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Description
{0001} This is a continuation-in-part of U.S. Patent Application No. 08/572,226, filed December 13, 1895,

Technical Fieid

{0002] The present invention relates to novel compounds and a composition and method for inhibiting retroviral
preteases and in particular for inhibiting human immunodeficiency virus (HIV) protease, a composition and method for
inhibiting a retroviral infection and in particular an HIV infection, processes for making the compounds and synthetic
intermediates employed in the processes.

Background of the invention

[0003] Retroviruses are those viruses which utilize a ribonucleic acid (RNA) intermediate and a RNA-dependent
deoxyribonucleic acid {DNA) polymerase, reverse transcriptase, during their life cycle. Retroviruses include, but are
not limited to, the BRNA viruses of the Retroviridae family, and also the DNA viruses of the Hepadnavirus and Caulimo-
virus families. Retroviruses cause a variety of disease states in man, animals and plants. Some of the more important
retroviruses from a pathological standpeint include human immunodeficiency viruses (HIV-1 and HIV-2), which cause
acquired immune deficiency syndrome (AIDS3) in man, human T-cell lymphotrophic viruses 1, I, IV and V, which cause
human acute cell leukemia, and bovine and feline leukemia viruses which cause leukemia in domestic animals,
[0004] Proteases are enzymes which cleave proteins at specific peptide bonds. Many biolegical functions are con-
trolled or mediated by proteases and their compilementary protease inhibitors. For example, the protease renin cleaves
the peptide angiotensinogen to produce the peptide angiotensin |. Angictensin | is further cleaved by the protease
angiotensin converting enzyme (ACE) to form the hypotensive peptide angiotensin Il. Inhibitors, of renin and ACE are
known to reduce high blood pressure in vivo. An inhibitor of a retroviral protease will provide a therapeutic agent for
diseases caused by the retrovirus.

[0005] The genomes of retroviruses encode a protease that is responsible for the proteolytic processing of one or
more polyprotein precursors such as the pol and gag gene products. See Wellink, Arch. Virol. 98 1 (1988). Retroviral
proteases most commonly process the gag precursor into core proteins, and also process the pol precursor inte reverse
transciptase and retroviral protease. In addition, retroviral proteases are sequence specific. See Pear, Nature 328 482
(1587).

{0006] The correct processing of the precursor polyproteins by the retroviral protease is necessary for the assembly
of infectious virions. It has been shown that in vitro mutagenesis that produces protease-defective virus leads to the
production of immature core forms which lack infectivity. See Crawford, J. Virol. 53 899 (1985); Katoh, et al., Virology
ﬁ 280 (1985). Therefore, retroviral protease inhibition provides an attractive target for antiviral therapy. See Mitsuya,
Nature 325 775 (1987).

f0007] Current treatments for viral diseases usually involve administration of compounds that inhibit viral DNA syn-
thesis. Current treatments for AlDS involve administration of compounds such as 3'-azide-3'-deoxythymidine (AZT),
2'.3'-dideoxycytidine (DDC), 2',3'-dideoxyinosine (DDI), d4T and 3TC and compounds which treat the opportunistic
infections caused by the immunosuppression resulting from HIV infection. None of the current AIDS treatments have
proven o be totaily effective in treating and/or reversing the disease. In addition, many of the compounds currently
used to treat AIDS cause adverse side effects including low platelet count, renal toxicity and bone marrow cytopenia.
[0008] Recently the HIV protease inhibitors ritonavir, saquinavir and indinavir have been approved in the U.S. for
treatment of HIV infections. However, there is a continuing need for improved HIV protease inhibitors.

Disclosure of the Invention

[0009] In accordance with the present invention, there is a compound of the formula I;

O R, Ra
H
34\ /”\ N
L N R
1 H 5
OH Ra o]

l



10

15

20

25

30

35

40

45

50

55

wherein Ry and R are independently selected from the group consisting of loweralkyl, cycloalkylalkyl and arylaiky!:
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R; is loweralkyl, hydroxyalkyl or cycloalkylalkyl;

R, is aryl or heterocyclic;

Ry is
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N
L

Hg'

g)

0

.

N

/

An
o

whereinnis 1, 2or3. mis1,20r3, mistor2 XisQ, SorNH, Y is -CH,-, -0-, -8- or -N(Rg)- wherein Rg is
hydrogen, loweralkyl, cycloalkyl, cycloalkylalkyl, aryl or arylalkyl, Y" is -CH,- or -N{Rg.)- wherein Rg. is hydregen,
toweralkyl, cycloalkyl, cycloalkylalkyl, aryl or arylalkyl, Y is -N{Rg}- wherein Ry is hydrogen, loweralkyl, cycloalkyl,
cycloalkylalkyl, aryl or arylalkyl, and Zis O, S or NH;

and

Lis

=z
D
)
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a) -O-,
by -5

c) -N(R;)- wherein R, is hydrogen, loweralkyl, cycloalkyl or cycloalkylalkyl,

o) -O-atkylenyl-,

e) -S-alkyienyl-

)] -5{O}-alkylenyl-,
g)  -S(O)p-alkylenyl-,

h) -N(R7)-alkylenyi- wherein R is defined as above,

i) -atkylenyl-O-,
), -alkyleny!-S-,

EP 1170 289 A2

K) alkylenyl-N{R;)- wherein R, is defined as above,

1 alkylenyl or
m)  aikenylenyi;

or a phamaceutically acceptable sailt, ester or prodrug thereof,

[0010] Preferred compounds are compounds of the formula | wherein Ry and R, are arylalkyl, R, is loweralkyi, R,

is aryl, Rg is
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X
A
, L

wherein X, Y, ¥, Y", Z, R, n, m and m' are defined as above and

Ly is -O-alkylenyl.

[0011] More preferred compounds are compounds of the iormuia t wherein Ry and R, are benzyi or R, is benzy! and
R, is loweralkyl, R4 is toweralkyl, R, is {(a) phenyt which is substituted with two loweralky! groups and which is optionally
substituted with a third substituent selected from the group consisting of loweralkyl, hydroxy, amino and halo or (b)
pyridyl or pyrimidinyl either of which is substituied with two foweralkyl groups and which is optionally substituted with
a third substituent selected from the group consisting of loweralkyl, hydroxy, amino and halo, Ry is

))J(\
a) (CHZ)n
whereinnis 1 or2, Xis O or S and Y is -CH, or -NH-,
X

‘““‘N)k\’
/ i
(CH2}m

pd

b}

whereinmis1or2, XisQ,Yis -CHy,-and Zis O,
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X
\N/'.LY

L

o (CHam

whereinm'is 1, Xis O, Zis O and Y is -NH-,

s
d} (CH)w

whereinm'is 1, Xis O, Y"is -NH- and Y' is -NH- or

wherein X is O and Rg. is hydrogen
and
L, is -O-CH,-.

[0012] Even more preferred compounds are compounds of the formula t wherein Ry and R, are benzy! of R, is benzy!

and R, is isopropyl, Ry is loweralky!, B, is

2,86-dimethylpheny! which is optionally substituted with a third substituent selected from the group consisting of lower-

alkyl and halo, Ry is

X

PN

\

a) {CHZ)H

whereinnis1or2 XisOorSandY is -CH, or -NH-,

Y

J

Zz
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X

\N)L/Y
)'— (CH2)m

By %
whereinmis1or2, Xis O, Y is -CHy,-and Z is O,
X
NP
L L
o)  (CHam 2

whereinm'is 1, Xis O, Zis O and Y is -NH-,

d) {CH2}m’

whereinm'is 1, Xis O, Y" is -NH- and Y' is -NH- or

X
N)LT .
e) =N
wherein X is O and Rg. is hydrogen
and
L, 5 -0-CH,-.

[0013] Most preferred compounds are compounds of the formula | wherein R, and R, are benzyl or R, is benzyl and
A, ts isapropyl, Ry is loweralkyl, R, is 2 6-dimethylphenyl which is optionally substituted with a third substituent selected
from the group consisting of loweralkyl and halo, Ry is
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whereinnis 1 or 2, Xis O orSand Y is -CH, or -NH-,

X
AN N)L
L Y
b) (CH2)y 2

whereinm'is 1, Xis O, Zis O and Y is -NH-,

X

NN

v
L7
(

¢) CH)m

wherginm'is 1, X is Q, Y" is -NH- and Y'is -NH- or

whér,ein X is O and Rg. is hydrogen

and

L, is-C-CHyp-,

f0014] Most highly preferred compounds are compounds of the formula | wherein Ry and R, are benzyl or Ry is
benzy! and R, is isopropyl, Ry is loweralkyl, R, is 2 8-dimethylphenyl which is aptionally substituted with a third sub-
stituent selected from the group consisting of loweralkyl and hale, Ry is

/IXL
(CHZ)n‘/ -
whereinnis1or2, Xis OorSand Y is -CH, or -NH- and
Ly is -O-CH,-.

[0015] Examples of highly and most highly preferred compounds of the formula | are selected from the group con-
sisting of:

(28, 38, 55)-2-(2,6-dimethylphenaxyacetyl) amine-3-hydroxy-5-[25-(1-letrahydro-pyrimid-2-onyl)-3-methyl bu-
tanoyl] amino-1,6-diphenylhexane;

(25,38 .58)-2-(2.8-Dimethylphenoxyacetylyamino-3-hydroxy-5-{25-(1-imidazolidin-2-onyl)-3,3-dimethyl butanoyl)
amino-1 8-diphenylhexane;
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(28,35,55)-2-{2,6-dimethylphenoxyacetyl)amino-3-hydroxy-5-(28-(1-imidazolidin-2-thionyl)-3-methyl  butanoyl)
amino-1,8-diphenylhexane;

(25,38,58)-2-(2,4 6-trimethylphenoxyacetyl)  amino-3-hydroxy-5-(2S-(1-imidazolidin-2-onyl)-3-methylbutanoyl)
amine-1,6-diphenylhexane;

{28,35,58)-2-(4-fluoro-2,6-dimethylphenoxyacetyl) amino-3-hydroxy-5-(2S-(1-imidazolidin-2-onyl}-3-methyl-bu-
tanoyl) amine-1,8-diphenylhexane,;

{28,35,55)-2-(2,6-dimethylphenoxyacetyl) amino-3- hydroxy 5-(25-(1-pyrrolidin-2-cnyl}-3-methyl-butanoyl) ami-
no-1,6-diphenylhexane;

{28,35,55)-2-(2,6-dimethyiphenoxyacetyl)  amino-3-hydroxy-5-(25-(1-pyrrolidin-2,5-dionyl)-3-methyl-butanoy!)
amino-1,6-diphenylhexane;

(25,38,55}-2-{trans-3-(2,6-dimethylphenyl) propenoyl) amino-3-hydroxy-5-(25-1-tetrahydrepyrimidin-2-onyl)-
3-methyl-butanoyl) amino-1,8-diphenylhexane,;

{28,358 58)-2-(3-(2 6-dimethylphenyl} propanoy!l} amino-3-hydroxy-5-(28-(1-tetrahydropyrimidin-2-onyl)-3-me-
thyl-butanoyl) amino-1 6-diphenylhexane;

(25.35,68)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-(25-(1-tetrahydro-pyrimid-2,4-dionyi)-3-methylbu-
tanoyljamino-1,6-diphenylhexane;

(25,35,55)-2-(2,6-Dimethylphenoxyacetyl)  amino-3-hydroxy-5-(258-(4-aza-1-tetrahydro-pyrimid-2-onyl}-3-me-
thyl-butanoyljamino-1,6-diphenylhexane:

(28,358,5%)-2-(2,6-Dimethyiphencxyacetyl) amino-3-hydroxy-5-{25-{1-tetrahydro-pyrimid-2-onyl)-3-methylbu-
tanoyl)aminoe-1-phenyl-6-methylheptane,

{2S,38,55)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-{25-(1-tetrahydro- pynm[d -2,4-dionyl}-3-methylbu-
tanoyl)amino-1-phenyl-6-methylheptane; and

(25,3%,68)-2-(2,86-Dimethylphenoxyacetyl) amino-3-hydroxy-5-{25-(4-aza-4,5-dehydro-1-pyrimid-2-ony!)-3-me-
thyl-butanoyl)amine-1,6-diphenyihexane;

or a phamaceutically acceptable salt, ester or prodrug thereof.

[0016] The most highly preferred compound of the formula | is {25, 35S, 55)-2-(2,6-Dimethylphenoxyacetyl) amino-
3-hydroxy-5-[23-(1 -tetrahydro-pynmid-2-onyl)-3-methyl butancyl] amino-1,6-diphenylhexane;

or a pharmaceutically acceptable salt, ester or prodrug thereof.

[0017] Insomecircurnstances itis preferredto be able to prepare (28, 38, 55)-2-(2,6-Dimethylphenoxyacetyl} amino-
3-hydroxy-5-[25-{1-tetrahydro-pyrimid-2-onyl}-3-methyl butanoyl] amino-1,68-diphenylhexane (or a pharmaceutically
acceptable salt, ester or prodrug thereof) as an amorphous solid. Such an amorphous solid can be prepared by dis-
solving (28, 38, 55)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[2S-(1-tetrahydro-pyrimid-2-onyl)-3-methyl
butanoyi] amine-1 6-diphenylhexane in an organic solvent (for exampte, ethanel, isopropancl, acetone, acetonitrile
and the like) and then adding the solution to water, Preferably, (28, 38, §3)-2-(2,6-Dimethylphenoxyacetyl) amino-
3-hydroxy-5-[28-(1 -tetrahydro-pyrimid-2-onyl)-3-methy| butanoyl] amino-1,6-diphenylhexane is dissolved in ethanol
(from about 2 to about 4 mL/g) and the ethanolic solution is added with stirring to water (from about 10 about 100 mL/
g) to provide amorphous (25, 38, 55)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[25-(1-tetrahydro-pyrimid-
2-onyl}-3-methyl butanoy!] amino-1,8-diphenylhexane.

[0018] Another embodiment of the present invention comprises an HIV protease inhibiting compound comprising a
substituent of the formulz II:

wherein Ry is loweralkyl, hydroxyalkyl or cycloalkylalkyl; and
Rs is

10
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e
2 (Chaint |
X
\N)kv
/
(CH2)m
b) 2
X
NP
Y
&) |\/Kz'

"
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whereinnis1,2o0r3, mis1,20r3. m'is 1or2, Xis O, SerNH, Y is -CH,-, -O-, -5- or -N(R6)- wherein Rg is hydrogen,
loweralkyl, cycloalkyl, cycloalkylalkyl, aryl or arylalkyl, Y is -CHy- or -N{Rg-)- wherein Rg. is hydrogen, loweralkyl,
cycloalkyl, cycloalkylalkyl, aryl or arylalkyt, Y' is -N(Rg)- wherein Rg is hydrogen; loweralkyl, cycloalkyt, cycloalkylalkyl,
aryl or arylalkyl, and Z is O, S or NH.

[0019] Preferred compounds are HIV protease inhibiting compounds comprising a substituent of the formula il where-
in R, is loweralkyi and R; is

12



10

15

20

25

30

35

40

45

50

55

EP 1170 289 A2

wherein X, Y, Y, Y", Z, Bg., n, m and m' are defined as above.

[0020]
Il wherein Ry is loweralkyl and Rg is

a)

More preferred compounds are HIV protease inhibiting compounds comprising a substituent of the formula

X

N

\
(CHZ)n‘/

wherein nis 1 or2, Xis Oor3andY is -CH, or -NH-,

13
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whereinmis 1or2, Xis O, Yis -CHy-and Zis Q,

PN

c)

whereinm'is 1, Xis O, ZisCandY is -NH-,

d)

whereinm'is 1, Xis O, Y" is -NH- and Y" is -NH- or

e)

wherein X is 0 and Rg- is hydrogen.

[0021] Even more preferred compounds are HIV protease inhibiting compounds comprising a substituent of the

formula Il wherein R, is isopropyl and Ry is

wherginnis1or2, Xis OorSand Y is -CHy or -NH-,

NP
N - Rg-
[\/l

(CHolm 2

X

=N

14



15

20

25

30

35

40

45

50

55

EP 1170 289 A2

X

PN
/
(CHa)m
z

b}

whereinmis1or2 XisQ, Yis -CHy-and Zis O,

(

c) (CH2)m'

whereinm'is 1, Xis O, Zis Dand Y is -NH-,

X
NP
IY1
Lo
d) (CH2)m'

whefein mis 1, Xis O, ¥Y"is -NH- and Y'is -NH- or

e
N - Rg

wherein X is O and Rg. is hydrogen.

[0022] Most preferred compounds are HIV protease inhibiting compounds com;;rising a substituent of the formula 1)

wherein R, is isopropyl and Rs is

X

\
(CHZ)n'/

15
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whereinnislor2, XisQorSandY is -CH; or -NH-,

whereinm'is 1, Xis O, Zis Cand Y is -NH-,

whereinm'is 1, Xis O, Y"is -NH- and Y'is -NH- or

wherein X is O and Rg. is hydrogen.

[0023] Most highly preferred compounds are HIV protease inhibiting compounds comprising a substituent of the
formula Il wherein R, is isopropyt and Ry is

X

oy

\ .
(CHz)n—/

whereinnis1or2 XisQor5andYis -CHy or -NH-,
[0024] Examples of such HIV protease inhibiting compounds include:

cis-N-tert-butyl-decahydro-2-[2(R}-hydroxy-4-phenyl-3(3)-(2S-(1-tetrahydropyrimid-2-onyl)-3-methylbutanoyl)
aminobutyl]-(4aS$,8a8)-isoquinoline-3{S}-carboxamide;

cis-N-tert-butyl-decahydre-2-[ 2(R)-hydroxy-4-thiophenyl-3(3)-(28-(1 -tetrahydropyrimid-2-onyt)-3-methylbu-
tanoyljamincbutyl]-(4aS 8aS)-isoquincline-3(S)-carboxamide; and

4-Amino-N-(( 2syn, 3S)-2-hydroxy-4-phenyl-3-(2S-( 1-tetrahydropyrimid-2-onyl}-3-methylbutanoylamino)-butyl)

16
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-N-isobutyl-benzenesulfonamide; and the like;

or pharmaceutically acceptable salts thereof

[0025] Such HIV protease inhibiting compounds comprising a substituent of the formula 11 can be prepared by cou-
pling a suitable intermediate or precursor having an amino group {-NHj, or -NHR" wherein R” is loweralkyl), a hydroxy!
group (-OHj) or a thiol group (-SH) to the compound of the formula IH or a salt or an activated ester derivative thereof:
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wherein R is loweralkyl, hydroxyalkyl or cycloalkylatkyl, and

Rs is

17
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\Nj‘kN- As
A

iy HO

whereinnis1,2o0r3,mis1,20r3,m'is10or2, Xis 0,5 orNH, Y is -CHy-, -O-, -8- or -N(Rg)- wherein Ry is hydrogen,
loweralkyl, cycioalky!, cycloalkylalkyl, aryl or aryialkyl, Y" is -CHs- or -N{Rg)- wherein Rg- is hydrogen, loweralkyl,
cycloalkyl, cycloalkylalkyl, aryl or arytalkyl, Y' is -N(Rg)- wherein Rgq is hydregen, loweralkyl, cycloalkyl, cycloalkylalkyl,
aryl or arylalkyl, and Z is O, S or NH.

[0026] Preterred compounds are compounds of the formula lll or an activated ester derivative thereof wherein Ry is
loweralkyl and Ry is

X
Y
a) (CHQJI‘\'/ .
X
L

/

{CH2)m
b 4

19
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g

rd
d) {CH2)m' or

wherein X, Y, Y', Y*, Z, Rg+, n, m and m' are defined as above.

[0027] More preferred compeunds are compounds of the formuia lll or an activated ester derivative thereof wherein

R, is loweralkyl and Ry is

X

»y
(Cﬂz)n-/

whereinnis 1 or2, Xis O or Sand Y is -CH, or -NH-,

whereinmisior2 XisO,Yis-CHy,-and Zis Q,
X
PN
k Y
o)  (CHam 2

whereinm'is 1, Xis O, Zis QG and Y is -NH-,

20
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d)

X
NS
L

(CH2)m'

whereinm'is 1, Xis O, Y" is -NH- and Y' is -NH- or

wherein X is O and Rg. is hydrogen.

[0028] Even more preferred compounds are compounds of the formula lll or an activated ester derivative thereof

wherein R, is isopropyl and Ry is

e)

a)

N
|\/I

=N

\
(CH2)n'/

wherainnis 1 or2, Xis G or S and Y is -CH, or -NH-,

whereinmis 1 or2, Xis Q, Y is -CH2- and Zis O,

whereinm'is 1, Xis O, ZisOand Y is -NH-,

c)

@8

(CH)m £

21
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d) (CHo)m

whereinm'is 1, Xis O, Y" is -NH- and Y' is -NH- or

wherein X is O and Rg. is hydrogen.

[0029] Most preferred compounds are compounds of the formula 1l or an activated ester derivative thereof wherein

R4 is isopropyl and Rg is

whereinm'is 1, Xis O, Zis Qand Y is -NH-,

) (CH2)m

wherein m'is 1, Xis O, Y" is -NH- and Y' is -NH- or

22
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wherein X is O and Ry is hydrogen.

[0030] Most highly preferred compounds are compounds of the formula Itl or an activated ester derivative thereof
wherein Ry is isopropyl and Rs is

-~
\ Y
(CH 2)n—/

whereinnis 1 or2, Xis O or 8 and Y is -CH; or -NH-.

[0031] A preferred compound of formula a 1il is 28-(1-Tetrahydropyrimid-2-onyl)-3-methyl butanoic acid or a salt or
an activated ester derivative thereof.

[0032] The compounds of the invention can comprise asymmetrically substituted carbon atoms. As a result, all ster-
eoisomers of the compounds of the invention are meant to be included in the invention, including racemic mixtures,
mixtures of diastereomers, as well as single diastereomers of the compounds of the invention.

[0033] The terms "S" and "R" configuration are as defined by the I[UPAC 1974 Recommendations for Section E,
Fundamental Sterecchemistry, Pure Appl. Chem. (1976) 45, 13 - 30,

[0034] The term "N-protecting group” or "N-protected" as used herein refers 1o those groups intended to protect the
N-terminus of an amino acid or peplide or to protect an amino group against undersirable reactions during synthetic
procedures. Commonly used N-protecting groups are disclosed in Greene and Wuts, "Protective Greups In Crganic
Synthesis," {Jehn Wiley & Scons, New York {1691)}, which is hereby incorporated by reference. N-protecting groups
corﬁpn’se acyl groups such as formyl, acetyl, propionyl, pivaloyl, t-butylacetyl, 2-chloroacetyl, 2-bromoacetyl, triflucre-
acetyl, trichloroacetyl, phthalyl, o-nitrophenoxyacetyl, a-chlorobutyryl, benzoyl, 4-chlorobenzoyl, 4-bromobenzoyl, 4-ni-
trobenzoy!, and the like; sulfonyl groups such as benzenesulfonyl, p-toluenesulfenyl and the like; carbamate forming
groups such as benzyloxycarbonyi, p-chlorobenzyloxycarbonyl, p-methoxybenzyloxycarbonyl, p-nitrobenzyloxycarb-
cnyl, 2-nitrobenzyloxycarbonyl, p-bromobenzyloxycarbonyl, 3,4-dimethoxybenzyloxycarbonyl, 3.5-dimethoxybenzy-
loxycarbonyl, 2.4-dimethoxybenzyloxycarbenyl, 4-methexybenzyloxycarbonyl, 2-nitro-4, 5-dimethoxybenzyloxycarbo-
nyl, 3,4 5-trimethoxybenzyloxycarbonyl, 1-(p-biphenylyl}-1-methylethoxycarbonyl, o, a-dimethyl-3,8-dimethoxybenzy-
loxycarbonyl, benzhydryloxycarbonyl, t-butyloxycarbonyl, diisopropylmethoxycarbonyl, iscpropyloxycarbonyl, ethoxy-
carbonyl, methoxycarbonyl, allyloxycarbonyl, 2,2,2 -trichloroethoxycarbonyl, phenoxycarbonyl, 4-nitrophenoxycarba-
nyl, fluorenyl-9-methoxycarbonyl, cyclopentyloxycarbonyl, adamantyloxycarbonyl, cyclohexyloxycarbonyl, phenylthi-
ocarbonyl and the like; alkyl groups such as benzyl, triphenylmethyl, benzyloxymethy! and the like; and silyl groups
such as trimethylsilyl and the like. Preferred N-protecting groups are formyl, acetyl, benzoyl, pivaloyl, t-butylacetyl,
phenylsulfonyl, benzyl, t-butyloxycarbonyl {(Boc) and benzyloxycarbony! (Cbz).

{0035] Theterm "activated ester derivative" as used herein refers to acid halides such as acid chlorides, and activated
esters including, but not limited to, formic and acetic acid derived anhydrides, anhydrides derived from alkoxycarbonyl
halides such as iscbutyloxycarbonylchloride and the like, N-hydroxysuccinimide derived esters, N-hydroxyphthalimide
derived esters, N-hydroxybenzotriazole derived esters, N-hydroxy-5-norbernene-2,3-dicarboxamide derived esters,
2,4 5-trichlorophenol derived esters, thiophenol derived esters, propylphosphonic acid derived anhydrides and the like.
[0036] The term "alkanoy!" as used herein refers to R,4C(O)- wherein R,q is a loweraikyl group.

