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CONVERGENT PROCESSES FOR PREPARING MACROLIDE ANTIBACTERIAL
AGENTS

CROSS-REFERENCE TO RELATED APPLICATIONS
The present application claims, under 35 U.S.C. § 119(e), the benefit of and
priority to U.S. Provisional Application No. 61/786,914 filed March 15, 2013, which is hereby

incorporated herein by reference.

TECHNICAL FIELD
The invention described herein relates to processes for preparing ketolide
antibacterial agents. In particular, the invention relates to intermediates and processes for

preparing ketolides that include a 1,2,3-triazole substituted side chain.

BACKGROUND AND SUMMARY

The use of macrolides for various infectious diseases is well known.
Erythromycin was the first compound of this class to be introduced into clinical practice. Since
then, additional macrolides, including ketolides have garnered much attention for their ability to
treat a wide range of disease states. In particular, macrolides are an important component of
therapies for treating bacterial, protozoal, and viral infections. In addition, macrolides are often
used in patients allergic to penicillins.

Mlustrative of their wide ranging uses, macrolide compounds have been found to
be effective for the treatment and prevention of infections caused by a broad spectrum of
bacterial and protozoal pathogens. They are also useful for treating respiratory tract infections
and soft tissue infections. Macrolide antibiotics are found to be effective on beta-hemolytic
streptococci, pneumococci, staphylococci, and enterococci. They are also found to be effective
against mycoplasma, mycobacteria, some rickettsia, and chlamydia.

Macrolide compounds are characterized by the presence of a large lactone ring,
which is generally a 14, 15, or 16-membered macrocyclic lactone, to which one or more
saccharides, including deoxy sugars such as cladinose and desosamine, may be attached. For
example, erythromyecin is a 14-membered macrolide that includes two sugar moieties.
Spiramycin belongs to a second generation of macrolide compounds that include a 16-
membered ring. Third generation macrolide compounds include for example semi-synthetic
derivatives of erythromycin A, such as azithromycin and clarithromycin. Finally, ketolides
represent a newer class of macrolide antibiotics that have received much attention recently due

to their acid stability, and most importantly due to their excellent activity against organisms that
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are resistant to other macrolides. Like erythromycins, ketolides are 14-membered ring
macrolide derivatives characterized by a keto group at the C-3 position (Curr. Med. Chem.,
“Anti-Infective Agents,” 1:15-34 (2002)). Ketolide compounds are also currently under clinical
investigation.

Liang et al. in U.S. Patent Appl. Pub. No. 2006/0100164, the disclosure of which
is incorporated herein by reference, describes a new series of triazole-containing ketolide
compounds, and an illustrative synthesis thereof. These new compounds show excellent
activity against pathogenic organisms, including those that have already exhibited resistance to
current therapies. However, it has been discovered herein that side-reactions occur in the
processes disclosed by Liang et al leading to impurities that are difficult to remove, and low
yields. In addition, starting material impurities are also difficult to remove. Those side-
reactions decrease the overall yield of the desired compounds, and those side-products and
impurities may complicate the purification of the desired compounds. The occurrence of such
side reactions and the presence of such impurities are exacerbated on large commercial scales.
In addition, the processes disclosed by Liang et al. include an azide intermediate, which at
larger commercial manufacturing scales, may be undesirable, or represent a safety issue. Due
to the importance of these triazole-containing ketolide compounds for use in providing
beneficial therapies for the treatment of pathogenic organisms, alternative and/or improved
processes for their preparation are needed.

The azide intermediate may be avoided by a process that incorporates the side
chain intact. However, it has also been reported that introduction of an intact side chain is not a
viable process (see, Lee et al., “Process Development of a Novel Azetidinyl Ketolide
Antibiotic” Org. Process Res Dev 16:788—797 (2012)). In particular, it has been reported that
introduction of an intact side chain leads to an isomeric mixture of products. In addition, it has
been reported that introduction of the intact side chain provides only a low yield (<20%).

It has been unexpectedly discovered herein that triazole-containing side chains
do not result in an isomeric mixture of products. It has also been unexpectedly discovered
herein that triazole-containing side chains provide high yielding reactions. It has also been
unexpectedly discovered herein that if the side chain is introduced before the removal of the
cladinose, then a single isomer is obtained. It has also been unexpectedly discovered herein that
if the side chain is introduced before the removal of the cladinose, then the process provides a

high yield.



10

15

20

25

WO 2014/145210 PCT/US2014/029932

-3

Described herein are new processes that may be advantageous in preparing
compounds of formula (I) that avoid such side-products, and/or may be purified to higher levels
of purity. In addition, the processes described herein avoid the azide intermediate by
proceeding through a convergent synthetic route.

In one illustrative embodiment of the invention, processes and intermediates are

described for preparing compounds of formula (I):

ey
and pharmaceutically acceptable salts, solvates, and hydrates thereof; wherein

R! is a desosamine or a desosamine derivative;

A is -CH;-, -C(O)-, -C(O)O-, -C(O)NH-, -S(O),-, -S(0),NH-, -C(O)NHS(O);-;

B is -(CH_),- where n is an integer ranging from 0-10; or B is saturated C,-Cjo;
or B is unsaturated C,-Cg, which may contain one or more alkenyl or alkynyl groups; or -A-B-
taken together is alkylene, cycloalkylene, or arylene;

C represents 1 or 2 substituents independently selected in each instance from
hydrogen, halogen, hydroxy, acyl, acyloxy, sulfonyl, ureyl, and carbamoyl, and alkyl, alkoxy,
heteroalkyl, aryl, heteroaryl, arylalkyl, and heteroarylalkyl, , each of which is optionally
substituted; and

W is hydrogen, F, Cl, Br, I, or OH.

In another illustrative embodiment, processes and intermediates are described
herein for preparing 11-N-[[4-(3-aminophenyl)-1,2,3-triazol-1-yl]-butyl]-5-desosaminyl-2-
fluoro-3-oxoerythronolide A, 11,12-cyclic carbamate, also known as OP-1068, CEM-101, and
solithromycin.

In another embodiment of the compounds of formula (I), R' is a desosamine that
includes an optionally protected 2'-hydroxy group. In another embodiment, R' is a desosamine
that includes a protected 2'-hydroxy group. In another embodiment, the protecting group is an
acyl group. In another embodiment, the protecting group is a sterically hindered acyl group,

such as a branched alkyl, aryl, heteroaryl, arylalkyl, arylalkyl, or heteroarylalkyl acyl group,
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each of which is optionally substituted. In another embodiment, the protecting group is an
optionally substituted benzoyl group. In another embodiment, the protecting group is a benzoyl
group. In another embodiment, -A-B- is alkylene, cycloalkylene, or arylene. In another
embodiment, -A-B- is alkylene. In another embodiment, -A-B- is C3-Cs alkylene. In another
embodiment, -A-B- is C,4 alkylene. In another embodiment, -A-B- is -(CH;)4-. In another
embodiment, C is optionally substituted aryl, heteroaryl, arylalkyl, or heteroarylalkyl. In
another embodiment, C is optionally substituted aryl or heteroarylalkyl. In another
embodiment, C is optionally substituted aryl. In another embodiment, C is substituted aryl. In
another embodiment, C is amino substituted aryl. In another embodiment, C is amino
substituted phenyl. In another embodiment, C is 3-aminophenyl. In another embodiment, W is
H or F. In another embodiment, W is F.

It is to be understood that each and every combination, and each and every
selection, and combination thereof, of the forgoing and following embodiments is described
herein. For example, in another embodiment, R' is a desosamine that includes a protected 2'-
hydroxy group, where the protecting group is an acyl group; or R' is a desosamine that includes
a protected 2'-hydroxy group, where the protecting group is a sterically hindered acyl group; or
R' is a desosamine that includes a protected 2'-hydroxy group, where the protecting group is a
benzoyl group, and -A-B- is Cs-Cs alkylene; or R' is a desosamine that includes a protected 2'-
hydroxy group, where the protecting group is a benzoyl group, and -A-B- is -(CHa)4-; or R'isa
desosamine that includes a protected 2'-hydroxy group, where the protecting group is a benzoyl
group, and -A-B- is -(CH»)4-, and C is optionally substituted aryl; or R' is a desosamine that
includes a protected 2'-hydroxy group, where the protecting group is a benzoyl group,
and -A-B- is -(CH»)4-, and C is 3-aminophenyl; and so forth.

It is to be understood that the processes described herein may be advantageously
performed simply and cost-effectively. It is further to be understood that the processes
described herein may be scaled to large production batches. It is further to be understood that
the processes described herein are performed in fewer steps than conventional processes. It is
further to be understood that the processes described herein are performed are more convergent,
and/or require shorter linear sub-processes, than conventional processes. It is further to be
understood that the processes described herein may concomitantly produce fewer or different
side products than known processes. It is further to be understood that the processes described

herein may yield compounds described herein in higher purity than known processes.

DETAILED DESCRIPTION



WO 2014/145210 PCT/US2014/029932

-5.

Several illustrative embodiments of the invention are described by the following

enumerated clauses:

1IA. A process for preparing a compound of formula (I) as described herein,

the process comprising the step of

5 (A) contacting a compound of formula

NMe,

) il (@)
Ouw O
o « "VOR'IOO

OMe

or a salt thereof, where R'® is a hydroxyl protecting group, and L is a leaving group, with a

compound of formula

N:N\ N:l\{
C&N\B/A CP’K/N‘B/A\

NHy o NH,

10 or a salt thereof, where C is as defined herein, and Clisa protected form of C, and a base, to

prepare a compound of formula

C&/N

z
i
z

~B
\ o]
AL

or a salt thereof; or

(B) contacting a compound of formula

15
or a salt thereof, with one or more protecting group forming agents to prepare a compound of

formula
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or a salt thereof; or

(C) contacting a compound of formula

5 or asalt thereof, with an acid to prepare a compound of formula

N=N N=N
C&/N\B CP X N\B
A A
N SN
o= 0=

or a salt thereof; or

(D) contacting a compound of formula

10 or asalt thereof, with one or more protecting group forming agents to prepare a compound of

formula

or a salt thereof; or
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(E) contacting a compound of formula

N=N
\
C&/N\B - R'™ NMe,

N=N
\
C/&/N\B

5  or a salt thereof’; or

(F) contacting a compound of formula

N=N
\
C/&/N\B

or a salt thereof, with a hydroxylating or halogenating agent to prepare a compound of formula

N:l\{ R100 N=’\{
C NN N\B\ o E ) NMez CP&/N\B\
A\
(6] O=<N
0
or
10 or a salt thereof’; or
(G1) contacting a compound of formula
N=N N=N
\ _ R100 NMe \
C/K/N\B I 2 CP’&/N\B
\ 0 O, \
A\N A\N
o
) o)
= =,

or

or a salt thereof, with a hydroxy deprotecting agent to prepare a compound of formula
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N=N

C&/N\B\
A

or a salt thereof; or

(G2) contacting a compound of formula

N=N
\
CP N\ N\B\

5 or asalt thereof, with one or more deprotecting agents to prepare the corresponding deprotected

compound of formula

or a salt thereof; or
any combination of the foregoing.
10 IB.  The process of clause 1A wherein steps (G1) and (G2) are performed
sequentially, contemporaneously, or simultaneously.
IC.  The process of clause 1A wherein steps (G1) and (G2) are performed
simultaneously.
ID.  The process of clauses 1 wherein the deprotecting agent and the hydroxy
15  deprotecting agent are the same.
1E.  The process of clauses 1 wherein C is N*-substituted phenyl.
2A. A process for preparing a compound of formula (I) as described herein,
the process comprising the step of

(a) contacting a compound of formula
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. Q/
%~R100
OR
© ‘OMe

or a salt thereof, where R'® is a hydroxyl protecting group, and L is a leaving group, with a

compound of formula
N=N

\
X UN
NH, NH,

HyN or N°

Z’Z

5 or asalt thereof, where N* is a protected amine, and a base; to prepare a compound of formula

or a salt thereof; or

(b) contacting a compound of formula

Ou..goj/

oy, 100
OR

© “OMe

10 or asalt thereof, with an amine protecting group forming agent to prepare a compound of

formula

or a salt thereof; or

(c) contacting a compound of formula
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or a salt thereof; or

5 (d) contacting a compound of formula

or a salt thereof, with an amine protecting group forming agent to prepare a compound of

formula

10 or a salt thereof’; or

(e) contacting a compound of formula
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or a salt thereof, with an oxidizing agent to prepare a compound of formula

=z

=N

or a salt thereof; or

(f) contacting a compound of formula

or a salt thereof; or

(g) contacting a compound of formula

10
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or a salt thereof; or

(h1) contacting a compound of formula

5
or a salt thereof; or
(h2) contacting a compound of formula
N=N
@&N
NP \\\\
N
0
=<o
or a salt thereof, with an amine deprotecting agent to prepare a compound of formula
N=N
Q&‘N
" 1\
N
0
=<o S
10
or a salt thereof; or
any combination of the foregoing.
2B.  The process of clause 2A wherein steps (h1) and (h2) are performed
sequentially, contemporaneously, or simultaneously.
15 2C.  The process of clause 2A wherein steps (h1) and (h2) are performed

simultaneously.
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3. The process of clauses 2 wherein the amine protecting group forming
agent is an acylating agent or amide, carbamate, or urea forming agent.

4. The process of any one of clauses 2 to 3 wherein the amine deprotecting
agent and the hydroxyl deprotecting agent are the same, such as ammonia or ammonium

5 hydroxide and a solvent.

5. The process of any one of clauses 1 to 4 wherein N* is NHC(O)CFs.

6A. A process for preparing a compound of formula (I) as described herein,
the process comprising the step of

(a’) contacting a compound of formula

NMe,

10
or a salt thereof, where R'® is a hydroxyl protecting group, and L is a leaving group, with a
compound of formula
N=N
N
A VN
NH,
O,N
or a salt thereof, and a base; to prepare a compound of formula
15

or a salt thereof; or

(b”) contacting a compound of formula

or a salt thereof, with an acid to prepare a compound of formula
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or a salt thereof; or

(c’) contacting a compound of formula

5 or asalt thereof, with an oxidizing agent to prepare a compound of formula

or a salt thereof; or

(d”) contacting a compound of formula

N=N
\
XN
= NMe,
O,N
N i (@]

10 or asalt thereof, with a fluorinating agent to prepare a compound of formula

or a salt thereof; or

(€’) contacting a compound of formula
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N=N

\
N
1\ o
O,N :
2 =<N
o)
oF

or a salt thereof; or

5 (f*) contacting a compound of formula

or a salt thereof; or

10 any combination of the foregoing.
6B.  The process of clause 6A wherein steps (e’) and (f”) are performed
sequentially, contemporaneously, or simultaneously.
6C.  The process of clause 6A wherein steps (e’) and (f”) are performed
simultaneously.
15 7. The process of clauses 6 wherein the hydroxy deprotecting agent and the

reducing agent are the same.
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8. The process of any one of clauses 1 to 7 wherein the leaving group is
halo, pentafluorophenoxy, a sulfonate, such as triflate, a hydroxyamino, such as an HOBt, or
imidazol-1-yl.

0. The process of any one of clauses 1 to 8 wherein the leaving group is
imidazol-1-yl.

10. The process of any one of clauses 1 to 9 wherein the base is DBU.

11A. The process of any one of clauses 1 to 10 wherein the acid is aqueous
HCI, such as 5% HCI, optionally with an organic cosolvent, such as a ketone, such as acetone.

