
the lungs, homogenising in PBS on ice and plating serial dilutions onto bacterial
growth medium for cfu determination.

Mouse survival model: Anaesthetised female CD-1 mice (18-22 g) were inoculated
intranasally with approximately 10° cfus of S. preumoniae ATCC6301 prepared from
a fresh overnight culture by placing 50 ul of inoculum on the nares and allowing the

mice to inhale. Compounds are administered as indicated at 24, 48 and 72 hours post
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inoculation and the mice monitored for survival for seven or nine days after infection.
For example, Compound 1 was dosed [V at 10 mg/kg and the results are shown in
Figure 2. Compound 1 demonstrated improved efficacy with 80% of mice surviving
at seven or nine days. In comparison, mice dosed with 10 mg/kg Linezolid were dead
by day six. Similarly, when Compound 17 was dosed IV at 30 mg/kg 90% of mice
survived at day seven.

Skin Infection Model(s)

Mouse: An area of the skin was stripped from the back dorsal surface of anaesthetised
female CD-1 mice (18-22 g) by abrading with a fine emery board following removal
of the fur by shaving. An infection was initiated by placing 5 ul of inoculum,
containing approximately 10’ cfus of S. aureus Smith prepared from a fresh overnight
culture, onto the damaged skin. Compounds were administered as indicated at 4, 20,
28, 44, 52, 68 and 76 hours post inoculation and the cfus enumerated after 5 days post
inoculation by harvesting the wounds, homogenising in PBS on ice and plating serial
dilutions onto charcoal containing plates for growth overnight and colony counting.
Septicaemia Infection Model(s)

Mouse: Female CD-1 mice (18-22 g) were inoculated intraperitoneally with
approximately 5x10° cfus of S. aureus Smith prepared from a fresh overnight culture
suspended in 5% hog gastric mucin. Compounds were administered as indicated at 2
hours post inoculation and the mice monitored for survival for five days after
infection.

Throughout this specification and the claims which follow, unless the context requires
otherwise, the word “comprise”, and variations such as “comprises” and
“comprising”, will be understood to imply the inclusion of a stated integer or step or
group of integers or steps but not the exclusion of any other integer or step or group of
integers or steps.

The reference in this specification to any prior publication, or information derived
from it, or to any matter which is known, is not, and should not be taken as an
acknowledgement or admission or any form of suggestion that that prior publication,
or information derived from it, or known matter forms part of the common general

knowledge in the field of endeavour to which this specification relates.
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1. A compound of Formula (I)
S |
)
5 salts, racemates, diastereomers, enantiomers, esters, carbamates, phosphates, sulfates,

10

15

20

25

deuterated forms and prodrugs thereof

wherein

Xjis N or C-R; where R; is selected from H, OH, optionally substituted Czalkyl,
optionally substituted C,3alkenyl, optionally substituted C,.zalkynyl, optionally
substituted C;salkoxyl, halo, haloCj salkyl, NH,, optionally substituted NHC_salkyl,
optionally substituted N(C_alkyl),, optionally substituted SC;3alkyl and CN;

-

monocyclic Cs;cycloalkyl, saturated or unsaturated monocyclic 3-7 membered

represents Ring A which is selected from saturated or unsaturated

heterocycle, saturated or unsaturated fused bicyclic Cg jpcycloalkyl, saturated or
unsaturated fused bicyclic 8-10 membered-heterocyclyl, Ce jparyl and 5-10 membered
heteroaryl and may be optionally substituted;

7, is a secondary or tertiary alcohol of general formula
OH

* —(CHz)q R4

Rs
an ester, carbamate, phosphate, sulfate or prodrug thereof as

defined below or Z; is selected from H, OH, optionally substituted C¢alkyl,
optionally substituted C,¢alkenyl, optionally substituted C;.salkynyl, optionally
substituted (CH,),, OCgalkyl, optionally substituted (CH,),SC¢alkyl, optionally
substituted (CH,),,S(=0)Cy6alkyl, halo, optionally substituted haloC salkyl, CN and
optionally substituted (CH,),,NR’R® where each R* and R is independently selected
from H, optionally substituted C; ¢alkyl, optionally substituted C;¢cycloalkyl and

optionally substituted 4-6-membered heterocycle or R* and R® join together to form an
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optionally substituted 4-6-membered heterocyclyl where each m is an integer
independently selected from 0, 1, 2 and 3;

X5 1is N or C-R; where R; is selected from H, OH, optionally substituted C¢alkyl,
optionally substituted C,¢alkenyl, optionally substituted C;.salkynyl, optionally
substituted (CH,),, OCgalkyl, optionally substituted (CH,),SC¢alkyl, optionally
substituted (CH,),,S(=0)Cj6alkyl, optionally substituted (CH>),O(CH3),Cs.
scycloalkyl, optionally substituted (CHy),Cs.7cycloalkyl, optionally substituted
(CH2)nO(CHy)mphenyl, optionally substituted (CH,),phenyl, optionally substituted
(CH2)nO(CHy)n-5-10-membered heterocycle, optionally substituted (CHj)p,-5-10-
membered heterocycle, halo, optionally substituted haloC;_salkyl, CN, and optionally
substituted (CH,)nNRR";

X3 1s N or C-Rj where R; is selected from H, OH, optionally substituted C¢alkyl,
optionally substituted C, ¢alkenyl, optionally substituted C, ¢alkynyl, optionally
substituted (CH5),, OC6alkyl, optionally substituted (CH,),SC¢alkyl, optionally
substituted (CH,),S(=0)Cj6alkyl, optionally substituted (CH>),O(CH3),Cs.
scycloalkyl, optionally substituted (CH,),,C; 7cycloalkyl, optionally substituted
(CH2)nO(CHy)mphenyl, optionally substituted (CH,),phenyl, optionally substituted
(CH2)nO(CHy)n-5-10-membered heterocycle, optionally substituted (CHj),-5-10-
membered heterocycle, halo, haloC; 3alkyl, CN and optionally substituted

* (CHo), B Zy
(CH,),NR*R" or R3 is a group of formula U where *

represents the point of attachment to the carbon ring atom; n is an integer selected

from 0, 1, 2 and 3; ‘ represents Ring B which is selected from

saturated or unsaturated monocyclic C;cycloalkyl, saturated or unsaturated
monocyclic 3-7 membered heterocycle, saturated or unsaturated fused bicyclic

Cs jocycloalkyl, saturated or unsaturated fused bicyclic 8-10 membered-heterocyclyl,
Ce-10aryl and 5-10 membered heteroaryl and may be optionally substituted; and

7, is a secondary or tertiary alcohol of general formula
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an ester, carbamate, phosphate, sulfate or prodrug thereof as
defined below or 7, is selected from H, OH, optionally substituted C¢alkyl,
optionally substituted C, galkenyl, optionally substituted C; salkynyl, (CH»),OC;.
salkyl, optionally substituted (CH»),SC6alkyl, optionally substituted
(CH2)mnS(=0)Cgalkyl, halo, optionally substituted haloC;3alkyl, CN, optionally
substituted (CHz)mNRaRb, optionally substituted (CH,),-4-6-membered heterocycylic

ring, optionally substituted (CH,),-spiro-bicyclic-7-11-membered heterocycylic ring

(CHz)p_ NQ

2
2 and 3 and represents an optionally substituted 4-6 membered

and optionally substituted where p is an integer selected from 0, 1,

heterocyclic ring or an optionally substituted spiro bicyclic 7-11- membered
heterocyclic ring; and
Alk is optionally substituted C; galkyl, C, alkenyl, C, ¢alkynyl, C; ¢cycloalkyl; and

with the proviso that Z,; or Z; is a secondary or tertiary alcohol of general formula

OH

* —(CHZ)Q%R‘l

Rs
an ester, carbamate, phosphate, sulfate or prodrug thereof

wherein q is an integer selected from 0, 1, 2 and 3;

R4 is H or is selected from optionally substituted Cj.¢alkyl, optionally substituted C,-
salkenyl, optionally substituted C; galkynyl, optionally substituted (CH,),0C;.¢alkyl,
optionally substituted (CH,);OC(=0)C.¢alkyl, optionally substituted (CH).SC;.
salkyl, optionally substituted (CH»)S(=0)C;6alkyl, halo, optionally substituted
haloC;salkyl and optionally substituted (CHz)tNRaRb;

Rj is selected from optionally substituted Cj¢alkyl, optionally substituted C, ¢alkenyl,
optionally substituted C, ¢alkynyl, optionally substituted Cs.;cycloalkyl ring,
optionally substituted phenyl, optionally substituted 4-6-membered heterocyclyl ring,
optionally substituted 5-6-membered heteroaryl ring, optionally substituted
(CH,)OCsalkyl, optionally substituted (CH,)OC(=0)C¢alkyl, optionally
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substituted (CH,):SC_ealkyl, optionally substituted (CH,).S(=0)C;alkyl, halo,
optionally substituted haloC)_salkyl and optionally substituted (CH,),,NR*R";

t is an integer selected from 1, 2, 3, 4, 5 and 6;

or R4 and R;s together with the carbon atom to which they are attached form an
optionally substituted 4-6-membered heterocyclic ring or C;scycloalkyl ring; and
* represents the point of attachment to Ring A or Ring B respectively; and further

wherein each (CH») entity when present may be independently optionally substituted.

2. A compound according to claim 1 wherein Z; is a secondary or tertiary alcohol

of general formula
OH
* —(CH,), R4

Rs
or an ester, carbamate, phosphate, sulfate or prodrug thereof

wherein q, Ry, Rs and * are as defined in claim 1.

3. A compound according to claim 1 or claim 2 wherein Z; is a chiral alcohol of

general formula

OH (:) H
% —(CHz)qJTR‘l x —(CHz)q—TE Re
Rs Rs

or
or an ester, carbamate, phosphate, sulfate or prodrug thereof wherein g, R4, Rs and *

are as defined in claim 1 provided that R4 and Rs are different.

4. A compound according to any one of claims 1 to 3 wherein X; is C-R;, X5 is

C-Rz and X3 is C-R3.

5. A compound according to any one of claims 1 to 4 wherein ring A is an

optionally substituted 5-6-membered heteroaryl.

6. A compound according to any one of claims 1 to 5 wherein X; is C-R; and R;

is H or halo.
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7. A compound according to any one of claims 1 to 6 wherein X, is C-R, where
R, is selected from H, OH, optionally substituted Cy galkyl, optionally substituted C,.
salkenyl, optionally substituted OC;galkyl, optionally substituted SC;j.¢alkyl,
optionally substituted S(=0)C;¢alkyl, an optionally substituted 5-6-membered
heterocycle, halo, haloCyzalkyl, CN and optionally substituted (CHz)mNRaRb.

8. A compound according to any one of claims 1 to 7 wherein X3 is C-R3 and R3
is H.
9. A compound according to any one of claims 1 to 7 wherein X3 is C-R3 and R3

is selected from optionally substituted C,_salkyl, optionally substituted OC_zalkyl,
optionally substituted (CH»),,NH,, optionally substituted (CH,),,NHC_salkyl and
optionally substituted (CH,),,N(C,3alkyl), where m is as defined in claim 1.

10. A compound according to any one of claims 1 to 7 wherein X3 is C-R3 and R3
is a group of formula as defined in claim 1.
11. A compound according to claim 10 wherein the compound is of Formula (II):

OH
O Alk
R4
f;;i—«Cng X N/
Rg 2 H
Da
Xa . H

Z;

(ID)
salts, racemates, diastereomers, enantiomers, esters, carbamates, phosphates, sulfates,
deuterated forms and prodrugs thereof

wherein X, X,, Alk, Ring A, Ring B, 7Z,, R4, Rs and q are as defined in claim 1.

12. A compound according to any one of claims 1 to 11 wherein ring B is an

optionally substituted 5-6 membered heteroaryl.

PCT/AU2013/000286
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13. A compound according to any one of claims 1 to 12 wherein Z; is H.
14. A compound according to any one of claims 1 to 12 whererin 7, is selected

10

15

20

from OH, optionally substituted Calkyl, optionally substituted C, ¢alkenyl,
optionally substituted C,¢alkynyl, optionally substituted (CH,),OC;¢alkyl, optionally
substituted (CH,)nSCsalkyl, optionally substituted (CH»),,S(=0)C;¢alkyl, halo,
optionally substituted haloCj_salkyl, (CH,),NH,, optionally substituted (CH,),,NHC.
salkyl, optionally substituted (CH»)nN(C.salkyl),, optionally substituted (CH;),-4-6-

membered heterocyclic ring, optionally substituted (CHy),-spiro-bicyclic-7-11-

(CHz)p_ NQ
membered heterocyclic ring and optionally substituted .

15. A compound according to claim 1 wherein the compound is of general
formula (III):
OH
R4>|*(CH2)C| "

Alk

\f o
Xao /X1 N \7— ”/
D
X, H
N s

(I
salts, racemates, diastereomers, enantiomers, esters, carbamates, phosphates, sulfates,
deuterated forms and prodrugs thereof
wherein X, X5, Alk, Ry, Rs and q are as defined in claim 1;
X41is N, CH, C-halo or C-C;salkoxy;
Xs, X6, X7 and Xg are each independently selected from N, C-H or C-Z, where 7, is

as defined in claim 1 provided that no more than one of Xs, Xg, X7 or Xg is N.

16. A compound according to any one of claims 1 to 15 wherein q is 0.
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17. A compound according to claim 1 selected from the group consisting of:

1) l-ethyl-3-[5-[2-(1-hydroxy- I -methyl-ethyD)pyrimidin-5-y1]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

2)  l-ethyl-3-[7-[4-[(3-hydroxy-3-methyl-azetidin-1-yl)methyl]-2-pyridyl]-5-[2-(1-
hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea;

3)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-6-(tetrahydrofuran-
2-ylmethoxy)-1,3-benzothiazol-2-yl]urea;

4)  l-ethyl-3-[6-fluoro-5-[6-[hydroxy(3-pyridyl)methyl]-3-pyridyl]-1,3-
benzothiazol-2-ylJurea;

5)  1-(2-hydroxyethyl)-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-(2-
pyridyl)-1,3-benzothiazol-2-yl]urea;

6)  l-ethyl-3-[5-[5-(1-hydroxyethyl)pyrazin-2-yl]-7-(2-pyridy])-1,3-benzothiazol -2-
ylJurea;

7 L-[5-[2-[(1S*,2R*)-1,2-dihydroxypropyl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-yl]-3-ethyl-urea (mixture 1-[5-[2-[(1S,2R)-1,2-
dihydroxypropyl]pyrimidin-5-yl]-7-(2-pyridyl)- 1,3-benzothiazol-2-yl]-3-ethyl-
urea; and 1-[5-[2-[(1R,2S)-1,2-dihydroxypropyl]pyrimidin-5-yl]-7-(2-pyridyl)-
1,3-benzothiazol-2-yl]-3-ethyl-urea);

8)  1-[5-[2-[(3R*,45%)-3,4-dihydroxytetrahydropyran-4-yl]pyrimidin-5-yl]-7-(2-
pyridyD)-1,3-benzothiazol-2-yl]-3-ethyl-urea (mixture 1-[5-[2-[(3R,4S5)-3,4-
dihydroxytetrahydropyran-4-yl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-
2-yl]-3-ethyl-urea; and 1-[5-[2-[(3S,4R)-3,4-dihydroxytetrahydropyran-4-
yl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-2-yl]-3-ethyl-urea);

9)  1-ethyl-3-[5-[4-(1-hydroxyethyDtriazol-1-yl]-7-(2-pyridyl)- 1,3-benzothiazol-2-
ylJurea;

10)  I-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-pyrimidin-2-yl-
1,3-benzothiazol-2-ylJurea;

11)  I-ethyl-3-[5-[4-(1-hydroxy-1-methyl-ethyl)imidazol-1-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

12)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-methoxy-1,3-
benzothiazol-2-ylJurea;

13)  I-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-(methoxymethyl)-

1,3-benzothiazol-2-ylJurea;
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14)  1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-[(6-methyl-3-
pyridyDmethoxy]-1,3-benzothiazol-2-yl]urea;

15)  I-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-y1]-7-[4-(methylsulfanylmethyl)-
2-pyridyl]-1,3-benzothiazol-2-ylJurea;

16)  1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-y1]-7-[4-(methylsulfinylmethyl)-2-
pyridyl]-1,3-benzothiazol-2-yl]urea;

17)  1-ethyl-3-[5-[2-(1-hydroxyethy)pyrimidin-5-y1]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

18)  1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]ethyl 4-methylpiperazine-1-carboxylate;

19)  4-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethoxy]-4-oxo-butanoic acid;

20)  O4-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyD)- 1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-1-methyl-ethyl] O1-methyl butanedioate;

21)  4-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-1-methyl-ethoxy]-4-oxo-butanoic acid;

22)  l-ethyl-3-[5-[2-[(1R)-1-hydroxyethyl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

23)  l-ethyl-3-[5-[2-[(1S)-1-hydroxyethyl]pyrimidin-5-yl]-7-(2-pyridyD)-1,3-
benzothiazol-2-ylJurea;

24)  l-ethyl-3-[5-[6-[hydroxy-(1-methylimidazol-2-yl)methyl]-3-pyridyl]-7-(2-
pyridyl)-1,3-benzothiazol-2-yl]urea;

25)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[5-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

26)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-(pyrrolidin-1-
ylmethyl)-2-pyridyl]-1,3-benzothiazol-2-yl]urea;

27)  l-ethyl-3-[5-[6-(1-hydroxy-1-methyl-ethyl)-3-pyridyl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

28)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

29)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-[ (3-
hydroxypyrrolidin- 1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;
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30) 1-ethyl-3-[7-[4-[(3-hydroxyazetidin- 1-yl)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;

31)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-[ (3-
methoxyazetidin-1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

32)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-(2-
morpholinoethoxy)-2-pyridyl]-1,3-benzothiazol-2-yl]urea;

33)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-(1-
morpholinoethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

34)  1-[7-14-1(3,3-difluoropyrrolidin-1-yl)methyl]-2-pyridyl]-5-[2-(1-hydroxy- 1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

35)  1-ethyl-3-[7-[4-[[(3S)-3-fluoropyrrolidin-1-ylJmethyl]-2-pyridyl]-5-[2-(1-
hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea;

36) 1-ethyl-3-[7-[4-[[(3R)-3-fluoropyrrolidin- 1-ylJmethyl]-2-pyridyl]-5-[2-(1-
hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea;

37)  1-[7-[4-1(3,3-difluoro-1-piperidyl)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

38) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-(3-
morpholinopropoxy)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

39)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-pyrazin-2-yl-1,3-
benzothiazol-2-ylJurea;

40)  1-[5-[2-(1,2-dihydroxyethyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-2-
yl]-3-ethyl-urea;

41)  1-[7-(dimethylaminomethyl)-6-hydroxy-5-[6-(1-hydroxy-1-methyl-ethyl)-3-
pyridyl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

42)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-[[(3R)-3-
methoxypyrrolidin- 1-ylJmethyl]-2-pyridyl]-1,3-benzothiazol-2-ylurea;

43)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-(6-
methylpyrimidin-4-yl)-1,3-benzothiazol-2-yl]urea;

44)  l-ethyl-3-[6-hydroxy-5-[6-(1-hydroxy-1-methyl-ethyl)-3-pyridyl]-7-
(morpholinomethyl)-1,3-benzothiazol-2-ylJurea;

45)  1-[6-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-3-pyridyl]-4-methyl-piperidine-4-carboxylic acid;
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46)  2-[6-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-3-pyridyl]acetic acid;

47)  l-ethyl-3-[5-[2-(1-hydroxycyclohexyl)pyrimidin-5-yl1]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

48)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)thiazol-5-y1]-7-(2-pyridyD)-1,3-
benzothiazol-2-ylJurea;

49)  1-ethyl-3-[5-[5-(1-hydroxy-1-methyl-ethyl)pyrazin-2-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

50)  1-[2-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-4-pyridyl]-4-methyl-piperidine-4-carboxylic acid;

51)  1-[6-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-2-pyridyl]-4-methyl-piperidine-4-carboxylic acid;

52)  1-[4-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl[pyrimidin-2-yl]-4-methyl-piperidine-4-carboxylic
acid;

53)  1-[7-[4-[(cyclopropylamino)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-methyl-
ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

54)  4-[[2-]2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-4-pyridylJamino]-1-methyl-cyclohexanecarboxylic
acid;

55)  1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-y1]-7-[4-(morpholinomethyl)-2-
pyridyl]-1,3-benzothiazol-2-yl]urea;

56) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[5-(2-
morpholinoethoxy)-2-pyridyl]-1,3-benzothiazol-2-yl]urea;

57)  1-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-yl]-3-propyl-urea;

58)  1-[5-[2-[cyclopropyl(hydroxy)methyl]pyrimidin-5-y1]-7-(2-pyridyl)-1,3-
benzothiazol-2-yl]-3-ethyl-urea;

59)  1-ethyl-3-[5-[2-(1-hydroxypropyDpyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

60) 1-ethyl-3-[5-[2-(1-hydroxy-2,2-dimethyl-propyl)pyrimidin-5-yl]-7-(2-pyridyD)-

1,3-benzothiazol-2-ylJurea;
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61) 1-ethyl-3-[5-[2-(1-hydroxybutyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea

62) [(1R)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] (2R)-2-amino-3-methyl-butanoate;

63)  [(15)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] (2R)-2-amino-3-methyl-butanoate;

64) 1-ethyl-3-[7-[4-[[(3S)-3-fluoropyrrolidin-1-ylJmethyl]-2-pyridyl]-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;

65) 1-ethyl-3-[7-[4-[(3-hydroxyazetidin-1-yl)methyl]-2-pyridyl]-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;

66) 1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-[4-[(3-hydroxy-3-methyl-
azetidin-1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

67) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-[ (3-hydroxy-3-
methyl-pyrrolidin-1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-yl]urea;

68) 1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-[4-[(3-methylmorpholin-4-
yDmethyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

69)  1-[7-[4-1[(2R,65)-2,6-dimethylmorpholin-4-ylJmethyl]-2-pyridyl]-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

70)  l-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-y1]-7-[4-[(2,2,3,3,5,5,6.6-
octadeuteriomorpholin-4-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-yl]urea;

71)  1-[7-[4-[(2,5-dimethylmorpholin-4-yl)methyl]-2-pyridyl]-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

72)  (25)-1-[[2-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-1,3-
benzothiazol-7-yl]-4-pyridyl]Jmethyl]pyrrolidine-2-carboxylic acid,;

73)  l-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-y1]-7-[4-(6-0xa-2-
azaspiro[3.3]heptan-2-ylmethyl)-2-pyridyl]-1,3-benzothiazol-2-ylurea;
74)  1-[5-[2-(ethylcarbamoylamino)-7-[4-(1-hydroxy-1-methyl-ethyl)-2-pyridyl]-

1,3-benzothiazol-5-yl]pyrimidin-2-yl]-4-methyl-piperidine-4-carboxylic acid;
75)  l-ethyl-3-[5-[2-(1-hydroxyethy)pyrimidin-5-yl1]-7-[4-(2-morpholinoethoxy)-2-
pyridyl]-1,3-benzothiazol-2-yl]urea;
76)  l-ethyl-3-[5-[2-(1-hydroxyethy)pyrimidin-5-yl]-7-[4-[(3-methoxyazetidin- 1-
yDmethyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;
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77)  l-ethyl-3-[5-[2-(1-hydroxyethy)pyrimidin-5-y1]-7-[4-[[(3R)-3-
hydroxypyrrolidin- 1-ylJmethyl]-2-pyridyl]-1,3-benzothiazol-2-yl]urea;

78)  l-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-(2-
methoxyethylamino)pyrimidin-2-yl]-1,3-benzothiazol-2-yl]urea;

79)  l-ethyl-3-[7-[4-(4-ethylpiperazin-1-yl)pyrimidin-2-y1]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;

80)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-(2-
methoxyethoxy)-2-pyridyl]-1,3-benzothiazol-2-yl]urea;

81)  1-ethyl-3-[5-[2-(1-hydroxy-2-morpholino-ethyl)pyrimidin-5-yl]-7-(2-pyridyl)-
1,3-benzothiazol-2-ylJurea;

82)  1-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-yl]-3-methyl-urea;

83)  1-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl1]-7-(2-pyridyl)-1,3-benzothiazol-2-yl]-3-
methyl-urea;

84)  1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-[4-[(3-hydroxy-3-methyl-
pyrrolidin-1-ylmethyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

85)  1-ethyl-3-[7-[4-(2-hydroxyethylamino)pyrimidin-2-yl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;

86) 1-ethyl-3-[7-[4-(3-hydroxy-3-methyl-azetidin-1-yl)pyrimidin-2-yl]-5-[2-(1-
hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea;

87)  1-[6-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl[pyrimidin-4-yl]-4-methyl-piperidine-4-carboxylic
acid;

88)  1-[5-[2-(ethylcarbamoylamino)-7-[4-(1-hydroxyethyl)-2-pyridyl]-1,3-
benzothiazol-5-yl]pyrimidin-2-yl]-4-methyl-piperidine-4-carboxylic acid;

89)  [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl|pyrimidin-
2-yl]-1-methyl-ethyl] 4-methylpiperazine- 1-carboxylate;

90) 1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-y1]-7-(4-hydroxy-2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

91) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-7-[4-(2-
morpholinoethylamino)pyrimidin-2-yl]-1,3-benzothiazol-2-yl]urea;

92)  1-ethyl-3-[5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-7-[4-(2-methoxyethoxy)-2-
pyridyl]-1,3-benzothiazol-2-yl]urea;
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93)

94)

95)

96)

97)

98)

99)

100)

101)

102)

103)

104)

105)

106)
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1-ethyl-3-[5-[2-(1-hydroxyethy)pyrimidin-5-yl]-7-[4-(3-methoxyazetidin-1-
yDpyrimidin-2-yl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(1-hydroxyethyDpyrimidin-5-yl]-7-(4-morpholinopyrimidin-2-
yl)-1,3-benzothiazol-2-ylJurea;
1-ethyl-3-[5-[6-(1-hydroxyethyD)-3-pyridyl]-7-(2-pyridyl)- 1,3-benzothiazol-2-
ylJurea;
1-ethyl-3-[7-(2-pyridyl)-5-[6-(2,2,2-trifluoro-1-hydroxy-ethyl)-3-pyridyl]-1,3-
benzothiazol-2-ylJurea;
1-[2-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl[pyrimidin-4-yl]-4-methyl-piperidine-4-carboxylic
acid;

1-ethyl-3-[5-[2-(1-ethyl- 1-hydroxy-propyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;
1-[5-[2-(ethylcarbamoylamino)-7-[5-(1-hydroxy-1-methyl-ethyl)-2-pyridyl]-
1,3-benzothiazol-5-yl]pyrimidin-2-yl]-4-methyl-piperidine-4-carboxylic acid;
1-[7-[4-(diethoxyphosphorylmethyl)-2-pyridyl]-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
1-ethyl-3-[5-[2-(1-hydroxy- I -methyl-ethyl)pyrimidin-5-yl]-7-[4-
(morpholinomethyl)pyrimidin-2-yl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(1-hydroxy- I -methyl-ethyl)pyrimidin-5-y1]-7-[6-
(morpholinomethyl)pyrazin-2-yl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-[ (2-hydroxy-2-
methyl-propyl)amino]pyrimidin-2-yl]-1,3-benzothiazol-2-ylurea;
1-ethyl-3-[5-[2-(1-hydroxyethy)pyrimidin-5-yl]-7-[4-(tetrahydrofuran-2-
ylmethoxy)-2-pyridyl]-1,3-benzothiazol-2-ylurea;
1-ethyl-3-[7-[4-(3-hydroxyazetidin-1-yD)pyrimidin-2-y1]-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[7-(5-fluoro-4-morpholino-pyrimidin-2-yl)-5-[2-(1-
hydroxyethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(1-hydroxy- 1-methyl-ethyl)pyrimidin-5-y1]-7-[4-[4-(2-
methoxyethyl)piperazin- 1-yl]pyrimidin-2-yl]-1,3-benzothiazol-2-yl Jurea;
1-ethyl-3-[7-[4-(morpholinomethyl)-2-pyridyl]-5-[6-(2,2,2-trifluoro-1-hydroxy-
ethyl)-3-pyridyl]-1,3-benzothiazol-2-yl]urea;
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109)  1-[6-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-1,3-
benzothiazol-7-yl]pyrimidin-4-yl]-4-methyl-piperidine-4-carboxylic acid;

110)  1-[2-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-7-yl]-4-pyridyl]piperidine-4-carboxylic acid;

111) 1-ethyl-3-[5-[2-(4-hydroxytetrahydropyran-4-yDpyrimidin-5-yl]-7-(2-pyridyl)-
1,3-benzothiazol-2-ylJurea;

112)  1-ethyl-3-[5-[2-(1-hydroxyethyD)pyrimidin-5-yl]-7-[4-(2-0xa-7-
azaspiro[3.5|nonan-7-ylmethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

113) 1-ethyl-3-[5-[2-(3-hydroxyoxetan-3-yDpyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

114) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-[ (3-methoxy-3-
methyl-azetidin-1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-yl]urea;

115) 1-ethyl-3-[5-[2-(1-hydroxyethyD)pyrimidin-5-yl]-7-pyrimidin-2-yl-1,3-
benzothiazol-2-ylJurea;

116) 1-ethyl-3-[7-[4-(2-morpholinoethoxy)-2-pyridyl]-5-[6-(2,2,2-trifluoro-1-
hydroxy-ethyl)-3-pyridyl]-1,3-benzothiazol-2-ylurea;

117)  1-[2-[2-(ethylcarbamoylamino)-5-[2-(1-hydroxyethyl)pyrimidin-5-yl]-1,3-
benzothiazol-7-yl]pyrimidin-4-yl]-4-methyl-piperidine-4-carboxylic acid;

118) 1-[5-[2-[(1R*,2R*)-1,2-dihydroxypropyl[pyrimidin-5-y1]-7-(2-pyridyD)-1,3-
benzothiazol-2-yl]-3-ethyl-urea (mixture 1-[5-[2-[(1R,2R)-1,2-
dihydroxypropyl]pyrimidin-5-yl]-7-(2-pyridyl)- 1,3-benzothiazol-2-yl]-3-ethyl-
urea; and 1-[5-[2-[(1S,25)-1,2-dihydroxypropyl]pyrimidin-5-yl]-7-(2-pyridyl)-
1,3-benzothiazol-2-yl]-3-ethyl-urea);

119) 1-ethyl-3-[5-[2-(1-hydroxycyclopentyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

120)  1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl1]-7-[5-
(morpholinomethyl)pyrimidin-2-yl]-1,3-benzothiazol-2-yl]urea;

121)  1-ethyl-3-[5-[2-[(1R)-1-hydroxyethyl|pyrimidin-5-yl]-7-[4-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

122)  1-ethyl-3-[5-[2-[(1S)-1-hydroxyethyl]pyrimidin-5-yl]-7-[4-(morpholinomethyl)-
2-pyridyl]-1,3-benzothiazol-2-ylJurea;

123)  4-[3-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)- 1,3-benzothiazol-5-

yl]pyrimidin-2-ylJoxetan-3-ylJoxy-4-oxo-butanoic acid;
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4-12-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-2-hydroxy-propoxy]-4-oxo-butanoic acid;
1-ethyl-3-[5-[2-(4-hydroxytetrahydropyran-4-yl)pyrimidin-5-yl]-7-[4-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;
1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]ethyl 2-aminoacetate;
1-ethyl-3-[5-[2-(4-hydroxytetrahydrothiopyran-4-yl)pyrimidin-5-yl1]-7-(2-
pyridyl)-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-(4-hydroxy-1-methyl-4-piperidyD)pyrimidin-5-yl]-7-(2-pyridyl)-
1,3-benzothiazol-2-ylJurea;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-(2-aminoethylamino)acetate;
1-[5-[2-[(1R*,28%)-3,3-difluoro- 1,2-dihydroxy-propyl Jpyrimidin-5-y1]-7-(2-
pyridyD)-1,3-benzothiazol-2-yl]-3-ethyl-urea (mixture 1-[5-[2-[(1R,2S)-3,3-
difluoro-1,2-dihydroxy-propyl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-
2-yl]-3-ethyl-urea; and 1-[5-[2-[(1S,2R)-3,3-difluoro-1,2-dihydroxy-
propyl]pyrimidin-5-yl]-7-(2-pyridyl)-1,3-benzothiazol-2-yl]-3-ethyl-urea);
1-ethyl-3-[7-(2-pyridyl)-5-[2-[(1R*,28%)-3,3,3-trifluoro-1,2-dihydroxy-
propyl]pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea (mixture 1-ethyl-3-[7-(2-
pyridyD-5-[2-[(1R,25)-3,3,3-trifluoro-1,2-dihydroxy-propyl]pyrimidin-5-yl ]-
1,3-benzothiazol-2-yllurea; and 1-ethyl-3-[7-(2-pyridyl)-5-[2-[(1S,2R)-3,3,3-
trifluoro-1,2-dihydroxy-propyl]pyrimidin-5-yl]-1,3-benzothiazol-2-ylJurea);
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] (2S)-2-aminopropanoate;
4-[(15)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethoxy]-4-oxo-butanoic acid;
4-[(1R)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethoxy]-4-oxo-butanoic acid;
1-[5-[2-(1,2-dihydroxy-1-methyl-ethyl)pyrimidin-5-yl]-7-[4-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-yl1]-3-ethyl-urea;
1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]ethyl 2-amino-2-methyl-propanoate;
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137)  1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl|pyrimidin-
2-yl]ethyl 3-aminopropanoate;

138) tert-butyl 4-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-4-hydroxy-piperidine-1-carboxylate;

139) 1-ethyl-3-[5-[2-(4-hydroxy-1-ox0-thian-4-yl)pyrimidin-5-y1]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

140)  [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl|pyrimidin-
2-yl]-1-methyl-ethyl] 2-(dimethylamino)acetate;

141) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-morpholinoacetate;

142)  1-[7-[4-[[(2R,6S)-2,6-dimethylmorpholin-4-ylJmethyl]-2-pyridyl]-5-[2-[(1R)-1-
hydroxyethyl]pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

143)  1-[7-[4-[[(2R,6S)-2,6-dimethylmorpholin-4-yl|methyl]-2-pyridyl]-5-[2-[(1S)-1-
hydroxyethyl]pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

144) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl|pyrimidin-
2-yl]-1-methyl-ethyl] 5-aminopentanoate;

145) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 5-(dimethylamino)pentanoate;

146) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-aminoacetate;

147)  1-[7-[4-[(3,3-difluoroazetidin-1-yl)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

148) 1-[7-[4-[[(2R,6S)-2,6-dimethylmorpholin-4-yl]methyl]-2-pyridyl]-5-[2-(3-
hydroxyoxetan-3-yl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

149)  1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]ethyl dihydrogen phosphate;

150) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl]-6-(2-
methoxyethylamino)-1,3-benzothiazol-2-yl]urea;

151) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl]-7-morpholino-1,3-
benzothiazol-2-ylJurea;

152) [(1R)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] dihydrogen phosphate;
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153)  [(1S)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] dihydrogen phosphate;

154) 1-ethyl-3-[5-[2-(3-hydroxyoxetan-3-yDpyrimidin-5-yl]-7-[4-
(morpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;

155) 1-ethyl-3-[7-[4-[(3-methoxyazetidin- 1-yl)methyl]-2-pyridyl]-5-[6-[2,2,2-
trifluoro-1-hydroxy-ethyl]-3-pyridyl]-1,3-benzothiazol-2-yl]urea;

156) 1-[7-[4-[(4,4-difluoro-1-piperidylymethyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

157)  1-[5-[2-[1,2-dihydroxy-1-methyl-ethyl]pyrimidin-5-y1]-7-(2-pyridyl)-1,3-
benzothiazol-2-yl]-3-ethyl-urea;

158) 1-ethyl-3-[5-[2-[1-hydroxyethyl]pyrimidin-5-yl]-7-(5-methyl-2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

159) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyDpyrimidin-5-yl1]-7-[4-[(4-
methylpiperazin-1-yl)methyl]-2-pyridyl]-1,3-benzothiazol-2-yl]Jurea;

160) [(1S)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] (2S)-pyrrolidine-2-carboxylate;

161) [(1R)-1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]ethyl] (2S)-pyrrolidine-2-carboxylate;

162) tert-butyl 3-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-3-hydroxy-azetidine-1-carboxylate;

163) 1-ethyl-3-[5-[2-(3-hydroxyazetidin-3-yl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;

164) 1-[7-[4-[[(2R,6S)-2,6-dimethylmorpholin-4-yl]methyl]-2-pyridyl]-5-[2-(1-
hydroxy-1-methyl-ethyl)pyrimidin-5-yl1]-1,3-benzothiazol-2-yl]-3-ethyl-urea;

165) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-[[(2S)-pyrrolidine-2-carbonyl]Jamino]acetate;

166) [1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] (2S)-pyrrolidine-2-carboxylate;

167)  4-[3-[5-[7-[4-[[(2R,6S)-2,6-dimethylmorpholin-4-yl]methyl]-2-pyridyl]-2-
(ethylcarbamoylamino)-1,3-benzothiazol-5-yl]pyrimidin-2-ylJoxetan-3-ylJoxy-
4-ox0-butanoic acid;

168) 1-ethyl-3-[7-[5-(1-hydroxyethyD)-2-pyridyl]-5-[2-(1-hydroxyethyl)pyrimidin-5-
yl]-1,3-benzothiazol-2-ylJurea;
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[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-(2-morpholinoethylamino)acetate;
2-[[2-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-1-methyl-ethoxy]-2-oxo-ethylJamino]acetic acid;
(25)-2-amino-4-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-
benzothiazol-5-yl]pyrimidin-2-yl]-1-methyl-ethoxy]-4-oxo-butanoic acid;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 4-aminobutanoate;
1-ethyl-3-[5-[2-(4-hydroxy-1,1-dioxo-thian-4-yl)pyrimidin-5-yl1]-7-(2-pyridyl)-
1,3-benzothiazol-2-ylJurea;
1-ethyl-3-[5-[2-(4-hydroxy-4-piperidyl)pyrimidin-5-yl]-7-(2-pyridyl)-1,3-
benzothiazol-2-ylJurea;
1-[7-[4-[(3-ethoxyazetidin-1-yl)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-methyl-
ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-6-methoxy-1,3-
benzothiazol-2-ylJurea;
1-ethyl-3-[6-fluoro-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl1]-1,3-
benzothiazol-2-ylJurea;

1-ethyl-3-[7-(3-fluoro-4-methoxy-2-pyridyl)-5-[ 2-[1-hydroxyethyl]pyrimidin-5-
yl]-1,3-benzothiazol-2-ylJurea;
3-[[2-[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)- 1,3-benzothiazol-5-
yl]pyrimidin-2-yl]-1-methyl-ethoxy]-2-oxo-ethyl]amino]propanoic acid;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] (3R)-pyrrolidine-3-carboxylate;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] (3R)-morpholine-3-carboxylate;
1-[6-(cyclopropylmethoxy)-5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-yl]-
1,3-benzothiazol-2-yl]-3-ethyl-urea;

1-ethyl-3-[5-[2-(1-hydroxy- I -methyl-ethyl)pyrimidin-5-y1]-6-(2-
methoxyethoxy)-1,3-benzothiazol-2-yl]urea;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] 2-(2-phosphonooxyethylamino)acetate;
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1-ethyl-3-[5-[2-[1-hydroxyethyl]pyrimidin-5-yl]-7-[4-(thiomorpholinomethyl)-
2-pyridyl]-1,3-benzothiazol-2-ylJurea;
1-ethyl-3-[6-(2-hydroxyethoxy)-5-[2-(1-hydroxy- 1-methyl-ethyl)pyrimidin-5-
yl]-1,3-benzothiazol-2-ylJurea;

1-ethyl-3-[5-[2-(1-hydroxy- I -methyl-ethyl)pyrimidin-5-yl]-7-[4-
(thiomorpholinomethyl)-2-pyridyl]-1,3-benzothiazol-2-ylJurea;
1-ethyl-3-[5-[2-(1-hydroxy- I -methyl-ethyl)pyrimidin-5-yl]-7-[4-[ (1-0x0-1,4-
thiazinan-4-ylymethyl]-2-pyridyl]-1,3-benzothiazol-2-ylJurea;
1-ethyl-3-[5-[2-(1-hydroxy- I -methyl-ethyl)pyrimidin-5-y1]-6-[2-
methoxyethyl(methyl)amino]-1,3-benzothiazol-2-yl]urea;
[1-[5-[2-(ethylcarbamoylamino)-7-(2-pyridyl)-1,3-benzothiazol-5-yl]pyrimidin-
2-yl]-1-methyl-ethyl] dihydrogen phosphate;
1-[7-[4-[(1,1-dioxo-1,4-thiazinan-4-yl)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
1-[6-[(3,4-dimethoxyphenyl)methoxy]-5-[2-(1-hydroxy- 1-methyl-
ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
1-ethyl-3-[5-[2-[1-hydroxyethyl]pyrimidin-5-yl]-6-(tetrahydrofuran-2-
ylmethoxy)-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[2-[1-hydroxyethyl]pyrimidin-5-yl]-6-morpholino-1,3-
benzothiazol-2-ylJurea;

1-[7-[(3S)-3-aminopyrrolidin-1-yl]-5-[ 2-(1-hydroxy-1-methyl-ethyl)pyrimidin-
5-yl]-1,3-benzothiazol-2-yl]-3-ethyl-urea;
1-ethyl-3-[7-[4-[(2-hydroxyethylamino)methyl]-2-pyridyl]-5-[2-(1-hydroxy-1-
methyl-ethyl)pyrimidin-5-yl]-1,3-benzothiazol-2-yl]urea;
1-ethyl-3-[5-[5-(1-hydroxyethyD)-3-pyridyl]-7-(2-pyridyl)- 1,3-benzothiazol-2-
ylJurea;

1-ethyl-3-[5-[2-(1-hydroxy- I -methyl-ethyl)pyrimidin-5-yl]-7-[4-
[(2,2,3,3,5,5,6,6-octadeuteriomorpholin-4-yl)methyl]-2-pyridyl]-1,3-
benzothiazol-2-ylJurea;

1-ethyl-3-[5-[2-(1-hydroxy- I -methyl-ethyl)pyrimidin-5-y1]-6-(2-
morpholinoethoxy)-1,3-benzothiazol-2-ylJurea;

1-ethyl-3-[5-[2-(1-hydroxy- I -methyl-ethyl)pyrimidin-5-y1]-6-(2-
methoxyethylsulfanyl)- 1,3-benzothiazol-2-yl]urea;
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201) 1-ethyl-3-[5-[2-(1-hydroxy-1-methyl-ethyl)pyrimidin-5-y1]-6-(2-
methoxyethylsulfinyl)-1,3-benzothiazol-2-yl]urea; and

202)  l-ethyl-3-[5-[2-[(1R)-1-hydroxyethyl|pyrimidin-5-y1]-7-(5-methoxy-2-pyridyl)-

1,3-benzothiazol-2-ylJurea;
salts, racemates, diastereomers, enantiomers, esters, carbamates, phosphates, sulfates,

deuterated forms and prodrugs thereof.

18. A method for the treatment of a bacterial infection comprising administration
of a compound as defined in any one of claims 1 to 17 or a pharmaceutically
acceptable salt, racemate, diastereomer, enantiomer, ester, carbamate, phosphate,

sulfate, deuterated form or prodrug thereof to a subject suffering from said infection.

19. A compound as defined in any one of claims 1 to 17 or a pharmaceutically
acceptable salt, racemate, diastereomer, enantiomer, ester, carbamate, phosphate,
sulfate, deuterated form or prodrug thereof for use in the treatment of a bacterial

infection.

20.  Use of a compound as defined in any one of claims 1 to 17 or a
pharmaceutically acceptable salt, racemate, diastereomer, enantiomer, ester,
carbamate, phosphate, sulfate, deuterated form or prodrug thereof in the preparation

of a medicament for the treatment of a bacterial infection in a subject.

21. A method according to claim 18, a compound according to claim 19 or a use
according to claim 20 wherein the bacterial infection is a Gram-positive infection,
Gram-negative infection, community acquired bacterial pneumonia (CABP), hospital
acquired bacterial pneumonia (HABP), or ventilator acquired bacterial pneumonia

(VABP).

22, A method according to claim 18, a compound according to claim 19 or a use
according to claim 20 wherein the bacterial infection is a respiratory infection, a skin
or skin structure infection, a urinary tract infection, an intra-abdominal infection or a

blood stream infection.

PCT/AU2013/000286
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23.  An antibacterial agent comprising a compound as defined in any one of claims
1 to 17 or a pharmaceutically acceptable salt, racemate, diastereomer, enantiomer,

ester, carbamate, phosphate, sulfate, deuterated form or prodrug thereof.

24. A pharmaceutical composition comprising a compound as defined in any one
of claims 1 to 17 or a pharmaceutically acceptable salt, racemate, diastereomer,
enantiomer, ester, carbamate, phosphate, sulfate, deuterated form or prodrug thereof

and an excipient or carrier.

25. A compound as defined in any one of claims 1 to 17 or a pharmaceutically
acceptable salt, racemate, diastereomer, enantiomer, ester, carbamate, phosphate,

sulfate, deuterated form or prodrug thereof for use as a gyrase inhibitor.

26. A process for the manufacture of a compound as defined in any one of claims
1 to 17 comprising the step(s) of:

coupling an intermediate of formula (i-a) with a precursor of formula (ii-a):

Alk
/

(0]
W, /X1 N >\7” OH
X, . H (CHz)q Yy
\X3 S R5
+ >

(i-a) (ii-a)
or alternatively coupling an intermediate of formula (i-b) with a precursor of formula

(ii-b):

O /Alk
Z‘] /X1 N %H
B
X2 - s H OH
R4>L(CH2)qY2
Wy + R¢ .
(i-b) (ii-b)

under coupling conditions wherein

Wi and W, are selected from halo, boronic acid or a boronate ester thereof, a
stannylated moiety and triflate;

Y, and Y, are selected from H, halo, boronic acid or a boronate ester thereof, a

stannylated moiety and triflate; and
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ring A, ring B, Alk, X, X», X3, Ry, Rs and q are as defined in claim 1.
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22) 1= &3 =3-[6-[2-[ (IR) -1~ FIE £FE ] wimg —5- & 1-7- (2- mbme 3L ) 1, 3— 2w
e —2- 3 K

23) 1= &3 -3-[6-[2-[(1S) ~1- FBEE L3 ] wimg —5- & 1-7- (2- mEwe 2L ) -1, 3— A Ff e
e —2- 3 T K

24) 1- &3 -3-[6-[6-[ F2dk — (1- FAEmRMe —2- 55 ) 3L 13- mbmg 5 1-7- (2- nikwe
5 -1, 3- ZRIFmEmE —2- F ] IR

25)1- £ 3 -3-[6-[2-(1- R & —1- 2 - & &) meng —5- 2% ]-7-[6- (g k& H
55 ) -2- mbmEdE 1-1, 3- RFFmEM: —2— 5L T IR

26) 1- &5 -3-[6-[2-(1- }a k& —1- L - &4 ) wing —5- 2% 1-7-[4- (kg e —1- 2
L) —2— mibme 3t 1-1, 3— 2R FFmemy: —2- 55 1 iR ;

27) 1- 43 -3-[5-[6-(1- }23k —1- FL - 238 ) -3 w3k 1-7- (- mgme L ) -1, 3- %
FrmEme —2- 3L 1 R

28)1- L% —3-[5-[2-(1- B & —1- &k - £ 55 ) we g —5— FL 1-7-[4- ( gk 5 7
55 -2- MEmEdE 1-1, 3- RIFmEM: —2- 5L T IR

29) 1- &3 -3-[6-[2-(1- 32 3L —1- L - & 3% ) wing —5- JE -7-[4-[ (3~ B Ak
Bt —1- 3% ) FEE J-2- mbme L J-1, 3- SR JfmEm —2- 36 ] R

30) 1- &4 -3-[7-[4-[ (3- BREREAA T he —1- ) FE J-2- ket 1-5-[2-(1- &
5 -1- - LF) mEmg -5 5L ]-1, 3 ZRgFmEm —2- FE ] R

31) 1= &3 -3-[6-[2-(1- }23& —1- Fdk - &3 ) wemg -5- 3% 1-7-[4-[ (3- 4 HE AL
Tt —1- 55 ) B3 1-2- mbmgdt 1-1, 3- 2 JFmEme —2- £ T JIR

32) 1= &k -3-[5-[2-(1- }83& —1- 3k - 2458 ) wimg —5- 3% 1-7-[4- (2- MR 45
55 ) -2- MEmEdE 1-1, 3- AIFmEM: -2- 5L ] IR ;

33) 1= &3k -3-[5-[2-(1- BB & —1- FIE - 458 ) memg —5- 0% ]-7-[4-(1- ik 3L &
52— Mg gL 1-1, 3- HIFmEM: -2- 5L ] IR ;

3) 1-[7-[4-[ (3, 3- ML fr —1- 2 ) FEE J-2-npwe 2 J-5-[2-(1- & -1- F
He - 2FL ) mEng —5-FE ]-1, 3- IRIFmEME —2- FL 13- 2 - Ik

35) 1- &3 =3-[7T-[4-[[ (3S) -3— Fmmbms e —1- %5 ] FZE J-2- ke 2% 1-5-[2-(1- &

R

E
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-1 I - 438 ) wEnE —5- 58 ]-1, 3— A FFmEme —2- 55 ] IR ;

36) 1- £k -3-[7-[4-[[ (3R) =3— FML Mg ke —1- Fk 1 3L J-2— nibmg &L ]-5-[2-(1- 3%
-1 g - £FE) MERE -5- 2% 11, 3- ZRgFmEme —2- 5L ] IR

37)1-[7-[4-[ (3, 3= 5 —1-WRmE KL ) AL J-2-nkmedt J-5-[2-(1- R -1-FH - &
JL ) mEE —5-Fk 11, 3 FFMEME —2- 3L 1-3- 23 - %

38)1- &4 -3-[5-[2-(1- }2d& —1- F5E - & 58 ) weng —5- J& 1-7-[4- (3- W IpREE A4
55 ) —2- MERESL 1-1, 3- R IFFmEME —2- 35 1 /IR ;

39)1- 43 -3-[5-[2-(1- 2% —1- FEE - & F) Wemg —5-J& 1-7- Mtk —2- & -1, 3- K
FrmEm -2 55 ] iR

40)1-[6-[2-(1,2- = J& 2% & &5 ) W wg —5— 58 J-7-(2- mk mg 55 ) -1, 3— & Jf
e —2— 5t ]-3- 23 - IR ;

AN1-[7-( A EFRE PR )-6- 15 -5-[6-(1- FF -1- - 23)-3- gz
e 1-1, 3- IRJFmEME —2- L 1-3- & - Ik

42) 1= &5 -3-[6-[2-(1- }3E —1- 3 - 458 ) meng —5- Jk 1-7-[4-[[ (3R) -3- %,
TR LT —1- 2% ] AL -2 mkmedE 1-1, 3- 2R fmEnde —2- L ] R

430)1- & & -3-[6-[2-(1-F E -1-F & - & &) W g —5- 5 ]-7-(6- 1 5w
WE —4- 2 ) -1, 3- 2 JFmEme —2- 5L 1 fif ;

44) 1- &F -3-[6- F23E —5-[6-(1- F2dk —1- AL - &58 ) -3- nibie gk 1-7- ( kgt
5 -1, 3 2R gfmEme —2—- 5L ] IR

45)1-[6-[2-( & % 2 F Wt 3 = KE)-5-[2-(-R E-1-F -2 &)
WE —5— & ]-1, 3— ZRFFmEme: —7- 5L 13- mibme gt ] -4- 2L - URIE —4- RIR

6)2-[6-[2-( & H A P B AR E)5R-1-FE-1-FE-& E)n
WE —5— & 1-1, 3— ZRFFmEme -7 J& ]-3- MEmEdE ] 41%

AN 1- &3 -3-[6-[2-(1- REN O ) Mg —5- 5 1-7- (- mbrg & ) -1, 3— A FF
M —2— 55 ] R

48) 1= £ -3-[5-[2-(1- B3 —1- F3E - 238 ) mEmg —5- L -7- (2 migme 3t ) -1, 3- 2K
FrmEme —2- 3L 7 i

49) 1= 3 -3-[5-[6-(1- 23 —1 - L - 238 ) mbiE —2- 5L 1-7- (- mikme 3k ) —1, 3- K
FrmEme —2- 3L ] i

50)1-[2-[2-( & 2 24 A Wk &% & ) -5-[2-(1- R B -1-F - ) ¥
WE —5- 2 ]-1, 3— ZRFFWEmE —7— 5L J—4- mibmg gt ]1-4- 2L - URIE —4- RIR ;

s1-[6-[2-( ¢ & BB ER E)5R--F E-1-F E-2 &)
W —5- 2 1-1, 3— ZJFmems —7— gL 1-2— mikme 5 J-4- FJE - WRiE —4- R ;

S)1-M4-2- (e HE AP BEREZ)SLR-I-FE-I-FE-CFE) W
WE —5— 2 ]-1, 3— ZFFmEme —7— J& ] Mg —2- 2% 14— 3 - URIE —4- 21K ;

53) 1-[7-[A-[ (AN ZEZRIL ) I J-2-mbredE 1 -5-[2-(1- R -1- i - &) ¥
g —5- 3L -1, 3— ZEFFmEms —o— 5 1-3- 2.3 - Ik 5

s4-[[2-[2-( & B P B & A H)-5-[2-(1-RE-1-F E-24 &) %
WE —5— & 1-1, 3— ZRIFmEM: —7- JL ]-4-nEmeE g ] 20 1-1- T - OB IR ;
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55) 1- &3k =3-[6-[2-(1- 2 2k £ 3k ) e ng —5- A& ]-7-[4- ( Wb mpk 5% A7 26 ) -2 nik g
5 ]-1, 3 ZRgfFmEmME —2- S ] IR

56) 1- £ —3-[5-[2-(1- 3 —1- B3 - 2% ) meng —5- 5 1-7-[5- (2- gk It 2.4,
52— mbREdE 1-1, 3- R FFmEM: —2- 5L T iR ;

57)1-[5-[2-(1- Fa 2k —1- & - £ ) MEng —5— F& 1-7-(2— mEwe 55 ) -1, 3- 2K HF Ik
e —2— 5L 1-3— N2 - IR 5

58) 1-[5-[2-[ MM N & (JR 2 ) F I ] meng —-5- & 1-7-(2- mb g 2% ) -1, 3— 2 FF Ik
e —2— S 1-3- &5 - IR 5

59)1- &3 -3-[5-[2-(1- R B N &8 ) M mg —5- 2% ]-7-(2- b mg &% ) -1, 3— 4% JF M
e —2- 5 T K ;

60) 1- £ & -3-[6-[2-(1- F& & —2,2- — H 5L — I &k ) W& g —5- 36 1-7-(2— nf me
) -1, 3 ZRgfFmEME —2- S T IR

61)1- &5 -3-[6-[2-(1- F & T 2&) Wemg -5 5 1-7-(2- mbwe 2% ) -1, 3— 28 Jf g
e —2- J5 T IR 5

62) [(1R)-1-[6-[2-( LFEZ FBEIEE L ) -7 (2 MEmeEdE ) -1, 3- ZRFFmEm: —5- 5L ] m&
WE —2-J& ] L5 T (2R) —2—- &2 -3- AL - T RIS

63) [(1S)-1-[6-[2-( LFEZ P BEFEZ L ) -7 (2 MEmeEdE ) -1, 3- ZRFFmEmM: —5— 5L ] m&
mE —2-J% ] 45 ] (2R) —2- &3 -3- AL - T RIS S

64) 1- £ -3-[7-[4-[[ (3S) =3— Gk br —1- 2 ] 3L J-2- nbme 5 1-5-[2- (1- 2%
LFE ) WERE —5- 5L 11, 3— A FFmEmE —2- 55 T IR

65) 1- &3 —3-[7-[4-[ (3- FRILEILIN T hE —1- L) L J-2- nikme 2k 1-5-[2-(1- 7%
FEOHE ) WEE —5- 5L ]-1, 3- ZRIFMEME —2- JE ] IR

66) 1- £ -3-[6-[2-(1- Fak 43k ) memg —5- J% 1-7-[4-[ (3— F2 4k -3- &L - EIH
Tt -1-255) B3 ]-2-mbre 2k -1, 3— A FFmeme —2- 55 1 iR 5

67) 1- &5 -3-[6-[2-(1- B4 -1- B3 - &5%) weng —5- 2 1-7T-[4-[(3-FBE -3-F
B - ekt —1- 25 ) FIE 1-2- mbmE L 11, 3— A FFmEME —2- L ] iR

68) 1- &3k —3-[5-[2-(1- FRIE 43k ) weng —5- Jk 1-7-[4-[ (3— AL g mk —4- %5 ) HH
Sk ]-2- mbmE gt 1-1, 3- A JFmEM: —2- 5L ] IR

69) 1-[7-[4-[[ (2R, 6S) -2, 6— — IR —4- 55 ] AL J-2- mibme 5t 1 -5-[2-(1- 2%
LHE ) WERE —5- 5L 11, 3— A FFmEME —2- 5L 1-3— 43 - Ik ;

70)1- &5 -3-[5-[2-(1- A LK) weng —5- 28 1-7-[4-[(2, 2, 3, 3, 5,5, 6, 6— J\JiAR
bk —4- 3% ) FIEE 1-2- mbmE 3L 1-1, 3- RIFmEME —2- J T IR ;

T 1-[7-[4-[ (2, 5— —H Lk —4- 55 ) I J-2- kg2t J-5-[2-(1- BE LK) ¥
WE —5- 2 1-1, 3— ZJFmEms: —2- 5 1-3- 4 - IR 5

72) (28)-1-[[2-[2- ( L BREH PR ) -5-[2- (1- FRIE LI ) memg —5- 2 ]-1, 3- 2%
FrmEmy —7- JL 1-4-EmEdE ] IR ] bt —2- R

73)1- L5 -3-[6-[2-(1- JR AL &3k ) weng —5- &8 ]-7-[4-(6- % —2- AR [3. 3]
BElt —2- FEF L ) —2- mEmEIL 11, 3— R JFmEME —2- 3L 1 IR ;

TH1-B-[2-( & B P W 2 &)-T-[4-(1- 2 & -1- B & - & 3% ) -2- ik mg

9
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5k 11, 3- ZRJFMEME -5 Jk ] WEIE —2- JE ]-4- 2L - DRIE —4- 2R

75) 1- £H -3-[6-[2- (1- 2RI 458 ) Weng —5- 2% ]-7-[4- (- Wbk IE £ 5808 ) —2- ke
5 11, 3- ZRIfFmEmE —2- FE ] IR

76)1- £ FE 3-[h-[2-(1- R L3 ) Mg 5 JE J-T-[4-[ (- FARER AT T
ft —1-J5 ) FIE ]-2- mEmESE 1-1, 3- ZRJFmems —2- JL ] JIR ;

T 1- & FH -3-[5-[2-(1- 32 &% & 3k ) we mg —5- & 1-7T-[4-[[ (3R) -3— 7% Z& nit
ft —1-J& 1 L ]-2- Mg St 1-1, 3- 2R Fmeme —2-JL ] JIR ;

78)1- &3 -3-[5-[2-(1- }2d —1- AL - &) Weng —5- 2% ]-7-[4-(2- FEECHE
QL) wERE —2- 3 ]-1, 3— A TFmEME —2- 3L ] IR ;

79) 1- &5 -3-[7-[4- (4 LFEWRME —1- 58 ) wemg —2—- JL J-5-[2-(1- BRI -1- - &
H5) WERE —5— Jk -1, 3- ZROFmEME —2- JL ] R

80) 1- £ —3-[6-[2-(1- 2k —1- Hdk - &3 ) mimg —5- 3% ]-7-[4-(2- FHE LA
55 ) —2- MERESE 11, 3— ZRIFFmEM: —2- FE T IR ;

81)1- & % -3-[6-[2-(1- J& Z& —2- Wk 2k — & 2% ) W¥ g —5— & ]-7-(2- nf me
55 -1, 3- ZRIfmEmE —2- FE ] K

82)1-[6-[2-(1- &2 —1- 5 - £ 5 ) Weng -5 3 J-7-(2- mbme 2% ) -1, 3— A FF
e -2 1-3- 2L - IR ;

83) 1-[6-[2-(1- R LHE) Wemg —5- 58 1-7- (2-MEme 5 ) -1, 3- 2R FfFmEmg —2- F ] -3- 1
5K

84) 1- &2 -3-[6-[2-(1- FRAEE L Hk ) meng —5- 2k 1-7-[4-[ (3- Fdk —3- & — nikng
ft —1- %) FEE 1-2- mbme 5L J-1, 3- ZRFFmEm —2- 2 ] IR

85) 1- &5 —3-[7T-[4-(2- A L HAE ) wing —2- F ] -5-[2-(1- R -1- & - &
B ) WERE -5- Jk 1-1, 3— RIFmEMe —2- JE )R

86)1- & & -3-[7T-[4-(3- & & -3-F E-H & B T f-1-&) ¥
WE —2— 2% 1-5-[2-(1- J&3& —1- 3 - &0 ) memg —5— 2% ]-1, 3- ZRFmeme: —2- 3L 1 IR

8N 1-[6-[2-( & & & F Wt & & £)-5[2-0-% £-1-F &-2 &) ®
WE —5— 3% 1-1, 3— R IFFmEM: —7— JL ] wemg —4- 3L ]-4- FIE - URIE —4- IR ;

88) 1-[6-[2-( LA P B IR &I ) -T-[4-(1- BE L&) —2- mbme 5 -1, 3- 2R FF
e —5— J& ] mERE —2- 5k ]-4- FIJE - WRIE —4- IR

89) [1-[6-[2-( LFEZ A T WL AL & JE ) -7 (2- WEWEFE ) —1, 3- AFWE Mk —5- I ] ik
WE —2- 5 J-1- 5L - &5 J4- FEEIRIE —1- IR NS ;

90) 1- &% -3-[6-[2-(1- FRAE L3 ) memg —5— 58 ]-7-(4- J2 5 —2- mbme 2t ) -1, 3- 2%
FrgEmr —2- 3L ] ik

91)1- &5 -3-[6-[2-(1- J&%& —1- EE - &3 ) memg -5 3% 1-7-[4- (2 EmkdE o2&
QL) WERE —2- 3 ]-1, 3— R IFmEME —2- 3 T IR ;

92) 1- £ -3-[6-[2-(1- JRIE LFL ) Weng —5- 2 1-7-[4-(2- FEFE LA ) -2 nikre
5 1-1, 3 R gfmEme —2- L ] IR

93)1- £ %k -3-[6-[2-(1- I & K& ) W mg 5 2L J-T-[4-[ (- A E A AT T
ft —1- 25 ) WERE —2— 55 ]-1, 3— A FFmEme —2- 55 ] IR ;
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94) 1- &3 -3-[6-[2-(1- FRIE L3k ) Wemg —5— 55 ]-7— (4— W mphEmiamg —2—-JL ) -1, 3- 2%
FrmEm —2- ] R