[0037] The term "alkenylenyt' as used herein refers to a divalent group derived from a straight or branched chain
hydrocarbon containing from 2 to 10 carbon atoms and aiso containing at least one carbon-carbon double bond. Ex-
amples of alkenylene include -CH=CH-, -CHy,CH=CH-, -C(CH4)=CH-, -CH;CH=CHCHs,-, and the like

{0038] The terms "alkoxy" and “thioalkoxy" as used herein refer to Ry50- and Ry5S-, respectively, wherein Ry5is a
loweralkyl group.
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[0039] The term "alkoxyaikoxy" as used herein refers 1o Ryp0-Rp30- wherein Ryp is loweralkyl as defined above and
Rpg is an alkylenyl group. Representative examples of alkoxyalkoxy groups include methoxymethoxy, ethoxymethoxy,
t-butoxymethoxy and the like.

[0040] The term "alkoxyalkyl" as used herein refers to an alkoxy group appended to a loweralkyl radical.

[0041] The term "alkoxycarbonyl” as used herein refers to R,,C(Q)- wherein Rgq is an alkoxy group.

[0042] The term "alkylamino” as used herein refers to -NHR, 4 wherein R,g is a loweralkyl group.

[0043] The term “alkylaminocarbonyl” as used herein refers to Ry;C(O)- wherein Ry4 is an alkylamino group.
[0044] The term "atkylenyl" as used herein refers to a divalent group derived from a straight or branched chain
saturated hydrecarbon having from 1 to 10 carbon atoms by the removal of two hydrogen atoms, for example methylene
(-CHy-), 1,2-ethylene {-CH,CHy-), 1,1-ethylene =CH-CH,, 1,3-propylene (-CH,CH,CHy-), 2,2-dimethylpropylene
{-CH,C{CH3);CH,-}, and the like.

[0045] The term "aminocarbonyl" as used herein refers to -C{O)NH,.

[0046] The term "aryl" as used herein refers to a mono- or bicyclic carbocyclic ring system comprising 6 to 12 carbon
atoms and having one or two aromatic rings including, but not limited to, phenyl, naphthyl, tetrahydronaphthyi, indanyl,
indenyi and the tike. Aryl groups can be unsubstituted or substituted with one, two or three substituents independently
selected from loweralkyl, halo, haloalkyl, haloalkoxy, alkoxy, alkoxycarbenyl, thioalkoxy, amino, alkylamino, dialkylami-
no, aminocarbenyl, mercapto, nitro, carboxaldehyde, carboxy and hydroxy.

[0047] The term "arylalkyl” as used herein refers to an aryl group as previously defined, appended to a loweralkyl
radical, for example, benzyl and the like.

[0048] The term "cycloaikyl" as used herein refers to an aliphatic ring system having 3 to 8 carbon atoms including,
but not limited to, cyclopropyl, cyclopentyl, cyclehexyl, and the like.

[0049] The term "cycloalkylalkyl® as used herein refers to a cycloalkyl group appended to a loweralkyl radical, in-
cluding but not limited to cyclohexylmethyl.

[0050] The tem "diatkylamino" as used herein refers to -NR,zR,; wherein Ry4 and Ry, are independently selected
from loweralkyl groups. '

{0051] The term "dialkylaminocarbony!” as used herein refers to RypC{O)-wherein Ry, is a dialkylamino group.
[0852} The term *halc” or "halogen” as used herein refers to -Cl, -Br, -1 or -F.

[0053] The term "haloalkoxy" as used herein refers to R;gO- wherein R4 is a halealkyl group.

[0054] The term “haloalkyl” as used herein refers to a loweralkyl group in which one or more hydrogen atoms are
replaced by halogen, for example, chloromethyl, chlaroethyl, trifluoremethyl and the like.

[0655] The term "heterocyclic ring" or "heterocyclic” or "heterocycle" as used herein refers to any 3- or 4-membered
ring containing a heteroatom selected from oxygen, nitrogen and sulfur; or a 5-, 6- or 7-membered ring containing one,
two or three heteroatoms independently selected from the group consisting of nitrogen, oxygen and sulfur or a 5-mem-
bered ring containing 4 nitrogen atoms; and includes a 5-, 6- or 7-membered ring containing one, two or three nitrogen
atorhs‘. one oxygen atcm; one sulfur atom; one nitregen and one sulfur atom; one nitrogen and ohe oxygen atom; two
oxygen atoms in non-adjacent positions; one oxygen and one sulfur atom in non-adjacent positions; two sulfur atoms
in non-adjacent positions; two sulfur atoms in adjacent pesitions and one nitrogen atom; two adjacent nitrogen atoms
and one sulfur atom; two non-adjacent nitrogen atoms and one sulfur atom; two non-adjacent nitrogen atems and one
oxygen atom. The 5-membered ring has 0-2 deuble bonds and the 8and 7-membered rings have 0-3 double bonds.
The nitrogen heteroatoms can be cptionally quaternized. The term "heterocyclic” alse includes bicyclic greups in which
any of the above heterccyclic rings is fused to a benzene ring or a cyclohexane ring or another heterocyclic ring (for
example, indolyi, quinolyl, isoquinolyl, tetrahydroquinolyl, benzofuryl, bistetrahydorfuranyl or benzothienyl and the like).
Heterocyclics include: azetidinyl, pyrrolyl, pyrrolinyd, pyrrolidinyl, pyrazolyl, pyrazolinyl, pyrazolidinyl, imidazelyl, imida-
zoliny!, imidazolidinyl, pyridyl, ptperidinyl, homopiperidinyl, pyrazinyl, piperazinyl, pyrimidinyl, pyridazinyl, oxazolyl, ox-
azolidinyt, isoxazolyl, isoxazolidinyl, momphelinyl, thiazelyl, thiazolidinyl, iscthiazolyl, isothiazolidinyl, indolyl, quinolinyl,
isoquinolinyl, benzimidazolyl, benzothiazolyl, benzoxazolyl, furyl, thienyl, tetrahydrofuranyl, tetrahydrothienyl, thiazo-
lidinyl, isothiazolyl, triazolyl, tetrazolyl, isoxazolyl, oxadiazolyl, thiadiazolvi, pyrrolyl, pyrimidy| and benzothienyl.

Heterocyclics alse include compounds of the formula wherein X* is -GHs-, -NH- or -O-, Y* is -C(O)- or [-C{R")>-],
wherein R" is hydrogen or C,-Cy-atkyl and vis 1, 2 or 3 and Z* is -O- or -NH-; such as 1,3-benzodioxolyl, 1,4-benzo-
dioxanyl and the like.

24



10

15

20

25

30

35

40

45

50

55

EP 1170 289 A2

[0056] Heterocyclics can be unsubstituted or substituted with one, two, three or four substituents independently
selected from the group consisting of hydroxy, halo, oxe (=0), alkylimino {R*N= wherein R" is a loweralky| group),
amino, alkylamino, dialkylamino, alkoxy, alkoxyalkoxy, haloalkyl, cycloalkyl, aryl, arylalkyt, -COOH, -SO3H and lower-
alkyl. In additicn, nitregen containing heterocycles can be N-protected.

[0057] The term "hydroxyafkyl” as used herein refers to a loweralky! radical to which is appended an hydroxy group.
[0058] The term "loweralkyl" as used herein refers to a straight or branched chain alkyl radical containing from 1 to
6 carbon atoms including, but not limited to, methyl, ethyl, n-propyl, iso-propyl, n-butyl, iso-butyl, sec-butyl, t-butyi, n-
pentyl, 1-methylbutyl, 2,2-dimethyloutyl, 2-methylpentyl, 2,2-dimethylpropy!, n-hexyl and the like.

[0059] The tenn "thicalkoxyalkyl" as used herein refers to a thicalkoxy group appended to a loweralkyl radical.
[0060] The compound of the invention of formula I can be prepared as shown in Schemes I-1V. As outlined in Scheme
|, intermediates 1 and 2 (wherein P is an N-protecting group, for example, 1-butyloxycarbonyl) can be coupled using
standard peptide coupling reagents and methods, for example, reaction of 1 and 2 in the presence of 1-hydroxyben-
zotriazole and a diimide such as dicyclohexylcarbodiimide (OCC) or N-ethyl-N'-dimethylaminopropyl carbodiimide
(EDAC) and the like to give 3. Alternatively, a salt or an activated ester derivative of intermediate 1 (for example, the
acid chloride, prepared by reaction of the carboxylic acid with thionyl chioride) can be reacted with intermediate 2.
[0061] Compound 3 can be N-deprotected to give compound 4. N-deprotection of 3 wherein P4 (especially wherein
P, is t-butyloxycarbonyl) is an acid labile N-protecting group can lead to formation of impurities resulting from migration
of the acyl greup R,-L4-C{Q)- from the aminc group to the hydroxyl group. The formation of this impurity can be min-
imized or eliminated by performing the deprotection using (1) triflucroacetic acid in methylene chloride or (2) concen-
trated hydrochloric acid (from about 2 molar equivalents to about 8 molar equivalents, preferably, from about 2 molar
equivalents to about 4 moiar equivalents) in acetic acid at about room temperature. A preferred N-deprotection method
comprises reacting compound 3 (wherein P4 is t-butyloxycarbonyl) with concentrated hydrechloric acid (from about 10
to about 20 molar equivalents} in acetonitrile (from about 2 to about 10 liters/kilogram of compound 3) at a temperature
of from about 0°C to about 5°C. Compound 5 or an activated ester derivative thereof can then be coupled to compound
4 to give the compoeund of the formula ! (i.e., 6).

[_0062] An alternative process is shown in Scheme IIA. Compound 7 (wherein P, is an N-protecting group, for exam-
ple, benzyloxycarbonyl) can be coupled to compound 5, or a salt or an activated ester derivative thereof (for example,
the acid chleride, prepared by reaction of the carboxylic acid with thienyl chloride), to give 8. Compound 8 can be N-
deprotected to give 8. Compound 9 can be coupled with compound 1, or a salt or an activated ester derivative thereof,
to give the compound of the formula i (i.e., 6).

[0063] An example of such process is a process for the preparation of (28, 35, 55)-2-(2,6-dimethylphenoxyacetyl)
amino-3-hydroxy-5-(25-(1 -tetrahydro-pyrimid-2-onyl}-3-methy| butanoyl} amine-1,8-diphenylhexane;

or a pharmaceutically acceptable salt, ester or prodrug thereof, comprising reacting (25, 35, 5§5)-2-amine-3-hydroxy-
5-(23-(1-tetrahydro-pyrimid-2-onyl)-3-methyl butanayt) amino-1,6-diphenylhexane with 2,6-dimethylphenoxyacetic ac-
id, o'r.a salt of activated ester derivative thereof.

{0064] A more particular example of such process is a process wherein (25, 35, 558)-2-amino-3-hydroxy-5-(25-(1 -tet-
rahydro-pyrimid-2-onyl)-3-methyt butanoyl) amino-1,6-diphenylhexane is reacted with 2 6-dimethylphencxyacetyl
chleride.

[0065] Schemae (B shows a preferred alternative process wherein the N- protected amino alcehol 7a (P4 is hydrogen
and P, is an N-protecting group or both P, and P, are N-protecting groups, preferably, P4 and P, are benzyl} is reacted
with (preferably with from about 1 to about 1.3 molar equivalents of) carbexylic acid 5 or a salt or an activated ester
derivative thereof (for example, the acid chioride, prepared by reaction of the carboxylic acid with thionyl chloride in
ethyl acetate or THF or oxalyl chlcride in toluene/DMF and the like), preferably in the presence of from about 1.0 to
about 4.0 molar equivalents (preferably, from about 2.5 to about 3.5 molar equivalents) of an organic amine base (for
example, imidazole, 1-methylimidazole, 2-methylimidazole, 2-isopropylimidazole, 4-methylimidazole, 4-nitroimidazole,
pyridine, N N-dimethylaminopyridine, 1,2,4-triazole, pyrrole, 3-methylpyrrole, triethylamine or N-methylmorpheline and
the like) or from about 1 to about 20 molar equivalents of an inorganic base (for exampie, sodium carbonate or sodium
bicarbonate and the like) in an inert solvent (for example, ethyl acetate, dimethylformamide, THF, acetonitrile, isopropy!
acetate or toluene and the like) at a temperature of from about 0°C to about 50°C to provide compoeund 8a. Preferred
organic amine bases include imidazole and 1,2 4-triazoie. Compound 8a is then N-deprotected.

[0066] N-Dehenzylation of 8a (for example, using hydrogen and a hydrogenation catalyst or Pd/C and a formic acid
salt (for example, ammonium formate and the like) or Pd/C and formic acid and the like) provides 8. Compound § can
be advantageously purified by crystallization with an organic carboxylic acid (for example, S-pyroglutamic acid, succinic
acid or fumaric acid and the like). A preferred organic carboxylic acid is S-pyroglutamic acid.

[0067] Compound 8 {or an organic carboxylic acid sait of compound 9) is reacted with (preferably with from about
1.0 1o about 1.3 molar equivalents of)carboxylic acid 1 or a salt or an activated ester derivative thereof (for example,
the acid chloride), preferably in the presence of (1) from about 4 to about 8 molar equivalents (preferably, from about
5 to about 7 molar equivalents) of an inorganic base (for exampie, NaHCO,, Na,CO5, KHCO,, K,CO5, NaOH or KOH
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and the fike) in an inert solvent (for example, 1:1 ethyl acetate/water or isopropyl acetate/water or toluene/water or
THF/water and the like) at about room temperature or (2) from about 1.0 to about 4.0 molar equivalents {preferably,
from about 2.5 to about 3.5 molar equivalents) of an organic amine base (for example, imidazole, 1-methylimidazole,
2-methylimidazole, 2-isopropylimidazole, 4-methylimidazole, 4-nitroimidazole, pyridine, N,N-dimethylaminopyridine,
1,2,4-riazole, pyrrole, 3-methyipyrrole, triethylamine or N-methylmorpholine and the like} in an inert solvent (for ex-
ample, ethyl acetate, isopropyl acetate, THF, toluene, acetonitrile, dimethylformamide and the like) at a temperature
of from about 0°C to about 50°C 1o provide compound 6.

[0068] An example of such process is a process for the preparation of (23, 33, 58)-2-(2,6-dimethylphenoxy-
acetyl} amino-3-hydroxy-5-(25-(1-tetrahydro-pyrimid-2-onyl}-3-methyl butanoyl) amino-1,6-diphenylhexane;

or a phamaceutically acceptable salt, ester or prodrug thereof, comprising

(a) reacting (28, 35, 55)-2-N,N-dibenzylamino-3-hydroxy-5-amino-1,6-diphenylhexane with 25-(1-tetrahydro-py-
rimid-2-onyl)-3-methyl butancic acid or a salt or activated ester derivative thereof to provide (25, 35, 58)-2-N,N-
dibenzylamino-3-hydroxy-5-(25-(1-tetrahydro-pyrimid-2-enyl)-3-methyl butanoyl) amino-1.6-diphenylhexane;

(b) debenzylating the product of step (a) 1o provide {25, 38, 58)-2-amino-3-hydroxy-5-(25-(1 -tetrahydro-pyrimid-
2-onyl}-3-methyl butanoyl) amino-1,8-diphenylhexane; and

{c) reacting the product of step {b) with 2 8-dimethylphenoxyacetic acid, or a salt of activated ester derivative
therecf.

[0069] A more particular example of such process is a process wherein

{(a) (2S, 33, 59)-2-N,N-dibenzylamino-3-hydroxy-5-amino-1,6-diphenylhexane is reacted with 25-(1-tetrahydro-
pyrimid-2-onyf}-3-methy! butanoyi chloride to provide {28, 38, 558)-2-N,N-dibenzylamino-3-hydroxy-5-{25-(1-tet-
rahydropyrimid-2-onyf)-3-methyl butanoyl) amino-1,6-diphenylhexane;

{b) the product of step (a) is hydrogenated to provide (28, 35, 55)-2-amino-3-hydroxy-5-(25- (1 -tetrahydro-pyrimid-
2-ony)-3-methy! butanoyl) amino-1,6-diphenylhexane; and

(c) the product of step {b) is reacted with 2 8-dimethylphenoxyacetyl chioride,

[0070] Inthe preferred embodiment of the invention (shown in Scheme II1}), intermediate compound 5 has the formula
of compound 10 or a salt or ester thereof (R4 is as defined for the compound of formula | and is preferably loweralkyl
and more preferably isopropyl). Compound 10 or a salt or ester thereof can be prepared in a variety of ways as shown
in Scheme lil. In one method, amino acid 11 (either as the free carboxylic acid or as the carboxylic acid ester (i.e.,
loweralkyl ester)) is converted to carbamate 12 (R" is phenyl, loweralkyl-substituted phenyl, halo-substituted phenyl,
nitro-substituted phenyt, trifluoromethylphenyl and the like) by reaction with the appropriate chloroformate ester and
the like. Reaction of carbamate 12 with frorn about 1.0 te about 1.5 molar equivalents of amine 13 or an acid addition
salt thereof (Q is a leaving group, for exampile, C1, Br or | (preferably C1 when R, is isopropyl) or a sulfonate such as
methanesulfonate, triflate, p-toluenesulfonate, benzenesulfonate and the like) in an inert solvent (for example, THF,
methyt t-buty! ether, dimethoxyethane, THF/water, dimethoxyethane/water, toluene or heptane and the fike) in the
presence of a base (for example, LIOH, NaOH, Li,CO4, NayCOy, lithium phenoxide or sodium phenoxide and the like)
in the amount of from about 2.5 tc about 3.5 molar equivalents provides urea 14. Urea 14 or a salt or ester thereof can
be isolated and reacted further or can be converted in situ to cyclic urea 10 by reaction in an inert solvent (for example,
THF, dimethoxyethane, methyl t-butyl ether, toluene or heptane and the like) with a base {for example, potassium i-
butoxide, sodium hydride, potassium hydride or dimethyl aminopyridine and the like) preferably in the amount of from
about 2.0 to about 5.0 molar equivalents. If the amino acid ester of 11 was the starting material, the ester is then
hydrolyzed to provide [he carboxylic acid 10. . ‘
[0071] Alternatively, amino acid 11 (either as the free carboxylic acid or as the carboxylic acid ester) is converted to
urea 14 by reaction with from about 1.0 to about 1.5 molar equivalents of isocyanate 15 (Q is a leaving group, for
example, Cl. Br or | {preferably Cl when Ry is isopropyl), ]

or a sulfonate such as methanesulfonate, triflate, p-toluenesuifonate. benzenesulfonate and the like) in an inert
solvent (for example, THF, dimethoxyethane, methyl t-butyl ether, toluene or heptane and the like) in the presence of
a base.
[0072] In yet another alternative, amino acid 11 (either as the free carboxylic acid or as the carboxylic acid ester) is
converted to diamine 16 by reaction with from about 1.0 to about 1.5 moiar equivalents of amine 13 or an N-protected
derivative thereof (Q is a leaving group, for example, G1, Br or |, {preferably Cl when R, is isopropyl) or a sulfonate
such as methanesulfonate, triflate, p-toluenesulionate, benzenesulfonate and the like) in an inert solvent (for example,
THF, dimethoxyethane, methyl t-butyl ether, toluene or heptane and the like) in the presence of a base (for example,
NaH or potassium t-butoxide and the like) in the amount of fromy about 1.0 to about 4.0 molar equivalents. N-deprotection
is required if the N-protected derivative of 13 was used. Reaction of diamine 16 or a salt or ester thereof with a carbonyl
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equivalent 17 (for example, phosgene, carbonyldiimidazole and the like wherein Q' and Q" are leaving groups such
as Cl, Br, |, -O-loweralkyl, -O-aryl or imidazolyl and the like) in an inert solvent (for example, THF, dimethoxyethane,
methyl t-buty| ether, toluene or heptane and the like) in the presence of a base (for example, NaH or potassium 1-
butoxide and the like and the like}preferably in the amount of from about 2.0 1o about 4.0 molar equivalents provides
cyclic urea 10. if the amino acid ester of 11 was the starting material, the esier is then hydrolyzed to provide the
carboxylic acid 10. )

[0073] Inyetanother alternative shown in Scheme IV for producing compound 10 or a salt or ester thereof, compound
11 (either as the free carboxylic acid or as the carboxylic acid ester (i.e., loweralkyl ester)) is reacted with acrylonitrile
according to J. Am. Chem. Soc. 72, 2599 (1950) to give aminonitrite 18. Alternatively, acrylonitrile can be replaced with
3-chleropropionitrite to provide 18. N-protection of aminonitrile 18 as the carbamate (Ryy is loweralkyl or phenyl or
haloalkyl (for example, 2-chloroethyl, 2-bremcethyl and the like) and the like) using standard conditicns (for example,
reaction of the amine with the appropriate chloroformate ester (CIC(O)OR,, wherein Ry is loweralkyl, phenyl, haloalkyl
and the like) neat or in an inert solvent (for example, water, THF and the like) in the presence of an inorganic base (for
example, NaOH, KOH, K,COj5 and the like) or an organic base (for example, an alkylamine or diafkytamine and the
likey and the like) provides compound 18. Hydrogenation of 19 in the presence of a catalyst {for example, Ni-Al alloy
(basic) or Raney nicket (neutral or basic) or PtO, (acidic) and the like) in an inert solvent (for example, water or methano}
or ethanc| or THF and the like) provides cyclic urea 10. In a preferred process, compound 19 is hydrogenated in the
presence of a Ni-Al alloy catalyst in an inent solvent (for example, water or methanoi or ethanol or THF and the like)
in the presence of a base (for example, KOH or NaGH or LiOH or an organic amine base and the like) in the amount
of from about 1.1 to about 5 molar equivalents to provide cyclic urea 10. If the amino acid ester of 11 was the starting
material, the ester is then hydrolyzed to provide the carboxylic acid 10. Preferably, R is loweralkyl and Ry, is loweralkyl.
More preferably, Ry is isopropyl and R, is methyl,

[0074] Alternatively, hydragenation of compound 18 (as described above for compound 19) provides diamine 16
which can be converted to compound 10 as previously described. If the amino acid ester of 11 was the starting material,
the ester is then hydrolyzed to provide the carboxylic acid 10,

[0075] Also provided herein is a process for the preparation of {23, 35, 5S8)-2-(2,6-Dimethylphenoxyacetyl) amino-
3-hydroxy-5-(28-(1-tetrahydro-pyrimid-2-onyl}-3-methyl butanoyl) amino-1,6-diphenylhexane, or a pharmaceutically
acceptable salt, ester or prodrug thereof, as an amorphous solid, comprising dissolving (25, 3S, 58)-2-(2,6-Oimethyt-
phenoxyacetyl) amino-3-hydroxy-5-(25-(1-tetrahydro-pyrimid-2-onyl}-3-methyl butanoyl) amino-1,6-diphenylhexane
in an crganic selvent , followed by adding the solution to water.

[0078] In one embediment, (23, 35, 55)-2-{2,6-Dimethylphenoxyacetyl) amino-3-hydrexy-5-(25-(1-tetrahydro-py-
rimid-2-onyl}-3-methyl butanoyl) amino-1,6-diphenylhexane is dissolved in ethanol {from about 2 to about 4 mL/g) and
the ethanolic solution is added to water (from about 10 about 100 mL/g).
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Scheme il
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Scheme [V
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[0077] Key intermediates for the preparation of the compounds of the invention include compeounds of the formula
Itl as described above and compounds of the formula IV:

Pa-N Rs

or a salt thereof,
wherein P; and P, are independently selected from hydrogen cor an N-protecting group;

R, and R, are independently selected from the group consisting of loweralkyl, cycloalkylalkyl and arylalkyl;
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Ry is loweralkyl, hydroxyalkyl or cycloalkylalkyl; and

Rs is
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W
|

f) (CH2)mw

whereinnis1,2er3. mis1,20r3, mis1or2 Xis O, SorNH, Yis -CHy-, -O-, -3- or -N{Rg)- wherein Ry is
hydregen, loweralkyl, cyctoalkyl, cycloalkylalkyl, aryl or arylalkyl, Y" is -CH,- or -N(Rg.)- wherein Rg. is hydrogen,
loweralkyt, cycloalky! cycloalkylatkyl, aryl or arylalkyl, Y'is -N(Rg}- wherein Re, is hydrogen, loweralkyl, cycloalkyl,
cycloalkylalkyl, aryl or arylaikyl, and Z is O, S or NH.

[0078] Preferred compounds are compounds of the formula IV wherein P and P, are hydrogen or benzyl, R, and
A, are arylalkyl, Ry is ioweralkyl and Ry is
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o)  (CH2m ¢

o
L]

Vd
d) (CH2)m' or

\N)‘\N ;
. O

X

R

wherein X, Y, Y', Y", Z, Rg, n, mand m' are defined as above.

[0079] More preferred compeounds are compounds of the formula IV wherein Ry and R, are benzyl or Ry is benzyl

and R, is loweralkyl, R4 is loweralkyl and Ry is

whereinnis 1 or2, Xis O or S and Y is -CH, or -NH-,
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b %

whereinmis 1 or2, Xis O, Yis -CHy-and Zis O,

c)

whereinm'is 1, Xis O, ZisQand Y is -NH-,

d)

whereinm'is 1, Xis O, Y" is -NH- and Y' is -NH- or

wherein X is O and Rg- is hydrogen.
P53 and P, are preferably H or benzyl.