11B. The process of any one of clauses 1 to 10 wherein the acid is HCl in an
organic cosolvent, such as a ketone, such as acetone, or an alcohol, such as methanol, or a
combination thereof.

12. The process of any one of clauses 1 to 11 wherein N* is an amide or
carbamate, such as Bz-NH, CF;C(O)-NH, Cbz-NH, Boc-NY, Fmoc-NY, BsMoc-NH, Trityl-
NH, MeOTrityl-NH, and the like

13. The process of any one of clauses 1 to 12 wherein the amine protecting
group forming agent is TFAA.

14. The process of any one of clauses 1 to 12 wherein the amine protecting
group forming agent is benzoyl chloride.

15. The process of any one of clauses 1 to 12 wherein the amine protecting
group forming agent is Boc-anhydride.

16. The process of any one of clauses 1 to 12 wherein the amine protecting
group forming agent is Fmoc chloride.

17. The process of any one of clauses 1 to 12 wherein the protected amine is
formed in the presence of base, such a TEA.

18. The process of any one of clauses 1 to 17 wherein the oxidizing agent is
trifluoroacetic anhydride in pyridine, PCC, Jones oxidation, TEMPO/NaOC]l, Swern oxidation,
Dess-Martin reagent, or Corey-Kim reagent.

19. The process of any one of clauses 1 to 17 wherein the oxidizing agent is
N-chlorosuccinimide (NCS)/DMS.

20. The process of any one of clauses 1 to 19 wherein the fluorinating agent
is NFSI, F-TEDA, or Selectfluor.

21. The process of any one of clauses 1 to 20 wherein the amine deprotecting

agent is an amide hydrolyzing, cleaving, or removing agent.
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22. The process of any one of clauses 1 to 20 wherein the amine deprotecting
agent is hydrogen, such as hydrogen gas or hydrogen produced in situ, such as by transfer
hydrogenation, such as by a transfer hydrogenation agent like formic acid, ammonium formate,
and the like, and a metal catalyst.

23. The process of any one of clauses 1 to 20 wherein the amine deprotecting
agent is ammonia, aqueous ammonia, or ammeonia or aqueous ammonia with an organic
cosolvent, such as an alcohol, such as methanol.

24. The process of any one of clauses 1 to 20 wherein the amine deprotecting
agent is a carbamate hydrolyzing, cleaving, or removing agent.

25. The process of any one of clauses 1 to 24 wherein the deprotecting agent
is an acid, such as TFA.

26. The process of any one of clauses 1 to 25 wherein the hydroxy
deprotecting agent is an ester hydrolyzing, cleaving, or removing agent.

27. The process of any one of clauses 1 to 25 wherein the hydroxy
deprotecting agent is an alcohol, such as methanol.

28. The process of any one of clauses 1 to 27 wherein the reducing agent is
hydrogen, such as hydrogen gas or hydrogen produced in situ, such as by transfer
hydrogenation, such as by a transfer hydrogenation agent like formic acid, ammonium formate,
and the like, and a metal catalyst.

29. The process of clause 28 wherein the metal catalyst is 5% Pd-C, 5% Pt-
C, 10% Pd-C, 10% Pd-C, Pearlman’s Catalyst, 20% Pd(OH)2, Raney-Ni, nickel sponge, iron,
and the like.

30. The process of any one of clauses 1 to 29 wherein C is aryl, heteroaryl,
arylalkyl, or heteroarylalkyl, each of which is optionally substituted.

31. The process of any one of clauses 1 to 30 wherein A is CH,.

32. The process of any one of clauses 1 to 31 wherein B is (CH,),.

33. The process of any one of clauses 1 to 31 wherein B is (CH>),, and n is
an integer between 2 and 6.

34, The process of any one of clauses 1 to 31 wherein B is (CH,),, and n is
an integer between 2 and 5.

35. The process of any one of clauses 1 to 31 wherein B is (CH>),, and n is

an integer between 3 and 6.
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36. The process of any one of clauses 1 to 31 wherein B is (CH,),, and n is
an integer between 3 and 5.

37. The process of any one of clauses 1 to 31 wherein B is (CH>),, and n is
an integer between 3 and 4.

38. The process of any one of clauses 1 to 31 wherein B is (CH;),, and n is 3.

39. The process of any one of clauses 1 to 38 wherein R'% s acyl.

40. The process of any one of clauses 1 to 38 wherein R'% s alkylcarbonyl
or optionally substituted benzoyl.

41. The process of any one of clauses 1 to 38 wherein R'% s acetyl or
benzoyl, or R'% s benzoyl.

42. The process of any one of clauses 1 to 41 wherein W is H or F.

43. The process of any one of clauses 1 to 41 wherein W is F.

%5 a hydroxy protecting group, such as

In another illustrative embodiment, R
an acyl group. Additional hydroxyl protecting groups are described in Greene & Wuts,
“Protective Groups in Organic Synthesis,” 2nd Ed. John Wiley & Sons, Inc., the disclosure of
which is incorporated herein by reference. In another embodiment, R100 is such an additional

100 -

hydroxyl protecting. In another illustrative embodiment, R™ is a sterically hindered acyl

100 . 100 .
-L, wherein R ™" is a sterically

group; formed with a sterically hindered acylating agent R
hindered acyl group and L is a leaving or activating group, to form the corresponding 2'-acyl
derivative.

Hlustrative sterically hindered acyl or diacyl derivatives include but are not
limited to cyclohexylcarbonyl, benzoyl, neopentoyl, pivaloyl, and the like. A wide variety of
activating groups for forming the acyl derivative may be used to prepare the required acylating
agent, including but not limited to anhydrides, chlorides, triflates, bromides, and the like. In
one aspect, the sterically hindered acylating agent is benzoic anhydride, or an equivalent
activated benzoyl reagent capable of forming a benzoyl ester at the 2' or both the 2" and 4’

19§ an optionally substituted benzoyl group, and the

positions. In another embodiment R
process includes an optionally substituted benzoic anhydride, or an equivalent activated
optionally substituted benzoylating reagent capable of forming the optionally substituted
benzoyl ester.

Acylation is generally performed in the presence of a solvent and a base.

[lustrative solvents include, but are not limited to, ethyl acetate, dichloromethane, acetone,

pyridine and the like, and mixtures thereof. Illustrative bases include but are not limited to
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inorganic bases, such as sodium and potassium bicarbonates and carbonates, sodium and
potassium hydroxides, and the like, and mixtures thereof; and amine bases, such as pyridine,
dimethylaminopyridine (DMAP), triethylamine (TEA), diisopropylethylamine (DIPEA, Hiinigs
base), 1,4-diazabicyclo[2.2.2]octane (DABCO), and the like, and mixtures thereof. The
5 reaction may be performed at a variety of temperatures, such as in the range from about 0°C to
about 60°C, and illustratively at about 10°C to about 30°C.
In another illustrative embodiment, processes are described for preparing

compounds of formulae

z
i
z

N=N
\

\
C&/N\B : R NMe, CF”&/N\B
N \
AL A_
N o N
¢} OF
O
R100
L
(0]
0 YoMe

10
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o} %BZ
and salts thereof. The processes are generally performed in the presence of a polar solvent,
including polar protic and polar aprotic solvents, or a mixture thereof. Illustrative polar protic
solvents include, but are not limited to water, alcohols, such as methanol, ethanol, isopropanol,
n-propanol, n-butanol, iso-butyl alcohol, tert-butyl alcohol, methoxyethanol, ethoxyethanol,
pentanol, neo-pentyl alcohol, tert-pentyl alcohol, cyclohexanol, ethylene glycol, propylene
glycol, benzyl alcohol, formamide, N-methylacetamide, N-methylformamide, glycerol, and the
like, and mixtures thereof. Illustrative polar aprotic solvents include, but are not limited to
dimethylformamide (DMF), dimethylacetamide (DMAC), 1,3-dimethyl-3.4,5,6-tetrahydro-
2(1H)-pyrimidinone (DMPU), 1,3-dimethyl-2-imidazolidinone (DMI), N-methylpyrrolidinone
(NMP), acetonitrile, dimethylsulfoxide (DMSO), propionitrile, ethyl formate, methyl acetate,
hexachloroacetone, HMPA, HMPT, acetone, ethyl methyl ketone, ethyl acetate, isopropyl
acetate, t-butyl acetate, sulfolane, N,N-dimethylpropionamide, nitromethane, nitrobenzene,
tetrahydrofuran (THF), methyl tetrahydrofuran, dioxane, polyethers, and the like, and mixtures
thereof. The processes may also be performed in the presence of an additional base.
[lustrative bases include, but are not limited to DBU, DABCO, TEA, DIPEA, piperidine, and
the like, and mixtures thereof.

In another illustrative embodiment, processes are described for preparing

compounds of formulae
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and salts thereof. The processes are generally performed in the presence of an acid. Illustrative
acids include, but are not limited to, hydrochloric acid, hydrobromic acid, sulfuric acid, nitric
acid, phosphoric acid, perchloric acid, trifluoroacetic acid, formic acid, hydrofluoric acid, and
the like, and mixtures thereof. In one variation, the acid is hydrochloric acid. The processes are
generally performed in a solvent such as water, a polar organic solvent, including alcohols such
as methanol, ethanol, isopropanol, n-propanol, tert-butanol, n-butanol, and the like, and

mixtures thereof. The processes may be performed at a wide variety of temperatures, including
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temperatures in the range from about 0°C to about 70°C, and illustratively in the range from
about 20°C to about 60°C.

In another illustrative embodiment, processes are for preparing compounds of

NMe,

and salts thereof. The processes are generally performed in the presence of an oxidizing agent.
Mlustrative oxidizing reagents and conditions, include but are not limited to Corey-Kim
oxidation, such as dimethylsulfide/N-chlorosuccinimide (DMS/NCS), di-n-butylsulfide/N-
chlorosuccinimide, Dess-Martin reagent, Pfitzner-Moffat methods and modifications thereof,
Swern conditions, such as DMSO/oxalyl chloride, DMSO/phosphorous pentoxide, DMSO/p-
toluene sulfonyl chloride, DMSO/acetic anhydride, DMSO/trifluoroacetic anhydride, and
DMSO/thionyl chloride, manganese, chromium and selenium reagents, tertiary amine oxides,
Ni(Ac)./hypochlorite, DMSO/EDAC- HCl/pyridine. TFA and the like, and variations thereof,
such as by including one or more phase-transfer catalysts.

In another illustrative embodiment, process are described for preparing

compounds of formulae
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5 and salts thereof. The processes are generally performed in the presence of a fluorinating agent.
[lustrative fluorinating agents include (PhSO,),N-F (NFSI or N-fluorosulfonimide), F-TEDA,
F-TEDA-BF,, 1-fluoro-4-hydroxy-1,4-diazoniabicyclo[2.2.2]octane bis(tetrafluoroborate), and
the like, in the presence of solvent and base, such as t-BuOK.

In another illustrative embodiment, processes are described for preparing

10 compounds of formulae

N=N N:l\{
\
C&/N\B/A CP&/N\B/A
“NH, “NH,
N=N N=N N=N
\ \ \
N N\/\/\ %Nm N N\/\/\
NH NH
H,N 2 NP NH, O,N 2

and salts thereof via Huisgen cyclization in the presence of a copper catalyst and base. The
Huisgen cyclization is generally performed either solvent-free, in water or in an organic solvent

15  such as acetonitrile or toluene, in the presence of base. Illustrative bases include but are not
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limited to organic bases, including alkyl and heteroaryl bases, such as triethylamine,
diisopropylethylamine, DABCO, pyridine, lutidine, and the like, and inorganic bases, such as
NaOH, KOH, K,COs, NaHCO3, and the like. The base is illustratively diisopropyl ethyl amine
(DIPEA). The reaction is carried out at temperatures ranging from 20°C to 80°C. The reaction
may also be promoted with the use of a catalyst, including but not limited to a copper halide,
illustratively copper iodide. The ratio of Cul to azide is illustratively from about 0.01 to 1 to
about 0.1 to 1. In an alternate embodiment, the catalyst is an organic catalyst, such as
phenolphthalein. Additional reaction conditions are described by Sharpless et al. in U.S. Patent
Application Publication No. US 2005/0222427, Liang et al. in Bioorg. Med. Chem. Lett. 15
(2005) 1307-1310, and Romero et al. in Tetrahedron Letters 46 (2005) 1483—-1487, the
disclosures of which are incorporated herein by reference.

In another illustrative embodiment, processes are described for deprotecting

compounds of formula
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and salts thereof with an alcohol to prepare the corresponding deprotected compound of
formula (I). Illustrative alcohols include, but are not limited to, methanol, ethanol, n-propanol,
isopropanol, tert-butanol, n-butanol or mixtures thereof. Illustratively, the alcohol is methanol.
The reaction may be performed at a temperature of about 0°C to about 100°C, or at about 20°C
to about 70°C. The reaction may also be performed in the presence of mineral acid, such as a
mineral acid selected from HCI, H,SO,4 and the like, and mixtures thereof. In one illustrative
embodiment the reaction is carried out in methanol at a temperature of about 55°C.

In another illustrative embodiment, processes are described for reducing

compounds of formula

and salts thereof. The processes are generally performed in the presence of a reducing agent.
Mlustrative reducing agents include, but are not limited to, hydrogen gas, iron and an acid,
transfer hydrogenation agents, Raney-Ni, nickel sponge, metal catalysts, such as Pt, Pd, and the
like.

In another illustrative embodiment, described herein are compounds of formulae
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and salts thereof.

In another illustrative embodiment, described herein are compounds of formulae
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and salts thereof.

In another illustrative embodiment, described herein are compounds of formulae
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and salts thereof.

In another illustrative embodiment, described herein are compounds of formulae
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and salts thereof.

In another illustrative embodiment, described herein are compounds of formulae

N:N\ N:l\{
C&N‘B/A CP’K/N‘B/A
5 “NH, “NH;,
N=N N=N N=N
Q/K/\N \ A \N
X \/\/\ XN \/\/\
. \/\/\NH2 NHs
HyoN NP OyN

and salts thereof. In another embodiment, N' is an amide, or carbamate, such as Bz-NH,
CFs;C(0O)-NH, Cbz-NH, Boc-NY, Fmoc-NY, BsMoc-NH, Trityl-NH, MeOTrityl ((4-
methoxyphenyl)diphenylmethyl)-NH, and the like.

10 In another illustrative embodiment, described herein are compounds of formulae

\ 100
? $ NMe, CP
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and salts thereof.

In another illustrative embodiment, described herein are compounds of formulae

=z

and salts thereof.
It is to be understood that in each of the foregoing embodiments, in each
instance, the selection of each of RIOO, NP, A, B, C, CP, W, and L is independently made from
10 any of the species, subgenera, and genera described herein. In addition, it is to be understood
that every combination of each of those selections of RIOO, NP, A, B, C, CP, W, and L is
described herein, including any combinations of species thereof, subgenera thereof, and genera
thereof.
In each of the foregoing and each of the following embodiments, it is also to be
15  understood that the formulae include and represent any and all crystalline forms, partially

crystalline forms, and non-crystalline and/or amorphous forms of the compounds.
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In each of the foregoing and each of the following embodiments, it is also to be
understood that the formulae include and represent not only all pharmaceutically acceptable
salts of the compounds, but also include any and all hydrates and/or solvates of the compound
formulae. It is appreciated that certain functional groups, such as the hydroxy, amino, and like
groups form complexes and/or coordination compounds with water and/or various solvents, in
the various physical forms of the compounds. Accordingly, the above formulae are to be
understood to be a description of such hydrates and/or solvates, including pharmaceutically
acceptable solvates.