95) 1= & 3 -3-[5-[6-(1- & &k & 3& ) -3— mb me 5 1-7-(2- nf wg 4% ) -1, 3— 2K Jf- e
e —2- 3% 1 R

96) 1- £ 3 —3-[7-(2- nt wg %6 )-5-[6-(2,2,2- = | -1- FH & - 2 F)-3-mt ng
511, 3- ZRIfmEm —2- 2L ] K

INI-[2-[2-( & HE & F B & E)5-R--FB E-1-F £-2¢ &) W
WE —5— 2 ]-1, 3— ZJFmEme: —7— 5L ] mEng —4- J 14— AL - URIE —4- 8RR ;

98) 1- &3k -3-[5-[2- (1- &5 —1- 52 FE - AL ) Mg —5- 2 1-7- (2- nibRe &t ) -1, 3- 2%
FrmEme —2- JE ] IR ;

9N 1-[6-[2-( L | P B AL )-T-6-(1- & -1- F & - & &)-2-nk ng
5511, 3- ZRIFMEME -5 JE ] MERE —2- 3L ]-4- AL - DRIE —4- RIR

100) 1-[7-[4-( = & % & W% B 3& A 2% ) —2-mp me 2% J-5-[2-(1- B 2k & /&) W&
W —5- 2 1-1, 3— ZJFmEm: —2- 5 1-3- 40 - Ik 5

101) 1= &3& -3-[6-[2-(1- 2 -1- Bk - £ ) memg —5- 3% 1-7-[4- (g L)
WEIE —2- gk -1, 3— JRIFmMEmE —2- JL ] IR

102) 1- &3 -3-[6-[2-(1- 2F —1- Bk - 58 ) memg —5- 58 1-7-[6- (g L)
nHpiE —2- & 11, 3— Z=JfmEm: —2- 3 ] iR

103) 1- 3 -3-[5-[2-(1-F2 A -1 - L - 25 meng —-5-F 1-7-[4-[ - F —2-

- ) & ] mEeE -2- 5L ]-1, 3 ZRgFmEmE -2- ] R

104) 1- &3 -3-[6-[2-(1- R EE &3 ) Wemg —5- & 1-7-[4- (DY & ki —2— % AR 48
B ) —2— mEmEIE 1-1, 3- FIFmEME —2- 56 IR

105) 1- &3 =3-[7-[4- (3= BRI A I T It —1- 3% ) weng —2- 3% ]-5-[2-(1- BE L
B ) WERE -5 Jk ]-1, 3- R FFMEMe —2- FL ] IR

106) 1- & 5 -3-[7-(5— G —4— N Wpk 2% — mi g —2- ) 5-[2-(1- R & &) ¥
WE —5- 2k 1-1, 3— 2 JFmEme —2—- 5L 1 Jif ;

107) 1- &% -3-[5-[2-(1- 34 —1- Bk - &38) meng —5- 3 1-7-[4-[4-(2- B
L) WRME —1- 2 ] mewg —2- 5L ]-1, 3- ZRJfmEm —2- J ] IR ;

108) 1- £ —3-[7-[4- (M Iph AL AR 2 ) —2— nibme 5 J-5-[6-(2, 2, 2— =56 —1- J24& -
55 -3 mbmEdE 1-1, 3- AR FFwEM: —2- L T IR ;

109) 1-[6-[2-( ZHE THAE I ) -5-[2-(1- BRI LI ) WEKE —5- J ]-1, 3- KIFIE
e —7— J ] mENE —4- JE ]-4- P - URIE —4- RIR

1o)1-[2-[2-( & & F o2& & E)5-2-(1-BE-1-F E£-24 &),
e —5— 5& ]-1, 3~ ZRFFMEME —7- & ] -4~ ntbme 3L 1 UReE —4- 2R ;

111) 1- &5 -3-[5-[2- (4- FRIE DU Stb g —4— 25 ) WemE —5— 5 1-7— (2-HERETE ) -1, 3- 2K
FrmEme —2- ] K

112) 1- &5 =3-[6-[2-(1- I LHE ) meng —5- Jk 1-7-[4- (2 %% —7- A A%g [3. 5]
Tt —7- FEFE ) -2- mbmE g 1-1, 3- ZRIFmEMe —2- 3 ] HR

113)1- & % -3-[6-[2-B- | 4 M T %t -3- g —5— 2k ]-T-(2- Mt nE
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55 -1, 3— ZRIFMEME —2- F ] IR

1) 1- &3 -3-[6-[2-(1- 2 & -1- FE - & &) weng 5- 2 ]-7T-[4-[ 3- I 5
B -3 L - EAR T RE -1 28 ) FSE J-2- ke gt 1-1, 3- g FmEM: -2 55 T IR 5

115) 1= &3 -3-[5-[2-(1- B Ak &3k ) WEug —5- Jk 1-7- W g -2- JE —1, 3— 2K Jf g
e —2- 3L T K

116) 1= £ —3-[7-[4- (2- kI £ 4 2 ) —2- Mk mg 2 1-5-[6-(2, 2, 2- =5 -1- }&
- L) -3 mbE S 1-1, 3- K IFmEME —2- 5L T IR

17) 1-[2-[2-( LA FBAEESE ) -5-[2-(1- A LT ) WENE —5- 5% ] -1, 3- ZKIF0E
e —7— JL ] WERE —4- 2 ]-4- P2 - DRIE —4- RIR

118) 1-[6-[2-[ (1R, 2R%)-1,2- = ¥& Z& N 2 ] B g -5- & ]-7-(2- it ng
-1, 3-8 R omE e -2- JE 13- 4 -k (IR A& W 1-[6-[2-[(IR, 2R) -1, 2- — &
B A EE ] mE g -5 AL 1-7-(2- ik mE L) -1, 3- 2K JF mE g —2- JL 13- 2 3 - IR f
1-[6-[2-[(1S,29)-1,2- — ¥ J& Py Z& ] W wg —5- J& ]-7-(2— mb mg 2% ) -1, 3- KX Jf m
e —2- L 1-3- ZH - IR ) ;

119)1- &3 -3-[6-[2-(1- BRI LI ) weng —5— 2% 1-7- (2 mbme 55 ) -1, 3— A HF
e —2- 3 T K

120) 1- £33 -3-[6-[2-(1- }2 -1- & - &5 ) weng —5- 2% 1-7-[5- (GBI 2 )
WERE —2- gk -1, 3— R JFHEM —2- JL ] IR

121) 1- &5 -3-[6-[2-[ (IR) ~1- FRIE L FE ] Wemg —5— J& ]-7-[4- (IR EE 2 ) —2—- it
WESE ]-1, 3— ZRFFMEME —2- JE ] IR

122) 1- &3k -3-[5-[2-[(1S) -1- JRFE £ Fk ] memg —5- L ]-7-[4- (MmpkAE 5% ) —2— it
WESE 1-1, 3— ZRJfFmEmMe —2—- 5L ] IR

123)4-[3-[6-[2-( LFE A FEEIEE R IE ) -7- (2 memg 2k ) -1, 3- A IFmemy —5-JL ] °
e —2- 56 ] AR T bt -3 05 ] A 4- AN - TR

124) 4-[2-[6-[2-( LREFFEEFBLE I ) -7- - MEmgdk ) -1, 3- ZRIFmEme —5- J& ] me
WE —2—- 2% ]-2- RO - WA ] 4- 8 - TR

125)1- &% -3-[5-[2-(4- FR L DY S nb g —4- 2% ) g —5- 2 J-7-[4- (g bk 2
55 -2- mEmEdE 1-1, 3- RFFmEM: —2— 5L T IR

126) 1-[6-[2-( L REE PRI 2 A ) -7- (2 mewe 55 ) -1, 3- R IFmEme —5- 5L ] mi
mE —2- 3k 1 23 2- WAL LRI

127) 1- &5 -3-[5-[2— (4 FR I VU SR —4— 358 ) miemg —5- 2 ]-7- (2- Mg %5 ) -1, 3-
FrmgEmr —2—- 3L ] ik

128) 1- £ % =3-[6-[2-(4- F2 2 —1- 1 & —4- WR mg 2k ) W8 g —5- 5% 1-7- (2 nif me
55 ) -1, 3- ZRIFmEME —2- FE ] IR

129) [1-[5-[2-( &2 F WL & 2 ) -7- (- mbwe 5 ) —1, 3— 2K JfF e mg —5- 6 ] i
Mg —2-F ]-1- A3 - 23 12- - WECERAIKEL ) Wk

130) 1-[5-[2-[ (1R%, 25%) -3, 3— 4 —1, 2- 5% - R 1 meng —5- 2 1-7- (2- kg
5 -1, 3- AR FFmEME —2- 5L 1-3- 3 - IR CRAY 1-[6-[2-[ (IR, 29) -3, 3- 5 -1, 2- —
FRAE - N AL ] mERE —5- L ]-7-(2- mbmE L ) -1, 3- K R mE e —2- 3L ]-3- &3 - Ik s M

B

R

P
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CON 104302645 A W F OE Kk P 12/17 7@

1-[56-[2-[ (1S, 2R) =3, 3— @ -1, 2 Fdk — NS ] Mg —5- 3% 1-7-(2- mbmgdk ) -1, 3- K
FRmEM: —2— JL 1-3- 4 - IR ) ;

131)1- & & -3-[7-(2- it mg 3L )-5-[2-[(1R*, 25%)-3,3,3- = & -1,2- — ¥
- N ] mEmE 525 )1, 3- KR mEM 2- E ] R RAW 1- &5 -3-[7-Q-nikng
H)-5-[2-[ (1R, 25)-3,3,3- = # —1,2- — 2 - H & ] mgng —5- 3 1-1,3- 2K J7f M
e —2— L T R s 01— &5 -3-[7-(2-mb e 55 ) -5-[2-[ (1S, 2R) -3, 3, 3— =4k -1, 2- — &%
5 - NEE ] mERE —5- 5L 11, 3— AHFmEME —2- B ] iR )

132) [1-[5-[2-( & W R 2 3 ) —7- (- mb we 35 ) -1, 3— 2R FF e e —5— 5L ] i
WE —2—- gk 1-1- L - 43 1 (28) —2- I N IR

133)4-[(1S) -1-[6-[2- ( LHEZ WAL ZIE ) -7 (2- MERERE ) -1, 3— 2R FFmEms: —5- 3L ]
wEnE —2- 55 ] CHSE 1-4- AR - TR

134)4-[ (1R) —1-[5-[2- ( LFEZ FWEIEZ T ) -7 (2 MERETL ) -1, 3— ZRFFWEM: —5- 2 ]
mEnE —2- 55 ] A 14 AR -TIR

135) 1-[6-[2-(1, 2- =32 —1- H3E - 43 MEng —5- 3% 1-7-[4- (bR AR 2L ) —2— it
MEdL -1, 3- ZRJFmEME —2- 5L 1-3- 23 - IR ;

136) [1-[5-[2-( & P W R 2 3 ) -7- (- b we 2% ) -1, 3— 2R FF mE e —5— 3L ] wi
WE —2- 2 ] &5 2- 20k -2 Wk - UIRMS 5

137)1-[6-[2-( & 5 2 F B 55 2 2% ) -7 (2— b me 55 ) -1, 3— % FF e mk —5— 3 ] i
hE —2- 3t ] 5 3- RIS ;

138) AT 4 4-[5-[2-( LHEE2 P FL 258 ) -7 (2 mEmeE 3L ) -1, 3— R FFmEme —5- 5 ]
WEnE —2- 55 14— FR2k - WRIE —1- RIRES ;

139) 1- &3 -3-[5-[2- (4- J2 & — 1 A - WA PR e —4- 55 ) Wemg —5- 2 J-7-(2- ik
WEE ) -1, 3— ZRFfFmEmMe —2—- 5L ] IR ;

140) [1-[5-[2-( & & P W EE 2 38 ) -7- (- mb we 25 ) -1, 3— 2R FF e e —5— 5L ] i
Mg —2- 35 1-1- 2k - 42 12-( ZHESERE ) LRI ;

140 [1-[-[2-( &R A P W R 2 3 ) -7- - nbwe 35 ) -1, 3—- 2R FFmE e —5- 5L ] wi
WE —2— Fk 1-1- FEE - 23 12— kL LR 1S ;

142) 1-[7-[4-[[(2R,68)-2,6- — H & 1wk —4- % ] B H ]-2- #Wf 0e
B 1-6-12-[ (IR -1- FRFE LFE ] WEnE —5- 5k 1-1, 3— ZRJFWEM: —2- 58 1-3- 25 - IR »
143) 1-[7-[4-[[(2R,65)-2,6- — F & N Wk —4- 3 ] F F J-2- Wt e

B 1-5-[2-[(1S)-1- FRIL 458 ] wwg —5- 2k 11, 3— ZRJFmEme —2- JL 1-3—- &3 - IR

144) [1-[5-[2-( & FE 20 FF W 28 20 2k ) —7— (2— mb w2k ) —1, 3— 2% Jf e m —5- 25 ] &
g -2 Fk 1-1- % - 23 15— @IE RS

145) [1-[6-[2-( & 22 F WE AL & 28 ) -7- (2- mb e 28 ) 1, 3— 2K Jf e mg —5- 5 ] &
e —2- gk 1-1- gk - £3E 15— ( SRS ) IRIRHS ;

146) [1-[5-[2-( L& F B & 3 ) -7- - b me 3L ) ~1, 3- F IFmemp —5- 5 ] me
mE —2- 55 1-1- FFE - 25 12- &I LRES ;

14 1-[7-[4-[(3,3- = A 4% 3 T % —1- 2% ) F & J-2-mbmg 2% ]-5-[2-(1- }&
5 -1- E - L5 ) mEng —5- 5L ]-1, 3- ZRgFmEME —2- L ]-3- 2 - IR

&

B
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CON 104302645 A W F OE Kk P 13/17 70

148) 1-[7-[4-[[ (2R, 6S) -2, 6— — FAFL bk —4- 2% ] FZE J-2- nibme 5 ] -5-[2- (3- J2 &
FONIR Tt —3- 3 ) mEmE —5- 5L ]-1, 3- ZRJFmEM —2- L ]-3- £3 - IR

149) 1-[6-[2-( & & 20 W W 28 20 5 ) —7— (- mik we 26 ) -1, 3— 2% Jf e e -5 3 ] mi
e —2- 3 ] LFEWERR AU

150) 1- Z5 -3-[5-[2-(1- 35 —1- & - 23 ) meng —5- 3 1-6-(2- 4RI
55 -1, 3- ZRIfmEmE —2- FE ] K

151) 1- &3 -3-[6-[2-(1- 3k -1- 3 - &) meng —5- J& ]-7- Wk -1, 3- KXJF
mEm -2 5L T IR 5

152) [AR) ~1-[6-[2-( LR FELEEZEE ) -7 (2- MEREEE ) -1, 3- 2R FFMEMe —5— J ] mi
WE —2- 0% ] 58 ] IR — Sl

153) [(18) -1-[6-[2- ( LI FELAEZ L ) -7- (- MERERL ) -1, 3- ZRIFMEMe —5— J ] i
WE —2- 55 ] O ] R AR

164) 1- &5 -3-[6-[2- (3- BRI NI T bt —3- 28 ) Weng —5— 2% ]-7-[4- ( gkt Ff
55 -2- mbmEdE 1-1, 3- A FFmEM: —2- 5L ] IR

155)1- & 2 -3-[7-[4-[(3- H 5 & & & 3 T f-1- &) F & J-2- 0t g
5 ]-5-[6-(2,2,2- =5 —1- }d - &5 ) -3-nbme 2 1-1, 3- RIFmEme —2- 5 ] K

156) 1-[7-[4-[ (4, 4= — 5 -1-WRME 5L ) 2L -2-mime i ] -5-[2-(1- RE-1-FE- &
55 ) WERE -5- J -1, 3- RIFFmMEMe —2- B 13- &K - IR

157) 1-[6-[2-(1, 2- =323 —1- FEL - &3 ) ming —5- 2 ]-7- (2- mkme 2k ) -1, 3- X JF
WEM —2- gL 1-3- £k - Ik ;

158) 1- &3 -3-[6-[2-(1- FRIL L F ) Wewg —5- 55 ]-7-(5- A3 —2-mkme 5 ) -1, 3- 2R
JrmEme —2- JE ] IR

159) 1= &2k —3-[5-[2-(1- 24k -1- F3E - &3 ) wemg —5- 3% 1-7-[4-[ (4- F KL IR
e —1- 2% ) AL J-2- mbmedE -1, 3— 2R JfFmeEnde —2- J& ] R

160) [ (1) -1-[5-[2-( LR FELREZZE ) -7- Q- MEmgdE ) -1, 3- ZRIFMEM: —5- J ] mk
W —2- 25 ] &5 ] (2S) - MR AT —2— SRR

161) [(AR) ~-1-[6-[2-( LR FELE R ) -7- - MEmgdE ) -1, 3- 2R FFmEme —5- J ] mk
W —2- 55 ] &5 1(2S) - MEMg b —2- FRIRNS s

162) BT 2 3-[6-[2-( L REH FELRERE ) -7- - Mbwe & ) -1, 3— ZRIFFmEmy —5- 5 ]
WENE —2- gk 13- Rk - BRI T e -1 RIRNE

163) 1- £ Fk =3-[6-[2-(3- J2 & & 2% 38 T it -3- &5 ) We g -5- 5 1-7-(2— nk me
55 ) -1, 3- RIFMEME —2- FE ] IR

164) 1-[7-[4-[[ (2R, 6S) -2, 6— — A FL A 0bk —4- J& ] FIE ]-2- mpmg & ]-5-[2-(1- }&
5 -1- I - L3 ) mEng -5- 5 ]-1, 3 AJFmEME -2- gL ]-3- 4 - IR

165) [1-[6-[2-( &2 F WL & 2 ) -7- (2- mbwe 2 ) 1, 3— 2K Ff e mg —5- 55 ] i
W —2- 25 ]-1- B2 - 58 J2-[[(29) - mbrg ke —2- it ] A ] SIRM 5

166) [1-[6-[2-( &2 F B 2 2 ) -7- (- mbwe 2% ) -1, 3— 2K FF W g —5- 5L ] mi
W —2- 55 ]-1- 5L - &5 ] (29) - MR At —2- FRIR I 5

167) 4-[3-[6-[7-[4-[[ (2R, 6S) -2, 6— — FZEnbk —4- & ] FZE J-2- g3 ]-2-( &

Ll
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CON 104302645 A W F OE Kk P 14/17 0

S MLz AL ) -1, 3- 2R JFmEmMe —5- L ] weng —2- 2k ] S0 T he -3 4k ] AUk —4- 4
- T ;

168) 1- & 5 -3-[7-[6-( 32 % & F)-2-nmt we 2 J-5-[2-(1- 2 & & ) #
WE —5— & 1-1, 3— ZRFfFmEme: —2— JL 1 IR

169) [1-[6-[2-( LA P B 2 55 ) -7- Q- mbwg 55 ) -1, 3- ZKFfFmg me —5-F£ ] W
WE —2-J& 1-1- 5 - 43 12- (- EkIE LR 2L ) LTRIE 5

170) 2-[[2-[1-[5-[2-( L P ELIEZIE ) -7 (2 MEmEZE ) -1, 3— A FFmEM: —5- L ]
WEnE —2-J J-1- FE - R E ] 2-8R-cE ] AHE ] 4%

171) (28) —2- & & —4-[1-[6-[2-( LA P W I 2 I ) -7 (2—- mEmg 5L ) -1, 3— < HF
e —5— JL ] WERE —2- Jk ]-1- I - L8R ]-4-E - T 5

172) [1-[5-[2-( & F& 2 B 3 20 9k ) —7— (2— ML g 2k ) -1, 3— 2% Jf W e —5— JL ] &
WE —2- J& 1-1- 3L - 45 14- A T RES

173)1- & 3 -3-[5-[2-(4- ¥ = -1,1- — 4 - 2% 3F & & 4- 3L ) »
WE —5— & 1-7—(2— MEmERE ) -1, 3— A FFmEm: —2—- 55 1 JIk

174) 1- 2.3 -3-[5-[2- (4- F23E —4- WRBEIE ) memg —5— JE 1-7- (2- miEredt ) -1, 3- X 3F
mEme —2—- 55 T R ;

175) 1-[7T-[4-[ (3- L FE R 2 ¥ T ki —1- 55 ) B JE 1-2- b mg 2k ]1-5-[2-(1- 7%

j

B

BS

¥

BS

Fe-1- 3 - 238 meng —5- 5L 11, 3- ZIFmEme —2- 3L 1-3- Z3E - IR 5

176) 1- 2.3 —3-[5-[2-(1- } 5 —1- FIEE - 258 ) meng —5— % 1-6- I -1, 3- 3
mEmE —2— 55 T R ;

177) 1- &3 -3-[6- 9 -5-[2- (1- J2 3 —1- FIk - £ 38 ) WEmg —5- JL ]-1, 3— A I
e —2—- L ] K

178)1- & H —3-[7-(3— 4 —4- 1 4 & —2-mh mg &) -5-[2-[1- B & F ]
WE —5- 2 1-1, 3— ZJFmEme: —2—- 5L 1 iR ;

179) 3-[[2-[1-[5-[2-( L& FELFERZEE ) -7- (- MERESE ) -1, 3— A FfFmEM: 5 3L ]
mEnE —2- 28 1-1- 3L - 283 J-2- A0 - o ] &3 ] AR

180) [1-[5-[2-( & & F B 2 55 ) -7- (- mbme 25 ) -1, 3— R JF mE e —5- 5L ] W
WE —2-J% 1-1- 5L — 43 ] (3R) — LM —3— IR R

181) [1-[5-[2-( &L 2 F BE A5 2 55 ) -7- (2— mb me 2 ) -1, 3— 2R JfF M mp —5- 5% ] Wi
WE —2- 2% 1-1- I - &3 ] (3R) — MMk IE: -3 FR IR R

182) 1-[6— ( IR ZE F4ESE ) -5-[2- (1- 24k —1- FJE - &3 ) memg —5-J& 1-1, 3- K
WEmE —2- 3 1-3- 23 - fIf ;

183)1- &5 -3-[6-[2-(1- F2 5 —1- F2&E - &) meng 52 ]-6-(2- FEE LK
) -1, 3 ZRgFmEmMe —2- JL ] IR

184) [1-[5-[2-( L P W EE 2 3 ) -7- - nbwe 3 ) -1, 3—- 2R FFmE e —5— 5L ] wie
WE —2— g% 1-1- AL - 43 12- (- R R O RRE R ) SRR

185) 1- &5 -3-[6-[2-[1- JRRE &5 ] wemg —5- 2 ]-7-[4- (AR mhE 28 ) —2— it
WEFL 1-1, 3— ZRFfFmEme —2—- L ] IR

186)1- & #& -3-[6-(2- 3 & H E)b5-[2-(1- R E-1-F E-4 &)

ES
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CON 104302645 A W F OE Kk P 15/17 0

WE —5— & 1-1, 3- ZRJfFmEme —2- JL ] IR

187) 1- &3 -3-[5-[2-(1- 23 —1- & - &3 ) memg —5- J& 17— [4- (B ARG nph 2 FF
55 ) -2— mEmEdE 1-1, 3- AJFmEM: —2- 55 T MK

188)1- & % -3-[6-[2-(1-FF & -1- F & - & &) w5 & ]-7-[4-[(1- &
R -1, 4- WEE —4- 55 ) I3 12— mbme3E 11, 3— Z5JFmEme —2- KL T iR 5

189) 1- £.3& -3-[5-[2-(1- }2 2 —1- & - &5 ) weng —5- 2 ]-6-[2- A (F
K ) 2k -1, 3 R gFmEMe —2- JE ] )R

190) [1-[5-[2-( & FE & FF BE 3L & 35 ) -7- (2- b we 3% ) —1, 3— 2% I me mp —5- 5 ] mx
e —2- 55 J-1- FI3E - 40 ] IR A

19 1-[7-[4-[ (1, 1- =5 A% -1, 4- W s —4- 3 ) 3 12—k me 5% 1-5-[2-(1- &
He-1- 3L - 23 ) mErg -5- J 11, 3- IRJFmEME —2- L 13- £ - Ik

192) 1-[6-[(3,4- — A B R FE ) P E]-5-[2-(1- R E-1-FE -2 )
e —5- 3k J-1, 3— FIFmEme —2- 3L 1-3- 2.3 - IR

193)1- & 2 -3-[6-[2-[1- 2 3& & 58 ] we mg —5- 2k J-6-( DU & Wk il —2- & /7 4%
5 -1, 3- ZRIfmEm —2- FE ] K

194) 1- &5 -3-[5-[2-[1- FRFRE L5 ] Wemg —5- 25 ] -6 MBIk IE —1, 3— - JfmEme —2— L ]
I 5

195) 1-[7-[ (3S) —3— & Z& mt m& St -1- L ]-5-[2-(1-F E-1-F L -2 &) %
WE —5- J& 1-1, 3— ZEIfmEMk —2— 3L 1-3- 3 - IR

196) 1- &3 -3-[7-[4-[ - BECHE A ) FE ]-2-nmtwedk J-5-[2-(1- & -1-F
5 - LFE) WENE -5- FE -1, 3- RIFFmEM: —2- 5L ] IR

197) 1= & 35 -3-[6-[6-(1- 2 & £ 3 ) -3— mbmg 5 1-7-(2- mk e 2% ) -1, 3— 2K Jf e
e —2—- 55 T IR

198)1- & & -3-[5-[2-(1- % X -1-F X -2 XK )
e —5- 3k 1-7-[4-[(2, 2,3, 3,5, 5,6, 6- J\JUARHE Ik —4- 2% ) I J-2- mibme 5t 1-1, 3- Z:5F
EmE —2— FE T iR

199) 1- &5 -3-[6-[2-(1- J 5 -1- &L - &5 ) MEng -5 2% ]-6-(2- ISk 44
55 -1, 3- ZRIFmEmME —2- F ] IR

200) 1- &3 -3-[5-[2-(1- 24k -1- FHE - &5 ) weng -5- & 1-6- (2- FHEIE LM
FedE ) -1, 3— AR FFmEmE —2- FE 1 IR

201) 1- &3 -3-[6-[2-(1- 24k —1- 3k - &5 ) Weng -5- 5 ]-6-(2- PRI LET
FRAESE ) -1, 3— ZRFFmEm: —2- 55 ] iR ;

202) 1= £ 3 -3-[5-[2-[ (IR ~1- F2 5& £ & ] WEmg —5- 5 1-7- (5 HH 48 2 —2- nif e
55 ) -1, 3- RIFmERME —2- FE ] IR

LR AN TR AERT WS A R R S A R =S TR R AR/ s BEIR AR / IRV ER 3R
/ BE ARG XA 24

18, —Fi b BRAN B M B GL (1) J7 12 P 7 VR ALFE R F8 AT BT i L R 0 S 25 7 ORI 2 3k
1=17 HAT— T 2 SR S L 2 2% B Rl 8252 (1 30 L A e AR AR XS B S5 A A % i S 44
R BE R IREL / BEBERRER / MR VBRIR L / BEmAE A BT .
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19. FH T A0 240 B 1R G R BOR) B3R 1-17 A — T i s SCIRAG G 252 bl %
2 R ER A BE AR AR XS WS AL R R R R A IR VRS IR L / MR BRIR 2 / BRIRIR S /
LENIRAW N R

20. BURNESR 1-17 AR T & XA G sl 22 Bl 352 1 3 SN e 4 XS
S R A R e S AL R IR VR TR AL / R VRRIR B / R VR R /R AU AT 2 4R A
il A B X G BT R A R PRI 25 ) P IR O

21, WIAURNE SR 18 FITd (7 v BRI 3R 19 BT AL & 4 s R 22k 20 fTid i1 3%,
PITIA 4H pf 1 Jok et A 2 G B PRI o 22 PG P PR RS A DSRAT R Al i TR T 98 (CABP) LB i
SAFTEA B MER R (HABP) SRR LER A1 40 i A 58 (VABP)

22. UIBURNEE R 18 BT (7 v BRI EE SR 19 BT AL A4 SRR B2k 20 fTid (¥ 3%,

23, — PP I, FrIR R EAEAUR B R 1-17 SRR T E R S e 257 1
A2 IR s AMF B XS WS A 1 0 S A R R R R TR B/ IR WEIR /R R
&/ B iAUE 8T 2y .

24. —FhAMAED, Frid K FVEFEBRE SR 1-17 s E— TR & RAL G sl 252
ERTEAZ R ER A A AR R SRR A X WS A R B T R/ R BRI L /R
MRk / e AR AT 2y LR R 70 k) o

25. AR Jie B0 A7) B BOR BER 1-17 WA — T e UL sl g2 Bl i
K3 SNE BEAAR AR R SRR A X WS AL 1R L R 2k TR IR & / R (R IR 2k / R BRI
AE A BT 2y

26. — PGB E R 1-17 AR T E XIS T35, BTk 5 i B LR b
R

FEMRIBR AT TR (i-a) R A 50 (Li-a) IRTIRMEIE -

O }{Aik
WYX1 b{\ >——§ OH
. I > e
X3 8 R¢

(i-a) (ii-a)
g (-b) P afa S i-b) BIRTAMEEE

oQ
Zy /x1 N >——N
[ Sy "
g S

X2 H oH
Ri~ (CHz)q-.—-Y
W v R?_ e ’ .
(i-b) (ii-b)

Hrp
W, AW, 6 H s 28 R B AN R I PR A b RE A 10 20 R = 96 PR IR I
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Y, F1Y, % [ Hy %2 IR ek LN R B . TR A5 e B Ak 3 1 = 0 P RE R IS ;UL &%
BN AR By ALk Xy Xon Xav Rys R AT g A0BCREESR 1 e o
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mELEY

R s

[0001] AR B KR AP 2RI & W AR A PUB B H &, ARG SL 469 S g T
o

[0002] ;%6%

[0003]  IT %44 4b MBS LA 1S — A DNA F Bzl il 55 — 0 77 AU 4L DNA 47 4h 5
MRR B He . AN GmiS Pl TT BU3E 40 5 A4, DNA {2 JEREAT DNA #6540 R AABE TV, {2 g B
il DNA FR1E8 02 e 3 2R s ) BHil)E, 3 4b il TV 4l Ge R E 2R, JF Hid g
TR E DNA A4 5

[0004] 40 B§ 11T Z440 40 TR BT Al ) P A FE A Rl i) S VU SR R R A (R T TE I T
1 GyrA F1 GyrB 2R AB, 54, AR M B T i ParC F1 ParE 2R CE, B &
Yo FHIHE, FAZ 1T BYSR 0 e b g2 IR — 2R 0k BRAR M, S5 T 40 5 11 2040 40 e i il
[RIPT A AT T 40 B A LB, TR k% 1T B4 40 R A B AH X e 1

[0005]  FTIR 1T BYHRF0 e AL i 2 e FE DR ST I, B s st ) i #5540, ik GyrB
M1 ParE WFEDhRE AL, 75 N AR 45 f A C R o &5 M) B LA 5 HAB I IE (730022 GyrA
A1 ParC) 1 DNA AH B AEH () ATP B &5 #6038, (€ BEREAI AR $b S A i TV 35 P A7 s 2 1) [ 7 18
N 1K LA S HD IR AT (R RE ] A 1T T30 A . XIS X EE R [ 0 55 A
5177, A L BA AR 7 2 T REAR B I8 0

[0006]  TT ZU4H b 5 fal Bl 22 Fh b gl 1l 1) (A0 AR o X485 S B B S M T o SR 2R
(10 o T BT AR B AL 2SN R PR VD AR MERR . WA A T B 2R R — e s
A, FLAT ST BB R R G B 2 AR AR . P R O I B v RPN A
A VU AR 1 I v B 2. B G R AIRERE SR (cyclothialidine) & 11
USR0S A ) oA BT A AP, AR | T H AR Al i b s 1 2V B B HOKW
MAR, ENHFEAER) M. PR RGBS mNE 5 R AL I ERE
(cyclothialidine) \FHi%WE (cinodine) F -k ZPHYT .

[0007]  H A, 1) 23 M Jig 42 50 4 =% (K FH Pk 40 B8 B S0 40 B 1t B ER RN R bk 4 A Je g
(ABSSST) [IbrvEIRTT o HJE THEMELEEASEAL 54, IF HA2 — Mg 86 e il o

[0008] AN, Pr A 2= HUME A 4L HH I B SR FF S RO 2R P A= 2=, I HL 75 ZLHD 40 B
FHFb A B AL S

[0009]  WO02007/148093.W02009/074812.W02009,/074810 A1 W02012/045124 iR T HiF A
I &Y, FEReNs FNI 40 B (e BEREYE . ans, i AN ORI — R SR BT
MRALEY) (iR PR B MG S8, BIAPBUBURE RS ) L aT 2y, Honl gel 71 &4
Yoo — R PO R AHE BT 75 B 25BN 0 22 R 1 AT 25 1 SR PR S N1 DL ) —
VS T B R A A

XPAE
[ooto]  R¥EEE— st et T30 (D L& %
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[0011]
(@] Alk
2% 4 . ‘ g
¢l \ H
Bas:
X5
\x3 S

()
[0012] &R CHMHBEMR  AERT IR T4 A 0T S A A R =R R IR A / e BEER B / IR A
RREL / BEITAE T 25
[0013]  Hirp
[0014] X, #& N &8¢ C-R,, fiik C-R,, Hrp R, ¥ B H. OHFE LB C,_, Btk EE LB
(1) C, s M2 ATIE LI C, 5 FedE AT LI C, FEEEE 55 1R €,y HEJE N, T
BRI NHC, , B2 R LI N (C L, Fe2E ) R HURH SC,, FEFEFN CN 5

[0015] —6;\ NI A, HLE B R ANEAEAN ) IR Cyp MABERE AT AN LT

FRIR 3T JUARHR AR AN AT 5 XU o MMBERE ORI BN UL R A & XU 8-10 JT
FIR . Cooyo J75EMT 510 TEH T FEFF AT AT L HUAR 5
[o016] 7, &EiB

OH

[0017] & —(CHZ)Q%R&; i AR QT SCRT R ORI FE AR 2 2 TP IR Eh / P R 26

Rs

/ BEREREL / Meel AT 2y, s A % H H. OH A FIEZ B Cig fedE TR U Cos I
FEATIE AR Cy BRI AR L EURE (CH,),0C, 4 etk ATELEUR (CH,) ,SCy s Ftdk
EIEAEBRE (CHy) S (= 0) C, ¢ Bidk K 2 TIE L BRI KR C, L, BEdE . CN AT IE L B IH
(CH,) NR*R®, For 4% R* A1 R® Shor ik B HTIELEUCH g Bt 3t TR AU C, s etk
FUTE LB 4-6 JUAIR, B3 R* I R® 45 A 7E— e LUE YT & UK 4-6 JT24F, HL
A m ARSI H e 1.2 F1 3 EEEL

[0018] X, f& N B C—R,, f1E C-R,, For R, %6 H H OHATIE L BRI C, g Ft 2 AT L BT
Coog Mds AL HUR Cog BRIE AFIEZLHUR (CH,) 00, ¢ bidE RIELEUARHT (CH,) ,SCo
Fidk ATRALHURI (CH,) S (= 0) C, ¢ K LI LU (CH,) 0 (CHy) ,C, , FRKERE Tk
BRI (CHy) ,Cyr FABETE ATIE LR (CH,) ,0 (CHy) , 2R ATIELHUR (CHy) , 285 ATk
ZHR (CH,),0 (CHy) ,-5-10 JCAIATEIE L HURH (CH) 510 JTAHF i 25 R IE L HUAR
(K if% Cys BEEE S ON FATIE LUK (CH,) NRR 5

[0019] X, 42 N B C-Ry, fLi%k C—Ry, Horh Ry 16 H HLOHAFE LU €, HEBE TR BRI
Cyg M2 ATIE LT Cy g BRIETIELEUR (CHy) ,0C, ¢ B2 ATELHUR K (CHy) ,SC,
Fidk ATEAEHUR (CHy) S (= 0) Cp g KT LI LU (CH,) ,0 (CHy) ,Cs, I KEEE T IES
AR (CHy) ,Cyr FBERE ATIE LR (CHy) ,0 (CHy) , 2R3 ATIE LI (CHy) , 285 ATk

2B (CH,) 0 (CH,) ,—5-10 JTARM AEIEZEHUCHT (CH,) ,—5-10 JTAM | b 38 AT LE 22 HUAY
20
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[ 4R Cy Bk L ON FIAT I LU (CH,) NR'R®, B R, S22l % (CHo)p @ Z It

LM, Horp o Ron 55 C MR P AHEE AERL /3 sn J2XE B 01,2 A1 3 B @ ®

TN B, HoE B AT B AR R SR IR Cy, BRSSO BN R ) SRR 37 TR R AT AS
PRI B XUER Coyo BNGETE TR BAN LRI AR 5 BUER 8-10 JUHRFR \Coyo 57551 5-10 JUAY
J7EFE N AR EAR s DA K

[0020] 7, i@

OH
[0021] % m(CHz)q-%Fq o BSCASURE E a1 SC R e SO LR B IR B / P W PR
Rs

/ BEBRER B / BEEKAT Y, 8038 Z, £ B H. OHTIEEHUR R Cp Fidk AT R LTI Cyp 4
FEEIEZ BRI Cop Ik AT EURE (CH,),0C, ¢ Ftdk AFELEUH (CH,) ,SCy s Fidk
FIEAZHRA (CHy) S (= 0)C, Fidk K5 ATFEEEUR AL €, itk . ONVEIEZHU Y
(CH,) NR*R®, {T3 2L HUAR ) (CH,) ,—4-6 JCHIA AT L BURA (CHy) ,— B2 — XUER —7-11 JoI%

AV 2 B ‘CHZ’DWNQ Horpp REH 0.1.2 71 3 ({3 A —NO%%E
I 4-6 JTTHI BT AL CHIERIER 7T-11 Judedh BA K
[0022] Alk %IE'E/HE;EZEQJX:EX{% E/(J CI—G %’%%\ Cg—e %%\ Cg—s ')3%%\ Cs—e ﬂ:%’jﬁ% H U\&
[0023] 4R 7, 8k 7, il
OH

[0024] % w{CHz)q%‘RA; (A BB L o T SCRT e LB 2 R R 2L / B IR B /

Rs
Be B R &L / MEERATZY, Hod g /2 H 0. 1.2 F1 3 [HEEL, Lk g 42 0
[0025] R, /& H Bk AR BURKT C g Hidk AL LB Co Midk AL UL C,p
I IR EURE) (CHL) (0C, ¢ HEdE AL EURE (CH,) ,0C (= 0) Cp Fidk AR HUAR)
(CH,) ,SC, ¢ P2k ATELHUAP) (CH,) (S (= 0) Cpg B B 58 ATIE LRI KA C,y e 25 AN
fEIEAEURIT (CHy) NR'R” 5
[0026] R, ik HATIELHURI C, o Bids ATIRLLHURI C, o M ATIRL BRI C, g BLFE AT
AR C, N FEIR ATIE LU R I 2R AT IR 2L R 4-6 JUINIR AT BRI 5-6
TCA 7 AT IR LU (CH,) ,0C, ¢ BEdE ATE AT (CH,) ,0C (= 0) C, 4 Fidk ATIELEL
R (CHy) (SC, ¢ B ATELEHUR (CH) S (= 0) Cp KE2E X1 55 TR LR =K Cpy B8
FEAYTIE LB (CH,) NRR” 5
[0027] t2XEH 1.2.3.4.5 F1 6 8%,
[0028] B4 R, Ml R, 5 HERL HIBK IR T T AT L L AR 4-6 JTHFRER Cop BRGEZEER LA
&
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[0020] s KI5 30 A B B AHE HIERE 1 AN & (CH,) SEAR (CEAFAE ) Wl
SEHAEREIUR . AE— A7y 2P, 1R 48 T (D) &9 HLER AT 2
[0030]  fE—siti A, 7, 2l

OH

[0031] % —(Cf‘*z)q‘]vﬁ; ) A B A B HL AT 24, TR BT 25 0k B b R 0 43 P TR 1)
Rs

B RAIEFIRE: / KR BRI AR / MREEREL / PR

[0032]  ARHE S —J7 [, $RAL 7 VAT Al IR R YL 1) OV il T v AR A BT B 1
W% 25T (D) BIE D255 ERTREs2 1 Eh AME e P S FEXT B S R4 4 0 B S ) 1
Be 2 2k AR 2L / MR IR EL / M B 2L / MR AU U ar gy 78— A2ty U b, B
TR IR 2 TGP P B R e o AE g — AN Sy 2, R 22 PGB P R 2 HH Ik G L
BRI (S. aureus) \FEHIKE (E. faecalis) FIALIRBEIKE (S. pyogenes) (AR FALIL S
PO A IRE ) B4R R I 75— AN 77 b, B id By 2 R 221G B K
Peo 10— A0t T7 A, 522 [P B A2 KR AT B (H. influenzae) | i X0 A
AT (A baumannii) « KZ#F & (E. coli) i % 7a 8514 B (K. pneumoniae) « B i ZE [4] B
(Legionella pneumophila) . %l 28 57 B (Moraxella catarrhalis) F#KIR 2 SR B
(Neisseria gonorrhoeae) FJ4HN T BHFES K.

[0033]  ARYEEE = J7 1, 24t 7 X (D) B4kl 2%: EnT 852 i Eh AN BE 1R L 3R X i
SRR TR SRR AR R 2 IR IR 2L / R VBEIR L / MR VBRER L / R TAUR AT 2, T
SR PR RSB EIVRTT o

[0034] AR 58 DU U5 1, 448 T HUE ), Prid Bt AR (D MG et 24 FaT e
S ER AN TR A AR B A R X B S A R L B U R R AR / TR BEIR A/ BRI ER L /
tis AT R AT 24

[0035]  HR¥EEE Ty iH, $24t TAHEY, rdd 5P asE (D P& sdidi2: Bl
I ER S AMH TR  AEAT B A R N B A R L e S R IR AR /R BEIER AR / BRI ER L /
B A AT 25 L RO R 3 m) 7E— AN Sty N, Brid A& 2 25 MA &,
R 2 BTS2 I Eh I BT IR BRI 2 255 BTS2

[0036]  ARYEE/ST71H, 24t T (D) B4kl 2% EnT 852 i EE AN BE 1R L 3R X i
SR XTI SRR AR B 2 R IR A / MR BEIR L / R BRER L / WE . AR MR 2, AR
fE e EIFR] o AE— iy b, 2 (D S EAHUATP BRI TE

[0037]  AR¥EEE -7, $EA T —Ph A= or vk, A (D &9 ek A e 1A
AR B S R A T B e A R I R IR AR/ MR BE R L / MR VAR IR B / R AR SRR
2, TR 7 AR LU PR

[0038]  FEMEICSAM T (1-a) M REAS K (1i-a) FATAMEEL -

[0039]

22
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O jﬁm
Wy ¥ N >—~N oH
2 H ‘
\
T WAL R
X3 S N R

(i-a) (ii-a)
[o040]  BF A (i-b) WP EASAK (Gi-b) BIRTAEEL

[0041]
O Alk
Z‘@\(/& N >—§/
"J}— i T
W N Rg )

(i-b) (ii-b)
[0042]
[0043] W, W, & H ski3% (YL CL. Br F1 1) (O ER S ICANER IS « AR ot S5k 30 43 FH — 360 FF
T
[0044] Y, Y, i H HoxiE (fLik C1.Br A1 1) B ER S L AR B « FR 45 e S Ak 30 43 F = 980
IR IR 5 LA A
[0045]  BR AFR By ALk X, Xon Xou Rou Ry 1 q BIRTSCHTE X
[0046]  FE— ANt /7 b, Ik S T a3t () &2 I ME 2 S R & / 1R
MREh / BesmiiREL / Be RSN IR,
[0047]  HR4E 58 )\ J7 [, 3Rt T A 38 I 0 P I 1R ¥ G 1) T VS, BITIR O VLA R i s A
s RS E S (D) B4 EH, SEAN T e T e S5 Aa A X e S ) A L TS L 2 2 AR R 3k
/ BEBERR 2L / MR ARIREL / BT A A LA 40 i 2 K .
[o048]  HR¥EEFE LA, $2 4t T () Mk A Wk dL2y2s Enr 2 (1 AN E /R B XS i
SR O i S R R R 2 TR L / MR VRETR B/ MR VBRER ER / R AR AT 25 7R 25
% HR R AV, BTl 25900 F T 50 G b 4l B P R RT T

B =135 AR

[0049] LB T KRR I F kN (TV) 294X30 ) 2, Jorb X BlZRoR i a) (/)
i) H Y #h 3Rk (ug/mL), Hrp (A) EBALEG A 5ARKHL S 1 f117, (B)
LLE &9 B SA KL &Y 27,

[0050] & 2 :BoR T )il R BEBKE (S. pneumoniae) 9 KM R DL 10mg/ kg [R5 & i
ks T LAY 1 BRI ZE M I 1R/ SR E 2, Horh XOphaom RECEL Y SRR (776 8 o L.
[0051]  &EHFIA

[0052] AN BH R JE T4 R IR HLA w SE0E RS MR 1 — 2R A) . BRI, 75— St
JrAt, (D) BALE Y TR R BERGEE M, SRR HAE (S BEBEFRHIR . R E D

23
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IR PUR S TR, B EL A A B0 22 PGP AT/ B 22 EGRH PR 2 K TR R, 1 e 3K
PR M R R B T TR W L T, 491 < T €4 7T 45 3K B (Staphy Lococcus aureus) 3% B2 i %
IR (Staphylococcus epidermidis) . Rk 55 EK B (Streptococcus pyogenes) . fili 48 4%
K (Streptococcus pneumoniae) . Vit /& Mg IML B (Haemophilus influenzae) « K W #F B
(Escherichia coli) i & #TH (pneumoniae) . ¥& i Z [ B (Legionella pneumophila)
Fh IS 28 BEhr B (Moraxella catarrhalis) FIMIE 42 Bk (Neisseria gonorrhoeae) o
I, AR B S RAL S R T4 T PR IR e s e R A B, 1) T o 22 G P e s L A 22 IR
PR A DX SRS 48 7R P i 28 (CABP) B 5t 3145 M 40 B ME I ¢ (HABP) FURFUR HLSRAS 1
B PEIT 28 (VABP) HvaYT e BRI, 5 — A2y X, X (D A& H TR HE =K
PR B AR 5 | B A4 i s o A8 o — 1 SE 77 X, X (D A& 1697 B == IR
PRSI 4H R B GY o 41 B IR B KAV 22 HL A48 P T Rk e\ JU LR i % | 57 JER 5 fike
GERA I PRIE G I N SRR AL (WIAE ) B o B 25 M 1) % J 7 B B PR 558 Hh oy
S Lo BRI, B Bt A A UG Ak T 404 i 245 8 o T R S 4 P PRI o

[0053] & X
[0054]  [RAEFEASCH FHA X, MEMAELL T ARERG L@ Y.
[0055] R “C . fidk” AT A IACH B8 B R, HHA 1.2.3.4.5 506 MR

JA B S X e P T RPN RTE . R B (Me) . 4% (Bt (A% (Pr) 57
W (-Pr) T2 Buw T G-Bu) T2 (sBu) U T2 (t-Bu) o8 Bl 22
2o BRAEA ST AN, RIE“C ¢ b " AR & B b — N EUR F IR, i3k PE
RPN E R, Bl o IXRISEEFWAR N “C g Wbt hE” £ . ULk oy HEFEAT C, oy LA
SR

[0056] ARG “C,q Mgk ” RARATIE L BRI ELAE BB IR IS, (EE M L AF DA E
BR 7 SEARAL 2 G5 R AU B B 2.3.4.5 816 ANk R 7 BRI e BOs AT B A
(VG . REESEZRE . 1- R 1- M 2- THEE.2- Pl 2- HEE. CRE T R
O TmE . ComRES . RAEARSCA N, RiE “C L M7 i EH b — PR
TR EEEL, 2R T M B, B . XBEEPIAR R “C, WAL "EE R, 1h
M oy KRN C,y WARFERE

[0057]  Rif “C, o PLIE” RRMIES R BRI BE IR SE, HAF 20— —8JF H R
A 22345 BL 6 Ak Bl B Ik Se R AR B AN S o R RE SRR L 1 TR
1= F12- T pRAE 22— FRE —2— AR 2 PBObRIE 3— BRIt 4- Bobh R 2- LB Ek 3 Uk
FEA- OOBREE5- CRIESE . BRIAEASC SIS, R¥E“C, PIE" AL HE & B b — SR
TR TR IL I, 2R A A R, B . X REEPIHAR R “C, WARIE"EEF . h
T Cog WREERN C,oy WAREEFE T

[0058]  Aif “Cyg FAGEIE " RIRAE T RIS TE, FLHAT 3.4.5.6.7 8L 8 Mk Bl
IR T B B, AR EE R T 28 R R O IR O 2 IR iR . WY
HUR IR GERE T DUREAT (WA 23 ) BIAMAIR (3R Em3k ) o Uik C, o MpEsEFR M.
[0059] AR “FRIE” Fox —OH ],

[0060]  AiH “HAR” Fom= 0 M.

[0061]  ARiE“C g bréHE” 2HR 0C, ¢ LedEHE M . R HE A AL S50 TN AR R T4

pc

24
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Fh TR R T RS RIS . AR AL TREE L IF AR E R MR iz E
YA A E B R T U Cy BEIESE T

[0062]  ARIE“TFEIE” /& Fg 0 53 I Hon] DAL FEHLARAK, 1 peda 8 o7 287, Hodh 0%
TS E Lo B FEEA IR T2 8 B S A 2

[0063]  RTH “pifC7. Iz 7 “ il ” FIAHBIRI AR TE 28 o« 2 AL (F, CL, Br, 1) .
[0064]  ARiH“Co HEIE K 2 FahE — A R TEHUR € Bk 1L s FEdE iR
L[, 4 —CHF, Al —CF,,

[0065]  ARiH“C, HEEIEXAY” I — DR E A FEURR C o FidZE. Uik Cy Bk
JE i ARFE [, 491 n —OCHF, FiT ~OCF,

[oo66]  ATE “FRIRER / MY 8L “ AL A&FE —C00 B —COOH 4],

[0067]  ARTE“HE"RIGXAFE R IEIL A, IS a0~ ZE BB U C g bbb ( “F
5k Cpg Bdk” B BeElR ) (07 AR ey e AR ] ( “O5AEMR 7 Bl “ S BEEERR ) o sl B S (E
ANPR T CO,C, 5 B LT, B a0 FFEE (COMe) « B (COEL) FITAES (COPr) J HALHE i fg
(reverse ester) (5], —~0COMe ., —OCOEt F1 —0COPT) o

[oo68] AT “HIL” 2 TR —ON M.

[0069] i “HIIE” JEFR -NO, FE .

[0070]  RTE “&IE” #7 -NH, ZE[H] .

[0071]  RTE“HURRIZIE” B e 28" 2 fe XA R R A, & SR W 5 B EUR A
W1 Cpg FEBEFEI ( “Cpg HeBER L) BB e B A ( “O5 R L T = L)
T Cg BrAEa I, i an AR 258 (NHMe) « L3820 28 (NHE) FINZEZ & (NHPr) .

[0072]  ARUE“ XA 2 287 B B S FRIX AT I 2 R 2 A, & B S T 2k [T HL
A B WAR R BRI Cyg B2 ( “ R g a3 ”) O BE b R BE ] ( “ 53k (et )
A7) Fo ML= (Cy B ) IR, Bl — I (\Me,) « — 4FEREE (NEt,) W=
IRz (NPry) KHARE (flin N(Me) (Et) 55 ) .

[0073]  ARiE “BEAE” BR “IE” 2fs C(= 0 H M.

[0074]  ARIE“HURAMEES S “ B 72 Fir IR AE I BESE 2R ), & At an N S5 A <484 €
FeE IR ( “C o e B MERE” B e S5 B Wil e 55 7) L 7 FEIE A (O (O AR A
(“OFREIEM”) o RIE Cy PEIEBRIEIEA

[0075]  AR¥H “BEEZIE” 8 “Bilik” &2&¥s —C(0)NH, 2[4,

[0076]  ARiE “zWidk” &4 -NHC (0)H 4.

[0077]  ARE“HURIK ML 2k B UL 7 2 e ax AE W Ik 2 SRR T, & i &l o T 2k 1A
B 9 C g edEIERT] ( “Cpq BEFEBREIL” BL“C, ¢ HEIEWENZ ) 5 3L ( “OFEBEZAL”)
Jile A ( “OTE R AR ) o Nk Cy BRI IR A, ] 0 F i (—C(0) NHMe) &
WeHz (-C(O)NHEt) FIANEEZ (-C(O)NHPr) F HAUFEIH I WEZ (reverse amide) (45401, -NHM
eC (0) - -NHEtC (0) — FI -NHPrC (0) -) ,

[0078]  RTE“XUHUAHBL 2 257 80 BB I BEIL 7 2 T IXAE It 2 SR 2 T, & A2k
A0 R R PIHU A0 C Bk ] (7 (Co Bt ) Bra it sl — (Cog Ktk ) BiL”) 05
PRI IE AT (el (O7hids ) M) F. k= (Co, idE ) Wi, il an —
W% (-C(0)NMe,) « — LBz (-C(0)NEt,) M _PABLIZ (-C(0)NPr,) M HARfA (fhm, —C(0)
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N(Me)Et %) I H ARG Wi .

[0079] R “Z&IEFIR” F8 NH,CO,H FE 4]

[0080]  ARiE“ZIEFIREL / Be” ¥ e 22k FIRIE A, B — sl 2 A b

U BRI A Cy g e FETE] (“Cp SRR IE TR EL / WRY) L J7 5L (“IyFEa I

BREh / BE”) A (O IE IR AR / HRT) .

[0081]  RTE “HifiE” &% —SH 2 M,

[0082]  Rif“C, k*% AR TR A C g HEAEIE AR EEE Bl . 1L C,y B iR

FEA, 150 G B 3 AR S FEFIAR TR 3

[0083]  RiE“Tifl” &fa= S ZEHl,

[0084]  RTE “WhaliAL” 245 -S(= 0)H & M.

[0085] A1 “ A WAL AL Bl A7 S FRIXAE ) WA ek AL T, 2 i & A5 A

B A1 g e R HEHT ( “C g BESE R EIE ” B “C g BEFEEAR ) D7 3k (57 ZE W 1t

TR (OSBRI ERERL ) . LIk C, eSS W REEEILSE [, 451 -S0 A 2L S0

LIEFT -S0 A2,

[0086]  RTH “TEMEIL” S8 —SO.H ZEH] .

[0087]  AiF “HUARAUBREEIS ” 2 Fir XA (R IESE 25 1, ‘& I o 1 2R AR < 2 C g

FeIEBE A ( “RABESE Cg HEdE”) 73 (“OFBERAREIE ) ek (“OFBEIETERIEIL ) G

PIERETEES €,y KL AT, #0140 —S0Me  —SOEt F —S0,Pr

[0088] AR “TI 2z FL” ol “TAIENZ” & ¥8 —~SO,NH, FE [,

[0089]  ARiFE “EUAR M IE 2 58~ o) “ BUAR AT IERE ” 2 P IX AL IR IE 2 S5 2L [, & AU b

WIFFEFHUAR a0 Cpg eI BE AT ( “TEMEEIE C g HEE") (T3 (U7 FRTRWENL ) 05 b2k
( “OFBEAEmmENL ") o PULRRMmEZIE C Ly FedEIEA], 49 U1 —SO,NHMe \—SO,NHE t 1 —=SO,NHPr

I HAFE HOS R Z (reverse sulfonamide) (4541, -NHSO,Me . ~NHSO,Et F1 —NHSO,Pr) »

[0090] AT XA ()T W 2l 557 10 RUAR (R Tt i ™ S 8 S A ) T Pt e k2 1, At Py

NG R SE A A AR L2 AH R ERAS [F] 1R C g gk Bk ] (“Reiibza 2 — (Co fidik) ) |

PR P ( “REBREZE (D5 ket ) B 5. JUERBEEE T (C, kit ) 2,

41 —S0,NMe,~ —SO,NEt, F —SO,NPr, 2 HAF & (440, —SO,N Me) Bt %5 ) F H AL H Ll ik ik

fi% (reserve sulfonamide) »

[0091]  ARiE “TRERLh / We” 245 0S (0),0H FE [ 3 HALKE S 0 a0 T 35 B 1 AL <41 4

Cr PEIEIEF ( “BEBEBRIRER / WR”) 72k ( “OFIEmimRER / MR”) ibids ( “O7bidhmiig £h
fig”) 25, {0IE C, BRER £ / g, 911 0S (0) ,0Me. 0S (0) ,0Et F1 0S (0) ,0Pr,

[0092]  ARiBE“ffEREE / He” 248 SOH J& [ It H AR S an N A F BRI FRLE 5 C, ¢ 5t

TR (“BEREREIREL / BR”) U5 EE (“OFEERRERER / WRY) (OT keI (“OFReIkmERR LR / M)

. PRIk Co, TARRES, W 40, 140 SOMe SO.Et Fl SOPr.

[0093]  Rif “BERLL / Be” /248 —0P (0) (OM), % [F1FF HALFE 2S04kl T 255 [0 57 3 HY

REIHTLE A5G0 Cp o HedE M ( “IeZE MR sh / Be”) 2k (“O5EBERREE / MR”) 5 kidt

( “IFleibtmRh / BR”) .

[0094]  AiF “BEEREL / BE” &48 P (0) (OH), M HALFE S p dn T 25 [ S AR 8

LG WU C g BEREFE (“REIRBRIREL / BRY) (Or I (COFEERRIREL / WEY) (bR (“OF b
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BLBRRER / BR”) 5o

[0095]  RTE“IFH” RIRERE S (AF - 2838 ) F5 IR D HoAl D2 2R 004
IR R o D7 I B ZR A B 6 B 10 MR IR T2 e IXRERIEE AT LS A AR R AR
CREINZR I DU AR D L e BEAE RS ), BN AR (T WIBCREERE T ) , IF HLnl LA
FEURBAR BRI o 77 2 7R B R AEANBR 2R 5 AR B MDY A A PR .
[0096]  ARTE “I7keHE” RIRML C, o KEREAL HIHUCHI D7 56 - Bl BRI 2

[0007]  AREE“ZRIAEE7 R IREL N SN T ERERB TR BRI 7Y, %288
il BAT 3 & 10 MR (BRAESISMALET ), Horb 1.2.3 804 IR i 1, 52k Js AT

YEH 0. S FIN,
[0098]  FEASCH, AUZE 3.4.5.6.7.8.9 F1 10 SR /NI RFHIE & B4 TR+ 13 [, AL 46
BRI e 5 o B, A SCET FARIE “3-10 JCHR 7 W 2 B 3.4.5.6.7.8.9 B¢ 10 IR

JiA 5 B FE X L R AT B S TS L R 28 IR A o 3R 7R A0 6 5-6 JCER IR 4R
KL 9-10 JTHd& DI FIFEE
[0099]  FLIRZEAZL P R B, (HAR T &5A —DNEIR TR LL, & A RE (3 7T
WO VR AT Bt (4 JTH ) g e ( PUSAEg ) g ibk (451 o, 3— nib s bk 2, 5— — &tk
g )\ 2H- NpE i Bl 3H- mibig ( Stk ) BRMEMSBERR (5 TGN ) JWRAE . —ENERE | PUSLRE (6
JCH ) VIV BERL (7 JCER ) s & A A SR+ I 0 L8, 3% Gk bk L ek e e ( — SR 0 e e
(diazolidine)) BRMERb, nEEMAEIpR ( 50k ) (5 03F ) JWRE (6 7o) s oA — MR T K
L, F U LBE (3 TCH ) IR THE (4 T ) JEREE T B (DU ) iR ( &Rk
IR ) (5 JCER ) (ke (DUSNERR ) « —Sntbrsg Jitbies (6 ok ) EaEs (T o) s B AP
JR B LE, 15 W — A R (5 JTER ) RERE (6 JTHR ) R A NI BEGE (T TE ) B =
AR BB LE, 1 i =085 (6 JuF ) s & — MR 1 [RIR L,  Wsi Z4 N ER (3 JT3R )
WA T e (4 7038 ) LIS A4 % (thiolane) (PUEMENY ) (5 JUIR ) IRAYIA ke (thiane)
(UEWENG ) (6 JUIR ) AR PESE (thiepane) (7 T ) & A —ANEIR FH—EIR T
TS, G U S | S e | DU ST e, S I (5 JTER ) L bk DY S | A
P WEE (6 JCHN ) s B — DN EUR TR 7 RTS8, 15 G mag mkivgk L e (5 TR ) i
Mgk (6 7o) s BAHMADEIR TR DR TR LE, i g —iE (6 o) s a— 1
FURT A — AR (1R, 3 0 AU 28 M 4% (oxathiole) (5 JGHN) FIABR 24N bt
(MERELE) (6 TN ) s LA EH — DRI T — DR — 0 R 1 KB LE, 8 A4 s ez
(6 JTH ) .
[0100]  ZFASE R AR DY IR A PR EE RN AR D7 e A IR 2 o X SEE AT DL A ) BOR B )
[0101]  RIH “ 7 RARFAEE” W LU S RTE “O8 07 7 BURTE “ 28 7287 B “ 05 7 HHEH .
TE 75 A BE A P i 2k -] OO H %k B NS AT 0,
[0102]  ASCAF I “ 24 05 2k 7 Fn B 05 R A IR I 22 IR L O HARE & — 18407
EINE S R BIRMARFIZ IR (AR ) R R . RIE S RIS ATEE T A 5. R
AT RN AR T IR IR R, (2B AR e s E A A IR BV S 05
TR ARAAR 7 XAE ] o PRI ASTE D5 T s IR A0 2 IR &R, Horb i I AR 2 2 D5 IR 1) 3 HL
E— NN RN RG220 — DR 5 RN R . AERIN S H AL
(1) 77 AR AE D5 IR 22 IR 2R by, BE T mT DAl 05 R B AE D5 IR 5 o — Al o 1 4%
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[0103]  Z 5 ZEEE P72 & B2 T AR 1 I SRS IR A . F% 05 AL L AT A] L
A&, BN, HAEA R 5 o 6 JTTH BN A1 6 JCH BN AT 5 ST E U 5 JtEk 6
TCI IR BN G 1 o AT LA A i 2 DU 18 A AR 41 25 e
AmZ ANRET, BlEFRE 3 PMREF, BlFRE 24, GlmEN IR 7. B
W77 A, T E A 2D NIRRT o 727 I IR ] ORGP, a7 s e sk
MEEIE PRI 0, BRI AR AR [T, IAE Mgk Bl L s IR 400 b o 38 5 70 2% 07 25 P A7 A8 Ik
AR AR E R Z S E A IR E S DT 51

[0104]  J5RAIAFETTLLR 5 JoEk 6 ST RIS RS .