[0080] Even more preferred compounds are compounds of the formuia IV wherein Ry and R, are benzyl or Ry is

benzyt and R, is isopropyl, R, is loweralkyl and Ry is

L

A
)_/

(CHz)m

Y

A

(CH)m £

X

DY

L

Il‘
Y

(CH2)m'

S—

a)

whereinnis.1or2, Xis QorSand Y is -CH, or -NH-,

\
{CHz)n

36
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b)

whereinmistor2, Xis O, Y is -CH2- and Z is O,

c)

whereinm'is 1, Xis O, ZisCand Y is -NH-,

d)

whereinm'is 1, Xis O, Y" is -NH- and Y' is -NH- or

wherein X is O and Rg. is hydrogen,
P5 and P, are preferably H or benzyl.

[0081] Most preferred compounds are compounds of the formula IV wherein B, and R, are benzyl or R, is benzyl

and R; is isopropyl, Ry is loweralkyl and R; is

whereinnis 1 or2 Xis O or8 and Y is -CH, or -NH-,

PN

e
C L

170 289 A2

X

(CH2)py

X

A

N Y"

L or

(CH;’)m'

X

=N

N
[\/I

37

Ny
/
)‘(Cﬂﬂm
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\N/)“(\Y
i

b) (CHz)m

pA
whereinm'is 1, Xis O, ZisOand Y is -NH-,

X

A

N Yll

(]

€) (CH2)py

wherein m'is 1, X is O, Y" is -NH- and Y' is -NH- ar

d) =N

wherein X is O and Rg. is hydrogen.
P4 and P, are preferably H or benzyl.

[0082] Most highly preferred compounds are compounds of the formula IV wherein R,y and R, are benzyl or Ry is
benzyl and R; is isopropyl, Ry 1s loweralkyl and Ry is

Tm—
\ Y
(Cﬂz)n-/

whereinnis1or2, Xis QorSand Y is -CH, or -NH-.
P, and P, are preferably H or benzyl.

[0083] Preferred salts of the compound of formula IV are organic carboxylic acid s‘alts, especially the {3)-pyroglutamic
acid salt.

[0084} Preferred compounds of formula IV are

(2S, 35, 535)-2-N N-dibenzylamino-3-hydroxy-56-(25-(1-tetrahydro-pyrimid-2-onyl)-3-methyl butanoyl) amino-
1,6-diphenylhexane; and

(28, 38, 55)-2-Amino-3-hydroxy-5-(2S-(1-tetrahydro-pyrimid-2-onyl)-3-methyt butanoyl) amino-1,6-diphenylhex-
ane;

or a salt thereof, and in particular (25, 38, 58)-2- Amino-3-hydroxy-5-(2S-(1-tetrahydro-pyrimid-2-onyl)-3-methyl
butanoyl) amino-1,6-diphenylhexane (S)-Pyroglutamic acid salt.
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[0085] The following examples will serve to further illustrate the preparation of the novel compounds of the invention.

Example 1

{25, 38, 55)-2-(2,6-dimethylphenoxyacetyl) amino-3-hydroxy-5-[238-(1-imidazolidin-2-onyl)-3-methyl-butanoyl) amino-
1,6-diphenylhexane.

A. N,N-Dibenzyl-(L}-phenylalanine Benzyl Ester.

[0086] A sclution containing L-phenylalanine {161 kg, 975 moles), potassium carbonate (445 kg, 3220 moles), water
{675 L), ethanol {340 L), and benzyl chloride (415 kg, 3275 moles) was heated to 90+15°C for 10-24 hours. The reaction
mixture was cocled to 60°C and the lower aqueous layer was removed. Heptane {850 L) and water (385 L) were added
to the organics, stirred, and the layers separated. The organics were then washed once with a water/methanol mixture
(150 L/150 L). The organics were then stripped to give the desired product as an cil which was carried on in the next
step without purification.

IR {neat) 3090, 3050, 3030, 1730, 1495, 14580, 1160 cm™1, TH NMR (300 MHz, CDCl,) 8 7.5-7.0 {m, 20H), 5.3 (d, 1H,
J=135Hz),52{d, 1H,J =13.5 Hz), 4.0 {d, 2H4, J = 18 Hz), 3.8 (t, 2H, J = 8.4 Hz), 3.6 (d, 2H, J = 15 Hz), 3.2 {dd,
1H,J = 8.4, 14.4 Hz), 13C NMR (300 MHz, CDCI,) 6§ 172.0, 139.2, 138.0, 1356.98.2,128.1, 128.1, 126.9, 126.2, 66.0,
62.3, 54.3, 35.6.

[e)p -79° (c = 0.9, DMF).

B. {45)-4-(N,N-Dibenzylamino)-3-oxo-5-phenyl-pentanonitrile.

[0087] A solution containing the product of Example 1A {i.e., benzyl ester) {approx. 0.45 moles) in 520 mL tetrahy-
drofuran and 420 mL acetonitrile was cooled to -40°C under nitrogen. A second solution containing sodium amide
(48,79, 1.25 moies) in 850 mL tetrahydrofuran was cooled to -40°C. To the sodium amide soiution was slowly added
75 mL acetonitrile and the resulting solution was stirred at -40°C for more than 15 minutes. The sodium amide/ace-
tonitrile solution was then slowly added to the benzyl ester solution at -40°C. The combined solution was stirred at
-40°C for one hour and then quenched with 1150 mL of a 25% (w/v) citric acid solution. The resulting slurry was warmed
to ambient temperature and the organics separated. The organics were then washed with 350 mL of a 25% (w/v)
sodium chloride solution, then diluted with 900 mL heptane. The organics were then washed three times with 900 mL
of a 5% (w/v) sodium chioride solution, two times with 900 mL of a 10% methanolic water solution, cne time with 900
mL of a 15% methanelic water solution, and then one time with 900 mL of a 20% methanolic water solution. The
organics were stripped and the resulting material dissolved into 700 mi of hot ethanol. Upen cooling to room temper-
ature, the desired product precipitated. Filtration gave the desired product in 59% yield from the L-phenylaianine. IR
{CHCiy) 3090, 3050, 3030, 2250, 1735, 1600, 1490, 1450, 1370, 1300, 1215 cm?, TH NMR (CDCly) 8 7.3 (m, 15H),
3.9(d, 1H,J=195Hz),3.8(d,2H,J =135 Hz),3.6 (d,2H,J =135 Hz),3.5(dd, 1 H, 4 = 4.0, 10.56 Hz}, 3.2 (dd, 1H,
J=10.5,13.5Hz), 3.0 (dd, 1H, J = 4.0, 13.56 Hz}, 3.0 (d, 1H, J = 19.5 Hz}, }3C NMR (300MHz, CDCl5) § 197.0, 138.4,
138.0, 129.5, 129.0, 128.8, 128.6, 127.8, 126.4, 68.6, 54.8, 30.0, 28.4. [o]p -95° {c = 0.5, DMF).

C. (5S)-2-Aminc-5-(N,N-dibenzylamino)-4-oxo-1 B-diphenylhex-2-ene.

[0088] To a -5°C solution of the nitrile product of Example 1B {90 Kg, 244 moles) in tetrahydrofuran (288 L), was
added benzylmagnesium chloride (378 Kg, 2M in THF, 708 mcles). The solution was warmed to ambient temperature
and stirred until analysis showed no starting material. The soiution was then recooled to 5°C and slowly transferred to
a solution of 15% citric acid (465 kg). Additional tetrahydrofuran (85 L) was used to rinse out the original container and
the rinse was added to the citric acid quench container. The organics were separated and washed with 10% sodium
chloride (235 kg} and stripped to a solid. The product was stripped again from ethancl (289 L) and then disscived in
80°C ethanol (581 L}). After cooling to reem temperature and stirring for 12 hours, the resulting product was filtered
and dried in a vacuum oven at 30°C to give approx. 95 kg of the desired product. mp 101-102°C, IR (CDCly) 3630,
3500, 3110, 3060, 3030, 2230, 1620, 1595, 1520, 1495, 1450 cm'}, TH NMR (300 MHZ, CDCl3) d9.8 (brs, 1H), 7.2
{m, 20H), 5.1 (s, 1 H), 4.9 (brs, 1 H), 38 (d, 2H, J = 147 Hz), 3.6 (d, 2H, J = 14.7Hz), 3.5 (m, 3H), 3.2 (dd, 1H, J =
7.5,14.4Hz),3.0 (dd, 1H, J = 6.6, 14.4 Hz), '3C NMR (CDCl,} d 198.0, 162.8, 140 .2, 140.1, 136.0, 129.5, 129.3, 128.9,
128.7,128.1, 1280, 1273, 126.7, 125.6, 96.9, 66 5, 54.3, 42.3, 32.4. [a]y -147° (¢ = 0.5, DMF).

D. {258, 35, 53)-5-Amino-2-(N,N-dibenzylamino)-3-hydroxy-1,6-diphenylhexane

[0089] i) A suspension of sodium borohydride {6.6 kg, 175 moles) in tetrahydrofuran {157 L) was cooled to less than
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-1045°C. Methanesulfonic acid (41.6 kg, 433 moles) was slowly added and the temperature kept below 0°C during
the addition. Once the addition was complete, a solution of water (8 L, 333 moles), the product of Example 1C (20 kg,
43 moles) and tetrahydrofuran (61 L) was slowly added while maintaining the temperature below 0°C during the ad-
dition. The mixture was stirred for not less than 19h at 0£5°C.

[0090] i} To a separate flask was added sodium borohydride (8.6 kg, 175 moles) and tetrahydrofuran (157 L). After
cooling to -5+5°C, trifluoroacetic acid (24.8 kg, 218 moles) was added while maintaining the temperature below 15°C.
The solution was stirred 30 min at 15+5°C and was then added to the reaction mixture resulting from step i, keeping
the temperature at less than 20°C. This was stirred at 20+5°C until reaction was complete. The solution was then
cooled to 104+5°C and quenched with 3N NaOH (195 kg). After agitating with fer-butyl methy! ether {162 L), the organic
layer was separated and washed one time with 0.5N NaOH (200 kg), one time with 20% w/v agueous ammonium
chloride (195 kg), and two times with 25% agueous sodium chloride (160 kg). The organics were stripped to give the
desired product as an oil which was used directly in the next step.

{0091} IR (CHCIiy) 3510, 3400, 3110, 3080, 3030, 1630, *H NMR (300 MHz, CDCI3) § 7.2 (m, 20H), 4.1 (d, 2H, J =
13.5 Hz), 3.85 (m, 1 H), 3.5 (d, 24, J = 13.5 Hz), 3.1 {m, 2H), 2.8 {m, 1 H), 2.65 (m, 3H), 1,55 (m, 1 H), 1.30 {m, 1
H), 13C NMR (300 MHz, CDCly) 6 140.8, 140.1, 138.2, 129.4, 129.4, 128.6, 128.4, 128.3, 128.2, 126.8, 126.3, 125.7,
72.0,63.6,54.9,53.3,45.2, 40.1, 30.2.

£. (28,35,58)-2-(N,N-Dibenzylamino}-3-hydroxy-5-{t-butyloxycarbonylamino)-1,6-diphenyinexane.

[0092] To a solution of the [28,35,565]-2-N ,N-dibenzylamino-3-hydroxy-5-amino-1,6-diphenylhexane {approx. 105
kg, 226 moles) in MTBE (1086 L), was added BOC Anhydride (65 kg, 373 moles) and 10% potassium carbonate (550
kg). This mixture was stirred until reaction was complete (approx. 1 hout). The bottom layer was removed and the
organics were washed with water {665 L). The solution was then stripped to give the desired product as an oil. 300
MHz TH NMR (CDCI;) 8 1.40 (s,9H), 1.58 (s, 2H), 2.45-2.85 (m, 4H), 3.05 (m, 1H), 3.38 (d, 2H), 3.6 (m, 1H), 3.79 (m,
1H), 3.87 (d, 2H), 4.35 (s, 1H), 4.85 (s, broad, 1H), 7.0-7.38 (m, 20 H).

F-1. (25.,38,55)-2-Amino-3-hydroxy-5-(t-butyloxycarbonylamino)-1,6-diphenylhexane.

[0093] To a stirred solution of {25,33,55]-2-N,N-dibenzylamine-3-hydroxy-5-t-butytoxycarbonylamina-1,6-diphenyl-
hexane (12 g, 21.3 mmol) in methano! (350 mL) was charged ammonium formate {8.05 g, 128 mmol, 6.0 eq) and 10%
palladium on carbon (2.4 g). The solution was stirred under nitrogen at 80 °C for three hours and then at 75 °C for 12
hours. An additional amount of ammenium formate {6 g) and 10% palladium on carbon (1.5 g) was added as well as
1 mL of glacial acetic acid. The reaction was driven to completion within 2 hours at a reflux temperature. The reaction
mixture was then cocled to room temperature and then filtered through a bed of celite. The filter cake was washed with
methanol (75 mL) and the combined filtrates were concentrated under reduced pressure. The residue was taken up
in 1 N NaOH (300 mL) and extracted into methylene chloride (2 X 200 mL). The combined organic layers were washed
with brine (250 mL) and dried over sedium sulfate. Concentration of the solution under reduced pressure provided the
desired product as a light cclored oil which slowly crystallized upon standing (5 g). Further purification of the product
could be accomplished by flash chromatography (silica gel, 5% methanol in methylene chloride). 300 MHz TH NMR
(CDCly} 8 1.42 (s, 9H), 1.58 (m, 1H), 1.70 (m, 1H), 2.20 {s, broad, 2H), 2.52 (m, 1H), 2.76-2.95 {(m, 4H), 3.50 (m, 1K),
3.95 {m, 1H), 4.80 (d, broad, 1H), 7.15-7.30 (m, 10H).

F-2. [25,35,55]-2-Amineo-3-hydroxy-5-t-butyloxycarbonylaminc-1.6-diphenylhexane succinate salt

[0094] To a solution of [25,38,55]-2-N,N-dibenzylamino-3-hydroxy-5-t-butyloxycarbonylamino-1,6-diphenylhexane
{approx. 127 kg, 225 moles) in methanol {437 L), was added a methanotic (285 L) slurry of 5% palladium on carbon
{24 kg). To this was added a solution of ammonium formate (84 kg, 1332 moles) in methanol (361 L). The solution was
heated to 75°C for 68-12 hours and then cooled to rcom temperature. Sclids were filtered from the reaction mixture
using a filter coated with filteraid {Celite) and the methanol was stripped from the reaction mixture using heat and
vacuum (up to 70°C). The residue was dissolved in isopropyl acetate (4400 kg) with heat (40°C) and then washed with
a 10% sodium carbonate solution {725 kg), and finally with water (665 L). Both of the washes were performed at 40°C
to keep the product in solution, The solvent was removed under vacuum with heat {up to 70°C). Isopropyl alconol {475
L) was then added and stripped off to remove residual solvents. |sopropanol (1200 L) was added to the residue and
stirred until homogeneous. To this solution was added a solution of succinic acid (15-40 kg) in isopropanol (1200 L).
The solution jacket was heated to 70°C to dissolve all of the solids and then allowed to slowly cool to room temperature
and stir for 6 hours. The solution was then filtered to give the desired product as a while solid (55-80 kg).

mp: 145-146 °C. TH NMR: (Me,S0-dg, 300 MHz) § 0.97 (d, 3H, IPA), 1.20 (s, 9H), 1.57 (1, 2H), 2.20 (s, 2H, succinic
acid), 2.85 (m, 2M}, 2.66 (m, 2H), 2.98 (m, 1H), 3.42 (m, 1H), 3.70 (m, 1H), 3.72 (m, 1H, IPA), 6.60 (d, 1H, amide NH),
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7.0-7.3 (m, 10H).
1H NMR: (CD50D, 300 MHz) § 1.11 (d, 3H, J=7 Hz, IPA), 1.29 (s, 9H), 1.70 {m, 2H), 2.47 (s, 2H, succinic acid), 2.65
(m, 2, 2.85 (m, 2H), 3.22 (m,1 H), 3.64 (m, 1H), 3.84 (m, 1H), 7.05-7.35 (m, 10H).

G. Ethyl 2,B-dimethylphenoxy acetate.

[0095] To a solution of 2,6-dimethylphenol (8.0 g, 66 mmole} in dioxane (600 ml) was added ethyl bromoacetate
(18.2 m!, 164 mmole) and cesium carbonate (58 g, 176 mmole). The reaction mixture was heated at reflux for 18 h,
cooled to room temperature, filtered and concentrated in vacuo. Purification by silica gel column chromatography (5%
to 20% ether in hexane) provided the desired compound {80%). 300 MHz TH NMR (CDCl) & 1.35 {t, J = 7.5 Hz, 3H),
2.30 (s, 6H), 4.31 (q,J _ 7.5 Hz, 2H), 4.40 (s, 2H), 7.0 (m, 3H).

H. 2,6-Dimethyiphenoxy acetic acid.

[0096] To a solution of the compound from Example 1G (5.15 g, 24.7 mmole) in methanol (170 ml) and water (56
ml) was added 5.3 g of lithium hydroxide at 0°C, the solution was stirred for 1.5 h at RT and concentrated in vacuo.
The residue was acidified with 0.5M HCi and extracted with ethyl acetate {300 ml). The organic layer was dried and
concentrated to give a white solid {4.05 g, 91%). 300 MHz 'H NMR (CDCl,) 8 2.30 (s, 6H), 4.48 (s, 2H), 7.0 (m, 3H).

i. (28, 35, 55) -2-(2 6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-(t-butyloxycarbonylamino}-1,6-diphenylhexane,

[0097] Coupling of the amine from Example 1 F with the acid from Example 1 H using standard EDAC coupling
procedure provided the desired compound (78%). 300 MHz 'H NMR (CDCl;) § 1.40 (s, 9H), 1.65 (m, 3H), 2.18 (s, 6H),
2.78{m, 2H), 2.98 {d, J = § Hz, 2H), 3.75 (m, 1H), 3.90 (m, 1H), 4.15 (m, 1H), 4.20 {s, 2H), 4.60.(m, 1H), 7.0 {m, 3H),
7.25 (m, 10H} Mass spectrum: (M = H)* = 547,

J. 2-N-{Benzyloxycarbonyl} aminc-acetaldehyde.

[0098] To a soclution of 1.45 ml of DMSO in 20 ml of CH,Cl,; at -78°C was added dropwise 1.34 ml of oxalyl chloride.
After 15 minutes at -78°C, a soluticn of N-Cbz-amincethanotin 40 ml of CH,Cl, was added. After 15 minutes at -78°C
and 2 minutes al 0°C, the solution was cooled to -78°C and triethylamine {6.14 ml) was added dropwise. The sclution
was stirred at -78°C for 30 minutes and poured into 50 mi of cold 10% agq. citric acid and extracted with ether (150 mt).
The combined organic layer was washed with brine and dried with anhydrous Na,S0Oy; filtered and concentrated in
vacuo. Purification of the crude product by sitica gel column chromatography (10% EtQAc/CH,Cl,) provided the desired
compound {42%). 300 MHz TH NMR (CDCCly) 8 4.17 {d, J = 6 Hz, 2H), 5.15 (s, 2H), 5.4C (brs, 1 H), 7.36 (m, 5H), 9.66
(s, 1 H). Mass spectrum: (M+NH* = 211,

K. N-{Benzyloxycarbonylamino)-ethyl valine methyl ester.

[0099] To a solution of the aldehyde from Example 1J (0.829 g, 4.28 mmole) in 17 mi of methanol was added valine
methyt ester hydrochloride {0.72 g, 4.29 mmole), sodium acetate (0.7 g, 8.58 mmole), and sedium cyanoborohydride
(6.54 g, 8.58 mmole. The mixture was stirred at RT overnight and the solvent was evaporated in vacuo. The residue
was taken up in ethy! acetate (100 mi) and washed with satd. NaHCO5 (10 ml) and the aq. layer was extracted with
ethyl acetate (2 x 50 ml), The combined organic layer was washed with brine and dried with anhy. sedium suifate,
filtered and concantrated in vacuo. The residue was purified by silica gel columnchromatography (20% EtOAc/CH,Cly)
to provide the desired compound (60%). 300 MHz TH NMR {CDCl,) 8 0.91 (d, J = 3 Hz, 3H}, 0.94 (d, J = 3 Hz, 3H),
1.90 (m, 1 H}, 2.65 (m, 1 H), 2,80 (m, 1 H). 2.98 (d, J = 6 Hz, 1H}, 3.20 {m, 1H), 3.30 (m, 1H), 3.71 (s, 3H), 5.10 (s,
2H), 5.27 (br s, 1 H), 7,.37 (m, 5H). Mass spectrum: (M+H)* = 308.

L. 25-(1-Imidazelidin-2-ony)-3-methyl butanoic acid methyl ester.

[0100] The Cbz-protecting of the compound in Example 1 K was removed by hydrogenolysis and the crude product
was treated with one equivalent of 1,1,-carbonyldiimidazole in CH,Cl, to provide the desired compound (64%), 300
MHz *H NMR (CDCl;) 8 0.95 (d, J = 7.5 Hz, 3H), 0.98 (d, J = 7.5 Hz, 3H), 2.15 (m, 1H), 3.47 (m, 3H), 3.71 (s, 3H),
3.73 ({m, 1H). 423 (d, J = 10.5 Hz, 1H), 4,81 {(br s, 1H), Mass spectrum: (M+H)* = 201,
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M. 25-{1-Imidazelidin-2-onyl)-3-methyl butancic acid.

[0101] To a solution of the compound from Example 1L (151 mg, 0.75 mmole) in 2.5 m| of water and 5 ml of dioxane
was added at 0°C lithium hydroxide monohydrate {2.0 eq.). The solution was stirred at 0°C for 1.5 h and BT for 1 h.
Acidification with 1 N HC1, extraction with EtQOAc (100 mi + 2 x 50 ml), dried with sodium sulfate and evaporation of
the filtered solution in vacuo provided the desired compound (88%). 300 MHz 'H NMR (DMSO-dg) 8 0.85 (d, J = 12
Hz, 3H), 0.92 (d, J = 12 Hz, 3H), 2,05 (m, 1H), 3.25 (m, 2H), 3.30 {m, 1H), 3.50 (m, 1H}, 3.90 (d, J = 15 Hz, 1H), 6.40
{brs, 1H), 12.80 (br s, 1H). Mass spectrum: (M+H)* = 187.

N. (28, 35, 55) -2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-amino-1,6-diphenylhexane.

[0102] To 4.5 g of the compound from Example 1| was added 40 ml each of CH,Cl, and trifluoroacetic acid. The
solution was left at BT for 1 h. Concentration of the solution in vacuc provided the desired compound (100%). 300
MHz 'H NMR (CDCly) § 1.48 (m, 1 H), 1.62 (m, 1 H), 2.05 (m, 1 H), 2.24 (s, 6H), 2.50 (m, 1H), 2.80 (m, 1H), 3.0-3.10
{m, 4H), 3.90 (d, J = 10 Hz, 1H} 4.17 (m, 1H), 4.26 (ABq, J = 13.5 Hz, 2H), 7.0 {m, 3H), 7.10 (m, 2H), 7.30 (m, 7H),
7.41 {d. =10 Hz, 1 H). Mass spectrum: (M+H)* = 447.

0. (28, 35, 58)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[23-(1-imidazolidin-2-onyl)-3-methyl-butanoylj
amino-1,6-diphenylhexane.

[0103] Coupling of the amino compound from Example 1N with the acid from Example 1M using standard coupling
procedure [1-(3-dimethylaminopropyl}-3-ethylcarbodiimide in DMF] provided the desired compound. (80%). 300
MHz TH NMR (CDCl3) 6 0.83 (d, J = 6 Hz, 3H), 0.86 {d, J = & Hz, 3H), 1.75 (m, 2H}, 2.16 (m, 1 H), 2.18 (s, 6H), 2.76
(m, 2H), 2.97 (d, J = 7.5 Hz, 2H), 3.14 (m, 2H), 3.30 (M, 2H), 3.70 (d, J = 1 - Hz, 1H), 3.75 {m, 1H), 4.20 (m, 4H), 4.5C
(brs, 1H),8.70(d, J = 7.5 Hz, 1 H), 7.0 (m, 3H), 7.25 (M, 10H). Mass Spectrum: (M+H)* = 615.

Example 2

(28, 35, 55)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[25-(1-tetrahydro-pyrirnid-2-onyl)-3-methyl butanoyi]
amino-1,6-diphenylhexane.

A. 25-(1-Tetrahydro-pyrimid-2-onyi}-3-methyl butaneic acid.

[0104] Using the precedures described in Examples 1J to 1M, but replacing the N-Cbz-aminoethanol in Example 1J
with N-Cbz-3-aminoprepanol provided the desired compound. 300 MHz 1H NMR (DMSO-dg} 8 0.82 (d, J = 7 Hz, 3H),

0.93 (d, 4 -7 Hz, 3H), 1.77 {m, 2H), 2.10 (m, 1H}, 3.10-3.23 (m, 4H), 4.42 (d, J = 10.5 Hz, 1H), 6.37 {br s, 1H). Mass
spectrum: (M+H)* = 201.