As used herein, the term “solvates” refers to compounds described herein
complexed with a solvent molecule. It is appreciated that compounds described herein may
form such complexes with solvents by simply mixing the compounds with a solvent, or
dissolving the compounds in a solvent. It is appreciated that where the compounds are to be
used as pharmaceuticals, such solvents are pharmaceutically acceptable solvents. It is further
appreciated that where the compounds are to be used as pharmaceuticals, the relative amount of
solvent that forms the solvate should be less than established guidelines for such pharmaceutical
uses, such as less than International Conference on Harmonization (ICH) Guidelines. It is to be
understood that the solvates may be isolated from excess solvent by evaporation, precipitation,
and/or crystallization. In some embodiments, the solvates are amorphous, and in other
embodiments, the solvates are crystalline.

As used herein, the term “‘alkyl” includes a chain of carbon atoms, which is
optionally branched. As used herein, the terms “alkenyl” and “alkynyl” each include a chain of
carbon atoms, which is optionally branched, and include at least one double bond or triple bond,
respectively. It is to be understood that alkynyl may also include one or more double bonds. It
is to be further understood that in certain embodiments, alkyl is advantageously of limited
length, including C;-Cy4, C;-Ci,, C;-Cg, C1-Cs, and C1-Cy4, and C,-Cypy, Co-Cya, C5-Cs, C5-Ce,
and C,-Cy4, and the like Illustratively, such particularly limited length alkyl groups, including
C-Cs, C1-Ce, and C;-Cy, and C,-Cs, C1-Cs, and C,-Cy4, and the like may be referred to as lower
alkyl. It is to be further understood that in certain embodiments alkenyl and/or alkynyl may
each be advantageously of limited length, including C,-Cy4, C-C 3, C5-Cs, C,-Cg, and C,-Cy,
and C3-Ca4, C3-C2, C3-Cs, C3-Cs, and C3-Cy, and the like Illustratively, such particularly
limited length alkenyl and/or alkynyl groups, including C,-Cs, C»-Cs, and C,-Cy, and C3-Cg, Cs-
Cs, and C;s-Cy4, and the like may be referred to as lower alkenyl and/or alkynyl. It is appreciated
herein that shorter alkyl, alkenyl, and/or alkynyl groups may add less lipophilicity to the



10

15

20

25

30

WO 2014/145210 PCT/US2014/029932

-32-

compound and accordingly will have different pharmacokinetic behavior. In embodiments of
the invention described herein, it is to be understood, in each case, that the recitation of alkyl
refers to alkyl as defined herein, and optionally lower alkyl. In embodiments of the invention
described herein, it is to be understood, in each case, that the recitation of alkenyl refers to
alkenyl as defined herein, and optionally lower alkenyl. In embodiments of the invention
described herein, it is to be understood, in each case, that the recitation of alkynyl refers to
alkynyl as defined herein, and optionally lower alkynyl. Illustrative alkyl, alkenyl, and alkynyl
groups are, but not limited to, methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl,
tert-butyl, pentyl, 2-pentyl, 3-pentyl, neopentyl, hexyl, heptyl, octyl, and the like, and the
corresponding groups containing one or more double and/or triple bonds, or a combination
thereof.

As used herein, the term “alkylene” includes a divalent chain of carbon atoms,
which is optionally branched. As used herein, the term “alkenylene” and “alkynylene” includes
a divalent chain of carbon atoms, which is optionally branched, and includes at least one double
bond or triple bond, respectively. It is to be understood that alkynylene may also include one or
more double bonds. It is to be further understood that in certain embodiments, alkylene is
advantageously of limited length, including C;-Cy4, C;-Cy2, C1-Cs, C1-Cs, and C;-Cy4, and C,-
Ca4, Co-Cya, C2-Cs, C2-Cs, and C»-Cy, and the like. Illustratively, such particularly limited
length alkylene groups, including C;-Csg, C;-Cs, and C1-C4, and C,-Cg, C2-Ce, and C,-Cy, and
the like may be referred to as lower alkylene. It is to be further understood that in certain
embodiments alkenylene and/or alkynylene may each be advantageously of limited length,
including C,-Cay, C1-Ci2, C2-Cg, C3-Cs, and C1-Cy, and C3-Caa, C3-Cj2, C3-Cs, C3-Cs, and Cs-
C4, and the like. Illustratively, such particularly limited length alkenylene and/or alkynylene
groups, including C,-Cg, C,-Cg, and C,-Cy, and C;3-Cg, C3-Cg, and C3-Cy, and the like may be
referred to as lower alkenylene and/or alkynylene. It is appreciated herein that shorter alkylene,
alkenylene, and/or alkynylene groups may add less lipophilicity to the compound and
accordingly will have different pharmacokinetic behavior. In embodiments of the invention
described herein, it is to be understood, in each case, that the recitation of alkylene, alkenylene,
and alkynylene refers to alkylene, alkenylene, and alkynylene as defined herein, and optionally
lower alkylene, alkenylene, and alkynylene. Illustrative alkyl groups are, but not limited to,
methylene, ethylene, n-propylene, isopropylene, n-butylene, isobutylene, sec-butylene,

pentylene, 1,2-pentylene, 1,3-pentylene, hexylene, heptylene, octylene, and the like.
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As used herein, the term “cycloalkyl” includes a chain of carbon atoms, which is
optionally branched, where at least a portion of the chain in cyclic. It is to be understood that
cycloalkylalkyl is a subset of cycloalkyl. It is to be understood that cycloalkyl may be
polycyclic. Illustrative cycloalkyl include, but are not limited to, cyclopropyl, cyclopentyl,
cyclohexyl, 2-methylcyclopropyl, cyclopentyleth-2-yl, adamantyl, and the like. As used herein,
the term “cycloalkenyl” includes a chain of carbon atoms, which is optionally branched, and
includes at least one double bond, where at least a portion of the chain in cyclic. It is to be
understood that the one or more double bonds may be in the cyclic portion of cycloalkenyl
and/or the non-cyclic portion of cycloalkenyl. It is to be understood that cycloalkenylalkyl and
cycloalkylalkenyl are each subsets of cycloalkenyl. It is to be understood that cycloalkyl may
be polycyclic. Illustrative cycloalkenyl include, but are not limited to, cyclopentenyl,
cyclohexylethen-2-yl, cycloheptenylpropenyl, and the like. It is to be further understood that
chain forming cycloalkyl and/or cycloalkenyl is advantageously of limited length, including Cs-
Caa, C3-Cya, C3-Cs, C3-Cs, and Cs-Ce. It is appreciated herein that shorter alkyl and/or alkenyl
chains forming cycloalkyl and/or cycloalkenyl, respectively, may add less lipophilicity to the
compound and accordingly will have different pharmacokinetic behavior.

As used herein, the term “heteroalkyl” includes a chain of atoms that includes
both carbon and at least one heteroatom, and is optionally branched. Illustrative heteroatoms
include nitrogen, oxygen, and sulfur. In certain variations, illustrative heteroatoms also include
phosphorus, and selenium. As used herein, the term “cycloheteroalkyl” including heterocyclyl
and heterocycle, includes a chain of atoms that includes both carbon and at least one
heteroatom, such as heteroalkyl, and is optionally branched, where at least a portion of the
chain is cyclic. Illustrative heteroatoms include nitrogen, oxygen, and sulfur. In certain
variations, illustrative heteroatoms also include phosphorus, and selenium. Illustrative
cycloheteroalkyl include, but are not limited to, tetrahydrofuryl, pyrrolidinyl, tetrahydropyranyl,
piperidinyl, morpholinyl, piperazinyl, homopiperazinyl, quinuclidinyl, and the like.

As used herein, the term “aryl” includes monocyclic and polycyclic aromatic
carbocyclic groups, each of which may be optionally substituted. Illustrative aromatic
carbocyclic groups described herein include, but are not limited to, phenyl, naphthyl, and the
like. As used herein, the term “heteroaryl” includes aromatic heterocyclic groups, each of
which may be optionally substituted. Illustrative aromatic heterocyclic groups include, but are
not limited to, pyridinyl, pyrimidinyl, pyrazinyl, triazinyl, tetrazinyl, quinolinyl, quinazolinyl,

quinoxalinyl, thienyl, pyrazolyl, imidazolyl, oxazolyl, thiazolyl, isoxazolyl, isothiazolyl,
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oxadiazolyl, thiadiazolyl, triazolyl, benzimidazolyl, benzoxazolyl, benzthiazolyl,
benzisoxazolyl, benzisothiazolyl, and the like.

As used herein, the term “amino” includes the group NHa», alkylamino, and
dialkylamino, where the two alkyl groups in dialkylamino may be the same or different, i.e.
alkylalkylamino. Illustratively, amino includes methylamino, ethylamino, dimethylamino,
methylethylamino, and the like. In addition, it is to be understood that when amino modifies or
is modified by another term, such as aminoalkyl, or acylamino, the above variations of the term
amino are included therein. Illustratively, aminoalkyl includes H,N-alkyl, methylaminoalkyl,
ethylaminoalkyl, dimethylaminoalkyl, methylethylaminoalkyl, and the like. Illustratively,
acylamino includes acylmethylamino, acylethylamino, and the like.

As used herein, the term “amino and derivatives thereof” includes amino as
described herein, and alkylamino, alkenylamino, alkynylamino, heteroalkylamino,
heteroalkenylamino, heteroalkynylamino, cycloalkylamino, cycloalkenylamino,
cycloheteroalkylamino, cycloheteroalkenylamino, arylamino, arylalkylamino,
arylalkenylamino, arylalkynylamino, heteroarylamino, heteroarylalkylamino,
heteroarylalkenylamino, heteroarylalkynylamino, acylamino, and the like, each of which is
optionally substituted. The term “amino derivative” also includes urea, carbamate, and the like.

As used herein, the term “hydroxy and derivatives thereof” includes OH, and
alkyloxy, alkenyloxy, alkynyloxy, heteroalkyloxy, heteroalkenyloxy, heteroalkynyloxy,
cycloalkyloxy, cycloalkenyloxy, cycloheteroalkyloxy, cycloheteroalkenyloxy, aryloxy,
arylalkyloxy, arylalkenyloxy, arylalkynyloxy, heteroaryloxy, heteroarylalkyloxy,
heteroarylalkenyloxy, heteroarylalkynyloxy, acyloxy, and the like, each of which is optionally
substituted. The term “hydroxy derivative” also includes carbamate, and the like.

As used herein, the term “‘thio and derivatives thereof” includes SH, and
alkylthio, alkenylthio, alkynylthio, heteroalkylthio, heteroalkenylthio, heteroalkynylthio,
cycloalkylthio, cycloalkenylthio, cycloheteroalkylthio, cycloheteroalkenylthio, arylthio,
arylalkylthio, arylalkenylthio, arylalkynylthio, heteroarylthio, heteroarylalkylthio,
heteroarylalkenylthio, heteroarylalkynylthio, acylthio, and the like, each of which is optionally
substituted. The term ‘“‘thio derivative” also includes thiocarbamate, and the like.

As used herein, the term “acyl” includes formyl, and alkylcarbonyl,
alkenylcarbonyl, alkynylcarbonyl, heteroalkylcarbonyl, heteroalkenylcarbonyl,
heteroalkynylcarbonyl, cycloalkylcarbonyl, cycloalkenylcarbonyl, cycloheteroalkylcarbonyl,
cycloheteroalkenylcarbonyl, arylcarbonyl, arylalkylcarbonyl, arylalkenylcarbonyl,
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arylalkynylcarbonyl, heteroarylcarbonyl, heteroarylalkylcarbonyl, heteroarylalkenylcarbonyl,
heteroarylalkynylcarbonyl, acylcarbonyl, and the like, each of which is optionally substituted.

As used herein, the term “carbonyl and derivatives thereof” includes the group
C(0), C(S), C(NH) and substituted amino derivatives thereof.

As used herein, the term “carboxylic acid and derivatives thereof” includes the
group CO,H and salts thereof, and esters and amides thereof, and CN.

As used herein, the term “sulfinic acid or a derivative thereof” includes SO,H
and salts thereof, and esters and amides thereof.

As used herein, the term “sulfonic acid or a derivative thereof” includes SOs;H
and salts thereof, and esters and amides thereof.

As used herein, the term “‘sulfonyl” includes alkylsulfonyl, alkenylsulfonyl,
alkynylsulfonyl, heteroalkylsulfonyl, heteroalkenylsulfonyl, heteroalkynylsulfonyl,
cycloalkylsulfonyl, cycloalkenylsulfonyl, cycloheteroalkylsulfonyl, cycloheteroalkenylsulfonyl,
arylsulfonyl, arylalkylsulfonyl, arylalkenylsulfonyl, arylalkynylsulfonyl, heteroarylsulfonyl,
heteroarylalkylsulfonyl, heteroarylalkenylsulfonyl, heteroarylalkynylsulfonyl, acylsulfonyl, and
the like, each of which is optionally substituted.

The term "optionally substituted" as used herein includes the replacement of
hydrogen atoms with other functional groups on the radical that is optionally substituted. Such
other functional groups illustratively include, but are not limited to, amino, hydroxyl, halo,
thiol, alkyl, haloalkyl, heteroalkyl, aryl, arylalkyl, arylheteroalkyl, heteroaryl, heteroarylalkyl,
heteroarylheteroalkyl, nitro, sulfonic acids and derivatives thereof, carboxylic acids and
derivatives thereof, and the like. Illustratively, any of amino, hydroxyl, thiol, alkyl, haloalkyl,
heteroalkyl, aryl, arylalkyl, arylheteroalkyl, heteroaryl, heteroarylalkyl, heteroarylheteroalkyl,
and/or sulfonic acid is optionally substituted.

As used herein, the terms "optionally substituted aryl" and "optionally
substituted heteroaryl" include the replacement of hydrogen atoms with other functional groups
on the aryl or heteroaryl that is optionally substituted. Such other functional groups
illustratively include, but are not limited to, amino, hydroxy, halo, thio, alkyl, haloalkyl,
heteroalkyl, aryl, arylalkyl, arylheteroalkyl, heteroaryl, heteroarylalkyl, heteroarylheteroalkyl,
nitro, sulfonic acids and derivatives thereof, carboxylic acids and derivatives thereof, and the
like. Illustratively, any of amino, hydroxy, thio, alkyl, haloalkyl, heteroalkyl, aryl, arylalkyl,
arylheteroalkyl, heteroaryl, heteroarylalkyl, heteroarylheteroalkyl, and/or sulfonic acid is
optionally substituted.
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Illustrative substituents include, but are not limited to, a radical —(CHZ)XZX,
where x is an integer from 0-6 and Z* is selected from halogen, hydroxy, alkanoyloxy,
including C;-Cs alkanoyloxy, optionally substituted aroyloxy, alkyl, including C;-Ce alkyl,
alkoxy, including C;-Cs¢ alkoxy, cycloalkyl, including Cs-Cg cycloalkyl, cycloalkoxy, including
C5-Cs cycloalkoxy, alkenyl, including C,-Cg alkenyl, alkynyl, including C,-Cg¢ alkynyl,
haloalkyl, including C;-Cs haloalkyl, haloalkoxy, including C;-Cs haloalkoxy, halocycloalkyl,
including Cs-Cs halocycloalkyl, halocycloalkoxy, including Cs-Cs halocycloalkoxy, amino, Ci-
C¢ alkylamino, (C;-Cg alkyl)(C;-Ce alkyl)amino, alkylcarbonylamino, N-(C;-Cq
alkyl)alkylcarbonylamino, aminoalkyl, C;-C¢ alkylaminoalkyl, (C;-Cg alkyl)(C;-Cs
alkyl)aminoalkyl, alkylcarbonylaminoalkyl, N-(C;-Cs alkyl)alkylcarbonylaminoalkyl, cyano,
and nitro; or 7% is selected from -CO,R* and —CONR5R6, where R4, RS, and R® are each
independently selected in each occurrence from hydrogen, C;-Cs alkyl, aryl-C;-Cs alkyl, and
heteroaryl-C;-Cg alkyl.