[0105] 5 JCERFAA% 57 FE IR 7 9 A0 4 5 AELAS PR T 1Dk PR 25 | WO Wy 255  MEb s 56 | g e 55 | I — e
(45 1,2, 300 1, 2, A BE MpIL DL R RRY 5, 54 1, 2, 5= WE ML ) (WEMRIEL | g gt | 5y
GE AL PEE ARG IR ARG L =R EE (A0S 1, 2,301, 2,4 F1 1, 3, 4 =ML ) (I = ekl | O Mt
e ML (AR 1, 2,300 1, 3, 4 ME ML ) 4%

[0106] 6 JCERIRZY 5 R K 7 AL FE , (HAN PR T bLme 2  me g 5 | Mk 25  mpb PR 2 . — R 2 it
MR IR I et (dioxinyl) (WEMEIRE (WE — MR BL4E . BN 6 %y 257 B it
WEFE (1A MEREES  WemE JLRIRARE L (2 NEC) o N ARG 40 7E ML RE ZE 5 50 rh, 24 AR
(= 0) BRI, %5 B mT B kb T Atk me w22 4]

[0107] D5 AL AR ] DLA2 RO B 2 H % 05 R MR &, iR R (L FENERS | Mk ng
T TRGEZEIE CTH R I [2, 3—c] MM WEWy IF (2, 3-b] BRIIESE) BUEMAR (11K
FEWEWY ERNMENE S5 ) o HHERR ZR ] DUAHS S an 20k 282k e gk B D A IR SR IR
TP A ) 5 JCEL 6 JCAREN, W52 A 1) 5 JTEk 6 JT U7 EAHN, B AR 5 AR A 1
B 5 JUIT A, HARMA S 182 ANEUR b o)y IRARHMAIN Y 6 Ju oy REkAE DT Rk
WA 5 JCEN 6 T4 A% 5

[0108]  XUAZ S EEFE AT LI anik B N A ca) 58F 1.2 B3 MR 11 5 JCEL 6
TCHHAE AR sb) 5EA 1.2 803 MR 5 B 6 JUH G INERERS ;0) 5&5A
1 82 MR T 5 JoEk 6 ST A e sd) 587 1.2 803 NIRRT 5 JoEk
6 JCHHG LR o) 58°H 188 2 NIRRT 5 JuEk 6 JuH G b MeEs s f) 55
A 182 NIRRT 5 UL 6 TCH A HIKMEER s0) 587 1 802 MR 71K 5 JTEk
6 JTCHH G HIREMEES sh) 580 1 802 NIRRT 5 Juel 6 ST & R IEME ;1) 5
TA 1 B2 ADIIRR T 5 JTE 6 ST A IIHEMEES 5 5) 5&F 182 MR 5 T
8¢ 6 TR A I BEMEER k) 55 1.2 80 3 NIRRT 5 JoEk 6 ST G HIHEEMy BE
D 55A 1.2 803 M ARJEF1 5 JoEk 6 JUH G I sm) 585 1.2 80 3 NMERALR
T 5 JCEL 6 JTCH G IR OB M n) 55 1.2 803 NI 1 5 JoEl 6 ST &
[PIIR REE R

[0109] & AHEH—A 5 MG 5 TR 75 23 A HRE 2 w9 (B 8 JoAi &
) AFRHAFR TR FFmEmy (5] a0, BRI (2, 1-b] WEME ) RIIBK PR (451 2, K w5
[1,2-a] BKME) o

[o110]  &A5 5 TG 6 JTCH A 07 R AR e ] (BRI 9 JeH& X0 ) A
FEAHAN PR T 2% FF PR 258 MRy 258 0K s | 2 I | e 2 I A L 2 - e A A - I e |
2RI e R L S 2R IR [P e g e L g Iz — S Mg (I e M| (RS (45, R
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W | BLIEENS ) (g e IR M Rtk E (440, KM [1, 2—a] MEREFIBKIE I [4, 5-b] mEERE ) (AL
FrmEng (flhn, nkmegE [1, 5-al BERE ) A8 I ) S B SO RO e otk e (491 G, ke 3
[1,5-a] mkmg ) @ 5 5 SCHFER 6 JTIREI T — DBl S nb g FFntbme 5 4 ( anmgn Jf
[2, 3-b] mbmEFEA] ) .
01111 & 2 MA 6 UM RIXOA 057 F 5L B R ) (BP 10 JoHd& 304 ) AR E
AN IbR | S nbk 2K S L AR IR R IR (BETEEAR (= 0), B4R
AR IFFNLAEE ) 5 A8 FEL IR 57 2R UM 2R 5 F @ e s L R JEIERE R JF R ik e
FOHmE W R | A IR  PRAIER L 2, 3— TR YR 1, 5 A LSRN B
[0112] & O TG IR AR 75 TG BA 1) 2% 05 J 5 AT 1) 7 A9 0, i DU S A 25 DY S P b D s
Wbk A IR EYy L SR IERRIR L2, 3- A& - ATF [, 4] ZREIE 2R IE [1, 3] 1R AR R
54, 5, 6, T— PUSUR MG . 00 S A MDA e 2L A .
[0113] SRk IR IS RN A 1R 057 5 2 PR FE (1) 7 AT DA A1 Sh A 58 AH AN IR T 28 9 2 256 g | e
o S MG JE | 2 P R S L S K P R L R DR M S | | e | S I M I | T S e
S IR TR | S IR ML | TR I S IR L | I IR | S AR | s R PR | s A R | 1
WIS R I =S 2, 3— TR ZLZEAE Rk A%,
[0114]  ARIE“HE A BFRAT L L BRI AR RS, HE5H 2 b—4 1k A N,
S A0 IR T
[0115]  HEJF AT LR 3-7 JU b . ASCTHIARTE “3-7 JTHRH” W K HA 3.4.5.
6 B¢ 7 ANER R BCRL AR X L H R AR B A B I SR B . 5 T AR DT IR AYER R AR 9
F& 21— nHLe L 1 AELIIBRRE L 2— MK I L 3— AEk I IRR IR L AR JE R L 1 MR e TR L 2— M
B3 LM HESEE VU SR 2 | DY S 20 2 ML PR 55 | 2— bk PAembk 5  3— bk Paeimbh 55 b o 22
2— ML MeE B L 3— ML MR RE S BRI e 2L L 3— AR AR IR AL (3—dioxalanyl) WEMEEHL | S
M e | 2 IR MR 25,
[0116] 6 JuAE 75 I 4% 25 1 7 18] 60, 35 WIR W 256  WIR e I 225 Mo el 225 . — S0Pk e 225 DY 0Nk i
JE  2H L g 2 L AH nip iR 5 MESE IR (thianyl) A ALMELLEE (thianyl oxide) 4 fLMELT
3t (thianyl dioxide) WRMEEL, M2 FE (diozanyl).1,4— —BESFL 1, 4- — WERE L.
1,3,5- =W (1,3, 5-triozalanyl) 1, 3, 5— = W& % L. 1, 4— N0 bk JE | B £ N mpk 2
1, 4- AR O gk . = HEFE 1, 4- WEIEFRLAE,
[0117] 7 JuAEJF IR BE IR 7 0 CL R BB B 2 L S IR B 2 I TR B 55
[0118]  HEFF RN M AT LLRRA A4 (AR R (WREFIE (uridinyl) 55 ) sHHFR
KR o FIMAREFE SWOR TR (WSt 2890 VB2 B 38 L B SE) MG EEDS
%5 J66 JCEK 7 JCAIR . SIS T R A AR DY I 5 0.6 JuEk 7 JCALI R AL G
SMIESE 2RI R I IE (benzodiazepinyl) VAP R ELEE (benzazepinyl) \ A If
DB R
[o119]  RIB“HEMAR” KR —FXOMER, K3l A= R F e ‘iR m 17 (5
H AR 2D Gt ( “850x 7)) R, HAFESH 1.2.3 804 DMARJRF IR 7-11 Joik
HMURXGA 711 JCAFR, Prid 24 Jf ik 5 0V N A S,
[0120]  RTE “RIE TEER” RRT REAEAE TR (L) BAERAR (D) &ER T 4E
BEE, SRIE T AR LR 1 2 5 1R W B 38 2 s ) (365 A Bon U8 A 2 25 1R )
29
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& -H(H 2 )« -CH, (N2 ) « ~CH(CH,) , ( 4§z 1% ) « —~CH,CH(CH,), ( 524 ) « —CH(CH,)
CH,CH, ( 57528 ) — (CH,) NH, ( #6i%#% ) .- (CH,) ,NHC ( = NH)NH, ( k5% % ) .—CH,— (5-1H- Bk
e 35 ) (41 & B2 )« —CH,CONH, ( K 4 Bt fi% ) . —CH,CH,CONH, ( 4% 2 Bt Ji% ) « —~CH,COO0H ( K
& 5 R )+ ~CH,CH,COOH ( 7% % R )+ —CH,— 2K %& (2K N & R ) « —CH,~ (4-0H- 2K % ) ( 7§
R )+ —CH,~ (3—1H- 1] Wk 3% ) (8 & /R ) « ~CH,SH( ¥ Bt & B2 ) . —CH,CH,SCH, ( FF il &
% )« —CH,0H( 22 2% ) « —CH(OH) CH, ( ZR 2R ) AR BENLIE e (PR ) , Horhorpng
BEFE IR AR B AR (R AL BT B T B 4o SRR T 3B RAR S IR IR 1 2 R BRI 35 9 1) 715 481
(H65 h SR HYg H R ) 2 - (CH,) ,—C(0) —0-C(CHy) 5 (¥ 2 FRAUT BE ) «— (CH,) ,~NH-C(
0)~0-C(CHy) , (N, = (BUT S IEFRIL ) - #i 2% ) < (CH,) ;~NH-C (0) NH, (JRZ4 & ) . —CH,~CH,O0H ( /5
225 ) A1~ (CH,) ,~CHNH, ( %R ) o 7RIS WAL FEBETE IR EE L BRI | 557 2 AR AN
Z CHBEAAEHER REALIY ) o ATE SRR RESS 70 "t ] A5G — ZR 51 HE R ARG il R Tt 1
iz« 77 FE RN A% 05 L B

[0121]  BRAE S AN UL EH , A ST RS “AT L 2 BRI 7 B AT 2R I B IE 7 S 57 LA sl
A UAANE 1,223 4 BREE 2 AN, 03K 1.2 803 A4S, FEALIE | 8k 2 Mk B R A2 — P EAR
[RIFEIA :C g BEHE Cog T Gy FIE Cy g MPEE  FRIE VAR Cg BERREE 7R C L EAR
FEFFE K FR . Cg BEFE AR (T CF, AT CHE,) .\ C, ¢ KE4FE 4% (U1 OCF, F1 OCHF,) RIR \ J&
FE IR USRI 2 B AR T OB 2 T L T I T i 2 IR L EA R B fi X
EUAR I MR 202 P IR S 25 PR IR B 328 e A O A AR IR L TR I T 2 AR
Figh PR 2 T DA e T s | TR e EDATC O s 0t f XU R T I e B TR IR 0 256
773k g EHE AN EE L D7 SRR A R, Horp e 58 VIR 2k L BRIk VR Bk 05 6 L R AL
A= 77 FE R IR R DL B A AT S B 0] DU dE— DA e AR . BRIE S5 4 Ut B, A% R B
() A~ Sl 5 P Ry B IO T L IO R B HE 1.2.3 B4 AN, fR3E 1 s 2 M ik B UL A
RPRAREE :Cpy e 2t CRETIE A RE ) i 2e CRETIE T ) IR Cy HE5E (CREJIZ CHE, 1 CF5)
OH. C,, HEfdE (el OCH,) « COH. CO,C,, ek (HFli& CO,CH,y) « NH,« NHC,, Bk (el
& NHCH,) « N(C,_, Bt ), CHRHIJ& N(CH,) ) - NHC( = 0)C,_, %tFk NHC( = 0) —4-6 JLHIFFE
OP (= 0) (OR), ( HAr 4 R A7 M H sk €, KE3E ) P (= 0) (OR), (AP R A7 M2 H 5k
Coog BEFE )« Cog MPEdE CREAEINTABEIS IR T R 2 A JOe BE R R e 5 ) R 4-6 T
AT CREREARIR T IR Y T e 2 | DY S0Pk MR 2 L bk s Joe 266 | D S P el 256 | bk B £
NI IR | S A ME R I | AR MR I R (BB DU SRR L ) SR A M It 36 | 4y e
Pt WRWE S AWRIESE ) , b 4h Bl sV A BUAREE I — 040 1) C o, bt HE AL 255 IEN
VNI IE T3 5 T3 A TR T S I vk — TR R AR .

[0122]  {E5 N BIARER 2% 07 FEFUENUR Z4 AR 2R 1M O, AT 8 AR R 38 mT DL AL FE(E
ANBRFRE3E CHPN-C,, Bk ) , BARIE A, U2 N- L,

[0123] NIRRT A AU 7 R G E AT AR ) A6 L N- Ak

[0124]  FRAEIE b LA Al B il 1 S it 9] 4k S it 7 2K

[0125]  {L&4)

[0126]  FE—Asiti 7 AN, ALk RATIEREEURT C ¢ K, IR Cpy pidE H LR R R
Z BRI &5

[0127]  fE—ANSEiti 7 U, X, J2 C-Ry X, & CR, H X; /2 C-Rye
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[0128]  E— Sy AU, X, 42 C-Ry HLR, 2 H sl 3%, fLik He
[0120]  AE— NSty A, 31 A RATIEL B 5-6 T 7 5, Lt 20— A N IR
To LB A, B AR 5 AT . AR b TOAR IR A 1 = R LR IR I
IR o AE— ST A, P A 6 TR ITHE, AR UL MEE (AL E AL BRI
[o130]  fE—siti A, 72, 2

OH

[0131] % —(CHy)q Ry WIfPERUEE LG 2 R 2L / MR B R 2L / BB O IR £ / B
Rs

BT, Ho g R, B Ry WG SCHTE Lo

[0182]  7E— ALt /7 =, X, & C-Ry, H R, 42 Ho 7E 5 —ANSEHt 77 0, X, 72 C-R,,

H R, 3 H HL OHTIR LRI C, ¢ B3t ATIEZ BRI C, ¢ MiZE ATIEL B 0C, ¢ Stk

(IR TR SC,_¢ FEdk T ELIUCH S( = 0) C,¢ FidE ATHEL IR 5-6 JCALI . X 2 .

AR C, s B ON AMTIE LB (CH,) NRR

[0183]  fE— A5 5 X, Ry A Ho i3 (ARIE F) COHTE & BRI NHC, , BEdE (fik

NHCH, 8% NHCH,CH,) + A3 Z8 BUAR I N(C, 5 E3E ), (3 N(CH,) , 3] N(CH,) CH,CH,) T 3% £ B

fRIF SC,, B (Ui SCH,CH,) ATIEZAZEURH S(= 0)C,, fidk (i S( = 0) CH,CH,) T

TR AR 6 JT2%F (A1 6 Joinngupk ) ALK 0C, 5 FidE (Lt FAEFEE A

55 ), AP AR IE I EUREE AT L2904 OH AR ZE | Cog BBt (HIANIRINZE ) \ 2RFEE1 56 JT

IR (A5 DY SR DU S bR  EE S e B PARJE Mk AR BR IR IRE  WIR PR R b b )

[0134]  FE—ANsL 7 U, X, A2 C-Ry, o Ry 2 Ho

[0135] £ 55— A5zl 7 N, X J& C-Ry, Hir Ry ik AR AU C g tIE TIEL U

(11 CHL) 00, o e ATHEZBUARAY (CH,) NRR S 38 22 B E, B R

B 5 RS A @ FORHN B, Huk B VORI BAN LRI ) B BR 37 JCHER M AT

AR A A XU 810 TCALERCy o J7FER 510 TCAY 77 B AT AL LEHUEUAR 57, S Ak
AU, B 7, 1% H HLOH AR A U] Cy g BEdE TR Z B Cyp MidE R LB Cy g
%%xﬁfﬁi%@ﬁx{ﬁ E(] (CHg) moclfa FC%\EE@?JX:EX{JQ E/:J (CHQ) mNRaRb\/EEiZEéJZ:EX/f—% E/(J (CHZ) p_4_6

JCIIR ATIEZREUCH) (CH,) ,— 8 — SR —7-11 JuI8FR YT £ B ‘CW%—“O

[0136] £ 55— ASEH T AP, Ry 28 BRI €, Fedk ARE LU OC,, ekt T
T2 HUARH) (CHy) NH, TR 2R B (CH,) NHC, 5 SR AT IR ZE AT (CHy) N (Cpog BE2E ) 50
FE 57— A9t T AP Ry 26 B AR 2R B PR (ARl 482 — LR AR 6 Juak
A (gt ) B ) BUEIE U AL (L it me S5 UG, JE i me A6t
IR )
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[0137)  {ES—A MR T, R, R * ag R, o+ R SRR T

I AT @ R B, Hok B AT ECAHLURT Y SR 5-6 JTaRFR (ATntk s ek

(pyrrolindinyl) FHRGMRZEL ) | C; 5 5EAN 5-6 JUA% % FEH T T L HIERAR o

[0138]  fE—AMRiEseiE 7 R b, R B RAFRE L EUR K 5-6 J0Z% 757 9 I 6 o285 5k
L e AR WRIE R RE (K 6 JCA% T k2 A LI 1

[0139]  7E—siciti A\, Z, 2 He

[0140]  #E—ANSEii 7 AR, 7, 3% B OHVEE LU C, o itk ATIEALBURH C, ¢ M AT
BRI Cy IE ATIELEUR T (CH,) ,0C, ¢ BEFE LIRS BRI (CH,) ,SC, ¢ kit AT ik
LB (CH,) S (= 0) C, g Kedk 30 38 TR EUR IR B AR C,y Se3E | (CH,) NH, AEREZ BT
[#) (CH,) NHC, ¢ HEFE AL B (CH,) N(Cp g etk ), fRIEZLHURHKT (CH,) ;—4-6 JTCIF

fEIEZHURI (CH,y) ,— 18 - XOR -7-11 JT2 T IR L AT fcﬁk—NQ

[0141]  FESH— AL 7, 7, % B OH 2 (IR F) LR LU C o e (455
s IR CFFN I, AL PR ) AR BRI 0C bidE (el P RN
AR vk (fLik F) . (CHy NH, (e A2 NH,) AR B (CH) NHC, , et (e il 2
NHCH, 1 NHCH,CH,) /T3 £ BRI (CH,) NHC, ¢ FRBEdt (5 f& CHNHC, ¢ PR%¢3%E (0 CHNH
WBESL ) A NHC, o Fibedt (1 NH- 3R Cptdt ) R B ET (CH) N (Cps FE2E ), (R
J2& N(CH,) , TN (CH,) CH,CH,) TR LEEAR T (CH,) ,-4-6 JCAIR AT BRI (CH,) ,— 18 - XL

e =T-11 JuZe AR L 2 U (C”S’F““MQ FE 53— A5t T7 N, 2, RATIE L U

(CH:z)pWNO Horbp 32 001 802, LIk 0 81, SEARIER 1.

[o142]  AE— M RIPLIE RIS T 5N 7, AR AU (CHy) =46 JUa M BT R 22
ARHT (CH) = 98 = XA =711 Juzs3, Horpp REEH 0.1 82 FRESY, fLE 0 8 1. el ik
() 4-6 Juas I F 2D — A EORIR T HALFEN T WSk (I etk | DRIE S  WRR S W I |
B AR PR L | S A W R BE AT SR R MERR I, JF Rl — 2D B R A R ol DL B R — XX
e =T-11 JTERMAHE R R IRR B S I8 B IR T B m] AR e A

[0143] &I Z, MR HUREE R G EARR TP sl MU, JLIER 1 8 2 FhEUCEE
MATHBIE H OHL Cpp BedE (RRRZEFEE ) L Coy fEfiEE (RPRl2 AR ) i3 (Reil2 B)
CO,H. COC, 4 Pk (R C0,CHy) P (= 0) (OH), A1 P( = 0) (0C,_, Yo )20

[0144]  FE— A8 A, Pridtb 45250 (Ta)

[0145]
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o Alk
4 X ‘ >—m/
s

%2

Z

(Ia)
[o146]  FLEk SFAVRHMVH BEVR AN RS HA 0 W7 A4 1A B 282k TP IR B / R IR
/ ERBLREL / BRI AOE T 24

[0147] P X, X, ALk ER AVER B Z, 1 Z, TR ST E X s
[0148]  fE— A5l /7, 7, J2 il
OH
[0149] % —(CHy)q Ry MBI , SR 2 TR 2L / Be R 2k / MR iRk /
Rs
PEEHTZY .

[0150]  JLrp g 2KEH 0.1.2 F1 3 3% IF HA5 (CHy) SEfk (AFAERT ) WIS Mg AT 2L HL
s
[0151] R, /& H B AR LR C g HEdE AL LRI Co g M2k AT LR C,p
I AT HUAR) (CH,) ,0C, ¢ KEdEEIE LU (CHy) 0C (= 0) €, Kt R L HUT
(CH,) SC, ¢ Kedik AFELEUR (CH,) ,S(= 0)Cpq BEkE ;& AL LB KA €,y SrFEFI
AL BRI (CH) NR'R® 5
[0152] R, ik FAAEIELEUCHY C s bk AR C, M ATIRLBURIK Cyg BLFE AT
AR C, AR IR AT IR LU A A5 TR LB 4-6 JCALIR AT R LU 5-6
TG 7 AT IR LU (CH,) 0C, ¢ BEdE ATE AT (CH,y) ,0C (= 0) C, 4 Bk ATIELEL
AR (CH,) SCy Fidk AFIEL BT (CH,) ,0C( = 0)C, etk i 38 AL BATHI AR €y
BEEAYTIEZ B (CHy) NRR
[0153]  t & H 1.2.3.4.5 Ff1 6 HALE N 1.2 8L 3,
[0154]  R* I R® & phar ik B H ST BUARIY C g BEdE 5
[0155] B R, Ml Ry 5 HERZ KRR 5T T AT £ U 4-6 JOANIREK Cop FRBEFEIR 5 DL
[0156] % L~ 5FR A ERE1( 15,
[0157]1  #E—ANSitE 7 b, g & 0 8 1, P2 0,
[0158]  fE—ANSj 77 2N, R, 42 H BATIE R BRI o, e (RRAlE AR S ) SRy ik
HATE BRI C, i (R PR 58 ) ATIEAERURI K48 Cp s St dE (CRr A2 CHE,.
CH,CHF,CF, #1 CH,CF,) \EIE & HURIT Cop MPEIEIA CREIE IR AZE IR T 26 AR T
5 ) EIEEHUR 4-6 TTAH CREIZ SR ) AR S EURH 5-6 JuaeEh (Real2 sy
22— NEIRIET CAnBRME RN g 5L ) ) B R, T Ry 5 HOE BBk SR T T AT 18 28 HUAR
() 4-6 JCAIR T Cy g FAPEFEIR .
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[0159] R, FI Ry 5 HIEB IR A I ) 4-6 JTCAUHE 4 JoH (W 230 T HE R A
ATt ) <5 JeI (ARt A  IEE Aot IR M | DY SR AR Ry ) R 6 JTER ( WIWRIE WRFE |
N bk D SnEE A T DY SRR ) o BARERI & 28R MU S = o (il S = 0, B i i
VU S E G T AR — D493 bt (oxo—thiane) B A ARkt (dioxo—thiane)) J5&
ey (1t N=- 48464 ) 1 Cy, edk (fltn N- L) .
[0160] R, 7l Ry 15 FLZERL IR SR 1~ T T 1) g PR EE M FE TN B PR R VA T 2 BRI
SERII CIEER, R 2 2 R E R T2
[0161] & I& ¥ R, A Ry AL R BRI AL RN R T4 a0 — A A, Pk 1 812 MR
5, HOMT U B OHL €y HEdE (HnARIE ) iR Cy_y HEd& (40 CHF, i CF5) « CO,H, CO,C,_,
Tl Cpy BEEIE (WIHFEIE ) AT (= 0)  NH, NHC, , BEFEFT N(C, 5 %635 ) 5o
[0162]  7E5— At 77 b, 7, 8 Z, (ke Z,) 21l
[0163]

OH

st ()
X

* —(CHy)q Ry % —(CHz)q—'T'Ra

[0164] [T PERF SCH R &AL IR EL / M WIS / MR ARk / BESATZS, Hoh av Ry Rs
AN QAT SCRTE SC, ATERAE Ry ARy AR E— LISty s, q 72 0 81, flit
0o

[0165]  fE—/MSjli A, 2 Z, P IERER, Wiy SCAE Xt (D 5 (Ta) Btk &9m)
CLHCAM BV A 40 SR RS R AR/ BB S T A7 £E

[o166]  fE— sty b, pridfe &K (TD) -

[0167]
OH
5. 0 Alk
(CHy) % \ ‘S Nf
Rg = H
N
g 8

Z

ay
[o168] ik AMHBEMAR ARXT WAL AR 0 SR A R R VR A IR B / BRVIEIR 2L / R I
[ ENIR AW W TR
[0169]  JLA X, Xo ATk R AVHR BLZ, Ry Ry A g WOATSCHTIE o AE— ML SEHE T
q & 08 1, ik 0.
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[0281]  57)1-[5-[2-(1- &Fk ~1- I - £ ) wemg —5- F& ]-7- (2 mkme 3t ) -1, 3- % JF
mEmE —2- F 13- % - K

[0282]  58) 1-[5-[2-[ M JAZE (FRIL) A | memg —5- 5L ]-7-(2- mbmgde ) -1, 3- R IFuE
e —2- i 1-3- 23 - Ik

BS

BS
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[0283]  59) 1- &3k =3-[5-[2-(1- JRILPIL ) Wemg —5- FL ]-7-(2- MERERE ) -1, 3— 2RIk
e —2—- Fe T IR

[0284]  60)1- &3 —3-[5-[2-(1- 3L -2, 2- —FIEE - L) memg —5— JE 1-7-(2- nikmg
55 -1, 3- ZRIfmEm —2- JE ] IR

[0285]  61)1- £33 -3-[6-[2-(1- FRIE T F& ) Weng -5 J& -7-(2- MEme L ) —1, 3- K Ifme
e —2- 25 1 K

[0286]  62) [(1R)—1-[5-[2-( LFEH FWEILZIL ) -7 (2-nbwe I ) -1, 3— R FFmEm: —5- 3% ]
mEnE —2- 55 ] 40k ] (R) —2- & -3- A - T IRHE

[0287]  63) [(1S)-1-[5-[2-( LFEA FWEILZIL ) -7 (2-nbwedE ) -1, 3- AR FFmEm: —5- 3% ]
mEmE —2- 5 ] 4% ] (2R) -2- 2 -3 A - TS

[0288] 64)1- & & -3-[7-[4-[[(3S)-3— & mt mg 4 -1- K 1 T K J-2- mt mg
5 ]-6-[2-(1- BRI LKL ) weng —5- FE -1, 3— RFFmEmMe —2— 3 ] IR

[0289] 65)1- & & -3-[7-[4-[(3- & Z& & ¢ ¥ T & -1- &) F & ]-2- 1t ne
HE]-6-[2-(1- BRI LKL ) wEng —5— FE 11, 3— AR HFmEMe —2- 3L ] JIR

[0290]  66)1- &5 -3-[6-[2-(1- FRFEE LI ) wemg —5- 2% ]-7-[4-[ (3- 22 -3- & - K
FREIRT ot —1- 55 ) B3 J-2- mbme 2 -1, 3— A gfmeme —2—- 25 1 iR 5

[0201]  67)1- & % -3-[5-[2-(1- L & —-1- FHE - £ &) wgng -5- 3L ]-7-[4-[(3- &
5 -3 FAE - bk -1 ) B ]-2- mbme S J-1, 3- ZRgFmEm —2- ] IR

[0292]  68) 1- &% —3-[5-[2-(1- FREE L 5L ) wemg —5— & ]-7-[4-[ (3— ARGk —4- 55 )
AL J-2— mibmg 2t 1-1, 3— < JFmEme —2— 55 1 JIK

[0203]  69) 1-[7-[4-[[ (2R, 6S) -2, 6— — I ZLMGbbk —4- KL ] AL J-2—-nmikng 2k ] -5-[2- (1- 3%
FEOHE ) WERE —5- 5L ]-1, 3- ZRIFMEME —2- 3L 13- L3 - R

[0294]  70) 1- &3k -3-[6-[2-(1- BRI L3 ) mEmg —5-FL 1-7-[4-[(2, 2, 3, 3,5, 5, 6, 6 J\
AR IR —4- 2% ) FRZE J-2- mbme st 1-1, 3— 2R FmEme —2—- 5L ] IR ;

[0205]  71)1-[7-[4-[(2, 5- —HIZEEmk —4- 3% ) A ]-2-ntmedt ] -5-[2-(1- R FE LEH)
WEIE —5— gk -1, 3— JRIFMEME —2- JE 1-3- £33 - IR

[0206] 72) 29)-1-[[2-[2-( & Z& & A Wt & & & )-5-[2-(1- & & & &) ¥
WE —5— 2 ]-1, 3— ZRIHFMEmE —7— J& ]—4- mbme 5L ] F2E ] mbng e —2- IR

[0297]  73) 1- &% -3-[5-[2-(1- 2 I £ 3L ) WEmg —5- FL 1-7-[4-(6- H A4 —2- A Ay 2
[3.3] Pakt —2—- ZEFEE ) —2—- mbme &t 1-1, 3— 2R JfFmEme —2- 3L ] Ik

[0208] 7T 1-[6-[2-( LA PEEREEEL)-T-4-(1- & -1- FE - L) -2-ntwg
5 1-1, 3 ZRgFmEmMe —5- L ] mENE —2- gk ]-4- L - WRIE —4- FRIE ;

[0209]  75)1- & #k -3-[5-[2-(1- & & & 3L ) We g —5- 3 1-7-[4-(2- g Ik 3 £ 5
B ) -2- mbmEdE 1-1, 3- A JFmEM: —2- 5L ] IR

[0300]  76)1- &2 -3-[5-[2-(1- R L H ) memg 5 ]-7-[4-[(3- FEEE LA T
ft —1- 25 ) FEE ]-2- mbmeEdt 1-1, 3- ZRIFmEm: —2—- 3L ] IR

[0301]  77)1- &3& -3-[5-[2-(1- & &3 ) memg —5- 3 1-7-[4-[[ (3R) -3~ FZ FL M nk
ft —1- 26 ] L ]-2- mEmEdE 1-1, 3— R JFmEme: —2- 35 1 Ik 5

[0302]  78)1- £ —3-[6-[2-(1- F&kE —1- I3k - &3 ) meng —5- 5 ]-7-[4-(2- 4

3
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LHEEEE ) WEnE -2- 56 1-1, 3- ZRJFmERE —2- 3 ] IR

[0303]  79) 1= &3k —3-[7-[4-(4- ZILWRIE —1- Hk ) WENE -2- 5 ]-5-[2-(1- Bk -1-
J - L) WEWE -5 3k 11, 3- AFmEME —2- FE ] IR

[0304]  80)1- &3k —3-[5-[2- (1- J&dk —1- FIk - 4% ) WENE —5- Jk 1-7-[4-(2- P4k
LARHE ) -2- MEmERE -1, 3— ZRIFmEm —2- 3 ] JIR

[0305]  81)1- &% -3-[5-[2-(1- F & —2- WMk Ik - £ 3L ) W e —5- 2% ]-7-(2- mEwe
B ) -1, 3- FIFmEME —2- ] IR

[0306]  82) 1-[5-[2-(1-F&Hk —1- FIHk - L5 ) WENE —5- Jk ]-7- (2- MEmedk ) -1, 3- #Jf
WM —2— %k 1-3- AL - iR

[0307]  83) 1-[5-[2-(1- 3% 2k & F&) Wi W —5- 2k 1-7-(2- mL me 2% ) -1, 3- % Jf
W —2- Jk ]-3- FI3E - IR

[0308]  84) 1- &2k —3-[5-[2-(1- FRIL L3k ) WHWE —5- 5 1-T-[4-[ (3 F2dk —3- AL — it
MEHE —1- FE ) TR ]-2- MENESE J-1, 3 AEIFmEME —2- ] IR

[0300]  85)1- L3k —3-[7-[4-(2- Rk LA &AL ) WENE —2- % ]-6-[2-(1- % dk —1-
B - LB ) WEWE -5- Jk 11, 3- ATFMEME —2- JE ] IR

[0310] 86)1- & % -3-[7-[4-(3- F& % -3- 7 & - % & ¥ T ki -1- %) W
WE —2- 3k 1-5-[2-(1- Jo &k —1- I3k - £5) WRNE —5- 2k 11, 3— AJFmEm: —2- 3% ] Ik ;
[0311]  87)1-[6-[2-( & #& 2 AV Bt %k & & ) -5-[2-(1- F2 5 —1- H 2 - £ 56 )
WE —5— %k -1, 3— FIFMEME —7— 5 ] WEIE —4- J 1-4- 3L - URIE —4- FRIR

[0312]  88) 1-[5-[2-( ZFEA PELAEEEE ) -7-[4- (1- FRIE L5 ) —2- mEme sk 1-1, 3- FJF
WEME —5— ] WENE —2- 3k ]-4- F3E - DRIE —4- AR

[0313]  89) [1-[5-[2-( LFEEHE FMFEZUIE ) -7 (2- MEBESE ) -1, 3— R mEMe -5 5% ] %
WE —2- 3k 1-1- A3k - £ J4- IR - 1- FRIRNE

[0314]  90)1- & J& -3-[6-[2-(1- & & & &) W ¢ —5- & 1-7-(4- & & -2- i g
B ) -1, 3- FRJFmEME —2- JE ] IR

[0315]  91) 1- &% —3-[5-[2- (1- &3k —1- F1IE - L3 ) WENE —5- J 1-7-[4-(2- Mt
LHEREE) WENE -2- B 11, 3- FJFMEME —2- JE ] IR

[0316]  92)1- & 3k -3-[5-[2-(1- J& & £ F) Mg g -5- 2% J-7-[4-(2- T & 2
) -2- MEmESE -1, 3- FRIFmEME -2- 2 ] IR

[0317]  93) 1- £3& -3-[5-[2-(1- FRIL L5 ) WimE —5- JE 1-7-[4-[ (3- FAIE R IR
B —1- %) WENE —2- 2k 11, 3- FFHEME —2- JE ] IR

[0318]  94)1- & J -3-[5-[2-(1- }& £ & 2k ) W g -5- 45 1-7-(4- W mpk 2% mg
WE —2- 3k ) -1, 3 FIFmEME —2- 3% ] Ik

[0319]  95) I- £3% —3-[5-[6-(1- Fdk LI ) —3— MEBEFE ]-7-(2- HEWEFE ) -1, 3- ZRJfFmE
i —2- T IR

[0320]  96) 1= &2 —3-[7T-(2- MW 2 ) -5-[6-(2, 2, 2= =9 —1- F& 2k — £ 9% ) -3 ML
B 1-1, 3- FIFmEME -2- T IR

[0321] 97 1-[2-[2-(Z A F B R ) H5-[2-(1-FE-I-F -2 )1
WE —5— %k -1, 3— AIFMEME —7— 5 ] WEIE —4- J 1-4- 3L - URIE —4- FRIR

=4
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[0322] 98)1- & % -3-[6-[2-(1- & #& —1- & 5 - 55 ) mg g —-5- 5L 1-7-(2- np ng
) -1, 3 ZRgFmEMe —2- JE ] IR

[0323] 99)1-[6-[2-( &R FEE AL )-7-[6-(1- & -1- F I - £ ) -2- e wg
511, 3 ZRgFmEmMe —5- L ] mERE —2- gL ]-4- L - WRIE —4- BRI ;

[0324]  100) 1-[7T-[4-( = LA B BEE 25 ) 2- b we 2% 1-5-[2-(1- RE L&) W
WE —5— & 1-1, 3— ZRIFmEmM: —2- JL 1-3- £ - IR

[0325]  101)1- £3& —-3-[5-[2-(1- FBFE —1- L - 238 ) wEmg —5— & 1-7-[4- ("G upk I A
5 ) WERE —2- FE ]-1, 3- ZRgFmEME —2- FL ] R

[0326]  102) 1- £3& -3-[6-[2-(1- L —1- L - 238 ) wemg -5 5k 1-7-[6- ( bk
55 mbE -2- gk -1, 3- R JFHEMe —2- JE ] IR

[0327]  103) 1- £ % -3-[5-[2-(1- }2 & —1- AL - &%) weng —5- 3 J-7-[4-[ (2- &
B -2- I - N3 ) &S ] mEeE -2- 5L ]-1, 3 ZRgFmEmE 2-JE ] IR

[0328]  104) 1- &2 -3-[6-[2-(1- FREE L& ) Wemg —5- & ]-7-[4- (PUSWeng —2- ZE 4R
B ) -2- mbmEdE 1-1, 3- AR FFmEM: —2- 5L T iR ;

[0320]  105) 1- &3 —3-[7-[4- (3- FRILE A T e —1- 3% ) memg —2- 5% 1-5-[2- (1- 2k
LFE) WERE -5 5L 11, 3— A FFmEmE —2—- B T IR

[0330]  106) 1- £ 2% —3-[7-(5— i —4- Wbk 55 — me g —2- 55 ) 5-[2-(1- R L3 ) W
WE —5— & 1-1, 3— ZRFfFmEme: —2—- JL ] IR

[0331]  107)1- &F -3-[6-[2-(1- F& —1- - 2% ) weng —5- 3 ]-7-[4-[4-(2- F
FILOHE) Wk —1- 28 ] wEng —2— 58 ]-1, 3— A gFmEme —2- 55 ] Jik ;

[0332]  108) 1— & 3& —3-[7-[4-( nh bk It A 2% ) —2— mip g % 1-5-[6-(2, 2, 2- =3 —1- 5%
B OFE) -3 mMERESE 1-1, 3- AR FFmEME —2- 5L T IR

[0333]  109) 1-[6-[2-( LA FWEIEZIL ) -5-[2-(1- LK) Mg 5% 1-1, 3-
FRmEMe —7- JL ] mERE —4- JE ]-4- 2L - URIE —4- RIR

[0334] 110)1-[2-[2- (L EH A FMEAE)S-R2-(1-KE-1-FE-L &) W
WE —5— & 1-1, 3— ZRFFmEmM: —7— J& ]-4- mEmEdE ] URAE —4- IR ;

[0335]  111)1- & 2% -3-[5-[2-(4- F2 55 DY & nib i —4— 2 ) mmg —5- & 1-7-(2— nip me
) -1, 3 ZRgfFmEmMe —2- JL ] IR

[0336] 112)1- &3 -3-[6-[2-(1- I LHL ) Wemg —5- J& 1-7-[4-(2- 4% -7- A LR
[3.5] Fht —7- FEFEE ) —2- mbme gt 1-1, 3— ZRJfFmEme —2- 5L ] Ik

[0337]  113)1- &2 -3-[56-[2-(3- FR L5 A4 1 T ot —3- 2k ) Wimg —5- 2k 1-7-(2— ik me
) -1, 3 ZRgFmEMe —2- JE ] IR

[0338]  114)1- &% -3-[5-[2-(1- Ik -1- B - 238 ) meng —5- 4 1-7-[4-[ (3- %
53— I - BT ke -1 55 ) B3R 12— mbme 2L 11, 3— A gFmEm —2—- 5L T iR

[0339]  115) 1- &3E -3-[5-[2-(1- I LI ) Wemg —5- 2 17— Wemg —2- JE -1, 3- ZKJf M
e —2- F T IR 5

[0340]  116) 1- £FE —3-[7-[4- (2— hmpkIE £ 5800k ) —2—- mibiEFE ] -5-[6-(2, 2, 2- =5 -1 =%
K- OHE) -3 mERESE 1-1, 3- A gFmEME -2- 5L T IR ;

[0341]  117) 1-[2-[2-( ZFEA FWILZIL ) -5-[2-(1- JoKE &5 ) Wmg —5- % ]-1, 3- =K

P
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Frmgm —7— JL ] mEng —4- Fk 1-4- I - RIE —4- BRIE

[0342]  118) 1-[5-[2-[ (IR, 2R%)—-1,2- — ¥ F& N & ] W% mg -5- 3L 1-7-(2- nip ng
F)-1,3- K R mE M 2- L ]-3- 4 E - (R AW 1-[6-[2-[(R, 2R) -1, 2- = &
N HE ] mE g -5- JE -7 (2- b mE R ) -1, 3- 2% IR ME M -2- 5L ]-3- & F - iR
1-[6-[2-[(1S,29)-1,2- — & Z& Py Z& ] W& mg —5- 2% ]-7-(2- mt mg 2% ) -1, 3— &% Jf m
M —2- 3 1-3- ZF - iR ) ;

[0343]  119) 1- £FE -3-[6-[2- (1- FRRE BRI ) Wemg —5— 2% 17— (2- mbme 3t ) -1, 3- 289
mEm: —2- 55 1 iR ;

[0344]  120) 1- &5 -3-[5-[2-(1- J2d& —1- F3L - &%) weng —5- 58 1-7-[5— (k3L
FE ) WEmE —2- Fk 1-1, 3- ZEgrmEME —2- 5L T PR

[0345]  121)1- & % -3-[5-[2-[(IR)-1- 2 & & & ] W mg —5— & 1-7-[4- (g ik & 9
H5 ) —2- MERERL 1-1, 3- R JFmEME —2- FL T IR ;

[0346]  122)1- & % -3-[5-[2-[(1S)~1- £ & & F& T wgng —5- 55 1-7-[4- (e ik B H
55 ) —2- MERERL 1-1, 3- ZRIFFmEM: —2- FL T IR ;

[0347]  123)4-[3-[6-[2-( LEEH FWEIE A ) -7- - Mbre s ) -1, 3- ZRFFmEm: —5- 3% ]
WEIE —2- 3% ] BRI T e -3- 3L ] AL —4- AN - TR

[0348]  124)4-[2-[6-[2-( LA FEF W ZIL ) -7 (- nbwedE ) -1, 3- R FFmEm: —5- 3% ]
mEnE —2- 5L ]-2- FRdk - NS 14- AR - TR

[0349]  125) 1- &5 -3-[5-[2-(4- FR AL VY ML —4- 3 ) wing —5- 5% 1-7-[4- (k3L
F5 ) -2 MERERL 1-1, 3- ZRIFmEM: —2- FL ] IR

[0350]  126) 1-[6-[2-( LFEZIEFERRE AL ) —7- (- MEmERE ) -1, 3- 2R FFmEme —5— J ] mi
Mg —2- 3 ] % 2- WA LWl

[0351]  127)1- & %k -3-[5-[2- (4- ¥ 3L P &
5 -1, 3 ZRgfFmEmMe —2—- 5L ] IR

[0352]  128)1- £2& —3-[6-[2-(4- 2 —1- & —4-WRNE L ) WEmg —5- 5 ]-7- (2- nnE
) -1, 3 ZRgFmEme —2—- L ] IR

[0353]  129) [1-[5-[2-( L2 BRI ) -7 (2 mbre s ) -1, 3— A FFmeme —5- 55 ] ws
Mg —2- 3 1-1- FEE - 23 12- - WROREER ) Lk

[0354]  130) 1-[5-[2-[ (1R*, 2S%) -3, 3—- @ -1, 2—- —F2FL -4 ] memg —-5- 3L ]-7-(2-nlt
WEL ) -1, 3— AR FFmEME —2- L 1-3- £ - IR CRAW 1-[5-[2-[ (IR, 25)-3, 3- 5 -1, 2- —
FREL - N ] mERE 5 L ]-T- (- b wE g ) -1, 3- 2R IR mE e -2 JL 13- 45 - IR
1-[6-[2-[ (1S, 2R) =3, 3— 5k —1, 2— JRJk — TAZE ] Memg —5- 2 1-7- (2 MEmegdE ) -1, 3- K
FEmEM: —2- JL 1-3- 4 - IR )

[0355]  131)1- & & —3-[7-(2- mt mg 3L )-5-[2-[ (IR*, 2S%) -3, 3, 3— = %4 -1, 2- — ¥
- N mERE -5 ]-1, 3- e —2- R T IR (WRA W) 1- &3 -3-[7-(2- ik ng
H)-5-[2-[(1R,2S)-3,3,3- = & -1,2- — 5 - H & ] mgug —5- 3 1-1,3- 2K Jf B
M —2— L ] IR ;R 1- &5 -3-[7-(2-mtkmg 3L ) -5-[2-[ (1S, 2R) -3, 3,3- =& -1, 2- &
F - N ] mERE —5- 58 11, 3- A gFmEME —2-FE T iR )

[0356]  132) [1-[5-[2-( LFE2 FELFE 2L ) -7— (2 mbme st ) -1, 3— A FFmEme —5- 35 ] w

i

Mg —4— 5L ) mE g —5— FL 1-7-(2— nit g
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WE -2 FE 1-1- FFE - £33 1 (2S) -2 HIE N RS

[0357]  133)4-[(1S)-1-[5-[2-( & & & T Wk 2k 2 55 ) —7—(2— mib weg 2% ) -1, 3— 2% Jf M
M —5— FE T MEIE -2- 36 ] L4k 1-4-EAR - TR

[0358]  134)4-[(1R)-1-[56-[2-( & & & HF Wk 25 & 26 ) -7-(2— mb we 2% ) -1, 3— 2K Jf W
e —5- 3 ] mEng —2- 5 ] O ]-4- AR - TR

[0359]  135) 1-[5—[2-(1,2- ¥ 3k —1- P - £ &) meng —5- & 1-7-[4- (S &/
Fe ) —2- mpmEdk 1-1, 3- ZRFFmEME —2- FL 1-3- 45k - JIK

[0360]  136) [1-[5-[2-( LFEZ FERFE I ) -7 (2 mbre ) -1, 3— A FFmeme —5- 55 ] ws
WE —2- 5E ] &5 2- 20k —2- I - TR 5

[0361]  137) 1-[5-[2-( LAE2 FBLFE RIS ) -7- (2- mbRedE ) -1, 3- AR FfFmemy —5- 3% ] ws
g —2- 5 1 43 3- S IL AR

[0362]  138) A T 4 4-[5-[2-( & F& 2 1 Wk 2 20 &% ) —7— (2— nik wg 2k ) -1, 3— 2% Jf 1
e —5— JE ] mERE -2- 3L 1-4- FRIE - WRIE —1- REREE ;

[0363] 139)1- & Z& -3-[6-[2-(4- F& Z& -1- & A -0 24 ¥ & ke —4- ) ¥
g —5- Fk 1-7-(2- MEme 5 ) 1, 3— R JfFmEms: —2- 56 1 1R

[0364]  140) [1-[5-[2-( LIz MBEIEZAE ) -7- (2- MEmEdE ) -1, 3— ZJFmeme —5- J& ] ¢
Mg —2- 35 1-1- 2k - 43 12-( ZHEEEE ) LRI ;

[0365]  141) [1-[5-[2-( LFEZ FEEFEZIEL ) -7T- (2 mbre s ) -1, 3— A FFmeme —5- 55 ] ws
e —2—- Fk 1-1- FEE - 23 12— kL LR 1S ;

[0366]  142) 1-[7-[4-[[ (2R, 6S)-2,6- — H X mh phk —4- & 1 F K J-2- k. me
A5 1-5-[2-[(IR) -1- FrE L3k ] WEIE —5- 2k 1-1, 3— ZJFmems —2- 5& 1-3- Z4& - Ik ;
[0367]  143) 1-[7-[4-[[ (2R, 6S)-2,6- — M X nh mk -4- & T 7 K ]-2- it mg
5 ]-5-[2-[(1S)-1- BRI LT ] memg -5 FL 1-1, 3- ZRFFmEme: —2- JL 1-3- &5 - IR
[0368]  144) [1-[5-[2-( L BRI ) -7 (2 mbre ks ) -1, 3— A FFmeme —5- 5 ] ws
e —2— Fk 1-1- %L - 23 15— @I RS

[0369]  145) [1-[5-[2-( LFEZ BRI ) -7 (2 mbie ks ) -1, 3— A FFmeme —5- 55 ] ws
e —2- 2k 1-1- I - &3 15— ( RS ) RIRHS ;

[0370]  146) [1-[5-[2-( LFEZ FEEFEZIEL ) -7 (2 mbre s ) -1, 3— A FFmEme —5- 58 ] ws
mE —2- 5 1-1- 3k - 2358 12- &I LRBS

[0371]1  147) 1-[7-[4-[ (3, 3—- A IFA T4 —1- 35 ) P J-2-memedt 1-5-[2-(1- &
5 -1- I - L3 ) mEng -5- 5 ]-1, 3- ZRFFmEME: —2- % 1-3- 2% - Ik ;

[0372]  148) 1-[7-[4-[[ (2R, 6S)-2,6- — B F& g mk -4- 3£ ] B 3£ ]-2- ot me
B ]-5-[2-(3- BEA IR T It —3— 55 ) meng —5- 3k 11, 3- ZEFmEme —2- K 13- 23 - iR
[0373]  149) 1-[6-[2-( LR FBLRE RS ) -7- (- mbwe 3k ) -1, 3- 2R Ffmemy: —5- 3 ] ws
e —2- 5 ] LEEWEIR A

[0374]  150) 1- &%k -3-[5-[2-(1- 4k —1- A% - 25 ) meng —-5- 4 1-6-(2- AL
FERFE ) 1, 3- ZFFmEME —2- L T IR ;

[0375]  151) I- £3& -3-[5-[2-(1- F2%E —1- 3L - 238 ) Mg —5- 38 ]-7- Wbkt -1, 3- K
FrmEmE —2- 36 ] %

b
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[0376]  152) [(1R)-1-[56-[2-( & Z& 24 A Wk 2k 20 5 ) -7—-(2— b mg 2% ) -1, 3— &% Jf g
e —5— J ] mEmE —2- 5L ] £ ] BEIR AR

[0377]1  153) [(1S)-1-[6-[2-( & Z& 2 Y Wk 2% 2 55 ) -7 (2— b wg 2% ) -1, 3— 2K Jf WE
e —5- 3L ] mEmg -2- 5L ] 5L ] IR AR

[0378]  154) 1- £k —3-[5-[2- (3— FRILAALIA T ot —3— 2k ) WEmE —5- 5 1-7-[4- (b
AL ) —2— mibmE gL 1-1, 3— 2 JFmemy: —2- 55 1 Jif ;

[0379]  155)1- & 3 —3-[7T-[4-[(3- B 4 & & 2% 3 1 ke —1- 3 ) F % 12— ng
5 1-5-[6-(2,2,2- =5 —1- 3 - 45 ) -3- mEmedt 1-1, 3- ZRFEmeme: —2- 3% 7 fix 5
[0380]  156) 1-[7-[4-[(4, 4- 5 —1- WREEZE ) FEE J-2-nbme 3 1-5-[2-(1- EFE -1- H
He - 2FL ) mEnE —5-FE ]-1, 3- IRFFmEME —2- FL 13- 2L - ik

[0381]  157) 1-[5-[2-(1, 2- " FRF—1- %L - Z3L) wsng —5-HL 1-7- (2—-nikmedt ) -1, 3
JRmEmE —2- FE 1-3- £33 - ik

[0382]  158) 1- & Fk -3-[5-[2-(1- ¥& & & %) m& g —5- & 1-7-(5- B 3 —2- ik mg
) -1, 3 ZRgfmEme —2- B ] IR

[0383]  159) 1- &4E -3-[5-[2-(1- &% —1- L - &8 ) W —5- 2% 1-7-[4-[(4- A&
Wik —1- 55 ) AL 12— mbmedE 1-1, 3— 2 JFmeme —2- JL ] JIg ;

[0384]  160) [(1S)-1-[6-[2-( & Z& 2 FF Wk 2% 2 55 ) -7 (2 nib mg 2% ) -1, 3— &% Ff mE
M —5- J ] mEg —2- 5L ] &5 ] (2S) - MERE AT -2 FRIRI s

[0385]  161) [(IR)-1-[5-[2-( & & 2 T Wk 2k 20 3L ) -7-(2— ik we 56 ) -1, 3— & Jf
e —5— J ] mEmE —2- 5L ] &KL ] (2S) - MERE AT —2- SRR ;

[0386]  162) A T 2& 3-[6-[2-( & Z& & AP Wk 2 2 2 ) —7—(2— mib we 2 ) -1, 3— % JF W
e —5— J ] mEmE —2- 5L ]-3- FR 0L - A T ke -1 ?ﬁ@&@a;

[0387]  163) 1- £ 3& -3-[5-[2-(3- MIEH AR T 4% -3~ g —5- 55 ]-7-(2- L wE
55 -1, 3- ZRIFmEmE —2- FE ] IR

[0388]  164) 1-[7-[4-[[(2R,6S)-2,6- — H H iy mk -4- & T B & ]-2- np nme
HE1-5-[2-(1- 0 —1- gL - &%) meng —5- 2k ]-1, 3— A JFmEm: —2- 3L 1-3- £33 - IR ;
[0389]  165) [1-[5-[2-( LFEZ FEEFEZIE ) -T- (2 mbRe ks ) -1, 3— A FFmeme —5- 55 ] ws
W —2- 55 ]-1- B2 - &2 J2-[[(29) - mbmg ke —2- At ] & ] SIS 5

[0390]  166) [1-[5-[2-( LFE2 FEEFE 2L ) -7— (2 mbre st ) -1, 3— A FFmEme —5- 35 ] w#
WE —2- 55 ]-1- 5L - &5 1 (29) - MERg At —2- R IR 5

[0391]  167)4-[3-[5-[7-[4-[[ (2R, 6S)-2,6— — F¥ J& g ppk —4— K 1 1 5 J-2- it ng
I ]-2-( AR PWEIEEIE ) -1, 3- AR IFmEM: —5- JL ] mEng —2- L ] 42438 T —3- 3 ]
A -4-FA - TR

[0392] 168)1- & % -3-[7-[6-(F £ & F)2-mhmg £ 1-5-[2-(1- B 5 & &) ws
WE —5- 2 1-1, 3— 2 JFmEm —2- JL T JIR 5

[0393]  169) [1-[5-[2-( LFEZ FERFEZIEL ) -7 (2 mbre s ) -1, 3— A FFmEme —5- 55 ] ws
WE —2— Fk 1-1- %L - 43 12- (- WEukIk L FL I ) LRI ;

[0394]  170)2-[[2-[1-[6-[2-( & Z& & F Bt 2& & 25 ) -7 (2— mb wg & ) -1, 3— 28 JF mE
e —5-FL ] mEnE 2- 3k ]-1- R - 2R ] 2- AR - AR I EE ] 4%
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[0395]  171) (2S) —2- 2k —4-[1-[5-[2- ( LA P WEIE 2L ) -7- - mbmE s ) -1, 3- 28 9F
WEM: —5— L ] MERE —2- JE ]-1- FE - AL 4R - TR

[0396]  172) [1-[5-[2-( ZFEa WAL ) -7- (2- MEmeJE ) —1, 3— R IfFmEme —5- JL ] m
g —2- 3k 1-1- 5L - 23 14— &L T Rk

[0397] 173)1- & F& -3-[6-[2-(4- ¥ FE -1, 1- — & A - W 4% 3 ;0 ke —4- L) w%
WE —5— J& 1-7—(2— mbRE s ) -1, 3— A FFmEme —2—- 55 1 IR 5

[0398]  174) 1- 45 -3-[5-[2- (4-FR2E —4-WRWEFL ) MERE —5— 25 ]-7— (2-mibmedE) -1, 3- 2%
FrmEme —2- 3 7 J ;

[0399]  175) 1-[7-[4-[(3- LZEAFEREII T It —1- 2% ) FIE 12— mbme 5 J-5-[2-(1- =%
5 -1- 3 - L3 ) mEng -5- 5L 11, 3- ZRgFmEME —2- R ]-3- 2 - R

[0400]  176) 1- £&F& -3-[6-[2- (1-F2Hk —1- Ik - 58 ) Mg -5k 1-6- 4R 3E -1, 3- K
FFmEms —2- 3£ ] iR

[0401]  177) 1- &3 -3-[6- % —5-[2-(1- }& ik —1- Ak - 23 ) memg —5-J& ]-1, 3- I
mEmE —2— %5 1 IR ;

[0402] 178)1- & 2 -3-[7T-(3- % —4- FHE K 2- Mk me & ) 5-[2-[1- R E L ] W
WE —5- 2 1-1, 3— 2 JFmEm —2- JL ] JIR ;

[0403]  179)3-[[2-[1-[5-[2-( & Z& & Mk & & 2% ) -7 (2— mb wg %5 ) -1, 3— 2K If g
e —5- J ] mEmg -2- 5L ]-1- I - A ] 2- AR - B T =HE ] AR

[0404]  180) [1-[5-[2-( LFE2 FEEFEZIEL ) -7T— (2 mbRe s ) -1, 3— A FFmeme —5- 35 ] ws
WE —2- 55 ]-1- 5L - &5 ] (3R) — MERg At —3- R IRI s

[0405]  181) [1-[6-[2-( LFEa ML &3 ) —7— (2— MEmERE ) -1, 3— ZRIFFmEme —5- J& ] i
hE —2- 3 ]-1- AL - 2% ] (3R) - EipkEE —3- FRILNE ;

[0406]  182) 1-[6- (FRNIEFEEIE) -5-[2-(1-FRHE -1- I - £38) meng —5-JE ]-1, 3- 2K
FrmEmE —2- FE 1-3- £33 - ik

[0407]  183)1- &%t -3-[5-[2-(1- 4k —1- A% - 25 ) meng —-5- & 1-6-(2- KL
) -1, 3- R IFmEME —2- FE ] IR

[0408]  184) [1-[5-[2-( L BRI ) -7 (2 mbRe s ) -1, 3— A FFmEme —5- 55 ] ws
WE —2—- g% 1-1- 5L - 43 12- (- IR O AR ) LIRHE

[0409]  185)1- & & —3-[5-[2-[1- #2 3 2 F ] wswg —5- 3 1-7-[4- (B X 1 ok 3

H ) -2 MEmEHE 11, 3 ZRKFFmEM: —2- 3L ] IR

[0410] 186)1- L % 3-[6-2- A K L HIE)H-[2-(1- K HE -1-FHEH-2FH)n
WE —5— & 1-1, 3— ZRFfFmEme —2— J& 1 IR

[0411]  187)1- &3& -3-[5-[2-(1- B3 —1- 3L - 238 ) meng —5- 3% 1-7-[4- (B AL bk
TR ) —2- mEmERL 11, 3- ZRIFmEME —2- FL T /IR ;

[0412]  188)1- &3 —3-[5-[2-(1- &% -1- IS - £ &) wemg —5- 3 1-7-[4-[ (1-
R -1, 4- WERE —4- 55 ) I3 J-2- mbme gt 1-1, 3— A JFmeme: —2- 55 T /iR 5

[0413]  189) 1- &3& —3-[5-[2-(1- F2%E —1- 3L - 2 3L ) memg —5- 3L ]-6-[2- A E L
A (PREE) 2408 1-1, 3- A fmEme —2- JL ] IR

[0414]  190) [1-[5-[2-( ZFE2 FEEFE 2L ) -7— (2 mbRe s ) -1, 3— A FFmEme —5- 35 ] w

B

b

ES

B

BS
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WE —2- 55 ]-1- 5L - &5 ] IR AUl
[0415]  191) 1-[7-[4-[ (1, 1- 5K -1, 4- WEmE —4- 2% ) AL J-2-nmipme 2k J-5-[2-(1- &
5 -1- I - 238 ) mEng —5- 26 ]-1, 3- A JFmEME —2- gL ]-3- 240k - IR ;

[o416]  192) 1-[6-[ (3,4~ “HELERIEL ) FHE J-5-[2-(1- FHE -1- FH - %) B
e —5- 3k -1, 3— ZIFWEME —2- . 1-3- 2.3 - Ik ;

[0417]  193)1- &3 -3-[6-[2-[1- Fo 2 £ 3& ] memg —5- J& ]-6- ( VY& iip —2- 25 A 4
5 -1, 3- ZRIFmEmE —2- F ] IR

[0418]  194) 1- & F& -3-[6-[2-[1- }oFk & 5 | memg —5- L 16— Mk 5 —1, 3— 2K JF 1
e —2— F T IR

[0419]  195) 1-[7-[(3S)-3— & ZEmbms ¢t —1- & J-5-[2-(1- R & -1- F R - £ 5 )
g —5- Fk -1, 3— ZFFWEME —2- FL 1-3- 23 - IR 5

[0420] 196) 1- £ 3 -3-[7T-[4-[(2- BRI L FERFE ) FE J-2-mpmg % ]-5-[2-(1- &
B 1= I - o5 ) mEmg —5- JE 11, 3- ZRJfmMEmE —2- JE ] IR

[0421]  197) 1- &3E -3-[5-[5-(1- FRIE &2k ) -3 mbme 5 1-7-(2- mEmg 2t ) -1, 3- K IFmE
e —2- 35 1 K

[o422] 198)1- & K -3-[5-[2-(1- } H -1- 7 X -2 E ) m
mg —5- 2% 1-7-[4-[(2, 2, 3, 3,5, 5, 6, 6— J\Ur ARSI —4- 25 ) HI2E 12— ke 2% 1-1, 3- 2K 3F
mEm: —2- ] IR ;

[0423]  199) 1- &3 -3-[5-[2-(1- F2%E —1- 3L - 23L ) memg —5- 3L ]-6- (2- Wi 2
AR ) -1, 3- R IFmEM: —2- 5L T IR

[0424]  200) 1- Z.H -3-[5-[2-(1- FHE —1- I - 23 ) g -5- % ]-6-(2- FHRIEL
SEMBEES ) -1, 3— AR FFHEMe —2- FL ] IR

[0425]  201) 1- &3E -3-[5-[2-(1—- F2%E —1- 3L - 238 ) memg —5- 3L ]-6-(2- A E L
SEPRETESL ) -1, 3- A IFFmEM: —2— 5 T IR

[0426]  202) 1- &2 -3-[6-[2-[(IR) —1- 2R L5 ] wemg —5- & ]-7— (5— F4E —2- nLme
55 -1, 3- ZRIfmEm —2- FE ] K

[0427]  7E 55— MRr e Sl 7 A0, LI 24 S e (PLIERERT 25 ) R Lk AT
A HEXH LS A R o S AR R TRARTE R 7B 5 — M e SEE 7 P, AR IR X Se L A
MR £ / s (PUIEBEEREE / WERT 2y ) SISl h AR HEAA L AR it S 1A L ol ke S A AR RN JRA R
s

[0428] Rl 76— st 7 b, Bk &9k A BL LS9 b B — A B BRSO IR 26
/W& ALE) 18.19.20.21.62.63.123.126.129,132.133.134,136.137.140, 141,144,145,
146.149.152.153,160.161.165.166.167.169.170,171.172,179,180.181.184 1 190, I
Eh AN TR AR WS AR A X R S R AR AR K

[0420] =X () MALEWHIERIE AL 22 LT B2 1, (HN R A AE 2 2% LT B2 i 27
A S R P, BRA HERT R AR 2 252 B mT sz IR 3 ik o e 4

[0430] &2 % Bl I AR EARR T 25 % Erl 2 M ehLRR (0 2hie i g
T I A R B IR PR 0 R T R AN &V IR IR ) 13, B % BT 2 A ALIR (4R A
BT IR AR SRR R IR BRI R T M R BRI T R R R IR & BIR
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SERIR TR IR LR R IR B IR R PR BRI R L LR AL LR AR AR IR R
IR K —1, 2— TRIR KM IR\ X FE R IR R A = IR A3 = IR JENH IR K IR 1l i

R R AR R\ AR 25 IR TR  FREIR 72 R R IR W LR I B AT R ) 13k

[0431] M SR B FRAEHANRR Tt 25 5% b a4 52 B FH B85 - T8 s 0 26, Gy 2k L B0 R VB 2
Bk ER R VR R VR AR R Y (It = QB R AR ) R R L (it SERE Y K
PIARLE ) DL B 4 i A 2 IR (AR AR 2 TR B =R ) T R 25%= F
A] 32 (1) RIS T R LT R — A5 S A AR SR AR N i L AN, I HLAR T30 20k i
“Handbook of Pharmaceutical salts( (ZjH#hFH)) "P. H. Stahl.C. G. Wermuth, 55 1 i,
2002, BR) — PEE 42 25 s R (Wiley—VCH) o

[0432] ] LAASE FH ARy 2 TR Bl 1tk 25 U2k BTk AT =4k, il ialom) & ) an AR e 5 ik 4
(AR RE s SBE IR T e i AL IR IR A ) AR —he ikl (i ik — TP R AT
BiR — CME ) AHAREE A (e e s sl 2 SR IR IR )

[0433]  FRILFELPIW] DL BFRR IR IR (U1 LR 2, 2- —HIEAR ) R FRERL,
B AFEGEIETR (WS ) HZE I RTRER A, B GG R (I FAEER ) 1
TR IR, BR B R 22 JER IR I « YR B IR I B A TR 1 o

[0434]  NOAREI T AEWnT DLEA ARG, B gE DL—Fp LB i S R 7 A 7 X
1R AR IEW S8 E A AR O R ARG 7 i A TE XA E ), 2 KT 90%
ee, M%) 95% B 97% ee, KT 99% ee, L HIREW, BLFEIMNHIEIR G 1X L8 5 M AR 7] L
KHAKIFRE B CH a2 A e A ) slad ik F 3 75k il 4

[0435] AR FEX (D) KMLEYRIRTZS . AR 22 Whad s R i s8R = (D
RIS V) RE S AL AT 2 o

[0436]  REHILIER A A FREREARRI 2 (R / B8 BEIREh / e iR Eh / R
FIEE ), ALFEAC IR T 2 55 IR AN PR 1) S S s v FH ke 38 e /1 2430 40 () /K A Bl P T B Ak LIRS
A EE LN

[0437]  HEY)

[0438] 4Rt T — Al G, Friddl & asE X (D MG R i S ek
AT Bl S ) A X B S R AR T 25

[0430] DL, Frid 20 & Wi 00 3 2% b ] e 52 B0 BB 77 sl U 5]

(04401 ] 451 4 At dd s A 5 0] A R0 A 80 71) s 88 1) A Bl - i o 2 A R AL Y 2
P IR o BT 700 Rl 5 70 1907 FE8 70 s 70 DRUR TS ) 4 M 24y 2 i ) sl 3 B B R
A A K A S .

