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WHAT IS CLAIMED 1S

1. A method of preparing a compound of formula (I):

or a pharmaceutically écceptable salt thereof, as a single stereocisomer or enantiomer

or a mixture thereof,
wherein the method comprises treating a compound of rmula (8):

or a pharmaceutically acceptable salt theof, with a compound of formula (9):
O,
9) :

or a pharmaceutically acceptable salt thereof, under suitable conditions to provide the

compound of formula (I/ér a pharmaceutically acceptable salt thereof, as a single
stereoisomer or enantiomer or a mixture thereof.

2. Thé method of Claim 1 further comprising a preparation of the
compound of férmula (8), wherein the method comprises treating a compound of

formula (7). /
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y

or a pharmaceutically acceptable salt thereof, with a base under suitable conditions to/
form the compound of formula (8), or a pharmaceutically acceptable salt thereof. /

3. The method of Claim 2 further comprising a preparation of the /

compound of formula (7), wherein the method comprises treating a compoy d of

/f

formula (6): /
Ho-HO
o/
No O
L ®
or a pharmaceutically acceptabie salt thereof, under sgafgdard Mitsunobu reaction
/
conditions to form the compound of formula (7}, or §ff}harmaceuticaf!y acceptable salt

thereof. /
4. The method of Claim 3 furtheéprising a preparation of the
compound of formula (6), wherein the method comprises treating a compound of

/

formula (5): : /

O o ®

or a pharmaceutically acceptable salt thereof, with an aldehyde under suitable
conditions to form,the compound of formula (6), or a pharmaceutically acceptable salt

e 04

3

thereof.

The method of Claim 4 further comprising a preparation of the
compound of formula (5), wherein the method comprises treating a compound of

formula (4):
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HO
LS
N o O
H (4) P

’
I

or a pharmaceutically acceptable salt thereof, under suitable conditions tqff”érm the

compound of formula (5), or a pharmaceutically acceptable salt. thereofgf”

4‘/

6. The method of Claim 5 further comprising a prepargfféan of the
compound of formula (4), wherein the method comprises:
a) reacting a compound of formula (2): if“
/
HO 0 /
ji:1:> /
s
° 7
2) ;;"/

or a pharmaceutically acceptable salt thgé;f, with a Grignard reagent of

formula (3): - //
e
MgCl

/ 3

under suitable conditions fté form an intermediate product; and

b) reacting the intermedi?té product of a)'with a compound of formula h:
/ 0
/ (;r‘gz
N
H

(1)

ora ?a/;maceutically acceptable salt thereof, under suitable conditions to form
the gbmpound of formula (4), or a pharmaceutically acceptable salt thereof.

The method of Claim 1 further comprising resolving the compound of (
formala (1), or a pharmaceutically acceptable salt thereof, under suitable conditions, to

yigld a compound of formula (1-S):
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&
rj
K

or a pharmaceutically acceptable salt thereof, and a compound of fogﬁiula (I-R):

&
£

0O IR /
N (-R)
O._-CF;
w f
or a pharmaceutically acceptable salt thereof. /.f c
: y
/
8. A method of preparing a compound of formula (If):
s

/ ()
FaC .
Q'{/’ 3 !

or a pharmaceutically acceeté{ﬁle salt thereof, as a single stereocisomer or enantiomer

or a mixture thereof; /
wherein the method comprises treating a compound of formula (15):

or a pharmaceutically acceptable salt thereof, with a compound of formula (16):
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Cl
NN -CF
! =
(18) .
or a pharmaceutically acceptable salt thereof, under suitable conditions to pr’"gvide the
compound of formula (ll), or a pharmaceutically acceptable salt thereof, as a single

stereoisomer or enantiomer or a mrxture thereof.