[lustrative heterocycles include, but are not limited to pyrrolidines, piperidines,
oxazolidines, isoxazolidines, thiazolidines, isothiazolidines, pyrrolidinones, piperidinones,
oxazolidinones, isoxazolidinones, thiazolidinones, isothiazolidinones, and succinimides.

As used herein, the term “leaving group” refers to a reactive functional group
that generates an electrophilic site on the atom to which it is attached such that nucleophiles
may be added to the electrophilic site on the atom. Illustrative leaving groups include, but are
not limited to, halogens, optionally substituted phenols, acyloxy groups, sulfonoxy groups, and
the like. It is to be understood that such leaving groups may be on alkyl, acyl, and the like.
Such leaving groups may also be referred to herein as activating groups, such as when the
leaving group is present on acyl. In addition, conventional peptide, amide, and ester coupling
agents, such as but not limited to PyBop, BOP-Cl, BOP, pentafluorophenol,
isobutylchloroformate, and the like, form various intermediates that include a leaving group, as
defined herein, on a carbonyl group.

It is to be understood that where members are grouped together in a common
manner, such as in a Markush group, the present invention encompasses not only the entire
group listed as a whole, but each member of the group individually and all possible subgroups
of the main group. Accordingly, for all purposes, the present invention encompasses not only
the main group, but also the main group absent one or more of the group members. The present
invention also envisages the explicit exclusion of one or more of any of the group members in

the claimed invention.
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In another embodiment, the following process steps and compounds are each

individually described herein.
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The corresponding process where C is replace by C in one or more steps is also described
herein.
In another embodiment, the following process steps and compounds are each

individually described herein.
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where RC is amino, or a protected amino derivative such as N, or nitro. The corresponding

process where RC is N is also described herein.
In another embodiment, the following process steps and compounds are each

individually described herein.
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b > M YN oo
Fc” 0 O:<O - it : agent
N Step 7 0 o=<
FsC OoF Step 8
intermediate 6 F

(o]
intermediate 7

CEM-101

In another embodiment, the following process steps and compounds are each

individually described herein.
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. 0. agent
Stage5 OoN EE——
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hydroxy
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Stage 7 % e
Stage 8

CEM-101

The processes and compounds described herein are further illustrated by the
following examples. The following examples are intended to be illustrative and should not be

construed or considered to be limiting in any manner.

EXAMPLES
EXAMPLE. CEM-101 is prepared according to the following process.
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\N/

Oy A (l)HO,,
HO te” e, < 1 Q
o Bz,0, TEA

o) P —
gOH DMAP, CH.Cl,,
0 <|) RT, 48 h

Mass =747

Clarithromycin

ONO

O\(\N’\/\/NHz

N:N
(side chain)
_— =

DBU, DMF, RT,
38 h

83-90%

Stage-3

Mass =960

MF=CHgeNeO, 5

5% Pd-C, AcOH

PCT/US2014/029932

CDI, DBU
DMF, RT, 16 h
83-86% | 84-89%
Mass =955
MF=C,,H,,NO,, Stage-2

Stage-1

NO
N o
N

N
H O\N/
N A h\ MeOH/HCI
o= o] -
07F (o} acetone, RT,
» 16 h
‘0 OYQ
Mass =1224 ' o 70-83% Mass =962
MF=C ¢, HgsN: O, Stage-4 MF=CgoH7oN:O 15

MeOH, H,-40 psi,
40 °C, 48 h

Stage-8

NFSI, KO'Bu MeOH
—_
THF:DMF (1:9), reflux, 12 h
-85 °C to -60 °C, 5 h
Stage-7
Stage-6 Mass =978 age
MF=C;,Hg,FNgO,
Mass =844
MF=C ;Hg;FNO,,
EXAMPLE. Compounds of the formula
100
F|< NMe,

Mass =1031

MF=CssH;7N3O15

NCS, DMS

Y

DIPEA, CH,Cl,,
-45°C 10 -40°C, 5 h

69-75%

Stage-5

MF=C ,;Hg;FNGO,,
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where R100 s a hydroxy protecting group, such as an acyl group, including acetyl, benzoyl,
and the like, are prepared using conventional processes, such as but not limited to processes
described in PCT International Publication Nos. W(Q/2009/055557 and W0O/2011/146829, the
disclosures of which are incorporated herein by reference, in their entirety.

EXAMPLE. Stage 1.

"

/
=

\

o)

0™ Bz,0, TEA

HOZ ‘EO/\( -
. ~.. DMAP, CH.CI
v 'OH ’ 2 2,
o o} RT, 48 h

|
Mass =747 83-86%
Mass =955

Clarithromycin Stage-1 MF=C_H..NO,,

Preparation of 2',4"-di-O-benzoyl-6-O-methylerythromycin A. 125 mL of ethyl acetate was
added to 25 g clarithromycin A. 26.5 g benzoic anhydride, 5.7 g 4-dimethylamino pyridine and
6.7 g triethylamine were added to the reaction mixture at 25°C to 35°C. The reaction mixture

was stirred for about 70 hours at ambient temperature. After completion of the reaction, ethyl

acetate was distilled out to obtain the title compound.

EXAMPLE. Stage 2.

CDI, DBU

DMF, 0°C toRT
16 h

I 84-89% P
Mass =955 Mass =1031
MF=C H NO MF=C H NO
52 77 15 Stage_2 56 77 3 15

Preparation of 10,11-anhydro-2',4"-di-O-benzoyl-12-O-imidazolylcarbonyl-6-O-
methylerythromycin A. Dimethylformamide (DMF, 100 mL) was added to 2',4"-di-O-benzoyl-
6-O-methylerythromycin A at 25-35°C, then 1,8-diazabicyclo[5.4.0Jundec-7-ene (DBU 6.4 g)
was added to the reaction mixture and stirred at ambient temperature. 1,1'-Carbonyldiimidazole
(CDI, 17 g) was added to the reaction and it was stirred until completion at ambient
temperature. The title compound is isolated by addition of water, and collecting the resulting

precipitate.
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EXAMPLE. Compounds of formulae (A)

N=N N:N\

R
C&N\B/A CP&/N\B’A

“NH, “NH, (A)
where A, B, C, and C" are as defined herein in each of the embodiments described herein, are

prepared using conventional processes. Similarly, compounds of formula (A1)

N=N\
N
\/\/\NH2
O,N (A 1)
are prepared using conventional processes. Similarly, compounds of formula (A2)
N:l\{ N=N
N ™ N
\/\/\NH2 \/\/\NH
H,N NP 2 (A2)

where N” is as defined herein in each of the embodiments described herein, are prepared using
conventional processes. It is appreciated that the aminophenyl group of the compounds of
formula (A2) may be protected prior to addition to Intermediate 3. Amino protected amide,
carbamate, and urea derivatives are also prepared using conventional processes.

EXAMPLE. Illustratively, the foregoing compounds may be prepared by the

following processes, illustrated for compounds of formula (A1) :

(@] . . (@]
benzyltriethylammonium
Br chloride /\/\/Br
N-K+ + B " N
K,CO,, acetone, RT, 96 h
© 75% o
MW = 185.23 MW =216 MW = 283
Stage-1
O,N —
(@]
NaN,, tetrabutylammonium bromide N MW = 147
N/\/\/ 3
acetone, reflux Cul, acetonitrile, 55-60 °C
@]
90%
MW = 244 86%
Stage-2 Stage-3
O =N —
N NO: N, NH,H,0 N=N NO,
/\/\/N S - = /\/\/N Y
N MeOH, reflux H,N
o] 60%
MW = 391 MW = 261

Stage-4
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It is to be understood that the foregoing process may be used to prepare
compounds of the formula (A) and/or (A1), including amino-protected derivatives thereof by

the appropriate selection of starting materials, such as

0
N //\ ~ B./ N3
0
and
C—== CP—== HuN and NP

and the like, where A, B, C, CP, and N” are as defined herein in each of the embodiments

described herein.

EXAMPLE. Stage 3.

(side chain)

DBU, DMF,
0°C to RT,
38h

Mass =1031 Y 83-90%

MF=C H NO Mass =1224
56 77 3 15 Stage'3 MF=C H NO

65 88 6 17

To a solution Stage-2 compound dissolved in 3000 mL of DMF (5.0 v, M/C <1.0%) at 0-5°C
was added drop wise DBU followed by side chain in portions. The reaction mixture was
allowed to come to room temperature and stirred for 36 h. The HPLC recorded after 36 h
showed <1% of un-reacted Stage-2 compound.

The reaction mixture was poured into ice cold water (6000 mL) and stirred for 2
h. The solid was filtered, washed with water (2500 mL) and suck dried for 2 h to obtain 650 g
of crude product with 85% HPLC purity.

The crude product was added at room temperature to a bi-phasic solution of
ethyl acetate (1500 mL) and 1 N aqueous HCI (1500 mL) and stirred for 1h. The solid was
filtered, washed with ethyl acetate (600 mL) and suck dried for 2 h. The solid was suspended
again in ethyl acetate (1500 mL), stirred for 1h at room temperature and filtered. The filter cake
was dried in a vacuum oven at 40-45 °C till the moisture content was not more than 3%. The

pure product was obtained as a white solid in 88% yield (620 g) and 98% purity.
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EXAMPLE. Stage 4.

h\ MeOH/HCI
oL, _

acetone, RT,
o 7(© 16 h
Mass 1224 ° 70-83% Mass =962
MF=C,.H,,N, O, Stage-4 MF=C,H.,N,O,,

To a solution of Stage-3 compound in 1800 mL of acetone at 0 to 5 °C was added 272 mL of
methanolic HCI slowly and the reaction mixture was stirred for additional 30 min at the same
temperature. The reaction was then allowed to come to room temperature and stirred for 16 h.

After completion of the reaction, the reaction mixture was distilled under
reduced pressure and obtained the product as a gummy residue. The crude mass was stirred
with ethyl acetate and decanted to remove benzoyl cladinose and other impurities. Alternately,
the gummy residue was dissolved in water and then extracted with toluene to remove benzoyl
cladinose and other impurities. Then the aqueous layer was basified using 10% aqueous
sodium hydroxide solution, then extracted with ethyl acetate to get decladinose product.
Optionally, the distillation was performed after adjusting the pH with aqueous sodium
bicarbonate solution.

The suspension was filtered and washed with acetone (200 mL). The pH of the
filtrate was adjusted to 5 using saturated aqueous sodium bicarbonate solution and the solvents
acetone and methanol were distilled under reduced pressure (below 40-45 °C). The residue was
extracted with dichloromethane (3x 200 mL) and the combined organic layer was dried over
anhydrous sodium sulphate and distilled dichloromethane to obtain 130 g of crude product. The
HPLC showed benzoyl cladinose and the desired product as major peaks (together showed 98 %
by area).

The crude product was stirred at room temperature in 5% ethyl acetate in
hexanes (40 mL of ethyl acetate and 760 mL of hexanes) for 2 h and filtered. The filter cake
was washed with 5% ethyl acetate in hexanes (10 mL of ethyl acetate and 190 mL of hexanes)

and dried in a vacuum oven at 40-45 °C till the LOD was note more than 1% and M/C not more
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than 0.5%. The pure was obtained as a white solid in 86.6 % yield (132 g) and 92.0% HPLC
purity.
EXAMPLE. Stage 5.

i}NO
N (0]

NN
H O\ ”~
oA & N
0 ©. NCS, DMS
N PR o)
o< o (o) »
OH DIPEA, CH,Cl,,
o -45°C 0 -40°C, 5 h
Mass =962 69-75% Mass =960
Ol Stage-5 MF=CsoHgsNsO15

5 To a solution of N- chlorosuccinimide dissolved in 1600 mL of dichloromethane at -50°C was
added dimethyl sulfide over a period of 30 min, maintaining the temperature between -40 to -
35°C. After stirring the reaction mixture for 60 min, a solution of Stage-4 compound in 1400
mL of dichloromethane was added over a period of 2 h maintaining the internal temperature
between -40 to -35°C. The reaction mixture was stirred for further 90 min at -45°C (HPLC

10 showed <1% of the un-reacted starting material) and 177 mL of N-diisopropylethylamine was
added cautiously over a period of 1h maintaining the internal temperature between -45 to-40°C.
The reaction mixture was warmed to 10 °C and stirred for 90 min.
To the reaction mixture 3000 mL of water was added and warmed the reaction
mass to room temperature (25-30°C). The organic layer was separated and washed successively
15  with IN aqueous HCI (2000 mL), water (2000 mL) followed by 10% aqueous sodium bi-
carbonate solution (2000 mL). The organic layer was then dried over anhydrous sodium
sulphate and the solvent was distilled under reduced pressure to obtain 190 g of crude product
having 85% HPLC purity.
The crude product was suspended in 400 mL of MTBE and heated at 55°C for 2
20  h. The suspension was cooled to room temperature and stirred for 1 h. The solid was filtered
and dried in a vacuum oven at 40-45°C to obtain the pure product with LOD not more than
1.0% and M/C not more than 0.5%. The pure was obtained as a white solid in 89.1% yield (178
g) and 93.0% HPLC purity.
EXAMPLE. Stage 6.
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THF:DMF (1:9),
-65°Ct0-60 °C, 5 h

Mass =960 Stage-6

Mass =978
MF=C50H68N6013 MF=C50H67FNGO13

To a solution of Stage-5 compound dissolved in 9:1 mixture of DMF: THF (1350 mL of DMF
and 150 mL of THF) at -65 to -60°C was added K'OBu in 10 equal portions and stirred the
reaction mixture for 60 min at the same temperature. A solution of NFSI dissolved in 9:1
mixture of DMF: THF (900 mL of DMF and 100 mL of THF) was added to the reaction
mixture over a period of 3-4 h maintaining the internal temperature between -65 to -60°C. The
contents were stirred for further 60 min at the same temperature.

The reaction mixture was poured into 1000 mL of saturated aqueous NaHCOs
solution maintained at 0°C and stirred for 30 min. The precipitated solid was filtered, washed
with 2x100 mL of water and dried in a vacuum oven at 45-50°C till LOD was not more than
3.0% and M/C not more than 3%. The crude product was obtained a brown solid in 87.6 %
yield (90 g) and 80-90% HPLC purity. Further purification may be performed using column
chromatography on fluorisil

EXAMPLE. Stage 7.

MeOH

—_———

reflux, 12 h

Mass =874
MF=CHeaF M0 2

Stage-7

Mags =978
MF=CogHe FMNG0
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A solution of Stage-6 compound dissolved in 765 mL of methanol was heated at reflux
temperature for 12 h. The HPLC after 12 h showed <1% of the starting material and at this
stage charcoal was added and stirred for further 2 h at reflux temperature.