B. (25, 35, 85)-2-(2.5-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[2S-(1-tetrahydro-pyrimid-2-onyl)-3-methyl
butanoyl] aming-1,6-diphenylthexane.,

[0105] Coupling of the amino compound from Example 1N with the acid from Example 2A using standard procedure
{EDAC in DMF) provided the desired compound (70%). 300 MHz 'H NMR (CDGl,) § 0.80 (d, J = 4.5 Hz, 3H), 0.83 (d,
J =45 Hz, 3H), 1.50 (m, 1H), 1.65-1.72 (m, 8H), 2.20 (s, 6H}, 2.68 (m, 1H), 2.82 (m, 2H}, 3.0 (d. J =7 5 Hz, 1 M), 3.05
(m, 4H), 3.77 (m, 1 H), 4.07 (d, J = 4.5 Hz, 1 H), 4.20 (m, 4H), 4.50 {br s, 1H), 6.78 (br d, 1 H}, 7.0 {m, 3H), 7.25 (m,
10H). Mass spectrum: (M+H)* = 629,

Example 3

(25, 38, 5S)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[28-(3-oxazolidin-2-onyl}-3-methyl-butanoyl] amino-
1.8-diphenylhexane.

A. 25-(3-Oxazolidin-2-onyl)-3-methyl-butanoic acid methyl ester.

[0106] To a solution of L-valine methyl ester hydrochloride (7.6 mmole} was added a solution of ethylene oxide in
ethanol (1.5 equivalent). The solution was kept at 0°C for 0.5 h and then at RT for 18 h, at which time 0.01 equivalent
of BF4-Eto0 was added. Fresh ethylene oxide was bubbled directly into the solution for 3 to 4 minutes. After 8 h the
solution was concentrated to dryness and the residue was dissolved in CH,Cl; and cooled to 0°C. To this solution was
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added 1.2 equivalents of triethylamine and 1.0 equivalent of triphosgene. After 1 h, the solvent was removed in vacuo
and the residue was washed with water {30 mi) and extracted with CH5Cl, (3x80 mi), dried and concentrated. Purifi-
cation of the crude product by silica gel column chromatography (5% EtOAc/CH,Cl,) provided the desired compound
(42%, 2 steps). 360 MHz H NMR (CDCly) 8 0.98 (d, J = 4.0 Hz, 3H), 1.0 (d, J = 4.0 Hz, 3H), 2.16 {m, 1H), 3.60 {m,
2H), 3.73 (s, 3H), 4.20 (d, J = 10 Hz, 1H}, 4.37 (m, 2H}). Mass spectrum: (Ms+H)*+ = 202.

B. 25-(3-Oxazolidin-2-onyl)-3-methyl-butancic acid.

[0107] Hydrolysis of the methyl ester from Example 3A, using the procedure described in Example 1M provided the
desired compound. 300 MHz 1H NMR (DMSO-dg} § 0.90 (d, J = 6 Hz, 8H), 0.85 (d, J = 6 Hz, 3H), 2.1 {m, 1 H), 3.55
{m, 1H), 3.70 (m, 1H)}, 3.88 {d, J= 9 Hz, 1H), 4.30 (m, 2H), 13.0 (br s, 1H). Mass spectrum: (M+NH)* = 205.

C. (28, 35, 58)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[28-(3-oxazolidin-2-onyl)-3-methyl-butanoyl]
amino-1,6-diphenylhexane.

{0108] Coupling of the amine from Example 1N with the acid from Example 3B using standard coupling procedures
(EDAC in DMF) provided the desired compound. 300-MHz TH NMR {CDCl;) 8 0.83 (d, J=4.5 Hz, 3H),0.87 (d, J=4.5
Hz, 3H), 1.756 {m, 1H), 2.10 (m, 1H), 2.20 (s, 6H), 2.65 (m, 1H), 2.85 {m, 1H), 3.0 {(m, 3H), 3.30 {m, 1 H), 3.60 (m, 2H),
3.77 {m, 1 H), 4.20 {m, 4H), 6.25 (br d, 4 = 6 Hz, 1 H}, 7.0 (m, 3H), 7.25 (m, 10H). Mass spectrum: (M+H)* = 616.

Example 4

(25,35,565)-2-[(3R, 3a8, 6aR)-Bis-tetrahydrofuranyloxy] amino-3-hydroxy-5-[28-(3-methyl-1-imidazolidin-2-onyl)-
3-methyl butanoyl] amine-1,6-diphenylhexane.

A. 28-(3-Methyl-1-imidazotidin-2-onyl)-3-methyl butanocic acid methy! ester.

[0109] To a suspensien of 45 mg (60% oil dispersion) of sedium hydride in 0.5 ml of DMF was added a solution of
150 mg of the compound from Example 1L in 4.5 ml of DMF. After 20 minutes at RT, {1.5 equivalent, 0.07 ml) methy!
iodide was added. Reaction was complete in 1 h. The reaction was quenched with satd. NH,Cl solution and extracted
with ether (100 ml + 50 ml x 2), dried and concentrated in vacuc. The crude product was purified by silica gel column
chromatography (20% EtOAc/CH,Cly) to provide the desired compaund (61%). 300 MHz H NMR (CDCiy) § 0.95 (d,
J=6Hz, 3H),057 (d, J =6 Hz, 3H, 2.15 (m, 1H), 2.80 (s, 3H), 3.32 (m, 3H), 3.60 {m, 1H), 3.70 (s, 3H),4.25(d, J =
10.5 Hz, 1H). Mass spectrum: (M+H)* = 215.

B. 25-(3-Methyi-1-imidazolidin-2-onyl)-3-methyl butanoic acid.

[0110] Hydrolysis of the methyl ester from Example 4A using the procedure described in Example 1M provided the
desired compound. 300 MHz 'H NMR (DMSO-dg) 8 0.85 (d, J = 6 Hz, 3H), 0.82 {d, J = 6 Hz, 3H), 2.05 (m, 1H), 2.65
(s, 3H), 3.25 (m, 3H), 3.42 {m, 1H}), 3.90 (d, J = 10 Hz, 1H). Mass spectrum: (M+H)* = 201.

C. (3R,3aS,6aR)-Bis-tetrahydrofuranyl-(4-nitrophenyl) carbonate.

{0111] To a solution of 3R-hydroxy-(3aS,6aR)-bis-tetrahydrofuran [J. Med. Chem, 37, 2506-2508 (1994)] (200 mg,
1.54 mmale} in 10 mi of CH,Cl, was added triethytamine (0.26 ml, 1.85 mmole}, and p-nitropheny! chloroformate (341
myg, 1.69 mmole). The solution was kept at RT for 3 days, diluted with CH,Cl, (100 ml) and washed with satd. NaHCO4
(15 ml). The organic layer was dried and concentrated in vacuo. Purification by silica gel column chromatography (5%
EtOAc/CH,Cl,) provided the desired compound {42%). 300 MHz tH NMR (CDClIy) § 2.0 {m, 1H), 2.20 (m, 1H), 3.18

{m, tH), 4.0 (m, 3H), 417 (m, 1 H), 5.27 (m, 1 H), 5.80 (d, J=6 H2), 7.40 (d, J= 7.5 Hz, 2H), 8.30 (d, J = 7.5 Mz, 2H).
Mass spectrum: (M+NH,)* = 313.

D. (25,35 55)-2-[(3R,3a5,6aR)-Bis-tetrahydrofuranyloxy] amino-3-hydroxy-5-(t-butyloxy carbonyl) amino-
1,6-diphenylhexane.

[0112] To a solution of the carbonate from Example 4C (100 mg, 0.34 mmole) in 3.4 ml of DMF was added the
compeound from Example 1F {130 mg, 0.34 mmole). The solution was kept at RT overnight and then concentrated in
vacuo, Purification of the crude product by silica gel column chromatography (2% to 5% MeOH/CH,Cl,) provided the
desired compound (93%}. 300 MHz 'H NMR (CDCl3) 6 1.40 (s, 9H), 1.64 (m, 3H), 2.76 (m, 2H), 2.87 (m, 2H), 3.66-4.0
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{m, 7H), 4.53 {m, 1H), 5.06 (m, 2H), 5.68 (d, J = 6 HZ, 1H), 7.10-7.28 (m, 10H). Mass spectrum: (M+NH,)* = 558.

E. [25,35,68)-2-](3R,3a8,6aR}-Bis-tetrahydrofuranyloxy] amino-3-hydroxy-5-amino-1,6-diphenylhexane.

[0113] To a solution of the compound from Example 4D {170 mg, 0.31 mmole) in 5 ml of CH,Cl, was added 5 ml of
triffuoroacetic acid. After 0.25 h, the solvent was removed in vacuo. The residue was dissolved in 100 mi of EtOAc and
washed with satd. NaHCOy and then brine, dried and concentrated to provide the desired compound {(91%). 300
MHz TH NMR (CDCly) § 1.27-1.60 (m, 4H), 1.75 {m, 2H), 2.47 (m, 1 H), 2.80 (m, 1 H), 2.88 {m, 2H), 3.0 (m, 2H) 3.80
(m, 4H), 4.0 (m, 1 H), 5.10 (m, 1 H), 5.30 {d, J = 10.5 Hz, 1 H), 5.70 (d, J = 6 Hz, 1 H), 7.05-7.25 (m, 10H). Mass
spectrum: (M+H)* = 441, :

F. (25,35,568)-2-[(3R, 3aS, 6aR)-Bis-tetrahydrofuranyloxy] amino-3-hydroxy-5-[25-(3-methyi-1-Imidazolidin-2-onyf)-
3-methyl butanoyl] amino-1.6-diphenylhexane.

[0114) Coupling of the carboxylic acid from Example 48 with the amino compeound from Example 4E using standard
procedure (EDAC in DMF) provided the desired compound. 300 MHz "H NMR (CDCl,) 8 0.82 (d, J = 3H, 3H), 0.85 (d,
J = Hz, 3H), 1.65 (m, 1H), 2.77 (s, 3H), 2.85 {m, 3H), 3.17 {m, 2H) 3.47 (m, 1H), 3.60 (m, 2H), 3.75 (m, 1 H}, 3.87 {m,
1H), 4.0 (m, 1H), 4.20 (m, 1H), 5.05 {m, 2H), 5.68 (d, J= 6 Hz, 1H), 8.45 {brd, J = 7.5 Hz, 1 H), 7.20 {m, 10H). Mass
spectrum: {(M+H}* = 623.

Example 5

(25,35,58)-2-[(3R,3aS$,6aR)-Bis-tetrahydrofuranyloxy] amino-3-hydroxy-5-[25-(1-imidazclidin-2-onyl)-3-methyl
butanoyl] amino-1,6-diphenylhexane.

[0115] Coupling of the amino compound from Example 4E with the carboxylic acid from Example 1M using standard
procedure (EDAC/DMF) provided the desired compound. 300 MHz ' NMR (CDCl3) 6 0.85 (d, J = 7 He, 3H), 0.88 (d,
J =Hz, 3H),1.70 {m, 2H, 2.18 (m, 1H), 2.80 (m, 3H), 2.95 (m, 1H), 3.20 {m, 4H), 3.60 {m, 3H), 3.75 {(m, 2H), 4.0 (m,
1H), 4.20 (m, 1H), 445 (s, 1H), 510 (m, 2H), 567 (d, J =6 Hz, 1 H) 6.60 (d, J = 7.5 Hz, 1 H), 7.20 (m, 10H). Mass
spectrum: (M+H)*+ = 809.

Example 6

(25,35,55)-2-(N-((5-Thiazoly)methoxycarbonyl)amino)-5-({2S-{1-imidazolidin-2-onyi)-3-methyl-butanoyl)-amino)-
3-hydroxy-1,6-diphenylhexane.

A. Ethy] 2-Chloro-2-formylacetate.

[0116] To a three neck 2L round bottom flask charged with potassium t-butoxide (0.5 mol, 500 mL of a 1 M solution
in THF) and 500 mL of dry THF cooled to 0°C was added dropwise from an addition funnel a solution of ethyl chloro-
acetate (0.5 mol, 53.5 mL) and ethyl foermate (.5 mol, 40.4 mL), in 200 mL of THF over 3 hours. After completion of
addition, the reaction mixture was stirred for 1 hour and allowed to stand overnight. The resulting sclid was diluted with
diethyl ether and cooled in an ice bath. Then, the pH was lowered to approximately 3 using 6N HCI. The organic phase
was separated, and the aqueous layer was washed 3 times with diethyl ether. The combined ethereat porticns were

dried over NaSQ,, and concentrated in vacuo. The crude desired compound was stored at -30°C and used without
further purification.

B. Ethyi Thiazele-5-carboxylate.

{0117] To a round bottom flask was added 250 mL of dry acetene, 7.5 g (0.123 mol) of thioformamide, and 18.54 g
(0.123 mol) of ethyl 2-chloro-2-formylacetate. The reaction was heated at reflux for 2 hours. The solvent was removed
in vacuo, and the residue was purified by chromatography (SiO,, 6 cm o.d. column, 100% CHCI,, R, = 0.25) to provide

11.6 g (60%) of the desired compound as a light yellow oil. NMR (CDCI3 8 1.39 (t, J = 7 Hz, 3H), 4.38 (q, J = 7 Hz,
2H), 8.50 (s, 1 H), B.95 (s, 1H).

C. 5-{Hydroxymethyl)thiazole.

[0118] To a precooled (ice bath) three neck §00 mL flask containing lithium aluminum hydride (2.89 g, 76 mmal) in
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250 mL of THF was added ethyl thiazole-6-carboxylate (11.82 g, 75.68 mmol) in 100 mL of THF dropwise over 1.5
hours to avoid excess foaming. The reaction was stirred for an additional hour, and treated cautiously with 2.9 mL of
water, 2.9 mL of 15% NaQH, and 8.7 mL of water. The solid salts were filtered, and the filtrate set aside. The crude
salts were heated at reflux in 100 mi of ethyl acetate for 30 minutes. The resulting mixture was filtered, and the two
filtrates were caombined, dried over Na,SO,, and concentrated in vacue. The product was purified by silica gel chro-
matography eluting sequentially with 0% - 2% - 4% methanol in chloroform. to provide the desired compound, Rf - 0.3
(4% methanol in chleroform), which solidified upon standing in 75% yield. NMR (CDClg) 8 4.92 (s, 2H), 7.78 (s, 1 H),
8.77 (s, 1H). Mass spectrum: (M+H}* = 118.

D. {(5-Thiazoly)ymethyi)-(4-nitrophenyljcarbonate.

[0119] A solution of 3.11 g {27 mmol) of &-(hydroxymethyl)thiazole and excess N-methyl morpholine in 100 ml of
methyiene chloride was cooled to 0°C and treated with 8.2 g (41 mmol) of 4-nitrophenyi chloroformate. After being
stirred for 1 h, the reaction mixture was diluted with CHCI;, washed successively with 1N HCI, saturated aqueous
NaHCOQ,, and saturaied brine, dried over NaSO,, and concentrated in vacue. The residue was purified by silica ge!
chromatography (Si0,, 1-2% MeQOH/CHCI,, Rf= 0.5 in 4% MeOH/CHCI;) to yield 5.9 g (78%) of the desired compound
as a yellow solid. NMR (CDCl3) 8 5.53 (s, 2H), 7.39 (dt, J =9, 3 Hz, 2H), 8.01 (s, 1H), 8.29 (dt, J = §, 3 Hz, 2H), 8.90
(s, 1H). Mass spectrum: (M+H)* = 281,

E. (25,35,55)-5-Amino-2-{N-{{5-thiazolyl)-methoxycarbonyl)amino}-3-hydroxy-1,6-diphenylhexane.

[0120] Coupling of the amino compound from Example 1 F with the carbonate from Example 6D using the procedure
from Example 4D, followed by removal of the Boc-protecting group using TFA/CH,CI, provided the desired compound.
300 MHz *H NMR {(CDCly) 8 1.3-1.6 (m, 2H), 2.40 (dd, J = 14, 8 Hz, 1H), 2.78 (dd, J = 5 Hz, 1H), 2.88 (d, J = 7 Hz,
2H), 3.01 {m, 1H), 3.72 (brgq, 1H), 3.81 (brd, J= 10 Hz, 1 H), 5.28 {5, 2H), 5.34 {brd, J= 9 Hz, 1H}, 7.07 (brd, J= 7
Hz, 2H), 7.15-7.35 (m, 8H), 7.87 (s, 1H), 8.80 {s, 1 H). Mass spectrum: {(M+H)* = 426.

F. {28,35,58)-2-(N-{(5-thiazolyl)methoxycarbonyl)amino)-5-{(2S-(1-imidazolidin-2-onyl)-3-methyl-butanoyl)-amino}-
3-hydroxy-1,6-diphenylhexane.

[0121] Coupling of the amino compound from Example 6E with the carboxylic acid from Example 1M using standard
procedure (EDAC in DMF) provided the desired compound {52%). 300 MHz 'H NMR (CDCl,) § 0.82 (d, J = 7.5 Hz,
3H), 0.85(d, J = 7.5 Hz, 3H), 1.65 {m, 2H), 2.15 {m, 1 H), 2.70 {m, 3H), 2.85 {d, 7.5 Hz, 2H), 3.08 (m, 1H), 3.18 (m,
1H), 3.30 (M, 2H), 3.80 (m, 3H}, 3.80 (m, 1H), 4.16 (m, 1H), 4.40 (s, 1H), 5.16 {d, J = 9 Hz, 1H), 5.24 (s, 2H), 6.60 (d,
J=9gHz, 1H), 7.20 {m, 10H), 7.83 (s, 1H), 8.80 (s, 1H). Mass spectrum: (M+H)* = 594,

Example 7

(28,35,58)-2-(N-{{5-Thiazalyl)-methoxycarbonyllamino)-3-hydroxy-5-{25-(1-imidazclidin-2-onyl)-3,3-dimethyl
butanoyl)amino-1,6-diphenylhexane.

A. 25-(1-Imidazolidin-2-onyl}-3,3-dimethy! butanoic acid.

[0122] Usingthe procedures described in Example 1Jto 1M, but replacing L-valine methyi ester with L-t-butyl-leucine
methyl ester provided the desired compound. 300 MHz TH NMR (DMS0O-dg) 6 1:0 {s, 9H), 3.22 (t, J = 7.5 Hz, 2H), 3.55
{q.J=75Hz 1H) 3.65(q, J=75Hz, 1H),4.14 (s, 1 H), 6.40(s, tH), 12.62 (br s, 1H). Mass spectrum: (M+H)* = 201.

B. (28,35,58)-2-(N-{{5-Thiazolyl)}-methoxycarbonyl}amino)-3-hydroxy-5-(2S-(1 -irﬁidazolidin-2-onyl)-3,3-dimethyl
butanoylamino-1,6-diphenylhexane.

{0123] Coupling of the amino compeound from Example 6E with the carboxylic acid from Example 7A using standard
procedure (EDAC in DMF) provided the desired compound (77%). 300 MHz 'H NMR (CDClj3) § 1.0 (s, 9H), 1.68 (m,
2H), 2.60-2.80 {m, 3H), 2.85 (d, J = 7.5 Hz, 1H), 3.10 {m, 1H), 3.30 {m, 1H), 3.50 {m, 1H), 4.56 (s, 1H), 5.15{d, J =
7.5Hz, 1H),5.25 (ABq, 1H), 6.50{d, J =7 Hz, 1H) 720 (m, 10H), 7.83 (s, 1H), 8.80 (s, 1H). Mass spectrum: (M+H)* =609.
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Example 8

125,38,58)-2-{2,6-Dimethylphenoxyacetyl)aming-3-hydroxy-5-{28-(1-imidazelidin-2-onyl)-3,3-dimethyl butanoyl)
amino-1,6-diphenylhexane.

[0124] Coupling of the amine compound from Example 1N with the carboxylic acid from Example 7A using standard
procedure (EDAC in DMF) provided the desired compound (80%). 300 MHz TH NMR (CDCly) 8 1.0 (s, SH), 2.18 (s,
6H)Y, 2.68 (m, 1H), 2.80 {m, 1H), 2.98 {m, 3H}, 3.10 (m, 1H), 3.27 (q, J = 7 Hz, 1H), 3.53 {(m, 1 H), 3.77 (m, 1 H}), 4.0
(s, 1 H), 420 {m, 4H), 6.72 (m, 1 H), 7.0 (m, 3H), 7.10-7.25 (m, 10H). Mass spectrum: (M+H)* = 629.

Example 9

{25,35,68)-2-(2,8-Dimethyiphenoxyacetyl)amino-3-hydroxy-5-(25-(1 -imidazolidin-2-thionyl)-3-methyl butanoyl)
amino-1,6-diphenylhexane.

A. 25-{1-Imidazolidin-2-thionyl}-3-methyl butanocic acid.

[0125] Usingthe same procedures described in Example 1J to 1M, but replacing 1,1-carbonyi-diimidazole with 1,1 ,-
thiocarbenyldiimidazole provided the desired compound. 300 MHz TH NMR (DMSO-dg} § 0.87 (d, J = 6 Hz, 3H), 0.96
(d, J=6Hz,3H), 2.11 {m, 1 H), 3.45 {m. 2H), 3.62 (m, 1 H), 3.80 {q, J=9Hz, 1 H), 4.80 {d, J = 10 Hz, 1H), 8.30 (s,
1H), 12.75 (brs, 1H).

B. {28,35,55)-2-(2,6-Dimethylphenoxyacetyt)amino-3-hydroxy-5-(25-(1-imidazolidin-2-thionyl)-3-methy! butanoyl)
amino-1,6-diphenylhexane.

[0126] Coupling of the amino compound from Example 1N with the carboxylic acid from Example 9A using standard
procedure (EDAC in DMF) provided the desired compound (53%). 300 MHz 'H NMR (CDCly) 6 0.82 (d, J = 6 Hz, 3H),
0.93(d, J =6 Hz, 3H), 1.75 (m, 1 H), 2.20 (s, 6H), 2.65 {m, 1 H), 2.84 (m, 1H), 3.0 (m, 3H), 3.25 {m, 1H), 3.40 {m, 2H),
3.54 (d, J=Hz, 1H), 3.78 (m, 1 H), 422 (m, 4H), 4.56 (d, J = 10.5 Hz, 1H), 5.65 (s, 1H), 6.60 (d, J = Hz, 1H), 7.0 {m,
3HY, 7.2 (m, 10H). Mass spectrum: (M+H)* = 631.

Example 10

(25,38.55)-2-(4-Aminc-2 6-dimethylphenoxyacetyl) amino-3-hydroxy-5-(28-(1-imidazolidin-2-onyl)-3-methyl-
butanpyl) amine-1,6-diphenylhexane.

A. 2 8-Dimethyl-4-nitro phenoxyacetic acid ethyl ester.

[0127] To a solution of 10.5 g (54.6 mmuole) of ethyl 2,6-dimethylphenoxy acetate and 7.5 g {109 mmole) of sodium
nitrite in 100 ml of methylene chioride was added 50 ml of trifluoroacetic acid slowly. The reaction mixture became
solid after addition. Additicnal 35 ml of trifluoroacetic acid was added. After the reaction mixture was stirred at room
temperature for 3 h, it was carefully partitioned between saturated sodium bicarbonate solution and methylene chloride.
The combined organic extracts were washed with brine and dried over anhydrous sodium sulfate, filtered and evapo-
rated to dryness under reduced pressure. The residue was recrystalized in 30% ethyl acetate and hexanes to give
4.75 g (36%) of ethyl 2 8-dimethyl-4-nitrc phenoxyacetate as light yellow prisms. 300 MHz 'H NMA (CDCly) 3 1.34
(3H,t, J =7.5Hz), 2.35 (6H, s), 4.31 (2H, q, J = 7.5 Hz), 7.93 (2H, s).

B. 2,6-Dimethyl-4-nitro-phenoxyacetic acid.

[0128] To a solution of 0.962 g {4 06 mmole) of ethy! 2 6-dimethyl-4-nitro phenoxy acetate in 10 ml of methanol was
added 1 ml of 3 N sodium hydroxide. After the reaction mixture was stirred at room temperature for 30 minutes it was
acidified with 3 N HCI and partitioned between water and methylene chioride. The combined organic exiracts were
washed with brine and dried over anhydrous sodium suifate, filtered and evaporated to dryness under recduced pres-
sureto give 0.82 g (97%) of 2 6-dimethyl-4-nitro phenoxy acetic acid as light yellow solid. 300 MHz 'H NMR (d,-DMSO0)
6 2.35 (6H, s), 4.55 (2H, ) 7.97 (2H. s}, 13.02 (1H, bs).
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C. (25,35,55)-2-(t-Butyloxycarbonyl) amino-3-hydroxy-5-(2S-(1-imidazolidin-2-only)-3-methyl-butanoyljamino-
1,6-diphenylhexane.

[0129] Coupling of (28,35,5S)-2-(t-butyloxycarbonyl) amino-3-hydroxy-5-amino-1,6-diphenyihexane with the car-
boxylic acid from Example 1M using standard procedure {EDAC in DMF) provided the desired compound (100%j). 300
MHz "H NMR (CDCl,) 6 0.83 (d, J = 6 Hz, 3H), 0.87 (d, J=6 Hz, 3H), 1.40 (s, 9H), 1.70 (m, 2H), 2.16 (m, 1H), 2.58-2 80
(m, 4H), 3.10-3.30 (m, 4H), 3.65 {m, 2H), 4.20 {m, 1H), 4.38 (s, 1H), 4,83 (d, J=Hz, 1H), 653 (d, J = 9 Hz, 1H), 7.20
(m, 10H). Mass spectrum: (M+H)* = 553.