[0441]  ZyHIFIEFEE T O B 458 R (AR DBFE T ) @ E 2 (B
FEWLAI Y 52 R AERIKN ) 25 T IR L sk DUE T A B A T E R 7T LA &
W) B AT ) B T SO A R B AL S 9 5 A G A 3] 800 B0 R ) — S B, I HLT
RTE AT B [ 4 (g )y sl 78 g ) sl (Anvsvig « i v LV Tt ) sl ] 2
AREE ), 2T DR, UEFIEH T ERs 7 s Ce 3 S soe KH T 5 sk
(BEET) .

[0442]  FE—ASEht )7 rp, AR AW AT ECEH T O RE 2500/ sk (IV) 4
2,
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[0443] 755 — ALt 7 rh, AR A G n] 5 5 — P mine & 45 25 S s AS o —
FRHLRT o GG TR A RN AR, OFETE R 2 SRR 5= I E & R
B - WBERZ. B — BRI BRSBTS DR 22 R BRI Bl P 15 A o I 9 v Il P
MR 7y R EREE Ly B R AT AR

[0444]  YRIT 5V

[0445]  AS BHARAIL T U674 B RS HY ) T 12, Bl 7 V2 A4 ) S8 Pl B It 2 45 7 X
(D teEeidLgysy: Eriesz gk,

[0446] AR B IAL G P w] LS I AT 0d 7 V40 24, i, Dk B sk Camsd i 52T
AR P JULEAT A < Bt Py 5 ) sl R (2, A Ay J B AT S K T B E K R R B
AV ) o

[0447]  ARMIAHEHE 720 (1) MAL-SW i 257% bl 852 1) 3h FH T16 97 40 B
[0448]  Aif “HEE” T8I KT BB B A B e IR TAE N m i 3 sRA 2R 1k
RN B 2 RN N S A G &

[0449]  ASCHT AR “AEM” B /AR & A R e B8 M 107 i, LU & & IRE
SE A G BB BRI A AT AR o« 22 BTS2 IR R R ARRE BE U )
MG HIFIFR e A, B2 E R aaEEH.

[0450]  ORTE“4h2y” Fl / 8k “245 T AL G W N AR A n) 75 BLYR 7 I MARSR LA R I A
Yo

[0451]  H T45 T AR EWEI 259 -G m] T 8t DA & S A7 18 U2 30, FF0T il
I BN B ATAT T3 548 o A T 153 A 8 A v M B 2 5 4 s — Bl 22 Pl B o s 70 1100 8¢
FNEEE IR B, AR ARG AT/ B0 J5 [ AR 28om) 29— s i 45 & LU
HA A, ARG W BT, Bz I 2 T I AL A TE RS A
VDR B A DASKT 0 TR R B 7 A T R (R R o SO R TR “A 647 BiEHE S
A E B E A I i, DU BB R ER B R e = R 8 o A R

[0452]  Z544H A W] LA T B AT 3 S PR B P B VR VR B 2. AT i A 0 Ty
s 0 b Bl G 08 i 2 GRS I 0 R0 B B L BT . CRE I T LR B
T8 AN AT 2 52 1R 025 A 8 1) B30 R B ) 1) I B S VS VR B RV A A 1, 3- T R
TRV o AT FH R AT B 52 8RR 7] A 7K S BRA QIS VAN S92 RIS W b4, T8 R
o B A E BRI B T I E 8, AR AT R N B4 A v, L
R R R R SRR, BRITER (i ) T T AT S

[0453]  {E¥A Y7 BRINPS 40 1 Sk 4%, A 38 1) ) B /K P 2 29 0. 01-500mg/kg B K E /
Ky BV ZANFIES 2. AT Ok 25, Ik LR FE A 69, b & F
1. 0-1000 =& 5T M 7T

[0454] AT, I SE AR A AT L A4 838 (1) 5 0 1) 2 K R0 ) 2 426 ] e A ], I B ok 1 45 e
PRI 22, 46 Bt R A S W) IS T AL S 0 R A AR TR AR AR AR 88 L R S A
R PR AR, 25 25 5 2R B Ta) L HE R A 25 « B A ™ SR B N 32 R 07
[ 3 o

[0455] [ T RIS N LS, AT LIRS A% & B 75 5067 5 M HARR FLsh 4 . 440, BE
MEp AU BN L7/ PR o (SR N rae e b B ST SN 1 N 7' N 0 2 e S E ST T S
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I R WG B sk SRR AR, BTIR D7V e N T LA A A s AR (kg ) .
[0456] bk 7 iR 97 AT SRR LY, AEREA R T R4 4 26 L5 B B L K
NN R R S E ST SN I NI T35 29) 7/ L= S S S v o N S D o 7
[0457] & 771

[0458] 3@ W, AR HMAEY I IEE IR S FHA (-2 Mrha 5 (i-a) BIET
AR IR 2

[0459]

o xAlk
W X N >———N OH
=~ H
1\( \
Xo.. I : i &71‘(0‘*2)@@’4‘
X3 S + Rg .

(i-a) (ii-a)

[0460]  BRERES (i-b) KIPTIALE L (Li-b) HIRTAME -
[0461]

>—H OH

X2

W S + Z%{CHE)QYZ ;
(i-b) (ii-b)

[0462]  AUHE T STy R0 St 9 G0l K AR AR B A o IERAR T DAL L A A
AN WA A S I PR AR / Be BEIR ER / R VBREREL / Mg A RN AT 25 T X AFAE )
AR AR % o

[0463] JEMAH VLA

[0464] AR EW AT EARSBFARN KRR (Suzuki) BIEEMF T HIE. &
ERAaTE 1) Bartk (BREMERsSHmREE) Shais (ks (R CL.Br M
D 8= I (BURCZIMR ) 5 (11) AR T, Wb B He sk IR 5 (111) 4E4HAL
3, 41 Pd (dppf) C1, 8% Pd (PPh,) ,C1, ;LA (iv) A HLEH, a0 —HE ke DMF.

[0465]  IEA] /5L B

[0466] A</ BH (P40 A4 PT A8 I 730 JF A5 A1 1 I 50 23 30 D Ay A e i) 2% o 5 R 2 R
F& (1) J& 555, W NaBH, s LA K (1) A HLEH), W TMF.

[0467] JEHMAH VL C

[0468]  ALFE EEES A AR BHIGAL APl il i fEE AL 5 0F TR o AR il & . A
TERISAEEAE () AL, 10 0s0, sBLE (i) B LG, Winkne .

[0469] 1A VLD

[0470] A% A4 B AR W IRAG G P AT AR AR U B AR 2 & I IR R TR 45 T
i) 4% o
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[0471] EA HVLE

[0472]  AREHEIM G4 AN — S8 s, 18k i o e Ak i ke il 46 . &
EAAERE ) B R, Witk (st ) 86 P (L) AL, 41 Et,0.

[0473] M HVEF

[0474] AR BIIAL G W] 70 AR SIS AR N R BRI L% 1) (Stille) MBS Tl
HERAMERE Q) Barfk (BREEE GRS CLBr M1 1)) 58455 F S5k 4 i
Ak (=T 58 B (BURZIMR) 5 (L) BRI 4T, Wi Pd (PPhy) , LA
(1ii) A HLHEH, a1 DMF.

[0475] M LG

[0476] AR T AEARGUBEAR N 72 B IR - AR (Chan—Lam) fHECSAT T il & .
HIE A ELRE (1) B 7 N-H &0 5 B RT 7R -5 A RN R 1 b T AR B (BUR 2R 5 (1)
AFAEAAF] (40 Cu(0AC) ,. H,0) (4T, fE U

[0477] EHJ7V%EH

[0478]  ARBMAAEY) (RS A EUREEES 7 MATZTE ) AIEARSURE AR N BRI S
EHRA T AT29E N EREEEE F IR AL / Be B AL / e FIls, ARG kIR T 2 IR A —p
[RIIR L, TLTE BB 2% A1 1 S S o ik

[0479] JEA HILT

[o480] A & B W AL & W) W AR AR O B HL R N G 2 B 5F IR - i R RS
(Buchwald-Hartwig) fBECAAE T Hles. GEMAMARE () HARE & RHMAT A S A4 N-H
W R R AR (BURZ IR ) 5 (L) PRI 44T T, an Pd, (dba) 5 5 (111) &4
[FIECAA, 41 Xantphos ; (iv) &A1& I, U1 Cs,COq s LKL (v) B HLEEH, W 1, 4— Ik,
[o481]  #RITE T

[0482] AU BH AL G 1) 3 AT AR A AU AR N 53 3R IR 45 A i) 4%, B AR 45k 18
FH 38T B4 A

[0483]  H4iiif B A LA A Bl EE T A NLE A VE TR G W Eca NS FIKIREY (I
41 DCM, THF \ THF /MeOH. EtOH) 7, FFis e TBOK T 1 /R Y 3R / B9 TAH IR HLE
BCA NN G BRI / T W WnT LU AR R0 IR o 3h =4l 7E =38 FUTE
B TR i L T S8 G I B S v HT DA R 00 iE . IR DR e I AN Buws R (an
CbE IEBEEE SRS IR ) AME S il , ik 267 Wy a8 ik J0 7 ook R e 4 7 i 5
WL NG VL

[0484] 75 R PR #h

[o485]  ERER Th vl L) 4k Ak AW BIFAEG TGN (WL ) FIFRINAKYE oM Eh iR %
TR 2% o A8 FH KM REAL A WD B S5 B 255 R LT AL S 1 1 Bh R 2

[o486] 7 ARG £

[0487]  FRTEER Ehml 1@ ik B Wk Ak W) BIFAEAIERH (WS lE) It 1 9 & i Fis
R KR 2% o B 220 LU A & 90 1) FR R 1 26

[0488] -ty BS VARG K

[0489] AU B IAL S A AE AU AR N 72 2RI -1 HPLC 4510 T 75 B e HL A X ik S
ey PR BORT Bl S A A o B, WA TR B SR) Clndst PR R 2 35 1R, 91 1 Boe— G2 IR ) AT AE ALK
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T3 M ILS I e A b e b - PR AT AR 20, 8IS A 18 R Can Bt ) RS IR A AR 1 2
A i UL RS B SRIDI R (ks g b Sy h A I DTRR ) ERK B e ) i A 1 B2 DA
HFYERTIRT Ay o T VERE G WS R R SR TR A 1 Mi tsonobu RBYEAR IS T IE L AE = e
RIS Cln =255 0% ) A e e B A — IR A7/ s 0L e 5 F R (s 1R,
i 40 Boc— SR ) BEIE 0 45 Bl & R B AERT i e M AR VR A 1 7 58 e

[0490]  fR¥"FEH]

[0491] RN IEFE, M RETHELRIIR 285« GG AR P Tolk b2, 3+ HAER
2R HER, W0 Protecting Groups in Organic Synthesis (¢ HL-& a3 5L
B1)),Greene T W, 201 EA) H frfl 24 i~ 7] (Wiley Interscience),1981. W IfEAE
SN FR TR B T ORI R RN s SR IR A A, TEAR S Tl AR B RO A5 A T IR 7t /5
TRY, 0 5- 2L -1, 3, 5- = HE —2- i,

[0492]  EHeHEH] H

[0493]  UbAk, W ERMR AT X AE A SCHTAT B RN A5 T A2 B AR & B R AL & ) 7E AR S Hy
RN RRBEIE S T EATE PR E R B, AR AN 51 R BRAR w] 38 i e 55
BAEME A R EE ZFNMEY, B EARR T x5 BE 0 R B8 kR |
2 R J R 28 2k P PR IR Tt PR IR T IR M A R I % R L 2% 07 ik A e 0 AR ) ot T e A o

W

SEHE 1l

[0494]  ACHIIREL AN 51 N BHAA, B T ELARFE IR (R A8 L8 DL AL, 3 w] DX A SC BTk 16 A BH ik
ATARMWAME . IRAEHEIR A I B, AHASNSZ T 3 St 9] ) PR ) o

[0495] [R5 A Ui BH , 45 W St v fr 46 5 163 LR

[0496] 455

[0497] Ac: ZWEEE

[0498] ACN: ZJi5

[0499]  cfus: BHREIKEAT

[0500] DCM: & F%E

[0501]  DIPEA: N, N- RN %
[0502]  DMAP: N, N—= SR mE —4- %
[0503]  DMF: N, N- — FR 3 A e
[0504]  DMSO: 27

[0505] EtOAc: LR T

[0506] Et,0: AN

[0507]  EtOH: LI

[0508] g: i

[0509] h: /NI

[0510]  H,0: K

[0511]  HPLC: A i
[0512]  IPA: W —2- g
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[0513]  kg: T

[0514] L: It

[0515]  LCMS: VBORH €0 1% o i I FH
[0516]  LDA: RN
[0517]  M: IR / Tt

[0518] mg: 2=

[0519] min: B

[0520]  mL: =7t

[0521]  MeOH: i

[0522]  mol: JEIR

[0523] mmol: EEIR

[0524]  MS: Jigss

[0525]  NBS: N= YRARTE H L Vi
[0526]  NMP: 1— FAZENL g —2- B
[0527]  NMR: AT

[0528]  Pd(dppf)Cl,: [1,1" -3 ( “ZRFEBEEE ) %k ] — &L (1D, DOM &4
[0520] Pd,(dba), = ( =W 'RIEEPET]) —48 (0)
[0530] Pd(PPhy), VY ( =ZRZ:ME) 4 (0)
[0531]  RT: =ik

[0532]  THF: IWEAURE

[0533]  TLC: U R AR

[0534] fLEWE R

[0535]  7E Britker Avance DRX400.AC200 5% AM300 Y6k Fic 3% 'H NMR WP, {# %%
VR D 2 IRAE AL (CDCT,\MeODDMSO—dg CD,CN BT —dg) Hic ki . £E 8 25
RULE T 32— (ppm) ENAAAT e, AT H F B 43 Bl 2 B s (B ) dORE) (t (=
) q(E) . p(/NE) m( ZE) MPSEHEER br (%E ). ££ Micromass Platform QMS
8¢ Thermo Finnigan LCQ Advantage J&HHX _Fid & i (EST) o 7F 40-63 1 m feEJ 60 (R0
AH] Merck) 4i*5 9385) LHFAT PR 3%, 764 A Combi-Flash™ i AL Combi~Flash
Maith R4 F i E AR GraceResol v BERT L Grace Reveleris™ C-18 AR E ok
Biotage SNAP™ C-18 AHRERE I Biotage SP4 4tk 24k kAT A BhHRIE (A3 . 18 5 &
T Gilson215 JAARALFHE A5 1 HP1100PDA #5281 Gilson322 ek & {# ] Varian XRs C-18
100x21. 2mm #E [ Agilent1200 51 5 mEA I 1 il 2% 84 LCMS 47 il 46 24 HPLC. BRaAE A U
B, 75 0, BT iR HPLC R 421 H Phenomenex C8(2) 4%, H A &A LG LL T 0. 06%
[ TFA 7KW 25 0. 1% TFA [RI7K B8 0. 1% FRER KK .

[0536]  Hp i) 44 1) S it 51

[0537]  [2-( ZFEE FMEREEIE ) -7 (- nibme St ) —1, 3— ZRIfmEmy: —5- Jt | e (Hrn]fk
1)

[0538]

68



CON 104302645 A L) I - 51/123 1

oK
Ho_j ) °>_N/— 'H-NMR (DMSO-dg, 400 MHz): 8 1.10 (¢, J= 7.20 Hz, 3H),
H
}—ﬁ 3.20 (m, 2H), 6.84 (br s, 1H), 7.41 (m, 1H), 8.01 (m, 1H), 8.12
\ (s. 1H)., 8.25 (m, 3H), 8.40 (s, 1H), 8.79 (d, J= 4.0 Hz, 1H) f0
N

| 10.57 (brs, 1H). MS:343.25 [M+H]",

[0539] 2~ JE -3 I ~5- AL — 2K) (i) +fE 30min IIRIBLPY, FIBEFEI 2- U —5- A
5 - 25 (500g, 3. 24mol) K] ACN (12L) ¥ P B AR (290mL, 5. 63mol) « S YITE
30-35°C R H: L /hI, e R 2T ATk CL) FFERRIBEMET. AT
(5L) IR EMHEH: 1 /M. H Okt QL) Bkl ik (1102¢) . Frid ik mA S
UKIK (2. 5L) H, RS IR ARHR R B AL (2. 5L) , I+ HI EtOAc (2x10L) ZEHL. &3 1A
HLZF BR KPR T (NayS0,) I IEFFAE 40-45°C T ELAIRAE LASKAS 1 (6438, 85% )
[0540]  3- IR -5- fi§ 2k - 2K Wy (i1) : /£ -10 & -2 'C '} fE 35min B [A]) Bt W, FiY
i(643g, 2. 76mol) ff] EtOH(13L) ¥& HIVE ¥ (-10°C ) I A ¥ H,80, (515mL, 9. 97mol) o {#
RA Y THE 2 2 AR5 I 50-55°C, B Ji5 £ 30min A Z 43 Il A NaNO, (671g, 9. 72mol)
FFAE R S SRS A 3he KRGk Ai &2 3L JF HR A1 2 0°C, AR5 A V8 K
(5L) Jf M EtOAc (3x6L) #Hl. & IFHIANLZE H EhKBEGR . T4 (Na,S0,) i 38 I 25 ik
4. BRI 25% 0k - CReiRG Y (6L) AFEIF Bk th, b3EIFH Ot BL) PRk
ii(505g,84% ).

[0541]  1- ¢ 4 2% -3- ¥ -5 2 - 2 (1i1) : = | F 7€ 30min B ) BE W,
ii(770g, 3. 53mol) HITAET (10L) ¥ 4 I K,CO, (2. 45kg, 17. Thmol) , 2R J& AN 7 35 IR
(632mL, 5. 32mo1) o VRAWIHEFE 15min FEAERIHL N I 3ho i ik v o VR G IF 20 R
F2NE . B AL RS TR B ) 3548 FH EtOAc: %% (5:95) YE LIRS 111 (551g,51% ) .
[0542]  3- FAEZE 5 ¥R - K% (iv) «ZIEF 1 iii (551g, 1. 78mol) ¥y THF (11L) ¥
BN SnCl,. 2H,0(2. 17kg, 9. 62mol) o« ¥EIRE PRI 3he ¥R A WA H1E 0-5°C FF H A0
NaHCO, ¥ ¥RBRAL., I H EtOAc (4x5L) ZEHL. & IFMAMLZH KPG8 (NayS0,) i vk
HEAFRGELIAZE] iv(480g,97% ) .

[0543] N-[(3- F A A HS- W FX L) MR A TEBE] X T HZ G ZiR T H
iv (480g, 1. 73mol) HIPAME (10L) ¥ F IIAZE Lo 5 IR R (280mL, 2. 08mol) FFHIRA
Vi HE 45min, AR ERBRAEIIFRINCE QL) HHESWKRGET . nEEYwH AT
Bt (A1) FERHRG Y IN# 30min £ 40°C o Ik JEBCE EM A AT 2kt (2x2L) J55ELAIRAT
v(648g,85% ) .

[0544]  (3—FF4EJE -5 ¥R - &I ) Bk (vi) <=3 TR v (648g, 1. 47mol) [1¥) THF (12L) %
WM NaOH Y38 (300g, 7. 5mol, 3L /KA ) o KHZIRGWIMAE T0°Cik . BUHTH THR 2,
I EtOAc (3x2L) ZEBUK )= « & IFMAAHUZE H #KPEs 8 (NayS0,) I JEIF L 75 K 4
TREYH E0 MICHERNREY) (5:95,3.0L) AT, i3k, H Cbevkdk, e mE 7 N 5L
343 vi(387g,78% ) »

[0545] 55— 7K 48 & -7- ¥R —1,3- 2K FF W& Mk -2- fi% (vii) : 7E 30min B [A] Bt N, W
vi(372g, 1. 10mol) ] ACN (6L) ¥K¥4 BIZ -H B A B (50mL L JiFH 65mL1. 26mol)
15 0-5°C T ¥ 18 & W H F 30min Jf Bl J5 2218 il 2 SR IR B HE the 38 H K 9 48 H
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Ot (2x3L) TH V. [ AR5k f 4 & T ok oK o, H K 2% NH, (pH10-12) B Ak H. 7% 5-10°C
P FE 30min. JEER P AR R, KSR, F HAE M B T T4 LLIRAS vii (216g,59% ) o
"H-NMR (DMSO-d,, 400MHz) : 6 5. 12 (s, 2H), 6.92(d, ] = 2.40Hz, 1H),6.98(d, ] =
2. 0Hz, 1H), 7. 30-7. 45 (m, 5H) F1 7. 69 (brs, 2H) » MS:334. 79[M+H] ",

[0546] 1-(5— % 4 & -7- 8| —1,3- 7K Ff mE mp —2- H)-3- 2 B - | (viii): |7
vii(216g, 0. 64mol) [ 1,4- ZR&EE (A1) BIFH A M 438 R FH R B (380mL, 4. 81mol)
HMIREGYMAR] 80-85C . &M EwMIFHOHILZERE W, i HKLE
78-80°C T AL BRER 4 3-5ho i B B BT 45 [ K 5 H BOKBEG, AE s T TR LA
viii(196g,75 % ). 'H-NMR(DMSO—d,, 400MHz) : 6 1.08(t, ] = 7.20Hz, 3H), 3. 18(q, J
= 6.80Hz, 2H), 5. 17 (s, 2H),6. 7L (br s, lH),7.15(d,J = 2.0Hz, LH), 7. 26 (br
s, 1H), 7. 31-7. 47 (m, 5H) 1 10. 82 (br s, 1H) » MS:405. 90 [M+H] ",

[0547] 1-[6- F G & -7--npwg FE)-1,3- 2 JFme mp —2- 3L 1-3- & & - Ik (ix):
o] 6 FF 1 viii (110g, 0. 27mol) 1Y DMF (1. 1L) ¥ 3 0 o A 2- = T 5 B 45 4 & it we
(298¢, 0. 81mol) » TRV AT N, WkF 15-20min, X 5 I A Pd (PPh,) , (25. 41g, 0. 022mol) .
BRIV IR G AR N, R R INFAE 100°C Fr 4L 15-16h. i g A H1 £ 40-45°C 3
ok Ak b g, B DME (500mL) 1 EtOAc (1. 50L) ¥k 4% i 38 1=, JF 7F 60-70 ‘C &
ﬁ‘zé”w SUEW. it A4k (20% EtOAc- T e & 100 % EtOAc) 4k %% B 4 LA
73 ix(76g,70 % ). 'H-NMR (DMSO-d,, 400MHz) : 6 1. 08(t, ] = 7. 20Hz, 3H), 3. 19(q, J
= 6.80Hz, 2H), 5. 26 (s, 2H), 6. 84 (br s, LH), 7.32-7.43(m, 5H),7.51(d, ] =
7. 20Hz, 2H),7.69(d, ] = 2.0Hz, 1H),7.95(m, 1H), 8. 25 (m, 1H), 8. 78 (m, LH) F1 10. 46 (br
s, 1H) o MS:405. 30 [M+H] ",

[0548]  1- £3E —3-[5- 23 —7- (2 mkhe Fk ) -1, 3- K IFMEM: —2— FL T- I (x) :7E 30min B
[E P e FER ix (T6g, 0. 187mol) [ DCM (1. 7L) ¥ HH & i I N PR (270mL, 4. 17mol)
FEIRDF IR A 3 /DI o ARV AT BRI YA . 4 EtOAc (1L) IO BIER B, HH4 %8
AT BN AE R UK b I N AT NaHCO, ¥ VRCEH 3V pH 18715 28 8-9, 4R J5 FH EtOAc (3x5L)
WL A IFRIA LR K ERK RS T4 (Na,SO0,) 1y T a5k e . Bk B 4E Et,0 (1. OL)
o RT $iE e Lh, Rt iELLSE4S x (57. 0g,97% ) » 'H-NMR (DMSO—-d,, 400MHz) : 8§ 1. 08(t, J =
7. 20Hz, 3H), 3. 20 (m, 2H), 6. 86 (br s, 1H), 7. 0(s, LH), 7. 46 (s, 2H), 7. 96 (m, 1H), 8. 10 (m, 1H
), 8.76(m, 1H), 9. 59 (br s, 1H) F 10. 41 (br s, 1H) . MS:315. 06 [M+H] ",

[0549]  [2-( & Fh2d FWEIE 2 55 ) -7- (2 mbwe 2% ) -1, 3— A FF M me —5— JL T — 3 F
B lE (xi) @ [ PEHER x (57g, 0. 181mol) FYY DMF (1. 7L) %W H N N— 8500 ( = 48 7P ik
Pk 3V Ji2 ) (80. T4g, 0. 226mol) F DIPEA (28g, 0. 217mol) » & iE F H+EiZIE &Y 3he RNV
76 60-70°C F AT LA WYE . 4 ELO MARIBREY Y, FFHZA K 2T HILERIREE
W) Et,0 (1. 5L) P dE 1h, 4R 5 i 38 DL 3K 45 xi (55. 0g, 68 % ) . "H-NMR (DMSO—d,, 400MHz) :
§1.11(t, ] = 7.20Hz, 3H), 3. 20 (m, 2H), 6. 81 (br s, LH), 7.50(m, 1H),7.78(d, ] =
2. 0Hz, 11), 8. 01 (m, 1H), 8. 12(d, ] = 2.40Hz, 11), 8. 35 (m, 1H), 8. 84 (m, LH) FI 10. 77 (br
s, 1H) o MS:446. 98 [M+H] ",

[0550]  [2-( &FEa2d ALz ) -7- (2 MEmERE ) -1, 3— A JFmEM: —5- 2L 1 iR ( Hhlalfk
1) 38T R xi (25g, 56. Immo1) ] DMSO (250mL) ¥ P IR (3t 2 — )

g
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(neopentylglycolato) —# (25.2g, 112mmol) F1 KOAc (16. 5g, 168mmol) » AT 15 K N1R &
Wik N, WA B 15-20min, 2R J5 I Pd (dppf) C1, (6. 8g, 8. 4mmol) » V& & H N, W44
15-20min, 2R J5 INF#AE] 80°CHF4E 90min. [ A EI7E AN NH,CL ¥ (1L) bo PR3yl
g RS N TR B EAAECE T 24 NaOH(200mL) 1, I H 2y 4k 45min. 1yt
FIER IR AL 2 pHE—6, 1 b i S B P A 8 4R LA SRA IRl £ 1 (17, 88% ) o

[0551] s FHSRARL 2l 4 LA R A m) A

[0552]  [2-( £ &% FF ik 36 S R ) —7—[4— (g bk 6 A ) —o— ifme 5 11, 3 FR JF
e —5- 3% 1 R (plalfk 2) .

[0553]

OH

N S

O |
< " MS:413.13 [M+H]".

O
[0554] DL ep(a) i 1 R0 7 vk il 4, AN A2 AL AE T C7 BUREE R N & 1- (5- R4
B TR -1, 3- R IREME —2- 3 ) -3- K - IRIP IR AR AR (Suzuki) fEECSAF IR
F ) (Stille) fRERSAT NUEATH, 2k -
[0555]  1-[5— R4 IE —7-[4- (R bRIE A 36 ) —2— mipme 26 1-1, 3— K Ifmemy —2- 3% 1-3- &4
FE—MR (1) : /EDMSO (120mL) H BT 1- (5- 4% —7- W -1, 3- 2R FF MM —2- 3% ) -3- 2. 3L~ fi
(27.7g, 68. 3mmo1) . 2- (5, 5— — 3 -1, 3, 2- —4H 2424« . FF (borinan)-2- 3L )-5,5- —
L -1, 3, 2- M2 ¥ (18. 2g, 80. Tmmol) FI ZEEHH (12. 2g, 124mmol) VRS 4.
15 F N, A AR A 8 7S 15mine A Pd (dppf) C1, (5. 07g, 6. 21mmol) JF4F 85 C F I
PIRS Y eh, BEEA A . INETE 10 (13. 2g, 62. Immo1) 1) DMSO (20mL) ¥ V&, b
Ji N Cs,C0,(30. 3g, 93. Tmmo1) F7K (30mL) o A# I N, KA X IR & WS 10min. JIA
Pd (PPhy),C1, (4. 36g, 6. 21mmol) JFAE 85°C N IR EWILAL. o ZIHBIFHIZK (400mL) H
B, RIZADERE H 2R A A TE T 57 5 B3GR [ R B I7AE EtOAc/DOM (300mL) Hh I id it — 41
I IR R ZE 1L 0, A8 1] 51096 MeOH/DCM Bt o Wil i 4 VA, £E DCM (500mL) H v Al JF-7E
i 3M HCT (150mL) = BEFE 2 K o i SECERTTE » A8 H] DOV e o K5 15 2 [ 644 ek
TFAE Et0Ac/DCM (200mL) H, b 75 3 b il S B [F 4 LASRAS 1(25. 5g) o« MS:504. 17 [M+H] "
[0556]  1-(7— 8 —5—fiff —1, 3— JRIfFmemy —2- 5 ) -3- £ FE - JIR (A {4 3)
[0557]

"H NMR (DMSO-dg,400 MHz): 5 1.08 (t, = 7.20 Hz, 3H), 3.20 (g, J=

Q
I N >_H/_
Q;}“ﬂ 6.80, 2H), 6.73 (brs, 1H), 7.72 (s, 1H), 7.96 (s, 1H) 1 11.07 (brs, LH)

L o MSH426.0 [M+HT .
[0558] 2- VR —-4,6- —fE 2K BZ (i) : = T, 7F 30min PN, Ia] 6 FE ) K (3. 75L) Al
LR (375mL) IR & AN 2,4- Z 8 5 K i (500g, 2. 73mol) , 4R J& & i A IR
(210mL, 4. 09mo1) » J4 e N VRS Y = EHEE 15min, B S M#E 100°CHLE 2h, K R NIV
& =R IFHRIAE KK (5-6L) I HE KEEAL (pH8-10) o 1L skl 4, A KPR A BT T
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T AT IE RGeS AZ I AR L3RS 1 (6008, 84% ) .

[0550]  1,2- iR -3,5- AHFEAR (i1) I T rfHER i (600g, 2. 28mol) [ ACN(BL) 1)
B A I EASER ST B (680mL, 5. Tmol) FRALE (767g, 3. 43mol) o HHIRAWILEN, T
HF) T0°CHELE 1he RVAHIFIZEE, A IM HCL ¥R, InAZK (4L) , A EtOAc (3x4L)
FE XA HRIA NLZ AT T (NayS0,) , it 38 3 B S ik 4 DL A 11(723g,97% ) o 'H
NMR (CDC1,, 400MHz) : 8 8. 48(d, ] = 2. 40Hz, 1H) 1 8.68(d, J] = 2. 40Hz, 1H) .

[0560]  (2- VR —4, 6— —AHFE - 5L ) BREUESEE (1i1) 253 F ek i1 (723g, 2. 22mol)
) MeOH (7. 5L) ¥ P I ABRE IR (431g, 4. 44mol) FFRHRAWITEN, T Hi: 16h. XY
AT LU IFAL ] MeOH Yiidk o BLAIRGRIEN . 75 SAALEE (2-6% EtOAc- Toft) Lk
YILIFRAS 111 (549g,81% ) o

[0561]  7— YRZKFFMEM: -2, 5- — i (iv) =T M PHE Y EtOH (8. 37L) FiK (8. 37L) )
BEWH I 1ii(549g, 1. 81mol) , 2R JG M Fe #; (2. 02kg, 36. 11mol) F7E 30 8PN B
WM\ HCL (12N, 527mL) o IR A W) 2B HE 20min, SR8 5 A E] 80 °C ¢ 4L 45min. Kk
NV H1 2 23, Gl i N Z K AL 2 pH8-10, A v 8 1 Ak 8 1, H EtOAc $E%,
HEZEREGIHIER. MAK BL) FF{FH EtOAc (2x4L) ZH. & HH KA VLZEH K
Vevk s T (NayS0,) il g JF LS Wk 45 USRS iv (412g,93% ) o 'H NMR (DMSO—d,, 400MHz) -
§5.16(br s, 2H),6.50(d, ] = 2.0Hz, 1H),6.53(d, ] = 1.60Hz, 1H) F 7.44 (br s, 2H).
MS:243. 86 [M+H] ",

[0562] 7 YR —5— AL 2% I WE Mk —2- fik (v) : /E -78 °C AN, 4% &, [l THE (6L) A
BE3- k&4 (50 % X FE, 708mL, 2. 81mol) , 4R J5 7E 20min Py, 2248 ii A iv(275g, 1. 02mol)
() THF (500mL) ¥ B J5 7E —78°C T M ¥ ¥ - I AN AN R AU T iR (548L, 4. 61mol) Ff1E
A — ¥ R IR AR 40min, Bl 5 AR E 5 2 0C. (£ -5-0CF ) A Et,0 6
FERAY) 20min. 76 0°CF ik g [l 74 & T N 8, B S AN KT (510g, 3. 07mol) FH
it (519g, 2. 04mol), 3F H. 0°C FHEHEIR A4 30min. A% F i SV H 8 0400 1540 T RV v 2% 1 1
SN FF AT H EtOAc (3x5L) 5. A& FF A NLZE AT T4 (NayS0y)  idEHF 45 C T H
TR B EA AL (30-35% EtOAc— ikt ) Faifbik B4 LL3k13 v(235g,65% ). 'H
NMR (DMSO—d,, 400MHz) : 6 7.50(d, ] = 1. 20Hz, 1H),7.63(d, ] = 1.20Hz, 1H) 1 7.91 (br
s, 2H) o MS:354. 90 [M+H] ",

[0563]  1—(7— ¥ —5— Ml 2% Jf W W —2- L ) -3- ZFE R (P IEI 4R 3) S T 1 Hi £ 1
vi (250g, 0. 70mo1) 1) 1, 4— ZREHEEIE H M L3 75 BRI (278mL, 3. 52mol) » FHREY)
7N, T A3 80 CHE4E 10-12h, ZKEEH, A IE CRIFHIR Gk 2T . WA
#oK L) A F 60-65CHIFE 30-40min, R 5L €. Bl f5 H Bt,0 F1IE A RITR & P Ab BEAE
B, i g LASRAG T Rl 3 (2648, 88% ) o

[0564] 1-[7— & —5-[2-(1— & J& —1- FF 3£ — £ L) we wg -5 JL 1-1,3- 7K Jf WE
M —0— L 1-3- 2L —5- FJE 1,3, 5- =W —2- i (plajik 4)

[0565]
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H%iwf WNMR&&%O@VQGMH@:BRmH&ﬂD£J3QJHL
-
< ) °>_N/— 7.91 (s, 1H), 5.14 (m, 3H), 4.39 (s, 2H), 3.36 (g, J= 7.20
D ) Hz, 2H), 2.54 (s, 3H), 1.53 (s, 6H) F1 1.12 (t, J=7.20 Hz,
8 \—N
s A 3H).

[0566]  2—(5— YR MERE —2— JL) N —2- BE ) (1) :7E 30min PN, [n] K74 (] b= IR WEIE —2— 38
M i (10g, 46. 1mmol) f¥) Et,0(200mL) ¥ ¥ 77 28 Wi N A 5 VR A6 86 (3. OM ¥ fi# 7E E1,0,
61. 4mL 17, 184mmo1) ¥ R MIRA W18 Tl 2 =i FFRF 4L 2he 78 0°C N AEHI MR (1)
NH,C1 B Z IR G, FF WSS 4> BANLZ . FH EtOAc (2x250mL) FHIRZBUKZ
H LK S WPE G IF A NUZ , H Na,SO, T4, i B IR ik 4s . 1 A urE baifb
FL5% 9 ), A8 H 20 % EtOAc: CLgept M LL3KAS 1 (6. 0g,62% ). 'HNMR (DMSO-d6, 400MHz)
§8.97 (s, 2H), 5. 15 (s, 1H) Fl 1. 47 (s, 6H) .

[0567]1 2-(5—(4,4,5,5- VU AP & -1, 3, 2- — 40 24 FF Wl 4% (dioxaborolan)—2- %5 ) W
WE —2- J% ) A —2- i (i) =7 1(6.0g, 27. 6mmol) [ 1,4 —WEkt (60mL) ¥ ¥ 4 im A XX
(SRR EE 4 ) 8 (8. 42g, 33. 2mmol) Fl KOAc (4. 06g, 41. bmmol) » SN i if N, Wk 49 i
< 15mine [ 10min ()R MIRE P I Pd, (dba) 5 (1. 43g, 1. 4mmol) 1 =FF 2L
(0.93g, 3. 31mmol) o KGRI R NIRG WAL 80°CF INFA 2he KRG WA 2 =R IF it
TR R . EASRAE B LAZRTE 11 (5. 11g, T0% ) o MS:265. 13[M+H] ",

[os68] 1-(7- W —5-(2-(2- & Z& W -2- F ) m¢ wg 5- J& ) K Jf [d] B
M —2—- 3L )-3- 2 3t —5- 1 AL -1,3,5- = W& -2- i (PR K 4) =R A P A 4k
3(7.50g, 15. 48mmo1) F ii (5. 11g, 19. 36mmol) [¥] 1,4- — W& 4% :MeOH(75:50mL) ¥ & T
Mm% 2 B (6. 15g, 29. 03mmol) o T A3 VR AW H N, "k 43 15-20min LA, 2R 5 N
Pd (PPhy), (2. 23g, 1. 93mmol) « KM IRAYIFHRMET 15-20min, 2R J5 IFAZ] 80 CHe4L 5ho H4
TREWAH 2 2 1R I e 5 1 PR 348 B EtOAc Yeidk. B 28R IETR T8 — bR Falifk
W FE W), A4 FH 3% MeOH: DOM e i LASR 1S o [R) 44 4 (7. 508, 97% ) .

[0569] A HSRALT7 il 4% LR oAl 4.

[0570]  1-[7—-y& —5-[2-(1- & 3£ —1- A 3L - £ FL ) wF g —5- J& 1-1,3- K Jf ME
M —o— FL 1-3- £ - g CPalfk 5)

[0571]

7z N b MS:437.91 [M+H]"

[0572] 1-(5— V& —6— &L —1, 3— ZJfpmems —2— L) -3- 23 — g (A [aj{k 6)
[0573]

O E —
Br. M ﬁ
:@:\}é MS:329.94 1 331.91 [M+H] .
4

o
[0574] 1- .3 -3-(6— FAEEIE -1, 3— A FFmeEms —2— 2 R (i) ZE /K DMSO (20mL) 1=
LHE N (15, 5mL, 111mmol) iR 6— AR IE —1, 3— ZKFEmEme —2— i (5. 0g, 27. Tmmol) , 4R
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Ja M 8B S lE (4. 39mL, 55. 5mmol) o 7E N, FE W6 N HE RS54 4h, B J5 A AK (~
200mL) £k e N IR The o yEWCEE BT A B LI 7R A8 7K AR J5 A8 A - (LoomL) V53t
T DBV R KB K MRV . IR B TR G BT, IF S e AR B AR A IR DL
i(6.27g,90% ). MS:251. 96 [M+H]".

[0575]  1-(5— ¥R —6- 4 5 -1, 3- 2R FFmEme —2- L )-3- & & - R (P MK 6) : 7E
DCM (50mL) F1 MeOH (5mL) &AL &4 i (1. 10g, 4. 38mmol) FFHIAIR (0. 34mL, 6. 60mmol)
BIRAVI B 1. 6h, b5 BB WRAGE2 T LI A K 6 (2. 17g) .

[0576]  1-[5-[7T— ¥ —2- (L IEG BRI ) —1, 3— R Jfmemy 5L ] g —o-FL 14— H
I — WRNE —4- FRIR LHBE (e 4k 7)

[0577]
o "HNMR (DMSO-d, 400 MHz):8 1.09 (t, J= 7.20 Hz, 3H),
”\% 1.20 (m, 6H), 1.45 (m, 2H), 2.03 (m, 2H), 3.16 (m, 2H), 3.30
Kn’: ) n}—’ﬁ (g, 7=7.20, 2H), 4.12 (q, J= 6.80 Hz, 2H), 4.25 (m, 2H), 6.75
s\>~§ — (brs, TH), 7.69 (s, 1H), 7.86 (s, LH); 8.75 (s, 2H) F110.91 (br

s, 1H). MS:547.11 [M+H]".

[0578]  O1- AT 2k 04— &5 4- FIEUREE -1, 4- ZRIRER (1) < 01— BT 2k 04— LFEWR
BE -1, 4— —RMRAE (1. 5g, 5. 84mmol) f¥) THF (25mL) A HIF] - 78°C,R)5 - 78C F &I
BN LDA (1. 8OM %% T+ THF, 6. 5mL 7, 11. 68mmol) o 7F —78°C 53| VRSP HE 45min,
B S 0N FRZER (1. 2mL, 17. 52mmol) o iR FE L8 T 22 35 1R I A0 SR 4EHF 6ho 4 S NVVA E]
2 0°C I3 o AN HL AR NH,CL %y (50mL) BLZ W . N AE ] EtOAc (3x100mL) HE4T
. AIFRIAVUZEH KRR T (Na,S0,) ik 8 I B We4i . 78 ke Lo it (i
A HAE & 2% EtOAc B CRevlit A3 3 1 (1. 0g, 65% ) o
[0579]  #hER 4- FAIEIRIE —4- RER LBE (1) :MIUKA R i (1g, 3. 68mmol) K 1, 4— —MEgE
(10mL) ¥ H A HC1-1, 4- Z Bkt (4. OM, 15mL) ¥ IF = FHE 30min. 25 &7 LR
#2311 (0. 90g) » MS:172. 16[M+H] ",
[0580]  1-(5— & W& Wg —2- J£ )-4- H L Uk 0E —4- R R & B (i) : E R F W
i1 (0. 9g, 4. 35mmo1) (] EtOH(10mL) ¥§ V& " i A DIPEA (L. 92mL, 13mmol) FF44 VR & ) %I
P # 10min, 28 J5 NN 5- ¥R —2- S MERE (0. 7g, 3. 6mmol) » ¥ VE-G W TE 7T0°C F i #4 1h,
28 RGN AR A Bl el Al AL R W 4, A 1. 5% EtOAc: Ce vk i L3R 13
i11(0.90g,75 % ). 'H NMR(DMSO-d,, 400MHz) : 6 1. 17 (s, 3H), 1. 21 (t, J] = 7. 20Hz, 3H) 1.
40 (m, 2H) , 2. 00 (m, 2H), 3. 24 (m, 2H), 4. 11 (m, 2H), 4. 15(q, ] = 7. 20Hz, 2H), 8. 43 (s, 2H) ,
MS: 328. 08 [M+H] s
[0581]  4- % —1-(5—(4, 4,5,5- VUL —1, 3, 2— 4 BR il —2— 356 ) msmg —2- %)
WRIE —4— BRI L lE (iv) [ i1 (25g, 76. 2mmol) ) 1, 4- —HELE (250mL) ¥ A LR A
(22. 4g, 228. 6mmo1) FIXL (FMEELS ) —Hl (38. 7g, 152. 4mmol) » F N, WH1IR44 15-20min
HEAT WS, SR 5 NN Pd, (dba) , (4. 0g, 3. 80mmol) 1= CLJEwE (2. 55gm, 9. 12mmol) » VA
YIS 15-20min, 2R 5 AN E) 80°CHF4E 3h. VRS WVA H1 & 5536, 35487 500mL EtOAc #
FEFEAT LB A PR . 28 R JEVE AR v (20g, T0% ) o MS:376. 30 [M+H] ",
[0582]  1-[5-[7-VR —2- (3— LFEMRIL ) R MEm —5-F ] miemg —2— 5L 14— FIEDRIE —4- 12
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R TG (FPIRIAR 7) @ 2 R AR TR 4A 3 (22, 7, 53. 2mmol) Fl iv (20g, 53. 2mmol) [ 1, 4— —
4% :MeOH (300: 180mL) ¥R In NBEERER (17g, 7T9mmol) o FTTSR-A4 A N, 41 15-20min
DL, 2R J5 N Pd (PPhy) , (6. 1g, 5. 32mmol) o 2 NVRA 75 B 15-20min, 2R J5 I #43
80°C #E4L 5ho ¥ [ NI A WVA 1 22 = I8 IF A8 A EtOAc (500mL) #5% JF il il ik i - K. 7%
RVEWIFAE A AR bl i (s a4 A AR B, A 1. 5% MeOH: DCM %k it LA 3R A A ) 14
7(12g,41% ).

[0583]  1—(7— ¥R —5— R [d] WEmp o FL)-3- 2 3L -5 FIHL —1,3,5- = —2- i (

5]14& 8)
[0584]
l N 8 a "H-NMR (DMSO-dg, 400 MHz): 6 1.11 (t, J=7.20 Hz,
\Qz \>—“L > 3H), 2.50 (s, 3H), 3.35 (m, 2H), 4.37 (s, 2H), 5.07 (s, 2H),
) N\ 7.48 (s, 1H), 8.01 (s, 1H).

Br

[0585]  [aj i [A){A 3 (50g, 117. 37mmol) (1 MeOH (1L) ¥ F AN S (37 % 7KW, 95mL)
L% (THF P 2M Y59, 587mL, 1. 17mol) I N— B 2Lk (130mL, 1. 17mmol) . RS
£E 75 CHiF: 5-6h, HAZZEKR MeOHo B S5 I AVKIA IR I IR -G BEFE 30min, 2R 5 ik vE.
SEAT 7K Bl 5 AT IE CRe Rl Et0Ac YRR A Y) o a1k B W) LIS 2 T [A] 14 8 (56g, 7E
)

[0586] 1- £J& —3-[7-FHL —5-[2-(1- FRFL —1- AL - £ 3 ) mime —5- 3 11, 3 ZKIFWE
Mp —2— HE 15— AL —1,3,5- =8 —2— filid (PlE{h9)

[0587]
i( "H NMR (400 MHz, CDCl;) 8 9.68 (s, 1H), 8.83 (s,
HO -
s E . °>_N/— 2H), 7.34 (s, 1H), 6.82 (s, 1H), 5.07 (s, 2H), 4.63 (s,

\>—~ > 1H), 4.21 (s, 2H), 3.37 (g, J = 7.0 Hz, 2H), 2.55 (s,

¢
3H), 1.52 (s, 6H}), 1.13 - 1.08 (m, 4H). MS:429

OH

[M+H]"-

[0588]  [2-(3- £33k -5 AL —2- 4 A0 -1,3,5- ZHE-1-3)5-[2-(1-BE-1-FE -2
5 ) WERE 56— KL 11, 3— A JRmEME -7- 3L ] AER (1) KPRk 4 (500mg) « LFERA (300mg)
BCHTEE S T ) Bl (460mg) A1 Pd (dppf),C1,(7T0mg) 7EF 4 (10mL) TR G {EH
TR WA (x3) 5 BJSAE 130°C Ik 90min. A HIVEAY)H @ i o g8 . IRGE IR LATS 2
i(465mg) » MS:457. 02[M+H] ",

[0589]  1- &3& -3-[7- &3 —5-[2-(1- &I —1- L - &5 ) memg —5- 5 11, 3— Z5Jfme
e —2— 5L ]-5- %L -1, 3, 5— =& —2- i (P a4k9) A i1 (465mg) KPR (BmL) #§
WA A 0°C, Bl I i FR AR5 (940mg) FRITLFT NaHCO, (35mL) ¥ Z g AbFE . M.
FIRPEFE A, B S M S AR R EVE IR (100mg) (1)1 NaHCO, (5mL) ¥, ¥ IM HCI
TR S FFAT A 4: IDCM: TPA (3x30mL) ZEHT, H#Eh/K (20mL) PriA HLAHY), bl Ja 4 o
IR WEE T 5% MeOH: DCM 7, FF7E — S8 ALRE il i i 4ifk, 48 F 0-10% MeOH: DCM ¥
i LATS 2 a4 9 (240mg)

[0590] s FHRAL Ty il 4% LA R ) 4
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[0591] 1- & & -3-[7-# F 5-[2-(1- ¥ I £ FL ) mr g —5- F 1-1,3- 7 Jf me
e —9— 3 1-5— FIIE -1, 3, 5— —E —2- f{il (H[aldk 10)

[0592]
mj\i ! N 3 ‘g MS:415.1 [M+H]
S\>_—N N> * ! 0 & ©
. \
[0593]  1=[5— ¥R —7-( " FIRES AL AIRE ) —6— FR L -1, 3— FRJF R —0— L ]-3- 2L — JIR
CPlaffg 1) .
[0594]

O
o
B, N i
\>-u>\—”
H s MS 372.891374.87 [M+H]".
vl

|
[0595]  1-(5— IR —6- F2Hk -1, 3- K JFMEM: —2- 3L ) -3—- 23 - IR (1) K% F i) 44k
6 (1. 30g, 3. 94mmol) B VF{EIRAL AW (6. 82mL,47 % /KWW, 59. 1mmol) v, 44 i 15
FRHE S 110°C, 78 N R B4 N IRAL S (14mL, 47 % K, 121, 3mmol)
ATh J5&, B R NIR AV E1 2 =30 S E T ok, 4 S  (IM 7K ) 4 pH
94 pH8. it IR G I F KA ACN PR 19 [l 44 . W[ AR LI1S 3 1 (1. 01g, 81% )
MS315. 87 F1 317. 84 [M+H] ",
[0596]  1-[5— ¥R —7-( = A 2t 2a & A1 5% ) —6- 2 2 -1, 3— 28 Jf mE Mg —2- 3k ]-3- &
B -k (AP 4K LD« 7] i (209mg, 0. 66mmol) [ DMF (2mL) V& & ¥ B n A\ = & K %
(0. 14mL, 0. 99mmo1) , Fifi J7 0 A N, N- — 1 & B JL 0% WP % (dimethylmethyleneiminium
chlorde) (147mg, 0. 79mmol) » 7E=E R FHFHZR AW, 4. 250 J5, IAEZ [ N, N- —F
PRSI (~ 10mg) JFHErE:pisE. 6h Ja, A N, TIMAB KB ik @ RELAE
DCM( ~ 10mL) 1 FFid@id PTFE yE4RIE 8. A H DOM( ~ 15ml) PEE [ 1A, 22 W4 i LA
TERHPIRY) . WL g Al AL R YY), 78 AR AT A & 0-5% MeOH [ DCM $EE LAFS 21
A4k 11 (176mg, 71% ) .
[0597]  1-[5— y& —6— F2Hk —7- (WubkFL AR AL ) —1, 3— AR FFmEmy —2- L 1-3- £ — IR (P[]
A 12)

[0598]

HO s MS 414.93 1 416.91 [M+H]".

@
[0599] TEES T2 HE (29mg, 0. 05mmol) & V¥ T JC 7K DMF (2mL) A7, FF o A N gk
(0. 08mL, 0. 95mmo1) » ¥4 VRS WLE P 10min, B 5 I a4 6 (200mg, 0. 63mmo1) .
PHREW B, InAAE 90°CEr4: oh, PG A I 2 235 . /KM BIR-S W 3 T Bt
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UEo NN EtOAc (HPTIENI4ERE AV . i PTFE JEARIT 38 877 W 48 H /K H Et0Ac V5 PEL
4. FH EtOAc (4x20mL) $EXW§$H/)7§{{§ZO ﬁa%tﬁ‘]’ﬁ HUZHZK (3x50mL) $E#, T4 (Na,S0,) FF
BLIRAR o T A AR, 7E A B AT R 2 0-10% MeOH [#) DCM ¥ i3t LA 21 A a) f4
12(28mg, 11% ) »

[0600]  1-(5— YR —6— F — AR FFMEM: —2— FL ) -3- £ FE — g (Arfalfk 13) .

[0601]

. » 0>—N/— 'H-NMR {400 MHz: DMSO-4,):6 1.08 {1, = 6.80 Hz, 3H),

H%ﬁ H 3.17 (m, 2H), 6.69(br s, 1H), 7.92 (d, J= 6.40 Hz, 1H), 8.0

F 8 {d, J= 8.40 Hz, 1H) Ml 10.86 (brs, 1H).
[0602]  1- &% FF Pt -3-(5— ¥R -2,4- = i — & )M Mk () : w5 ] -2,4- =
B - 5 (1.0g, 4. 81mmol) [ 74 Hid (25. OmL) ¥ W& P % i A 2% TR SRR A R R
(0. 71mL, 5. 29mmo1) , Ff ¥ V& & ¥ 7E = i i ¥F 30min. 7% & ¥ 57 JF 4 A © ke F Et,0 ¥k
Wohk B oW L8 3 i(1.70g) . 'H-NMR(400MHz, CDCI,) : 6 7. 02-7. 06 (m, 1H), 7. 56 (t
,J = 8.0Hz,2H),7.68(t,] = 7.60Hz, 1H),7.91(d, ] = 7.60Hz, 2H),8.67(t,] =
7.60Hz, 1H), 9. 15(br s, 1H) F112.65(br s, 1H) .
[0603] (5 ¥R -2,4- & - AKE)-millk (i) : 1 i(1.70g, 4. 60mmol) [¥] THF (35. OmL)
FEH AN NaOH (0. 97g, 24. 25mmol) 7K (13. 0mL) ¥ HIREYIAE T0CHiHE 15h. 28K
THF I N 7K I8 F EtOAc (3x50mL) ZEHUIR G . & 3 FA WL H Tk vEs ik 46 L3R 13
ii(1.0g, 83% ). MS267.03 (M+H) ",
[0604]  5— YR —6— FF — 2 FFMEME —2— % (111) «[] 11 (0. 75g, 2. 80mmo1) ¥ NMP (5. OmL) %¥
B N NaH (0. 17g, 4. 21mmol, 171 60 % 73 HUiK ) o IR-AWIAE 130°C InF4 2h, Bl 5 {517
VK B IFAE A EtOAC (3x50mL) ZEHL . 28K & AN . 18 Akt Bl g alifb I F{F
FH 12% EtOAc— Cheelii AR5 111 (0. 36g,52% ) o 'H-NMR (400MHz, DMSO—d,) : 8 7. 57(d, J
= 6. 40Hz, 1H), 7. 66 (br s, 2H) F1 7. 79(d, 8. 80Hz, 1H) .
[0605] 1-(5- y& —6- @ - & JF WE M -2- K )-3- & FE - g (b [\ K 13)
] 111 (0. 36g, 1. 45mmol) ¥ 1,4- — W& %% (25.0mL) ¥ W T 0 AN 5 & B & fE
(0 69mL, 8. 74mmol) , FF KRG HIAE 80°C INFA 156h. 28 AW H 445k T W7 60°C IR 7K i+

o THYEEEHATH Et,0 YEE LIS 1Ak 13 (0. 308, 69% ) »
[0606] AR ) SE i A5

[0607]
2-(5-R e -2- 5 'H NMR (CDCl1,400 MHz):8 8.8 (s,
2. HO = | 2H), 4.3 (s, 1H), 1.6 (s 6H), MS:218.78
(B 1) S g | IMTH] .

[0608] 4 5— JRMENE —2- R LG (500mg) B+ Et,0(10mL) FH¥IRAEYAH R 0C. &
TN FERRAGEE (3M, Et,0 1) (1. 32mL) , A e W+ 22 Z 3 A dE 30min. A Na,CO, %
T CHLFIZK S, 2mL) 2600 N, FI7K (50mL) #4%E, 3£ EtOAc (2x50mL) ZEHL, T/ (MgS0,)
G IFIIA NI WG 48 A ARE I G ak4ik, 4 0-100 % FZ ¥ EtOAc 1 Tt
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PENE LAAS B FTAAK 1 (256mg) »
[0609] {5 FH ALl 7y v il 2% DA AT 14<

[0610]
Br
-
2-(2-YR-4-nt g Ay -2 %
@11 9] HO
MS:216F1218 [M+H] .
l_ 8
5-35L-2-(1-F F g k-2 YL e ] “
('§ﬁ1353) - Br
MS:270 [M+H]".

[0611] & THF (2. 5ml) F1K) 5- ¥R —2— i — nikiE (500mg) [ H1%E —5°C. SN
SRR (M, THE ) (0. 92mL) PR S V4 HE 50min, A 1- FREEBK I —2—- % (288mg)
HIREVDEFE 3he BIREWAEIZR 0°C, M 2M HCl H 2 pH ~ 7, b 5 IMAIK (2mL)
A (10mL) , FREEFIRGEHHNLE « HAE EtOAc FIKZ (M]3 2, T4 (MgS0,) FFkFaH L
JZo M EtOAc W45 &% B LASRAT AT 7 3 (150mg) .

[0612]
1-(5- LR g -2-4k) 2, % HO/HI/ RS
(‘Eﬁ% 4) & Br
MS:204.8 [M+H] .

[0613]  7E —-78°C K 5— ¥R —2— il — MERE (1g) WHALE THF (16mL) AR (FFE)
£ (3M, Et20 1, 2. 34mL) , B 5 ¥ VR G WIAE —78°C R PiHE 30min. [T B MA &
fi& (0. 60mL) FF7E 30min Py HEHE SN [FIINHE AR 2 0°Co I MeOH FH B IRGGTR G4 -
W AT I A AE DOM/TPA (5: 1 :80mL) i FFH #R7K (50mL) Pk, 78 4 AbhE Fidd (i
afifk, i & 0-20% EtOAc HIBRFEBENE LAS 2T 14 4 (244mg)

[0614] A FH A7 V) % LA N T4

[0615]

(S5-I -2 HE)-2-[ 0 T HE( P 3 R A Kkr «
-2 S P
(R 5D

[0616]
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MS:332.951334.9, 1:1 [M+H]".

(5-TLWE NE -2- 45 )-FF P 25 TR B ”“’Z/ S
(ﬁﬁﬁ6) ' & @r
MS:228.8 [M+H] .
1-(5-iRME g -2-FH) 5 - 1-1% L
(Wﬁ;‘?) HO ' =
& Br
MS:216.9 [M+H].
1-(5- PR E -2-4)-2,2- i k- - 1- ¢ >/((
HCG K
CRi#k8) > )
MS:244.9 [M+H]
OH
1-(5-VRIEIE -2- 3 T -1 - )/H,/N\
N\;Br

(RT49>

MS:230.9 [M+H] »

Cli
20 -4 -0 bk B F L ntm
SR -4~ 1k bk L BF RE b g "/ﬁ .
CBTA&10) [\/ 1 P
[0617]  |f] 2- &0 —4- (& EE ) niknzg (10g) (1) THF (200mL) ¥ & A b A M5 bk (5. 94mL) Al
K,CO, (18. 8g) « BHIR-EWEIE FPisk 3 Ko NNV HHAT I8, 1§ H EtOAc YRk [ 1k, IF ik 4k

. 1E A AREZE (0-50% EtOAc/DOM) E4ifk izt ¥l LAFRASHT 4 10 (6. 87g) »
[0618]

i "H NMR (400 MHz,
DMSO-d¢): 7.91 (d, J= 5.60
| Hz, 1H), 6.81-6.83 (m, 2H),

1-(2-54 -4 -REL IE Hi )-4- FF
" 4.10 (g, J= 6.80 Hz, 2H),
He-URIE -4- 2 B L1 32(\ (q z, 2H)

3.64-3.70 (m, 2H), 3.01-3.08

CErk11) o (m, 2H), 1.97-2.01 (m, 2H),
Q 1.39-1.46 (m, 2H) 1

1.16-1.23 (m, 6H).