The suspension was filtered over a celite bed and the filtrate was concentrated
under reduced pressure (at < 45 °C) to obtain the crude product as brown gummy solid.

The crude product was stirred at room temperature in 5% MTBE in hexanes (14
mL of MTBE and 255 mL of hexanes) for 2 h. The solid was filtered and the purification was
repeated two more times with 5% MTBE in hexanes (14 mL of MTBE and 255 mL of hexanes
each time) to obtain 73 g of product (90% yield) as pale brown solid with 90.54 % purity.

EXAMPLE. Stage 8.

N
5% Pd-C, ACOH < “N”
. 0 0.
MeOH, H,-40 psi, o - OQ\
40 °C, 48 h
Stage-8 o F

Mass =844

Mass =874

MF=C ,;HgsFN;O o
MF=C,;HgFNGO,

To a solution of Stage-7 compound dissolved in 450 mL of methanol was added 1.0 equiv of
acetic acid followed by 3.3 w/w % of Pd-C. The suspension was stirred at 40 °C under 40 psi of
hydrogen pressure for 6 h and HPLC showed 15% conversion of the starting material. The
second lot of 6.6% w/w of Pd-C was added and continued to stir the reaction at 40°C under 40
psi of hydrogen pressure for 24 h. At this stage HPLC showed 55% conversion of the starting
material. The third lot of 3.3% Pd-C was added to the reaction mixture and after 12 h <1% of
un-reacted starting material was observed.

The reaction mixture was cooled to room temperature and the suspension was
filtered through a celite bed. The filter cake was washed with 200 mL of methanol and the
combined filtrates were subjected to distillation under reduced pressure (below 45°C
temperature) to obtain gummy solid. The gummy solid was dissolved in 125 mL of
dichloromethane and washed with 25 mL of aqueous ammonia solution. The organic layer was
dried over sodium sulphate and dichloromethane was distilled to obtain crude product as pale

brown solid (21 g) in 80% HPLC purity.
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The crude product was suspended in 50 mL of IPA and stirred at 55-60°C for 3
days. The suspension was allowed to cool to room temperature and filtered. The filter cake was
washed with 25 mL of cold IPA and dried under vacuum at 40-45°C to obtain 12.6 g (52 %
yield) of the product with 94% purity.

5 EXAMPLE. CEM-101is prepared according to the following process.

- NMe, B NMe,

NMe,
o, o. -
. , DBU/ CDI
HO,, 10} HO, o
' BZZO/Et3N/DMAP " '}43 o _THEIOME

HO ™

Or. Step 1 * Step 2
o " ‘OH o OBz

intermediate 1

intermediate 3

N
TFAA \\\\ o I yMez
—_— .,
H/L N ngé\ OX|dat|on. H/’L Fluorination
Step 6 FaC Sten 7
ep
NH3/MeOH
—_— =

Step 8

intermediate 7
CEM-101

EXAMPLE. Intermediate 4. Intermediate 4 is prepared as described in PCT International
Publication Nos. WO/2009/055557 and WO/2011/146829 from clarithromycin, and generally

10 according to the process shown in Scheme 1. 62 g of Intermediate 1 was prepared in §0% yield
from clarithromycin. 15 g of Intermediate 2 was prepared from Intermediate 1 in 93% yield.
Cyclization of Intermediate 2 gave 6.6 g of intermediate 3 in 86% yield. Removal of cladinose
from intermediate 3 Step 4 gave 4.4 g of Intermediate 4 in 85% yield. The product identity was
confirmed by mass spectrometry and NMR.

15 EXAMPLE. Intermediate 5. Trifluoroacetic anhydride (113 mg, 0.54 mmol)
was added dropwise to a solution of Intermediate 4 (500 mg, 0.54 mmol) in anhydrous DCM (9

mL) at 0 °C. After the addition, the reaction mixture was stirred at O °C for 1 h. The reaction
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mixture was diluted with DCM, washed successively with dilute aqueous NaHCO; solution and
brine, and dried over anhydrous MgSQOj. After filtration, the filtrate was concentrated to dryness
to give 450 mg of crude Intermediate 5 as a light brown solid. Mass spectroscopy analysis of
crude Intermediate 5 showed the desired product peak as the major component. The 'H-NMR
spectrum of crude Intermediate 5 showed peaks corresponding to the desired structure of the
product. The 'H-NMR spectrum also showed the presence of unreacted Intermediate 4. The
material (~85% purity) was used without further purification.

EXAMPLE. Intermediate 6. To a solution of Intermediate 5 (100 mg, 0.097
mmol, ~85% purity) in anhydrous DCM (3 mL) was added Dess-Martin periodinane (50 mg,
0.116 mmol, 1.2 eq). The resulting reaction mixture was stirred at room temperature for 1.5 h.
The reaction mixture was diluted with DCM, washed successively with dilute aqueous sodium
thiosulfate solution and brine, and dried over anhyd MgSQO,. After filtration, the filtrate
concentrated to dryness. The crude product was subjected to silica gel column chromatography
(eluent: acetone/DCM, 20/80, v/v) to atford 55 mg of pure Intermediate 6 as a white solid in
72% yield. The 'H-NMR spectrum of Intermediate 6 confirmed the structure of the product and
its good purity.

EXAMPLE. Intermediate 7. A solution of Intermediate 6 (82 mg, 0.08 mmol) in
DMF (1 mL) was cooled to -30 °C. DBU (14 mg, 0.088 mmol) was added, and the resulting
mixture was stirred at -30 °C for 20 min. To the reaction mixture stirring at -30 °C was added
dropwise a solution of NSFI (25 mg, 0.08 mmol) in DMF (1 mL). After the addition, the
reaction mixture was stirred at -30 °C for 20 min. The reaction mixture was quenched with
dilute aqueous solution of NaHCOs3 and extracted with DCM. The combined DCM extract was
washed with brine, and dried over anhyd MgSOQ,. After filtration, the filtrate was concentrated
to dryness. The crude product was subjected to silica gel column chromatography (eluent:
acetone/DCM, 20/80, v/v) to afford 61 mg of pure Intermediate 7 as a white solid in 86% yield.
The 'H-NMR spectrum of Intermediate 7 confirmed the desired structure of the product and its
good purity.

EXAMPLE. CEM-101. A solution of Intermediate 7 (60 mg) in methanol (1
mL) containing 0.3 mL of NH4OH was stirred at room temperature overnight. Mass
spectroscopy analysis of an aliquot of the reaction mixture showed a peak with a Mw
corresponding to CEM-101 as the major component along with unreacted Intermediate 7. The
reaction mixture was diluted with DCM, washed successively with water and brine, and dried

over anhyd MgSO,. After filtration, the filtrate was concentrated to dryness. The crude product
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was dissolved in methanol (10 mL) and heated at reflux for one hour. The reaction mixture was
concentrated to a small volume and the residue was subjected to silica gel column
chromatography (eluent: DCM/MeOH/NH4OH, 95/5/0.5, by volume) to afford 40 mg of CEM-
101. The "H-NMR spectrum confirmed the desired structure of the product.

EXAMPLE. Synthesis of Intermediate 3a.

> o
«” 0Bz
8

OMe

intermediate 2

intermediate 3a
A mixture of intermediate 2 (1.0 g), protected side chain-HCI salt (1.3 eq.), DBU (2.5 eq.), and
DMF was heated at 40-70°C with stirring under nitrogen. Reaction progress was monitored by
TLC, HPLC, and MS. When complete, the mixture was partitioned between DCM and brine,
washed with water, dried over anhydrous MgSO,, filtered and evaporated. The residue was
purified by HPLC to give >90% yield of the title compound. 'H NMR spectra and mass spectra
(MW 1292) were consistent with the title compound.

EXAMPLE. Synthesis of Intermediate 3a

3 .
1 n ol
OF N o
ge) g
X 0B
" 'OBz ‘OMe g

P
OMe intermediate 3a

intermediate 3

A solution of Intermediate 3 (650 mg, 0.544 mmol) in anhydrous DCM (10 mL) was cooled to

5°C with an ice-bath. To this was added trifluoroacetic anhydride (172 mg, 0.82 mmol, 1.5
equivalent), and the resulting reaction mixture was stirred for 10 min at 5°C, before gradual
warming to ambient temperature over 1.5 hr. The reaction was quenched with ice cold diluted
aqueous NaHCO; and extracted with DCM. The combined DCM extract was washed with brine
and dried over anhydrous MgSQ,. The drying agent was removed by filtration, and the filtrate
was concentrated to dryness. The crude product was purified through silica gel column
chromatography (eluent: DCM/MeOH/NH40OH = 95/5/0.5, by volume) to give 540 mg of
product in 77% yield. Both the 'H-NMR spectrum and mass spectrum of the product showed
peaks conforming to the desired structure of Intermediate 3a.

EXAMPLE. Synthesis of Intermediate 5
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N:l\{
N | —|
S z NMe, N_N\
[ Bzo;ﬁj\ Q/&/N i e,
HN :
?]’CFs o=<N 2 OMer 5%HCl/Acetone " 'o Bzo;h\
e} oF /g O=<N |O[I\4) o
c’ O ot

01, 0 Step 4
. Fa
o ‘OBz

OMe

intermediate 3a O
intermediate 5

To a solution of Intermediate 3a (150 mg, 0.116 mmol) in acetone (3 mL) was added DBU (35
mg, 0.233 mmol, 2.0 equivalent), followed by conc. HCI (300 pL). The resulting reaction
mixture was stirred at room temperature for 5 hrs. Mass analysis of an aliquot of the reaction
mixture showed complete reaction with clean reaction profile. The reaction mixture was poured
into a mixture of DCM and ice water. The mixture was made basic by the addition of dilute
NH4OH and extracted with DCM. The combined DCM extract was washed with brine, dried
over anhydrous MgSO,. The drying agent was removed by filtration, and the filtrate was
concentrated to dryness. The crude product was purified through silica gel column
chromatography (eluent: DCM/MeOH/NH40OH = 95/5/0.5, by volume) to give 103 mg of
Intermediate 5 in 86% of yield. The 'H-NMR spectrum and mass spectrum of the product
showed peaks corresponding to those expected for the desired structure of intermediate 5 with
good purity.

EXAMPLE. Synthesis of Intermediate 6a

NH3/MeOH
O _—»
Step 8

intermediate 6 intermediate 6a

To a solution of Intermediate 6, (1.0 mmol) in methanol (10 mL) is added ammonium
hydroxide solution (NH4OH, 30 mmol). The resulting clear solution is stirred at ambient
temperature overnight to give a turbid reaction mixture. The reaction mixture is concentrated to
dryness, dissolved in DCM, washed successively with diluted aqueous NaHCOj solution and
brine, and then dried over anhydrous. MgSO,. After filtration to remove the drying agent, the
filtrate is concentrated to dryness to afford 0.8 mmol of Intermediate 6a(90% yield). The 1H-

NMR spectrum and mass spectrum are consistent with the title compound.



WO 2014/145210 PCT/US2014/029932
-52-

WHAT IS CLAIMED IS:

1. A process for preparing a compound of formula (I)

ey
or a pharmaceutically acceptable salt thereof; wherein
5 R! is a desosamine or a desosamine derivative;
A is -CH;-, -C(O)-, -C(O)O-, -C(O)NH-, -S(O),-, -S(0),NH-, -C(O)NHS(O);-;
B is -(CH_),- where n is an integer ranging from 0-10; or B is saturated C,-Cjo;
or B is unsaturated C,-Cjo comprising one or more alkenyl or alkynyl groups; or -A-B- taken
together is alkylene, cycloalkylene, or arylene;

10 C represents 1 or 2 substituents independently selected in each instance from the
group consisting of hydrogen, halogen, hydroxy, acyl, acyloxy, sulfonyl, ureyl, and carbamoyl,
and alkyl, alkoxy, heteroalkyl, aryl, heteroaryl, arylalkyl, and heteroarylalkyl, , each of which is
optionally substituted; and

W is hydrogen, F, CL, Br, I, or OH;

15 the process comprising the step of

(A) contacting a compound of formula

= NMe,
. il (@]
Ot O
o "VOR'IOO

*oMe

100 -

or a salt thereof, where R™" is a hydroxyl protecting group, and L is a leaving group, with a

compound of formula
N=N N=N

R \
C&N\B,A NN

N B~
20 NH, or NH,

or a salt thereof, where C is as defined herein, and Clisa protected form of C, and a base, to

prepare a compound of formula
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WO 2014/145210 PCT/US2014/029932

or

or a salt thereof; or

(B) contacting a compound of formula

or a salt thereof, with one or more protecting group forming agents to prepare a compound of
formula

or a salt thereof; or

(C) contacting a compound of formula
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or a salt thereof; or

(D) contacting a compound of formula

N:N‘
C&N\B

or a salt thereof, with one or more protecting group forming agents to prepare a compound of

5  formula

N=N
\
cP N\ N\B

or a salt thereof; or

(E) contacting a compound of formula

10 or asalt thereof, with an oxidizing agent to prepare a compound of formula

R100 &/‘ _ R100
oA N—8 o i LM P N—s L YMe:
\

or
or a salt thereof; or

(F) contacting a compound of formula

or
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or a salt thereof; or
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\ _ R100 N=N
C/K/N\B I

NMe, \
CP&/N\B
Ou. A 0O

I"':

or a salt thereof, with a hydroxylating or halogenating agent to prepare a compound of formula
N=N

||
=,
8

or
or a salt thereof; or

(G1) contacting a compound of formula

100
ll? NMe,

or

or a salt thereof, with a hydroxy deprotecting agent to prepare a compound of formula
N:I\{ N=N
C/&/N\B

NMe; PAN N~
B
HO,, © \
A\ 1, A\

1 O

or
or a salt thereof; or

(G2) contacting a compound of formula

N=N
\
CP&/N\B

or a salt thereof, with one or more deprotecting agents to prepare the corresponding deprotected
compound of formula

any combination of the foregoing.
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2. A process for preparing a compound of formula (I) as defined in claim 1,
the process comprising the step of

(a) contacting a compound of formula

ni
=z
=
)

N

OR100
*oMe

5 o"’go)/
L7
e}

5 or a salt thereof, where R'® is a hydroxyl protecting group, and L is a leaving group, with a

compound of formula

N=N

\
N
NH, NH,

HyN or N°

Z’Z

or a salt thereof, where N" is a protected amine, and a base; to prepare a compound of formula

N=N N=N

\ \
N N
= NMe,

O A R1000‘h
P
HoN N ., 4o o N
|
o=
O3
Ou..goj/
“#~R100
OR
© “oMe or

10 or a salt thereof’; or

(b) contacting a compound of formula

Om.goj/
y 100
% OR

OMe
or a salt thereof, with an amine protecting group forming agent to prepare a compound of

formula

15
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or a salt thereof; or

(c) contacting a compound of formula

or a salt thereof; or

(d) contacting a compound of formula

or a salt thereof, with an amine protecting group forming agent to prepare a compound of

10  formula

or a salt thereof; or

(e) contacting a compound of formula
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or a salt thereof; or

(f) contacting a compound of formula

or a salt thereof; or

(g) contacting a compound of formula

or a salt thereof, with a fluorinating agent to prepare a compound of formula



WO 2014/145210 PCT/US2014/029932

or a salt thereof; or

(h1) contacting a compound of formula

5

or a salt thereof; or

(h2) contacting a compound of formula

10 or asalt thereof, with an amine deprotecting agent to prepare a compound of formula

or a salt thereof; or
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any combination of the foregoing.