D. (285,38,58)-2-Amino-3-hydroxy-5-(2S-(1-imidazolidin-2-onyl)-3-methyl-butanoyl) amino-1,6-diohenylhexane.

[0130] Deprotection of the Boc-protecting group of the compound from Example 10C by standard procedure (TFA/
CH,Cly) provided the desired compound. 300 MHz 1H NMR (CDCly) 8 0.87 (d, J = 6 Hz, 3H), 0.80 (d, J = 6 Hz, 3H),
1.33 {dd, J = 4.5, 9.0 Hz, 1H) 2.18 (m, 1H), 2.50 {m, 1H), 2.80 {m, 5H}, 3.20 {m, 4H) 3.72 (d, J= 10 Hz, 1H), 4.30(m,
1H), 4.50(s, 1H), 8.67 (d, J = 7 Hz, 1H), 7.20 (m, 10H). Mass spectrum: {M+H)+ = 453.

E. (28,35,58)-2-(4-Nitro-2.6-dimethylphenoxyacety!) amine-3-hydroxy-5-(25-(1-imidazolidin-2-onyl)-3-methyl-
butanoyl) amino-1,6-diphenythexane.

[0131] Coupling of the amino compound from Example 10D with the carboxylic acid from Example 10B using standard
procedure (EDAC in DMF) provided the desired compound. 300 MHz 'H NMR {CDCl3) 3 0.83 (d, 7 = Hz, 3H), 0.86 (d,
J=7Hz, 3H),1.70{m, 3H), 2.18 (m, 2H), 2.28 {s, BH) 2.75 {m, 3H), 2.95-3.30 (m, 6H), 3.67 (d, J = 10.5 Hz, 1H), 3.75
(m, 1H), 3.82 {d, J = 4 Hz, 1H), 4.25 {(m, 5H), 6.55 (d, J = 7 Hz, 1H), 7.20 (m, 10H), 7.92 (s, 2H). Mass spectrum:
(M+H)* = 660.

F. (258,35,58)-2-(4-Amino-2.6-dimethylphencxyacetyl) amino-3-hydroxy-5-(2S8-(1 -imidazolidin-2-onyl)-3-methyl-
butanoyl) amino-1,6-diphenylhexane.

[0132] To a suspension of 7 mg of 10% Pd/C in & ml of methanol was added a solution of 69 mg of the compound
from Example 10E. The reaction mixture was stirred vigorously under a hydrogen atmosphere (palloon filled with hy-
drogen attached o a 3-way stopcock). After 1 h, reaction was complete by TLC analysis; the catalyst was filtered off
and the filtrate was concentrated in vacuo. The crude product was purifted by silica gel column chromatography (2%
to 5% MeOH/CH,Cl,) to provide the desired compeund (65%). 300 MHz 1H NMR (CDCly) § 0.82 (d, J = Hz, 3H), 0.87
{d, J = 6 Hz, 3H), 1.70 (m, 2H}, 2.10 (s, 6M), 2.15 (m, 2H), 2.72 {m, 2H), 2.97 (d, J = 7.5 Hz, 2H), 3.08 (m, 1 H), 3.15
(m, 1. H), 3.30 (m, 2H), 3.45 (br s, 2H), 3.66 (d, J = 10 Hz, 1 H), 3.72 (m, 1 H), 3.90 (d, J = 3 Hz, 1H), 4.10-4.20 (m,
4H), 4.30 (s, 1H), 6.33 (5. 2H), 6.57 (d, J = 9 Hz, 1H), 7.20 (m, 10H). Mass spectrum: (M+H)* = 630.

Example 11

(25,35,88)-2-(2,4,6-Trimethylphenoxyacetyl) amino-3-hydroxy-5-{25-(1-imidazolidin-2-onyl}-3-methylbutanoyl)
amino-1,6-diphenylhexane.

A. 2 4 6-Trimethylphenoxyacetic acid.

[0133] Using the procedures frarm Example 1G and 1H, but replacing 2,8-dimethylphenol with 2,4,6-trimethylphenol
provided the desired compound. 300 MHz 1H NMR (CDCly) 8 2.25 (s, 9H), 4.43 (s, 2H), 6.84 (s, 2H). Mass spectrum:
(M+H)*+ = 195.

B. {28,35,58)-2-(2,4,6-Trimethylphenoxyacelyl} amino-3-hydroxy-5-(25-{1-imidazclidin-2-onyl)-3-methytbutanoyl)
amino-1,6-diphenylhexane.

[0134] Coupiingof the aminc compound from Exampie 100 with the carboxylic acid from Example 11A using standard
procedure (EDAC in DMF) provided the desired compound (51%). 300 MHz 'H NMR {CDCl,) 8 0.82 (d, J =6 Hz, 3H),
0.85 (d, J=86 Mz, 3H}, 1.70 {m, 4H), 2.13 (s, 6H), 2.25 (s, 3H), 2.75 (m, 2H), 2.97 {d, J = 7 Hz, 1H}, 3.13 (m, 2H), 3.28
(m, 2H), 368 (d, J = 10 Hz, 1H), 3.72 (m, 1H), 4.16 {m, 4H), 440 ( brs, 1H), 6.67 {d, J = 8 Hz, 1H), 6.80 (s, 2H), 7.20
(m, 10H). Mass spectrum: {M+H)* = 629.
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Example 12

(25,38,58)-2-(4-Fluoro-2 6-dimethylphenoxyacetyl) aming-3-hydroxy-5-(28-(1-imidazolidin-2-onyl)-3-methyl-
butanoyl) amino-1,6-diphenylhexange.

A. 4-Fluoro-2,6-dimethylphenoxyacetic acid.

{0135] Using the procedure from Example 1G and 1H, but replacing 2,6-dimethylpheno! with 4-fluoro-2,6-dimethyl-
phencl provided the desired compound. 300 MHz TH NMR {CD40D} & 2.26 (s, 6H), 4.37 (s, 2H), 6.73 {d, J = 9 Hz,
2H). Mass spectrum: M+ = 198.

B. (25,35,565)-2-(4-Fluore-2,6-dimethylphenoxyacetyl) amino-3-hydroxy-5-(25-(1 -imidazolidin-2-onyl)-3-methyl-
butanoyl) amino-1,6-diphenylhexane.

[0136] Coupling of the amino compound from Exampie 10D with the carboxyiic acid from Example 12A provided the
desired compaund. 300 MHz H NMR {CDCi;) § 0.83 (d, J = 6 Hz, 3H), 0.B6 (d, J = 6 Hz, 3H), 1.72 (m, 2H}, 2.15 (s,
6H), 2.20 (m, 1H), 2.76 (m, 2H), 2.98 (d, J = 7 Hz, 2H), 3.12 {m, 2H}, 3.30 (m, 2H), 3.67 (d, J = 10 Hz, 1H), 3.72 (m,
1H), 4.13 (AB q, J = 8, § Hz, 2H), 4.20 (m, 2H), 4.37 (s, 1H), 6.64 (d, J =9 Hz, 1H), 6.70 (d, J = Hz, 2H), 7.20 (m, 10H).
Mass spectrum: (M+H)* = 633.

Example 13

(25, 38, 53)-2-(4,6-Dimethy! pyrimidin-5-oxy-acetyl) amine-3-hydroxy-5-{25-(1-imidazolidin-2-onyl)-3-methyl-
butanayl) amino-1,6-diphenylhexane.

A. 4,6-Dimethyl pyrimidin-5-oxy-acetic acid.

[0137] Usingthe procedures from Example 1G and 1H, but replacing 2,6-dimethylphenol with 5-hydroxy-4,6-dimeth-
ylpyrimidine (prepared according to Chem. Ber. 93 pg. 1998, 1960) provided the desired compound. 300 MHz 'H NMR
(DMSO-dg) 6 2.45 (s, 6H), 4.55 (s, 2H}), 8.50 {s, 1H). Mass spectrum: (M+H)* = 183,

B. (28,358,58)-2-(4,8-Dimethyl pyrimidin-5-oxy-acetyl) amino-3-hydroxy-5-(25-{1 -imidazolidin-2-onyl)-3-methyl-
butanoyl) amino-1,6-diphenylhexane.

[013'8‘]‘ Coupling of the amine compeund from Example 100 with the carboxylic acid from Example 13A provided the
dgesired compound. 300 MHz TH NMR (CDCl;) 60.82 {d, J = 6 Hz, 3H), 0.85 {d, J = 6 iz, 3H), 1.70 {m, 2H), 2.15 (m,
1H), 2.40 (s, 6H), 2.75 (m, 2H),2.97 {(d, J = 7 Hz, 2H), 3.12 (m, 2H), 3.30 (m, 2H), 3.66 (d, J = 10 Hz, 1H), 3.74 (m,
1H), 3.88 (d, J = Hz, 1H), 4.20 (m, 4H, 8.62 (d, J = 9 Hz, 1H), 7.0 {d, J = 9 Hz, 1H), 7.2C (m, 10H), B.70 (s, 1H). Mass
spectrum: (M+H)* = 617.

Example 14

D. {28,35,55)-2-(2 4-Dimethyl-pyridin-3-oxy-acetyl) amino-3-hydroxy-5-{2S-(1 -imidazolidin-2-onyl}-3,3-dimethyl
butanoyl) amino-1,6-diphenylhexane.

A. 2.4-Dimethyl-pyridin-3-oxy-acetic acid.

[0139] Usingtheprocedures from Example 1G and 1H, but replacing 2,6-dimethyfphenol with 2,4 dimethyl|-3-hydrox-
ypyridine (prepared according to J. Med. Chem. 35, pg. 3667-3671, 1992) provided the desired compound. 300 MHz H

NMR (DMSO-dg) 8 2.26 {s, 3H), 2.42 (s, 3H), 4.44 (s, 2H), 7.08 (d, J = 5 Hz, 1H), 8.07 {d, J = 5 Hz, 1 H). Mass spectrum:
(M+H)* = 182.

B. {25,35,58)-2-(2,4-Dimethyl-pyridin-3-oxy- acetyl) amino-3-hydroxy-5-(t-butyloxycarbonyl) amino-
1,6-diphenylhexane.

[0140] Coupling of the amino compound from Example1F with the carboxylic acid from Example 14A using standard
procedure (EDAC in DMF) provided the desired compaund. 300 MHz 1H NMR (CDClg) § 1.40 (s, 9H), 1.70 (m, 2H),
2.18 (s, 3H), 2.40 (s, 3H), 2.77 (m, 2H), 2.98 (d, J = 7 Hz, 2H), 3.75-3.95 (m, 3H}, 4.20 {s, 2H), 4.22 (m, 1H), 4.60 (br
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d. 1H), 7.0 (d, J = 5H, 1H), 7.10 (m, 3H), 7.25 (m, 7H), 8.16 (d, J = 5 Hz, 1H). Mass spectrum; (M+H)* = 548.

C. {25,38,568)-2-(2.4-Dimethyl-pyridin-3-oxy-acetyl)aming-3-hydroxy-5-aming-1 B-diphenylhexane.

[0141] Deprotection of the Boc-group in the compound from Example 14B using standard procedure (TFA/CH,CI,)
provided the desired compound. 300 MHz TH NMR {CDClg) § 1.45 (m, 1H), 1.62 (m, 1H), 2.23 (s, 3H), 2.45 (s, 3H),
2.50 {m, 1H), 2.80 {m, 1H}, 8.0 {m, 2H), 3.12 {m, 1H), 3.90 (m, 1H}, 4.18 {(m, 1H}, 4.25 {ABq, J= 9, 12 Hz, 2H), 6.98
(d, J = 5 Hz, 1H), 7.10 {m, 2H), 7.30 (m, 8H), 8.17 (d, J = 5 Hz, 1H). Mass spectrum: (M+H)* = 448,

D. (28,38,58)-2-(2,4-Dimethy!-Dyridin-3-oxy-acetyl)amino-3-hydroxy-5-(28-(1-imidazolidin-2-onyl)-3,3-dimethy!
butanoyl) amino-1,6-diphenylhexane.

{0142] Coupling of the amino compound from Example 14C with the carboxylic acid from Example 7A using standard
procedure (EDAC in DMF) provided the desired compound, 300 MHz TH NMR (CDCl3) § 1.0 (s, 9H), 1.70 (m, 3H),
2.18 (s, 3H), 2.42 {s, 3H), 2.75 (m, 2H), 3.0 {m, 4H), 3.30 {m, 1H), 3.55 (m, 1H), 3.80 {m, 1H), 4.05 (s, 1H), 4.20 {m,
4H), 4.80 (s, 1H), 6.70(d, J = 7Hz, 1H),6.97 {d, I =5 Hz, 1 H), 7.15 (m, 3H), 7.25 {m, VH}, 8.17 (d, J = Hz, 1H}), Mass
spectrum: (M+H)* = 630.

Example 15

{28,38,55)-2-(2.4-Dimethyl-pyridin-3-oxy-acetyl) amino-3-hydroxy-5-(2S-(1-imidazolidin-2-onyl)-3-methyl-butanoyl)
amino-1,6-diphenylhexane.

[0143} Coupling of the amino compound from Example 14C with the carboxylic acid from Example 1M using standard
procedure (EDAC in DMF) provided the desired compound. 300 MHz *H NMR (CDCl3} § 0.82 (d, J = 6 Hz, 3H), 0.86
{d, J = 6 Hz, 3H), 1.76 {(m, 3H), 2.15 (m, 1H), 2.18 (s, 3H), 2.40 (s, 3H), 2.756 (m, 2H), 2.97 (d, J = 7.5 Hz, 2H), 3.20
{m, 4H), 3.70 (d, J - 10 Hz, 1H), 3.75 (m, 1H), 4.20 (m, 6H), 4.52 (s, 1H), 3.75 (m, 1H), 4.20 (m, 6H), 4.52 (s, 1H), 6.80
{d, J -7 Hz, 1H), 6.96 (d, J = 4.5 Hz, 1H), 7.20 (m, 10 H), 8.17 (d, J = 4.5 Hz, 1H}. Mass spectrum: (M+H)* = 616.

Example 16

{25,35,53)-2-(2,6-Dimethylthiophenexyacetyl) amino-3-hydroxy-5(23-{1 -imidazolidin-2-onyi)-3-methyl-butanoyl)
amino-1,8-diphenylhexane.

A. 2.6-Dimethyithiophenoxy acetic acid,

[0144] Usingthe procedures from Example 1G and 1H, but replacing 2.6-dimethyiphenol with 2,6-dimethylthiophenol

provided the desired compound, 300 MHz tH NMR (CDCI,) 8 2.56 (s, 6H), 3.40 (s, 2H), 7.10 (m, 3H). Mass spectrum:
{(M+H)* = 197,

B. (28,35,55)-2-(2,6-Dimethylthiophenoxyacetyl) amino-S-hydroxy—S-(2S-(1-imidazoIidin-2-onyl)-3-méthy!-butanoyl)
amino-1,6-diphenyhexane.

[0145] Coupling of the carboxylic acid from Example 16A with the amine compound from Exampie 10D provided the
desired compound. 300 MHz 'H NMR (CDCl3) § 0.82 (d, J = 6 Hz, 3H), 0.86 {d, J = 6 Hz, 3r), 2.15 {m, 1H), 2.52 (s,
6H), 2.70 (m, 4H), 3.10 (m, 2H), 3.30 {m, 4H), 3.60 (m, 2H), 4.0 (m, 1H), 410 (m, 1H), 4.22 (s, 1H), 6.39 (d, J= 7 Hz,
1H}, 858 {d, J = 9 Hz, 1H}, 7.20 {m, 13H). Mass spectrum: (M+H)* =631.

Example 17

(28,38,58)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-(2S-(1-pyrrolidin-2-onyl)-3-methyl-butancyl) amine-
1,6-diphenylhexane.

A. 4-Bromobutanoyl-L-valine methyl ester.

[0146] To a solution of 1,08 g (8.4 mmole) of L-valine methyl ester in 30 mi of CH,Cl, was added 1.36 ml {16.8
mmole) of pyridine, cooled to 6°C and 1.55 g (8.4 mmole) of 4-brormobutanoyl chleride added. The solution was stired
at 0°C for 40 minutes and at RT for 1 h. The solution was washed with satd. NaHCO,, brine and dried with anhy.
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N52804; filtered and concentrated in vacuo. The crude product was purified by silica gel column chromatography (5%
EtOAC/CH,Cl,) to provide 1.82 g (77%) of desired product, 300 MHz 1H NMR (CDCl,) 8 0.92 (d, J = 6 Hz, 3H), 0.96
{d, J = 6 Hz, 3H) 2.20 (m, 3H), 2.46 {m, 2H), 3.50 (m, 2H), 3.76 (s, 3H), 4.58 (dd, J= 4,7 Hz, 1 H), 5.97 {brd, J= 7
Hz, 1H). Mass spectrum: (M+H)* = 297.

B. 25-(1-Pyrrolidin-2-onyl)-3-methyl-butanoic acid.

[0147] To a solution of 1.49 g (5.3 mmole) of the compound from Exampte 17A in a mixture of DMF/CH,Cl, cooled
to 0°C was added 0.284 g (1.1 equivalent) of 60% sodium hydride in mineral cil. The mixture was slowly warmed up
to RT and stirred overnight. The mixture was poured into satd. ammenium chloride and extracted with ethyl acetate,
dried and concentrated in vacuo. The crude product was hydrolyzed using lithuim hydroxide as in Example 1 H to
provide the desired compound. 300 MHz 'H NMR (CDCl,) § 0.96 (d, J = 7 Hz, 3H), 1.06 (d, J = 7 Hz, 3H), 2.10 {m,
2H), 2.40 (m, 1H), 2.50 (t, J = 7 Hz, 2H), 3.56 (m, 2H), 4.14 (d, J = 10 Hz, 1H). Mass spectrum: (M+H)* = 186.

C. (28,35,55)-2-(2 6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-(2S-(1-pyrrolidin-2-onyl)-3-methyl-butanoyl) amino-
1,6-diphenylhexane.

{0148] Coupling of the carboxylic acid from Example 17B with the amine from Example 1N using standard procedure
(EDAC in DMF) provided the desired compound. 300 MHz TH NMR (CDCl,) $ 0.77 (d, J = 7 Hz, 3H), 0.83 (d, J = 7 Hz,
3H), 1.75 {m, 3H}, 2.10 (m, 1H), 2.20 (s, 6H), 2.25 (m, 1H), 2.66 (m, 1H}, 2.85 {m, 1H), 3.0 (d, J = 7 Mz, 2H), 3.20 {m,
1K), 3.77 {m, 2H), 3.88 (d, J = 10 Hz, 1H), 4.20 (m, 3H), 6.30 (d, J = 7 Hz, 1H), 6.98 {m, 3H), 7.20 (m, 10 H). Mass
spectrum; (M+H)* = 614,

Example 18

(25,35,55)-2-(2,6-Dimethyiphenoxyacetyl) amino-3-hydroxy-5-(25-(1-pyrrolidin-2,5-dionyi)-3-methyl-butanoyl)
amino-1,6-diphenylhexane.

A. 28-(1-Pyrrolidin-2,5-dignyl)-3-methyl-butanoic¢ acid benzyl ester.

[0149] To a solution of 700 mg (3.38 mmole) of L-valine benzyi ester in 6 ml of chleroform was added 1 equivalent
of succinic anhydride. After 1 h at RT, the solvent was removed in vacuo and the residue was dissolved in 20 ml of
DMF. Ta this solution was added 0.52 g of N-hydroxy-benzotriazole, 0.68 g of EDAC and 0.562 mi of triethylamine. After
24 h at RT, 20 mg of 4-dimethylaminopyridine was added. The solution was left at RT for 3 days. After standard work-
up, the crude product was purified by silica gel column chromatography 1o provide 0.25 g of desired product (26%).
300 MHz 'H NMR (CDCly) 8 0.84 (d, J = 7 Hz, 3H), 1.12 (d, J = 7 Hz, 3H), 2.70 (m, 1H), 2.71 (s, 4H), 445 (d, J = 9
Hz, 1H), .15 (s, 2H), 7.30 (m, 5H).

B. 25-(1-Pyrrolidin-2,5-dionyl)-3-methyl-butanoic acid.

[0150] A mixture of 0.245 of the product from Example 18A, 30 mg of 10% palladium on charcoal in 50 mi of methanol
was stirred vigorously under hydrogen atmosphere (ballaon filled with hydrogen) for 1 h. The catalyst was filtered off
and the solvent was removed under vacuum to provide 168 mg of the desired compound. 300 MHz "H NMR (CDClg)
50.84(d J=6Hz 3H), 1.13 (d, J = 6 Hz, 3H), 2.65 {m, 1 H), 2.80 (s, 4H), 4.45 (d, J = 8 Hz, 1 H). Mass spectrum:
{M+H}* = 200. -

C. (25,38,65)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-(25-(1 -pyrrolidin-2.5-dionyt)-3-methyl-butanoyl)
amineo-1,6-diphenylhexane.

[0151] Coupling of the carboxylic acid from Example 18B with the amine from Exampte 1N using standard procedure
(EDAC in DMF} provided the desired product (75%). 300 MHz "H NMR (CDCl4) 8 0.70 {d, J = 4 Hz, 3H), 0.72 (d, J =
4 Hz, 3H), 1.70 {m, 1H), 2.20 {s, 6H), 2.45 {m, 2H), 2.60 (s, 4H), 2.80 (m, 2H), 3.0 (m, 2H), 3.76 (M, 1 H), 4.20 {m,
gH), 7.0 {m, 3H), 7.20 {m, 10H). Mass spectrum: (M+H)}* = 628,
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Example 19

{25 35,68)-2-(Trans-3-(2,6-dimethylphenyl) propenoyl) amino-3-hydroxy-5-{2S-1-tetrahydropyrimidin-2-onyl)-
3-methyl-butanoyl} amine-1,6-diphenylhexane.

A. 2 8-Dimethyi benzaldehyde.

[0152] Oxidation of 2 6-dimethyl benzyl alcoho! by standard Swern oxidation procedure (oxalyt chloride/DMSO) pro-
vided the desired compound. 300 MHz TH NMR {CDCl3) § 2.62 (s, 6H), 7.10 {m, 2H), 7.33 {t, J = 7 Hz, 1H), 10.63 (s,
1H), Mass spectrum: (M+H)* = 135,

B. Trans-3-(2 6-dimethylphenyl)-propencic acid methyl ester.

[0153] To a solution of trimethyl phosphonoacetate (149 mg, 0.82 mmele} in 15 ml of THF was added 36 mg of
sodium hydride (60% in oil). After 15 minutes 100 mg of the compound from Example 19A in 2 mi of THF was added.
After 2 h, the reaction was guenched carefully with water and extracted with ethyl acetate (70 ml), dried and concen-
trated. Purification of the crude product by sifica ge! column chromatography {hexane/EtCAc 95:5) provided the desired
compound (75%). 300 MHz 1H NMR (CDCl,) § 2.35 (s, 8 H), 3.82 (s, 3H), .07 {(d, J = 16 Hz, 1H). 7.10 (m, 3H), 7.85
(d, J = 16 Hz, 1H). Mass spectrum: (M+NH,)* = 191,

C. Trans-3-(2 6-dimethylphenyl)-propenoic acid.

[0154] Hydrolys of the methyl ester from Example 19B using lithium hydroxide in a mixture of methanol and water
provided the desired compound (84%). 300 MHz 'H NMR (CDCl;) § 2.38 (s, 6H), 6.13 (d, J =16 Hz, 1H), 7.10 (m,
3H), 7.96 (d, J = 18 Hz, 1H). Mass spectrum: (M+H)* = 194,

D. {28,38,558)-2-(Trans-3-(2 6-dimethylphenyl) propenoyl) amine-3-hydroxy-5-{t-butyloxycarbonyi) amino-
1,6-diphenylhexane.

[0155] Coupling of the carboxylic acid from Example 19C with the amine from Example 1F using standard procedure
(EDAC/DMF) provided the desired compecund (84%). 300 MHz TH NMR (CDCly) § 1.40 (s, 9H), 1.68 (m, 1 H}, 2.34 (s,
6H), 2.75 {m, 2H}, 2.96 (m, 2H}, 3.72 (m, 1H), 3.85 {m, 1}, 4.08 (m, 2H}, 4.60 {m, 1H}, 5.88 (d, J = 10 Hz, 1H}, 5.84
(d,.d =16 Hz, 1H), 7.10 {(m, 5H), 7.25 (m, 8H), 7.72 (d, J = 16 Hz, 1 H). Mass spectrum: (M+H)* = 543

E. (éS,SS,SS)-Z-(Trans-a-(z,G-dimethy!phenyl) propenoyl} amino-3-hydroxy-5-{25-1-tetrahydropyrimidin-2-onyl)-
3-methyl-butanoyi) amino-1,6-diphenylhexane.

[0156] Removal of the Boc-protecting group of the cempound from Example 18D (TFA/CH,Cl,) and coupling of the
resulting amine with the carboxylic acid from Example 2A using standard procedure (EDAC/DMF) provided the desired
compound (73%). 300 MHz 1H NMR (CDCl,) 6 0.82 (d, J = 6 Hz, 3H), 0.87 (d, J = 6 Hz, 3H), 1.50 {(m, 1 H), 1.70 (m,
2H),2.20 (m, 1 M), 2.33 (s, 8H), 268 (m, 1 H), 278 {m. 1 H), 2.85{m. 1 H), 3.05 {(m, 8H), 3.73 (m, 1 H), 417 (m, 1 H),
430 {d, J=3Hz, 1H}, 4.60 (s, 1H), 595 (d,J = 15 Hz, 1H),6.0{d, J=9 Hz, 1H), 6.80{d, J = 7 Hz, 1H), 7.25 (m,
13H), 7.70 (d, J = 15 Hz, 1H). Mass spectrum: (M+H)* = 625.