9. The method of Claim 8 further comprising a prepaﬁgéﬂtion of the
compound of formula (15), or a pharmaceutically acceptable sf\aﬁ thereof, wherein the

method comprises treating a compound of formula (14):

or a pharmaceutically acceptable salt therepf with an alkylating agent under suitable

conditions to form the compound of formu a (15), or a pharmaceutically acceptable salt
f

I
£

thereof

S
rd

10.  The method of Claiﬁ1 g further comprising a preparation of the
compound of formula (14), or af‘"pharmaceutlcally acceptable salt thereof, wherein the

method comprises treating afcompound of formula (13):

/ HO ]
r O O

s O
&
e N

/ | " (19 ;

or a pharmgceutically acceptable salt thereof, under suitable conditions to form the

compoupd of formula (14), or a pharmaceutically acceptable salt thereof.-

11.  The method of Claim 10 further comprising a preparation of the
mpound of formula (13), or a pharmaceutically acceptable salt thereof, wherein the

method comprises:
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a) reacting a compound of formula (12):

HO oj -/
: :o

(12)

with a Grignard reagent of formula (3):

)\MQCI

(3)

¢
r

under suitable conditions to form an intermediate product and
b) reacting the infermediate product of a) with a compound of formula (1):

o /
&

4
£
ff
N s""{
Hv

)
or a pharmaceutically acceptaple salt thereof, under suitable conditions to form
the compound of formula (135 or a pharmaceutically acceptable salt thereof.

:@I

12. The method ofﬂ,.Clalm 11 further comprising a preparation of the

compound of formula (12) or a pharmaceutically acceptable salt thereof, wherein the

method comprises treatmg a compound of formula (11):

-/ (11)

with an, ox1d|zmg agent under suitable conditions to form the compound of formula (12),
ora pﬁarmaceutlcally acceptable salt thereof.

g’

s
4 .
/ 13.  The method of Claim 12 further comprising a preparation of the
/ compound of formula (11), wherein the method comprises treating a compound of

formula (10):
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o)

H )ﬁ O H }f rd
OH

(10)

with a suitable alkylating reagent under suitable conditions to form the compqwu‘"ﬁd of
formula (11). '

14. The method of Claim 8 further comprising resolving a ggﬁqpound of
formula (II) under suitable conditions to yield a compound of formulfaf"f(ll-S):

7

/ -
or a pharmaceutically acceptable salt thereof; apéi a compound of formula (II-R):

ft
)
+ ‘;g O
70

4

O

,f F3C
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CLAIMS

1. A method of preparing a compound of formula (1):
0

or a pharmaceutically acceptable salt thereof, as a single stereocisomer or enantiomer or a
mixture thereof;

wherein the method comprises:

a) treating a compound of formula (7):
©)

or a pharmaceutically acceptable salt thereof, with a base under suitable conditions to form
a compound of formula (8):

®

or a pharmaceutically acceptable salt thereof; and

b) treating the compound of formula (8):
O,
Ol
O O) |
i

or a pharmaceutically acceptable salt thereof, with a compound of formula (9):
®)

@

Br

Q

W,

CFg,’
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or a pharmaceutically acceptable salt thereof, under suitable conditions to provide the
compound of formula (1), or a pharmaceutically acceptable salt thereof, as a single
stereoisomer or enantiomer or a mixture thereof.

2. The method of claim 1 further comprising a preparation of the compound of
formula (7), wherein the method comprises treating a compound of formula (6):

6
HO ©

or a pharmaceutically acceptable salt thereof, under standard Mitsunobu reaction
conditions to form the compound of formula (7), or a pharmaceutically acceptable salt
thereof.

3. The method of claim 2 further comprising a preparation of the compound of
formula (6), wherein the method comprises treating a compound of formula (5):
©)
0

or a pharmaceutically acceptable salt thereof, with an aldehyde under suitable conditions to
form the compound of formula (6), or a pharmaceutically acceptable salt thereof.

4, The method of claim 3 further comprising a preparation of the compound of
formula (5), wherein the method comprises treating a compound of formula (4):
HO, @
HO
O AT
S

N 6}
"

or a pharmaceutically acceptable salt thereof, under suitable conditions to form the
compound of formula (5), or a pharmaceutically acceptable salt thereof.