[0619]  [a] 4- ¥ —2— & — Mt B¢ (2.0g, 10. 39mmol) [ EtOH(25mL) ¥ W * jn A
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DIPEA (5. 50mL, 31. 17mmo1) , B 5 I ER R 4— FFENRIE ~4- R IR LHG (2. 60g, 12. 50mmol)
AT R NIRE P INFAZ] 85°CRFLL 16h, 78 REFIFFE A MhE EAitb iR Y, 4 20%
EtOAc— CREBENt LLIRTS AT 7K 11 (1. 80g, 75% )

[0620] A FHSRALUTy il 46 LL R R

[0621]
~ MS:327.0 [M+H]".'H NMR (400

| -(6- -2 I3 )-4- /@ MHz, CDCL):8 7.22 (s, 1H), 6.70

7 “ (d, J=7.60 Hz, 1H), 6.51 (d, J=
- IR e -4- R 1R 2, 8.40 Hz, 1H), 4.16 (g, J= 6.80 Hz,
s . 2H), 3.88-3.94 (m, 2H), 3.07-3.14

p (m, 2H), 2.15-2.18 (m, 2H),
CRU#12) k 1.43-1.50 (m, 2H) $11.22-1.28
(m, 6H).

ol MS 283,11 [M+H]".'"H NMR (400
g MHz, DMSO-dg):5 8.14 (d, J=
1-(6-58-3-RHk 1 £ )-4- g@ 2.40 Hz, 1H), 7.63 (dd, J= 2.40

T 4 Y and 9.20 Hz, 1H), 6.81 (d, 7= 9.20
3:% RiE-4 AR ‘( Hz, 1H), 4.10 (q, J= 7.20 Hz,

i 2H), 3.84-3.89 (m, 2H), 3.05-3.12
CBTE13) (m, 2H), 1.96-2.0 (m, 2H),
1.36-1.43 (m, 2H) F 1.16-1.20
{m, 6H).

p VS 384,19 [MFHT". H NMER (400
L7 e
1-(4- 5 W NE -2-FE )-4- Ny MHz, CDCL):5 8.0 (d, J= 6.40

f—'ﬁ %,mﬁ E%_g,%@ Z = o Hz, 1H}, 6.37 {d, /~6.40 Hz,
SN

g 1H), 4.20 (q, J= 6.80 Hz, 2H),
= 4.11 {m, 2H}, 3.13-3.20 {m, ZH),
(Rik14) 2.19-2.22 (m, 2H), 1.40-1.48 (m,
2H) #1 1.24-1.29 (m, 6H).
al MS 284.05 [M+H["."H NMR (400
N,//LN MHz, DMSO-dg):6 8.05 (d, J= 6.0
A 3E-URBE-4-FR 18 72 M o Hz, 1H), 6.85 (d, J= 5.60 Hz,
, W 1H), 4.13 (g, J= 7.20 Hz, 2H),
s TN 139 (m, 2H), 3.15-3.21 {m, 2H),
(’ﬁﬁ'ﬁtlﬁ} 1.98-2.02 {m, 2H}, 1.38-1.45 (m,
ZH) § 1.17-1.22 {m, 6H).

[0622]
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1 “(6‘“%_( %%“4“%)“4“ MS 284,09 [M+H]""H NMR (400
o ~ MU MHz, DMSO-dg):3 8.30 (s, 1H),
- DR -4- R R & N 6.96 (s, 1H), 4.13 (m, 2H), 4.05
i (m, 2H), 3.15-3.22 (m, 2H),
o 1.97-2.01 (m, 2H), 1.37-1.47 (m,
(Hitk16) < 2H) 1 1.15-1.21 (m, 6H).

G MS [MAH].H NMR (400 MHz,
Ny | DMSO-dg):3 7.92 (d, J= 5.60 Hz,

1-(2- 50 -4 -t I HE Y IR # | 1H), 6.82-6.84 (m, 2H), 4.07 (q,
WQTQ J= 1.20 Hz, 2H), 3.85-3.89 (m,

4
4R LT | 2H), 2.96-3.02 (m, 2H), 2.60-2.66
CRI#17) (m, 1H), 1.84-1.87 (m, 2H),
1.48-1.57 (m, 2H) 0 1.17 (t, J=
7.20 Hz, 3H).

. . = MS 243,11 [M+H["."H NMR (400
2-N-Q- I }’_‘iﬂ MHz, DMSO-dq):5 7.87(m, 2H),
TV g -4 [ <"—~*<N_/—~' o 6.48 (d, J= 5.60 Hz, 1H), 3.57

n (m, 4H), 3.39 (m, 2H), 2.45 (m,
(RU#%18) .

. - a MS 188.01 [M+H]".'"H NMR
2-AN-Q-FAEL N/Q,., (CDCly,400 MHz):5 7.99 (d, J~
o TE -4- 1 U\ O 5,60 Hz, 1H), 6.26 (d, J= 5.60 Hz,

H 1H), 5.47 (br s, 1H), 3.55 (br s,
( 19)

R 4H) 0 3.37 (s, 3H).

.y G MS 185.08 [M+H]".|H NMR (400

12 e -4-HE) R Ny oH MHz, DMSO-d,):68.04 (d, J= 6.0
BT BE-3-BE U\,L [ Hz, 1H), 6.37 (d, J- 6.0 Hz, [H),
200 5.86 (m, 1H), 4.60 (m, 1H), 4.27

{m, 2H) H 3.79 {m, 2H).
MS 200,04 [M+H]".'"H NMR

1H), 4.28-4.36 (i, 3H), 4.0 (in,
2H) #1333 (s, 3H).

1-(2- G -4 /i MS 200,06 [M+H]".'H NMR

. NSy oH (CDCl,, 400 MHz):5 7.96 (d, J=
T AR T 3 j\f
TAR-FORR T 53 um 5.20 Hz, 1H), 6.05 (d, J= 5.60
2 Hz, 1H), 4.04 (br s, 4H) &I 1.61

[0623]
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(k22 (<. 3H),
ol MS 200,06 [M«hH]“.’H NMR
4-(2-5 W g -4- 55 ) a

N/@\\N (CDC1: 400 MHZz):3 808 (d, J=

i 6.0 Hz, 1H), 6.39{d, J= 6.0 H
Wk K,;LN,/—\O 0 Hz, 1H), 639 (d, J= 6.0 Hz,

N/ 1H), 3.78 (m, 4H) #1 3.64 (m,

[0624]

CHT#23)

4H).

250 -4-(4- 7 HE VR 1R -1 -

"H NMR (CDCl, 480 MHz):5
8.02 (d. J= 6.0 Hz, 1H), 6.38 (d,

e yE g / J= 5,60 Hz, 1H), 3.67 (m, 4H),
h— 2.52 (m, 4H), 2,48 (q, J= 7.20 Hz,
2H) 112 (1, J= 7.20 Hz, 3H).
"H NMR (CDCly,400 MHz):5
2-5-4-[4-Q-PH I L o 8.03 (d, J= 6.40 Hz, 1H), 6.38 (d,
’ J= 6.0 Hz, 1H), 3.7 (m, 4H), 3.60
" S N
o)W -1 L A (t. J=5.20 Hz, 2H), 3.29 (s, 3H),
(Ei425) s 2.64 (t, J= 5.20 Hz, 2H) FI 2.60
(i, 4H).
4-(2-50-5- 5B I -4 7 MS 218.0 [M+H]".'H NMR
R

1)
(R 26

(CDCls, 400 MHz):5 7.95 (d, J=
6.0 Hz, 1H) F1 3.74-3.81 (m,
8H).

4-[(2-F-4-uk g Y8

MS 297.07 [M+H]"."H NMR. (400

5.60 Hz, 1H), 6.75 (d, /~ 8.0 Hz,

K- 1-FI-SH D RR S 1H), 6.45 (m, 2H), 4.11 (q, J~
@ 7z QE 7.20 Hz, 2H), 2.50 (m. 1H)
2.06-2.08 (m, 2H), 1.78-1.81 (m,
CRi#27) 2H), 1.29-1.36 (m, 4H), 1.21 (t,
~ 7.20 Hz, 3H) 1 1.19 (s, 3H).
o MS 271,07 [M+H]"."H NMR (400
% H 2 - . -
1-[(2-BL-4-H 0 5 Ay MHz, DMSO-dy):5 8.29-8.31 (d,
_ J= 4.80 Hz, 1H).1.57 (s

F 13- - nh g do -3
-
CHT#A28)

1H), 4.58 (s, 1H), 3.64 (s, 2H),
2.64-2.68 (m, 2H), 2.42-2.44 (m,
2H), 1.72-1.75 (m, 2H) 1 1.23
(s, 3H).

1-[(2-¥L-4-NE BE 3 P

" NMR (400 MHz, DMSO-ds):5
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RN PR Br 829 (d, 7= 5.20 Hz, 1H),7.50 (s,
. N 1H),7.32 (d, J= 4.8 Hz, 1H), 5.21
Ji-3-18 Py (s, TH), 3.61 (s, 2H), 3.33 (s, 2H),
CRr#29) 2.90 (d, J= 6.40 Hz, 2H) F1 1.36
(s, 3H).

MS 243.07 [M+H]".'H NMR (400

. MHz, DMSO-d,):8 8.28 (d, J=
5 T Br
1-{(2-B-4-L e ) 4,80 Hz, 1H),7.50 (s, 1H),7.31 (d,

FEVRIR T Je-3-BF \C | J=5.20 Hz, 1H), 5.35 (d, 1H),

4.17-4.25 (m, 1H), 3.59 (s, 2H),

CHI 430D
3.48-3.54 (m, 2H) 1 2.77-2.81
(t, J= 6.80 Hz, 2H).

Br MS 277.07 [M+H]"."TH NMR (400
2-YEL-4-[(3,3- "SI g E S MHz, DMSO-de):8 8.34 (d, J=
o1 -3y L R ;-AC\ | P 5.20 Hz, 1H),7.57 (s, 1H),7.39 (d,

J=5.20 Hz, 1H), 3.67 (s, 2H),
A& 31) 2.90 (m, 2H), 2.72 (m, 2H) #
2.27 (m, 2H).

MS 257.05 [M+H]"."H NMR (400
MHz, DMSO-dg):8 8.30 (d, I=

| \ 5.20 Hz, 1H), 7.56 (s, 1H), 7.37
(3R)-1-[(2-R-4-MLhe o C\ | SN @, 1= 4.80 Hz, 1H), 5.75 (s, 1H),

H Y FP BE TREE Ve B -3- I #1492 (4, = 4.40 Hz, 1H),
3.55-3.65 (m, 2H), 2.61-2.68 (m,
2
CHirfE 32) 2H), and 2.38-2.50 (m, 1H),
2.31-2.38 (m, 1H), 1.95-2.04 (m,

1H) F11.52-1.59 (m, 1H).

4-[(6-50-3-M e FoH P

FE 10 ik @ i : “ MS 213.04 [M+H]".
(R 33)
N-[(2- 5L -4- At I ) FY Br
FEVRN A MS 227.05 [M+HT".
CRiT 34 VTS
[0625]
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[0626]

4-[(2-TL-4- N i 2 ) “

HE1-3- F - 1k A N/H MS 271.10 [M+HT".
(R & 35) Lo

(2R,6S)-4-[(2-1R-4-lE | o< 1

I 45 ) 4 )-2,6- - FF h

ﬁg-ag,g{;ﬁ Nq MS 285.07 [M+HT
CRT4% 36)

4-[(2-I-4-MEBEFR Y | O 1

%]“2,2,3,3,5,5,6,6"};&
IR

MS 265.17 [M+H]".

(R4 37D °
4-[(2-1R -4~k wE 5Ly H Sy
H:1-2,5-— FF k- gk 7 MS 285,12 [M+HT".
(R 38 /[D/
(28)-1-[(2-44 -4-NL wg
LELLTEE N G
B %‘}ﬂc M8 255.06 [M+H][".

i F i
(R4 39D

2-[(2-7R-4-1 g FE ) P
A 1-6-58 44-2-F A iR

MS 269.07 [M+H]".

[3.3]H %%
CHI & 40)

2-PR-A-(HEE AL | B

FeyntE e X | MS 220.0 [M+H]".
CHU & 41) .
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T-[(2-1R-4-MEBEREY R | B A
F-2-BA2N-T- B IR

- MS 297.16 [M+H]".
351 Ch
O

(R4 42)

[0627]

o4

4-FH-1-F 2 TR R IR 2 B /’\ajh
(R4 43) NH

MS 186,20 [M+H]",

2

[0628]  4- LM CHARIR LME (1) VKA 4- BEM CHERIR (5. 0g, 34. 92mmol) 1]
EtOH (20mL) ¥ ¥ * in A E A BE & (7. 60mL, 104. 76mmol) » K5 P 1E 80°C n#i 3h. H
RHRBFICLIRA 1 (7.23g) . "H NMR (400MHz, DMSO—d,) : 8 4. 19(q, ] = 7. 20Hz, 2H), 3. 7
1 (m, 1H), 2. 71 (m, 1H), 2. 06 (m, 2H), 1. 90 (m, 2H), 1. 69 (m, 2H), 1. 55 (m, 2H), FI 1.25(t, ] =
7. 20Hz, 3H) .

[0629]  4-(1, 3— 4 AR H MMk —2- 2% ) I COHER R MG (i1) <1 i (0. 50g, 2. 92mmo1)
[ 2% (10mL) Y9 T in N Et N (1. 02mL, 7. 30mmol) FN4R2E — FEZET (0. 56g, 3. 80mmol) .
i F Il 22 7 85 5 (dean—stark) WA K TRA PRIV 8h LLER £ /K. A28 R EH], IAK
(50mL) FFHVRA W) iR P FE 30min, 8 ik v AR A A3 B [ AR k), JF T8 L3RS
i1 (0.30g,34% ). "H NMR(400MHz, DMSO-d,) : 8 7. 84 (s, 4H), 4. 19(q, ] = 7. 20Hz, 2H), 3.7
1 (m, 1H), 2. 71 (m, 1H), 2. 06 (m, 2H), 1. 90 (m, 2H), 1. 69 (m, 2H), 1. 60 (m, 2H), FI 1.23(t, ] =
7. 20Hz, 3H) .

[0630]  4-(1,3— — 44 ¢ 5§ M| Wt npk —2- -HERCO KRR O (i) : F
i1 (0. 30g, 1. Ommo1) [f] THF (10mL) fé/ﬁ/\%ﬂ @J ~78°C, #RJ5 £ —78°C T & i i A\ LDA (THF
W 1. 60M, 1. 88mL, 3. Ommo1) o KFIREWIAE —78°C FHt+HE 30min, B 5 7F —78°C N fn A I BE il
(0. 311mL, 5. 0mmo1) o 4 S I (1)L FE e N8 4 oy 22 =53, PPkt o B s VA 12 0°C, i
IOV NH,CL ¥ (30mL) #8412 Wo A8 EtOAc (3x50mL) ZEH 2 Vo & I HIH ML
ERAKPEE T (NayS0,) I B FF Ik 4a LIRTS 111 (0. 30g,97% ) o MS316. 12[M+H] .
[0631] 4-ZJE -1- FENR LK ARIR LN (AT A 43) [ oK 1 11 (0. 30g, 0. 95mmo1)
i} EtOH(ZOmL> R I A HE (0. 115mL, 2. 38mmol) , FFK Fr 15 i NVAIR &9 7E 80°C hn#i

3h. R, K (20mL) FF4# ] EtOAc (3x50mL) #£EL . A ML 2h KB . T4
(Na2804) I g I B AR5 LIRS AT 1A 43 (0. 18g) -
[0632]
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r "H NMR (DMSO-dg,400 MHz):3 8.29 (d, J=
(8)-2-BL-4-((3- 9t Ny | 48 Hz TH)7.50 (s, 1H),7.24-7.26 (4. J= 4.8,
M- 1 - ) FR By F—O [ 2 1H), 5.12-5.25 (m, LH), 3.65 (s, 2H) 0
W CET 44) 2.70-2.91 (m, 3H), 2.45-2.51 (m, 1H), FI
2.03-2.25 (m, 2H).MS 259.05 [M+H]"

[0633]  (2- VRULAE —4- &) FEE (1) A O°CHIUE AL T, M) 2- IREE —4-e
(20g, 107. 52mmo1) ¥ MeOH (150mL) %53 1 &0 IN AN EALET (12. 0g, 322. 56mmol) o KR 5
Yy The I0 AL K] NH,C1 ¥, Bl 5 437 F EtOAc (3x200mL) Z5HL . XI5 I A ML= 2k
ATT I (Na,80,) HEAZK K LIS 1 (18. 0g,90% ) » 'H NMR (DMSO—-d,, 400MHz) : 6 8. 30(d, J
= 4.8Hz, 1H),7.54(s, 1H),7.35(d, ] = 4.8Hz, 1H),5.55(t, ] = 6.0Hz, 1H) A
4.53-4.54(d, J = 5. 6Hz, 2H) o 2- ¥ —4- CIRFEE ) MEwE (1) 7E O CRITEHE LM T
i (18g, 95. T4mmol) ¥ FF 2K (180mL) ¥R &% i AN — WAL ®E (13, 4mL, 143. 62mmol) » #f
TEAY) 100°CNFA 30min. 18 2 ¥4 HI E 0°C 3\ NalCO, ¥, Bl J5 FH] EtOAc (2x500mL)
o AEIHRANZEAT T NayS0y) FFRAFZ K. 1A Faifb % B9 348 H
15 % EtOAc: ke v i L3R4S 11 (12.0g,50 % ). 'H NMR(CDCI,, 400MHz) : 6 8.35(d, J] =
4. 8Hz, 1), 7.51 (s, 1H), 7. 26 (d, ] = 6. OHz, LH) 1 4. 34 (s, 2H) . MS251. 80 [M+H] ",

[0634]  (S)—2- ] —4-((3- FMLME St —1-F& ) H L) mbwe (affhk 44) BB R &0
T e, VKA R ii (3. 0g, 11.95mmol) ] DMSO (10mL) %53 P i A\ KOH (1. 0g, 17. 92mmol) , fifi
JamoN (S)-3— JiLng LeEh Eg 3 (2. 2g, 17. 92mmol) o RHRAWAE 0°C F i HE 22 500, Frat
20min. ¥ UK FRBEIR-GH, B 18 EtOAc (3x150mL) ZEH. & 3 A HLE FH Eh /K BEVE,
T (Na,S0,) FFEZF 2R LLIRTSHT 14 44 (3. 0g, 96% ) .

[0635] i FHSRALLTy il 46 LL N R4

[0636]
. MS 257.19 [M+H]"."H NMR
2-PR-4-[(3- 14,
(DMSO-dg,400 MHz):5 8.29 (d, J= 4.8
[0637]
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SRR T Be-1- Br | Hz, 1H),7.50 (s, 1H),7.32 (d, J- 4.8 Hz,
J— o oy | 1) 3.95-4.01 (m, 1H), 3.61 (s, 2H),

“““ ] \C\ l ) [3.49-3.52 (m, 2H), 3.14 (s, 3H), A0
(A 45) 2.86-2.90 (m, 2H).
’ ’ o (DMSO-dg,400 MHz):8 8.34 (d, J= 4.80
- 1-WR I A ) T A ] | ), 756 (5, 1), 738 (&, J= 4.80
o F7Q‘ ] /" Hz, 1H), 3.62 (s, 2H), 2.65 (m, 2H),
E 2.40 (m, 2H), 1.84-1.90 (m, 2H) I
(BRI 46) 1.63-1.67 (m, 2H).
MS 257.49 [M+H]".'H NMR
4-[(2- 1R -4-Ntk g o (DMSO-dg,400 MHz):5 8.26 (d, J= 5.2
T . Hz, 1H),7.48 (s, 1H),7.22 (d, J= 4.80
FF S L bk
AT A @ [ SN Hy 1H), 3.69-3.71 (1, J= 4.80 Hz, 4H),
Ceitk 47) Z 3.45 (s, 2H) F1 2.41-2.43 (t, J~ 4.40 Hz,
4H).
2- YR -4- (ML S 5 Br "H NMR (DMSO-d,,400 MHz):5 8.30
(d, /=4.80 Hz, 1H), 7.55 (s, 1H), 7.37
Ao i n@ N
- AR ML C\ l P (d, J=4.80 Hz, 1H), 3.61 (s, 2H), 2.44
(REU1A48) (m, 4H) F11.70 (m, 4H).
. o F
2-1R-4-[(3,3- 9, AE\ '"H NMR (CDCls, 400 MHz):5 8.32 (d,
EAER T -1 F J=4.80 Hz, 1H), 7.47 (s, 1H), 7.25 (4,
~ 4.80 Hz, 1H), 3.52 (s, 2H) I 3.66
FE) R EE T e ] X (on, 4T1).
CEI#%49) .
[0638]  [a]UK¥A 1) 2— VR M (0. 40g, 2. 15mmol) ) THF (5mL) ¥ INA 3, 3— Z A A

T heshmesh (0.41g, 3. 12mmol) FIN- FIERGIEE (4L ) o JRNAE 0°CHEF: 15min, b5 &
B I NF IS (0. 41g, 6. 45mmo) o ¥HIRAW =W 16h. MIAIK (50mL) , bifi f5 s
F EtOAc (3x100mL) AL, &I A MU shK PG T8 (Na,S0,) i s IF B 5k i . 7F
AR BBk alifl (30% EtOAc— TR ) LIS RIRTA 49 (0. 18g, 32% ) .

[0639]
4-((6-TL ML e -2- 5 ) R ) 'H-NMR (400 MHz,
. s o] DMSO-de):6 8.76 (5, 1H),
1) oS DesTee I
N 8.70 (s, 1H), 3.64 (s, 2H),
(R 50) 3.58 (brs, 4H) f12.43 (brs,
[0640]
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4H).MS 258.0 [M+H]".

[0641]  2- i —6- (UL ) MHLHE (1) IR, 1) 2- ¥ —6- FI3E — EBE (3. 0g, 17. 31mmol)
f{y CC1,(25mL) YV 1 N NBS (4. 60g, 26. 01mmo1) F1 AIBN (0. 248g, 1. 734mmol) . KR
75 55°C N4k 48h. IIAJK, B J5 48 EtOAc (3x100mL) REHL. & I IIE HLAD T 3h K BE5%
THE (Na,S0,) FFELZ WS . 18 S AMRE E4iqb sk B I8 5% EtOAc: TAwdE LA3RAT
i(1.40g,32% ). 'H NMR(CDCl,, 400MHz) : 8 8. 64 (s, 1H), 8. 62 (s, 1H) HI 4. 50 (s, 2H) ,
[0642]  4-((6- JRALIE —2- 3k ) AL ) Wbk (HT1A 50) - Ukv& B 1 (1. 29g, 4. 81mmol)
ACN (30mL) ¥ - I ARSI (0. 46g, 5. 28mmol) JEHHIRGHIAE 0°C N HiHE 45min. JIAKIF
H1 EtOAc (3x50mL) ZEBUREY). & IF AN FRKPER: T (NayS0,) JF R ZZW4E. {E
TEEARE AR B Y, A 90% BtOAc— TCUGEVEME LAZRIE AT 1K 50 (0. 6g,50% ) .

[0643] it HISRABy {27l 26 LA T AT A4
[0644]

0 msng sk ’
4-[2- 3 e -5-5) =N MS 214.10 [M+H]".'"H NMR (CDCls, 400

|
FP B ] A bk % MHz):8 8.61 (s, 2H), 3.72 (brs, 4H), 3.52 (s,
2H) #1248 (br s, 4H).MS [M+H]",
CRi#A 51) O
‘ TH-NMR (400 MHz, DMSO-dq):3 4.71 (s, 1H),

3-FF AL g J72-3- HO 3.33-3.46 (m, 2H), 1.72-1.74 (m, 2H) % 1.41 (s,
thiEg £k 2H), 1.38 (s, 9H) 1 1.28 (s, 3H).MS 202.28

(A& 52) NH e

[0645]  3- FRJE —3- FIALMEMG LT —1- R ER AU T FElE (1) AR IEA T, MIKA ) 3- 4
FRIERE ft —1- R B AU T £ (1. 0g, 5. 40mmol) [¥) Et,0(20mL) ¥ 1 5 ¥ 0 A\ SR4k AR AR 4E
(3. 50mL, 10. 80mmoL) o FHIRG W EImBEFE Lh, IR J5 AT H LR K] NH,CL ¥ 2% 1 N, Bl s A
H EtOAc (3x100mL) ZKHL. & FH A HLE H KBRS T8 (NayS0,) il 8 B8k gq . i
HIE R Re B LL3RAS 1 (1. 0g, 92% ) o 3— FSEMEMS St -3 B hie £k (HifA 52) :0°C R 4M
HCL 9 1, 4- —IE4e (10mL) ¥ i (0. 850g, 4. 22mmol) FF¥ RS =R PiHE 2he H
Bl RV S B0 BFES LUSRAS HT 1K 52 (0. 490g) » MS102. 15[M+H] ",

[o646] i FHSRALLTy il 45 LL R R

[0647]
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- AL E AR T 4R "H NMR (400 MHz, DMSO-d.):8
. - 3.81-3.83 (m, 2H), 3.69-3.72 (m,
‘..3‘.. ] ks , I HO
P R Dw 3H), 2.83 (brs, 1H) fil 1.42 (s,
H

CRU#k 53) 3H).
2-IR-4-((3- 4 E-3-

Br
B 1
BB FR T -1 )E\ 27N | MS 271.05 [M+H]"
3 ) BE AL AR PN

CEUf& 54)

[0648]  [r] UK¥A AT 29 (0. 75g, 2. 92mmo1) ) DMF (15mL) ¥ ¥ *H & 43 i N\ NaH (5 42)
H#) 60 % 43 BUIK, 0. 1758, 4. 38mmol) o HE IR -G H4E 0°C FHEFE 10min, Bl Ji5 2 5% N P 3
fit (0. 27mL, 4. 38mmol) o ¥ S MR A WYALE 0°C FHi#k 30min. A K (10mL), B Ji5 18
EtOAc (3x50mL) Z<HL . & HFMIAHLE K K PES T (NayS0,) HE Y. £
fE EAAbER A, A 40% FtOAc: Cheybii LIZRASRT14 54 (0. 24g, 30% ) »

[o649] A HSRALLT7 il 46 LL R AT

[0650]

Br
2--4-[[(3R)-3- FF A HENE W 52 1- 46 1 PR BE bk e \ \/@“
(R 55) OC\ -

MS 271.0 [M+HJ".

/NS
2-L-4-( " LA B A T A o* f@«
(BT 56) {

MS 309.98 [M+H]".

[0651]  ZEZRFHITRIRE Pk 2- IR —4- (IR FEE ) kg (2. 3912mmol ;600mg) F1V IR =
LT (2. 6mmol ;440mg) &VF T ACN(GmL) A, FRLERLBE A 100°C hn#h 1he B WR4G1R 5
LL3RARRTAA 56 (700mg, 95% ) .

[0652]
o
(-G -4 3 '"H-NMR (400 MHz,
¥ X (\a DMSO-dg):5 8.18 (d, J= 6.0 Hz,
o) 27 ) ngk e o/\/'\) 1H), 7.12 (d, J=2.0 Hz, 1H),

[0653]
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in P

72/123 3T

(R 57

6.99-7.01 (m, 1H), 4.19-4.22 (t,
J=5.60 Hz, 2H), 3.55-3.57 (t, J=
4.80 Hz, 4H), 2.61 (t, J= 6.40
Hz, 2H) 11 2.45-2.50 (m,
4H).MS 243.09 [M+H]".

[0654] 1] UK V% 1) 2— S AL IE —4- B (1. 0g, 7. T2mmol) T 4-(2- 54 & 5 ) MWk #h 1%

h

I

(1. 16g, 7. 72mmo1) f¥] DMF (10mL) ¥ V& 7 A0 K,CO, (3. 20g, 23. 16mmol) . F# I8 &4 =5 153
F£ 16h. fNAIK (20mL) , B J5 48 H EtOAc (3x100mL) HX. & FHHAHLZE R KsEd. T

B (Na,SO.) JFREZZENK . AE FALRE L4l ik W18 Al 5% MeOH: DCM B Mk LA

57(0.60g,33% ) »

[0655] s HISRABLy ¥l 2 LA T A4

e 4E 22

IRAF A

[0656]
TH-NMR (400 MHz, DMSO-dg):
o 8.18 (d, J= 6.0 Hz, 1H), 7.10 (d, I=
4-[3-{(2-R AL o 2.0 Hz, 1H), 6.98-7.10 (dd, %% J=
FE AR HE T4 56 11 bk i | (\ 2.0 Hz 1 5.60 Hz, 1H), 4.13 (t, J=
oy
R4k 58) 6.40 Hz, 2H), 3.55-3.57 (1, I= 4.80
GWU Hz, 4H), 2.34-2.40 (m, 6H) 1
1.83-1.90 (m, 2H).
258 -4- (1Y 2k -2- 7
.
It PR AR 6 )Rk g @\ o MS 214.08 [M+H]".
L8]
(R 59 O
2-F-4-Q-PEKZ o 1H NMR (CDCly, 400 MHz):5 8.18
..... . (d, J= 5.60 Hz,1H), 6.88 (s, 1H), 6.79
3 = =
AL P o (d, J= 5.60 Hz, 1H), 4.17 (m, 2H),
CRT 4k 60) OIS 6 m, 2H) 3,43 (s, 3H),
4-[2-[(6-5-3-nth e
YR A A g | o t NN o | MS 243,11 [MH]"
CET4k 61D Z o “
“““ TH-NMR (400 MHz,
A2 e ¢l
2-((2- A e -4-2E) DMSO0-dy):87.96 (br s, 1H), 7.87 (d,
Za . N7 SN - m
RN u o on J=5.60 Hz, 1H), 6.48 (d, J= 5.60
B4k 62) N Hz, 1H), 481 (m, 1H) #13.52 (m,
4H).MS 174.01 [M+H]".

[0657]  Hf 2- G N-(2- 4L L) WEWE —4- % (1. 0g, 5. 34mmol) fJ DCM (10mL) ¥ ¥%
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HIZE -10°C, B 5B W A BBr, (0. 70mL, 8. 02mmo 1) o HR-A W ZEIRBEFE 3ho I NaHCO, ¥
W (5mL) , B S5 A8 DCM(2x50mL) ZEHL. & FF R B ALK sk Ve T (NaySO,) JFH
FHR . AR AKE FALER B AT 80% EtOAc: CUBEPEME LSRR 1 o E AR I AT 44
62 (0. 35g, 38% ) .

[0658]
"T-NMR (400 MHz,
¢ DMSO-dq):5 8.36 (d, J= 5.20 Hz,
4-(1-2- S LnE-4-25) L 0/\ Xy | 1H), 7.44 (s, 1H), 7.37 (d, J= 4.80
Sy (R 63) l\/N L Hz, 1H), 3.55 (m, 4H), 3.47 (q, J=
6.80 Hz, 1H), 2.24-2.39 (m, 4H)
1.27 (d, J= 6.80 Hz, 3H).

[0659]  1-(2- G ML WE —4- %) & B (1)« ] UK ¥4 19 1-Q2- & —4- b wg &) & i
(1. 0g, 6. 42mmo1) F¥) MeOH %3 I\ NaBH, (0. 73g, 19. 21mmol) FF44 %5 =5 Va3 +E 30min.
I8 J 458 FH PRI ) NHLCT ¥R 25 1 S N, B A EtOAce (3x100mL) ZHX . & IF A HLE H 2K
Ve T (Nay,S0,) JFEZAF R LIRS 1(0.61g,60% ) o MS158. 10[M+H] ",

[o660]  1-(2- S MERE —4- &) L PRI B (i1) « ) UK ¥4 1 1 (0. 25¢, 1. 58mmol) [¥]
DCM (10mL) ¥ I\ Et,N (0. 43mL, 3. 16mmol) , £ Fr 45 ¥ v 76 AH [F135 FE R $i68E 15min,
b S5 N A s s (0. 18mL, 2. 37mmol) o VR -G W) =i\ B+ 4he I IK ZE 08 SO IFAE
F Et0Ac (3x100mL) #HY. & BA ML= H K PEd . T8 (NayS0,) J F4% 7% & AR 13
ii (0. 30g,80% ). MS236. 38 [M+H] ",

[o661]  4-(1-(2— GUILIE —4- 2 ) LI ) MGk (AR 63) < Ukye i 11 (0. 30g, 1. 33mmol)
() DMSO (5mL) ¥V H I AR AR F) KOH (0. 11g, 1. 99mmol) o FHRAMAE 0°C N Hi+E 15min,
Bt In NSk (0. 23g, 2. 66mmol) FfEIELBEFR -S4 16h. [n] NI AVKIK , bifi f5 48
EtOAc (3x100mL) #HL. & I HIAHZE HERKPEGR T8 (Na,S0,) FF H 25 7% &k L3R4S A A4
63 (0. 28g,93% ) .

[0662]
on "H NMR (DMSO-dg,400 MHz):5
1 -(5- LA I -2- ) 7, W " 8.59 (m, 1H), 8.03 (d, J= 8.40 Hz,
= 1H), 7.49 (d, J= 8.40 Hz, 1H), 5.50
(R 64) | A \g | (d,J=4.40 Bz, 1H), 4.69 (m, 1H),
134 (d, J= 6.40 Hz, 3H),

[0663] [ UKVA 1) 5 JLALIE —2— & (1. 0g, 5. 37mmo1) [¥) THF (10. OmL) ¥ - I AR ZEIR1L
£ (3. 44mL, 6. 88mmo1, 2M 7E Et,0 1) o K18 R NIRA W E B FE 16h. JIAIK (100mL) ,
Bt J5 A% ] EtOAc (3x100mL) ZEHL. A BIA AL FH /K BEsE T (Na,S0,) i JEFF I ik
i, 1F AR EAibR Y (50% EtOAc— Tkt ) LLSRAS AT 64 (0. 80g, 74% ) . IR

U7 i 2 LA AT i
[0664]
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1-(2-R-4-Mt e 36) Z, il
e
;3 « on MS 202 [M+H]".
(R4 65)

. , TH NMR (DMSO-ds,400 MH2):3 8.73
1-(5-JRLNH g -2- F on (m, 1H), 8.17 (dd, J= 2.0 and 8.40 Hz,
Hy-222- = 8¢ . i =X 1H), 7.60 (d, J= 8.40 Hz, TH), 7.16 (d,

Rt 66) F ANg | J=6.0Hz, 1H) FI5.15 (m, TH.MS
255.88 [M+H]".

[0665]  [r] 5 YRALEE —2— & (0. 5g, 2. 69mmo1) [1J THF (10mL) KA A =2 (="
AL ) ke (0.57g, 4. 03mmol) , Bfi J5 N\ TBAF (6. 73mL, 6. 73mmol, 1. OM THF) . IR &M=
HPiFE 16he IIAIK (100mL) , B 518 A EtOAc (3x50mL) Z5HY . & FFHA LA #hK e
T (Na,S0,) I B W4 . 7F A iE R4tk BB (20% EtOAc— Tkt ) DL3RAF AT
4 66 (0. 61g,89% ) .

[0666]

Br

|

N
=
2-(6-1L-3- ML E I -2 CRTAK 67) =

OH

MS 216 [M+H]".

[0667]  O°CF, I 1-(6- ¥R ~3- NEmE 3L ) LM (500mg, 2. 68mmol) [¥] THF (20mL) ¥+ &
TN FEERALEE (OMAE = ZRE, 1. 2mL, 3. Tmmo 1) FFAER G TR 2 =R I HEFE 60min.
RERE WS EIE 0°C, FF A NaHCO, VW (100mL) o JR-EP)H] Et0Ac (100mL) EHL
BANUZI S — &0 Et0Ac (100mL) SREEBUKIR . HIFANUE T (MgS0,) ﬁ,\lméﬁ o
il s A, 75 A B AE R 0-5% R DOM BRI, Bl 2f— A2 (01, 76— Skt
EAEHIE 0-50% EtOAc HYIEPEREULME LIRS A 14 67

[0668]

2-(5-TRMENE -2- ) -2- 46 4- P BEIR R - 1- 92 R IR C;\

CET/568) © ﬂm
)

MS 344.87H1342.87 [M+H]".

[0669]  2- (5 JALWENE —2- 35 ) 74 —2- 5 A 3L A SR AS (i) 0°C F. [ A4 1 1

THF (10m1) @Mﬁzﬂlﬂﬁu)\a%% (110mg, 2. 8mmo1) FHHEFE 1he MZIREW T ZEL M 4- Fi

AU RIS (560mg, 2. Smmol) JEAGHTE 0°C FHEE The A BtOAc (3m1) ALK, 4
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BANZ, TSRS 1 (900mg) .

[0670]  2-(5— y& W& Wg —2- 3% ) TN —2- & 4- F BL R MR —1- R 1R R (AT 4 68) : [
i(lg, 2. Immo1) [fJ DMF (10mL) ¥ I 1= FREEWRIZE (1. 05g, 10. 47mmol) Jf-% i@ Hidf: 18h.
FLARARIR A AT A5 5% B W TE EtOAc (20mL) 7K (10mL) 2 [A) 43 e, 73 BS A ML= I8 K
(2x5mL) PEg T (MgS0,) by IF Ak 4s . 78 S Abh: Bl ok a4k, /4 0-10%
MeOH,/DCM &Mt LLAS BT 1k 68 (144mg, 20% ) .

[0671]

HG,
=

4= (5= ERLMENE -2-HE ) PU 25 -2 - PR -4 - 1
(ﬁ?# 69) = Br

MS 258.92 FJ 260.88 [M+H]".

[0672]  ~78°CF, [i] n—BuLi (2. 76mL1. 52M) [ 25 (8mL) ¥ A B3 N 5 ¥R —2— il — 8%
e (1. 14g, 4mmol) FIFZE (4mL) V. 78°C FHEHE 1h 5, K CAE3A 20 70 T8 T >30min
(¥ VY& —4H- NP —4- i (1. 6g, 1. 5mL, 16mmol) — RN FFREIZIBERE. A0 R NV T2 Z iR
FHPEHE 3ho f# A NH,CL (10mL) #% 1= 2 W I8 ] EtOAc (4x20mL) ZEHL, & FFAHLE T4
(Na,S0,) « E 2 e 4i . it Pk (BEkid 10% —45% EtOAc) 4tk 7% ¥ 4 LIS 31 A 44
69 (535mg, 53% ) -

[0673] A5 I SABLT7 V2 4% LA A A4k
[0674]
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3-(5- TR EWE -2-H8) 1%, -3- 7 Ht%&
I

(BT 70) N
MS 244.86 [M+H]".

1-(5- MR e - 2- 2 ) R IR m D
BT EE 7DD ~e
MS 242.88 [M+H]".

45~ JRL IR I -2 5 ) Y 1 W Vil -4 s% =
Rk 72) “

MS 276.91 [M+H]".

4-(5-VELIEIE -2-55)- 1- FF L - R g -4- B
CHIEE 73) %

MS 272.02 [M+HT".

3-(5-WRMEIE -2-H) IR T Je-3-F2 *%4” ]
CRi4% 74) T
MS 230.96%1232.94 [M+H]".
on
1-(5-PRIBE I -2- 4 )-2- Iy bk A - 2, (—"‘)
(HTf& 75)

MS 288.05%1290.01 [M-+H]".

[0675] 5- ¥R —2- & & FE - W mE (1) : K 5 IR —2- W - mE g (2. 15g, 7. 55mmol) |

4, 4,5, 5= WS —2- Z4@2E -1, 3, 2 AR A (1. 60mL, 9. 43mmol) F1PACL, (dppf).

(300mg, 0. 40mmo 1) YEMAAE 1, 4— K¢ (15mL) 7. M Cs,C0, (4. 91g, 15. Immo1) fJ7K (5mL)
I HIRAAE 80°C Nk 30min. JRMVIREYH EtOAc (100mL) #ike, /K EhK B I+
HArss. TRIFRSIREE VY. £ F hk Dl ankaitk , /] 5-25% EtOAc/ BF
FR Vel LIS 3] 1 (1. 10g, 79% ). MS 185. 11 i1 187. 09 [M+H] ",

[0676] 5- VR —2-( Ff %A & % -2- 3L ) B uE (i) : % £ B (6801r L, 11.9mmol) F
i(1.1g, 5.95mmol) ARAE 1, 4— —ME4% (30mL) FIZK (80mL) . A H14 0°C I B4
IO NBS (1. 27g, 7. 13mmol) o A% i NV F- 22 2530, Bt J5 I 2M NaOH (50mL) ¥4 $: 16h.
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A FH 7K 8 S N 45 FH EtO0AC 2R B AT H ERAIE BEA LA 2 JF AT 1 (NayS0,) o 54
A hd: b Ak 348 10-50% EtOAc/ Bkestit LIS 3 i (140mg, 12% ) . MS200. 92
F1202. 91 [M+H] ",

[0677]  1-(5— y& W& g —2— J& ) —2- e Wbk 55 — & WE (W7 1K 75) « 76 B B R AT R, %
ii(140mg, 0. 70mmol) FKIRGHHK (2. OmL) WAL 120°C AN#4 1he 78 N, UL N AT 1R vl 1§

BIRTE 75,
[0678]
OH
(S-S0 L) BB CRTATE) "l

N

Br

MS 257.0f1259.0; 1:1 [M+H]".

[0679] ¥ 5- WAMENE —2- R % TS (250mg ;1. 15mmol) ¥¥fiRAE JE/K THE (10mL) Hr Jv4 4
0T, BN A (BB (0. 5M 48 THE #7, 3. 0mL, 1. 3mmo 1) FFHHIR A+
15min, {3 F MeOH (0. 5mL) £ ik JW, @ﬁﬁ EtOAc (100mL) 73 )=, S HIZK (100mL) L, T4
(MgSO0,) FHEZWHs. £ AAMkE Fidak afaifb, 8 H & 0-100% EtOAc [ 1EBEFEsE i LA
1FEIAT A 76 (7% )

[0680] AT BT LR 7 ) T 75 2 B i ik B A AT — A I

[0681]

O4-[ 1-(5-TR B g -2-38)-1 - F AL - 2, 5] O -FR 3 J\/\ﬂ/ 74@\
TRE (R 7D

MS 330.79 1 332.83 [M+H]".

[0682] Eﬁ%ﬂ%ﬁ?&t 1 (8. 0g, 36. 9mmo1) % ﬁﬁ%E%m DMF (80mL) EP?FE(JK/%EP/A%“U
B IMNGAE (1. 62g, & 60% KA H3, 40. 5bmmol) , [ v HikE 10min. fIA 4- 5 —4- 4
AT B F R (13.6mL, 111mmol) HRHEEGW 2 =i, 18h JG A 2 1) 4- & —4- 5A%
TR F G (4.50mL, 36. 9mmol) FFFF&E i $E. 25.5h G M E L 1) 4- 5 ~4- EAR TR F
Mg (4.50mL, 36. 9mmol) FFHFLHiFE. 45h J5 48 F /K 28 1k e W, B 5 76 UK Hh v 30 948
NaHCO, ( HAIZK ) HBAgAL 22 pHI . VR-AY)H EtOAc (4x200mL) #HL . & FF I-A HLAH FHZK A

ERIKPES, T (NayS0,) FFEZ RS 2T LR G IR Y. @id i, Biotage SP4.120gSi

BT 10-100% EtOAc M DAt 2R G LIS B FT K 77, 8. 028 (66% ) -
[0683]
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[1-(5-L0% g - 23 )- 1 - FF B - 203 ] 2-[2-(H o N o
..... AN e e s o
TRARERIO LRI LB itk | gy

78) MS 292,69, 294.68 1 296,69 [M+H]".

[0684]  [1-(5—VRMERE 2-FL)-1-FRHE - LHE 12- A Bl (1) & T ¥tk
1 (1. 03g, 4. 75mmol) ¥ fi# 7 J& /K DMF (15mL) 1. fn NS 4k 48 (209mg, 60 %, & 4 i 1,
5.22mmol) FFEHRAMBEFE 15min. MANE ZBEER (1. 13mL, 14. 2mmol) FHEEIRHEFHR &
Y. 18h 5, IMAFE Z AR ZBES (1. 13mL, 14. 2mmol) FFipadiidl. 42h j518 K21 &
N H IR AP AI A2 EtOAc (4x50mL) T &I 1A HIAH KRR K BE%, T8 (NayS0,) I
HARERT . £ FARE Bl ol aifb, S 0-20% EtOAc 1Y 1E BE ket it LA 1S 21
i(930mg, 67% ) .

[o685]  [1-(5— yRMENE —2- 3 ) -1- L - £3% 12-[2- ( BUT | EERE RS ) LA ]
TR TS (AR 78) 78 & ST 4% DMAP (4mg, 0. 03mmol) 1 i (97mg, 0. 33mmol) ¥ fi# 7F & /K
THF (5mL) 1, 3¥ I\ DIPEA (0. 09mL, 0. 50mmo1) I N-Boc— Z % (0. 06mL, 0. 40mmo1) . #f
TREWAE 2B 1h, B )E THELZE 50°CHE4E 17he IS £ ) DIPEA (0. 09mL, 0. 50mmo1) .
DMAP (4mg, 0. 03mmo1) FI N-Boc— Z —Ji% (0. 06mL, 0. 40mmol) FI¥4iRFEF+E 60°C . 30h /5, 4%
TRV HI 2 20, A KO IR 2EEUE EtOAc (4x10mL) H o & FF B HUAE F 2hk wevk, T
B (Na,S0,) FEELA WA 2T LIS 2IFT /K 78 (191mg) « MS416. 97 H1 418. 95 [M+H] ",

[0686]

(5-$ELIE I -2-5E) (28)-2-ORU T A B i ;”:J\WOY’ [
o]
R BT 79) 0 X

o] Br

[0687]

MS 387.82 1 389.81 [M+H]".

[0688] ¥ (2S)—2—- (FUT S ERE TR ) AR (95mg, 0. 50mmol) HT4& 1 (109mg, 0. 50mmo1)
1 DMAP (61mg, 0. 50mmo1) #SA#AE THE (2mL) o ¢ )5 I DCC (104mg, 0. 50mmo1) FF¥f Jz NAE
AT SR 16he IIABSME (29) —2- CRUT S RAEZ L ) NIR (95mg, 0. 50mmol) |
DMAP (61mg, 0. 50mmo1) A1 DCC(104mg, 0. 50mmol) , I & iR FE 16h. K5 ;e At 3€ I+ H THE
PRI BB IR IR o« A AR Il (s alifth, £ 4 10-50% EtOAc/ PEREsEit , bl 5 75
TAEARE BB Ak, 43 0-10 % MeOH/DCM BEfit USRI BT 44 79 (148mg, 76% ) .
[o689] AV fi ] 4 LA 748 Bt 7 T i A 3 /A4 T AF S — N OB ER A L R, 49 4 B B 1
(w4, 4,5,5- PUFZE -1, 3, 2— 5 M GE —2- Z5H0 5, 5- —H 2 -1, 3, 2- 5 Z4H K
ke —2- %) .

[0690]
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on

3-mmE S -[5-(4,4,5,5-P0 B JE-1,3,2- A 2B YOS

IR J5E -2 )-2-PH I FE ] P 7 d 'T/O

CRUf&80) 075
MS 31308 [M+HT

[0691] (5 YRMEME —2- 55 ) (MEmE -3- 2% ) FE (i) % 3- WLRE (2. 50g, 15. 82mmol)
) THF (25. OmL) %5 %74 #1 22 -78 °C, B J&7 & ¥ 0 A n—BuLi (1. 60M 7E . %¢ 7, 11. 90mL,
18.98mmol) o FHREWLE —78°C T i+t 30min, B 5 7L —78°C N I AL & /D & THF K
5— YRMLRE R G (4. 10g, 18.98mmol) o A R MV FIRE ZAS T 2 =i G ikt . AR5
WA HIE 0°C I AR NH,C1 %3 (50mL) , i 5 A EtOAc (3x100mL) ZEHL. & IFF11)
AN EK eSS T4 (NayS0,) B IR B4 . 78 At E At 7R B9, AFH 25%
EtOAc— CRepeit LL3EAE 1 (2. 50g, 60% ) » MS263. 09 [M+H] ",

[0692]  (5— yRMLWE —2-F& ) (MbRE -3- 2% ) FEE (i1) M UKA HY i (2.50g, 9. 50mmol) ]
MeOH (25. OmL) ¥ ¥ o & i I A B &AL (1. 05g, 28. 50mmol) o K Fr 15 VR & ) =5 iR 4 H
30min. AIAZK (50mL) , fifi f5 18 H EtOAc (3x100mL) ZHL. A& HMAHNE T4 (Na,S0,) (it
TEFFE AR K LA 11 (1. 752, 70% ) » MS265. 11 (M+H) ",

[0693]  3-MLmEHE ~[5-(4, 4,5, 5- PUFEL —1, 3, 2- "4 IR be —2— 5 ) —2— kg 3 ]
FEE (AR 80) : 1] i1 (0. 50g, 1. 89mmol) M) 1, 4= —H&4E (10mL) ¥ ¥ H I AL (A7 MR gt
&) 0 (0.53g, 2. 08mmol) Fil KOAc (0. 28g, 2. 84mmol) » LM N,15min fif e Jx M i<,
ARG N Pd, (dba) , (0) (0. 10g, 0. 10mmol) F1=3F S FE M (0. 06g, 0. 23mmol) » 4F Sz WV it <,
10min, R J5 INFAE] 80°CRFLL 2h, F ARG VA HI BN I, JFd i i T IR v LK
A BV LLRAS BT 80 (0. 41g, 70% )

[0694]
Ci
cr/gi/o“*pf})
1-(5-IIBIE-2-H) 23 —(22.2-=8 T o
( {ﬁ@% %) K ( s C"\éc\ig *[é
SR AT 8D el
MS:546.74 [M+H] .

[0695] [ — (2,2,2- =& ) SBEERME (450mg) FHRTAK 4 (200mg) 1) THF (10mL) 5
I N, N= R e —4- % (120mg) , JRE VR A MAE 70°C F Ik the BIREAEHIR
FiR I g, EASKYEIEROHE AR Bl @ik ik, 48 F 40% FtOAc/ 1E Pkt -80%
EtOAc/ 1EBEHESENE LATS ZIRT 14 81 (300mg, 56% ) o

[0696] 1Y PR A iy I & T PERE 0 T A A AT — AN BT L LR 2 48 BT R ER OGBS A4 AR R
FEARF A A/ BB A AT AR 53 EL A 2 M B iR (Ui PR HPLC) 43 2 L
5 B X R A
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[0697]  (1S)—-1-(5—yRMENE —2-FL) LW (HI{A 82) Fl (IR) —1-(5- yRMENE —2-FL ) £
Bk 83
[0698]

n{:)

/w/\l )\i“’;\l\

A e .
[0699] 'H NMR (400MHz, CDC1,) : § 8. 78(s, 2H) ;4.92(dgq, ] = 5.6, 6. 8Hz, 1H) ;
3.80(1H, d, ] = 5.6Hz) ;1.55(t, ] = 6. 8Hz, 3H) ,
[0700]  1-(5— yRMENE —2-JL) L5 (2R) —2- (U T B RAEE &2 ) -3- & - TG (1) -
B /T AR 4(27. 8g, 137Tmmo1) « Boc—D— 4l 2, Bg (32. 7g, 151mmo1) Fi1 DMAP (10. Og, 82. 2mmo1)
(PR A WE AR THE (200mL) o KRG WIAEIKT A . N DCC(31. 1g, 151mmol) )
THF (50mL) ¥ . 10min J&, B HAHIG . ¥HRGWHiFEE R, i uE, i H Et0Ac 43 JLIRPES
DCU YT HMR e A I I8y . Bl S5l et — 4 LREZE (20% EtOAc/ BRgt ) YElivk ), LA
2 i (64.7g) .
[0701]  [(1S)-1-(5— yRMENE —2- 38 ) &5 1 QR —2- (BUT A AR ) -3- FE - TR
g (ii) ¥fi(64. 7Tg) MABEREP 4. JEE i pE RIS B [E 44, - FE BB ot A 25 5 LR
B ii(15. 4g) .
[0702]  (1S)-1-(5— IRMENE —2- J5) £WF (HTHK 82) ¥ Amberlite® B I &+ <2 e Wt lig
11 (15. 4g, 38. 3mmol) 7 MeOH (50mL) o, /£ 23 N FE I 1 1:1 ¥ MeOH/DCM, 18
o A AR SR RE O B IR G DRI . TSR P &h i LLAE G 82 (5. 85g) » HH
Boc—L- SR, MU k% (1S) ~1- (5- IRmENE —2- 3% ) L (Arfk 83) o I Ft
JEREH (mitsunobu inversion) ot B S5 Ra AR g P 7 (R0 BIC R AA 4 o
[0703]  F-¥E HPLC A T~ 7R A Bk e A A 1) F e 4l i (4% :Chirapak 1C,0.46cm x25cm ;
20min 25 FERARE ;5:95Et0H: IE O +0. 1% 2% ) {4 Bt A= 14. 65min/17. 53min.
[0704] B, WU F Fron& BCAT K 82 (S— AR A1k ) o

[0705]
0
“
‘)/ 3 CHCh P
AN (E’m
K003, BOH N
¥ '\:L
N
1 B0 BE THE F Br
O iy NHs, MeOH N
BDHCL —ws 9% e

HO

u i:r\)L’W‘

Ny Ny

=

e

[0706]  (Z)—2- ¥R -3-( —HEEIE) N 2- & o 3-( ZHERE) NG (25g) Wik
e (250mL) " HAEVKAE / KB HHAENREY) . B MR (40g 513ml) FFIEMAEL WG
SRS R S AR E R IR 1 /N o A8 DOM(150mL) #5 Ji AY., 38 i i AL AN Na, SO,
KR (50mL) FIHEAT ) NaHCO, K VAV (250mL) £ 1b N o WEAHLEIETHE MgS04) , i
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BRI — BRI S, RIS HEVE T LR S lG « Bt (1:1-100mL) o, HiE i
PEWCEEAT B B AR T SR G IR « BEBEdils IR 2 A, LIS R (D) —2- )] -3-( =
IS ) TN —2- I, — Pt (& (25¢,75% ) 'H NMR(CDCI,) 6 8.85(s, 1H), 7. 2(
s, 1H), 3. 36 (s, 6H) .

[0707] (@S)-2- B WK B CO-2- R E W B ik 209 B T XA
THF (100mL) e, H A = C R SE VU RINIR £ (472) , IRER EWIBEFE L /o B2
FEHNFF R BB Vs ARAE FRE (100mL) TP IFTEZY 10min PYIMAZ (TM, FEE ) (150mL) , K
NARG YRR AR Ve H AN Se E , SR S N T 22 3508 o F 43 2 IR A8 R ok 4 e A A
KRG, H IR LB MR B i 1 08 . W uEA #1229 10°C H- 23 in A HC1 (4M,
—EEKEF ) (100mL) o FiH: 90min fi5 , ik SEIRA W LIS B A TiE (8 SR SEEGE G IR S
£ 40°C M AERE B T LIRS B (A [l AR I (28) —2- AR B IR Eh IR 2 (12¢, 43% )
'"H NMR (CDC1,) 8 8. 8(m, 4H), 6. 26 (s, 1H), 4. 43 (q, J = 6. THz, 1H), 1. 35(d, ] = 6. THz, 3H) ,
[0708]  (1S)-1-(5— yRMERE —2-J& ) LW ¥ (D) -2- R -3-( ZHERKE) W 2- 4
(11. 5g) HKIRH (13.4g) LT (200mL) F1 2- & —2- HIAL - NEkER IR EE (12. 1g) BT
Felf b, A IRA WA 85°C IS A « A E R MR & W) H i iR &), A8 F LBV AT
AR REE I B IRAA A TR . AE AR Il Ak Az R ) AT S 0-50%
LW LRSI B de I LASR TR G B AR (1S) —1- (5- Mg —2—- 2L ) ZFF (2.1g,16% ) .
'H NMR(CDC1,) & 8.83(s, 2H), 4. 98 (m, 1H), 3. 8 (m, 1H), 1. 6 (d, ] = 6. 6Hz, 3H) . F 4 HPLC :
¥ :Chirapak IC,0.46cm x25cm ;20min 2% B RE & ;5:95Et0H: 1E ke +0. 1% . L%, {7 B Bt
[f]= 14. 08min. (AMHIEREY) 4 14. 5min :S A ;29 17, 5min R FHIE) o

[0709]  W]A$ A R— FLEENL A AT 74 83 (R— XS BR F A4 14 ) .

[0710]  — ELJE A, B A B R 1A 82 AT 14 83 13k = A [al A4, bt J a0 R 7 2, Tk s R
HIEF R (mitsunobu inversion) ZcffLLERAS HAR X e T A AT K.

[0711]  JEA 7% A 1L )

[0712] 1= Z3E -3-(5=(2- (2- FRFETAHE -2 FL ) Wemg —5— £ ) 7 (ke —2- Jt ) ZKIf [d]
mem: —o- 5L ) IR (1)

[0713]

'H NMR (400 MHz, CDCl3) 8 9.05 (s, 2H), 8.77 (4, J

}"ﬁ - 1H), 7.91 - 7.77 (m, 2H), 7.35 - 7.29 (m, 1H), 3.44 -

3.31 (m, 3H), 1.66 (s, 6H), 1.32 - 1.15 (m,

4H).MS:435.1 [M+HT".
[0714] ¥ R71A 1 (50mg) A [E)4& 1(100mg) « Cs,CO, (67mg) Pd (dppf) C1, (16mg)  DMF (3mL)
7K (0. 5mL) —&E TR, HHIREWIE 85°C ik 16h. KRG WAH 2 %R, I
7K (50mL) AT EtOAc (50mL) 2 [A] /3 Bc. WEEHFHLZE, I EtOAc (2x50mL) ZEUKZE. T4
(MgS0,) & IFRIANE B BRZH N fE it Fil g (il aiib, 45/ DO & 0-10%
6 B 1¥) MeOH YEIE A3 24654 1 (12mg)
[0715] s I 2RABL 5 2 il 28 LA S AL A 40 5 v 35 mT A FH AR R0 A0 30 Ak« 5 571 R e S I 1]
HIRAT BT E L 5- 3L -1, 3, 5— =& —2- WAL RARP
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[0716] 1- & F& -3-(T-(4-((3-F F -3-F F H A4 3K T % -1-F ) F F ) ik

Mg —2- 3L ) -5-(2-(2- BIEP e —2- FL ) WEmg —5-FL ) 78I [d] meEmr —2- %) g (2)
[0717]

HO

"H NMR (DMSO-dg):5 10.61 (br s, 1H), 9.33 (s, 2H),
. /7 8.72 (d, J= 5.20 Hz, 1H), 8.34 (m, 2H), 8.12 (s, 1H), 7.36
;‘}"E.% " (m, 1H), 6.84 (m, 1H), 5.21 (s, 1H), 5.15 (s, 1H), 3.74 (s,
2H), 3.17-3.26 (m, 4H), 2.97-2.99 (m, 2H), 1.57 (s, 6H),
1.38 (s, 3H) #11.09 (t, J=7.20 Hz, 3H).MS:534.32 [M+H]".

[o718] 1-(7-(5,5- — B X -1,3,2- = % & W & & ¥
(dioxaborinan)-2- 2 )-5-(2-(2- ¥& 2t N k¢ —2- Z& ) W 0g —5- L) 2K Jf [d] &
W —2- FL ) —3- £ FE —5- F L -1, 3,5- = & —2- Wi (i) : [a] P IA) & 4 (0. 25g, 0. 51mmol)
fr) A 2R (1omL) %5 ¥ P o N X O 2 & ) = A (0. 23g, 1. 0lmmol) F1 & 1
A 0. 15g, 1.53mmol) o ¥f 2 N 4 ok N, 'k $9 B S 15min, 4R 5 M A Pd(dppf)
C1,(0.041g, 0. 091mmol) » FHIR-S WIS 15min, 4R 5 7E 130°C M4 30min. IR EWAEHE
FIIFE AR LI, FURIRGATEM LIRSS 1(0. 21, 80% ) o MS:455. 20 [M-H]", (M
SLRNAH VAR K MS) o

[0719] 1- & % -3-(7T-(4-((3- 8 E -3-F B & 24 3 T kL-1-&) 7 &) it
WE —2- 2 ) —5-(2-(2- R AL TN bt —2- 56 ) W mg —5- 55 ) X JF [d] mEme —2- 3L ))-5-
HF-1,3,5- = -2- ] (i1) :f] 1 (0.427g, 0.81mmol) I 1, 4— —MEkE — /K (9:1, 10mL) W
I NET I 29 0. 231g, 0. 90mmo1) F Cs,C0, (0. 791g, 2. 43mmol) o ¥ & NV V-S43 it N, W
Ji5 15min, 4R JE A Pd (dppf) C1, (0. 066, 0. 08mmol) » K IRAYIAE 110°C HIFHs b iy
30min. FH/KFBEIR A IEH EtOAC (2x50mL) ZEHL . & FF A ML EhoK BE% - T8 (Na,S0,)
TR UG o AE A AE B AR B ) AT 7% MeOH: DOM BEMR LL3RTT 11 (0. 303, 63% ) .
"H-NMR (400MHz, DMSO-d6) : 6 9. 34 (s, 2H), 8. 75(d, J = 4. 40Hz, 1H), 8. 38 (m, 2H), 8. 20 (s, 1H
), 7.37(m, 1H), 5. 23 (br s, 1H), 5. 15(s, 3H), 4. 38 (s, 21), 3. 75 (br s, 2H), 3. 38 (m, 2H), 3. 2
6 (m, 2H), 2. 94 (m, 2H), 2. 55 (s, 3H), 1. 57 (s, 61, 1. 38 (s, 3H), F 1. 12(t, J] = 7. 20Hz, 3H) .
MS:589. 31 [M+H] ",

[0720] 1- & % -3-(7T-(4-((3- 8 H -3-F B & 24 3 T kL -1-&) 7 &) it
WE —2- 5k ) -5 (2- (- FRIL N e —2— 28 ) WEnE —5- 2% ) A0f [d] mEmk —2- 3% ) fik (2) - H
HC1 (g) X} ii (0. 25g, 0. 42mmo1) [ MeOH-DCM ( 4351 24 0. 50 F1 10mL) [FIVKYA¥E K FT 10min,
FHER B EIRPEEE 16h. 28R EF)HHAE F MeOH F1 Et,0 HITR & W0 B 7% B W) LSRR 134 &
M) 2(0. 225g,90% ) .