Example 20

(28,38,55)-2-(3-(2,6-Dimethylphenyl) propanoyl) amino-3-hydroxy-5-(25-(1 -tetrahydropyrimidin-2-onyl)-3-methyl-
butanoyl) aming-1,6-diphenylhexane.

A. 3-(2,6-Dimethylphenyl) propanoic acid methyl ester.

[0157] A solution of 400 mg of the compound from Example 19B in 25 ml of methanol and 40 mg of 10% Pd/C was
stirred vigorously under a hydregen atmosphere (balloon pressure) for 3 h. The catalyst was filtered off and concen-
tration of ihe filtrate in vacuo previded the desired compound {98%). 300 MHz 'H NMR (CDCI,) § 2.35 (s, 6H), 2.45
{m, 2H), 2.98 (m, 2H), 3.22 (s, 3H), 7.02 (s, 3H). Mass spectrum: (M+H)* = 210,
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B. 3-{2,6-Dimethylphenyl) propanoic acid.

[0158} Bydrolysis of the methyl ester from Example 20A, using lithium hydroxide in methanol and water provided
the desired compound (93%). 300 MHz 'H NMR {CDCl,) 8 2.36 (s, 6H), 2.50 {m, 2H), 3.0 (m, 2H), 7.03 (s, 3H). Mass
spectrum: (M+NH,)* = 196.

C. {28,35,58)-2-(3-2 6-Dimethylphenyl) propanoyl) aming-3-hydroxy-5-(t-butyloxycarbonyl) amino-
1,6-diphenylhexane.

[0159] Coupling of the carboxylic acid from Example 208 with the amine from Example 1F using standard coupling
procedure (EDAC/DMF) provided the desired compound. 300 MHz TH NMR (CDCl,) 6 1.40 {s, 9H}, 1.55 (m, 2H), 2.20
(m, 24), 2.30 (s, 6H), 2.74 {m, 2H), 2.85 (m, 4H), 3.66 {m, 1 H), 3.82 {m, 1 H), 3.95 (m, 2H), 4.57 (brd, 1 H}, 5.66 (d,
J=8Hz, 1H), 7.0 (s, 3H), 7.22 {m, 10H). Mass spectrum: (M+H)* = 545.

D. (25,35,568)-2-{3-(2,6-Bimethylohenyl) propanoyl) amino-3-hydroxy-5-(2S-(1-tetrahydropyrimidin-2-onyl)-3-methyl-
butanoyl) aming-1,8-diphenylhexane

[0160] Remaval of the Boc-protecting group of the compound from Example 20C using trifluoroacetic acid in CH,Cl,
and coupling of the resulting amine with the carboxylic acid from Example 2A using standard coupling procedure
(EDAC/DMF) provided the desired compound. 300 MHz TH NMR (CDCly) 6 0.82 (d, J = 6 Hz, 3H), 0.86 (d, J = 6 Hz,
3H), 1.55 (m, 2H), 1.65 (m, 1 H), 1.70 (s, 3H), 2.20 {m, 3H), 2.30 (s, 6H), 2.65 (m, 1H), 2.75 (m, 1H}, 2.86 {m, 5H),
3.10 (m, 3H), 3.68 (m, 1H), 4.10 (m, 4H), 463 (s, 1H),5.75(d, J= 7 Hz, 1H},8.76 (d, J = 7 Hz, 1H), 7.0 {m, 3H), 7.20
{m, 10H). Mass spectrum: (M+H)* = 627.

Example 21

(25,35,53)-2-(2,6-Dimethyl-4-hydroxy-phenoxyacetyl) amino-3-hydroxy-5-(25-{1-tetrahydropyrimidin-2-onyl)-
3-methyl-butanoyl) amino-1,6-diphenyihexane.

A. 2,6-Dimethyl-4-tert-butyldimethyisityloxy phenol

[0161}] To a solution of 2.5 g (14.7 mmole) of 2 6-dimethylquinone in 5 ml of methana! was added 260 mg of Pd/C
{20%). The reaction mixture was stirred under 1 atmosphere of hydrogen for overnight. The Pd/C was removed over
a celite pad, and the solvent was evaporated to dryness under reduced pressure to give 2.0 g (100%) of 2,8-dimeth-
yldihydroquinene as a light yellow cil.

[0162] To a solution of 2.0 g (14.7 mmele) of 2,6-dimethyldihydrequinone in 10 mi of methylene chleride was added
1.2 g {17.6 mmole) of imidazole and 2.2 g (14.7 mmol) of tert-butyldirmethylsilyl chloride subsequently at 0°C, Afterthe
reaction was complete as indicated by TLC, it was partitioned between methylene chioride and 1:1 mixture of 3 N
hydrogen chloride and brine. The arganic layer was washed with brine, dried over sodium sulfate, filtered and evapo-
rated to dryness under reduced pressure. Silica gel chromatography using 5% ethyl acetate:hexanes gave 1.8 g (49%)
of 2,8-dimethyl-4-tert-butyldimethylsilyloxy phenol as a white solid. 300 MHz ™H NMR (CDCl,) 8 0.16 (s, 6H), 0.98 (s,
8H), 2.19 (s, 6H), 4.22 (s, 1H), 6.48 {s, 2H). Mass spectrum: (M+H)* = 253.

B. Ethyl 2.6-Dimethyl-4-iernt-Butyldimethylsilytoxy phenoxyl acetate

[0163] Asolutionof 1.8 g (7.1 mmoie) of 2,6-dimethyi-4-tert-butyldimethylsityloxy phenot in 5 ml of dimethylformamide
was treated with 2.0 g (1.43 mmole) of potassium carbonate and 830 ul (7.5 mmole) of ethyt bromoacetate. The resulting
solution was heated at 70°C for 4 hr. After cooled to room temperature. the reaction mixture was partitioned between
ethyl acetate and 3 N hydrogen chicride. The combined organic layer was washed with diluted brine, dried over mag-
nesium sulifate, filtered, and evapoerated in vacuo. Silica gel chromatography using 5% ethyl acetate:hexanes gave
2.03 g (85%) of ethyl 2,6-dimethyl-4-tert-butyldimethylsilyloxy phenoxyl acetate as a light yellow oil. 300 MHz 1H NMR
{CDCls) 8017 (s, 8H), 0.97 5, 8H), 1.33 {t, 3H, J = 6.3 H2), 2.22 (s, 6H), 4.30 (g, 2H, J = 6.3 Hz), 4.35 (s, 2H), .57
(s, 2H). Mass spectrum: (M+H}* = 356.

C. 2,6-Dimethyl-4-Hydroxyl phencxyacetic acid

{0164] To a solution of 2.03 g {6.0 mmole) of ethyl 2,6-dimethyl-4-tert-butyldimethysilyloxy phenoxy acetate in 10 ml
of methanel was added 4 ml of 3 N sodium hydroxide. After the reaction mixture was stirred at room temperature for
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30 minutes it was acidified with 3 N HCI. The reaction was allowed to stir for additional 1 h, and then partitioned between
water and methylene chloride. The combined organic extracts were washed with brine and dried over anhydrous sedium
sulfate, filtered, and evaporated to dryness under reduced pressure. Trituration with hexanes gave $10 mg (77%) of
2,6-dimethyl-4-hydroxyt phenoxyacetic acid as a white solid. 300 MHz 1H NMR (CD;0D) 6 2.18 (s, 6H), 4.31 (s 2H),
6.41 (s, 2H). Mass spectrum: (M+H)* = 214,

D. {28,35,568)-2-(2,6-Dimethyl-4-hydroxy-phenoxyacetyl) amin6-3-hydroxy-5-(t-butyloxycarbonyl) amino-
1,6-diphenylhexane.

[0165] Coupling of the carboxylic acid from Example 2% C with the amine from Example 1F using standard coupling
procedure (EDAC/DMF) provided the desired compound. 300 MHz 1H NMR (CDCl,) § 1.40 (s, 9H), 1.68 (m, 2H), 2.07
(s, BH), 2.77 (d, J = 6 Hz, 2H), 2.98 (m, 2H), 3.74 (m, 1H), 3.90 (m, 1H}, 4.10 {m, 3H), 4.58 {m, 1H), 5.20 (m, 1H), 6.44
(s, 2H), 7.10-7.30 (m, 10H).

E. (28,35,58)-2-(2,6-Dimethyl-4-hydroxy-phenoxyacetyl) amino-3-hydroxy-6-(25-(1-tetrahydropyrimidin-2-onyl)-
3-methyl-butancyl} amino-1,6-diphenylhexane.

[0166] Removal of the Boc-protecting group of the compound from Example 21 D using TFA/CH,CI, and coupling
of the resulting amine with the carboxylic acid from Example 2A using standard procedure (EDAC/DMF) provided the
desired compound, 300 MHz H NMR (CDCl3) § 0.78 {d, J = 5 Hz, 3H), 0.81 (d, J = 5 Hz, 3H), 1.47 (m, 1H), 2.03 (s,
6H), 2.18 (m, 1H), 2.62 (m, 1H), 2.80 {m, 2H), 3.05 (m, 6H), 3.78 (m, 1H), 4.12 (M, 6H), 437 (M, 1H), 4.71 (s, 1H),
6.47 (s, 2H), 6.94 (br d, 1H), 7.20 (m, 10H). Mass spectrum: {M+H}* = 645,

Example 22

{25,38,55)-2-(cis(+)-1,1-dioxo-2-isopropyl-3-tetrahydrothiophenoxyamino-3-hydroxy-5-(2S-(1-tetrahydropyrimid-
2-ony)-3-methyl butanoyaminoc-1,6-diphenylhexane.

A. Cis {£)-2-isopropyl-3-hydroxy-tetrahydrothiophene.

[0167] To a solution of ethyl-3-mercapiopropicnate (27.25 mi, 0.246 mole) in 200 ml of ethanol was added carefully
sodium ethoxide (16.75 g, 0.246 mole) in several portions. The resulting suspension was then cooled to -20°C and
ethyl-2-bromaisovalerate (50 g, 0.239 mole) in 50 mt of ethanol was added dropwise over 2 h. After addition was
complete, the reaction was warmed 1o ambient temperature and stirred for 3 h. The mixiure was poured into 600 ml
of étpyl acetate and 600 ml of saturated NH,CI. The ethyl acetate layer was removed and the aqueous layer extracted
{2 x200 ml) with ethyl acetate. The combined organic layer was dried over sodium sulfate, filtered and concentrated
in vacuo to give an orange oil. The oil was dissolved in 500 ml of toluene and sodium ethoxide (16.75 g, 0.246 mole)
was added. The reaction mixiure was heated to reflux for 6 h, cooled to RT, and then poured into an ice-cold solution
of 1 N HCI (235 ml) and extracted with ethyl acetate (3 x 150 ml). The combined organic layers were dried over sodium
sulfate, filtered and concentrated to an oil that was used in the next step without purification.

[0168] The crude product was added to 500 ml of aqueous 10% sulfuric acid and the resulting mixture heated to
reflux for several hours, and then cooled to RT and neutralized with 6N sodium hydroxide and extracted with ethyl
acetate (3 x 300 mi), The combined organic layer was dried, filtered and concentrated in vacuo to give a dark burgundy
oil. The crude product (ketone) was purified by vacuum distillation at 75°-80°C. 300 MHz "H NMR (CDCl,) § 0.93 (d,
J=8Hz, 3H),1.03 (d, J =9 Hz, 3H), 2.32 {m, 1H), 2.55-2.70 (m, 2H), 2.93 (t, J = 7.5 Hz, 2H}, 3.38 (d, J = 4 Hz, 1H).
Mass spectrum: (M+H)* = 145,

[0169] To a stirred solution of the above ketone in 125 ml of CH,Cl, at 0°C was added diisobutylaluminum hydride
(86 ml, 1M in THF)} dropwise over 20 minutes. The reaction mixture was allowed to warm to room temperature and
then was quenched by cautious addition of 1N HCI (255 ml). The reaction mixture was extracted with ether (3 x 150
ml) and the combined ether solution was washed with satd. sodium bicarbonale, brine and dried over magnesium
sulfate. The solution was concentrated in vacuo and the resulting oil was purified by silica gel column chromatography
(10% EtOAc/hexane). 300 MHz 'H NMR (CDCl,) § 1.03 {d, J = 7 Hz, 3H), 1.0B (d, J = 7 Hz, 3H), 1.80 (d, J = 9 Hz,
1H}, 1.90 (m, 2H), 2.24 {m, 1H), 2.90-3.10 {m, 3H), 4.36 {m, 1 H). Mass spectrum: (M+H)* = 147.

B. Cis(+)-(2-isopropyl-3-thiophenyl)-2{2-pyridyi)carbonate.

[0170] Te the preduct from Example 22A (2.29 g, 15.7 mmole) in 40 mi of CH,Cl, was added diisopropylethyt amine
(4.65 ml, 26.7 mmole) and di-(2-pyridyl)carbonate (5.42 g, 25.1 mmole). After 18 h at RT, the reaction mixture was
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diluted with chloroform and washed sequentially with 10% citric acid, satd. sodium bicarbonate, brine and then dried
over sodium sulfate; fitered and concentrated in vacuo. Purification of the crude product by silica gel column chroma-
tography (20% EtOAc/hexane) provided the desired compound. 300 MHz 'H NMR (CDCl3} 8 1.05 (d, J = 7 Hz, 3H),
1.08 (d, J =7 Hz, 3H), 1.90 (m, 1H), 2.05 {m, 2H), 2.58 (dd, J = 8,15 Hz, 2H), 3.10 {m, 2H), 3.28 (dd, J = 3,12 Hz, 1H),
5.47 (m, 1H), 7.12 (m, 1H), 7.27 {m, 1H), 7.80 {m, 1H), 8.41 {m, 1H). Mass spectrum: {M+H)* = 268.

C. (25, 35, 5S)-2-(cis(i)—2-lsopropyI~3-tetrahydrothiophenoxy)amino-3~hydroxy-5-(t-butyloxycarbonyl)amino-
1,6-diphenylhexane.

[0171] To a solution of the compound from Example 228 (500 mg, 1.87 mmole) in 3 ml of CH,Cl, was added the-
amine from Example 1F (791 mg, 2.06 mmole). The reaction was stirred at AT untit all the compound from Example
228 was consumed. The reaction mixture was diluted with chloroferm and washed with 10% citric acid, satd. sodium
bicarbonate, hrine and then dried with sodium sulfate; fittered and concentrated in vacuo. Purification of the crude
product by silica gel column chromatography (2% MeOH/CH,Cl,) provided the desired compound (73%). 300 MHz 'H
NMR (CDCl,} 8 0.83-1.05 (m, 6H), 1.40 (s, 9H), 1.90 (m, 3H), 2.20 {m, 1H}, 2.75 (m, 2H), 2.85 (m, 4H), 2.95-3.15 {m,
3H), 3.67-3.90 (M 4H), 4.55 (m, 1H), 5.10 {m, 1H), 5.30 (m, 1H), 7.10-7.26 (m, 10H). Mass spectrum: {M+H)* = 557,

D. (28,35,56%)-2-(cis{#)-1,1-Dioxo-2-isopropyl-3-tetrahydrothiophenoxy)amino-3-hydroxy-5-(t-butyloxycarbonyl)
amino-1,6-diphenylhexane. ’

[0172] To the compound from Example 22C (623 mg, 0.91 mmele) in 10 ml of acetone and 0.5 ml of water was added
Oxone (839 mg, 1.37 mmele) and sodium bicarbonate (152 mg, 1.82 mmele). The resulting solution was stirred for 2
h, at which time a white precipitate appeared. The reaction was quenched with aqueous sodium bisulfite and extracted
with ethyt acetate (2 x 100 ml}, dried with sodium sulfate, filtered and concentrated in vacuo. The crude product was
purified by silica get column chromatography (2% MeQH/CH,Cls) to provide 422 mg of product. 300 MHz 1H NMR
{CDCly) 6 1.20 {m, 6H), 1.40 (s, 8H), 1.60 (m, 4H), 2.10-2.32 {m, 4H), 2.67 (m, 2H), 2.75 {m, 2H), 2.85 {m, 2H), 3.15
{m, 2H), 3.70-3.90 (m, 3H), 456 (m, 1H), 5.30 (m, 2H}), 7.10-7.30 (m, 10H).

E. (25,38,58)-2-(cis(£)-1.1-Dioxo-2-isopropyl-3-tetrahydrothiophenoxy)amino-3-hydroxy-5-(2S-(1 tetrahydropyrimid-
2-onyl}-3-methyl butanoyl)amine-1,6-diphenylhexane.

[0173] Removal of the Boc-protecting group of the compound from Example 22D using TFA/CH,Cl, and coupling of
the resulting amine with the carboxylic acid from Exampie 2A provided the desired compound (82%). 300 MHz H
NMR (CDCl5) 8 0.82 (m, 6H), 1.0-1.20 {m, 6H), 1.60 (, 2H), 2.07 (m, 1H), 2.25 {m, 2H}, 2.65-3.20 (m, 12H), 3.70 (m,
1H},.3.90 (m, 1H), 4.10-4.20 {m, 2H), 5.07 {m, 1H}, 5.37 (m, 1 H), 5.87-5.98 (m, 1H), 6,95-7.05 (m, 1 H), 7.20 (m, 10H).
Mass spectrum: (M+H)* = 671.

Example 23

(28,35,59)-2-(2, 6-Dimethylphenoxyacetyl} amino-3-hydroxy-5-{25-(1-dihydropyrimid-2.4-dionyl)-3-methyl-butanocyl}
amino-1,6-diphenylhexane.

A. N-(2-Ethoxyacryloyl}-N'-(1 S-carbomethoxy-2-methyl-propyl)-urea.

[0174] To 1.74 g (0.013 mole) of 2-ethoxy-acryloyt chloride in 18 ml of toluene was added 3.90 g (0.026 mole} of
silver cyanate. The mixture was heated to reflux for 0.75 h. The mixture was allowed to cool to RT and the precipitate
allowed to settle. The supernatant (9.6 ml} was withdrawn and added to 18 ml of dry DMF and 5 ml of Et,0, cocled to
-15°C for 45 minutes and left in freezer avernight. The solvent was evaporated in vacuo and the residue was purified
by silica gel column chromategraphy (2% MeOH/CH,Clb) to provide 1.59 g of desired compound (90.2%). 300 MHz 'H
NMR (CDCly) §0.96 (d, J =7 Hz, 3H), 1.0 (d, J =7 Hz, 3H}, 1.37 (1, J = 7.5 Hz, 3H), 2.25 (m, 1 H), 3.74 (s, 3H), 3.97
(9,J=7.5Hz, 2H), 4.42 (dd, J = 45, 8.0 Hz, 1H), 5.25 (d, J = 12 Hz, 1H), 7.68 (d, J = 12 Hz, 1H), 855 (s, 1H), 9.10
(d, J = 8 Hz, 1H). Mass spectrum: (M+H)* = 273,

B. 25-(1 -Dihydropyrimid-2,4-dionyl}-3-methyl butanoic acid.

[0175] A solution of 174 mg (G.64 mmote) of the compound from Example 23A in 10 mi of 2N sulfuric acid was
refluxed for2 h, cooledto RT and left in freezer overnight. The mixture was concentrated and the residue was extracted
with ethyl acetate {2 x 100 ml), dried and concentrated in vacuo to give 122 mg of desired compound. 300 MHz *H
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NMR (CDCly) 8 1.06 (d, J = 7 Hz, 3H), 1.13 (d, J = 7 Hz, 3H), 2.25 {m, 1H), 5.04 (d, J = 10 Hz, 1H), 5.74(d, J = 7 Hz,
1H), 7.50 (d, J = 10 Hz, 1H), 8.43 (s, TH).

C. (25,35,58)-2-{2 B-Dimethylphenoxyacetyl) amino-3-hydroxy-5-(2S-(1-dihydropyrimid-2.4-dionyl)-3-methyl-

butanoyl) amino-1,6-diphenylhexane.

[0176] Coupling of the carboxylic acid from Example 23B with the amine from Example 1N using standard coupling
procedure (EDAC in DMF) provided the desired compound. 300 MHz 'H NMR {CDCl5) 3 0.81 (d, J = 7 Hz, 3H), 0.82
(d, J =7 Hz, 3H), 2.18 (s, 6H), 2.23 (m, 1H), 2.63 (m, 1H), 2.85 {m, 1H), 3.0 (M, 2H), 3.78 (m, 1H), 4.20 {(m, 4H}, 4.58
(d,J=10Hz, 1H),5.68(dd, J=1.5,7.5Hz, 1H), 7.0-7.25 (m, 13H), 7.50 (d, J = 7.5 Hz, 1H), 9.50 (s, H). Mass spectrum:
(M+H)* = 640.

Example 24

Alternate Preparation of (28, 35, 55)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[25-(1 -tetrahydro-pyrimid-
2-onyl)-3-methyl butanoyl] amino-1,6-diphenylhexane,

A. 2,6-Dimethylphenoxyacetic acid

[0177] 2,6-Dimethylphenol {102.8 g, 0.842 mol) and chloroacetic acid (168.6 g, 1.68 mol) in 1000 m| of H,O was
added to a 3-L, 3-necked round bottom flask with mechanical stirring and a water-cooled condenser. A solution of
NaOH (134.9 g, 3.37 mol) dissolved in 500 m| of water was slowly added to the above mixture via additien funnel and
heat to reflux. After 2 hours, additional chleroacetic acid (79.4 g, 0.84 mol) and NaCH solution (67.2 g, 1.68 mol in in
200 ml water) was added to the reaction mixture. After 19 hours, additional chierocacetic acid (39.8 g, 0.42 mol) and
NaOH solution (33.6 g, .84 mol in in 100 ml water) was added to the reaction mixture and refluxing was continued until
starting phenol was consumed. The reaction flask was coocled in and ice-water bath and acidified to pH=1 with cenc.
HCI, causing a precipitate to form. The resulting slurry was stirred in the ice bath for 1 hour then filtered. The solid was
dissolved in hot (100°C) water and cooled to crystaliize the product as white plates, mp= 136-137°C, vield = 78.8 g, 52%.

B. (28, 35, 58)-2-(2,6-Dimethylphenoxyacetyl}amino-3-hydroxy-5-{t-butyloxycarbonylamine)-1,6-diphenylhexane.

[0178] Oxally! chlaride (36.3 mi, 0.42 mol} was added to a slurry of 2-6 dimethylphenaxyacetic acid (50 g, 0.28 mol}
in 500 mi toluene followed by addition of 5§ drops of DMF and stirred at reom temperature for 30 min, then at 55°C for
1.5 heurs. The toluene was removed on a rotary evaporator and remaining volatiles were removed in vacuo to afford
2 6-dimethylphenoxyacetyl chloride as an amber oil, 55 grams, 100%.

[0179] [2S5,35,55}-2-Amino-3-hydroxy-5-t-butyloxycarbonylamino-1,6-diphenylhexane x 0.5 succinate (111.9¢g, 0.25
mol) was charged tc a 2L, 3-necked round-bottomed flask with mechanical stirring. NaHCO, (106 g, 1.26 mol), 600
ml HyO and 8600 ml EtOAc were added and stirred vigorously until alt solids were dissolved {15 minutes). Stirring was
slowed and a solution of the 2,6-dimethyl-phencxyacety! chloride and EtOCAc (100 ml) was added in a narrow stream
via addition funnel. After 30 min of stirring, starting materials were consumed (HPLC analysis) and the layers were
separated. The aqueous layer was extracted with EtOAc, the organic layers were combined and washed with 200 ml

of 1 M NaQH, 200 mi of 10% HC!, 200 ml of brine, dried over MgS0,, fillered and concentrated te provide the desired
preduct as a white solid.

C. (28, 35, 58) -2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-amino-1,6-diphenylhexane.

[0180] (25,35, 55) -2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-(t-butyloxycarbonylamino)-1,6-diphenythex-
ane {175.1 g, 0.32 mol) and 500 m] CH,Cl, were mixed with stirring. CF,CO,H (249 ml, 3.2 mol) was added and stirred
20-25 minutes, then the reaction mixture was poured into a separatory funnel containing 1000 ml of water and 200 ml
of CH,Cly. The resulting mixture was shaken carefully and the layers were separated. The organic layer was washed
again with 500 m! of water, then 3x 500 mi of NaHCQj3 and finally 500 ml of brine. The organic solution was dried over
MgS0,, filtered and concentrated to a gelden oil that pulled into a foarn 300 mi of diethyl ether was added to the crude
product and shaken vigorously to dissolve. Within minutes solid began to crystallize and the mixture became thick.
Enough diethy! ether was added to make the mixture stirrable and the mixture was stirred at room temperature for 1
hour. The solid was filtered and air dried to give the desired product as 115 g of white needles, 81% yield.

A solution of HCl/diethyl ether was added to the filtrate to precipitate the remaining product as the HCI sait. This pinkish
solid was collected by filtration, taking care to keep the solid flooded with N2 while it was wet with ether. When dry,
transfered the amine salt 1o a separatory funnel and extracted with CH,Cl, and NaHCO;, (aqg). The organic layer was
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washed with brine, dried over MgSQ,, concentrated and treated as above to afford an additional 15 g of the desired
product, the total yield is 81%.