3. The process of claim 2 wherein N* is NHC(O)CFs.

4. A process for preparing a compound of formula (I) as defined in claim 1,
the process comprising the step of

5 (a’) contacting a compound of formula

NMe,

or a salt thereof, where R'® is a hydroxyl protecting group, and L is a leaving group, with a

compound of formula

N=N
\

N
N
NH,

O,N

10 or asalt thereof, and a base; to prepare a compound of formula

or a salt thereof; or

(b”) contacting a compound of formula

15  or asalt thereof, with an acid to prepare a compound of formula
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or a salt thereof; or

(c’) contacting a compound of formula

5 or asalt thereof, with an oxidizing agent to prepare a compound of formula

or a salt thereof; or

(d”) contacting a compound of formula

N=N
\
XN
= NMe,
O,N
N i (@]

10 or asalt thereof, with a fluorinating agent to prepare a compound of formula

or a salt thereof; or

(€’) contacting a compound of formula
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N=N

\
N
1\ o
O,N :
2 =<N
o)
oF

or a salt thereof; or

(f*) contacting a compound of formula

or a salt thereof; or

any combination of the foregoing.

5. The process of any one of claims 1 to 4 wherein the leaving group is
halo, pentafluorophenoxy, a sulfonate, such as triflate, a hydroxyamino, such as an HOBt, or
imidazol-1-yl.

6. The process of any one of claims 1 to 4 wherein the leaving group is
imidazol-1-yl.

7. The process of any one of claims 1 to 4 wherein the base is DBU.
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8. The process of any one of claims 1 to 4 wherein the acid is aqueous HCI,
such as 5% HCI, optionally with an organic cosolvent, such as a ketone, such as acetone.

0. The process of any one of claims 1 to 4 wherein the amide forming agent
is TFAA.

10. The process of any one of claims 1 to 4 wherein the oxidizing agent is
trifluoroacetic anhydride in pyridine, PCC, Jones oxidation, TEMPO/NaOC]l, Swern oxidation,
Dess-Martin reagent, or Corey-Kim reagent.

11. The process of any one of claims 1 to 4 wherein the fluorinating agent is
NFSI, F-TEDA, or Selectfluor.

12. The process of any one of claims 1 to 4 wherein the amine deprotecting
agent is hydrogen and a metal catalyst.

13. The process of any one of claims 1 to 4 wherein the amine deprotecting
agent is ammonia.

14. The process of any one of claims 1 to 4 wherein the hydroxy deprotecting
agent is an alcohol.

15. The process of any one of claims 1 to 4 wherein the reducing agent is
hydrogen and a metal catalyst.

16. The process of any one of claims 1 to 4 wherein C is aryl, heteroaryl,

arylalkyl, or heteroarylalkyl, each of which is optionally substituted.

17. The process of any one of claims 1 to 4 wherein A is CH,.
18. The process of any one of claims 1 to 4 wherein B is (CHa),.
19. The process of any one of claims 1 to 4 wherein B is (CHz3),, and n is an

integer between 3 and 4.

20. The process of any one of claims 1 to 4 wherein B is (CH,),, and n is 3.
21. The process of any one of claims 1 to 4 wherein R'P s acyl.
22. The process of any one of claims 1 to 4 wherein R'P s alkylcarbonyl or

optionally substituted benzoyl.
23. The process of any one of claims 1 to 4 wherein R'P s acetyl or benzoyl.
24. The process of any one of claims 1 to 4 wherein W is H or F.

25. The process of any one of claims 1 to 4 wherein W is F.
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Ketolide Antibiotic”0rg. Process Res Dev 16:788-797(2012)) . HAKULA, Jafki& 5| A
SERE MRS 2 =M AR A . Ak, PEdkiE 51\ e B MR SR ALK 2 (<20% ) .
[0010]  FEASCH O H P Rk & 0 5 =M RN BEAS 2 7= A = ) e AR G« FEAR S
HHA H - SR B R I AT = M B it s 7 OB o FEAS S ks P o) i A I A RAE B
25 E MR AT GINEE, A SRAGFER — S R . AEASSCH A P 2R A L A R 25
SEALEKE BT S NNGE, B2 ik 7 ik St e

[0011]  ARSCHEIRFTAER &2 (1) A4 b i G vk &)= 0 A R/ B50nT 2fidk 22 5
AHFEIKPFIIHT T R Ah, RSCHTIR I 7 0 it 4k B2 AT W Sl mi g 2kt e 1 S B b
[ETRNS

[0012]  FEA R W — ol v St 7 58 vh, il FH i) £ 20 (D A& -

[0013]

(D

[0014]  Je H247% BT H52 () 3 R A RK-E Y B D7 B a4 s Horp

[0015]  R'Zf#EHEE (desosamine) BREEWE AT 5

[0016] A /& —CH,~. -C(0) -+ —-C(0) 0~ —C(0)NH-. =S (0) ,—~ =S (0) ,NH-. —=C (0) NHS (0) ,~ ;
[0017] B & —(CHy) ,— HH n JELE 0-10 i [l N A B30 5 B B AR ANY C,—Cops B B 22 T 7%
A — A B A B B R )AL Co—C g B —A-B- AT R A2 W e i MV e Bk | B0 5
5

[0018]  CAGER 1 8L 2 NESAE O NSz 5 DR 0 EUAREE &L %E N B N )
HE R I IR | S B A, DA R b S L e AR A AR e kL T L R O AR Ty Bk e g Mk
75 b AL, H% BRI s IF

[0019] W /&5 F.Cl.Br. I.8{ OH.

[0020]  7E 53 — 7= R STt 5 5 R, AR AR SO R T & 11-N-[[4- (3 & AR
H)-1,2,3- =M -1-J ] T 15— ARG AL —2- B -3- AR R A 1L, 12- 3
MR I H R e 0 7 vk A A Ak, B iR Ak A ) L 4 0P-1068. CEM-101. & % F 5 &
(solithromycin) .

[0021] 730 (1) AW 5 —SLit 77 R, RBEIETERY 1 2 - B ERERE. 7
TS R, R EREZ AR 1 2 - BRI . 55— ST R, (R R
B o AR — St 7 B, ORI R A AL BHIEIE , a0 SR e Ik Oy 3k A0 Bk U7 AR e k| Oy A
Fe Sk B U BT AR I A, S BT IR U . AR 5 — St B, PR SRR IE BRI 2R
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FRpE I o 7 o — Sty B, PR SRR AL o 78 5 — STl 5 8, —A-B- JE WP AT 5L T 3A
Bidl B 53, AE S R, A-B- Rkt . RS St B, A-B- A& CCy
Wedk . 05— 7 S, —A-B-J& Ckedd. 185 —hi s &+, -A-B- & —(CH,)
TR — L7 R, C RATEEUR R 75 56 4 05 55 07 FRIe i B O Bk le ik . A8 59— St 7
Fh, CRR IR BRI 5 B sl e 05 He b 2t . 78 55— Sl Bk, C RATIEBUR A 7 3. 765
—SZiifi 5 R, C BRI 3. B8 S =, C REFEIURIIFT 3. 58—ty
F, CRAEIRPIRIL. /a5 —SLitir Eh, C& 3- FHIRME., fER—irEd, W
R HELF, B9 —SLhiJ7 S, Wt Fo

[0022]  RERAFEMIIE, AR ST 2 )5 5ot 7 RN H A RN IR R KA S
Bt , 76 55— L 5 b, RYBEIEZ R 2 - FIE i g, Sorbp R B R B sk R !
SEALHEZ AR 20— SR I BB f, L rp (R 3 2 s TR AL B BE S 5 B RO IS 2 AR P
2" — FRFL AR Y, P R SR R RS, H -A-B- S C-Cl bk s R e AR 2 AR
[y 2" — F Rk b e, P R SR R RS, B -A-B- & - (CH) Bk RUZ A5 Z R
2" — FR IO g, oAb (R0 O R, H -A-B- 2 - (CH,) .~ B CRRARIEBUR 5 3
B RYZEIEZ ARG 2 — I RN L, o ARy SR R, H -A-B- & - (CHy) .~ B
C A& 3- JHRH ;55 %,

[0023] AR e A SCRTIA B 7 v T ) b DL T8 RN A R 7 sk AT 3k — 2D BB
FR )2 , AR SCRTIR [0 7 VT i RO 22 KRB AR 7= o b — 20 B BR AR 1 2, AR SCTIR 1) 757 A
EL R T R S A D IR AT o 320 N ER AR ) 2, AR SCHTIR R 7 v DA BRI 5 v SR RS
BEATRD / BRFR A MR vk 0 MR, AR SCRTIA B 5 ik T L B R TR
B b = AR S D SO R R P2 o 33— 20 R 12, AR SCRTIA 1 75 vk ] DAL= AR L B 7 v
B = I AE P IR AR ST IR Ik &9 -

[0024]  KEHVEIR

[0025] AR BH () s M8 1k S it 7 28 S d ik DA B 48 1) SRR A

[0026]  1A. —Fh A Tl A SCRTIR 1 (D) (EWJ7E, Frid iE s LT P IR
[0027]  (A) f FRIILAEY)

[0028]

Oa 0
o ‘OR‘l'JC

YoMme

[0020] LR, Horp R™EFIARY R, H L REEED, 5 PR
[0030]

N:N‘ N‘:'N\
C’I\VN\B,A‘ CP&/N\B"A~
NHQ ';i, NHz

[0031] HEh, Horb ¢ A e BT E S0, H C C iR T =X, R fh A £ 2otk

x|

2
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[0032]

[0033]  mRH:ZL .5k

[0034]  (B) 1 Rt &
[0035]
N=N

C’&/h“*a

[0036] BRI R, 5 —FhEl 2 Fh Ry F 0 B fm DA % Uk &4
[0037]
N=N

\

[0038]  mYLEL ;Ek
[0039]  (O) i NN EY
[0040]

C

(00411  sRILEL, HERE LLH| % T Xtk &9
[0042]
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[0043] B H:ZL

(00441 (D) 1 NI EY
[0045]

[0046]  mlHLEk, 55— Fhak 2 Al ORI HIE ORI 2 A 5 R UL &4
[0047]
N=N
W

00481  mYH:.Zh .5k

[o049] () 1 FAHIMLED
[0050]

[oo51]  ERHER, 5% bRk LLH &~ X &4
[0052]
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[0053]
[0054]
[0055]

[0056]
[0057]

[0058]
[0059]
[0060]

[0061]
[0062]

N=N
e L

B, 5 R AR B AR A LA R R S )

t’*{ R'™ NMe =N . R Npe
L f 2 c“ig,wha i ! .
. ? 0 6A | 0 Oa
A\ A'\
o7 0,\
o™ = o
o H Bk

(G i~ &Y

IR RSP EE SN VS abilkry LN I R N W N R A= ]
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[0063]
[0064]
[0065]

[0066]
[0067]

[0068]
[0069]
[0070]
[0071]
[0072]
[0073]
[0074]
[0075]
[0076]

[0077]

0=<o\\.~
BH Bl
(G2) &P
=N R0
cp&\,m-? o 1 4 NMe,
A
R ;

Ow

s A, 5 R R DRI T R LUt 2 R S AR R 5 R AL &)

C
S Bk (B
W BT L2
1B. 04K 1A BRI 77, B (G1) 1 (G2) Ak UHy [R5 RS AT

1C. gk 1A Frid 773, Hod B ik (G1) A1 (G2) [FIm 47 .

1D, 4ng&ak 1 FnR I 7 i, oAb BTl 25 CR4P 750 AN i 2 8 25 R4 2 AR TR 1
1B. Wigkak 1 Frid i 5%, Horp O NPHUR 2R

2. —FPH Tl A SR = (D) A&7, Frid kAT LN bR
(a) 1~ A

=

Oun O
:O 4 'UOR'IOS

OMe

s 3Lk, Horh R BRI, H L R EER 50 EY
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[0078]
N=N

N=N
\ \
N N\"/\,/\ MN
NH, ‘ NP
,

[0079]  mILEL, Hodr N2 AR %, Al fil s LA 4% R itk &4
[0080]

[0081]
[0082]
[0083]

[0084]
[0085]

[ooge]  mRH:.Zh ,mk

[0087]1  (c) 1 FHIMLAED
[0088]
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[0089]  mRHEh, SRl L] & T A& 4
[0090]

[0091]
[0092]
[0093]

[0094]
[0095]

[o096]  ERHLEL ;8L

[0097]  (e) 1 FHILEW
[0098]
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[0099]  ERHER, 5 bRk LLH & T L&)
[0100]

o1o1] =R LEL 8k

[o102]  (f) i P ED
[0103]

[0104]
[0105]

[o106]  BHL#h ;K

01071  (g) fF FXMLEW
[0108]
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[o109]  ERIHER, 5t imR ik LLH &~ XL &4
[0110]

[0111]
[0112]
[0113]

[0114] B &R, 52 FE OR3P A DU 2~ Xt &9
[0115]

[0116] £
(01171  (h2)
[0118]

i

AR EY
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[o119]  mRHER, 5 2Ry fm DU & T Utk &4
[0120]
~ R0,
H, N ) |
- Lo
0\N1;‘
o]
01211 B dLEL s8)
[0122]  ATIAFAETH A

[0123]  2B. W&k 2A Pk B9 7732, Hod B 88 (hl) A1 (h2) AR [R]IS | B[R] iy HbdE AT o
[0124]  2C. W&k 2A Pk 97732, Horp 2B g8 (h1) A (h2) [FJI HdhAT

[0125] 3. Wngkak 2 Fradk (77 7%, Forb il e (R 47 5 % 1) A I A7) I i 2 2 PP R S
SR TE 1 o

[0126] 4. WIZk3K 2 & 3 AT —TURTIR I 515, Fo v i fiée 25 Or40 750 R0 i i 2 028 25 AR 4 771
FEAH RN, fnzg S A A A FNE ) .

[0127] 5. 41%k3K 1 & 4 AT — TR B 7772, Horp N'/& NHC (0) CF 5.

[0128]  6A. —FiH Tl WA SR (1) A7, Frid 7 a3 DL DR
[01291  (a’ ) M PG

[0130]

[0131]  mdL#h, Hrp R™RREMRY S, H L & 5ER, 5 FAMLEY
[0132]
N:hl

N

\”\\,a\

NH;,
O,N

[0133]  BRH &, Azt ; DA% T SR &4
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[0134]

[0135]  mR AL a5k

01361 (b’ ) R EY
[0137]

[0138]
[0139]

[0140]  mRH:EL .8k
(01411 (¢’) fEFAMILED
[0142]

[0143]  mCHh, 55 DA & T Rt &4
[0144]
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[0145]
[0146]
[0147]

[0148]
[0149]

01501  mRH: L .5k

(01511 (e’ ) M FAXMILEY
[0152]

[0153] BRI ER, 5¥a sk ORI IRk DL & XL &4
[0154]
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Q&‘,h
NMe;
O;N

(8]
01551  mJLEL .8
[o156] (£’ ) ff T
[0157]

NMe,

[o158] =i, 53k JF i DA & T stk &4
[0150]

[o160]  mH:EL Bk

[0161]  FIIAMIEAIZH 5

[0162]  6B. WI%kaK 6A PRI 715, FA B (e7 ) A1 (7 ) AR IKHL. [FIET | B[R] AT
[0163]  6C. WIZkaK 6A FTiR I 5k, HoA b i (e7 ) F1 (£7) [FIRS HudkqT

[0164] 7. GnZ&aK 6 BT i 51, For prid 52 5 2 OR9P A1 RN B i Jit ?Ummﬂﬁ’]

[0165] 8. WIZkaK 1 & 7 PAT— TR G 77 vk, Jorp ik 28 25 8 [ 2 i 226 | T K S 2 L
PR T 2 — 3 FR R I 22t L SR & 24 4 HOBt . B DKM —1- 2,

[o166] 9. WIZkak 1 & 8 AL —IIATIR 1) /515, Ho A prid e 2 S ] 2 ks —1- &

[0167]  10. @NZkaK 1 & 9 HFAE—THTd 17575, H iRt /& DBU.