[0721] 1= &k -3-[5-[2-(1—- F2Hk —1- L - 40 ) mng —5- JL 1-6— (JUSIREIR —2- JE
RS ) —1, 3— JFmeEmk —2 5L 1 IR (3)

[0722]
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"HNMR (DMSO-ds,400 MHz):8 10.63 (br s, 1H), 9.00

HO

N o, (& 2H), 772 (m, 2H), 6.68 (m, 1H), 5.12 (5, 1H), 421 (m,
X A\ b 1H), 4.06 (m, 2H), 3.68 (m, 2H), 3.18 (m, 2H), 1.94 (m,
<°J/\c s " 1H), 1.71 (m, 2H), 1.65 (m. 1H), 1.61 (s, 6H) & 1.22 (t, J=

6.8 Hz, 3H).LCMS:458.20 [M+H]".
[0723]  2-((2- VR —4- AZE R ) F3E) VISR (1) :0°CF, ) 2- ¥R —1- 8 —4- £
F -2 (5. 0g, 22. T2mmo1) [¥) DMSO (40mL) 4 UK ¥ ¥ % in A\ NaOH (1. 36g, 34. 09mmo1) FlI
(PYERRE —2- %) FIEE (3. 47¢g, 34. 09mmo 1) o KR B =B FE 1h, B 5 A K (50mL) H,
i IM HCL # pH Y 229 7 FFA8H EtOAc (2x250mL) 2o & I A HLA K« R 7K P |
T (NaySO,) it 8 I ELA5 W 45 L3RS 1 (6. 50g, 95% ) o "HNMR (CDC1., 400MHz) : 6 8. 46 (d, J
= 2. 40Hz, 1H), 8. 20 (dd, 451K J = 2. 40 F19. 20Hz, 1H), 6.98(d, J = 9. 20Hz, 1H), 4. 36 (
m, 1H), 4. 16 (m, 2H) 3. 97 (m, 1H) 3. 86 (m1H) 2. 07 (m2H) F1 1. 95 (m2H) .
[0724]  3- 3R —4-((VUSMERE —2- 25 ) A4 ) RfiZ (i1) @ =E T M i (5. 5g, 18. 2mmol)
() THE (30mL) ¥ AN — K& 5 AL (12. 3g, 54. 6mmol) « JHIRAWIAE 60°C T Hit: 5h,
PR A PR Kk B S A v (100mL) H R4 EtOAc (2x500mL) #5HT . & FF II-A AL
YK KPS T8 (Na,S0,) FFEL P4 o 78 S AuiE AR B4 (50% EtOAc- C
f) LLERAS 11 (4. 0g,82% ) » MS:272.0[M+H] ",
[0725]  5-yR —6-(( PUSMEIE —2- 2% ) FIAR3E ) 2R 9F [d] mEme —2- fi% (iii): =E T W
ii(3.0g, 11. 62mmol) KL & (50mL) ¥ M AL TR EL (4. 18g, 55. 11mmol) o F415 2K
VRS SR BEEE 15min, B IR (0. 68mL, 13. 22mmol) [ Z B8 (5mL) WiK. HIREWE
TP 5h, SR J5 A8 F 2R pH R & D7, B S A H EtOAc (2x200mL) #EHL. & FFHIA L
YK R B K PR T4 (Na,S0,) FFEL A5 Wk4h . £ 50kt (60% EtOAc— bt ) Ealifbhk
BLLEREIE 111 (1. 0g, 26% ) o "HNMR (DMSO-d,, 400MHz) : 6 7. 50 (s, 1H), 7. 49 (s, 1H), 7. 43 (
br s, 2H), 4. 18 (m, 1H), 3. 96 (m, 2H), 3. 80 (m, 1H), 3. 69 (m, 1H), 1. 96 (m, 2H) F 1. 78 (m, 2H) ,
MS:329. 0[M+H] ",
[0726] 1-(5— ¥R —6-(( Y & " i —2- 2% ) B 40 &5 ) &% JF [d] mE m —2- £ )-3- &
FMR Gv) =3 W oiii (1. 0g, 3. 03mmol) [¥) 1, 4- g % (10mL) ¥ ¥+ o A 7 =
M £ Wg (1. 23mL, 15. 19mmol) » H4VR 5 4 80 'C il # 5he H ¥ 28 K K NIR G W), M A
K (50mL) FH¥EVRA Y 70°CHiFE 4he I ER B W) A AW DLIRAS iv (1. 0g,83% ),
"HNMR (DMSO-d,, 400MHz) : 8 10. 69 (br s, 1H), 7.80 (s, 1H), 7. 68 (s, 1H), 6. 65 (m, 1H), 4. 2
1 (m, 1H), 4. 04 (m, 2H), 3. 83 (m, 1H), 3. 70 (m, 1H), 3. 16 (m, 2H), 2. 0 (m, 2H), 1. 82 (m, 2H) FlI
1. 09 (t, J = 7. 20Hz, 3H) . MS400 [M+H] ",
[0727]  1- &5 -3-(5-(2-(2- FRIEN —2- 24 ) MEmg —5- 2% ) —6- ((PUERmRE —2- 55 ) %
55) RIF [d] wEmE—2- %) Ik (3) <=3 F 1] iv (0. 303g, 0. 75mmol) FIHGA 1 (1] 4, 4, 5, 5 Y
3L -1, 3, 2- &4 e (dioxaborolon) —2— %) fiE (0. 20g, 0. 75mmol) f#) 1,4- —
4% :MeOH (5:3, 8. OmL) ¥ P INABEEREN (0. 24g, 1. 13mmol) o V&AM H N, 49 15-20min
DLW, 885 NN Pd (dppf) €1, (0. 062g, 0. 075mmol) » VRS MM <, 15-20min, 4R J57E 80°C
T 5ho B R NTR AWV HI 2R Z i, 48 F EtOAc (500m1) Rk Mt fk vt ok yk. B R
JERHAE S ARE B (5% MeOH-DCM) 4iAv R AR B4, LLERISAL &4 3 (0. 15g,43% ) .
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[0728]  1- £k -3-[5-[2-(1- 0k —1- L — £ ) miemg —5- L 1-6- (- AL AR
FE) -1, 3 ZRFFmEmME: —2- FE 1 IR (150)

[0720]  4b& 4 150 ()il #& Tk 5 AW 3 KL M 1-[6-7] 6-2- FRELHEA
B -1, 3— FEIfFmEM: —2- 3L ]1-3- 20k - RFN 2- PEIECNEIFUE.

[0730]

"H NMR (400 MHz; DMSO-dg):  10.46-8.75 (m, 2H),
8.85 (d, TH), 7.34 (s, 1H), 7.23 (s, 1H), 6.65 (d, 1H),
i \>_'>—Hf 5.13-7.14 (m, 2H), 4.87 (br, 2H), 3.48 (s, 1H), 3.17-3.24
Ay g " (m, 4H), 1.55 (s, 3H), 1.08 (s, 3H), 1.48 (s, 6H). LRMS

HG,

2
o

[0731] 1= £Hk —3-(6— i -5 (6- (Gt (e —3- k) AL ) e —3— L) K9 [d] WE
e —o— ) iR (4)
[0732]

"H NMR (400 MHz: DMSO-dg):5 8.67 (m, 2H), 8.45

2

\ ¥ 1H), 5.85 (d, J= 4.0 Hz, 1H), 3.38 (m, 1H), 3.21 (m, 2H)
F s " F1 1.08 (t, J= 7.20 Hz, 3H).MS:424.31 [M+H]"

[0733] [ {14 80 (0. 2g, 0. 6mmol) f¥) 1, 4— —ME %% (5mL) H1 MeOH (3mL) ¥ ¥ 1 in A o ]
14 13(0. 2g, 0. 6mmol) FIREEREN (0. 2g, 0. 96mmol) o ¥ S NAIE L N, WM< 15min, 2R )5
B Pd (dppf) C1, (0. 05g, 0. 06mmol) o LG WM 10min Ff 80°C hN#i 4ho ZEREHI,
AJK (50mL) FFA# ] EtOAc (4x50mL) AEHGRAY). & IFHaHUZH K PEs  TE (NayS0,)
RS £ 54 Faifb iR By, 44 & 2. 50 % MeOH ] DOM $E I LLIR1F AL & 4
4(0.02g,10% )

[0734]  1-(2- I LFL) -3 (5= (2= (2 FILN I —2— FL ) Wmg —5-FL ) -7 (Wikme —2-F% )
Z5JF [d] memy —2- 35 ) iR (5)

[0735]

"H NMR (400 MHz; CD;0D) & =9.14 (s, 2H), 8.70
}ijd(iJWQBHLlHL&ﬂH&J*SﬂH&lHLSJO@JHL
i
H
g}-u

HO,

N

4

7.97 -7.82 (m, 2H), 7.42 -7.25 (m, 1H), 3.75 (t, J= 5.5
Hz, 2H), 3.46 (t, J= 5.5 Hz, 2H), 1.69 (s, 6H).MS:451.08

& IN [M+H]+
s

[0736]  [2- & & —7-(2- MEREE ) -1, 3- 2R FFmEm: —5- 3% 1 = AR (1) o [2-( &
SR PR ) -7 (2-mbmE 2L ) -1, 3- 2 FFmEm -5- 5 ] =R FREIRES (1. 34g, 3. Ommol)
YAAAE DMSO (10mL) 1, FH4E 160°C ik 16h. 41 H EtOAc TRV &4, FHA% FH AR Eh K k%
B WRGEA LIRS LR i (1. 01g, 90% ) o MS:375. 96 [M+H] ",

[0737]  [2-(2- 33 L HER P EEIE 2L ) -7 (2- MEme it ) -1, 3— R IFmEmk —5- L ] — %
MARRMEE (11) KA 1 (445mg, 1. 18mmol) ¥EAATE DMF (TmL) H, FFAE O°C RIS/, B il
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FEMA CDI (577mg, 3. 56mmol) f¥] DMF (3mL) ¥ . KRGV 2 = it 16h. Bl
ANCEEE (7101 L, 11. 85mmol) [1) DMF (2mL) ¥, H¥ R G =l 4he A EtOAc #6
FERE Y IAE KRR AKPES . XSTEHLE > T4 (Nay,S0,) B MWYE. {1 H MeOH 1 Et,0
VEB IR B LIS R 11 (253mg, 46% ) . MS:463. 00 [M+H] ",

[0738]  2-[5-(4,4,5,5- VUFIZE -1, 3, 2- S 28 BR M o —2— 25 ) g —2- 55 ] N —2- i
(iii) « % A7 f& 1(140mg, 0. 645mmo1) X A Wi I A — A1 (197mg, 0. 774mmol) F1 & R #f
(95mg, 0. 967mmo 1) BIFLEIC/K 1, 4- —MEkE (5mL) &1, IIA=H CFE:WE (23mg, 0. 081mmol)
F1 Pd, (dba) 5 (30mg, 0. 032mmo 1) , FFIE L E XA WIAT IR / WA (x3) o TERESRS T
IR PAR A 100 CHEFE The N yA I A S35, b g HE A 1, 4- ZR8kE (5mL) ek LAZR
3 iii. MS:182.96 [M+H] (HlER ) .

[0739]  1-(2- AL LHE ) -3- (65— (2- (2 FRIL LT —2— 2k ) Wsmg —5- Ik ) —7— (nbmg —2- 3%)
ZIE [d] WEME —2- J5) W% (5) :F iii (165mg, 0. 626mmol) [ 1, 4— — W&k (12mL) %9 N
A ii(193mg, 0. 417mmo1) F PdC1, (dppf) (34mg, 0. 042mmo1) » JHA Cs,CO,(410mg, 1. 30mmol)
[F7K (3mL) ¥, 2B RNV BRI A AHA / A (x3) o BGERME RS T IRE Y
7E 100°CM#4 30min, LOMS 43 #7 WoR T 56 &4 # . 1RG4 H EtOAc (100mL) #%E, F/K. #h
KBRS, Bl G B I (NayS0,) o« B IRAGA ML . 7E S ArE Bl G alifh, 14 4
0-10% MeOH/EtOAc FeMlit, bl J5 7E — FAb iR B oM 0 itk alitk , 4 F 0-10 % MeOH/DCM
Vel LIS 2L 54 5 (9mg, 5% ) o

[0740] 3@ 752 B 1)K Jid)

[0741] 1= £ 3 —3-[5-[6-(1- FIL LKL ) MEmE -2 FL [-7-(2— ik we JL ) —1, 3— K Jf
e —2-F 1 IR (6)

[0742]

3H).MS:421.08 [M+H]".
[0743]  1-[5-(5— & B mik M —2- 3 ) -7-(2— b mg 55 ) -1, 3— 2% Jf Mg g —2- 3L ]-3- &
B R G) Erpiadk 1 (171mg, 0. 5mmol) 1- (65— ZUALME —2—- 3£ ) Z 8] (94mg, 0. 60mmol) A1
PdC1, (dppf) (41mg, 0. 05mmol) A&VF T 1, 4— —FELE (8mL) H1. I Cs,CO,(488mg, 1. 50mmol)
[F)7K (2mL) ¥ B G ETRR S ™ HIRGAE 100°CiN# 30min. RHREWIEIE, FK.
EtOH. MeOH H1 Et,0 $E LA H 1 (172mg, 82% ) o MS:419. 06 [M+H] .
[0744]  1- £33 -3-(5- (- (1-(RIEELHL ) mbk —2- 3% ) -7-(nbmg —2- 3% ) =8JF [d]
M —2—FL) ik (6) @17 i (63mg, 0. 15mmo1) f¥) THF (5mL) A%¥3 ™ i A NaBH, (29mg, 0. 75mmo1)
(17K (ImL) ¥, R G =P 30min, {1 EtOAc (50mL) FA%F s B A5 FH /K F1 7K
Ve ATANLER T4, (NayS0,) FEEZF WA LISRIFL &4 6 (62mg, 98% ) -
[0745] 3@ FH 7532 C (1) SEid)
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[0746]  1=[5=[2=[ (1S, 2R%) =1, 2= —FRHLPNAL | WEWE —5— Jk 1-7— (2— AHkWEHE ) —1, 3— AJf
mEm -2 3 1-3- ZHE - if (D)

[0747]
OH
o 7  'HNMR (400 MHz, CDCl;) 8 9.14 (s, 2H), 8.70 (s,
radhy JHOIH) 804 -7.90 (m, 2H), 7.82 (1, ] = 7.3 Hz, 1H), 775 (s,
-
d T M), 7.30(d, T = 10.5 Hz, TH), 4.55 (s, 1H), 4.14 (d, T = 7.2
- Hz, 1H), 3.23 (s, 2H), 1.42 (d, ] = 3.9 Hz, 3H), 1.26 (t, J =
P 7.1 Hz, 3H).MS:451.1 [M+HJ".

[0748]  (5— ¥RMERE —2- 3% ) HIEE (i) :0°C 1K NaBH, (510mg, 2. 70mmol) [¥J7K (10mL) ¥V
B 5N B 5- IRMERE -2- IR AEE (3. 05g, 14. lmmol) [¥] THF (100mL) ¥+ . {FIREW
AR TR 2 S . 2R R4 THE FH{E A EtOAc (200mL) Wi f95k B4. AL 5
ALK (200mL) PES T4 MgS0,) FHAE 44kt Eaifh, /4 0-60% EtOAc: 1EBEHENE
i LA3RAE 1 (510mg, 19% ) » MS189. 0 1 191.0 ;1: 1 [M+H] ",
[0740]  5— R —2- (VRAEL) mERE (i1) 0°CF, ¥ FMEMEA (0. 31mL, 4. Ommol) A A HE
(%) i (510mg, 2. Tmmol) F1 = Z % (820 1 L, 5. 9mmol) (¥ THF (30mL) & V% ¥ 1 3 3¢ 4% 10min.,
¥ H LiBr (1. 2g, 13mmol) ] THF (25mL) ¥ ¥ AL BEAZ W, JE 8 HE, RIS AE th AR 2 =
Mo B IR R R4 SN FEAE ] EtOAc (200mL) FRREVR G . A HLE o VR AT FH v A
NH,C1 /K% (2x100mL) « #h7K (1x100mL) $E%%, FEF4#: (MgS0,) LLZETF 11 (663mg, 98% ) .
MS:251. 0, 253. 0 Fll 254. 8 ;1:2: 1 [M+H] ",
[0750]  5—R —2—- (LA EREREAE 2L ) WEnE (1i1) BG4 11 (663mg, 2. 63mmol) ¥
£ 10mL [¥) ACN 7, FE NN = 2P FRES (0. 92mL, 5. 26mmol) o LEAHIE A ¥ 52 B AE 100°C
Nt the BELZFYRYE OV LAZRAE 111 (813mg, 100% ) . MS:308.9 F1310.9 ;1:1[M+H]",
[0751]1  1-[6-[2-( — LA W ML 25 FF 25 ) Mg —5— 55 ]-7-(2— b we 25 ) -1, 3— 2K Ff W
e —2- 5k 1-3- Z & - IR (iv) : % o A £ 1(860mg, 2. 5mmol) \ i1 (813mg, 2. 63mmol)
Cs,C0, (2. 57g, 7. 90mmo1) F Pd (PPh,) ,C1, (90mg, 0. 10mmo1) ¥AMALE 1-4— — &k : 7K (10:1 ;
10mL) 77, FHAE A N, SR 10mine 5 N, G0N %5 B SO IR0 S s T AE 100°C
Holhe ARG G, 76 —FALKE Eaifh (BRAEBENL :0-10% DCM-MeOH) FF Hi T4 Ml AT %
DIAEF] iv(410mg, 29% ) o MS:527. 1 [M+H] ",
[0752]  1- &% -3-[5-[2-[(B) - WA —1- M2 ] Weme —5— 5& 1-7-(2—- mEmg 56 ) -1, 3- 2§
IFWE M —2- L] IR (v) o TR AN (0. 5M ) MeOH ¥ W ;0. 9mL, 0. 43mmol) & W% 0 A
iv(104mg, 0. 198mmo1) ) THF (10mL) BVFH . MALEE (401 L, 0. 69mmol) FHHIRE W)
FiHE 90min. H EtOAc (60mL) & S B 45 FH 18 A1 NaHCO, 7K %5 ¥ (60mL) $E¥k. XA ML
T (MgS0,) » BLZS IR H /6 Atk balifh (BREEVRIE :0-10% , DCM-MeOH) LA3RFS
v (79mg, 96% ) » MS:417. 1[M+H]",
[0753]  1-[5-[2-[(1S%, 2R*%) -1, 2- —FR SN JE ] W E —5— & 1-7-(2- MEmE 5L ) -1, 3- 2K
FEmEmE —2—- Fk 1-3- 23 - ik (7) B PUSEALER (10mg ;60 1 mol) JIA v (230mg, 600 1 mol)
N- F LA 0bk —N- 454k 4) (160mg ;1. 40mmol) FHRE (20 u L) [ THF-Me,CO(5:1 ;90mL) ¥
Ho A AN Na,S, 05 7KV (20mL) 2610 Y, ff A EtOAc (150mL) ZEHL, {# FH #h7K (75mL)
ek, T (MgS0,) JFE WS, 8 Sk e (BRREVENE :0-10% , DCM-MeOH) LTS
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b5 7(93mg, 38% ) .

[0754] T8 H7J57% D Y SKE Tt

[0755]  1-(5—(2-(3, 4~ —FRILPUSK —2H- Nk —4- S ) memg —5- 38 ) -7 (kg —2—- L) K
JF [d] mEme —2- 3% ) -3- ZFEHR (8)

[0756]
"H NMR (400 MHz, DMSO-d¢) 8 10.62 (s, 1H), 9.34
on (s, 2H), 8.83 (dd, T = 4.8, 0.8 Hz, 1H), 8.53 (d, T = 8.3
Qdé‘; Hz, 1H), 8.40 (d, ] = 1.4 Hz, 1H), 8.15 (4, ] = 0.9 Hz,
1 » TH), 8.02 (td, 7 =7.9, 1.8 Hz, 1H), 7.53 - 7.41 (m, 1H),

(2}
Sy ¥ 694 -6.77(m, 1H), 541 (s. 1H). 476 (1, T = 7.5 Hz,
° 1H), 3.93 (d, ] = 11.0 Hz, 2H), 3.82 - 3.70 (m, 2H),
3.69 -3.62(m, 1H),3.28 -3.15(m, 2H),2.69 -2.55

3H).MS:493.1, [M+H]".
[0757]  5- ¥R —2-(3, 6— & —2H- MLig —4- 3% ) WEmE (i) o8 5- ¥R —2— 1 - BEIE (250mg ;
0. 88mmol) Fl 2- (3, 6— —4&, —2H- LA —4- 3L )4, 4, 5, 5- PUFIE -1, 3, 2- 424 R
(196mg, 0. 92mmo 1) VEMALE 1, 4— &Rz — 7K (10:1 ;10mL) 1, FF48 I N, <A< 10min. A
A Pd (Ph,) ,C1, (30mg, 0. 04mmol) FFHf Jx V%5 3, FEAE 80°C K THE S Mgt T N#4 30min. H
TG SN, BT EEAE DOV T, i g AR A R aliAl (BE SRR :0-50% EtOAc— IE
Bkt ) LAZERG i (105mg, 50% ) o MS:241. 1 F1243.0 ;1:1[M+H]",
[0758] 65— YR —2-(3,7- 4 2% — FR [4.1.0] BE % —6- &) w5 0g (i) Btk &Y
i (105mg ;0. 436mmo1) WAL DOM (15mL) FHFHAEIEE 0°C, B J5 I [ 44 3- SR i SR R
(280mg, 1. 14mmol) FJFHLVR-EWITFE LA o A IM NayS,0, KV (BmL) 211 e Y AR IR AT
FHYLAN NaHCO, 7K %89 (3x30mL) FEh7K (1x30mL) $Ei. XML EAT T4 (MgS0,) » 7E
TAEAREE BB g A4k I8 0-50 % EtOAc— IEBEEEVE LIS R 11 (20mg, 18% ) o MS :
256.9 F1 258. 8 ;1: 1 [M+H] ",
[0759] 1-[6-[2-(3,7- — & 7% — ¥ [4.1.0] & & —-6- 3L ) w& mg —5- & ]-7-(2— it
WE I ) -1, 3— 28 JF wE M -2- R ]-3- £ - R (i) < ¥ A AR 1 (29mg, 0. 085mmol)
i1 (20mg, 78 wmol) \ Cs,CO, (55mg0. 17mmol) F1 Pd (Ph,),Cl,(3mg, 4 pmol) ¥ fift 7F 1,4- —
WEke - 7K (10:1, 10mL) . VE-EWAEH N, W< 10min, Bl J5 7E 80 °C BB S N A% N
Ik the BRGSO, BB LA AT S5 /D B 16 DOM A — AU i ol fa i 4liql,
(0-10% DCM-MeOH) LAZERK 111 (23mgh7% ) o MS:475.0, [M+H] ",
[0760]  1-(5—(2- (3,4~ —FRFEL VUL —2H- ML —4- 55 ) mmg —5- gk ) -7- (nkme —2- 38)
K9 [d] wEm: —2- 5 ) -3- MR ) K454 i1 (20mg ;0. 042mmol) ¥ f# 7E THF- /K
(10:1, 11mL) Ao JOAIRERER (20 1 L) FIXS KGR (0. Tmg, 4 1 mol) JFAE EiRMFER A
Y. EAWRGHRESWIEAE —EAbaE E4ifk (0-100% 0. 1% FA KW - MeCN) DAL Ridb &
) 8 (8. 8mg, 42% ) .
[0761] 3@ HJ5i2: E 1S Jids)
[0762] 1= £ 3 —3-[5-[4-(1- I LF) =W 1 FL [-7- (- mkwe L ) —1, 3— % Jf e
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W —2— 3L ] Ik (9)
[0763]

"H NMR (400 MHz, DMSO-d;) 6 10.97 (brs, 1H), 8.91

(s, 1H). 8.84 (d, J = 3.9 Hz. 1H). 8.46 (d, J = 8.2 Hz, 1H),
i 8.41 (s, 1H). 8.16 (s, 1H), 8.03 (td, J=7.9. 1.8 Hz, 1H),
H\M 7.49 (dd, J= 7.2, 5.2 Hz, 1H), 7.02 (br's, 1H), 5.41 (d. J =

4.8 Hz, 1H). 500 -4.92(m, 1HL3.26 -3.150n 2H),

1.52 (d, J=6.5 Hz, 3H), L.11(t, J="7.2 Hz, 3H).MS:410.0

[M+H]".
[0764] 1-(5—- & & A -T- IR —1,3- 2K Jf ME M —2- K )-3- £ FE R Q) o b Ja) ik
3(3.0g, 7. 04mmol) « & & AL 4 (930mg, 14. 08mmo1) « L— FT IR ML 8 &4 (350mg, 1. Smmol) Fil
Cul (120mg ;0. 63mmol) FEAELE DMSO (100mL) Fl7K (24mL) ITR-ST. MAN, N’— TR
LKt -1, 2- ZJi% (100mg, 1. 1mmol) , FRRF&IFMAE 100°CMAGER o A K FH 8 i i g
B A . A /KIS VeI BB T LASRAT 1 (1. 68g) » MS:342. 9[M+H] ",
[0765] 1-{7- V] -5-[4-( = & % & B % )-1H-1,2,3- = M —1- 5 ]-1, 3—- 2K Jf WE
e —0— FL 1 -3- £, 0k —5- FEE -1, 3,5- = —2- [ (ii) ~H1k5 i (1. 68g, 4. 89mmol) &
V74 MeOH (65mL) A, Bl JG K NN S (37wt % /KW, 7. 94g,97. 9mmol) I L% (2M,
MeOH 7 ;24. 5mlL, 49mmol) o K B V% W I 4 42 80 “C FF 4L 5ho A ZK, FH 4K Ik F EtOAc
DOM X[ VRA AT ZER . FAHHE T (Na,S0,) il s I B8 W 4s, IR HE 1-6- &
B-T- W -1, 3- 2K R ME M —2- 5L ) -3- 4 3k 5 AL -1,3,5- — W -2- Wil [ Bk W
(1.31g) « HiZIRSWI— 4 (827mg ;2. 09mmol) & ¥FAE DMF (36mL) 1, 7F 0°C¥4 %1, bl
S5 3,3- — L4 KN -1- $ (535mg, 4. 17mmol) « DIPEA (320mg, 2. 5mmol) F1 Cul (70mg ;
0.37mmol) A, B IFUKIG IFAE1F R NAESIEH L . T IREW, 4 A
(DCM H 0-5 % MeOH % ) b3 b €8 35 i1k 7% B ) LA 3RS 5% B ), 48 F EtOAc X% B4
AT HFEE LLA3 3 i1 (354mg, 13% ) o 'H NMR (400MHz, DMSO—d,) 8 8.90 (s, 1H), 8.26(d, ] =
1. 8Hz, 1H),8.10(d, ] = 1.8Hz, 1H), 5. 75(s, 1H), 5. 13 (s, 2H), 4. 40 (s, 2H), 3. 63 (qq, J
9.6,7. 1Hz, 4H), 3. 38 (q, ] = 7. 1Hz, 2H), 2. 55 (s, 3H), 1. 18(t, J = 7. 1Hz, 6H), 1. 13(t, ] =
7. 1Hz, 3H) ,
[0766] 1-{5-[4-( LA IEFRE)-1H-1, 2, 3— =Mk —1— 3£ J-7- (nikme —2- 3L ) -1, 3- 6 3F
MEME —2— 3L 13— 238 —5- FI3E -1, 3,5- =M —2- Wi (iii) <E4k-&4 ii (415mg, 0. 79mmol)
A VEAE DMF (5mL) H JF AN =T 2% (2- mibwe 55 ) %t (250mg, 1. 68mmol) o i i 7E 3L
K S N A R IR B R R A T AR A WIHEAT LS. I Cul (30mg, 0. 2mmo1) Al
Pd (PPh,) ,C1, (1:2) (60mg, 0. 08mmo1) o A A &, < AT VR & 4 2k AT i <0 JF 48 110 °C hn v it
o Tt REEE i URIR AW, 3 DMF Yhik. 5T a8 LLSRIS s ), 48 St b (R
%t H ) 0-100 % EtOAc £ & ) il of 63 2l 4h % 5% B 4, L7433 iii (250mg, 60 % ). 'H
NMR (400MHz, DMSO—d,) 6 9. 06 (br s, 1H), 8.85(ddd, ] = 4.8, 1.7,0.9Hz, 1H),8.53(d, ] =
2. 0Hz, 1H), 8. 52-8. 49 (m, 1H), 8.30(d, ] = 2. 0Hz, 1H), 8. 06-8. 01 (m, 1H), 7.49(ddd, ] =
7.5,4.9,0.9Hz, 1H), 5. 79 (s, 1H), 5. 16 (s, 2H), 4. 39 (s, 2H), 3. 72-3. 59 (m, 4H) , 3. 40 (q, ] =
7. 1Hz, 2H), 2. 56 (s, 3H), 1. 20 (t, ] = 7. 1Hz, 6H), 1. 14 (t, ] = 7. 1Hz, 3H) . MS:523. 0 [M+H] ",
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[0767]  1- £3E -3-[5—(4— FIWEEL —1H-1, 2, 3— =M —1- FL ) —-7- (kg —2—- %) -1, 3- 2K 3F
ek —2— ZE T R (Giv) oBb-& ) 11 (250mg, 0. 48mmol) &% T+ IM HC1 %9 (9mL) w If¥
REWTE 10°CMAGER . BARAIRAEMUIRT iv(213mg, /E& ) » MS:394. 0[M+H] ",
[o768] 1- & 3 -3-{-[4-(1- }&¢ £ <& F)-1H-1,2,3- = M -1- F ]-7-(Cnik
Mg —2- 3 ) -1, 3— ZRFFmEME —2- 5} IR (9) <[] iv (40mg, 0. lmmo1) [¥) THF (0. 7mL) &VF#H
O M ERAL CHRZE ) B8 Et,0(0. 250mL, 0. 1mmol) ¥, HAVR-EGWAE 40°CFA the fi
N\ NH,C (M FIZKES ) FFAT A DOM: TPA (5: 1) RS WUAT A I . AT H E/KUEERAZ,
B Ji 2025 W 46 LISRISFA =4, 1B [ AR SP4 4lidk (KR CAN BG R ) 274, LIS 3tk &
Y 9(1.9mg, 4% ) »

[0760]  1E H 7515 F IR SK i)

[0770] 1= & FE -3-(5-(2-(2- FEHLIN —2— FL ) Wemwg —5— L ) -7 (wEmg —2- FL ) ZKIf [d]
mEmM: —2- JL) Ik (10)

[0771]
OH
) o, 'HNMR (DMSO-d0:$10.72 (br s, 1H), 9.24 (s, 2H),
= Hyﬁ 9.08 (d, J= 4.80 Hz, 2H), 8.70 (s, LH), 8.23 (s, 1H), 7.57 (¢,
s J=4.80 Hz, 1H), 6.82 (m, 1H), 5.17 (s, [H), 3.22 (m, 2H),
; :ﬂ 1.56 (s, 6H) H11.12 (t, J= 7.20 Hz, 3H).MS:436.15 [M+H]".

07721  H N, Wk 49 %F T 8] 4& 5(0.30g, 0. 68mmol) F1 2-( = T i B f £E)
mE g (0. 253g,0.68mmol) ¥ DMF(10mL) ¥ W #F 47 i X 15min, B S5 I0 A
Pd (PPhy), (0. 078g, 0. 06mmo1) »  FH N, HR 49 %5 VR & ) Wit <0 10min, Bl J5 0 4% 42 80 °C 7 &&
16ho 1] ) A H I VKK Bl J5 B EtOAc (3x100mL) ZEHL. A FF A LA BhoK B T
(Na,S0,) i VEFF BL AW 4 . 76 440 EE (2. 50% MeOH-DCM) b 44k 5% B3 4 L3R 1840 & )
10 (0. 015g,5% ) .

[0773]  WEHIJ7i% G R SL Tt

[0774] 1= £Fk —3-(5-(4-(2— FEFETN I —2— FE ) —1H- BRI —1- FL ) -7 (ke —2- FL ) 9K
JF [d] memr —2-F£) g (1)

[0775]

'H NMR (400 MHz, MeOD) & 8.73 (d, 1 = 4.8 Hz, 1H),
\ta“\\ %_g 8.22 (d, ] = 8.2 Hz, 1H), 8.20 (d, J = 1.4 Hz, 1H), 8.01 (d, J
" S‘)-a N = 2.0 Hz, 1H), 7.92 (td, ] = 7.9, 1.8 Hz, 1H), 7.77 (d, = 2.0
Hz, 1H), 7.55 (d, T = 1.4 Hz, 1H), 7.37 (dd, T = 7.5, 4.9 Hz,
» 1H),3.37 -3.32 (m., 2H), 1.62 (s, 6H), 1.23 (t, I = 7.2 Hz,
3H).MS:422.99 [M+HT".
[0776]  2-(1H- KM —4- 3% ) T —2- B¢ ) (1) -
[0777]  F 1H- DKM —4- SRR FAE (430mg) 7F HMDS (1mL) H [HI3E % 30min, B Ji5 7% 1 Bk
Foit 1) HMDS . 7K 5% B 0w T THE vhar, VB T 307 N IR N, IR IR e
HIA 0°CHAE 0°C FZIM A MeMgBr (4. 5mL ;3M) F¥ R EWTHR R SRS A . A InL 7
FUNH,C1 Z811 J 37, B FH 2-3ml KBk o VRG24 oK PR FLI JHK N 12¢
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CL8 SAHAEA . {8 100 % ACN JEMii LASRAG R B 4, /8 — Ak he Bl il (il ifF— P alidb iz ik
V4, 487 FH MeOH/DCM YR LATS 2 i (280mg)

[0778] 1- &%k -3-(5-(4- (2- FRIEALE —2— 55 ) —1H- BEme —1- £ ) -7- (kg —2—- FE ) 2§
I [d] mEmg —2- L) Ik (11) AFH4A 5 F Ik E4 1 (T4mg) FIrpaf& 1 (100mg) &IF7E
MHEmE R SR ORGP EAT Bl SRR, FEINN Cu (0Ae) . B0 XHE-EHF IRAT 4
AT AR, Bl 5 7E 80°C R A HE: 280min. IR NH,CT 2815 | M, B ji5 FH EtOAc
KR IRAYIH EtOAc 2L, IEE A VIAH, T4 (Nay,S0,) Jfask 2+ . £ 54t L
ot aiqh, {5 DOM/MeOH (0-10% ) $EML, b5 76 C18 A Bk AT AH 1, A FH ACN/ ZK¥k
W UAF R4 E9) 11 (7. 5mg) »

[0779] w20 B ReAL I L {1

[0780]  FRFEEEPAIbE AL

[0781] 1= 23 —3-(G-(2-(2- L HE A e —2- L ) mmg —5- FL ) -7— A4 L 2K IF [d] 1
i —2— 35 ) Jik (12)

[0782]
OH
W "H NMR (400 MHz, Acetone-dg) 8 9.22 (d, ] = 2.7 Hz,
]

g Mf 2H), 7.65 (s, 1H), 7.22 (s, 1H), 4.11 (s, 3H), 3.44 -3.26
R
Q“ﬁ (m, 2H), 1.60 (s, 6H), 1.19 (t, J = 7.2 Hz, 3H).MS:388.03

S

[M+H]".

[0783]  Hrh[a){£ 9 (240mg) H Cs,CO,(220mg) FKIJE7ZK DMF (10mL) W72 %122 0°C , Bl J 4 H
AR % (83. 5mg) ALIH . ¥ NVAE 90min P AL 22 &R, Bl e Al UK 260 [ W o LR iR A TR
G IR S 0% B ) BB F-AE DOM Rl i /b & 1) MeOH H, ] T-4E 48 4LkE (0-5% MeOH: DCM)
s g T A . BTk B BT AE THE (10mL) A IFAF A IM HCL (10mL) HEATALEE .
N AE 2R 90min, B 5 A8 A NaHCO, ¥ Al 487 EtOAc (15mL) #MBEIREH, fE/KIH)Z
FAHUZZ AT s A B A o 8 i g AR [ 4 FF B TR R AE 50°C T I EATS 24k &
Y 12 (83mg) -

[0784]  JE I8 HH 1 2= 50 0 B ek

[0785]  1- £3E —3-(5-(2- (2- FRHETA e —2- k) Mg —5- L) -7 (LI ) 2KIf [d]
mEm: —2- JL ) iR (13)

[0786]

OH
| o~ 'HNMR (400 MHz, CDCl5)  9.13 (s, 2H), 7.95 (s, 1H), 7.23 (s,
3\ H1H), 4.67 (s, 2H), 3.48 (dd, J= 12,1, 6.3 Hz, 2H), 3.44 (s, 3H),
M
s 1.63 (s, 6H), 1.33 - 1.21 (m, 3H).MS 402.04 [M+H]",

4

o
[0787]  2-(3- &% -5 2L —2-4fQ0 -1, 3,5- = -1- L) 5-[2-(1- R -1- - &
HE) WERE -5- Jk ]-1, 3- A IFWEME -T- [ (1) /E N, T A4 A £ 4 (200mg, 0. 41mmol) [X]
THF (10mL) ¥ ¥4 #1 4 -80°C, b J5 18 A nBuLi (0. 89mL, 1. 22mmo1) #FATALFE. Imin J5 0
A\ DMF (0. 06mL, 0. 81mmo1) F4# 2 MV 7E 30min Py FHil 22 =i . 15 A NaHCO, (20mL) #i B¢
N, bt J5 A FH EtOAc (2x15mL) REATZEH . AAHIAR AT T MgS0,) , ik i IFilk4i.
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7 B W REAE DOV 1, B i E SRR ol i e nk 2diq, 48 0-5% MeOH: DCM $E it LTS 2
i(38.5mg, 22% ). MS441.01[M+H] ",

[0788] 1 £%k —3-(5-(2-(2- BEE W fE —2- 3k ) wemg 57 ) -T-( FREFEFE) Kt
[d] g me —2— FE) R < 4% A H,S0, (20mL, 0. 38mmo1) 4b 3 i (23mg, 0. 05mmol) [¥] MeOH (2mL)
W, B 5 IR DEFE 90min. A NaHCO, A1 F 2 B, B Ji5 4 A EtOAc (2x10mL) A HL. XA
LA AEAT T8 (MgSO,) , I P8 FF k4. KA BLETE T DM (2mL) o AT H = L 36 Ak b
(501 L, 0. 3lmmol) F1 BF,0Et, (251 L, 0. 20mmol) HEATAbHE, ¢ AV 7E 238 N HeHE 30min, i
F MeOH (2mL) #& 1k W IFHiHE 1he VR-EW)EH EtOAc (5mL) i I8 A NaHCO, (5mL) 7K
(5mL) sk o XANIAER AT T4 MgS0,) , I yE Ik %a . Kt k% T MeCN:MeOH H1, I
B AT (5-40-50-100 % MeCN:H,0+0. 1% FA) 4ifk,, ISRIFAL-E4) 13 (7. 3mg, 21% ) .
[0789] 1= £Jk -3-(5-(2-(I-(FIELIL ) WEmg —5- FL ) —7- (6= FIEMmE —3- FL ) 4
JE) Z5IF [d] mEme —o- 3 ) R (14)

[0790]

¥ "H NMR (400 MHz, D,0) 5 8.60 (s, 2H), 8.29 (s, 1H),
8.15 (d, J="7.0 Hz, TH), 7.77 (d, ] = 8.3 Hz, 1H), 6.91 (s,
1H), 6.38 (s, 1H), 3.03 - 2.90 (m, 2H), 2.75 (s, 3H), 1.45 ¢,
1=10.7 Hz, 3H), 100 (dt, ] = 14.1, 7.1 Hz, 3H).MS:465.1
W [M+H]".

—

H
)~

[0791]  1- &3 -3-[56-[2-(1- FRAEE L3k ) meng —5- Jk 1-7-[(6— AL -3 mkrg 2t ) F4
B -1, 3 ZJFmEm —2- 3L 1-5- 3K -1, 3,5~ = -2- ] (i) :0C ¥ FRAEESA (1201 L ;
1. 50mmol) B M (6— 3L -3—- ke dt ) FEE (100mg ;0. 812mmol) F1 = Z Ji% (0. 32mL ;
2. 25mmol) ¥ JE7K DCM(6mL) YEV& H, JEAE 0°C F 44+ 30min. 1 A MeOH (2mL) £ 1k
N, B R YE IR AR AR (BREEYEMG, 50-100%, 1F Bkt -EtOAc) L4lifk, LLERL (6 A
B -3-mbmE ) FIEEFERENE (95mg, 58% ) .

[0792] fE — /N v 57 I B8 R W, & B R ¥ A 1A & 10 (45mg, 0. 11mmol) and
K,CO; (68mg, 0. 49mmo1) ¥ fif 7€ DMF (10mL) 1 3N (6— A 2E -3 mbwe 2 ) 2 A R
(95mg, 0. 47mmo1) ] DMF (3mL) ¥V . RN INFAE 45°CHesE 3ho F R NVIR G4 22 H
WIGARFRE) 1/3 48 H Et0Ac (100mL) #ike, fK AT HZK (100mL) F1Eh7K (100mL) Peik, FfA
FH DCM: TPA (5: 1, 100mL) Je ZHUKAH, Bl S 78— bt Eild a4k, 48 A & 0-10% DCM
1) MeOH ¥ LAFF 3 i (30mg, 53% ) o

[0793] 1- &3 -3-(6-(Q2-(1-(FRIE LK) wing -5- 3 )-7-((6- AL -3- %) A
RS ) AIF [d] mEmk —2- 35 ) ik (14) B 54 i (30mg ;58 umol) & VFAE THF (3mL) H,
BN HCL (ImL) FF AN % 45°CHe 48 1. 5he FLAF W48 i W IF 18 i ) M (3 4li4k, 78 1M
HC1 (ca. 3mL) fELERISAT FREBEVEML (25-80%, & 0. 1% FA (KT ) ) ACN) % T LIS 3
&) 14 (23mg, 79% ) o

[0794] AL AT LN

[0795] 1= £k —3-[5-[2-(1- FEHE £ 3L ) WEme —5— i 1-7-[4- (FPREAR I SE AL ) —2- ik
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g 3k 1-1,3- 2K JF e mp —2- FL T K (15) s Al 1- &4 F -3-[5-[2-(- ¥ F £ FL ) m¥
Mg —5— 3 1-7-[4- ( PIE TV RERERL FP3E ) —2— nikme 3t 1-1, 3— ZEFFmems —2— Jt 1 JIR (16)
[0796]

g

[0797] =3 T K i Bt R & B ISR (45mg, 0. 073mmol) ) 7K (0. 5mL) %5 ¥ N A AL & V)
15 (70mg, 0. 146mmol) (¥ DMF (4. 5mL) ¥ W& ™ 3F #i #% 1h. & & 9 18 FH EtOAc (50mL) #
FE I 481 F K WE Vo K 8 23 48 I NaCl 40 1 348 A EtOAc (3x50mL) FF IR A HL. X & Jf
A HLE T8 (NayS0,) JFE Wk Ys. £ A AhE Ll o 4i4b % B 4, 1 A 0-30 %
MeOH/EtOAc ¥E it LL 13 B 4k 4 4 16 (15mg, 21 % ). MS:496. 97 [M+H]" ;'H NMR (400MHz ;
de—DMSO0) : 8 = 10. 79 (bs, 1H), 9. 36 (s, 2H), 8.87(d, ] = 4. 9Hz, 1H), 8. 52 (s, 1H), 8. 39(d, J
= 1.5Hz, 1H),8.20(d, ] = 1.5Hz, 1H),7.47(dd, ] = 5.1, 1. 2Hz, 1H), 7. 03(bd, ] =
5. 2Hz, 1H), 5. 35(d, ] = 5. 5Hz, 1H), 4. 94 (p, ] = 6. 5Hz, 1H), 4. 36 (d, ] = 12. 5Hz, 1H), 4. 25
~4.07 (m, 1H), 3. 28(dd, J = 7. 1, 5. THz, 2H), 2. 64 (s, 3H), 1. 54 (d, ] = 6. 6Hz, 3H), 1. 18(t, J
= 7. 2Hz, 3H) .

[0798]  # FH 75 ¥Z: H (1) SE i)

[0799] 1= £ 3 —3-[5-[2-(1- 2 HE £ FE ) Wemg —5- Jt 1-7- (2— nipwg 5L ) -1, 3— 2K JF I
M —2- FE T IR (A7) 1 1-(5= (2= (3= LFEMREE ) —7— (ke —2— F& ) KIf [d] WEmE —5- Ft )
WEmE —2— Fk ) £FE 4- FSLIRIE —1- FRIRAE (18)

[0800]

[0801] Rzl 5454 1(0. 2378mmol ;100mg) il & T2 R BUI T vl & AL G4 17
FREAE DME (ImL) 3R AN = (kM —1- 2% ) B (0. 26mmol ;42mg) F = EHEHE 18h.
A 1= FELURIE (0. 29mmol ;29mg) FF¥HIRA M E IR 18h. HAWLEIR G I 1E —5Ffk
i F B G LR B, A 0-12% MeOH/DCM BRI, Bifl J 8 ik S AH 6% LL3RAS FR R 26
KRAEERIAL A 18 (12mg) o "HNMR (400MHz, DMSO—-d,) & 10. 69 (s, 1H), 9. 39 (s, 2H), 8. 84 (d, J
= 4.0Hz, 1H),8.55(d, J = 8. 2Hz, 1H),8.42(d, ] = 1.4Hz, 1H),8.18(d, ] =
1. 1Hz, 1H), 8.03(td, ] = 7.9, 1. 7Hz, 1H),7.48(dd, ] = 7.1, 5. 1Hz, 1H),6.92(t,] =
5. 2Hz, 1H), 4. 54(d, ] = 12. 9Hz, 1H), 4. 36 (d, ] = 12. 9Hz, 1H), 3. 27-3. 18 (m, 2H), 2. 77 (s, 3
H),1.14(t, J = 7. 2Hz, 3H) . MS453. 01 [M+H]",
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[0802]  4-[1-[5-[2-( L FLE FIEEILEIL ) -7-(2— npwg L ) -1, 3= AL I WMy —5- L 1 &

g —2-Jk | LA [-4- 40 - T (19)
[0803]

'H NMR (400 MHz, CDCly) 8 8.90 (s, 2H), 8.70 -
8.63 (m, 1H), 7.91 (d, ] = 8.1 Hz, 1H), 7.83 - 7.67 (m,
 3H), 7.20 -7.13 (m, 1H), 5.83 (g, J = 6.8 Hz, 1H), 3.30 -

H

Hz, 2H).MS 521.09 [M+H]".

[0804]  {iFH DIPEA (230mg) \DMAP (40mg) FIBRHIELET (150mg) AbFLALA4) 17 (250mg) (¥4
V&, Bt 50°CHEHE 6ho B 5 I DIPEA (300 1 L) FIBEIABRHET (100mg) , e N iFE T . 1BA
PIHZK (30mL) 4% I H EtOAc (3x15mL) Peidks XK R E A REAT W 48 LU SRTF RLAR GRStk
Wi . A6 AR F B s aliqk, 48 5 0-5 % MeOH F) DCM P Mt LA SR 75 44 , #7121 1
7% T MeOH H, A2 ¥4 #0122 30 I F 18 ok i S8 AR P 43 [ AR - B0 8 T LSRR AL &4 19,
[0805]  04-[1-[5-[2-( £ FEo I IE ) ~7— (2 MbwedL ) —1, 3— R FFmEm: —5- FL | w#
e —2-FE 1-1- 3L - 236 101- FFSE | RS (20) (AT 4-((2- (5= (2= (3= ZFERIE ) 7 (L
g —2— Jk ) 2RI [d] WEmp —5- JL ) memg —o-FL ) T —2- Jb ) 38 ) -4- FAR TR (21)
[0806]

\mfixxﬁjrg Y . ijva\§%>LW§ .
R8T AEE aaes el

£ N
| |

P .

[0807] 4% M 54k-E4 1 (179mg, 0. 33mmol) (¥ il £ 77 2 ALY J7 v i) £ B AL & 4 20
HEARAE MeOH (18mL) H FF il A NaOH (0. 65mL, IM, /K ) o Z W T HFEE W, Bl J57E 1. 5h
A1 3. 5h J5 in A1 K] NaOH (0. 65mL, IM, KW ) o 7Th JG AT K (0. 5mL) o K %5 ¥ =5 i
PR . 23h J5, A HCL (M, 7K ) HIREWIRAL 2 pHA. 5, MW BSR4 2T
5 ACN (3x20mL) b, 7 S Ak bl kgl AL [E 14, 4 F 5 0-5% MeOH ) DCM ¥E,
b i 7E A RE B — Dt g Al fb, {8 H & 0-5% MeOH [ EtOAc PRI 75 — 4 Akt
kb g a4k, 48 0-5% MeOH 1) DOM $E i LA 3R 1346 &) 21 (47mg, 27% ) .
'H NMR (400MHz, MeOD) : 6 9. 14 (s, 2H), 8. 77(ddd, ] = 4.3, 1.7, 0.8Hz, 1H),8.29(d, J
= 7.8Hz, 1H),8.19(d, ] = 1.5Hz, 1H),7.99(d, ] = 1.5Hz, 1H),7.96(dt,] = 7.8 F
1. THz, 1H), 7. 40 (ddd, ] = 7. 4, 4. 3, 0. 8Hz, 1H), 3. 37 (g, J = 7. 2Hz, 2H), 2. 71 (m, 2H), 2. 60 (
m, 2H), 1. 87 (s, 6H), 1. 27 (t, ] = 7. 2Hz, 3H) » MS:535. 05[M+H] ",

[0go8]  d H JyiZ T 1)K tifs

[0809] 1= & JE-3-[5-[2-(1-FHE —1- HIHL — £ ) Weig -5 FL 17— noppkdE —1, 3— 2K 3F
e —2— L 1 IR (151)

[0810]
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HO,

, 'HNMR (400 MHz; DMSO-dg)  10.75 (brs, 1H),
\}4‘ N 9.16 (s, 2H). 7.72 (s, 1H), 7.16 (s, 1H), 6.73 (m., 1H), 5.11
(s, 1H), 3.86 (m, 4H), 3.17-3.26 (m, 6H), 1.54 (s, 6H) #

Q 1.09 (t, J= 7.20 Hz, 3H).MS:443.28 [M+H]"

l @

[0811]  1- &3 -3-[6-[2-(1- FB2E —1- & - &3 ) Weng —5- J& ]-7- Mk 2L —1, 3- K
IFmE e —2- FE 1-5- B -1, 3,5 = MR -2- i (i) : ) P A A& 4(0. 25g, 0. 51mmol) [
1, 4- W84z (10mL) I RO A SK (0. 066g, 0. 77mmol) F1 Cs,C0, (0. 25g, 0. 77mmol) .
M & A W 8 Pr 18 % % 30min, 2 J5 M A Pd,(dba), (0. 026g, 0. 025mmo1) FiI
Xantphos (0. 035g, 0. 06 1mmo1) » FFH B WKFATIA [ YRS 15min, 2K J5 A4 80°C it
o RNSERT (TLC MR ), 4 S N vA A1 22 53, 10k ik vt RO 98, A EtOAc Pkt
TR, FHAER A W46 FF BIUER . PG AERERR (100-200M, 3% MeOH-DCM) b 24k A 7%
BA M LSRG IR A [l AR 1 (0. 07g, 28% ) » 'H NMR (DMSO—d,, 400MHz) : 8 9. 18 (s, 2H), 7.
79 (s, 1H), 7. 19(s, 1H), 5. 12 (s, 3H), 4. 37 (s, 2H), 3. 80-3. 83 (m, 4H) , 3. 35-3. 38 (m, 2H), 3. 2
1-3. 23 (m, 4H), 2. 54 (s, 3H), 1. 54 (s, 6H) #1 1. 08 (t, J] = 6. 80Hz, 3H) .

[0812]  1- £ -3-[6-[2-(1-J2FE —1- Ik - &5 ) WENE —5— & ]-7- Gk ZE -1, 3- 2R Ik
M —2—- £ TR (151) [ ok¥A 1 1 (0. 065g, 0. 13mmol) ¥ THE (3mL) YA 37 i A 6N-HC1 (2mL) »
HIREVERBF: 4he NV 5ERUE (TLC I ) 5 ¥R -G P A LA NaHCO, ¥, bl 5 F
EtOAc (2x50mL) ZEHL . & FHI-A LA FH 2h7K B, 26T 7K NaS0, 44, i 38 I HLisUR 4 .
187 FH MeOH-Et,0 AfF & 435 B 4 LA1S 21 3 i AR 19465420 151 (0. 035g,61% ) »

[0813]  FF-H: 43 B ANG I S it 451

[0814] (R)-1- 3 -3-(5-(2-(1-FRFE L) Wimg —5— 8 ) —7— (ki —2— FL ) KIf [d] W
-2 L) HR (22) Fl (S)—1- £ FE-3- (- - (1~ I LFE) WEmg —5- 35 ) 7 (ki —2-J& )
ZR5F [d] mEme —2— FL ) IR (23)

[0815]
oH
U .
/s,\(\] . }“Né—
»—NH
8
o' N

[o816] i Tt il & 24 HPLC 73 BS54 17 1) (R) AT (S) AW Aa ik

[0817]  #+: Chiralpak IC(250x20mm)5 1

[0818] ViizhAH:  100% MeOH

[0819]  FESHZHTY : 25mg, 7F 0. 5mL TFA A1 0. 5mL. MeOH HVR-S4H

[0820]  VALiH : 18mL/min,

[0821]  iz4TH[A] : 20min,

[0822] {REAWIIA] : 9. 3min ;14. Tmin,

[0823]  [(IR)—1-[5-[2-( L FELo ERFEZIE ) —7— (2— mkme L ) -1, 3— ASFFMEM: —5— FL | W
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mg —2-FL 1 £FL ] B AR (152) 1 [(AS)—1-[5-[2-( L FLS I (3 ) —7- (22— nik
mEFE ) -1, 3— ZRIFmEmMr 5 L ] mEmg —2- KL ] A3 ] B SE (153)
[0824]

W
M
ks
) —
C N
S
H
)y — >
) o
Z ,f

152

[0825]  1- &3 -3-[5-[2-(~(1S)-1- FF LFE ) meng —5- 3 1-7-[ (2—- nkme3E ) -1, 3- 2K
FrmE M —2— JE J-5- FIEE -1,3,5- = —2- il (i) ¥4k &9 23(12.67g, 30. 13mmol) &
7 (E MeOH (150mL) 1o Jii A B (48. 9mL, 0. 603mol, 37 % 7K ¥ ¥ ) LA K& N— A 3 1t Ik
(33. 1mL, 0. 301mo1) FIFIFEHZ (151mL, 2M (I THF YW ) o B A BT IAE 70°C in#ud 77 .
19 /NI JE TLC 7R T 58 A H A G W0, T B4 E0 22 253, B i 980 K 4 22 20 33 % IR 1k
FRIFLEZK (150mL) F1EtOAc (300mL) Z [A] 43 Bt o APXUAHIER G40 AR LLFE Bh =) stk . AHLE
FH 7K pE% 11k MgS0, 1o 8 0 e 4 22 1o [l 74 EtO0Ac (100mL) il ik 3, {8 H EtOAc
FBEGEHE FE T DR B AR B 1 (11. 978, 76% ) o MS:475. 93 [M+H] ",

[0826] [(1R)-1-[5-[2-(3- & % —5- HI4& —2- 4 /% -1, 3, 5— =& —1- 3£ ) -7-(2- nk g
HE) -1, 3- ZRIFHEME —5- JE ] WERE —2- 3L ] L3 ] BEER RUT R (i) -

[0827]  ®EPRE —AUT BRIl & W BT BEPRER (459) WA AE/K (160mL) 1o
ANERER (M, KIS ) B2 pH A2 3. 18 ik ok 38 I8 BT 43 D00, 18 K BRI 2T 1
oA CLIR A 1 [ AR BT EE R IR . B S, NN i (18. 68g, 39. 28mmol) « = R L i
(17.51g, 66. 78mmol) FI# M & — AU T g (10. 73g, 51. 06mmol) ) THF B IZ W b, H =%
F B B F T U6 /K THR (200mL) H. 3§ I N DIAD (13. 5g, 66. 78mmol) [ THF (20mL) %5
W ZPEFER A Y IF i LOMS W 22 56 i, Bl Jm g 8 4. N Et,0 (300mL) FF % V&
G RAT I 5, 13 357 A R, X AT I pE, A A B0 (100mL) $ESIE AT . I8
WA AL E — =), WRYE A 150mL Ji, K BECE T UK R A EL AR R 2 1 AR R, M
R[] AR B R, B L ST VS AR AT DOV P IR N (50-100 % EtOAc/DCM LR 25 )6 4L &l 7= 41,
b J 8\ 10 % MeOH/DCM LABE B BT 75 (4 7= 400 FEXGAH G 73 W 48 o AV B T 4 5, A DCV/
Mk / B ot b BT 45 e i M R), kU8, AT R BR e eV, IR R A BLAS B 6 A AR 1)
i1 (17.09g,64 % ). 'H NMR(400MHz) & 9. 41 (s, 2H) ;8.83(d, J = 4. 4Hz, 1H) ;8.53(d, ] =
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8Hz, 1H) ;8.43(d, J = 1.2Hz, 1H) ;8.21(d, ] = 1.2Hz, 1H) ;8.01(dt, ] = 8, 1.6Hz, 1H) ;
7.46(dd, J=17.2, 4. 8Hz) ;5. 43 (m, 1H) ;5. 16 (s, 2H) ;4. 38(s, 2H) ;3.39(q, ] = 7. 2Hz, 2H) ;
3.32(br s, 2H) ;2.55(s, 3H) ;1.64(d, J] = 6. 8Hz, 3H) ;1. 38(s, 9H) ;1. 36 (s, 9H) ;1. 14(t, J
= 7.2Hz) . MS:667. 78 (M+H) . F-V HPLC :4%: :Chirapak IC,0.46cm x25cm ;25min 2% fEHH
&, 100 % MeOH, & B B[] = 17. 12min.

[0828]  [(1R)-1-[5-[2-( & FE & F BRI 2 55 ) -7- (- Mbwe 3L ) -1, 3— - FFmEm: —5- 3% ]
WEnE —2- 35 ] 45 ] BEIR T AUNE (152) AFH & aM HC1 1 —RE4% (63. 6mL, 10 & ) AbFE
i1 (17. 0g, 25. 46mmol) ¥JJE/K THF (300mL) ¥ . MABR G SLRIE STiE , it LeMs fil
RN Z 58 MAIK (50mL) FH-HE sy 4 LUSR 2229 150mL [¥) THE, BN 2R ERRUTIE LR TE
o PR G WAL ZIMPFE ISR B B EUTE, X H AT U8, KBRS 0K, B H MeOH
1 EL,0 YEV, 2R 5 75 50°C 4 6 /NN LA st B 6 [ AR K46 & 4 152 (12. 0g,95% ) .
MS:501. 7[M+H] " 'H NMR (400MHz, DMSO-dg) : 6 10. 7(br s1H),9.35 (s, 2H), 8. 85 -
8.81(m, 1H),8.53(d, ] = 8.3Hz, 1H),8.39(d,J = 1.6Hz, 1H),8.15(d, ] =
1. 6Hz, 1H),8.05-7.99(m, 1H),7.49 - 7. 44 (m, 1H), 6.93(t, ] = 5. 5Hz, 1H), 5. 48 -
5.39(m, 1H), 3.27 - 3. 17(m, 2H), 1. 63(d, ] = 6. 6Hz, 3H), 1. 12(t, ] = 7. 2Hz, 3H) »

[0820] W LIRMIATEMEY) 22 UG HI /LAY 153,

[0830]
w}?{: '"H NMR (400 MHz, DMSO-d,):5 10.6 (br s, 1H), 9.35
¢ /%\“/N\ ., (s, 2H), 8.85 — 8.81 (m, 1H), 8.53 (d, ] =8.3 Hz, 1H), 8.39
P \}wNH (d, 1= 1.6 Hz, 1H), 8,15 (d, ] = 1.6 Hz, 1H), 8.05 - 7.99
L (m, 1H), 7.56 — 7.31 (m, 1H), 6.89 (t, ] = 5.5 Hz, 1H), 5.47
N ~5.38 (m, 1H), 3.26 — 3.18 (m, 2H), 1.63 (d, ] = 6.6 Hz,
L2 3H), 1.12 (t. ] = 7.2 Hz, 3H).MS:501.05 [M+H]".

[0831]  Z2&Hy AT A 77 vAER / sl SE e FH 207 VA 28 T ML &9 .
[0832] &K 1 ALEWRIFRMEIE

[0833]
P £ )]
No. LCMS 'H NMR
[M+H]"
(DMSO-dg): 8 10.62 (s, 1H), 9.0 (s, 1H), 8.8 (d, 1H), 8.5 (d, 1H), 8.4 (d,
24 486 1H), 8.35 (s, 1H), 8.05 (m, 2H), 7.8 (s, 1H), 7.5 (m, 1H), 7.1 (s, 1H), 6.9 (s,
1H), 6.8 (s, [H), 6.3 (d, 1H), 6.0 (d, 1H), 3.7 (s, 3H), 3.25 (m, 2H), 115 (1,
3H)
(CDClL): 6 9.22 (s, 2H), 8.66 (s, 1H), 8.13 (s, 1H), 7.89 (s, 1H), 7.82 (d, ] =
25 534.15 | 8.2Hz 1H), 7.77 (s, 1H), 3.84 — 3.67 (m, 4H), 3.58 (s, 2H), 3.41 (s, 2H), 2.51
(s, 4H), 1.61 (s, 6H), 1.31 - 1.26 (i, 3H).
[0834]
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26

518.17

8.02 (s, 1H), 7.93 (s, 1H), 3.92 (s, 2H), 3.51 ~ 3.36 (m, 2H), 2.80 (s, 4H),
1.92 (s, 4H), 1.63 (s, 6H), 1.35 — 1.22 (m. 3H).

27

434.05

(CDCly) 4 8.91 {d, J = 1.6 Hz, 1H), 8.39(d, J=4.5 Hz, 1H), 8.12~ 7.98 (m,

Hz, 1H), 3.56 — 3.43 (m, 2H), 1.59 (s, 6H), 1.32 (1, T = 7.2 Hz, 3H).

28

534.18

(DMSO-dy) & 10.63 (brs, 1H): 9.35 (s, 2H); 8.77 (d, J = 5 Hz, 1H); 8.44 (1H,
sy 8.39 (1H, s): 8.15 (1H, s): 7.47(d, J =5 Hz. 1H): 6.90 (brs, 1H); 5.15
(s, 1H): 3.66 (s, 2H): 3.63 (s, 4H); 3.23 (m, 2H): 2.46 (s, 4H); 1.59 (s, 6H);
114 (t, =7 Hz, 3H).