D. N-Carbenylbenzyloxy-3-aminopropanol

[0181] To a 12L 3-neck round bottom flask was added isopropyl acetate (6.6L), The solvent was cooled to 0°C in an
ice-water bath and 3-amino-1i-propancl {1.14Kg, 15.1mal, 2.15eq) was added in one portion. To this rapidly stirring
solution, benzyl chlaroformate (1.20Kg, 7.03mol, 1.0eq) was added dropwise over 2h while maintaining the internal
temperature of the flask between 10°C and 15°C. After the addition was complete, the reaction mixture was allowed
to stir between 10°C and 15°C for an additional 0.3h after which time water (3.5L) was added in one portion. The
solution was then partitioned and washed with an additional 2X3 5L of water. The crganic layer was dried over potas-
sium carbonate and concentrated to give a solid that was dissclved in excess isopropyl acetate and precipitated from

solution by adding the compound to heptane. The solid was filtered under nitrogen to yield 1.20Kg {(82%) of the desired
oroduct as a cclorless solid.

E. N-Carbonyibenzyloxy-3-aminopropanal

[0182] 335 mL of dimethylsulfoxide and 9L of methylene chleride were combined and chiiled te -48°C. 313 mL of
oxalyl chloride was added over 25 minutes so that the temperature remained below -40°C. Cooled to -48°C, and added
500 grams of N-Cbz-3-amino-1-propanol dissolved in 1L of methylene chloride so that the temperature remained below
-40°C. Stirred for an additional hour at -45°C, 1325 mL of triethylamine was added at such a rate that the temperature
remained below -40°C. After stirring an additional 15 minutes at -40°C, the mixture was allowed to warm to -30°C,
then added 2 5L of 20% aqueous potassium dihydrogen phosphate. Stirred for one hour, then separated the layers,

washed the crganic layer with brine, and dried with magnesium sulfate. The resulting aldehyde was kept in solution at
-20°C until needed.

F. N-{N-{Benzyloxycarbonyl-3-amino)-propyl) valine methyl ester.

[0183] Toa 5L 3-neck round bottom flask was added the crude {unchromatographed) product of Example 24E (115g,
0.855mol, 1.0eq) followed by addition of water (400mL}) and methanol {1600mL). The reaction rmixture was maintained
at 25°C throughout the course of the reaction. After the solution became homogeneous, (S)-Valine methy! ester hy-
drochtoride (80.2g, 0.538mol, 0.97eq) was added in one portion followed by rapid addition of sodium acetate trihydrate
(151g, 1.11mol, 2.0eq) and sodium cycanoborohydride (73.2g, 1.17mol, 2.1eq) in said order. The reaction mixture was
allowed to stir at room temperature for 0.5h and was concentrated in vacuo to remove all methanol present. To this
solution, saturated aq sodium bicarbonate {400mi) was added and the mixture was extracted with isopropyl acetate
(1L). The organic layer was washed with water (2X400mL}, dried over sodium sulfate, and concentrated to yield 150g
of crude product, which was dissolved in isopropyl acetate (300mL) and heptane (2400mL). Dry HCI was bubbled in
and an oily solid precipitated out of solution. The liquid was decanted away from the solid and was dissclved in dichlo-
romethane (3L). The solution was washed with water (600mL) and saturated aq sodium bicarbonate (800mL) and dried
over sodium sulfate. it was concentrated in vacuo to yield 1059 (59%) of the desired product as a light yellow oil.

G. N-(3-amino)-propyl) valine methyl ester.

[0184] To a 3L flask was added the product of Exampie 24F (120g, 0.372mol) and methano! (1L). This solution was
ailowed to stir in the presence of Raney Nickel (180g) for 1h . After removal of Raney Nickel by filtration, Pd(OH), (24g)
was added and the solution was allowed to stir under 60 psi of a hydrogen atmosphere for 12h. The solution was
purged with nitrogen and repressurized with 80 psi of hydrogen for an additional 1h. The solution was filtered and

concentrated to give 639 of an oil {80%). To this oil toluene (120ml.) was added and the solution was again concentrated
in vacuo to give the desired product.

H. 28-(1 -tetrahydro-pyrimid-2-onyl)-3-methy| butanoic acid methyl ester,

[0185] To a 5L 3-neck round bottomn flask with stir bar was added the crude product of Example 24G {150g, 0.8mol)
and dichloromethane (3.2L). Carbonyldiimidazole (232g, 1.44mol, 1.8eq) was added stowly in portions over 25 min.
The solution was allowed to stir at ambient temperature for 40h. Water (200ml.) was added over 1h with careful stirring
until no more gas evolution occurred. A solution of 35% HC! was slowly added to the stirring solution until the sclution
became acidic. The solution was then partitioned and was washed with water (2X300mL). The organic layer was dried
over sodium sulfate and was concentrated to yield 1269 (74%) of the desired product as a colorless solid.
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1. 28-(1-tetrahydro-pyrimid-2-onyl)-3-methyl butanoic acid methy| ester.

[0186] To a 12L 3-neck round bottom flask with stir bar was added the product of Example 24H (1269, 0.588moei},
water (1.3L), and THF(3.6L). The solution was cooled to 0°C in an ice-water bath and lithium hydroxide monchydrate
{74g, 1.76mo!, 3.0eq) was added in one portion with rapid stirring. The solution was allowed to stir at 0°C for 14h. It

~ was then acidified to pH 11 by slow addition of 50% ag phosphoric acid and the THF was removed in vacuo. The

aqueous phase was washed with isopropy! acetate (2L) and was subsequently acidified to pH by slow addition of 35%
ag HCI. The aqueous layer was then extracted with ethy! acetate (5X2.2L). The combined crganic layers were con-
centrated to give the desired product (105g) as a white solid. The compound was then puritied by addition of isopropy]
acetate (500mt) and ethanol (15ml.) and bringing the solution to a boil with rapid stirring until 50mL of solvent had
evaporated, The solution was cocled to 0°C and filered to give 92g (75%) of pure desired product.

J. {28, 38, 58)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[25-(1 -tetrahydro-pyrimid-2-onyl)-3-methyl
butanoyl} amino-1,6-diphenylhexane.

[0187] In a 2., 3-necked round-bottomed flask were combined the product of Example 24C (100 g, 0.22 mol), the
product of Example 241 (44.8 g, 0.22 mol) and 750 ml DMF and the mixture was cocled in an ice/water bath, HOBT
(90.9 g, 0.67 mol), EDAC (86 g, .45 mol} and triethylamine (62.5 ml, 0.45 mol) were added and the ice bath was
removed, allowing the reaction mixture to stir with wamming to room temperature for 5h. The reaction was diluted with
1000 ml of IPAC and quenched with 1000 ml of water. The mixture was shaken and separated, the ag. layer was
extracted 1x 400 ml IPAC, the organics were washed with 1x 400 ml 10% HCI, 1x 500 ml NaHCO,, diluted with 100

ml hexanes, then washed 4x 500 ml water, and 1x 500 ml brine, dried over MgSQ,, filtered and concentrated to provide
the desired product as a white foam.

Example 25

(25,38,59)-2-(2,6-Dimethylphenoxyacetyl} amino-3-hydroxy-5-[25-(1 -tetrahydro-pyrimid-2,4-dionyl)-
3-methylbutanoyllamino-1,8-diphenylhexane.

A. N-(2-Carbomethoxy) ethyl-L-Valine t-butyl ester.

[0188] To a solution of 1.73 g of L-Valine t-butyl ester in 10 ml of methanol was added 9.0 ml of methyl acrylate. The
solution was heated to refiux overnight. Another 9.0 mi of methyl acrylate was added and continued the reflux for 24
h. The solvent was evaporated in vacuo and the crude product was purified by silica gel column chromatography (20%
ethyl-_acetate in hexane) to provide 2.435 g of desired compound {93.9%). 300 MHz 1H NMR (CDCl;) 6 0.91 (d, J=3.5
Hz, 3H), 0.93 (d, J=3.5 Hz, 3H), 1.47 (s, 9H), 1.85 (m, tH), 2.47 (t, d=7 Hz, 2H}, 2.68 (m, TH), 2.81 (d, Jd=6 Hz, 1H]},
2.95 (m, 1H), 3.68 {s, 3H). Mass spectrum: (M+H)* = 260.

B. N-(2-Carboxamido) ethyl-L-Valine t-buty| ester.

[0189] To a solution of 1.86 g of the product from Example 25A in § mt of THF was added 0.415 g of lithium hydroxide
monohydrate in 10.8 ml of water. After 40 min, 10.8 mi of 1N HC| was added. The reaction mixture was evaperated to
dryness and dry pyridine was added and evaporated to dryness two times. The residue was dissolved in 25 ml of
acetonitrile and 0.62 ml of dry pyridine added. To this solution was added 2.02 g of N,N'-disuccinimidyl carbonate. The
reaction mixture was stirred for 3.5 h. The solvent was removed in vacuo and 96 ml of THF added followed by 1.43 ml
of conc. ammeonium hydroxide. The reaction was allowed to go overnight. The reaction mixture was filtered and the
filtrate concentrated in vacuo. The residue was dissolved in ethyl acetate and washed with sodium bicarbonate, brine
and dried with anhy. sodium sulfate. After filtering off the drying agent, the filtrate was conc. in vacuo and the crude
product was purified by silica gel column chromatography (5% MeQH in CH,Cl,) to give 1.19 g (68%) of desired
compound. 300 MHz H NMR (CDCl3) § 0.95 (d, J=7 Hz, 3H), 0.97 (d, I=7 Hz, 3H), 1.48 (s, 9H), 1.893 {m, 1 H), 2.37
(m, 2H), 2.65 (m, 1 H}, 2.95 (m, 2H), 5.30 (br s, 1H), 7.85 {br s, 1H). Mass spectrum: (M+H}*=245,

C. 25-(1-Tetrahydro-pyrimid-2.4-dionyl)-3-methylbutanocic acid t-buty! ester.

[0190] A solution of 0.92 g of the product from Example 25B in 10 mit of THF and 1.83 g of carbenyldiimidazole (CDI)
was refluxed for 26 h. Then 1.83 g of CDI was again added and the solution was refluxed for 72 h more. The solvent
was evaporated in vacuo and the residue was dissolved in ethyl acetate and washed with water, satd. sodium bicar-
bonate, dilute hydrochloric acid and then brine. The organic layer was dried, filtered and conc. in vacuo. The crude

57



10

15

20

25

30

35

40

45

50

55

EP 1170 289 A2
product was puritied by silica gel column chromatography (2% to 5% MeOH in CH,Cly) to give 0.54 g (52%;) of desired
compound. 300 MHz TH NMR (CDCl,) § 0.96 (d, J=7 Hz, 3H), 1.05 (d, J=7 Hz, 3H), 1.48 (s, 9H), 2.20 (m, 1H), 2.66
(m, 2H), 3.43 (m, 1 H), 3.75 (m, 1H), 4.63 (d, J=9 Mz, 1 H), 7.35 (br s, 1H). Mass spectrum: (M+H)+=271.

D. 25-(1-Tetrahydro-pyrimid-2 4-dionyl)-3-methylbutancic acid.

{0191] A solution of 0.53 g of the compound from Example 25C in § mi of triffuoroacetic acid was stirred at 0°C for
1,25 h. Solvent was evaporated in vacuo, dried and purified by silica gel column chromatography {2% MeOH/4% HOAc
in CH,Clp) to give 0.36 g of desired compound. 300 MHz TH NMR (DMSO-dg) 6 0.86 {d, J=7 Hz, 3H), 0.97 (d, J=7 Hz,
3H), 2.15 (m, 1H), 3.40 (m, 4H), 4.39 (d, J=10 Hz, 1H). Mass spectrum: (M+H)}=215.

E. (25,38,59)-2-(2,6-Dimethylphenoxyacetyl) amine-3-hydroxy-5-[25-(1-tetrahydro-pyrimid-2,4-dionyl}-
3-methylbutanoyl] amineo-1,8-diphenylhexane.

[0192] Coupling of the amino compound from Example 1N with the acid from Example 25D using standard coupling
procedure (EDAC in DMF) provided the desired compound (68%). 300 MHz H NMR (CDCl,} § 0.83 (d, J=7Hz, 3H),
0.88 (d, J=7Hz, 3H), 1.80 {m, 2H), 2.20 (s, 6H), 2.40 (m, 1H), 2.58 (m, 1H), 2.80 (m, 1H), 2.92 (m, 1H), 3.05 (m, 3H)},
3.65 {d, J=5Hz, 1H), 3.83 {m, 1H), 4.20 {m, 5H), 6.18 (d, J=8Hz, 1H), 7.0-7 .38 (m, 14H). Mass spectrum: (M+H)+=643.

Exampie 26

(25,38,68)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5[2S-{4-aza-1 tetrahydro-pyrimid-2-onyl)-3-methyl-
butanoyl)amino-1,6-diphenylhexane.

A. N(1)-t-butyloxycarbonyl-N{2)-altyl hydrazine.

[0193] To a solution of 18.18 g of t-butyloxycarbenyl protected hydrazine in 50 mil of acetonitrile was added 19.0 g
of potassium carbonate, followed by 11.9 ml of allyl bromide. The reaction mixture was heated at reflux for a total of 3
h, filtered and cone. in vacuo. The residue was disselved in ethyl acetate and washed with satd. sodium bicarbonate
and dried with anhydrous sodium sulfate and filtered. After concentration in vacuo, the crude product was purified by
silica gel column chromatography (20% EtOAc/hexane) to give 4.47 g of desired compound. 300 MHz H NMR (CDCly)
8 1.45 (s, 8H), 3.46 (m, 2M), 4.0 (brs, 1 H), 5.10 {m, 2H), 5.83 (m, 1H), 6.0 (br 5, 1H). Mass spectrum: (M+Hy=173.

B. N(1)-t-butyloxycarbonyl-N{2}-allyl-N{2)-benzyloxycarbony! hydrazine.

[0194] To a sofution of 4.8 g of the compound from Exampie 26A in 15 mi of DMF was added 4.69 g of benzyloxy-
carbonyloxy-succinimide. The reaction mixture was stirred at BT for 72 h and the solvent was evaporated in vacuo.
The residue was dissolved in ethy! acetate, washed with satd. sodium bicarbonate and dried with anhydrous sodium
sulfate. The crude product obtained after concentration was purified by silica gel column chromatography (20% to 50%
EtOAc in hexane) and provided 5.27 g of desired compound. 300 MHz 'H NMR (CDCI;) 8 1.43 (br s, 9H), 4,15 {br s,
2H), 5.18 (s, 2H), 5.20 (m, 2H), 5.82 (m, 1H). 6.39 (brs, 1H), 7.36 {m, 5H). Mass spectrum: (M+H)*=307.

C. N(1)-t-butyloxycarbanyl-N{2}-formylmethyl-N(2)-benzyloxycarbonyl hydrazine.

[0195] A solution of 8.5 g of the compound from Example 26B in 100 ml of ‘methanol was cocled with a dry ice/
acetone bath. Ozene was bubbled in for 1.75 h until a pale blue color persisted. Air was passed through the solution
for 10 min and then 15.6 ml of dimethyl sulfide was added and the reaction mixture was allowed to warm gradually o
RT avernight. Solvent was evaporated in vacuo and the residue was dissolved in ethy! acetate and washed with water,
then brine several times. The organic layer was dried with anhydrous sodium sulfate, fittered and conc. in vacuo to
provide 7.2 g of the desired cempeund. 300 MHz TH NMR (CDCl,) § 1.40 (br s, 8H), 4.35 (m, 2H), 5.20 (s, 2H), 6.65
{brs, 1H), 7.36 (s, 5H), 9.70 (br s, 1H}. Mass spectrum: (M+NH,)*=3286.

D. N-[2-{N-({2)-benxyioxycarbonyi-N-(1)-t-butyloxycarbonylhydrazinyl} ethyl-L-Valine methyi ester.

[0196] To asolution of 7.2 g of the compound from Example 26C in 100 ml of methanol was added 3.55 g of L-valine
methyl ester hydrochloride, followed by 3.48 g of sodium acetate and 1.33 g of sodium eyanoborchydride. The reaction
mixture was stirred at RT overnight. The mixture was filtered and concentrated in vacuo. The crude product was purified
by silica gel column chromatography (2% MeOH in CH,Cl,) to provide 5.8 g of desired compound. 300 MHz TH NMR
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(CDCly) 8 0.90 (d, J=6Hz, BH), 1.43 (br s, 9H), 1.87 (m, 1H), 2.60-3.0 (m, 4H), 3.72 (s, 3H), 5.18 {s, 2H), 7.37 (m, 5H).
Mass spectrum: (M+H)*=424.

E. 25-[4-benzyloxycarbonylaza-1-tetrahydro-pyrimid-2-cnyl)-3-methyl-butanoic acid methyl ester.

[0197] A sclution of 2.4 g of the compound from Example 26D in 20 ml of HCI in dioxane was stirred at RT under
argon for 1 h. Sclvent was evaporated in vacuo and the residue was washed with satd. sodium bicarbonate and ex-
tracted with ethyl acetate. The organic layer was dried, filtered and concentrated in vacuo. The crude product was
dissolved in 28 mi of CH,Cly and 0.56 g of carbonyldiimidazole was added. The solution was left at RT for 48 h. The
solvent was removed and the residue was purified by silica gel column chromatography (10% to 30% EtOAc in CH,Cly)
to give 0.78 g of desired compound. 300 MHz 'H NMR (CDClg) 8 0.90 (d, J=7Hz, 3H), 0.98 (d, J=7Hz, 3H), 2.17 (m,
1H), 3.34 (m, 1K), 3.61 (m, 2H), 3.72 {s, 3H), 3.98 (m, 1H) 4.71 (d, J=10Hz, 1H}, 5.20 (s, 2H), 6.72 (brs, 1H), 7.38 {m,
5H). Mass spectrum: {M+H}*=350.

F. 28-(4-Benzyloxycarbonylaza-1-tetrahydro-pyrimid-2-onyl)-3-methyl-butansic acid.

[0198] Hydrolysis of 0.78 g of the compound from Example 26E using lithium hydroxide in aqueous dioxane provided
0.35 g of desired compound. 300 MHz 1H NMR (CDCly) § 0.85 (d, J=7Hz, 3H), 1.04 (d, J=7Hz, 3H), 2.40 (m, 1H), 3.40
{m, 1H3, 3.50 (m, 1H)}, 3.80 {m, 2H), 3.95 (d, J=10Hz, 1H), 5.20 (s, 2H), 7.30 (s, 1H), 7.36 (s, 5H). Mass spectrum:
(M+H)y*=336,

G. (25,38,58)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5[25-(benzyloxycarbonylaza-1-tetrahydro-pyrimid-
2-onyl)-3-methyl-butanyl]lamino-1,6-diphenylhexane.

[0199] Coupling of the amine compound from Exampie 1N with the acid from Example 26F using standard coupling
procedure (EDAC/DMF) provided the desired compound (36%). 300 MHz TH NMR (CDCly) 8 0.72 (d, J=7Hz, 3H), 0.83
(d, J=7Hz, 3H), 2.20 (s, 6H), 2.65 (m, 1H}, 2.83 {m, tH), 3.0-3.10 (m, 4H), 3.90 {m, 1H), 6.65 {m, 1H), 7.0-7.35 {m,
18H). Mass spectrum: {M+H)*=764.

H. {25,35,55)-2-(2,6-Dimethylphenoxyacetyly amino-3-hydroxy-5[25-(4-aza-1-tetrahydro-pyrimid-2-oxyl)-3-methy!-
butanoyllamino-1,6-diphenylhexane.

[6200] Removal of the benzyloxycarbony! protecting group of the compound from Example 26G by hydrogenolysis
using 10% palladium on carbon as catalyst provided the desired compound. 300 MHz TH NMR (CDCl,) 8 0.83 (d,
J=4.8Hz, 3H), 0.86 (d, J=4.5Hz, 3H), 1.80 (m, 1 H}, 2.20 {s, 6H), 2.58 {m, 1 H), 2.67 {m, 1 H), 2.90 (m, 2H), 3.0 (m,
2H), 3.80 (m, 1 H), 4.20 (m, 3H), .72 (m, 1 H), 7.0 (m, 2H), 7.20 (m, 11H). Mass spectrum: {(M+H}*=630.

Example 27

(25,35,55)-2-{2 6-Dimethylphenoxyacety!) amino-3-hydroxy-5-[25-(1 tetrahydro-pyrimid-2-anyl)-3-methylbutanoyl]
aming-1-phenyl-6-methylheptane

A. (25,35,58)-2-Amino-3-hydroxy-5-(t-butyloxycarbonylamine}-1-phenyl-8-methylheptane.

[0201] Following the procedures described in Example 1A to Example 1F-1,-but substituting isopropylmagnesium
chloride for benzylmagnesium chloride in Example 1C provided the desired compound. 360 MHz 15 NMR {CDCl,) §
0.88 (d, J=7Hz, 3H), 0.92 (d, J=7Hz, 3H), 1.43 (s, 9H}, 1.50-1.80 (mn, 4H), 2.55 (m, 1H), 2.90 (M, 1H), 3.0 {m, 1H), 3.54
{m, 2H), 4.62 (m, 1H), 7.30 {m, 5H). Mass spectrum: (M+H)*=337.

B. (28,35,58)-2-(2,6-Dimethylphenoxyacetyl} amino-3-hydroxy-5-{t-butyloxycarbonylamine)-1-phenyl-
6-methyiheptane.

[0202] Coupling of the amino compound from Example 27A with the acid from Example 1H using standard EDAC
coupling procedure provided the desired compound. 300 MHz *H NMR (CDCl,) § 0.85 (d. J=7Hz, 3H), 0.90 (d, J=7Hz,
3H), 1.43 (s, 9H), 1.70 (m, 2H), 2.20 (s, 6H), 3.03 (d, J=8Hz, 2H}, 3.42 (m, 1H), 3.80 (m, 1H), 4.20 (m, 2H), 4.22 (s,
2H), 4.55 {m, 1H), 7.0 (m, 3H), 7.30 (m, 5H). Mass spectrum: (M+H)*=499.
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C. {25,38,5S)-2-(2.6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-amino-1-phenyl-6-methylheptane.

[0203] Removal of the t-butyloxycarbonyl protecting group of the compound from Example 278 using the procedure
of Exampie 1N provided the desired compound. 300 MHz 'H NMR (CDCl,) § 0.90 (d, J=3Hz, 3H), 0.94 (d, J=3Hz, 3H),
1.60 (m, 4H), 2.20 (s, 8H), 2.85 (m, 2H), 3.0 (m, 1H), 3.85 (m, 1H), 4.20 (m, 2H), 7.0 {m, 2H}, 7.35 {m, §H), Mass
spectrum: (M+H)*=389,

D. (25,38 58)-2-{2 6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[25 (1 -tetrahydro-pyrimid-2-onyl)-
3-methylbutanoyilaming-1-phenyl-6-methylheptane.

{0204] Coupling of the amino compeund from Example 27C with the acid from Example 2A using standard coupling
procedure (EDAC/DMF) provided the desired compound. 300 MHz 'H NMR (CDCly) 3 0.88 (m, 12H), 1.67 (m, 2H),
1.90 {m, 1H), 2.20 (s, 6H), 3.0 (d, J=8Hz, 2H), 3.22 (m, 4H), 3.67 (m, 1H), 3.77 (m, 1H), 4.20 (s, 2H), 4.40 (m, 1H),
4.76 (m, 1H), 7.0 {m, 3H}, 7.30 {m, 5H), Mass spectrum: (M+H)*=581.

Example 28

{2S,38,58)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5{25-(1-tetrahydro-pyrimid-2 4-diony})-
3-methyloutanoyljlamino-1-phenyi-6-methylheptane.

[0205] Coupling of the amino compound frem Example 27C with the acid from Example 25D using standard coupling
procedure (EDAC/OMF) provided the desired compound. 300 MHz TH NMR (CDCly) 8 0.83 (d, J=7Hz, 6H), 0.92 (1,
J=7Hz, 6H), 1.73 (m, 2H), 2.18 (s, 6H), 2.30 (m, 1H)}, 2.62 (m, 2H), 3.03 (m, 2H), 3.45 (m, 1 H}, 3.55 (m, 1H), 4.72 (m,
2H), 4.20 (m, 4H), 6.40 (br d, J=9Hz, 1H}, 7.0 (m, 3H), 7.30 {m, 5H), 7.62 (br s, 1H). Mass spectrum: (M+H)*=595.

Exampie 29,

(28,38,58)-2-(2,6-Dimethylphenoxyacetyljamino-3-hydroxy-5-[2S- (1 -piperazin-2.3-dionyl)-3-methylbutanoyl]aminec-
1,6-diphenylhexane.

A. 25-(4-benzyloxycarbony!-1-piperazin-2, 3-dionyl)-3-methylbutanoic acid methyl ester.

[0206] To a solution of 0.77 g of N-(benzyloxycarbonylarmino)-ethyl-L-Valine methyl ester in 20 ml of toluene and 10
ml ¢f acetonitrile was added 0.79 g of oxalyl diimidazole. The reaction mixture was kept at 50°C for 24 h and 0.2 g of
oxalyidiimidazole was added. The reaction mixture was kept at 50°C for another 72 h. Evaporation of solvent in vacuo
and purification of the crude product by silica gefl column chromatography (10% EtOAc in CH,ClLy) provided the desired
compound. 300 MHz TH NMR (CDCiy) 8 0.95 (d, J=7 Hz, 3H), 1.03 (d, J=7Hz, 3H), 2.20 {m, 1H), 3.60 (m, 1H), 3.73

{s, 3H}, 3.85 (m, 1 H), 4.0 {(m, 1H), 4.10 (m, 1H), 4.90 (d, J=10 Hz, 1H), 5.36 (s, 2H), 7.20 {m, 5H). Mass spectrum:
(M+NH)*+=380.