[0168]  11A. 4nZkak 1 2 10 HFAE—TUFTIR M) 7732, o rh BTk B A& 7K 14 HCL, 41 5% HC1, 4%
e B A AL, Qo G v R .

[0169]  11B. 4nZ&kak 1 & 10 AL —THTR 1) 51, oA Bk B2 72 A AL 3 77 A 11 HCL,
FIT i A AL 700 1 R B R R B

[0170] 12, Wigkak 1 & 11 FAT—TFTIR 0 738, Forb N'R B A% sl & 5 F R , 1 Bz-NH,
CF,C (0) -NH. Cbz-NH. Boc—NY. Fmoc—NY. BsMoc—NH. =K FF 3& —NH, MeO =K FF & —NH 2545
[0171] 13, Wk 1 & 12 AR —TPTIR I 7325, Horb Ik iz OR3P ZE T8 B /& TRAA.
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[0172] 14, WZkaK 1 & 12 AR —TRRTIR A0 77 2%, Forb BInidk e R4 0 i) e 2 I 4o
[0173] 15, Wngkak 1 & 12 AT —TRRTIR I 77 v, Horb BIridk B G4 25 1571 /& Boc— BRI
[0174] 16, WIZ&aK 1 & 12 HAT— TRl 19 77 7%, 2o ip B e O 37 B BRI Fmoc SAL
Yo

[0175]  17. Wngkak 1 & 12 AR —TRTIR B 77 v, o Brid 52 A4 1 e /e 7R i TEA 47
1E N TE R

[0176] 18, WZkak 1 & 17 FAE— LA IR 19 77325, Horp B il S A0 R 2 AE ML BE « PCCL B 4
1k, TEMPO/NaOC1. Swern %84k, Dess—Martin i7EL Corey—Kim 75 i) =B L BR T -
[0177] 19, WZ&aK 1 2 17 HAT— BTl (1) 77925, Horp BT S8 A0 702 N- SUAR DR Bt I fi
(NCS) /DMS.

[0178]  20. WIZkaK 1 & 19 AL — T Fr ik i 77 v, Hovb Bir il 5 46 71 & NFST. F-TEDA. 8%
Selectfluors

[0179]  21. W&k 1 &8 20 AL — TR 735, Forb BT ads Jie 25 R34 2 IR G /K i 711 SR
NE TR

[0180]  22. W&k 1 &8 20 FUE— TR I 7%, Horb Pk Ji 2 R 3 2 A, i EUR 7
FEAE A s R A anl i R SN R L R A UL & R A
[0181]  23. WZkak 1 & 20 AL —TRTIR B 7732, For Frid e LR R & &K B
AL (WHEEE) MEREEK.

[0182]  24. WZkak 1 & 20 HRAT—TRTIR B 77 v2%, Fo A Frid i 2 AR 771 2 G 2 Y IR e /K fi
I AR B 227 o

[0183]  25. WZkaK 1 & 24 AT —TRTIR I 732, Hodr pirid 2 (-9 772 BR i TFA.

[0184]  26. WZkEK 1 & 25 AT — TR 7 v%, Forb pirid 28 26 R4 72 s /K i 711 R
el R

[0185]  27. WNZkaK 1 & 25 AL —TRTIR I 732, Forb Frid 72 28 AR 4P 7 2 e, W
[0186]  28. WNZkaK 1 & 27 AT — TR I 7%, Forb piridide Jif 1) 2 &, W S E s A=Ak
A, G 4 f S and i 3 B A G L R S 55 L L R R A AT

[0187]  29. WI5kaK 28 Frik () 7732, Horb BT i 4 J& i AL 771 22 5% Pd-C.5% Pt—-C.10% Pd-C.
10% Pd-C. Pearlman [KAEAFH].20% Pd (OH) 2. = JE 45 45480 e &%,

[0188]  30. WiZkak 1 & 29 AL —IAT IR 1) 515, o C R 05 Bk 4 0 2 L 5 B li Bk L Bl 5
Belidt, % B ARIE R

[0189]  31. WZkaK 1 & 30 FAE—TRTIR I /732, Hodr A J& CH,o

[0190]  32. Wgkak 1 & 31 PR —TRTiR R J7v2, Hob B & (CH,) o

[0191]  33. ng&ak 1 & 31 W T —Tprdk 19 7732, Hob B /& (CHy) ,» Hon 27E 2 5 6 2 [H]f1)
[0192]  34. nZkak 1 & 31 AR — TRk 7k, HAd B Jg (CHy) ,, Hon &7E 2 5 5 Z[A]f)
[0193]  35. nN4&kak 1 & 31 PR —TpriR i J7v2, Hob B & (CH,) ,, Hon 27E 3 5 6 Z A1)
[0194]  36. nZkak 1 & 31 HAE— TRk 7%k, HAdr B J& (CHy) ,, Hon &7E 3 5 5 Z[8f)

£

29



CN 105188712 A i BB 17/44 T

BH

[0195]  37. 4n4&kak 1 & 31 PR —TpriR R J7v, Hoh B & (CH,) ,, Hon 27E 3 5 4 Z 8K
B

[0196]  38. WIZkaK 1 & 31 FAE—TiFTIR I /73, 2 B2 (CHy),, H n 2 3.

[0197] 39, WiZk#k 1 & 38 T —TFTR KI5k, Horp RS2 MRS

[0198]  40. WIZk#K 1 & 38 HAT—TRTIA B 51k, Forb RV ek Bl It Bl AT %6 HUAR i 2
R

[0199]  41. W4k 1 & 38 A E—TFTIR 7 v, Jorb R'JE: Z B3 B2 F R 3, B R 0
o FE

[0200]  42. WZkEK 1 & AL PAE—TRTIR I 773, Forb W& H 8l F.

[0201] 43, WZkaKk 1 & 41 AL — TR F 7 v, P W2 Fo

[0202]  7E 5 — - B Mk S it 5 & R, R BRI AR I, k. AAM R R R
i & T Greene&Wuts, “Protective Groups in Organic Synthesis, ” % 2 fit John
Wiley&Sons, Inc. H, HAFF WA LG BT IR 7575 — L7 25, R100 23X FE
— B AN R AR . AE R IR Sy R, R A (A B 5 A el BHBE A
FIR'-L FE R, Hodr RYE 25 () Az PR3 H. L A& B J: 3L P sl AL 6, AR Al i 27 — B
et/

[0203] 7451 14 2 ) A7 PR 22 B — B AT AR M) L FEAEAN IR T 38 2R B 2 L A FH I 2 L 37 7
M2 (neopentoyl) HTREBERE (pivaloyl) %%, M T RBEIEAT VIR 2 2 Fhid 4 2k
VAT il 2% BT 7 R0 7], SR IR T BRI &A= 3 IR G IR 5% . — T
AT 5 2 Bz BEL R A 77 2 25 FE R T - BSOS v A0 1 2R HE It K7, JLRefEAE 27 B2 4 fiz4b
TE R R BERG . 7E 55— Sty S8, RYBATIRBUR A 28 I, H TR ik FE ATk B
P10 2% R T B S 3 1 PR A3 AR 110 2 R I e X501, G R 8 T2 A A e DA 90 24 R T T o
[0204]  BEAL—MRAEIE FUFIBRAZAE T 3EAT o AR BRI RV B FEEA IR T R OB —E ke
PR R e 55, R LVRA . o AR 5 AR AN IR T JEMLAR, Qs e S A AR ik e S A e
FR AN ANk B A L A E AL VN SR B S5 55, S LV A W 5 S G RR, ki . — A SR g A ik g
(DMAP) . = Z. i (TEA) . — N3 2 (DIPEA, Hinigs §% ) <1, 4— —& 2% 3K [2.2. 2] ¥
(DABCO) %555, M HR & o RN WTAEZ AN EE T T, IfEZ) 0°C 245 60°C G HIN, Hos
i1, FE4) 10°C B4 30°CHITERIN .

[0205] £ — Bk St 77 S, #A H Tl N b &4

[0206]
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N:-.hl
C'&\/N“-\a

[0207]

On Q)J/
“oBz
e YoMe

[0208] R HLERMITTVE . PR U7 v — AR MR VA FIAEAE T AT S AR I o 7 AR 1 o
T, BHVRA Y  anBIPERYE I AV AR EA R T KBS, W HRE . OB RN EE. IE
IR IE T HE T R R T B Ak 8 . LR S TR L BUREE R E L 2
TRV TR R W R N- R 2R N- R R R B A, R A Y. R
A9 12 8 e A Joit V7R L AR AR AN R T R R i (DMF) « — AR 2 i (DMAC) 1, 3— —H
-3, 4,5,6- VOS2 (1H) - mngfEH (DMPU) | 1, 3— — FFF 3 —2— BRMRIER (DMT) (N— FF SR g A
fiil (NMP) « ZJE « — FIEAR (DMSO) « A I« IR LG LR FH S 7S S A B HMPA . HMPT - Pl
CHER RN 2R Ol LTRSS CBRBUT TR IR TIRGN, N- — B R DI i i 22 FF O i
SR DU IR (THF) | F 2 DU Ak . e R IS5 55, M VR &9 BITid 77 V08 vl 78 53 4
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IR LE R AT o i AR 35 (E AN FR - DBU. DABCO- TEA. DIPEA . WRIE 2%, & HIR AW,
[0209]  7E 55—l sy &, A Tl N &9
[0210]

[0211]  RHEEHIT7E. Pk 7V —MRAERAFAE T AT o IR O FEE AR T 2R VA
TRER R IR SR IR « = SR — R TR IR IR & 55, R A Y. fE— /R,
PR R A2 Eh IR o FTiR 7 v — MEAE VR WK B FERE R FRE L B S N B IE T B BT I
IE T RESF SN EANLE R LR G T . Frid s v e 2 MR E N 3T, AL
0°C 22 T0°CYERI N IR E, HInFIvEH, 7E29 20°C 222 60°C F5E A .

[0212] £ — Pl St 77 i, A H T F b &4

[0213]
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[0214]  JeHERMTTHE. BTk 77— RAE SRR AE N abAT . e ) S A7) 26 R
FEEAIR T Corey—Kim %4k, W1 FH A lx /N- SARIRIABE iz (DMS/NCS) « — — 1E T i fik /
N- SARTEIAME W A% . Dess—Martin i5f]. Pfitzner-Moffat JyEF g Bk, Swern 26150
DMSO/ ¥ 5 DMSO/ Fo 484k — 1 - DMSO/ S FE Al I S« DMSO/ Z B2« DMSO/ =98 L BR 1T
S DMSO/ VA P 4~ i 6% A7) BUR A ) Ni (Ac) o/ IRER £R  DMSO/EDAC » HC1/ it
ME . TFA 25655 HARRY, Qi@ (0 56— F ek 2 oAl FE R 1AL

[0215]  7E 55—/~ PE STt 7 &, iR Tl T L6

[0216]
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(02171 Je H 3R 53k Fr ik 5 vk — MAE SR AL R AA AE T 3BT 7 191 12 96 Ak 77 6 4
(PhS0,) N-F (NFST B N— A ChSE LV % ) \F-TEDA.F-TEDA-BF,. 1- % —4— ¥23& -1, 4- — %
T [2.2.2] SEEON (DYABIEREE ) 5555, FEVE A AR A0 t-BuOK HIAFAE .

[0218] 755 — Ml St b, b F - A A 1AL SR IR AE A2 R 28 B Huisgen PRL

# TAEY
[0219]
N..—_-N‘ NzN‘
C’g/"\ _A CP&/N\B,A
BT H, NH,
N:.-h! N=gq" N:.-hl
N Nv\/\ Nt N Nv\/\
» i . \/\’,—\NH? e NH,

[0220]  Je H AR5V Hui sgen BAb— M JC i 7 75 7K A BYCAE A WLV 71 a0 £ 5 80 2R
FEWAAAE T AT o A BIPEBR IS E A IR T A U0, B dE e e AR 05 200, = 2% — RN
B % DABCO ML RE  — FEJE ML BE 2555 5 LS JEHLIR, U1 NaOH. KOH. K,CO, NaHCO, 5655 . FTik
Bl 1t A — R A 2% (DIPEA) o RMA2AE M 20°C 2 80°C [l P B N atiAT o [ i
3 ] I A5 P R A R AR A AR AR AN PR T i AL, 7~ 9 P AL VAR . Cul 5 B F AL
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EEoR B TE ) 0. 01 B 1 29 0. 1 3 1. E— DAL b, Frid b 572 Gy
PRF), B EK . 53 A RO SR AR T LA R STk cSharpless S8 N SEE LRI G Af 5
US 2005/0222427 ;Liang %% \[#) Bioorg. Med. Chem. Lett. 15(2005) 1307-1310 ;A % Romero
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HPLC 7 <1% AR LI B 2 (A4

[0313]  FF I BVRAMIIA VKA /K (6000mL) FhIF45HE 2he #4440 98, H7K (2500mL) ¥
Y IFWT 2h, 3545 85% HPLC 465 ¥ 6508 FH=4.

[0314]  ROMH =7 =R FININE R g (1500mL) 5 IN K% HCT (1500mL) P XA 5
WP EE The KRIEARTIE, F 28R 2B (600mL) Weik HEMT-RF4: 2h. W BAAFRIRERF T 2
2 Z.lg (1500mL) A, 76 =30 N PE 1h b yE . K€ UHE 40-45C REE M P TR EF
KD EEAHT 3% . 3515 88% 2% (620g) 1 98 %6 4l & [ & 1 4 AR R 4l 7= 4
[0315]  Sjfsl . BhEX 4

[0316]

MeOH/HCI
»
% B8 |, RT,
16 h
& 1224 ' 70-83% & $ =962
MF=C_H,.N.O,. MF=C.H,,N,O,,
65" 88" 6 7 F;"'.;i '4

[0317]  7E 0 & 5°CF [ B 34L& 47E 1800mL P i HH (v ik HH 2218 s i 272ml FE I HC1
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I HLAEAR[F)IRE N FE3RE S S IRE 4 30min. SRJE Fo il SOk B 5 iR I3t HE 16h.