P B AL TR AL 2 30 'H NMR (400 MHz; D,0): 8 = 8.70 (s, 2H), 8.25 (s, 1H),
7.83 (s, 1H), 7.34 (s, 1H), 7.17 (s, 2H), 4.28 (s, 2H), 4.00 (s, 4H), 3.33 (5,
4H), 3,21-3.02 (m, 2H), 2.83 (s, 3H), 1.66 (s, 6H), 1.12 (t. J = 7.2 Hz, 3H).
MS: 534.19 [M+H]

HCLEE 30 'H NMR (400 MHz; DMSO-dg): 6 = 12.24 (bs, 1H), 9.45 (s, 2H),
9.11 (s, 1H), 8.92 (d. J = 5.0 Hz, 1H), 8.55 (d, J = 1.5 Hz, 1H), 822 (d, J=

(s, 4H), 3.46-3.29 (m, 2H), 3.29-3.09 (m, 4H), 1.59 (s, 6H), 1.14 (t, J = 7.2
Hz, 3H). MS: 534.18 [M+H]"

29

534.3

(DMSO-dg) 5 10.80 (br s, 1H), 9.32 (s, 2H), 8.75 (d, 1= 4.80 Hz, 1H), 8.42 (s,
1H), 8.37 (s, 1H), 8.12 (s, 1H), 7.42 (d, J= 4.80 Hz, 1H), 7.05 (m, 1H), 5.16
(br's, 1H), 4.74 (br s, 1H), 4.22 (br s, 1H), 3.67-3.78 (m, 2H), 3.38 (m, 2H),
3.17-3.24 (m, 2H), 2.73-2.75 (m, 1H), 2.63-2.67 (m, 1H), 2.37-2.40 (m, 1H),
2.01-2.06 (m, 1H), 1.56 (s, 6H) F1 1.11 (¢, J=7.20 Hz, 3H).

30

520.25

(DMSO-dg) 6 10.67 (br s, 1H), 9.33 (s, 2H), 8.73 (d, J= 4.80 Hz, 1H), 8.36 (br
s, 2H), 8.12 (s, 1H), 7.35 (d, J= 4.80 Hz, 1H), 6.92 (m, 1H), 5.35 (d, J= 6.40
Hz, 1H), 5.15 (s, 1H), 4.21-4.26 (m, 1H), 3.71 (s, 2H), 3.58 (t, J= 6.40 Hz,
2H), 3.21 (m, 2H), 2.85 (t, J= 6.40 Hz, 2H), 1.57 (s, 6H) I 1.11 (¢, J=7.20
Hz. 3H).

31

534.28

(DMSO-dg) 6 10.62 (br s, 1H), 9.35 (s, 2H), 8,73 (d, J= 4.80 Hz, 1H), 8.38
(m, 2H), 8.13 (s, 1H), 7.35 (d, J= 4.80 Hz, 1H), 6.86 (m, 1H), 5.15 (s, 1H),
4.0-4.03 (m, 1H), 3.74 (s, 2H), 3.57 (t, J= 6.40 Hz, 2H), 3.21 (m, 2H), 3.15 (s,
3H), 2.93 (m, 2H), 1.57 (s, 6H) F 1.11(t, J= 7.20 Hz, 3H).

32

564.3

(DMSO-dg) 5 10.62 (br s, 1H), 9.33 (s, 2H), 8.61 (d, J= 5.60 Hz, 1H), 8.40 (s,
1H), 8.12 (s, 1H), 8.03 (s, 1H), 7.05 (m, 1H), 6.90 (m, 1H), 5.15 (s, 1H), 4.34
(t, J= 5.60 Hz, 2H), 3.57-3.59 (m. 4H), 3.31-3.36 (m. 4H), 3.19-3.22 (m, 2H),
2.76 (t, J= 5.60 Hz, 2H), 1.57 (s, 6H) F1 1.11 (t, J= 7.20 Hz, 3H).

[0835]
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(DMSO-dg) 6 10.61 (br s, 1H), 9.33 (s, 2H), 8.76 (d, J= 4.80 Hz, 1H), 8.39 (s,
2H), 8.13 (s, 1H), 7.42 (m, 1H), 6.85 (m, 1H), 5.15 (s, L H), 3.53-3.58 (m,

33 548,31 5H), 3.18-3.25 (m, 2H), 2.50 (m, 2H), 2.32 (m, 2H), 1.57 (s, 6H). 1.38 (d, =
6.80 Hz, 3H), 1 1.11 (t, J=7.20 Hz, 3H).
(DMSO-dg) 6 10.63 (brs, 1H), 9.33 (s, 2H), 8.76 (d, J= 4.80 Hz, 1H), 8.43 (s,
1H). 8.38 (s, LH), 8.14 (s, 1H), 7.43 (m, 1H), 6.86 (m, 1H), 5.16 (s, 1H), 3.79
34 554.25

(s, 2H), 3.18-3.24 (m, 2H), 2.92-2.99 (m, 2H), 2.78 (t, J= 6.80 Hz, 2H),
2.23-2.34 (m, 2H), 1.57 (s, 6H) 1 111 (t, J=7.20 Hz, 3H).
(DMSO-d;) 8 10.63 (br s, 1H), 9.32 (s, 2H), 8.75 (d, J= 4.80 Hz, 1H), 8.50 (s,

35 536.28 | IH), 5.15 (m, 2H), 3.78 (s, 2H), 3.18-3.33 (m, 2H), 2.80-2.89 (m, 2H),
2.66-2.68 (m, 1H), 2.39-2.50 (m, 1H), 2.12-2.19 (m, 1H), 1.89-1.98 (m, 1H),
1.56 (s, 6H) 1 1.11 (t, I= 7.20 Hz, 3H).

(DMSO-dg) 8 10.62 (brs, 1H), 9.32 (s, 2H), 8.75 (d, J= 4.80 Hz, 1H), 8.43 (s,

36 536.26 | 1H), 5.15 (m, 2H), 3.78 (s, 2H), 3.19-3.23 (m, 2H), 2.80-2.89 (m, 2H),
2.64-2.76 (m, 1H), 2.41-2.45 (m, 1H), 2.11-2.21 (m, 1H), 1.85-1.96 (m, 1H),
1.56 (s, 6H) 47 1.11 {t, J= 7.20 Hz, 3H).

1H), 8.36 (s, 1H), 8.14 (s, 1H), 7.36-7.42 (m, LH). 6.88 (m, 1H), 5.16 (s, 1H),

¥ S68.3 15 (s, 2H), 3.12-3.25 (m, 4H), 2.72 (1, J= 11.20 Hz, 2H), 1.86-1.93 (m, 2H),
1.69 (m, 2H), 1.57 (s, 6H) 1 1.11 (t, J=7.20 Hz, 3H).
(DMSO-dg) 6 10.60 (br s, 1H), 9.33 (s, 2H), 8.61 (d, J= 5.60 Hz, 1H), 8.38 (s,
1H), 8.12 (s, 1H), 8.01 (s, 1H), 7.04 (m, 1H), 6.86 (m, 1H), 5.15 (s, 1H), 4.26
38 578.31

(t, J= 6.0 Hz, 2H), 3.57 (m, 4H), 3.17-3.24 (m, 2H), 2.44-2.46 (m, 2H), 2.37
(br s, 4H), 1.91-1.98 (m, 2H), 1.56 (s, 6H) H! 1.11 (1, J= 7.20 Hz, 3H).
(DMSO-de) &  10.78 (br s, 1H), 9.81 (s, 1H), 9.36 (s, 2H), 8.89 (s, 1H), 8.71
39 436.19 | (s, 1H), 8.56 (s, 1H), 8.22 (s, 1H}), 6.92 (m, 1H), 5.16 (s, 1H), 3.21 (m, 2H),
1.57 (s, 6H) F¥ 1.11 (¢, J=7.20 Hz, 3H)

(CDCly) 6 9.04 (s, 2H), 8.79 — 8.71 (m, 1H), 8.04 — 7.76 (m, 4H), 7.31 — 7.26
40 437 (m, 3H), 4.94 (t, ] = 4.5 Hz, 1H), 4.02 (ddd, J = 25.6, 11.5, 4.5 Hz, 2H), 3.34
(dd, J = 3.3, 1.6 Hz, 2H), 1.22 (t, ] = 7.3 Hz. 3H).

(CDClL) 8887 (1 H,d,J=18Hz), 8.13 (1 H. dd, ] = 8.2 and 1.8 Hz), 7.74
41 42998 | (1H, s),7.46 (1 H,d,J=82Hz),3.87 (2 H,s),3.46 (2 H, m), 2.44 (6 H, 5),
1.64 (6 H,s), 1.30 (3H. ¢, = 7.2 Hz).
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(DMSO-dg) & 9.32 (s, 2H), 8.75 (d. J= 5.20 Hz, 1H), 8.42 (s, 1H), 8.37 (5,
1H), 8.12 (s, 1H), 7.41 (d, J= 4,80 Hz, 1H), 6.90 (m, 1H), 5.15 (s, 1H), 3.90
42 548.34 | (m, 1H),3.77 (s, 2H), 3.21 (m, 3H), 3.15 (s, 3H), 2.72-2.76 (m, 1H),
2.59-2.65 (m. 1H), 2.54 (m, 1H), 1.97-2.04 (m, 1H), 1.57-1.72 (m, 1H), 1.57
(s. 6H) H11.11 (1, J=7.20 Hz, 3H).

(DMSO-d) & 10.70 (br s, 1H), 9.34 (s, 2H), 9.27 (s, 1H), 8.55 (m, 2H), 8.25
43 450.24 | (s, 1H), 6.83 (m, 1H), 5.16 (s, LH), 3.21 (m, 2H), 2.60 (s, 3H), 1.57 (s, 6H)
11 (1 = 7.20 Hz, 3H)

(CDCL)6 10.8 (1 H,brs), 891 (1 H,d,J = 1.9 Hz), 8.11 (1 H, dd, ] = 8.2
and 1.9 Hz). 7.78 (1 H, s), 7.48 (1 H. dd, J = 8.2 and 0.6 Hz), 4.98 (1 H, br s),
3.92 (2 H, 8), 3.80 (4 H, br 8), 3.47 (2 H, m), 2,70 (4 H, br 8), 1.65 (6 H, s),
1.30 (3 H,t, J = 7.3 Hz).

(DMSO-dg) & 12.43 (br s, 1H), 10.82 (br s, 1H), 9.24 (s, 2H), 8.54 (s, [H),
574.20 | 7.94-8.0 (m, 2H), 7.66 (s, 1H), 7.03 (m, 1H), 6.77 (m, 1H), 5.14 (brs, 1H),
[M-H] | 4.01-4.04 (m, 2H), 3.15-3.25 (m, 4H), 2.0-2.04 (m, 2H), 1.55 (s, 6H),
1.40-1.45 (m, 2H), 1.19 (s, 3H) 1 1,09 (t. J=7.20 Hz, 3H).

(DMSO-dg) 6 10.74 (brs, 1H), 932 (s, 2H), 8.69 (s, 1H), 8.45 (d, J= 8.40 Hz,
1H), 8.36 (s, 1H), 8.12 (s, 1H), 7.89 (d, J= 8.40 Hz, 1H), 7.02 (m, 1H), 5.15
(s, TH), 3.74 (s, 2H), 3.20-3.23 (m, 2H), 1.56 (s, 6GH) I 1.11 (t, J=7.20 Hz,
3H).

(CDCl) & 10.25 (s, 1H), 9.26 (s, 2H), 8.64 (dd, J = 4.6, 0.7 Hz, 1H), 7.77 -

44 471.96

45

46 493.21

47 475.1
18.7. 11.4 Hz, 2H), 1.64 — 1.50 (m, 2H), 1.48 - 1.29 (m, 4H), 1.26 (t, 1 = 7.3

Hz, 4H), 0.97 (t, I = 7.1 Hz, 3H).
(CDCL) 6 8.79 (d, J = 4.3 Hz, 1H), 8.04 (d, ] = 8.1 Hz, 1H), 8.00 (s, 1H),

48 440.03 ,
J=6.8, 5.0 Hz, 1H), 3.44 -3.37 (m, 3H), 1.78 (s, 6H), 1.32 (1, I = 7.3 Hz,

3H).

(DMSO-d,) 3 10.68 (s, 1H), 9.44 — 9.33 (m, 1H), 9.08 — 8.97 (m, 1H), 8.85
(ddd, 1—4.8, 1.7, 0.9 Hz, 1H), 8.70 (d, ] = 1.5 Hz, 1H), 8.52 - 8.38 (m, 2H),
8.09 - 7.97 (m, 1H), 7.49 (ddd, T = 7.5, 4.9, 0.9 Hz, 1H), 6.87 (t, ] = 5.4 Hz,
1H), 3.29 ~ 3.13 (m, 2H), 1.56 (s, 6H), 1.14 (dd, T = 9.3, 5.0 Hz, 3H).

49 435.12

1H), 8.06 (s, 1H), 7.71 (br s, 1H), 7.28 (br s, 1H), 6.89 (m, 1H), 5.15 (br s,
1H), 3.84-3.87 (m, 2H). 3.14-3.34 (m, 4H), 2.07-2.10 (m, 2H), 1.56 (s, 6H),
1.34-1.44 (m, 2H), 1.15 (s, 3H) 1 111 (t, J=7.20 Hz, 3H)

50 576.32
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(DMSO-dg) & 12.40 (br 5, 1H), 10,67 (br s, 1H), 9.29 (s, 2H), 8.21 (s, 1H),
8.07 (s, 1H), 7.67-7.71 (m, 1H), 7.62-7.64 (m, 1H), 6.93 (m, 1H), 6.89 (m,
51 576.34 | 1H), 5.13 (s, 1H), 4.14-4.17 (m, 2H), 3.38 (m, 2H), 3.21-3.24 (m, 2H),
2.07-2.11 (m, 2H), 1.56 (s, 6H), 1.45-1.50 (m, 2H), 1.19 (s, 3H) H 112 (t,
1=7.20 Hz, 3H).

(DMSO-dg) 6 12.50 (br 5, LH), 10.66 (br s, 1H), 9.22 (s, 2H), 8.61 (s, 1H),

52 ST1.38 | s6a32 (m, 2H), 3.38 (m, 2H), 3.21-3.24 (m, 2H), 2.08-2.11 (m, 2H), 1.56

(s, 6H), 1.44-1.49 (m, 2H), 1.20 (s. 3H) #1 1.14 (1, J=7.20 Hz, 3H)

{CDCly) 8 9.16 (s, 2H), 8.64 (s, LH), 8.00 (s, 2H), 7.84 (s, 1H), 7.24 (d, ] =
53 504.11 | 3.2 Hz, 1H), 4.02 (s, 2H), 3.64 - 3,19 (m, 2H), 2.29 (s, 1H), 1.62 (s, 6H), 1.28
{dd, ] = 14.6, 7.4 Hz, 4H), 0.56 (d, ] = 5.5 Hz, 3H).

(DMSO-dg)  12.20 (br s, LH), 10.55 (br s, 1H), 9.28 (s, 2H), 8.20 (d, J= 6.0
Hz, 1H), 8.06-8.11 (m, 2H), 7.36 (s, 1H), 6.89 (m, 1H), 6.55 (m, 2H), 5.15 (s,
1H), 3.50-3.52 (m, 2H), 3.15-3.24 (m, 2H), 2.50 (m, 1H), 2.03-2.10 (m, 2H),
1.86-1.94 (m, 2H), 1.56 (s, 6H), 1.29-1.38 (m, 2H) F 1,09-1.13 (m, 6H).
(DMSO-d;) 8 10.70 (br s, 1H), 9.32 (s, 2H), 8.75 (d, J= 4.46 Hz, 1H),
8.37-8.42 (m, 2H), 8.12 (s, 1H), 7.43 (d, J= 4.40 Hz, 1H), 6.87 (m, 1H), 5.30
(d, J= 5.20 Hz, 1H), 4.86 (m, 1H), 3.61-3.70 (m, 6H), 3.19 (m, 2H), 2.43-2.45
(m, 4H), 1,47 (4, J= 6,40 Hz, 3H) 1 1.1} (1, J=7.20 Hz, 3H).

(DMSO-dg) 6 10.60 (br s, 1H), 9.31 (s, 2H), 8.32 (s, 1H), 8.45 (d, J~ 8.80 Hz,
1H), 8.29 (s, 1H), 8.07 (s, 1H), 7.62 (m, 1H), 6.86 (m, 1 H), 5.15 (s, LH), 4.30
(t. 7= 5.60 Hz, 2H), 3.59 (br s, 4H), 3.21 (m, 2H), 2.75  (t, J= 5.60 Hz, 2H),
2.45-2.50 (m, 4H), 1.56 (s, 6H) F1 1.09 (x, J= 7.20 Hz, 3H).

(DMSO-d¢) 8 = 10.58 (bs, 1H), 9.35 (s, 2H), 8.84 (ddd, ] = 4.8, 1.7, 0.9 Hz,
1H), 8.54 (d, ] = 8.3 Hz, 1H), 8.41 (d.] = 1.6 Hz, 1H), 8.16 (d. J = 1.3 Hz,
57 449.11 | 1H), 8.10-7.98 (m, 1H), 7.48 (ddd, ] = 7.5, 4.9, 0.9 Hz, 1H), 6.92 (bt. ] = 3.5
Hz, 1H), 5.15 (s, 1H), 3.18 (dd, J = 13.0, 6.7 Hz, 2H), 1.59 (s, 6H), 1.53 (dd,
I=14.2,7.3 Hz, 2H), 0.93 (1, ] = 7.4 Hz, 3H).

(DMSO-dg) 6 10.61 (s, TH), 9.32 (s, 2H), 8.83 (d, ] = 4.0 Hz, 1H). 8.53 (d, J
= 8.2 Hz, 1H), 8.40 (d. J = 1.1 Hz, 1H), 8.14 (s, 1H), 8.02 (td, ] = 8.1, 1.7 Hz,
58 447.1 1H). 7.46 (dd. ] = 7.0, 5.2 Hz, 1H), 6.86 (d, ] = 5.3 Hz, 1H), 5.28 (d, ] = 6.0
Hz, 1H), 3.38 (dd, J = 14.0, 7.0 Hz, 2H), 1.42 ~ 1.28 (m, 1H), 112 (1, I = 7.0
Hz, 3H), 0.54 ~ 0.46 (m, 2H), 0.46 - 0,33 (m, 2H).

54 590.34

55 520.25

56 564.31

Hz, 1H), 8.39(d, J = 1.5 Hz, 1H), 8.14 (d. J = 1.2 Hz, 1H), 8.02 (td, J = 7.8,
59 435.1 1.8 Hz, 1H), 7.46 (ddd, T = 7.5, 4.9, 0.8 Hz, 1H), 6.87 (t, = 5.3 Hz, 1H),
5.21 (d, J = 5.9 Hz, 1H), 4.63 (dt. J = 11.7, 5.8 Hz, 1H), 3.27 - 3.16 (m, 2H),
1.98 — 1.73 (m, 2H), 1.18 - 1.06 (m. 3H), 0.90 (t, F = 7.4 Hz, 3H).
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(DMSO-d¢) & 10.62 (s, 1H), 9.33 (s, 2H), 8.83 (ddd, J = 4.8, 1.7, 0.8 Hz, 1H),
8.54 (d,J = 8.3 Hz, 1H), 8.40 (d, J = 1.6 Hz, 1H), 8.14 (d, ] = 1.2 Hz, 1H),
60 463.1 8.08 - 7.95 (m, 1H), 7.46 (ddd, J = 7.5, 4.9, 0.9 Hz, 1H), 6.86 (t, ] = 5.5 Hz,

1.12 (t, ] = 7.2 Hz, 3H), 0.95 (s, 9H).
(DMSO-dg) 6 10.39 (s, 1H), 9.32 (s, 2H), 8.83 (ddd, J = 4.8, 1.7, 0.9 Hz, LH),
8.53 (d, J = 8.4 Hz, 1H), 8.39 (d, ] = 1.6 Hz, 1H). 8.14 (d, ] = 1.4 Hz, 1H),
8.07 —7.97 (m, 1H), 7.46 (ddd. J = 7.5, 4.9, 0.9 Hz, 1H), 6.87 (t, ] = 5.4 Hz,
1H), 5.20 (d. 1 = 6.0 Hz, 1H). 4.70 (dt, I = 7.4, 5.8 Hz, 1H), 3.26 — 3.18 (m,
2H), 1.93 ~ 1.69 (m, 2H), 1.50 — 1.27 (m, 2H), 1.12 (t, ] = 7.2 Hz, 3H), 0.91
(t,T=7.4 Hz, 3H).

(MeOD) 5 9.21 (s, 2H), 8.77 (d, J = 3.1 Hz, 1H), 8.47 (s, 1H), 8.28 (d, J = &.1
Hz, 1H), 8.21 (d, J = 1.5 Hz, 1H), 8.00 (d, ] = 1.5 Hz, 1H), 7.95 (td, J = 7.8,
62 520.06 | 1.8 Hz, 1H), 7.40 (dd, J = 7.0, 5.3 Hz, 1H), 6.04 (q, ] = 6.8 Hz, 1H), 3.87 (s,
1H), 3.35 (1, § = 3.6 Hz, 2H), 1.75 (d, ] = 6.8 Hz, 3H), 1.24 (t, ] = 7.2 Hz,
3H). 1.12 (d, ] = 7.0 Hz, 6H).

(MeOD) 5 9.21 (s, 2H), 8.82 — 8.74 (m, 1H), 8.47 (s, 1H), 8.29 (d, ] = 8.2 Hz,
1H), 8.21 {d, I = 1.6 Hz, 1H), 7.96 (ddd, J = 11.0, 9.8, 1.7 Hz, 2H), 7.44 —
63 520.04 | 7.35(m, 1H), 6.02 (q. J = 6.8 Hz, 1H), 3.90 (d, J = 4.4 Hz, 1H), 3.36 (1, ] =
7.2 Hz, 2H), 1.75 (d, ] = 6.8 Hz, 3H), 1.23 (d, I = 7.2 Hz, 3H), 1.13 (dd, J =
7.0, 2.1 Hz, 6H).

(DMSO-dg) 6 10.62 (br s, 1H), 9.32 (s, 2H), 8.75 (d, J=4.40 Hz, 1H),
8.37-8.43 (m, 2H), 8.13 (s, 1H), 7.42 (br s, 1H), 6.86 (m, 1H), 5.29 (s, 2H),
4.87 (brs, 1H), 3.78 (s, 2H), 3.21 (m, 2H), 2.80-2.83  (m, 2H). 2.66 (m, 1H),
1,93-2.18 (m, 3H), 1.47 (d, J= 6.0 Hz, 3H) #1 1,10 (t, J= 6.40 Hz, 3H).
(DMSO-dg) 6 10.73 (brs, 1H), 9.32 (s, 2H), 8.72 (d. J=4.80 Hz, 1H), 8.36
(m, 2H), 8.11 (s, 1H), 7.34 (m, 1H), 6.98 (m, 1H), 5.29-5.36 (m, 2H),
4,86-4,89 (m, 1H), 4.23 (m. 1H), 3,72 (s, 2H), 3.56 (m, 2H), 3.21 (m, 2H),
2.85 (m, 2H), 1.47 (d, J= 6.80 Hz, 3H) 1 1.11 (t, J=7.20 Hz, 3H).
(DMSO-dg) 3 10.62 {brs, 1H), 9.32 (s, 2H), 8.72 (d. J= 4.80 Hz, 1H), 8.36
(m, 2H), 8.12 (s, 1H). 7.37 (m, 1H), 6.68 (m, 1H). 5.29 (d, ] =5.6 Hz, 1H),
5.22 (brs, 1H), 4.87 (m, 1H), 3.74 (s, 2H). 3.19-3.26 (m, 4H), 2.97 (m, 2H),
1.47 (t, J= 6.80 Hz, 3H), 1.38 (s, 3H) ¥ 1.09 (f, }=7.20 Hz, 3H).

(DMSO-dg) 6 12.18 (brs, 1H), 9.40 (s, 2H), 9.07 (s, 1H), 8.88 (br s, 1H), 8.58
(s, TH), 8.20 (s, 1H), 7.65-7.70 (m, 1H), 7.28 (br s, 1H), 7.28 (s, 1H), 4.60
(m, 2H), 3.56 (m, 1H), 3.09-3.37 (m, 7TH), 1.90- 2.01 (m, 2H) 1.57 (s, 6H) M
1.06-1.21 (m, 5H).

61 449.1

64 5223

65 506.23

66 520.27

67 548.3
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(DMSO-dg) 8 = 10.62 (s, 1H), 9.33 (s, 2H), 8.77 (d, T = 4.9 Hz, 1H), 8.42 (s,
1H), 8.37(d, J = 1.6 Hz, 1H), 8.14 (d, J = 1.2 Hz, 1H), 7.47 (d. J = 5.1 Hz,
1H), 6.88 (t. I = 5.5 Hz, 1H), 5.30 (d, ] = 5.6 Hz, 1H), 4.96-4.83 (m, 1H),

68 534.14 | 4.11(d, J = 14.4 Hz, 1H), 3.67 (ddd, I = 10,7, 7.3, 3.2 Hz, 2H), 3.58-3.47 (m.
1H). 3.39 (d, ] = 14.0 Hz, 1H), 3.27-3.19 (m, 3H), 2.61 (dt. J=11.7. 2.6 Hz,
1H), 2.50-2,44 (m, 1H), 2.24 (ddd, T = 12,6, 9.8, 3.2 Hz, 1H), 1.51 (d, J=6.6
Hz, 3H), 1.14 (t, ] = 7.2 Hz, 3H), 1.06 (d, J = 6.3 Hz, 3H).

69 548.18 . _
3.70-3.57 (m, 4H), 3.28-3.17 (m, 2H), 2.75 (d, I = 10.2 Hz, 2H), 1.75 (1, T =

10.7 Hz, 2H), 1.51 (d, J = 6.6 Hz, 3H), 1.14 (t. J = 7.2 Hz, 3H), 1.05 (d, ] =
6.3 Hz, 6H).

(DMSO-d¢) & = 10.64 (bs, 1H), 9.34 (s, 2H), 8.84-8.71 (m, 1H), 8.43 (s, 1H),
8.38 (d, J = 1.6 Hz, 1H), 8.14 (d, ] = 1.4 Hz, 1H), 7.45 (dd, ] = 5.1, 1.2 Hz,
70 528.18 | 1H). 6.90 (bt, J = 5.4 Hz, 1H). 5.30 (d, ] = 5.6 Hz, 1H), 4.99-4.82 (m, 1H).
3.66 (s, 2H), 3.24 (1, J = 12.9, 6.5 Hz, 2H), 1.51 (d, ] = 6.6 Hz, 3H), 1.14 (1. J
= 7.2 Hz, 3H).

(DMSO-de) 6 = 10.64 (bs, 1H), 9.33 (s, 2H), 8.77 (d, J = 5.0 Hz, 1H), 8.43 (d.
I1=13.5Hz, 1H), 837 (s, 1H), 8.14 (d, J = 1.1 Hz, 1H), 7.55-7.40 (m, 1H),
6.90 (bt, T= 5.3 Hz, 1H), 5.30 (d, ] = 5.6 Hz, 1H), 4.97-4.81 (m, 1H), 4.18
71 548.19 | (d,J=14.5 Hz, 0.5H), 3.77 (d, ] = 14.5 Hz, 0.5H), 3.73-3.50 (m, 3H),
3.28-3.17 (m, 3H), 2.86-2.76 (m, 0.5H), 2.72-2.59 (m, 0.5H), 2.45-2.29 (m,
1.5H), 1.86 (dd, I = 11.4, 10.3 Hz, 0.5H), 1.51 (d, J = 6.6 Hz, 3H), 1.14 (1, ] =
7.2 Hz, 3H), 1.10-0.95 (m, 6H).

(DMSO-d.) 6 9.32 (s, 2H), 8.80 ~ 8.75 (m, 1H), 8.44 (brs, 1H), 834 (d, J =
1.6 Hz, 1H), 8.13 (d, J = 1.5 Hz, 1H), 7.48 (d, J = 5.1 Hz, 1H), 7.08 (t, ] = 5.1
Hz, 1H), 4.89 (q, T = 6.6 Hz, 1H), 413 (d, J = 14.1 Hz, 1H), 3.83 (4, F = 142
Hz, 1H), 3.28 — 3.20 (m, §H), 3.11 — 2,98 (m, 2H), 2.14 (ddd, J = 16.5, 12.3,
8.2 Hz, 2H), 1.97 ~ 1.85 (m, 2H), 1.85 ~ 1.74 (m, 3H), 1.13 (dd, J = 9.4, 5.0
Hz, 3H}.

(DMSO-de) 8 10.63 (s, 1H), 9.34 (s, 2H), 8.75 (d, J = 5.5 Hz, [H), 8.49 - 8.27
(m, 2H), 8.14 (d, T = 1.5 Hz, 1H), 7.36 (d, ] = 5.5 Hz, 1H), 6.88 (1, J = 5.5 Hz,
73 532.15 | 1H).5.30(d. ] =5.6 Hz, 1H), 4.99 —4.83 (m, 1H), 4.64 (s, 4H), 3.68 (s, 2H),
3.41 (s, 4H). 3.23 (dd, J = 7.2, 5.8 Hz, 2H), 1.51 (d, J = 6.6 Hz, 3H), 1.14 (1, J

72 548.06

74 576.19
(s, 1H), 4.50 — 4.42 (m, 2H), 3.44 ~ 3.32 (m, 4H), 2.20 - 2.12 (m, 2H), 1.62

(s, 6H), 1.53 — 1.44 (m, 2H). 1.29 (s, 3H), 1.21 (t. J = 7.2 Hz, 3H).
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548.12
75 | 7.00 (brs, 1H), 4.87 (m, 1H), 4.69 (m, 2H), 3.81 (m, 3H), 3.64 (m, 2H),
IM-HY 5 5405 57 (n, 21), 3.19-3.24 (o, SH), 1.47 (¢, J= 6.40 Hz, 3H) 1 1.1 (6,
=720 Hz, 3H).
{(DMSO-dg) & 10.63 (br s, 11, 9.3 (s, 213, 8.73 (d, 1~ 4.40 Tz, 1113,
518,09 | 837839 (m 2H), 813 (s, 1H), 736 (d, J= 4.40 He, 1H), 6.85 (m, 1H), 5.30

76 (d, = 5.60 Hz, 1H), 4.86-4.91 (m, 1H), 4.02 (m, 1H), 3.76 (br s, 2H), 3.59
IM-HE | o6y, 3.21 (m, 28, 3.15 (s, 38D, 2.95 (m, 2H), 1.48 (d, J= 6.40 Hz, 3H)
11,09 {1, J=7.20 Hz, 3H).

(DMSO-dg) 6 10.63 (br s, 1H), 9.32 (s, 2H), 8.74 (d, 1= 4.80 Hz, 1H), 8.42 (s,
LH), 8.37 (s, 1H), 8.12 (s, LH), 7.41 (d, J=4.80 Hz, 1H), 6.88 (m, 1H), 5.30
518.11 | (4, 1=5.20 Hz, 1H), 4.85-4.89 (m, 1H), 4.74 (d, J=4.40 Hz. 1H), 4.22 (m, 1H),

& [M-HJ | 3:68-3.72 (m, 2H), 3.38 (m, LH), 3.20-3.23 (m, 2H), 2.67-2.72 (m, 2H),
2.38-2.41 (m, 1H), 1.98-2.05 (m, 1H), 1.55-1.61 (m, 1H), 1.47 (d, J= 6.80 Hz,
3H) il 1.09 (t, J=7.20 Hz, 3H).

(DMSO-dg) 8 10.63 (br s, 111, 9.31 (s, 2H), 8.61 (s, 1H), §.26 (d, = 5.20
Hz, 1H), 8.20 (s, 1H), 7.82 (m, 1H), 6.84 (m, 1H), 6.55 (d. J= 5.60 Hz, 1H),
78 509.1

5.17 (s, 1H), 3.78 {m, 2H), 3.63 (m, 2H), 3.38 (s, 3H), 3.20 (m, 2H), 155 (s,
6H) F1 111 (t, J=7.20 Hz, 3H)

{DMSO-d; + D,0):  9.32 (5, 2H), 8.68 (s, 1H), 8.56 (d, = 6.80 Hz, 1H),

79 548.19 | 8.30 (s, LH), 7.18 (d, J= 6.80 Hz, 1H), 3.67 (m, 4H), 3.18-3.22 (m, 6H), 2.34
(m, 2H), 1.55 (s, 6H), 1.29 (¢, J=7.20 Hz, 3H) T 1.09 (t, J= 7.20 Hz, 3H)
(DMSO-dg + D;0): 8 9.31 (5, 2H), 8.65 (d, J= 5.20 Hz, 1H), 8.21-8.24 (m,

80 509.16 | 1H), 8.15 (s, 1H), 7.96 (s, 1H), 7.23 (m, 1H), 4.36-4.45 (n, 2H), 3.74 (m,
2H), 3.36 (s, 3H), 3.14-3.18 (m, 2H), 1.55 (s, 6H) H11.10 (1, J= 7.20 Hz, 3H),
{(DMSO-dg) 8 10.63 (bs, 1H), 9.35 (s, 2H), 8.85 (dd, 1 = 4.8, 0.8 Hz, 1H), 8.55

{td, 7=7.9, 1.8 Hz, 1H), 7.56-7.41 (m, 1H), 6.88 (bs, 1H), 533 (d, J=5.8
Hz, 1H), 4.93 (dd, 1 = 12.8, 5.7 Hz, 1H), 3.55 (t, = 4.6 Hz, 4H), 3.29-3.18

81 506.12

2H), 2.50-2.42 (m, 2H), 1.14 (¢, ] = 7.2 Hz, 3H).
(DMSO-dg) 3 10.97 (bs, 1H), 9.34 (s, 2H), 8.85 (ddd, ] — 4.8, 1.7, 0.9 Hz,

82 421.06
1H}), 8.08-7.97 (m, TH), 748 {ddd, J = 7.5, 4.9, 0.9 Hz, 1H), 7.06 (bd, ] = 4.3

Hz, 1H), 5.15 (s, 1H), 2.77 (d, ] = 4.6 Hz, 3H), 1.59 (s, 6H),
(DMSO-dg) & 10.75 (bs, 1H), 9.34 (s, 2H), 8.91-8.79 (m, 1H), 8.54 (d, ] = 8.3
Hz, 1H), 8.40 (d, T = 1.5 Hz, 1H), 8.15 (s, 1H), 8.09-7.95 (m, 1 H), 7.48 (ddd,
1=175,4.9, 0.8 Hz, 1H), 6.80 (d, ] = 3.7 Hz, 1H), 5.30 (4, I = 5.6 Hz, 1H),

83 407.07

[0841]
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84

534.13

(DMSO-dg) & 10.66 (br s, 1H), 9.32 (s, 2H), 8.74 (d, J= 4.80 Hz, 1H), 8.43 (br
s, 1H), 8.37 (s, 1H), 8.13 (s, 1H), 7.4 (m, 1H), 6.92 (m, 1H), 5.30 (d, J=5.20
Hz. 1H), 4.86 (m, 1H), 4.62 (br s, 1H), 3.76 (br s, 2H), 3.33 (m, 2H), 3.20 (m.

1 1.09 (t, J=6.80 Hz, 3H).

85

495.19

(DMSO-d;) 6 10.64 (br s, 1H), 9.21 (s, 2H), 8.61 (s, 1H), 8.24 (m, 1H), 8.15
(s, 1H), 7.76 {m, 1H), 6.86 (m, 1H), 6.54 (d, J= 6.0 Hz, 1H), 5.15 (s, 1H),
4.74 (m, 1H), 3.29 (m, 4H), 3.21 (m, 2H), 1.56 (s, 6H) #1 1.11 (t, J=7.20 Hz,
3H)

86

521.26

(DMBO-dg) 6 10.62 (brs, 1H), 9.21 (8, 2ZH), 8.61 (s, 1H), 8.40 (d, }= 6.0
Hz, 1H), 8.19 (s, 1H}, 6,91 (brs, 1H), 6.43 (d, J= 6,0 Hz, 1H), 5.84 (s, 1H),
5.15 (s, 1H), 4.10 (br s, 4H), 3.21 (m, 2H), 1.56 (s, 6H), 1.49 (s, 3H) #1 1.12
(t, J= 7.20 Hz, 3H)

87

575.23
IM-H]

(DMS0-dg) & 12.54 (br s, 1H), 10.72 (br s, 1H), 9.33 (s, 2H), 8.71 (s, 1H),
8.43 (s, 1H), 8.15 (s, 1H), 7.69 (s, 1H), 6.99 (m, 1H), 5.15 (br s, 1H),
4.26-4.28 (m, 2H), 3.38 (m, 2H), 3.20 (m, 2H), 2.04-2,11 (m, 2H), 1.57 (s,
6H), 1.40-1.45 (m, 2H), 1.22 (s, 3H) 0 1.11 (t, J= 7.20 Hz, 3H)

88

562.18

J= 1.6 Hz, 1H), 7.90 (d, § = 1.6 Hz, 1H), 7.47 (dd, J = 5.1, 0.9 Hz, 1H), 5.02
(q, 7 = 6.5 Hz, 1H), 4.50 ~ 4.42 (m, 2H), 3.43 - 3.33 (m, 4H), 2.19 - 2.13 (m,
2H), 1.54 - 1.44 (m, 5H), 1.29 (s, 3H), 1.21 (t, = 7.2 Hz, 3H).

89

560.9

(CDCls) 6 9.84 (br s, 1H), 9.06 (s, 2H), 8.56 (d, J = 4.2 Hz, 1H), 7.91 (dd, J =
11.7, 4.5 Hz, 2H), 7.83 - 7.67 (m, 2H), 7.55 (d, J = 12.7 Hz, 1H), 7.15 (dd, J
=7.1, 5.0 Hz, 1H), 3.72 (s, 2H), 3.59 - 3.40 (m, 4H), 2.47 (s, 4H), 2.36 (s,
3H). 1.90 (s, 6H), 1.31 (t, J = 7.2 Hz, 3H).

9

435.16
IM-HJ

(DMSO-d;) & 10.85 (br s, 1H), 10.61 (br s, 1H), 9.30 (s, 2H), 8.50 (m, 1H),
8.34 (s, 1H), 8.09 (s, 1H), 7.80 (s, 1H), 6.87 (m, 2H), 5.31 (d, I= 5.60 Hz,
1H), 4.88 (m, 1H), 3.21 (m, 2H), 1.47 (d, J= 6.40 Hz, 3H) 1 1.11 (t, J=7.20
Hz. 3H)

91

564.24

(DMSO-dg + Dy0): 6 9.25 (s, 2H), 8.55 (s, 1H), 8.24 (s, 2H), 6.80 (s, 1H),
4.09 (s, 2H), 3.91 (br s, 2H}, 3.76 (br 5, 2H), 3.58 (br s, 4H), 3.16-3.24 (m,
4H), 1.54 (s, 6H) F1 1.08 (t, J=7.20 Hz, 3H)

92

495.27

(DMSO-d¢) 8 10.59 (brs, 1H), 9.33 (s, 2H), 8.61 (m, 1H), 8.40 (s, 1H), 8.12

Hz, 1H), 4.87 (m, 1H), 4.36 (m, 2H), 3.73 (m, 2H), 3.33 (s, 3H), 3.21 (m,
2H), 1.49 (d, I= 6.40 Hz, 3H) ! 1.11 (1, J= 7.20 Hz, 3H).

[0842]
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(DMSO-dg) 8 10.62 (br s, 1H), 9.20 (s, 2H), 8.60 (s, 1H), 8.42 (d, J= 6.0 Hz,
1H), 8.16 (s, 1H), 6.85 (m, 1H), 6.44 (d, J= 3.60 Hz, 1H), 5.33 (d, J= 5.60 Hz,
1H), 4,86 (t, J= 6.40 Hz, 1H), 4.45 (m, 3H), 4.04 (br s, 2H), 3.30 (s, 3H), 3.22
(m, 2H), 1.48 (d, J= 6.40 Hz, 3H) 1 1.11 (, J= 7.20 Hz, 3H)

(DMSO-dg) 8 10.65 (brs, 1H), 9.22 (s, 2H), 8.61 (s, 1H), 8.48 (d, J= 6.0 Hz,
1H), 8.16 (s, 1H). 6.85-6.88 {m, 2H), 5.31 (d, J= 5.60 Hz, 1H), 4.88 (m, 1H),
3.75-3.81 (m, 8H), 3.22 (m, 2H), 1.48 (d. J= 6.80 Hz, 3H) H 1.11 (1. J=7.20
Hz, 3H)

(DMSO-dg) 6 10.61 (brs, 1H), 8.99 (s, 1H), 8.81 (m, 1H), 851 (d. J= 8.0 Hz,
1H), 8.30 (m, 2H}), 7.98-8.02 (m, 2H), 7.62 {m, 1H), 7.45 (m, 1H), 6.86 (m,
1H), 5.45 (d, J= 4.40 Hz, 1H), 4.81 (q, J= 5.60 Hz, 1H), 3.21 (m, 2H), 1.43
(d. J= 6.40 Hz, 3H) I 1.11 (t, J=7.20 Hz, 3H)

(DMSO-dg) 6 10.63 (brs, 1H), 9.11 (s, [H), 8.83 (m, 1H), 8.33(d, J=8.0
Hz, 1H), 8.42 (m, 1H), 8.35 (s, 1H), 8.07 (s, 1H), 8.0 (m. 1H), 7.75 (d. J= 8.0
Hz, 1H), 7.44 (m, 1H), 7.10 (m, 1H), 6.85 (brs, 1H), 5.22 (m, 1H), 3.21 (m,
2H) #1111 (1, F= 6.8 Hz, 3H)

(DMSO-dg) 8 12.53 (brs, 1H), 10.67 (brs, 1H), 9.23 (s, 2H), 8.62 (5. 1H),
8.42 (brs, 1H), 8.16 (s, 1H), 6.88 (m, 2H), 3.16 (br s, 1H), 4.32 (m, 2H), 3.37
(m, 2H), 3.22 (m, 2H), 2.07-2.11 (m, 2H), 1.56 (s, 6H), 1.44-1.49 (m, 2H),
1.20 (s, 3H) #1112 (t, J= 7.20 Hz, 3H)

(DMSO-dg) 0 10.64 (brs, 1H), 9.37 (s, 2H), 8.83 (br d, J = 3.9 Hz, 1H), 8.54
(d, J = 8.3 Hz, IH}, 8,42 (d, } = 1.3 Hz, 1H), 8,16 (s, LH), 8.02 (td, J=7.9,
1.8 Hz, 1H), 7.46 (dd. J = 7.1, 5.2 Hz, 1H), 6.85 (. J = 5.4 Hz, 1H), 4.89 (s.
LH),

(A i-ds) 6 8.79 (s, 2H), 8.75 (dd, J = 5.2, 0.7 Hz, 1H), 8.49 (s, 1H), 8.22 (d.
¥=1.6 Hz, 1H), 7.89 (d, T = 1.6 Hz, 1H), 7.58 (dd. ] = 5.2. 1.6 Hz, 1H), 4.46
(dt, J = 13.8, 4.2 Hz, 2H), 3.43 - 3.33 (m, 4H), 2.20 - 2.13 (m, 2H), 1.62 (s,

93 507.17

94 507.27

95 420.28

96 474.2

97 577.37

98 463.11

99 576.22

(DMSO-dy) 8 10.62 (s, 1H), 9.39 (s, 2H), 8.92 — 8.76 (m, 1H), 8.55 (d. ] = 8.3
Hz, 1H), 8.42 (d,7 = 1.5 Hz, 1H), 8.17 (d, T = 1.1 Hz, 1H), 8.04 (td, ] = 7.8,
1.8 Hz, 1H), 7.48 (ddd, J = 7.4, 4.9, 0.8 Hz, 1H), 6.87 (t, ] = 5.4 Hz, 1H),
5.30 (s, TH), 3.84 (td, J = 11.0, 2.2 Hz, 2H), 3.79 - 3.69 (m, 2H), 3.29 - 3.18
(m, 2H), 2.33 - 2.21 (m, 2H), 1.78 (4, T = 12.1 Hz, 2H), 1.14 {t, } = 7.2 Hz,
3H).

{(DMSO-dg) 8 11.51 (brs, 1H), 10.96 (br s, 1H), 9.37 (s, 2H), 9.17 (d, I= 4.80
Hz, 1H), 8.97 (s, 1H), 8.30 (s, 1H), 7.74 (d, J= 4.80 Hz, 1H), 7.14 (m, 1H),
4.75 (s, 2H), 4.00 (br s, 4H), 3.62-3.64 (m, 2H), 3.35 (br s, 2H), 3.21 {(m, 2H),
1.57 (s, 6H) H 1.11 (t, J=7.20 Hz, 3H).

100 571.08

101 535.21

[0843]
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102

535.22

(DMSO-dg + D;0): 8 9.77 (s, 1H), 9.34 (s, 2H), 8.88 (s, 1H), 8.53 (s, 1H),
8.21 (s, IH), 4.68 (s, 2H), 4.03 (br s, 2H), 3.85 (br s, 2H), 3.60 (br s, 2H),
3.49 (br s, 2H), 3.20 (m, 2H), 1.55 (s, 6H) F1 1.09 (t, = 7.20 Hz, 3H)

103

523.24

(DMSO-dg) 6 10.64 (br s, 1H), 9.21 (s, 2H), 8.62 (s, 1H). 8.24 (d, J= 5.60 Hz,
1H), 8.14 (s, 1H), 7.57 (m, 1H), 6.81 (m, 1H), 6.65 (d, J= 6.0 Hz, 1H), 5.17
(s, TH), 4.53 (s, 1H), 3.67 (d, J= 5.20 Hz, 1H), 3.36 (m, 1H), 3.20 (m, 2H),
1.55 (s, 6H), 1.23 (s, 6H) 1 1.11 (¢, J= 7.20 Hz, 3H)

104

521.2

(DMSO-dg) 6 10.64 (br s, 1H), 9.33 (s, 2H). 8.60 (d, J= 5.60 Hz, LH), §.38 (s,
1H), 8.12 (s, 1H), 8.03 (s, 1H), 7.05 (m, 1H), 6.95 (m, 1H), 4.84-4.89 (m,
LH), 4.18-4.24 (m, 3H), 3.79-3.84 (m, 2H), 3.67-3.73 (m, 1H), 3.19-3.27 (m,
2H), 2.01-2.13 (m, 1H), 1.85-1.93 (m, 2H), 1.70-1.73 (m, 1H), 1.49 (d, J=
6.40 Hz, 3H) H! 1.11 (t, J=7.20 Hz, 3H).

105

493.15

(DMSO-dg) 6 10.61 (br s, 1H), 9.20 (s, 2H), 8.61 (s, 1H), 8.40 (d, J- 6.0 Hz,
1H), 8.16 (s, 1H), 6.83 (n, 1H), 6.42 (d, J= 6.0 Hz, 1H), 5.90 (d, J= 6.80 Hz.
1H), 5.32 (d, J= 5.60 Hz, 1H), 4.88 (m, 1H), 4.70 (m. 1H), 4.52 (br s, 2H),
4.09 (br s, 2H), 3.21 (m, 2H), 1.48 (d, 7= 6.40 Hz, 3H) 1 1.11 (¢, J=7.20 Hz,
3H)

106

525.22

(DMSO-dg) 6 10.67 (br s, 1H), 9.21 (s, 2H), 8.52-8.54 (m, 2H), 8.16 (s, 1H),
6.82 (m, 1H), 5.30 (d, J= 5.60 Hz, 1H), 4.86 (m, 1H), 3.86 (m, 4H), 3.80 (m,
4H), 3.20 (m, 2H), 1.48 (d, J= 6.40 Hz, 3H) 1 1.11 (¢, J=7.20 Hz, 3H)

107

578.28

(DMSO-ds + Dy0): 8 9.29 (s, 2H), 8.59 (s, 1H), 8.52 (d, J= 6.40 Hz, 1H),
8.22 (s, TH), 7.06 (d, = 6.80 Hz, 1H), 3.56-3.79 (m, 8H), 3.37 (m, 2H), 3.33
(s, 3H), 3.21 (m, 2H), 2.50 (m, 2H), 1.54 (s, 6H) &I 1.09 (¢, J= 7.20 Hz, 3H)

108

573.21

(DMSO-dg) 6 10.62 (br s, 1H), 9.11 (s, 1H), 8.76 (d. J= 4.80 Hz, LH), 8.41
(m, 2H), 8.33 (s, 1H), 8.06 (s, 1H), 7.76 (d, J= 8.0 Hz, 1H), 7.44 (m, 1H),
7.10 (m, 1H), 6.85 (m, 1H), 5.22 (m, 1H), 3.64 (s, 2H), 3.61 (m, 4H), 3.21
(m, 2H), 2.43 (m, 4H) # 1.11 (1, J= 6.8 Hz, 3H)

109

563.25

{DMSO-d¢) 6 10.97 (brs, 1H), 9.38 (s, 2H), 8.69 (br s, 1H), 8.41 (s, 1H), .14
(s, 1H), 7.66 (br's, 1H), 7.22 (m, 1H), 5.29 (m, 1H), 4.88 (m, 1H), 4.28 (m,
2H), 3.20 (m, 2H), 2.06 (m, 2H), 1.48 (d, J= 6.40 Hz, 3H), 1.33 (m, 2H), 1.22
(m, 2H) 1 1.09-1.12 (m, 6H)

110

562.22

(DMSO-dg) 6 12.29 (br s, 1H), 10.35 (br s, 1H), 9.32 (s, 2H), 8.37 (d, J- 6.0
Hz, 1H), 8.32 (s, 1H), 8.06 (s, LH), 7.74 (br s, 1H), 6.91 (m. 2H), 5.14 (br s,
1H), 4,08-4,11 (m, 2H), 3.16-3.22 (m, 2H), 3.02-3.07 (m, 2H), 2.55 (m, 1H),
1.91-1.94 (m, 2H), 1.60-1.62 (m, 2H), 1.57 (s, 6H) I 1.11 (t, J= 7.20 Hz,
3H)

[0844]

124



CON 104302645 A L) I - 107/123 T

(DMSO-ds) 6 10.62 (s, 1H), 9.39 (s, 2H), 8.92 ~ 8.76 (m, 1H). 8.35(d, ] =83

1.8 Hz, 1H), 7.48 (ddd, J = 7.4, 4.9, 0.8 Hz, 1H), 6.87 (t, § = 5.4 Hz, 1H),
5.30 (s, IH), 3.84 (td, J = 11.0, 2.2 Hz, 2H), 3.79 - 3.69 (m, 2H), 3.29 ~ 3.18

111 477.09

3H).
(DMSO-dg) 6 10.62 (5, 1H), 9.33 (s, 2H), 8.76 (d, 1 = 5.0 Hz, 1H), 8.44 - §.32
(m, 2H), 8.14 (s, 1H), 7.42 (d, ] = 4.9 Hz, 1H), 6.88 (1, J = 5.3 Hz, 1H). 5.30
112 560.17 | (d.7=5.6Hz 1H),4.89 (p. ] = 6.5 Hz, 1H), 4.28 (d, ] = 5.6 Hz, 4H), 3.60 (s,
2H), 3.24 (dt, T = 14,0, 7.0 Hz, 2H), 2.34 (s, 4H), 1.83 (d, J = 4.9 Hz, 4H),
1.50 (d, J = 6.6 Hz, 3H), 1.14 (t, ] = 7.2 Hz, 3H).

(DMSO-dg) 5 10.63 (s, 1H), 9.45 (s, 2H), 8.89 ~ 8.80 (ddd, = 4.8, 1.7, 0.6

113 449.05 | 1H),8.04 (td, J = 8.0, 1.7 Hz, 1H), 7.56 ~ 7.44 (ddd, J = 12.2, 4.8, 0.6 Hz,
1H), 6.87 (t, F= 5.2 Hz, 1H), 6.42 (s, 1H). 5,08 (d, ] = 6.7 Hz, 2H), 4.77 (d.]
= 6.7 Hz, 2H), 3.28 -~ 3.20 (m, 2H), 1.14 (1, J = 7.2 Hz, 3H).

(DMSO-dg) 6 10.61 (brs, 1H), 9.33 (s, 2H), 8.73 (m, 1H), 8.38 (d, J= 6.40
546.21 | Hz, 2H),8.13 (s, 1H), 7.37 (m. 1H), 6.85 (m, 1H), 5.15 (s, 1H), 3.75 (s, 2H),
[M-H]" | 3.18-3.23 (m, 4H), 3.10 (s, 3H), 3.06 (m, 2H), 1.57 (s, 6H), 1.40 (s, 3H) H
1.09 (t. J=7.20 Hz, 3H).

(DMSO-ds) 6 10.74 (br s, 1H), 9.23 (s, 2H), 9.09 (d, ]=4.80 Hz, 2H), 8.71 (s,
1H), 8.23 (s, 1H), 7.57 (t, J= 4.80 Hz, 1H), 6.86 (m, 1H), 5.33 (d, J= 5.60 Hz,
1H), 4.87 (m, 1H), 3.22 (m, 2H), 1.48 (d, J= 6.40 Hz. 3H) # 1.12 (t,J=7.20
Hz, 3H)

(DMSO-dg) 8 10.64 (brs, 1H), 9.11 (s, 1H), 8.74 (d, J= 4.0 Hz, 1H), 8.42 (m,
2H). 8.38 (s, 1H), 8.06 (m, 1H), 7.76 (d, J= 7.6 Hz, 1H), 7.36 (m, 1H), 7.12
{(m, 1H), 6.86 (m, 1H), 5.22 (m, 1H), 4.02 (m, 1H). 3.76 (s, 2H), 3.58 (br s,
2H), 3.21 (m, 2H), 3.15 (5. 3H), 2.95 (br s, 2H) F1 L.11 {1, J=7.20 Hz, 3H)
(DMSO-d;) 6 12.70 (br s, 1H), 10.92 (br s, 1H), 9.35 (s, 2H). 8.72 (br s, 1H),
8.45 (m, TH), 835 (s, TH), 7.12 (m, 1H), 7.02 (m, 1H), 4.88 (m, 1H), 3.54
(m, 2H), 3.22 (m, 2H), 2.53 (m, 3H), 2.20 (m, 2H), 1.57 (m, 2H), 1.49 (d, J=
6.40 Hz, 3H), 1.24 (s, 3H) ! 1.12 (t, J= 7.20 Hz, 3H)

(DMSO-d;) 6 10,62 (s, 1H), 9.33 (s, 2H), 8.83 (d, T =4.2 Hz, IH), 8.53 (d,J
= 8.0 Hz, 1H), 8.39 (s, 1H), 8.14 (s, 1H), 8.02 (¢, J = 7.6 Hz, 1H), 7.54 — 7.40
118 451.1 (m, 1H), 6.80 (d, J =54.2 Hz, 1H), 5.06 (d, ] = 6,5 Hz, 1H), 4.54(d, ] =56
Hz, 1H), 4.49 (t, ] = 5.7 Hz, 1H), 4.09 (dd, ] = 11.5, 5.6 Hz, 1H), 3.28 - 3.16
(m, 2H), 1.12 (t, J = 7.1 Hz, 3H), 1.07 (d. } = 6.3 Hz, 3H),

(DMSO-d;) 6 10.61 (s, 1H), 9.32 (s, 2H), 8.83 (d, ] = 4.1 Hz, 1H), 8.52 (d,J
119 461.12 | =8.2Hz 1H), 839 (d,J= 1.4 Hz, 1H), 8.14 (s, 1H), 8.02 (td, 1 = 7.9, 1.7 Hz,
1H), 7.46 (dd, I = 7.2, 5.1 Hz, 1H), 6.87 (1, J = 5.4 Hz, 1H), 5.08 (s, 1H), 3.26

114

115 422.2

116 603.3

117 563.31

[0845]
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120

535.22

(DMSO-de) 6 10,72 (br s, 1H), 9.24 (s, ZH), 8.99 (s, ZH), 8.69 (s, 1H), 8.22
(s, LH), 6.83 (m, 1H), 5.16 (s, 1H), 3.60-3.63 (m, 6H), 3.22 (m, 2H), 2.44
(br s, 4H), 1.56 (s, 6H) F0 1.10 (t, J= 7.20 Hz, 3H).

121

520.13

(DMSO-dg) 5 10.62 (s, 1H), 9.32 (s, 2H), 8.76 (d, J = 5.2 Hz, 1H), 8.42 (s,
1H), 8.36 (d, T = 1.6 Hz, 1H), 8.12 (d, T = 1.4 Hz, 1H), 7.44 (dd, J = 5.1, 1.0
Hz, 1H), 6.89 (t, ] = 5.3 Hz, 1H), 5.28 (d, ] = 5.6 Hz, 1H), 4.94 — 4.82 (m,
1H), 3.65 (5, 2H), 3.64 ~ 3.58 (m, 4H), 3.29 ~ 3.14 (m, 2H), 2.47 ~ 2.41 (m,
4H), 1.49 (d, T = 6.6 Hz, 3H), 1.12 (t, I = 7.2 Hz, 3H).

122

520.13

(DMSO-dg) 5 10.64 (s, 1H), 9.32 (s, 2H), 8.76 (d, ] = 4.9 Hz, 1H), 8.42 (s,
1H), 8.36 (d, ] = 1.6 Hz, 1H), 8.12 (d, J = 1.5 Hz, 1H), 7.44 (dd, 7= 5.1, 1.0
Hz, 1H), 6.92 (s, 1H), 5.28 (d, T = 5.6 Hz, 1H), 4.88 (p, I = 6.5 Hz, 1H), 3.65
(s, 2H), 3.64 — 3.59 (m, 4H), 321 (dt, J = 12.8, 6.5 Hz, 2H), 2.47 - 2.40 (m,

123

549.09

(DMSO0-dg) & 10.67 (s, 1H), 9.43 (s, 2H), 8.85 (dd, J = 5.0, 0.9 Hz, LH), 8.56
(d, T=8.1 Hz, 1H), 8.44 (d, J = 1.4 Hz, 1H), 8.19 (d, ] = 1.4 Hz, 1H), 8.04
(td, T=8.1, 1.8 Hz, 1H), 7.48 (dd, J = 7.0, 5.0 Hz, 1H), 6.88 (s, 1H), 5.14 (d,
1= 7.4 Hz, 2H), 4.93 (d, ] = 7.4 Hz, 2H), 3.24 (m, 2H), 2.75 (t, ] = 6.7 Hz,
2H), 2.57 (t, § = 6.7 Hz, 2H), 1.14 (t, ] = 7.2 Hz, 3H).

124

551.12

(DMSO-dg) 6 12.18 (s, 1H), 10.64 (s, 1H), 9.38 (s, 2H), 8.85 (ddd, 1= 4.9,

= 1.6 Hz, 1H), 8.10 — 7.97 (m, 1H), 7.48 (ddd, I = 7.5, 4.9, 0.9 Hz, 1H), 6.88
(t; J = 3.2 Hz, 1H), 5.47 (8, 1H)s 4,50 (d, I = 10.6 Hz, 1H), 4.37 (d, J = 10.6
st ]H)a 3'23 (mg E‘H)g 2\«5“ e &38 (m, 4!{:‘, l\wsg (S, 3H), 1.14 (t, Je=72 HZ,
3H),

125

576.18

(DMS0-dg) 5 10.60 (s, 1H}, 9.39 (s, 2H), 8.78 (d, J = 4.0 Hz, 1H), 8.45 (s,

Hz, 1H), 6.87 (t, 1 = 5.4 Hz, 1H), 5.30 (s, 1H), 3.84 (td, T = 11.0, 2.2 Hz, 2H),
3.77 - 3.70 (m, 2H), 3.66 (s, 2H), 3.65 — 3.60 (m, 4H), 3.24 (dd, T = 7.1, 5.8

Hz, 2H), 1.14 (t, T = 7.2 Hz, 3H).

126

478.02

(DMSO-dg) 6 9.38 (s, 2H), 8.84 (d, J = 3.7 Hz, 1H), 8.59 — 8.43 (m, 4H), 8.39

1H), 6.08 — 5.92 (m, 1H), 4.01 — 3.86 (m, 2H), 3.27 — 3.18 (m, 2H), 1.70 (4, J
= 6.6 Hz, 3H), 1.13 (t, ] = 7.1 Hz, 3H).

127

493.11

(DMSO-dg) & 10.62 (s, 1H), 9.37 (s, 2H), 8.83 (d, J = 4.0 Hz, 1H), 8.53 (d, J
=83 Hz, 1H), 8.40 (d, J = 1.5 Hz, LH), 8.15 (brs, 1H), 8.02 (td, ] =7.9, 1.8
Hz, 1H), 7.47 (dd, 1 = 7.1, 5.2 Hz, 1H), 6.87 (t, ] = 5.4 Hz, 1H), 5.23 (s, 1H),
3.28 — 3.18 (m, 2H), 3.14 — 2.97 (m, 2H), 2.55 — 2.51 (m, 2H), 2.36 - 2.25
{m, 2H), 2.09 — 1.99 (m, 2H), 1.12 (¢, = 7.2 Hz, 3H).

[0846]
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(DMSO-dg) § 10.71 (br s, 1H), 9.38 (s, 2H), 8.87 — 8.83 (m, 1H), 8.55 (m, I =
8.4 Hz, 1H), 8.42 (d, J = 1.6 Hz, 1H), 8.23 (br s, 1H), 8.17 (d. I = 1.6 Hz,
128 490.1 1H), 8.06 — 8,01 {m, 1H), 7.48 (ddd, J ~ 7.5, 4.9, 0.9 Hz, 1H), 6.96 (t,] = 5.5
Hz, 1H), 5.21 (s, 1H), 3.28 — 3.16 (m, 4H), 2.71 ~ 2,61 (m, 2H), 2.36 - 2.23
(m, 3H), 1.83 (brd, J = 12.3 Hz, 2H), 1.14 (t, ] = 7.2 Hz, 3H).

(DMSO-de) 8 10.80 (br s, 1H), 9.60 (br s, 2H), 9.36 (s, 2H), 885 (d, ] = 4.7
Hz, 1H), 8.34 (d, J = 7.8 Hz, 1H), 8.40 (s, LH), 8.26 (br s, 3H), 8.16 (s, 1H),
8.04 (t, J = 7.8 Hz, 1H), 7.49 (dd, J = 7.0, 4.7 Hz, 1H), 7.11 (br s, 1H), 4.19
(s, 2H), 3.29 - 3.16 (m, 6H), 1.87 (s, 6H), 1.13 (t, § = 7.1 Hz, 3H).

(CDCly) 6 8.98 (s, 2H), 8.63 (d, 1 = 23.2 Hz, 1H), 8.01 ~ 7.64 (m, 4H), 7.24
130 487.1 7.19 (m, 1H), 6.14 ~ 5.66 (m, 1H), 4.92 (d, J = 55.8 Hz, 1H), 4.29 - 4.10 (m,

129 535.11

(CDC13) 5 9.08 (s, 2H), 8.78 (d, ] = 4.4 Hz, 1H), 8.07 — 7.76 (m, 4H), 7.34 —
131 505.1 7.27 (m, 1H), 5.20 (s, 1H), 4.67 (d, ] = 7.1 Hz, 1H), 3.48 — 3.36 (m, 2H), 1.26
(1, 1=17.2 Hz, 3H).

(DMSO-dg) 8 10.81 (bs, 1H), 9.37 (s, 2H), 8.84 (d, ] = 4.1 Hz, 1H), 8.54 (d, J
= 8.2 Hz. 1H), 8.47-8.29 (m, 4H), 8.16 (d, ] = 1.3 Hz, 1H), 8.04 (t, I = 7.7
132 505.88 | Hz, 1H), 7.49 (dd, ] = 7.1, 4.9 Hz, 1H), 7.11 (bs, 1H), 4.25-4.06 (m, 1H),
3.29-3.13 (m, 2H), 1.91 (s, 3H), 1.81 (s, 3H), 1.34 (d, I = 7.1 Hz, 3H), 1.13
(t,1="7.1 Hz, 3H).