5. The method of claim 4 further comprising a preparation of the compound of
formula (4), wherein the method comprises:

a) reacting a compound of formula (2):
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2
HO o
O

or a pharmaceutically acceptable salt thereof, with a Grignard reagent of formula (3):

J\MgCl;

under suitable conditions to form an intermediate product; and

(3)

b) reacting the intermediate product of a) with a compound of formula (1):

1
o &)

=z

or a pharmaceutically acceptable salt thereof, under suitable conditions to form the
compound of formula (4), or a pharmaceutically acceptable salt thereof.

6. The method of claim 1 further comprising resolving the compound of formula

(1), or a pharmaceutically acceptable salt thereof, as a mixture of enantiomers, under
suitable conditions; to yield a compound of formula (I-S):
(-8

or a pharmaceutically acceptable salt thereof, and a compound of formula (I-R):

O 0]
.l“u\\ O>
O

0 CF3;

(I-R)
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or a pharmaceutically acceptable salt thereof.

7. A method of preparing a compound of formula (I):

@

or a pharmaceutically acceptable salt thereof, as a single stereoisomer or enantiomer or a
mixture thereof, wherein the method comprises:

a) reacting a compound of formula (2):

RO

or a pharmaceutically acceptable salt thereof, with a Grignard reagent of formula (3):
&)
/LMgCL;

under suitable conditions to form an intermediate product; and

@

b) reacting the intermediate product of a) with a compound of formula (1):
1)
0
O;
N
H

or a pharmaceutically acceptable salt thereof, under suitable conditions to form a

compound of formula (4):
HO,
5(0)
O A
)
N O
H

or a pharmaceutically acceptable sait thereot, as a single sterecisomer or enantiomer or a
mixture thereof;

“@
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c) treating the compound of formula (4), or a pharmaceutically acceptable salt thereof,
as a single stereocisomer or enantiomer or a mixture thereof, under suitable conditions to
form a compound of formula (5):

&)

or a pharmaceutically acceptable salt thereof, as a single stereoisomer or enantiomer or a
mixture thereof;

d) treating the compound of formula (5), or a pharmaceutically acceptable salt thereof,
as a single stereoisomer or enantiomer or a mixture thereof, with an aldehyde under
suitable conditions to form a compound of formula (6):

6
HO, ©

or a pharmaceutically acceptable salt thereof, as a single stereocisomer or enantiomer or a
mixture thereof;

e) treating the compound of formula (6), or a pharmaceutically acceptable salt thereof,
as a single stereoisomer or enantiomer or a mixture thereof, under standard Mitsunobu
reaction conditions to form a compound of formula (7

@)

or a pharmaceutically acceptable salt thereof, as a single sterecisomer or enantiomer or a
mixture thereof;

f) treating the compound of formula (7) or a pharmaceutically acceptable salt thereof,
as a single stereocisomer or enantiomer or a mixture thereof, with a base under suitable
conditions to form a compound of formula (8):
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®)

O

=2,

or a pharmaceutically acceptable salt thereof, as a single stereoisomer or enantiomer or a
mixture thereof;

g) treating the compound of formula (8):

QR0

or a pharmaceutically acceptable salt thereof, as a single stereoisomer or enantiomer or a
mixture thereof, with a compound of formula (9):

®

®)

CF3;

W,

or a pharmaceutically acceptable salt thereof, under suitable conditions to provide the
compound of formula (I), or a pharmaceutically acceptable salt thereof, as a single
stereoisomer or enantiomer or a mixture thereof.

8. The method of claim 7 further comprising resolving the compound of formula (1), or
a pharmaceutically acceptable salt thereof, as a mixture of enantiomers, under suitable

conditions to yield a compound of formula (I-S):
(-8)

© CF3;

or a pharmaceutically acceptable salt thereof, and a compound of formula (I-R):
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(I-R)

O CF3;

or a pharmaceutically acceptable salt thereof.
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