[0318] R PISERLZ S, TEIRE T 78108 I SR & W) HH 3k A5 M BRI R =9 . ke
R 5 208 T8 — eIt P HATAT DARR 2% 28 HR ok 268 v 7 e B S LAt R ot o B0, K IROIR
RYDFARET KA, SR 5 F A R AR DA R 2 25 F B8 v o e Wil S LAt 2% o« 325, 8T 10 %6 &
FAENKIE AL K Z , SR 5 F G IR G BR 2L LAAS 2 M LL R =40 o AT b, 78 P A PR A0
IR pH 2 Je 31T 78408

[0319]  W4ByFWIt JE I+ I (200mL) Wik o 158 F ik BR SN VRN 7K 8 0 4 8 Vi 1 pH 1 28
25 I HARPRE T (KT 40-45°C ) 2T 77 P T A1 H o B AR AR P — S J (3X200mL)
IO HW A IFF R AENUZE ToK IR ER N T I E 2808 — & b LASRAS 130g #H /=4, HPLC &
71~ AR FR g 5 ey v AT R SR W BT L =) (St iR 98 TR % ) .

[0320] fEEE FEH 5% LR BRI Ot (40mL LR ZBg A1 760mL e ) R 36 14 ™=
) 2h T ¥E. KRS 5% AR OERRI 2% (10mL ZFR ZHEF1 190mL 2k ) Yok FH7E
40-45°C FAEESHA R TR EFER T LoD i 1% H M/C ANt 0. 5% . 3575 86. 6% 77
R (132g) F192. 0% HPLC 4 i ) 2 A € [ AR il 2l 5

[0321]  sEjfsl . PYEE 5

[0322]
i ) NO
N 0
NN
. .
o i | N
) 10 gﬁ\ NCS, DMS
= ' = 0O
(o) - (o)

OH DIPEA, CH,Cl,,

0 -45°C £ -40°C,5h
JR & =962 69-75%
MF=C,,H.,N,O,, Ptz 5 MF=C, H.N,O,

[0323]  7E -50°C N4 30 - #i i [] ) N— SUARHEHIE 0 e i i 1 1600mL — &0 H e IRV
TP — R, 4ERRE S AR —40 & -35°C 2 A, fEREHE R MVR-A Y 60nin 2 5, 4 2h
B TR AR NP B 4 (G904 1400ml — S0 e IOV VL, 27 30U BEAE 40 2 -35°C 2 [A],
18 —45°C T ¥ RIS Y B HE 90min (HPLC B <1% AR M IAR G B ) B2 1h i a7
OHLZRIN 177Tml N- Z R N EE O, e N ERIRBEAE —45 2 —40°C 2 [a] o F I NV A i
£ 10°CH-4F: 90min,

[0324]  [W] R BEVRA YRS I 3000mL 7K FF HoKE e ) R AHR 22 & i (25-30°C) < A HLE
4385 3F H A IN 7K HCT (2000mL) < 7K (2000mL) LK 10 % SRR SN /K 7 (2000mL) AH 24k Hs
Ve REIEENLE S TR IR ER BN T 5T HAE kU T 280855 L3RS 190g B 85% HPLC
AL )

[0325]  CRpfH =9 T 400mL MTBE A5 ELE 55°C RN 2h. B =574 E &2 =i F 4
FE The B[ JEFF HAE 40-45°C N E S HEAE T8 DAIRTS LOD AN 1. 0% H M/C A
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L 0. 5% 44 . 3545 89. 1% 7% (178g) F193. 0% HPLC 4li i (1 & 4 & [ AR (1 4l 7~

.
g) (¢
N
N o)

[0326]  SZJtafs] . B 6
[0327]

Ny

NFSI, KO'Bu <
> N

THF:DMF (1:9), o=

-65°C£-60°C,5h

& & =960 Mr5-6 & & =978
MF=CgsHeaNeO: MF=C.;Hg;FN4O,5

[0328]  7E —65 & —60°C MM EL 5 A Y0¥f# T 9: IDMF: THF (1350mL DMF 1 150mL.  THF)
TRE P B R BA 10 S840 75 N K OBu 3 ELYEAR [RINELEE N H R MR A 60min. #4 NFST
YT DMF: THF (900mL DMF A1 100mL THF) fJ 9: 1 V&Y HIVETRE: 3-4h FI RN 2
RURAYIR, 4R A FIE AR 65 £ —60°C 217 . FEAHFIIREE T FHtEE A 24 60min.
[0329] ¥4 BEVRAWIFN 1000mL A NaHCO, K I H , 4E477E 0°C R IE4+E 30min. ¥
VUVE I B 3, 2 X 100mL /K eI F HLAE 45-50°C MAEEL S MAE h 1 B3] LoD A#E i
3.0% H M/C Rt 3% . K15 87.6% 773 (90g) 1 80-90% HPLC 40 & ity S A € [ A4IR 1)
=Wy, A FRERREE (fluorisil) FROAE G RERITHE— b 4li1h

[0330]  sjfsl . PYER 7

[0331]

MF:CQH{GFNGO 12
MF=C;HzFN;O 5
[0332] KRR 6 AL SV T 765mL FEEE R AR AR BRI N A 12h. 12h Z 51
HPLC 7% <1% 920 MR 3 FLZE BEIA BRI 5 7 IR FE T FEEE 2h.
[0333] B EVFI A REEE LR DRI HAJEM AR UL T (78 <45°CF ) k45 LIS 3| 285t
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Y RSN IR SNt /8

[0334] 7EZ=JE NEES 5% MTBE 1 %% (14mL MTBE 1 255mL okt ) S HEk =) 2h. &
€ [ A I HAifh 4 5% MTBE i ke (A% 14ml. MTBE A1 255ml ch ¢ ) 7 55 8 B I LIRS
73g A% 90. 54 % H 2 AR L BRI =7 (90% 772 ) .

[0335]  sLjifsl . PYEX 8

[0336]

5% Pd-C, AcOH

: ol
MeOH, H,-40 psi,
40 °C, 48 h

M- -8

Jii = =844
MF=C ;HgsFNgO,

MF=C,.Hs,FN,O,,

[0337]  [MIfT X 7 AE VAR T 450mL HEEH IR IS0 1. 0 & 4R, BEE TN 3. 3w/
w% Pd-C. fE 40°C T £ 40psi Sk /1 M &% 6h I H HPLC 7R 15 % HIREaa 44 Kt
A, UNINES 3 6. 6% w/w Pd-C 3 HAF 40°C F1E 40psi S /SE S T 4k B4 HE [ 3 24h.
TEBEMY B, HPLC 57w 55 % IR e R4k . UNInes =4t 3. 3% Pd-C £k MIER AP+ I H
1E 12h 2 Ja MELF) <1% A B IR A R

[0338] ff I NIVRA VI HI A2 = I B B IF R ik LR gE . e DA 200mL FEE
Peig I A S IR IR A 2L § (KT 45°CHRE ) BIZEME LIRS ROIRE A .« H %4
FROIR AV AR T 125mL — S0 F e 3F H A 25ml S /KB sk . AN RS RN Tt
H 7 & H e, /18 80% HPLC 2 (1) 2 ik b i AR A =4 (21g) »

[0339]  CKEALF=#EF T 50mL TPA HH I HAE 55-60°C Tt 3 Ko RIFBIFHRAHEZR
it e, K uEDH 25mL ¥4 TPA Peik I HAE 40-45°C FAE A S P T IR RS 12. 6g (52% 77
R AiE RN 94% K=

[0340] S5l . CEM—-101 2ARHE LA R 7K H 45

[0341]
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EEY

: N,
. - H’m
‘g,\ 5\ v B2,0/Et;N/DMAP
HO= S e
- oy, -0
-]
T~ 0
OMa

n p
N | b
n\_\/\ s WiV N
2 1
Lt I * i I = = ]
- M ; L A BeO,,
DEU o7 HoH g -
% Qe o
K 3 3
o8

[0342]  SZ Jif 5 . o E) AR 4. o qE) A 4 2 i PCT B BR A A 5 W0/2009/055557 F
W0/2011/146829 H AT ids | v 85 2= il %, H—MRARIERAE 1 PRI, 62g HiR &
1 & v 4 B = 2%, 730N 80% . 16g HAAA 2 & A4k 1 il &5, 72288 93% . Hr Al {4k
2 LIS 2 6. 6g HIAIE 3, 7728 86% o Sahi @ MEM AR 3 2P 0R 4 i) 1521 4. 49
W R A 4, P20 85% o PRI 4 8 Il VAR NMR SRAIESE
[0343]  SEftaf) . hiAlfk 5. 7E 0°C MK =9 B2 BT (113mg, 0. 54mmol) 3Z3 ¥ N 4 i a4
4(500mg, 0. 54mmo1) FEJE/K DCM(9mL) HH VA« I INZ )5, 72 0°C ikt [ SIVE &4 1h,
¥ S IR P DOM FRRE, FH M NaHCO, 7K 35 UFH Eh /K i 2R e, HA TE/K MgS0 T4 i
ZJa IR AR 2 TR LIS 3] 450mg 5 KR Cu [ A4 R R v TR) 4 5.0 fH A R) 4k 5 1 5T 1 4>
W RAE R E A 5 AT B P 0 . KR TEIAA 5 (¥ TH-NMR S 2 7R X B T 7= 4 &5 4
UG . TH-NMR Y60 I8 S s A7 E A S R A 4. Frid it (~ 85% 4l ) ekt — b4l
RIS S
[0344]  SZjifs] . dria)44 6. e al4A 5 (100mg, 0. 097mmol, ~ 85 % 4l ) 7£ 57K DCM (3mL)
AR PR N Dess-Martin ffiftfe (50mg, 0. 116mmol, 1.2 & ) . EEIR FHEEAEN
SNEREH 1. 5ho K SNV -S40 P DOM AR, BB BR A /K I VR #h /K I 22 i, H& TG
7K MgSO, 1. FEItIEZ S, WUk 4 1. A i A (i (BRI
/DCM, 20/80, v/v) 155 55mg 5 A L FE AR 4l R [a) 44 6, 7238 72% . AR 6 ) 'H-NMR
FEREIE ST =P 25 44 B e R U4
[0345] sz jiti ) . [AD A& 7. K A TE] 44 6 (82mg, 0. 08mmol) #E DMF (1mL) H [ ¥ ¥ ¥4
% -30°C. ¥ DBU (14mg, 0. 088mmol) , HAE —30°C F kLT HIE &4 20min. [A7E -30°C
N AR SN TR A E R A8 I NSFT (25mg, 0. 08mmol) 7E DMF (1mL) HH IR . ININZ )5
1E -30°C NP BV AW 20min. 5 S N TR A4 FH Fi NaHCO, 7K ¥ 0 K 5 F DOM A HL
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W6 1 DOM ZEHU) FH 3L K s, B To/K MgS0, Tk I iE 2 Ja , IR 4a 2= T {8
=4 ZRE A 1 (el IR /DCM, 20/80, v/v) , 153 86 % F= %[ 61mg S [ 4 [#
AR AE R TaAA 7. AR TEAAR 7 B TH-NMR S R IE 52 BT B P ) 5 Mg B e R R4

[0346]  SEjiifsl . CEM-101. 7E =i T HiFE A4 7 (60mg) 7£ 7 0. 3mL NH,OH fJ FHEE (1mL) H
POV o SRS S5 23 R IR T 23 B B s 1 v £ 24 7 i B 6 T CEM-101
160 Mw 06 DA R A Js o2 6 F TR 7 % e N7 Y 540 FH DOM A B, Bl /K R R 7K 2R ¢, IF H &t
BHC/K MgSO, T 7RSI 2 J5 , B Ie vk 4n & T . K dlr~Wid T EE (10mL) 1 IF7E
[T N 1/NEE o RV A VDR AR 2 /MR AR R 4 S Ak A iy (BB 7 :DCM/
MeOH/NH,0H, 95/5/0. 5, &FA L ) LA4E%] 40mg CEM-101. "H-NMR Y 52 pr 8L P2 M 45 44
[0347]  szjifsl . & R A4 3a

[0348]

N=N

E rikle, {-% L\/\f‘\ -
g e“;(.j\ H:.}- = Hz Q/K/

£ Gebo |
T
0 %B‘ ""_f" -%i 2

9 E] 4K 2

[0349]  ¥rhfEl 44 2 (1. 0g) < SZARH HOMISE —HCL £ (1.3 4% ). DBU(2.5 4 & ) . L\ DMF
FHRAAE 40-70°C FAERS NIAERE HE . OBEFEIEIT TLCHPLC, f& MS SRR, 5¢
R, B TR AP 5 B DOM 5 37K 2 18], FH /KBRS, 467K MgSO, T, i 78 Kk kR
Pyt HPLC 44k IAS 3] = 90 % 7= I AR Ak & 4. 'H NMR JEi RIBT RS (MW 1292) L hxi
EY—5.

[0350]  sjifsl] . & Rl R A 44 3a

[0351]

(o]

3 [E] 4K 3
[0352] (] f4& 3 (650mg, 0. 544mmol) £ J57K DCM(10mL) H (1) VR FH UK IR ¥4 #1 22 5°C.
) HrP SN =9 SR I (172mg, 0. 82mmol, 1. 5 & ), 3F HAE 5°C T M HE TS X MR &4
10min, Z J5% 1.5 /NN THE EIRBEIRFE o 35 5N F UK 1 H5 NaHCO, 7K 35 W02 K 51
DCM ZEHW o KA 19 DCM ZEHA) H R /K Pk 4 T 7K MgSO, T4 K )i ik 8 Bk 2
I HRG IR 26 215 KR = 28 R IR A 63 (B 57) :DCM/MeOH/NH40H = 95/5/0. 5,
AL ) glifk, BL 77 % 72 R 453 540mg P29 P TH-NMR Y61 A5 1 4R ik 52 BT B
B4 3a 45 I
[0353]  sjifsl] . & Rk R A 44 5
[0354]
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§j®~ k%
?rcp \ j\ SHHCY ‘;] =5 HNQA/
-4=2§§4 e’ N0

b

9 [8] 4R s

[0355]  [n] H [A] /& 3a(150mg, 0. 116mmol) 7E A Wi (3mL) = [ ¥ ¥ + ¥ i DBU (35mg,
0.233mmol,2.0 & ), BEE R HCL (300 u L) » 7E IR FHFEE R NIEEY) 5 /N,
AR ey N R W <) iR IR T = S B Bl S A S (1 Bt o A A L9 R et /L TN
DCM 50K /K R E YA o B 7 NG NH,0H {78 & 44 A it 3+ DOM 25 . & I 1
DCM A= B BhoK Bl » & T8 7K MgSO, 158 o il it sk Rk 25 I8 1), HKs D8R 46 22 )8 . %
FH P2 W22 i RAE (3 (R ) :DCM/MeOH/NH40H = 95/5/0. 5, & FALL ) 4lifk, LA 86 % /=
HRAGH) 103mg H A 50 PRI H-NMR i A0SR 0% 5 o B T T LA R P4 B 1) i 2 o
(44 5 (&5 R U

[0356]  SEhEf . A A EAA 6a
[0357]

820, a, | .
\ NHJMOOH HM i ge "
0“&'[ 1\ o=
FoC 0 o)

(.

4’-%0 A fo

P in P

[0358]  [r) 1 ] 445 6 (1. Ommol) 7E FF . (10mL) v 11 ¥ i s i & 4804 %4 v Vi (NH,O0H,
30mmol) o FEMEGURE N HHE AT 153 FIFIE I 0SS BV R SR B W R PR A
VI 4 22 T4, T AE T DCM 5 NaHCO, 7K 5 VRUFH 36 /K 4R e, SR J5 42 T 7K MgSO , 5k
FEIE I8 DABR 25 T8 55 2 Ja , WRAa 8V 2= T-J%, 43 31 0. 8mmol H1[AfA 6a (90% =% ) . 1H-NMR
TR 5 bR AL S — 3
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