(DMSO-de) & 10.75 (s, 1H), 9.33 (s, 2H), 8.86 — 8.79 (m, 1H), 8.53 (d,J = 8.4
Hz, 1H), 8.39 (d, J = 1.6 Hz, 1H), 8.14 (d. J = 1.6 Hz, 1H), 8.06 ~ 7.97 (m,
133 521.09 | 1H),7.50 ~ 7.42 (m, 1H), 6.99 (s, 1H), 5.85 (¢, § = 6.7 Hz, 1H), 3.22 (dd, ] =
7.1, 5.7 Hz, 2H), 2.69 — 2.59 (m, 2H), 2.55 (dd, J = 13.1, 6.8 Hz, 2H), 1.61 (4,
1= 6.8 Hz, 3H), 1.12 (, ] = 7.2 Hz, 3H).

(DMSO-dg) & 10.80 (s, 1H), 9.33 (s, 2H), 8.82 (ddd, ] = 4.8, 1.7, 0.9 Hz, 1H),
8.53 (d, J = 8.4 Hz, 1H), 839 (d, I = 1.6 Hz, 1H), 8.14 (d, ] = 1.6 Hz, 1H),
134 5211 8.06 ~ 7.97 (m, 1H), 7.50 ~ 7.42 (m, 1H), 7.03 (s, 1H), 5.85 (q, J = 6.7 Hz,
1H). 3.22 (dd, T = 7.1, 5.7 Hz, 2H), 2.67 - 2.59 (m, 2H), 2.47 — 2.40 (m, 2H),
161 (d, J = 6.8 Hz, 3H), 1.12 (t, J = 7.2 Hz. 3H).

(DMSO-ds) 8 10.62 (s, 1H), 9.35 (s, 2H), 8.78 (d, ] = 4.8 Hz, 1H), 8.44 (s,
1H), 8.39 (s, LH), 8.15 (s, 1H), 7.45 (d, J = 4.8 Hz, 1H), 6.88 (m, 1H), 5.04

135 550.18 | (s, 1H), 4.68 (t, I = 6.0 Hz, TH), 3.82 ~'3.70 (m, 2H), 3.66 (s, 2H), 3.63 (s,
4H), 3.24 (dd. T = 12.9, 6.8 Hz, 2H), 2.45 (s, 4H), 1.52 (s, 3H), 1.14 (1, I =
6.8 Hz, 3H).

136 506.06 | Hz, 1H), 7.49 (dd, ] = 7.1, 4.9 Hz, 1H), 7.21 (s, 1H), 5.95 (q, ] = 6.7 Hz, 1H),
3.28 = 3.17 (m, 2H), 1.70 (d, J = 6.7 Hz, 3H), 1.62 (s, 6H), 1.13 (t, = 7.2 Hz,
3H).

[0847]
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8.1 Hz, 1H), 8.40 (d, J = 1.2 Hz, 1H), 817 (d. J = 1.3 Hz, 1H), 8.04 (t, I = 7.2
137 492,05 | Hz, 1H), 7.49 (dd, ] = 7.1, 4.9 Hz, 1H), 7.21 (s, 1H), 5.95 (g, J = 6.7 Hz, 1H),

3H).
(DMSO-ds) & 10.61 (s, 1H), 9.36 (s, 2H), 8.84 — 8.81 (m, 1H), 8.52 (d, I = 8.3
Hz, 1H), 8.40 (d, J = 1.6 Hz, 1H), 8.15 (d, J = 1.4 Hz, 1H), 8.04 ~ 7.99 (m,
138 576.2 1H), 7.48 — 7.44 {m, 1H), 6.87 (t, J = 5.4 Hz, 1H), 532 (s, 1H), 3.79(d, T =
12.6 Hz, 2H), 3.30 ~ 3.18 (m, 4H), 2,10 (td, J = 13.0, 4.4 Hz, 2H), 1.79 (d. I =
12.7 Hz, 2H), 143 (s, 9H). 112 (¢, J = 7.2 Hz, 3H).

(DMSO-ds) 8 10.62 (brs, 1H), 9.38 (s, 2H), 8.85 ~ 8.81 (m, 1H), 8.52 (d, J =
8.3 Hz, 1H), 8.40 (d, J = 1.5 Hz, 1H), 8.15 (d, ] = 1.5 Hz, 1H), 8.04 - 7.99
139 509.1 (m, 1H), 7.46 (ddd, J = 7.5, 4.9, 0.8 Hz, 1H), 6.92 ~ 6.86 {m, 1H), 5.60 (s,
1H), 3.27 - 3.18 (m, 2H), 3.03 ~ 2.94 (m, 4H), 2.48 - 2.41 (m, 2H), 2.35 ~
2.23 (m, 2H), 1.12 (1, I = 7.2 Hz, 3H).

(DMSO-de) 8 10.63 (s, 1H), 9.33 (s, 2H), 8.84 (ddd, ] = 4.9, 1.8, 0.9 Hz, 1H),
8.56 (d, J = 8.4 Hz, 1H), 842 (d, J = 1.5 Hz, IH), 8.16 (d, J = 1.5 Hz, 1H),
140 520.07 | 8.03(dt, = 7.6, 1.8 Hz 1H), 7.48 (ddd, J = 7.6, 4.9, 0.9 Hz, 1H), 6.87 (t, I =
5.4 Hz, 1H), 3.27 - 3.20 (m, 2H), 3.18 (s, 2H), 2.27 (s, 6H), 1.80 (s, 6H), 1.14
(t. 1 =72 Hz 3H).

(DMSO-dg) 8 10.63 (s, 1H), 9.33 (s, 2H), 8.84 (ddd, ] = 4.9, 1.7, 0.8 Hz, 1H),

141 562.13 | 8.03 (td, I="7.7, 1.7 Hz, 1H), 7.48 (ddd, ] = 7.7, 4.9, 0.8 Hz, 1H), 6.86 (t, ] =
5.4 Hz, 1H), 3.61 — 3,54 (m, 4H), 3.25 (s, 2H), 3.23 (m, 2H). 2.54 (m, 4H),
1.80 (s, 6H), 1.14 (t, J = 7.2 Hz, 3H).

1H), 838 (d, J= 1.2 Hz, 1H), 8.12 (s, 1H), 7.42 (d, I = 5.2 Hz, 1H), 6.90 (1, J
142 548.29 | =52Hz 1H),5.30(d, J = 5.6 Hz, 1H), 4.88 (p, J = 6.4 Hz, 1H), 3.61 (m,

(d, J = 6.4 Hz, 3H), 112 (t, I = 7.2 Hz, 3H), 1.03 (d, J = 6.4 Hz, 6H).
(DMSO-dg) 8 10.60 (s, 1H) 9.32 (s, 2H), 8.75 (d, J = 5.2 Hz, 1H), 8.41 (s,
1H), 8.38 (d. = 1.2 Hz, TH), 8.12 (s, 1H), 7.42 (d, J = 5.2 Hz. 1H), 6.90 (1, J
143 548.27 | =5.2 Hz 1H), 5.30 (d. ] = 5.6 Hz, 1H), 4.88 (p, ] = 6.4 Hz, 1H), 3.61 (m,
4H), 3.22 (m, 2H), 2.72 (d, T = 10.8 Hz, 2H), 1.73 (. ] = 10.8 Hz, 2H), 1.48
(d, T = 6.4 Hz, 3H), 112 (t, § = 7.2 Hz, 3H), 1.03 (d, J = 6.4 Hz, 6H).
(DMSO-dg) & 10.86 (bs, 1H), 9.33 (s, 2H), 8.91-8.78 (m, 1H), 8.57 (d, ] = 8.3
Hz, 1H), 8.41 (d, J = 1.6 Hz, 1H), 8.16 (d, T = 1.6 Hz, 1H), 8.10-7.99 (m,
144 534 1H), 7.91 (s, 2H), 7.56-7.42 (m, 1H), 7.17 (bs, 1H), 3.32-3.14 (m, 2H), 2.80
(dd, T =12.8, 6.5 Hz, 2H), 2.39 (1, I = 6.7 Hz, 2H), 1.79 (s, 6H), 1.69-1.50
(m, 4H), 1.14 (t. ] = 7.2 Hz, 3H).

[0848]

128



CN 104302645 A

i R B 111/123 5

145

562.18

(DMSO-dy) 6 10.83 (bs, 1H), 10.22 (bs, LH), 9.34 (s, 2H), 8.85 (d, J = 4.0 Iz,
1H), 8.57 (d, ] = 8.2 Hz, 1H), 8.41 (d, J = 1.5 Hz, 1H), 8.16 (d, T = 1.5 Hz,
1H), 8.09-7,97 (m, 1H), 7.49 (dd, T = 7.2, 5.0 Hz, 1H), 7.15 (bs, 1H), 3.22
(dd, I=12.3, 6.9 Hz, 2H), 3.11 - 2.97 (m, 2H), 2.74 (d, J = 4.9 Hz, 6H), 2.41
(t, 7 =7.1 Hz, 2H), 1.79 (s, 6H), 1.77-1.67 (m, 2H), 1.64-1.48 (m, 2H), .14
(t, 1 =7.2 Hz, 3H).

146

492.07

(DMSO-dg) 8 10.87 (bs, 1H), 9.36 (s, 2H), 8.85 (d, J = 4.2 Hz, 1H), 8.54 (d, §
= 8.1 Hz, 1H), 8.39 (d, T = 1.3 Hz, 1H), 8.33 (s, 2H), 8.16 (d, T = 1.3 Hz, 1H),
8.04 (t, 1= 7.2 Hz, 1H), 7.49 (dd, J = 7.1, 5.0 Hz, 1H), 7.21 (bs, TH), 3.89 (d,
=55 Hz, 2H), 3.32-3.11 (m, 2H), 186 (s, 6H), 1.13 (t, J = 7.1 Hz, 3H).

147

540.22

(DMSO-dg) 5 10.63 (br s, 1H), 9.33 (s, 3H), 8.76 (d, I~ 4.40 Hz, 1H),
8.38-8.41 (m, 2H), 8.13 (s, 1H), 7.40 (m, 1H), 6,86 (m, 1H), 5.16 (s, 1H),

Hz, 3H)

148

576.18

(DMSO-dg) § 10.63 (s, 1H), 9.44 (s, 2H), 8.78 (d, J = 5.0 Hz, 1H), 8.48 - 8.37

5.4 Hz, 1H), 6.42 (s, 1H), 5.08 (d, T = 6.7 Hz, 2H), 4.78 (d, J = 6.7 Hz, 2H),
3.69 — 3.59 (m, 4H), 3.29 - 3.18 (m, 2H), 2.75 (d, J = 10.5 Hz, 2H), 1.76 (1, J
=10.5 Hz, 2H), 1.14 (1, } = 7.2 Hz, 3H), 1.05 (d, ] = 6.3 Hz, 6H).

149°

498.97
[IM-HY

(DMSO-dg) 6 9.08 (s, 2H), 8.61 (d, /= 4.2 Hz, 1H), 8.07 (d, J = 8.2 Hz,
1H), 7.86 (s, 1H), 7.82 (s, 1H), 7.71 (t, J= 7.2 Hz, 1H), 7.49 (s, 1H), 7.21
(dd, J=7.0, 5.1 Hz, 1H), 5.35 - 5.19 (m, 1H), 3.14 (dd, J = 13.2, 6.9 Hz,
2H), 1.44 (d, J = 6.6 Hz, 3H), 1.06 (1, J = 7.2 Hz, 3H).

154

548.18

(DMSO-dq): 8 10.62 (s, 1H), 9.44 (s, 2H), 8.78 (d, 1 = 5.0 Hz, 1H), 8.55 —
8.33 (m, 2H), 8.19 (d, T = 1.1 Hz, 1H), 7.46 (d, T = 5.0 Hz, 1H), 6.88 (¢, J =
5.5 Hz, 1H), 6.42 (s, 1H), 5.08 (d, § = 6.7 Hz, 2H), 4.78 (d, J = 6.7 Hz, 2H),
3.67 (s, 2H), 3.64 (t, ] = 4.5 Hz, 4H), 3.28 — 3.19 (m, 2H), 2.48 — 2.42 (m,

155

573.26

(DMSO-dq): 6 10.64 (br s, 1H), 9.11 (s, 1H), 8.74 (d, 1= 4.0 Hz, 1H), 8.42 (m,
2H), 8.38 (s, 1H), 8.06 (m, 1H), 7.76 (d, J= 7.6 Hz, 1H), 7.36 (m, 1H), 7.12
(m, 1H), 6.86 (m. 1H), 5.22 (m, 1H), 4.02 (m, 1H), 3.76 (s, 2H), 3.58 (br s,
2H), 3.21 (m, 2H), 3.15 (s, 3H), 2.95 (brs, 2H) 1 1.11 (¢, J= 7.20 Hz, 3H)

156

568.28

(DMSO-dy): 6 10.62 (br s, 1H), 9.33 (s, 2H), 8.77 (d, J= 4.80 Hz, 1H), 8.43
(s, 1H), 8.38 (s, 1H), 8.13 (s, 1H), 7.45 (d, J= 4.80 Hz, 1H), 6.85 (m, 1H),
5.15 (s, 1H). 3.72 (s, 2H), 3.21 (m, 2H), 2.56 (m, 4H). 2.04 (m, 4H), 1.57 (s,
6H) & 1.11 (t, J= 7.2 Hz, 3H)

[0849]
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(DMSO-dg): 6 10.62 (s, 1H), 9.36 (s, 2H), 8.91 ~ 8.78 (m, 1H), 8.55 (d, I =
8.3 Hz, 1H), 8.41 (d, ] = 1.4 Hz, 1H), 8.16 (d, I = 1.4 Hz, 1H), 8.09 - 7.97
157 451.09 | (m, 1H), 7.48 (ddd, J = 7.5, 4.9, 0.8 Hz, 1H}, 6.88 (t, J = 5.3 Hz, 1H), 5.04 (s,
1H), 4.66 (1, J = 6.1 Hz, 1H), 3.81 — 3,66 (1, 2H), 3.29 ~ 3,17 (m, 2H), 1.52
(s, 3H), 1.14 (1, J = 7.2 Hz, 3H).

(DMSO-dq): & 10.64 (brs, 1H), 9.31 (s, 2H), 8.65 (s, 1H), 8.43 (d, J= 8.40
Hz, 1H), 8.34 (s, 1H), 8.10 (s, 1H), 7.84 (4, J= 8.0 Hz, 1H), 6.90 (m, 1H),
5.31 (d, J= 5.60 Hz, 1H), 4.86 (m, 1H), 3.21 {m, 2H), 2.40 (s, 3H), 1.48 (d, J=
6.40 Hz, SH) 1 1.11 (¢, J=7.20 Hz, 3H)

(DMSO-dg): & 10.62 (br s, 1H), 9.33 (s, 2H), 8.75 (d, J= 4.80 Hz, 1H), 8.40
(m, 2H), 8.13 (s, 1H), 741 (d, J= 4.8 Hz, 1H), 6.88 (brs, 1H), 5.15 (s, 1H),
3.62 (s, 2H), 3.21 (m, 2H), 2.35-2.50 (m, 8H), 2.15 (s, 3H), 1.57 (s, 6H)
111 (t,J=7.20 Hz, 3H)

(DMSO-de): & 10.16 (d, J = 4.8 Hz, 1H), 9.39 (s, 2H), 9.03 (d. J =~ 4.7 Hz,
1H), 8.85 (d, ] = 4.0 Hz, 1H), 8.54 (d, J = 8.2 Hz, 1H), 8§41 (d, J = 1.5 Hz,
TH), 8.18 (d, T = 1.5 Hz, TH), 8.04 (td, I = 8.0, 1.6 Hz, 1H), 749 (dd, I = 7.1,

158 435.17

159 547.31

160 518.22

1H), 8.18 (d, T = 1.5 Hz, 1H), 8.04 (1d, J = 8.0, 1.6 Hz, 1H), 7.49 (dd, I = 7.1,
4.9 Hz, 1H), 7.18 (s, LH), 6.01 (g, J = 6.7 Hz, 1H), 4.61 ~ 4.44 (m, 1H), 3.37
,,,,, 3.17 (m, 4H), 2.45 - 2.28 (m, 1H), 2.18 (dq. J = 14.2, 7.3 Hz, 1H), 2.07 -
1.91 (m, 2H), 172 (d, ¥ = 6,7 Hz, 3H), 1.13 (t, ¥ = 7.2 Hz, 3H).

(DMSO-dg): o 10,41 (brs, 1HY, 9.41 (s, 2H), 8,83 (dd, J = 4.8, 0.9 Hz, 1H),
8.53 (d,J = 8.3 Hz, 1H), 842 (d. J = 1.6 Hz, 1H), 8.17 (d, J = 1.4 Hz, 1H),
162 548.14 | 8.03(td, T=79, 1.8 Hz, 1H), 7.51 - 7.44 (m, 1H), 6.86 (t, ] = 5.3 Hz, 1H),
6.44 (5, 1H), 4,40 (br 5, 2H), 4.01 (d, J = 8.3 Hz, 2H), 3.28 - 3.17 (m, 2H),
1.42 (s, 9H), 1.12 (¢, 1 = 7.2 Hz, 3H).

(DMSO-dg): & 10.64 (s, 1H), 9.49 (s, 2H), 9.19 (s, 1H), 8.84 (ddd, ] ~ 4.8,
1.7, 0.9 Hz, 2H), 8.53 (d, J = 8.3 Hz, 1H), 8.43 (d, = 1.6 Hz, 1H), 8.21(d,J
163 448.1 = 1.5 Hz, 1H), 8.08 ~ 7.99 (m, 1H), 7.48 (ddd, ] = 7.5, 4.9, 0.9 Hz, 1H), 6.92
(t, ] = 5.5 Hz, 1H), 4.64 — 4.52 (m, 2H), 4.23 - 4.11 (m, 2H), 3.29 - 3.14 (m,
2H), 1.12 (t, I = 7.2 Hz, 3H).

(DMSO-dg): & 10.63 (bs, 1H), 9.35 (s, 2H), 8.78 (d, ] = 4.9 Hz, 1H), 8.43 (s,
1H), 8.39 (d, ] = 1.6 Hz, 1H), 8.15 (d, J = 1.4 Hz, 1H), 7.44 (dd, ] = 5.1, 1.0
164 562.2 | Hz, 1H), 6.89 (t, I = 5.4 Hz, 1H), 5.15 (s, 1H), 3.76-3.52 (m, 4H), 3.29-3.17
{m, 2H), 2.75 (d, J = 10.2 Hz, 2H), 1.75 (1, ] = 10,7 Hz, 2H), 1.59 (s, 6H),
1.14 (t, 3= 7.2 Hz, 3H), 1.05 (d, ] = 6.3 Hz, 6H).

161 518.15
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HCL#: (DMSO-dg): 8 10.84 (bs, 1H), 9.82 (bs, 1H), 9.33 (s, 2H), 9.00 (£, ] =
5.8 Hz, 1H), 8.85 (d, J = 4.1 Hz, 1H), 8.55 (d, J = 8,1 Hz, 2H), 8.40 (d, I =
1.3 Hz, 1H), 8.16 (d, J = 1.3 Hz, 1H), 8.04 (t, § = 7.1 Hz, 1H), 7.49 (dd, } =
7.1,4.9 Hz, 1H), 7.17 (bs, 1H), 4.24-4.16 (m, 2H), 4.03 (qd, ] =~ 17.8, 5.9 Hz,
2H), 3.22 (dd, ¥ = 17,0, 10.5 Hz, 4H), 2,30 (dd, I = 17.4, 9.5 Hz, 1H), 1.87(t,
J=7.9Hz, 2H), 1.81 (d, I = 3.1 Hz, 6H), 1.13 (t. ] = 7.2 Hz, 3H).

HCl# (BMSO-dg): 8 10.87 (bs, 1H), 10.07 (bs, 1H). 9.37 (s, 2H), 8.85 (d. ]
= 4.1 Hz, 2H), 8.59-8.50 (m, 1H), 8.41 (d, ] = 1.0 Hz, 1H), 8.17 (d, I = 1.1
166 531.92 | Hz, 1H), 8.04 (t, J = 7.3 Hz, 1H), 7.49 (dd, T = 7.0, 4.8 Hz, 1H), 7.20 (s, 1H),
4.56-4.40 (m, 1H), 3.32-3.13 (m, 4H), 2.45-2.21 (m, 2H), 1.98 (dd, T = 13.1,
6.7 Hz, 2H), 1.92 (s, 3H), 1.81 (s, 3H), 1.13 (1, ] = 7.1 Hz, 3H).

(DMSO-dy): & 12.35 (s, 1H), 10.70 (s, 1H), 9.44 (s, 2H), 8.78 (d, J = 5.5 Hz,
1H), 8.46 (s, 1H), 8.42 (d, } = 1.4 Hz, 1H), 8.18 (d, J = 1.4 Hz, 1H), 7.45 (d. ]
167 676.25 | =5.5Hz, 1H), 6.93 (s, LH), 5.14 (d, ] = 7.5 Hz, 2H), 4.94 (d, 1 = 7.5 Hz, 2H),
3.68 — 3.59 (m, 4H), 3.27 - 3.19 (m, 2H), 2.74 (m, 4H), 2.57 (m, 2H), 1.76 (1,
1=10.7 Hz, 2H), 1.14 (1, I = 7.2 Hz, 3H), 1.05 (d, I = 6.3 Hz, 6H).

() 6 9.26 (s, 2H), 8.85 (d, J = 2.2 Hz, 1H), 8.85(d, ] = 2.2 Hz, 1H), 8.42
(d, J = 8.2 Hz, 1H), 8.35(d, ] = 1.6 Hz, 1H), 8,05 (d, ] = 1.6 Hz, 1H), 8.01
168 465.21 | (dd,7=8.6,2.0 Hz, 1H), 7.21 (4, T = 24.2 Hz, 1H), 5.05 (¢, I = 6.7 Hz, 1H),
4.96 - 4.89 (m, 1H), 4.53 (s, 1H), 4.38 (d. J = 5.2 Hz, 1H), 1.54 (dd, } = 6.6,
4.4 Hz, 6H), 1.21 (1, ] = 7.2 Hz, 3H).

(DMSO-d,): 6 10.63 (s, 1H), 9.33 (s, 2H), 8.84 (ddd, T~ 4.8, 1.7. 0.8 Hz,
1H), 8.85 (d, I = 7.9 Hz. 1H), 8.40 (d, J = 1.5 Hz, 1H), 8.14 (d, ] = 1.5 Hz,
169 605.12 | 1H), 8.08 ~7.98 (m, 1H), 748 (ddd, I = 7.9, 4.8, 0.8 Hz, 1H), 6.90 (t,J = 5.4
Hz, 1H), 3.56 ~ 3.52 (m, 4H), 3.39 (s, 2H), 3.28 ~ 3.20 (m, 2H), 2.63 (t, ] =
6.2 Hz, 2H), 2.40 ~ 2,30 (m, 6H), 1.80 (s, 6H), 1.14 (1, ] = 7.2 Hz, 3H).
(DMSO-d,): & 10.86 (bs, 1H), 9,61 (bs, 2H), 9.36 (s, 2H), 8.84 (s, 1H), 8.53
(d, T=7.8 Hz, 1H), 8.40 (s, 1H), 8.16 (s, 1H), 8.04 (t, ] = 7.2 Hz, 1H), 7.49
(s, 1H). 7.22 (s, 1H), 3.91 (s, 2H), 3.22 (bs, 2H), 1.86 (s, 6H), 113 (t, T = 6.9
Hz, 3H).

165 589.05

170 549.95

7.7 Hz, 1H), 8.46 (s, 3H), 8.39 (s, [H), §.15 (s. 1H), 8.03 (t, I = 6.9 Hz, 1H),
171 549.93 | 7.48 (s, 1H), 7.18 (s, 1H), 4.20 (s, 1H), 3.22 (s, 2H), 3.01 (qd. T = 17.5, 5.3
Hz, 2H), 1.81 (d, J = 7.2 Hz, 6H), 113 (t, = 6.1 Hz. 3H). CZ/KFEMHH
COOH 15%)

HCI 2 - (DMSO-do): 6 10.88 (bs, 1H), 9.34 (s, 2H), 8.85 (dd, J ~ 4.8, 0.8
Hz, 1H), 8.58 (d, J = 8.3 Hz, 1H), 8.42 (d, § = 1.6 Hz, 1H), 8.16 (d, I = 1.5
172 519.97 | Hz, 1H), 8.07-7.90 (m, 4H), 7.53-7.46 (m, 1H), 7.20 (bs, 1H), 3.23 (dd, J =
6.8, 4.9 Hz, 2H), 2.87 (dd. I = 14.8, 6.0 Hz, 2H), 2.48 (d, ] = 7.4 Hz, 2H),
1.86-1.79 (m, 8H), 1.14 (t, § = 7.2 Hz, 3H).
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131



CON 104302645 A L) I - 114/123 T

8.3 Hz, 1H), 8.41 (d, J = 1.5 Hz, 1H), 8.17 (d, J = 1.2 Hz, 1H), 8.02 (td, J =
173 525.15 | 7.8, 1.8 Hz, 1H), 7.47 (dd, J = 7.1, 5.2 Hz, 1H), 6.91 ~ 6.81 (m, 1H), 5.81 (s,
1H), 3.43 ~3.33 {m, 2H), 3.26 ~ 3.17 (m, 2H), 3.17 - 3.05 (m, 2H), 2.64 (1, ]
= 11.5 Hz, 2H), 2.39 ~ 2,21 (m, 2H), 1.12 (t, ] = 7.2 Hz, 3H)

(DMSO-dg): 6 10.61 (brs, 1H), 9.41 (s, 2H), 8.85 — 8.82 (m, 1H), 8.54 - 8.50
(m, 2H), 8.41 (d, ] = 1.5 Hz, 1H), 8.39 — 8.29 (m, 1H), 8.18 (d, ] = 1.5 Hz,
174 476.07 | 1H), 8.05 - 8.00 {m, 1H), 7.50 ~ 7.45 {m, 1H), 6.90 —~ 6.84 (m, 1H), 5.70 (s.
1H), 3.28 = 3.14 {m, 6H), 2.41 — 2.29 (m, 2H), 2.12 — 2.00 (m, 2H), 1.12 (1. J
= 7.2 Hz, 3H).

(DMSO-dg) & 10.62 (br s, 1H), 9.33 (s, 2H), 8.73 (d, J~ 4.40 Hz, 1H), 8.39
(m, 2H), 8.13 (s, 1H), 7.36 (d, J= 4.0 Hz, 1H}, 6.86 (m, 1H), 5.16 (s, 1H),
4.08 (m, 1H), 3.74 (s, 2H), 3.58 (m, 2H), 3.35 (m, 2H), 3.19-3.23 (m, 2H),
2.93 (m, 2H), 1.57 (s, 6H) I 1.06-1.13 (m, 6H)

(DMSO-dg) 6 10,62 (br s, 1H), 8.95 (s, 2H), 7.73 (5, 1H), 7.69 (s, 1H), 6,68
176 388.14 | (m. 1H), 5.09 (s, 1H), 3.84 (s, 3H), 3.15-3.22 (m, 2H), 1.54 (s, 6H) #11.09 (¢,
J=17.20 Hz, 3H)

(DMSO-dg) 8 10.80 (br s, 1H), 9.04 (5, 2H), 7.89-8.01 (m, 2H), 6.71 (m, 1H),

175 548.25

177 376.11
5.14 (s, TH), 3.16-3.22 (m, 2H), 1.54 (s, 6H) 1 1.09 (, J=7.20 Hz, 3H)
(DMSO/7ifi) 6 9.20 (s, 2H), 8.54 (d, ] = 5.5 Hz, 1H), 8.48 (s, 1H), 8.14 (d,
F=1.6Hz, TH), 8110 (s, 1H), 7.56 - 731 {m, 1H), 7.29(t, J = 4.6 Hz, 1H),

178 469.08 Z 1H), 8.11.{s, 1H) (m, 1H), 7.29( % 1H)

5.30 (s, 1H), 4.90 - 4.81 (m, 1H), 4.02 (s, 3H), 3.24 - 3.14 (m, 2H), 1.47 (d.J
= 6.6 Hz, 3H), 1.10 (t, I = 7.2 Hz, 3H).

HCL 2 - (DMSO-dg): 5 11.03 (s, 1H), 9.36 (s, 2H), 9.34 (s, 2H), 8.85 (d, ] =
4.6 Hz, 1H), 8.55 (d, J = 8.0 Hz, 1H), .40 (d, J = 1.3 Hz, 1H), 8.16 (d, J =
179 563.98 | 1.3 Hz, 1H), 8.05 (dt. J = 8.0, 1.2 Hz, 1H), 7.50 (dd, T = 7.2, 4.6 Hz, 1H),
7.38 (s, 1H), 4.10 (s, 2H), 3.58 (s, 1H), 3.32 — 3.08 (m, 4H), 2.73 (t, J = 7.3
Hz, 2H), 1.86 (s, 6H), 113 (t, J = 7.3 Hz, 3H).

HCIL & - (DMSO-dg): & = 10.85 {bs, 1H), 9.40 (bs, 1H), 9.35 (s, 2H), 9.26
{bs, 1H), 8.85(d, J=4.1 Hz, 1H), 8.57(d, =82 Hz, 1H), 842 (d, I = 1.4
180 531.94 | Hz, 1H),8.17(d, 7= 1.4 Hz, 1H), 8.03 (dd, J = 11.1, 4.4 Hz, 1H), 7.49 (dd, I

(g, § = 6.9 Hz, 2H), 1.82 (d, J = 16.6 Hz, 6H), 1.13 (t, J = 7.2 Hz, 3H).

HCL R - (DMSO-dg): 8 10,87 (bs, 1H), 10,02 (bs, 1H),:9.63 (bs, 1H), 9.39 (s,
2H), 8.85(d, J=4.2 Hz, IH), 8.56 (d,J=8.2 Hz, 1H), 842 (d, J=1.2 Hz,
1H), 8.18(d, J=13Hz, 1H) BO5 (¢, =77 Hz, 1H), 749 (dd, ] = 7.1, 5.0

181 547.97
Hz, 1H), 7.19 (bs, 1H)}, 4.46 (s, 2H), 4.01-3.88 (m, 2H), 3.76 (t, T = 9.8 Hz,
1H), 3.24 (dd, ] = 17.6, 11.7 Hz, 3H), 3.15 (bs, 1H), 1.87 (d. I = 32.2 Hz,
6H), 1.13 (t, I = 7.2 Hz, 3H).
[0852]
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(DMSO-dg)  10.62 (br s, 1H), 9.02 (s, 2H), 7.69-7.70 (m, 2H), 6.68 (m, 1H),
5.14 (s, 1H), 3.92 (d, J= 6.80 Hz, 2H), 3.14-3.21 (m, 2H), 1.54 (s, 6H),

182 428.19
1.18-1.20 (m, 1H), L.O8 (t, J= 7.20 Hz, 3H), 0.50-0.55 (m, 2H) 1 0.27-0.31
{m, 2H)
(DMSO-dg) 8 10.63 (br s, 1H), 9.01 (s, 2H), 7.71-7.74 (m, 2H), 6.68 (m, 1H),
183 432.13 | 5.11 (s, TH), 4.20 {t, J= 4.80 Hz, 2H), 3.64 (1, J= 4.80 Hz, 2H), 3.24 (s, 3H),

3.16-3.20 (m, 2H), 1.53 (s, 6H), 1 1.09 (¢, J= 7.20 Hz, 3H)
{DMSO-dg): 8 10.96 (s, 1H), 9.78 - 9.06 (m, 2H), 9.34 (s, 2H), 8.85 (d, J =

184 616 1.4 Hz, 1H), 8.05 (td, I = 8.1, 1.7 Hz, 1H), 7.50 (dd, I = 7.1, 4.5 Hz, 1H),
7.26 (s, 1H), 4.12 (s, 4H), 3.58 (s, 2H), 3.32 - 3.15 (m, 4H), 1.87 (s, 6H),
113 (t, J = 7.2 Hz, 3H),

(DMSO-dg): & 10.69 (s, LH), 9.33 (s, 2H), 8.77 (d, J = 5.0 Hz, 1H), 8.45 —
8.33 (m, 2H), 8.14 (d, J = 1.4 Hz, 1H), 7.44 (d, ] = 5.0 Hz, 1H), 7.02 ~ 6.89
185 536.12 | (m, LH), 5.30 (s, 1H), 4.90 (d, J = 5.8 Hz, 1H), 3.70 (s, 2H), 3.23 (dd, J =
13.3, 6.5 Hz, 2H), 2.70 (dd, J = 18,3, 6,0 Hz, 8H), 1.51 (d, ] = 6,6 Hz, 3H),
1.14 (t, J = 7.2 Hz, 3H).

(DMSO-dg) & 10.68 (brs, 1H), 9.06 (s, 2H), 7.71-7.73 (m, 2H), 6.78 (m, 1H),
186 418.2 | 5.12(s, 1H), 4.88 (t, J=5.20 Hz, 1H), 4.12 (1, J= 5.20 Hz, 2H), 3.70 (1, J=
4.80 Hz, 2H), 3.14-3.21 (m, 2H), 1.54 (s, 6H), #0 1.08 (t, J=7.20 Hz, 3H)
{DMSO-dg) & 10.60 (brs, 1H), 9.32 (s, 2H), 8.76 (d, J= 4.80 Hz, 1H),
8.36-8.40 (m, 2H), 8.13 (s, 1H), 7.42 (d, J= 4.40 Hz, 1H), 6.85 (m, 1H), 5.13

187 550.23 ‘
(s, 1H), 3.67 (s, 2H), 3.20-3.23 (m, 2H), 2.66-2.69 (m, 8H), 1.57 (s, 6H) H
1.11 (t, J= 7.20 Hz, 3H)
(DMSO-dg) & 10,63 (br s, 1H), 9,32 (s, 2H), 8.78 (d, J~ 4.80 Hz, 1H), 8.4
(s, TH), 8.37 (s, 1H), 8.13 (s, 1H), 7.45 (d, J= 4.80 Hz, 1H), 6.86 (m, 1H),
188 566.23

5.15 (s, 1H), 3.75 (s, 2H), 3.18-3.25 (m, 2H), 2.93 {m, 4H), 2.69-2.79 (m,
4H), 1.57 (s, 6H) 1 1.11 (&, J=7.60 Hz, 3H)

(DMSO-dg) & 10.68 (br s, 1H), 8.98 (s, 2H), 7.83 (s, 1H), 7.58 (s, 1H), 6.70
189 44522 | (m, IH), 5.11 (br s, 1H), 3.18 (m, 4H), 3.07 (s, 3H), 2.89 (m, 2H), 2.54 (s,
3H), 1.53 (s, 6H), #1 1.08 (t, J= 7.20 Hz, 3H)

(DMSO-dg) d 10.60 (br s, 1H), 9.39 (s, 2H), 8.85 (d, J = 4.6 Hz, 1H), 8.61 —
8.49 (m, 1H), 8.47 — 8.38 (m, LH), 8.22 — 8.15 (m, 1H), 8.04 (t, T = 7.8 Hz,
1H), 7.49 (dd, ] = 7.3, 4.9 Hz, TH), 6.98 - 6.88 (m, 1H), 5.09 (d, ] = 7.5 Hz,
2H), 3.25 - 3.21 (m, 2H), 1.88 (s 6H), 1.16 — 1.11 (m, 3H).

(DMSO-d;s +D-0) 8 9.25 (s, 2H), 8.74 (d, I= 4.80 Hz, 1H), 8.35 (s, LH),
191 582.23 | 8.30 (s, 1H), 8.06 (s, 1H), 7.45 (d, J= 5.20 Hz, 1H), 3.84 (s, 2H), 3.11-3.21
(m, 6H), 2.94 (m, 4H), 1.54 (s, 6H) Fl 1.07 (t, I= 7.20 Hz, 3H)

190 514.98
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192

524.22

(DMSO-dg) 6 10,64 (br s, 1H), 9.01 (s, 2H), 7.85 (s, 1H), 7.71 (s, LH), 6.98
(s, 1H), 6.90 (m, 2H), 6.69 (m, 1H), 5.08-5.10 (m, 3H), 3.73 (s, 3H), 3.71 (s,
3H), 3.17-3.20 (m, 2H), 1.51 (s, 6H), K1 1.09 (t, J=7.20 Hz, 3H)

193

444.16

(DMSO-dg) & 10.62 (br s, 1H), 8.99 (s, 2H), 7.72 (s, 1H), 7.70 (s, 1H), 6.68
(m, 1H), 5.27 (d, J= 5.20 Hz, 1H), 4.82 (m, 1H), 3.99-4.13 (m, 3H), 3.63-3.70
(m, 2H), 3.16-3.20 (m, 2H), 1.90-1.96 (m, 1H), 1.64-1.80 (m, 2H), 1.59-1.64

194

429.24

(DMSO-dg) & 10.68 (br s, 1H), 9.05 (s, 2H), 7.79 (s, 1H), 7.61 (s, 1H), 6.70
(m, 1H). 5.27 (d, = 5.60 Hz, 1H), 4.82 (m, 1H), 3.48 (m, 4H), 3.16-3.19 (m,
2H), 2.73 (m, 4H), 1.45 (d, J= 6.40 Hz, 3H) 1 1.08 (t, 7= 7.20 Hz, 3H)

195

442.31

(DMSO0-dg) & 9.11 (s, 2H), 7.69 (m, 1H), 7.30 (s, 1H), 7.05 (m, 1H), 6.57 (m,
1H), 5.14 (s, 1H), 3.19 (m, 5H), 1.98-2.01 (m, 2H), 1.53 (s, 6H), 1.27-1,35
(m, 4H) # 1.08 (m, 3H)

196

508.09

1.5 Hz, 1H), 8.20 (s, 1H), 8.13 (d, § = 1.5 Hz, 1H), 7.45 (d, J = 5.0 Hz, 1H),
6.99 (t, 1= 5.5 Hz, 1H), 3.94 (s, 3H), 3.53 (t, I = 5.7 Hz, 2H), 3.21 (tt, J =
13.0, 6.5 Hz, 2H), 2.68 (t, I = 5.7 Hz, 2H), 2.54 (s, 1H), 1.57 (s, 6H), 1.12 (t,
=72 Hz, 3H).

197

420

(CD;0OD) $ 8.80(d, J = 5.2 Hz, 2H), 8.56 (5, IH), 8.15 - 8.11 (m, 2H), 8.04
(s, 1H), 7.94 < 7.88 (m, 2H), 7.43 (s, 2H), 735 (, J =72 Hz, 1H), 503 (g, J =
6.0 Hz, 1H), 3.42 - 3.38 (m, 2H), 1.60 (d, ] = 6.4 Hz, 3 H), 1.26 (t, J = 7.2 Hz,
3H).

198

542.3

(DMSO-d,): 6 10.61 (s, 1H), 9.33 (s, 2H), 8.76 (d, ] = 5.2 Hz, 1H), 8.42 (s,
1H), 837 (d, J = 1.3 Hz, 1H), 8,13 (d, T = 0.7 Hz, 1H), 7.44 (dd, ] = 5.0, 1.1
Hz, 1H), 6.88 (t. ] = 5.1 Hz, 1H), 5.75 (s, 1H), 5.13 (s, LH). 3.64 (s. 2H), 3.26
~3.17 (m, 2H), 1.57 (s, 6H), 1.12 (t, J = 7.2 Hz, 3H).

199

487.21

(DMSO-dg) 6 10.63 (br s, 1H), 9.04 (s, 2H), 7.75 (s, 1H), 7.70 (s, 1H), 6.68
(m, TH), 5.10 (s, 1H), 4.17 (t, = 5.20 Hz, 2H), 3.53 (m, 4H), 3.15-3.21 (m,

2H), 2.64 (t, J= 5.20 Hz, 2H), 2.37 (m, 4H), 1.53 (s, 6H) I 1.08 (t, J=7.20
Hz, 3H)

200

448.14

(DMSO-ds) 3 10.84 (br s, 1H), 8.93 (s, 2H), 7.63-7.69 (m, 2H), 6.72 (m, 1H),
5.21 (brs, 1H), 3.37 (t. J= 6.40 Hz, 2H), 3.11-3.15 (m, 5H), 2.98 (. J= 6.40
Hz, 2H), 1.58 (s, 6H), HI 1.04 (t, J= 6.80 Hz, 3H)

201

464.14

(DMSO-dg) & 11.06 (br s, 1H), 9.03 (s, 2H), 7.92-7.98 (m, 2H), 6.79 (m, 1H),
5.27 (brs, 1H), 3.65 (m, 1H), 3.45 (m, 1H), 3.02-3.15 (m, 6H), 2.85-2.89 (m,
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(DMSO-dq):  10.59 (s, 1H), 9.33 (s, 2H), 8.63 (d, J = 6 Hz, 1H), 8.38 (d, J =
0.8 Hz, 1H), 8.12 (s, 1H), 8.02 (d, J = 1.2 Hz, 1H), 7.05 (dd, J = 5.6, 2 Hz,

202 451.21 1H), 6.87 (brt, J = 5.2 Hz, 1H), 5.30 (d. 1=35.2 Hz, 1H), 4.88 (p. ] = 6 Hz,
1H), 3.99 (s, 3H), 3.21 (p. J = 6.4 Hz, 2H), 1.49 (d, J = 6.4 Hz, 3H), 112 (1, ]
=7.2 Hz, 3H).

[0855] " ALEW) 149 WBRLAERT XA AR (Suzuki) fHBEAAE MK AT 81 Sk 1 18
BRI 5 s 4 Bl S A8 T BARME G 17 1-[5-[2- ( LR PR Z ) —7- (2- nk e
) -1, 3- ZRIFmEME 5 FE T mEnE 2- 3 ] 2T (2,2,2- AL HEREE (230mg) K
MEmE (1. 5mL) ATZER (0. 3mL) VRGP IIAEE (17Tmg) IR G =R 2h, 1RA
V)i e b gk, A ERE (3x10mL) WV I E AWK S . {8 H MeOH (30mL) &b FHA% B 4 LA
Az ] A R T R A . X AT RO g Ak, A IR AT 0-100% ACN/ JKHI 50 %
MeOH/ 7K 50 % 28 el , LTS B e 2 b &4 149 (50mg) »
[0856]  ADME X4
[0857]  mIA A LA N IR ES VA5 Al 24 (R Pk DL R AT 25 F AR P s A S 38 AE 18 Pk o
[0858] Ak FAe e i LS
[0859]  WIZE/KWWE T, ZEPUAS pHAE (B 2.1.4.5.7.4 F1 9. 1) TS0 %585
Mo A 10% SEFISK B DMSO filf I h (2mM) i 45 B %5 (stress solution) , g
WS A 16 u M, MRAFE S fd H €8 e AHAE (Phenomenex Kinetex™2.6num C8100 A LC
FE 50x3mm B4, ) @I HPLC 20 #7, 1 5-100% 2B « 7K +0. 1% WERHIVEIERE . 1 24
NI A 2 AN — R IR S AT A . A8 254nm Ab W TR R AT EAE 4 M, A
LCMS i 3E it i o
[0860]  {ERFAIE 7 V2, MRS AAAE DMSO I AL-A4, UAE R — 47 10 u M & 5% DMSO [
HEPES pH7. 4 ¥ o HAESHAE 37°C T 24h Rk LOMS 2387, Bl 5 I\ 2 A5 AR ) AR I o
TR R S TO A EL B L E T R AL S B 43 B o
[os61] IR TACRMEAL & 19,123,133 F1 134 4k 225208 M, FF 0 2 iX ek &) 4E
pH7. 4 I&AF T b 2#Aa @ 1), H 24 /IR RE = 95 % AL 54
[0862] T 2HIR A S
[0863]  7E 1.5mL EP 44 2mg AL &9 e T — & (AR HEPES ZZ 0P (pHT7. 4) i,
DL 4% bmg/ml MIETER . EiR FBREE THIERG % FREIRY 24 /dEF, fEG A E O
HLHP EL 1400rpm AF 310 B0, AT RS ARIALE P UTIE . B Hr 150 v L iAFE =1 Fig
W, AR5 B A AN B0 R, 20°C R LA 357440¢g B0 4 /M. BEJSAE ] 100 1 L FEE
FRe S 50 u L ISV, 35t HPLC 8% LCMS 07, 18k 5 nuf i 26 %0 He i 2 v h AL
SIS . TR T AR HALS Y 19,123,134 F1 153 [ 22w fB BT, FEf 2 X i 44
76 pHT. 4 BI4AF N A2 m BT 1, AR 2 = 2mg/mL.
[o864] ok A ke e P
[0865] 7T 96 FLIE M AR, I FHAMAR 100w 1 HIRE A 10 u ML &, b &40
S 100mM KPO, 223 pH7. 4.5mM MgCl1,.25 1 g/ml A2 (Alamethicin) « Img/ml ( &
50 R (VB ) HLDMSO &R EE A 0. 1% o FK-FAAE 3TCHUIEE 10 2048, Z G A
NADPH FH UDPGA 2 £ 5 43 7l 43 1M FH BmM LA 46 [ . o 44 [ NAE 37°CHF B FF7E 0. 10,30 F
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60 ;BRSO 100 1 1 DMSO 28 1B W e $EHL 100 1 1 FIEESEFEIIN 50 1 1 JK¥A I i h 5
ERETRG 25 LIRA 10 B LLUTHE B . Bl SRR S AE 10°CTF 4000rpm 20 30 438 If:
T LOMS 43 M BB o 8 I VAR AR AT I P R A #ff e T1/2 FiE R % (clearance) o
WK T AR S 191123133 F1 134 ISR ARAE E 1 FH1 78 A ANTGE , BERMG DL R 32 %2
(R A 350 A B AR, 232 /N T 20min,

[og66] I Fee I

[0867]  {F 96 FLEE T M A, AP B AL DMSO T AL S W BEAT 6 8, LLIRI4S T oy AR A
50 1 1 FARFER AT 10 n M ¥, SLrPis v rm 28 N7 1% DMSO0. 37°CHFE 5 /M, [ FE 5
HON 100 0 1 VKA 1E, FFESETRG 45 LIRS 10 8 LAPTE & A . Bl 55 FE i 1E
10°CF 4000rpm &L 30 73 B JFIAL LCMS 73 #r EIH . 0 1R 08 AR 43 7] 5 DMSO ik ¥
TO A% LU, DA 2 R AL A RS R B 43 L

[0868]  A:4)2E%d

[0869] W] A A LA 7 VAA i AN R BH AL S W RS R Y B 259 M

[0870]  FEFREGIALS I e (i HEmE ATP BvE T

[0871]  {EEREH ATP $44k i ADP FIOCHLEERG £h o IR IS B B4 IR #h e 1 i N A\ AL S0 W
R, FF FLIE G 1 I 600nm Ab FYWEOEBE 3 NSk g AT 0 & o ATP BRI 7E A5 2mU/ 1 1 {2
(&P O 4 ERE (Staphylococcus aureus)AB, 454 ) 0. 08mg XL iE DNA.SmM HEPES.
KOH pH7. 6,100mM 522 K. 2mM Z 2% 2mM DTT.0. 01lmg BSA 1 5% DMSO %y (£, 244
) G T. B3, ATP BRI 7E A 4. 8 {2 liElg (kB KA H (Escherichia
coli) [ AB, 244 ) .0.08 1 g/mL ssDNA.35mM Tris pH7.5.24mM KCI.2mMMgCl,.6.5%
< 2mM DTT, 1. 8.0. 5mg/mL BSA 1 5% DMSO % (5 3Mils ) Mg p kAT . mid A
ATP H BRI E A 1M SR IFUE S, 3 HAE 30°CIEE 60 23 8h. MilhnA 200 n L fLAESHE
W (0. 034 % FLA L 10mM £HER 2 L IM HCL.3. 4% ZJE.0. 01 % i 20) 821 R W o S0 5 4
B, IF HAR S 53 66 EEE I & 600nm Ak FIWOGE . MAE I JEA-S& ) G IR0 REFE IO
FE AR E 1Cs, {E L

[0872]  ARHIHALGYRILH T HEFREGIE I, K2 OGP SR HAR T 1o g/mL
R Tig s ATP BEGPE 1C,, {8, Hrh RZHUKT 0. 1 1 g/mL.

[0873] 4 RR5E I E B v 2k

[0874]  TH i v 1A s ] A 1 R 2 b KTBUR M T B A U AR i WAL S W e v 1 o e A
M R BB TR ARORE VR I 2 0 25 MR B 50 MLC, JIT I 77 VAR 03 1 R S 50 = B HE AL BT 9T
JFITHR T 1 R SE 6 25 AR vEAG A 9 P TR ) [ SR PR S 30 AR vE R oy (IR S0 = A
AAFFT T, Methods for Dilution Antimicrobial Susceptibility Tests for Bacteria
That Grow Aerobically ( (M T4 A AH W A BE BT BUR RIS 10 7E) ) s #r
YE - 5 7 Wi, SCHk M7A7. CLSI, Wayne, Pa, 2006 ; Il & 52 96 25 FUbRHERT IT AT ) o I3 (1 25
=% PG RH M B AR S 4 5 8 ] B BR R (Staphylococcus aureus ( 73 5 4 5 ATCC29213)) |
x B¢ % 2 Bk B (Staphylococcus epidermidis( 4y B 4% 5 ATCC12228)) . #% i Bk
(Enterococcus faecalis( 73 E 45 ATCC29212))  BRIZEKE (Enterococcus faecium( 43
B 5 ATCCT00221) ) AL IEAETR T (Streptococcus pyogenes (73 B 45 ATCC51339)) Al
Jili 78 85 EK B (Streptococcus pneumoniae ( 732 4m "5 ATCC49619)) o W1 &5 % B B 4 o
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FEALFE LB I AT B (Haemophilus influenzae ( 43 2 455 ATCC49247)) HE X AT 5
(Acinetobacter baumannii ( 432 4% 5 ATCC19606)) « K% #F B (Escherichia coli ( 4y
B %% 5 ATCC25922)) i % #F B (Klebsiella pneumoniae ( 4 B 4% 5 ATCC13882)) . K& fiii
ZHHE (Legionella pneumophila( 4} 5545 ATCC33152)) kL 48 BL$7 [ B (Moraxella
catarrhalis (42 & 4m'5 ATCC 25240)) FUiE 2 25 33K # (Neisseria gonorrhoeae ( 73
g5 ATCC49226)) »

[0875] =% [CRH P TR M

[0876] iR A B (KA AL S T 6 — i el 22 B F 22 [ PR R RR RV 1, 65 R T-3R
112,

[0877] K 1. eI ERRE (ATCC29213) HARIMHIKE MIC)
[0878]

MIC |REHEUEVUTOIRS
(ng/m
L)
<l [1,2,3,4,6,7,8,10,12, 13, 14, 15, 17, 18, 22, 23, 24, 25, 26,
27,28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 42, 43, 48,
49, 50, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 67, 68, 69,
70,71, 73, 74,75, 76, 77, 78, 80, 81, 82, 83, 84, 87, 88, 92, 93,
94, 95, 96, 98,100, 101, 104, 106, 107, 108, 111, 112, 113, 114,
115, 116, 118, 119, 120, 121, 122, 125, 127, 128, 130, 131, 154,
155, 156, 157, 158, 162, 164, 168, 173, 175, 176, 177, 178, 182,
183, 185, 187, 188, 191, 192, 193, 197, 198, 202
2 ]16,20,45, 52, 65, 66, 79, 85, 91, 99, 103, 109, 110, 150, 151,
159, 196, 199
4 |11,21,46,51,97, 186
9,47, 72, 86, 89, 174

[0879]

16 5,41, 44,90, 102, 105, 117, 194

[0880] & 2. ALARBERKEN (ATCC51339) s/ MMHIKE MIC)
[0881]
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MIC | RERLEYREIGS
(ng/mL)
<1 1,2,3,4,5,6,7,8,9,10, 11, 12, 14, 15, 16, 17, 18, 20, 21, 22,

23,24, 25,26, 27,28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39,
40, 42,43, 45, 48, 49, 50, 51, 52, 53, 54, 55, 56, 58, 59, 60, 61,
62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 73, 74, 75,76, 77, 78, 80,
81, 82, 83, 84, 85, 86, 87, 88,91, 92, 93, 94, 95, 96, 97, 98, 99,
100, 101, 103, 104, 105, 106, 107, 108, 109, 110, 111, 112, 113,
114,115, 116, 117, 118, 119, 120, 121, 122, 125, 127, 128, 130,
131, 154, 155, 156, 157, 158, 159, 162, 164, 168, 173, 175, 176,
178, 182, 183, 185, 187, 188, 191, 192, 197
2 13, 57,79, 89, 90, 151, 174, 177, 186, 193, 199
4 46
8 47,72, 150, 163
16 |41, 44, 102

[0882] i [CIHMEHTR VG TE

[0883] AR 1 A< S B BT 2k AL A A0 AT B 5 22 P[9P T R U0 B LA 1R (ATCC49247)
[P , 45 7R T3 3.

[0884] 3 3. VIEKME MATEE (ATCC49247) S/ NIHIREE (MIC)

[0885]

MIC |REBLEDTHIGS
(ng/mL)
<2 1,6,7,8,10, 15, 17,22, 23, 27, 28, 30, 31, 32, 35, 36, 38, 39,
40, 43, 53, 55, 56, 58, 59, 61, 62, 63, 64, 68, 69,70, 71, 73, 74,
75, 76, 80, 81, 82, 83, 87, 88, 92, 95, 96, 99, 100, 104, 111, 113,
114, 115, 116, 118, 119, 121, 122, 125, 127, 130, 131, 154, 155,
157, 158, 168, 173, 175, 178, 185, 187, 198, 202

[o8ge] 4Rz 5 E PK 2k

[0887] LA MIIZ45h )y 2 Ml £ R ik 2 R 5 VAN = A <LC/MS/MS ) 1M 3 R AL A
W, Bt LABAA 1 B 3mg/ ke HOFIREL R £ 5 B & — & 17 REIKN & DA TG
Yo WRPERER Ky =R 55 i) s 50 35000 3 e i o T8 ik 8 A ik A B AN v 3 o 7 X
o5 FHRRK PR E IR . ARG E R L ORGSR AN T . AEPRRE LT, B A 2
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#4265, OmL/kgo MLVEAE FH 30RO SR i, ARG I B4 3 AR 53 2 5 K 7
MR IR /)y B A e B o i i T 4R 1) IR AT 25 00 LASRAS LR, 7 HLAE B 2B &
W), SR JEIELE LC/MS/MS T &4k APk

[o8ge]  7E K RLIRLS (IV) ™, ¥ sk (A & B 5 W) I 254830 ) 2 i 5 L
L) (S A F1B) BT L.

[0889]  1- £ J& —3-[5-[2-( £ 5 A1 JL ) mi g —5— L -7 (2— nhk e 3 ) -1, 3— 7K Jf W
i —2- F 1 IR ((LEYI D

[0890]

MS:406.99 [M+H]".'"H NMR (400 MHz,

N
Ho/\“/ RS

T o, DMSO-d¢) & 10.66 (s, 1H), 9.34 (s, 2H), 8.84 (d, J =
= b{}w,}_” 4.1 Hz, 1H), 8.54 (d, ] = 8.2 Hz, 1H), 8.40 (d, J = 1.1
s " Hz, 1H), 8.16 (s, 1H), 8.03 (td, J = 8.0, 1.6 Hz, LH),
A 7.48 (dd, J = 7.0, 5.0 Hz, 1H), 6.91 (s, 1H), 5.39 (t, J
| = 6.1 Hz, 1H), 4.72 (d, § = 5.9 Hz, 2H), 3.26 - 3.21

(m, 2H), 1.14 (t, ] = 7.2 Hz, 3H).
[0891] 1- 2 FE —3-[5-[6-( F I M I ) -3— g & 1-7-(—nfhmg FE£ ) -1, 3— 2K Jf i
M —2- 31 IR (&P B)

[0892]
Ho N . MS:406.15 [M+H]"."H NMR (400 MHz,
P >\_ﬁ/_ DMSO-dq):d 10.62 (br s, 1H), 9.0 (d, J= 2.0 Hz,
\>—5 1H), 8.82 (d, J= 4.40 Hz, 1H), 8.50 (d, J= 8.0 Hz,

1H), 8.30-8.32 (m, 2H), 7.98-8.03 (m, 2H), 7.60 (d,
| J= 8.40 Hz, 1H), 7.44-7.47 (m, 1H), 6.87 (m, 1H),
5.49 (t, J= 5.60 Hz, 1H), 4.65 (d, J=5.60 Hz, 2H).

[0893] &5 R4 4 Pro, FFanB 1A A 1B Fros, Horp X Bhas i /) (/i) H Y B i
FHIKRIE (wg/mL) o FRAPIRHIET AUC,, BRI T, o {8, Forp AUC,, REFFAIKAY (IV) HIZR T
HITHAR, T, RoNE PRI P RORH2, SAL G A RN BAREL, AR AL S DI S
TIRERFRMIPE A AUC,, 532 1

[0894] &4 KBS H AL 55 F T B ACUAL 54 A RN B AE AUC, i B 4T
7 I R

[0895]
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wems |FR AUC;, BHEX Tin
(mg/kg) (ng.hr/mL) | (mL.min/kg) |(min)
A 3 2 25 81
B 3 1.8 28 60
I 1 3.1 43 203
17 3 4 12 107
27 1 1.13 13 158

[0896] A IEk Yetsinty
[0897] i YR YL A Y 2 AR AU A N B T SN ) AL G R AR, 3 A T iy (TV)
SR (PO) 452,
[0898]  KJRIEK LAY
[0899] /MRS, oI AR N 25 TR IERL (25 4 K 150mg/keg HAY 1K 100mg/kg) LA 2T
ME 40k D oE , AEREE CD-1 /MR (18-22¢) (W RIE L BEFH 24 2x10°c fus (1) BT EE Ik 1 35 7
ViP5 B T R E BB - 2 NN S LR N T AL S Y AR LS 2 J5 22 A I TR) X6 e fus 3
ATV T NSRBI  AE S K AP 204k (UK B ERAE ) RLES 3 T 1 AR 3 S 7R UL
Tt AR I B, UL 30mg/ ke IFIEFRIK 4 75, SXTHAHLE, (&4 1 A
17 I T AL T = 3log. 2L, LA 100mg/kg HIFIE CIRS T )5, S X AL,
a1 B TR IR T = 3log.
[0900] KGR - I8 A A P 25 TR BEIERG (55 4 FIES 1K 75mg/ke) LA IR M 1 48 gk
/DYE, 76 SD KB (250-275g) [ KR EREFN ) 1x107cfus ¥4 3 (0 M A B3R BT ATCC29213, 2
INBE G AR NG TG W I ESS 25 J5 2 AN TR) s cfus BEAT VB, 715 R SR UK R L 76
PBS s A4k (UK F4384% ) FIAE CLED B lal~ta 1Skt LA T-48 37 C N A KRR 7% oF
o Hlin, DA< 40mg/kg I EFFIKN 4575, 5XTRAHEG, (G 1 R TETE AL g
T = 3log,
[0901]  fifi/euidiny
[0002] /B (FE2ZEGEHME ) X BRIEE A MERE CD-1 /ML (18-22¢) £ & N HERIZ 10°cfus ()
TR 1k 1 355 40 o 4% TR 98 BEER T ATCC6301, 3Rl 77 4% 50 w1 [ R i B A &
fLEFAE DN RN . RG24 NNRFRIR G TACE VI IHFAERERN G 48 /NI XS efus 4T
T J7 R 3R U S AE PBS th g4k (UK B3R ) FIAE TSA+5 %6 My Ptk HiE SR LU T
16 37°C R b A KA TR 5. a0, A< 30mg/kg IFIETHIKN L TG, SATHRARE, 4k
A L IR IE BRI T = 3log.
[0903]  KHL (PEEECRIME ) < ik I P 25 T BRI fide LA 52 00 v e 10 400 MRk /i, 7 BRI
(¥ SD KB, (250-275g) HIKME 28 AN 5x107cTus I BTEF 1% 74 Hh 1 46 i It iekmg
AT, Bl 775 ik 0. bml SR SR . BeR)G 5 /DIHRIR RS T LAY
b 5 AT RSN H A B AR T 96 ANEF IR cfus BEAT VRS J5 5 N 3REUI L E PBS
Sk (UK B3RAE ) FAE B AR KB 93t SRR LLAE cfu.
[0904]  /NFRAZIEAEAY ] R METE CD-1 /M R (18-22g) BN FEFIZ) 10°cfus [IMHT
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i b % 355 R v A PR 8 BRI ATCCO301, FERh 7732 8 50 u 1 M i & 8 &1L 1
FHAE NI o TEHFN G 24,48 F1 72 /NI HE4R RS TG W) A0 S i W /N B A7
e, FRE IR -CER LR . B4, DL 10mg/ kg L F KL THEW 1, 2R WK 2 fix. 4
AW 1 R SGE T RL Hoh 80 % 1)/ BRAE S L EGE JLRAFTE « 1ENELEL, 457 10mg/kg
FI 2 e e (1) /N BRAE AR AN TRAET o MU, UL 30mg/ kg G RE KL TALAY) 17 J5,90%
(1975 BRAE S L RAFTS o

[0905]  Jz IR/ GLpsi Ay

[09061 /)~ B, < 10 o A6 FH A5 1 A0 A B8 2 B i ) 11 ok 2 2 B 1 7 s AR BRI E 7 CD-1 /s
R (18-22g) MR T —H B2k, Mibk 5u 1 MY (B2 10°cfus [FMNHTEF
R TR A B A B BRI AT ER BT ) CE AR I B R Bk e g . AERANS 4120,
28.44.52.68 1 76 /NN FZARIREE T AW FFAERRN G 5 KA cfus AT VAL, J51 A 3R IR
Pl Kk 7E PBS Hh gt (UK B4R AE ) FIAE S5 R R BRI 4R LU AR Kl s
5L

[0907]  MCIIAE R GeAsiAY

[0908] /IR AFHZ) 5x10°cfus FIMBTEEE A 3G = P il % FBiF T 5 % B ME A+
(1) 4 7 (00 ) 2 R T P P B P 12 CD—1 /Bl (18-22g) o fEEFIG 2 /NI R IR RS TAL &
P FFFEAE G JE W/ BRI A0S R, R I LR

[0909]  FAESA UL B, 75 M, £EAS Ui B F AT BT AR ZE SR A5 A, R85 UL AR
U AL R B N R A A e B BT B oD IR el 2 AN B EOD IR 4, H R
ANHERRATAT Ho e B O R a3 2 A RO IR 4 .

[0910]  {EULEH P HFXHEMIESE AR (B HEAR BB RL ) BT A I 2% AME
NI BAS A AR AN SO ] 803 DT e s fESe tH ) (B sefg B9k ) 8T
o] S0 T A Ui B 585 B AT R A ST TR — 35843
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