B. 28-(1 -piperazin-2,3-dionyl}-3-methylbutancic acid methy| ester.

[0207] Removal of the benzyloxycarbonyi protecting group of the compound from Example 29A by hydrogenolysis
using 10% Pd/C as catalyst provided the desired compound. 300 MHz TH NMR {CDClq) 8 0.95 (d, J=7 Hz, 3H), 1.03
{d, J=7 Hz, 3H), 2.20 (m, 1H), 3.50 (m, 3H), 3.74 (s, 3H}, 3.83 {m, 1H), 5.0 {¢, J=10 Jz, 1H), 7.30 {br s, 1H). Mass
spectrum: (M+H}*=229.

C. {(25,38,55)-2-(2,6-Dimethylphenoxyacetyl) amine-3-hydroxy-5[2S-(1 -piperazinj2.3-diony|)-3-methylbutanoyl]
amino-1,6-diphenylhexane,

[0208] The methyl ester from Example 298 was hydrolyzed using the procedure of Example 1M and the resulting
acid was coupled to the amino compound from Example 1N using standard EDAC coupling procedure to provide the
desired compound. 300 MHz 'H NMR (CDCly) 6 0.82 (d, J=6 Hz, 3H), 0.85 {d. J=6 Hz, 3H), 1.80 {m, 2H), 2.18 (m,
1H), 2.20 (s. 6H), 2.65 (m, 1H), 2.82-3.0 {m, 4H), 3.30 (m, 3H}, 3.70 (m, 1H), 3.82 {m, 1H), 4.22 {m, 3H), 4.54 (d, J=10
Hz, 1 H), 6.30 (br s, 1H), 6.65 (br d, 1H), 7.0-7.30 {(m, 13H). Mass spectrum: (M+H)*=643.
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Example 30

(2S,38,58)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5[2S-(4-aza-4,5-dehydro-1-pyrimid-2-onyl)-3-methyl-
butanoyllamino-1,6-diphenyihexane.

A. 2S-{4-Aza-4 5-dehydro-1-pyrimid-2-onyl}-3-methyl-butancic acid.

[0209] From the hydroysis product mixture of Example 26F, the desired product was isolated after column chroma-
tography (5% MeOH/5% AcOH in CH,Cly) in 12.5% yield. 300 MHz H NMR (CD40D) 6 0.93 (d, J=7Hz, 3H), 1.04 (d,
J=7Hz, 3H), 2.20 (m, 1H), 3.92 (dd, J=15, 3 Hz,, 1H), 4.09 {dd, J=15, 3 Hz, 1H), 4.50 (d, J=10 Hz, 1H), 6.95 (t, J=8Hz,
1H), Mass spectrum: (M+H)+=334.

B. {28,35,58)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5[2S-(4-aza-4,5-dehydro-1-pyrimid-2-oxyl)-3-methyl-
butanoyllamino-1,6-diphenylhexane,

[0210] Coupling of the compound from Example 1N with the acid from Example 30A using standard coupling pro-
cedure (EDAC/DMF) provided the desired compound (70%). 300 MHz TH NMR (CDCH1,) & 0.80 (d, J=7Hz, 3H), 0.85
(d, J=7Hz, 3H) 1.75 {m, 2H), 2.15 (m, 1H), 2.20 (s, 6H), 2.62 (m, 1H), 2.85 (m 1H), 3.02 {m, 2H), 3.55 {m, 2H), 3.80
{m, 1H), 4.20 (m, 4H}, 6.38 {br d, 1H), 6.72 {t, J=3 Hz, 1H), 7.0 (m, 3H), 7.22 {m, 10H), 7.63 (s, 1H). Mass spectrum:
{M+H)*=628,

Example 31

cis-N-tert-butyl-decahydro-2-[2{R)-hydroxy-4-phenyl-3(S)-(25-(1 -tetrahydropyrimid-2-onyl)-3-methylbutanoyl)
amincbutyl]-{4a8S,8aS)-iscquinoling-3(S)-carboxamide

[0211} The title compeound can be prepared by coupling the product of Example 2A with cis-N-tert-butyl-decahydro-
2-[2(R)-hydroxy-4-phenyl-3{S)-aminobutyl]-{4aS,8aS8)-isoquincline-3(S)-carboxamide (disclosed in PCT Patent Appli-
cation No, W09426749 and U.S. Patent No. 5,196,438, issued March 23, 1993, beth of which are incorporated herein
by reference) using a standard ccupling procedure (EDAC in DMF).

Example 32

cis-N-tert-butyl-decahydro-2-{2{R)-hydroxy-4-thiophenyl-3{5)-(25-(1 tetrahydropyrimid-2-onyl)-3-methylbutanoyl)
amincbutyl}-{4aS,8aS)-isequinocline-3{S}-carboxamide

[0212] The title compound can be prepared by coupling the product of Example 2A with cis-N-tert-butyl-decahydro-
2-[2{R)-hydroxy-4-thiophenyl-3{S)-aminobutyl}- (4aS,8a3)-isoquincline-3(S)-carboxamide (disclosed in PCT Patent
Application No. W(0S85/09843, published April 13, 1995 and U.S. Patent No. 5,484,926, issued January 16, 1996, both
of which are incorporated herein by reference) using a standard coupling procedure (EDAC in DMF).

Example 33

4-Amino-N-{{ 2syn, 35)-2-hydroxy-4-phenyl-3-(25-(1-tetrahydropyrimid-2-ony)-3-methybutanoylamino)-butyl}-N-
isobutyl-benzenesultonamide .

[0213] The title compound can be prepared by coupling the product of Example 2A with 4-Amino-N-{( 2syn, 35)-
2-hydroxy-4-phenyl-3-amino)-butyl)-N-isobutylbenzenesulfonamide (disclosed in PCT Patent Application No.

WQOS84/05639, published March 17, 1994, which is incorporated herein by reference) using a standard coupling proce-
dure (EDAC in DMF).

Example 34

A. Alternative Preparation of (25, 35, 58) -2-(2,6-Dimethylphenoxyacetyl} amino-3-hydroxy-5-amino-
1,6-diphenyihexane

[0214] 7o a1 liter 3-necked flask equipped with 2 mechanical stirrer, J-Kem® temperature probe, dropping addition
funnel, and dry nitrogen line was charged 30.0 g (54.87 mmol) of the product of Example 11 and 120 mL of acetonitrile.
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The resultant slurry was cooled to 0-5°C and 54.1 g (549 mmol) of 37% aqueous hydrochloric acid was slowly added,
maintaining an interal temperature of not more than +5°C during the addition. The reaction mixture was stirred at
0-5°C and samples were taken periodically to analyze for consumption of starting material by HPLC (Zorbax C-8
column, mobile phase = 1:1 acetonitile/0.1% aqueous phosphoric acid, flow rate = 1.5 mL/minute, detection at 205 nm).
[0215] After stirring for 3 hours the reaction was complete. The reaction was quenched by the slow addition of 105
mt. of 20% agqueous sodium hydroxide, again maintaining an internal temperature of not more than +5°C during the
addition. Onge the pH of the reaction mixture was confirmed to be basic, the sclution was warmed to room temperature.
Ethyl acetate (180 mL) was added with mixing and. after settling, the lower aqueous phase was separated and dis-
carded. The organic phase was then washed once with 105 mL of 10% aqueous scdium chioride.

[0216] The title compound was crystallized from 12 mL/g of 1:2 ethyl acetate/heptane (yield 80-85%).

B. Alternative Preparation of (25, 38, 58) -2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-amino-
1,6-diphenylhexane

f0217] To a round-bottom 3-neck 1L flask with attached mechanical stirbar and thermometer was added the product
of Example 11 (51.6 g, 0.085 mol) and 100 mL of glacial acetic acid. To the resulting suspension was added 35%
aqueous HC1(10.5mL. 0.103 mal) in 1 portion. The solution was allowed to stir under a N, almosphere for 3h, at which
time an additional 10.5 mL of 35% aqueous HCI was added. After an additional 1.5h. the reaction flask was immersed
in an ice bath and a NaOH solution (16 mL, 0.198 mol) was added at a rate to maintain the internal temperature of the
flask below 30 °C. Water (200 mL) was added and the mixture extracted with 4 x 200 mL of Isopropyl Acetate. The
combined organic layers were washed with 2.5M NaOH {2 x 200 mL}, 100 mL H,O, brine, dried over Na,S0,, filtered
and evaporated in vacuo to yield 39.7g {94% crude) of product as a colorless solid in greater than 95% purity by HPLC.
The product could be further purified by dissolving in 200 mL isopropanol heated over a steam bath, allowed to cool
with stirring to 0-5 °C to yield 32.2g (76%) of the desired product, m.p. = 131 °C.

Example 35

Alternative Preparation of 23-(1-Tetrahydro-pyrimid-2-onyh-3-methy! butanoic acid

A. N-phenoxycarbonyl-L-valine

[0218] N-phenoxycarbonyl-L-valine may be prepared according to the procedures disclosed in U.S. Patent Applica-
tion No. 08/08/671,893, filed June 28, 1998, which is incorporated herein by reference, and which include the following
method.

[0219] Into areactor equipped with an overhead stirrer, chiller, pH probe and thermocouple was added lithium chloride
(15.6 kg, 368 moles), L-valine (26.0 kg, 222 moles), neutrafl alumina (8.1 kg, 150 mesh, Aldrich) and 156 kg of distilled
water. The heterogeneous mixture was stirred and cooled to -14°C + 5°C. The pH was adjusted to 10.1 with 10%
aqueous lithium hydroxide. Precooled (-20°C) phenylchlorformate {36.6 kg, 234 moles) was added while maintaining
atemperature of not more than -8 °G and the pH was controlied during the reaction (maintaining a pH within the range
of 9.5 to 10.5 with a target of 10.0) using a continuous addition of 10% agueous lithium hydraoxide.

[0220] The reaction was stirred for 2 hours at about -14°C. The reaction mixture was filtered through Celite and the
filter cake was washed with 42 kg of distilled water. The agueous filtrate was extracted with methyl t-butyl ether (65
kg) to remove residual phenol. The aqueous phase was then cooled to 0-5°C and mixed with 200 kg of toluene. The
stirred biphasic solution was adjusted to pH 1.8-2.0 with 25% (w/w) sulfuric acid. The toluene {ayer was concentrated
at not more than 40 °C to approximately 120 L, fitered (30 kg rinse of tolueng) and then concentrated again at not
more than 40 °C to approximately 120 L.

[0221] To the resulting solution was added 44 .2 kg of heptane and the resulting solution was heated to 40 *C 1+ 10°C
for 15 minutes. The heat was removed and the solution was seeded and stirred overnight. The product crystallized on
the walls of the reactor and was resuspended in 80 kg of toluene, reconcentrated at not more than 50 °C to approxi-
mately 130 L, then 45.2 kg of heptane was added. The resulting solution was then heated to 40 °C + 10°C for not less
than 15 minutes and then cooled at not more than 20 °C/hourto 18 °C £ 6°C. After not less than 12 hours, the resuilting
white slurry was cooled to 14 °C £ 5°C and stirred for not less than 3 hours. The white siurry was fittered and the solid
washed with 41 kg of 1:1 toluene/heptane. The solid product was dried at not more than 50 °C to provide the desired
product {47.8 kg) as a white powder.

B. 25-{1-Tetrahydro-pyrimid-2-onyi)-3-methyl butanoic acid

[0222] A mixture of N-phenoxycarbonyl-L-valine (25 g, 0.106 mol) and 3-chloropropylamine hydrochioride {15.2 g,
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0.116 mol) in THF (250 mL) was cooled to 2°C. Sodium hydroxide (12.7 g, 0.318 mol) was added to the stirring sus-
pensicn. After about 35 minutes, a slow exotherm to 10°C occurred. The reacticn was stirred at less than 10°C for 2
nours. A solution of potassium t-butoxide (29.6 g, 0.265 mol) in 125 mL of THF was added over 10 minutes, followed
by a 20 mbL THF rinse. The temperature of the reaction mixture was allowed to rise to 20°C during the addition. The
reaction mixture was stirred at room temperature for 19 hours.

[0223] The reaction mixture was quenched with 200 mL of distilled water and then acidified to pH 9 using 26.2 g of
concentrated hydrochloric acid, keeping the temperature below 30°C. The aqueous layer was separated and washed
with another 125 mL of THF. Ethanol 3A (75 mL) was added to the separated aqueous layer and the mixiure was
acidified to pH < 3 with 12.3 g of concentrated hydrochloric acid, keeping the temperature below 25°C. The acidified
mixture was exiracted twice with ethyl acetate (250 mL and 150 mL}). The combined organic layers were evaporated
to dryness on a rotary evaporator at a temperature below 50°C. The residual solids were flushed with 250 mL of ethyl
acetate, The residual solid was disselved in 150 mL of ethanol 3A at reflux temperature and filtered through a 5 g
Darco-G60 bed over filteraid, followed by a 50 mL hot ethanol rinse. The filtrate was evaporated to dryness on a rotary
evaporalor at a temperature betow 50°C. Ethyl acetate (75 mL.) was added to the residue and refluxed for 30 minutes.
The suspension was cooled to below 10°C for 2 hours, The solid was collected by filtration and washed with 20 mL of
cold ethyl acetate (5-8°C). After drying at 40°C for 72 hours the desired product was obtained as a white solid (15.6
g, 74%).

Example 36

Alternative Preparation of 25-(1-Tetrahydro-pyrimid-2-onyl)-3-methyl butancic acid

f0224] A mixture of phenoxycarbonyl-L-valine (250 g, 1.05 mol; prepared according to the procedure disclesed in
U.S. Patent Application No. 08/671,893, filed June 28, 1986, which is incorporated herein by reference) and 3-chloro-
propylamine hydrochloride (151 g, 1.16 mol) in THF (2.5 L) is cooled to 2°C. Sodium hydroxide (127 g, 3.2 mol) is
added to the stirring suspension. After about 456 minutes, a rapid exothemm to 10°C occurrs. The reaction is stirred at
1-5°C for 2 hours. Additional 3-chioropropylamine (10 g, 0.08 mol) is added and stirring is continued for 1 hour. A
solution of potassium t-butoxide (296 g, 2.6 mol} in 1.25 L of THF is then added over 30 minutes, followed by a 100
mt THF rinse. The temperature of the reaction mixture was allowed to rise to 20°C during the additicn. The reaction
mixture is stirred at room temperature for 12-16 hours.

[0225]) The reaction mixture is quenched with 2 L of distilled water and cooled te 12°C and then acidified to pH ¢
using 258 g (2.6 mol) of concentrated hydrochlaric acid, keeping the temperature below 30°C. The aqueous layer is
separated. Ethanol 3A (625 mL) is added to the separated aqueous layer and the mixture was acidified to pt < 3 with
116 g (1.2 mol) of concentrated hydrochloric acid, keeping the temperature below 25°C. The acidified mixture is ex-
tracted twice with ethyl acetate (2.5 L and 1.5 L). The combined organic layers are evaproated to dryness on a rotary
evaporator at a temperature below 50°C. The residual solids are dried by repeated distillation with ethyl acetate (4 x
1 L). The residual solid is dissolved in 750 mL of methanot and treated with decolorizing carbon (10 g Darco-G60 bed)
al room temperature overnight. The carbon is removed by filiration through diatomaceous earth. The fillrate is evap-
orated to dryness on a rotary evaporator at a temperature below 50°C. Ethyl acetate (1.5 L) is added to the residue
and approximately 500 mL is removed on the rotary evaporator. The suspension is cooled to below 10°C for > 1 hour.
The solid is collected by filtration and washed with 2 x 100 mL of cold ethyl acetate (5-8°C). After drying at 50°C for
72 hours the desired product is obtained.

Example 37

Alternative Preparation of 28-(1-Tetrahydro-pyrimid-2-onyl}-3-methyl butancic acid

A {8)-(-)-N-carboxymethyl-N{B)cyanoethy! Valine

[0226] To a 5L 3-neck round bottom flask with a mechanical stirrer was added (S)-valine (170.1g, 1.45mol) and water
145mL. The solution was cooled to 0°C with an ice-water bath and a solution of 1.0eq of KOH {93q of 88% solid KOH)
in 180mL water was added dropwise over 20 minutes. After the addition was complete, acrylonitrile 1.0eq (95.5mL.)
was added dropwise with vigerous stirring while maintaining the internal temperature of the flask below 5°C. The
solution was allowed to stir between 0-5°C for 4.5h. Water (600mb) was added and a pH meter was inserted into the
solution. Methyl chloroformate 1.0eq (112mL) was added dropwise while maintaining the pH of the solution between
9.5 and 10.5, with solution of 10% ag KOH. The addition took place over 0.5h. The solution was then acidified with
cong. HCI and phosphoric acid to pH 2 and was subsequently extracted with 2L of isopropyl acetate. The organic layer
was concentrated under vacuum to give 201 g (60%} of & colorless ofl that salidified on standing. mp 65-88°C. Optical
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rotation sodium D line at 25°C -0.44 (c=4.3, ethanol). IR (em1, CDCl3) 2960, 1740, 1710,1470. "H NMR (300 MHz,
CDCly): (5 TMS, 0.00) ppm 0.93 (d,3H J=7Hz); 1.07 (d,3H J=6Hz); 2.16-2.36 (m,1 H); 2.62-2.86 (m,2H}), 3.82 (t,2H,
J=7 5Hz); 3.77 (s,1.2H rotamer); 3.82 (s,1.8H rotamer); 4.15-4.30 (m,1H); 9.76-9.96 (brs, 1H). ms (DCINH,) 246, 185,
148, 125. FAB hrms: cal for (M+H+): 229.1188; found: 229,1185.

B. 28-(1 -Tetrahydro-pyrimid-2-ony!)-3-methyl butanoic acid

[0227] To a 2t pressure vial was added the product of Example 37A (1909, 0.833 mol}, water (900ml.) and KOH
(3eq, 140q). To this solution at ambient temperature was added Nickel Aluminum alloy (Raney-Type} 75g. Note that
this is the unactivated form. The solution was sealed in a pressure bomb and was placed under 60 psi of hydrogen.
The resulting solution was heated to 100°C for 4h. After cooling the solution to ambient temperature, it was filtered,
washed with 900mL of dichloromethane and subsequently acidified to pH 1. The aqueous solution was extracted with
2 X 900mL of dichloremethane. The combined organic layers were concentrated to give 120g of crude product which
was siurried in isopropyl acetate 1o give 70g of the title compound.

Example 38

Alternative Preparation of (25, 35, 55)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-6-[28-(1-tetrahydro-pyrimid-
2-ony})-3-methy! butanoyl] amino-1 6-diphenylhexane

A-1.25-(1-Tetrahydro-pyrimid-2-onyl}-3-methyl butanoyl chloride

[0228] 25-(1-Tetrahydro-pyrimid-2-onyl}-3-methyl butanoic acid (17.6 g, 87.9 mmele) was slurried in THF (240 mL)
and cooled to <5 °C, Thionyl chloride (14.3 g, 120 mmole) was added over & minutes (exothermic). The slurry was
stirred at 20 °C for 70 min. until complete by HPLC (samples quenched into methanol). THF was removed by rotary

evaporation; heptane (90 mL) was added and removed by rotary evaporation, yielding a wet solid mass. The material
was siurried in DMF (85 mL).

A-2, Alternative Preparation of 25-(1-Tetrahydro-pyrimid-2-onyl)-3-methyl butanoyl chloride

[0229] 28-(1-Tetrahydro-pyrimid-2-onyl)-3-methyl butancic acid (39.6 g, 198 mmole} was slurried in THF (590 mL})
and cooled to 1 °C. Thionyl chlcride {28.3 g, 238 mmole) was added over 5 minutes {(exothermic). The slurry was
stirred at 20 °C for 2 hours. THF was removed on the rotary evaporator; THF (200 mL) was added and removed on
the rotary evaporator, yielding a wet solid mass. The material was slurried in DMF (226 mL).

B-1. (28, 385, 55)-2-N,N-dibenzylamino -3-hydroxy-5-[28-{1-tetrahydro-pyrimid-2-onyl)-3-methyl butanoyl} amino-
1,6-diphenylhexane

[0230] (25, 3S, 55)-2-N ,N-dibenzylamino-3-hydroxy-5-amino-1,6-diphenylhexane (ca. 83 mmole; U.S. Patent No.
5,491,253, issued February 13, 1996, which is incorperated herein by reference) and imidazole (8.2 g, 120 mmoie)
were dissolved in ethyt acetate (350 mL, KF < 0.1%) and cooled to 2 °C. The slurried product of Example 3BA-1 was
added (exothermic, maximum temp. was 10 °C), followed by a DMF rinse {15 mL). The reaction was stirred cold initially
then allowed to slowly warm to room temperature and stirred overnight.

[0231] The reaction was quenched with 100 mL water and stirred 30 minutes. The organic layer was separated and
washed with 3 x 125 mL 5% NaCl. The organic soluticn was filtered and concentrated on rotary evaporator to a thick
syrup, 62 g. HPLC purity approx. 85% (peak area). Isomer content approx. 11.2%.

CIMS (NH,) m/z 647 (M + H)*. B

TH NMR (300 MHz, CDCly) 6 7.35-7.13 (m, 10H), 7.13-7.06 (m, 1H), 6.87 {br d, 1 H), 522 (brs, 1H), 4.28 (d, 1H),
4.20-4.056 (m, 1H), 3.95 (d, 2H), 3.65-3.56 {m, 1 H), 3.37, {d, 2H), 3.12-2.89 {m, 5H), 2.83-2,53 {m, 4H), 2.23-2.08 (m,
1), 1.74-1.40 {m, 4H), 0.87-0.76 {m, 6H).

13C NMR (75 MHz, CDCl3) § 170.0, 156.6, 140.2, 139.1, 138.4, 129.3, 129.1, 128.9, 128.4, 128.3, 128.0, 127.1, 126.0,
126.8, 69.1, 64.0, 63.1 (br}, 54 2, 49.2, 41.2, 40.5, 40.0, 39.7, 31.5,25.4, 216, 19.5, 18.6.

B-2. Alternative Preparation of (23, 35, 53)-2-N ,N-dibenzyiamino-3-hydroxy-5-[23-(1 -tetrahydro-pyrimid-2-onyl)-
3-methyl butanoy!] amina-1,6-diphenylhexane

[0232]} (28, 38, 55)-2-N,N-dibenzylamine-3-hydroxy-5-amino-1,6-diphenylhexane (ca. 180 mmole; U.S. Patent No.
5,491,253, issued February 13, 1986, which is incorporated herein by reference) and imidazole (38.1 g, 560 mmole)
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were dissolved in ethyl acetate (676 mL, KF < 0.1%) and cooled to 1 °C. The slurried product of Example 38A-2 was
added slowly over 30 minutes (exothermic, maximum temp. was 6 °C), followed by an ethyl acetate rinse (225 mL).
The reaction was stirred cold for 1. 5 hours, then allowed to slowly wanm to about 27°C and stirred for about 20 hours.
[0233] The reaction was quenched with a dilute solution of HCI (36.75 g concentrated HCl in 225 mL of water) and
stirred 20 minutes. The biphasic mixture was filtered with a 100 mL ethy! acetate rinse. The organic layer was separated
and washed with 3 x 125 mL 5% NaCl. The organic layer was separated and washed with 3 x 225 mL 5% NaCl and

2 x 225 mL 5% NaHCO;. The organic solution was concentrated by rotary evaporation to provide the desired product
as a thick syrup.

C. (28, 38, 55)-2-Amino-3-hydroxy-5-{28-(1 -tetrahydro-pyrimid-2-onyl)-3-methyl butanoy!] amino-1,6-diphenylhexane

[0234] The crude product of Example 38B (ca. 83 mmuole) was dissolved in methanct {260 mL). Pd/C (50% wet
Pearleman's catalyst, 10.4 g wet weight) and ammonium formate (15.1 g, 239 mmole) were added and the mixture
was warmed to 50 °C. After 2.5 hours the reaction was compiete by TLC. The mixture was cooled to 35 °*C and catalyst
was removed by filtration through diatomaceous earth, followed by a methanol rinse (250 mL). The combined filtrate
was concentrated on the rotary evaporator. The residue was dissolved in dioxane (150 mL} with warming. Dioxane
was removed on the rotary evaporator to yield 60 g of yellow oil. HPLC purity approx. 88.2% (peak area). Isomer
content =7.9% (however, one isomer does not separate from the main peak).

CIMS (NH3) m/z 467 (M + H)*

TH NMR {300 MHz, CD,00) § 7.35-7.10 (m, 10H), 4.40-4.20 (m, 1H), 4.25 (d, 1H), 3.68-3.57 (m, 1H), 3.20-3.05 (m,
2H), 3.08-2.90 {(m, 3H), 2.90-2.74 {m, 2H), 2.65-2.49 (m, 2H), 2.20-2.04 (m, 1H}, 1.92-1.78 {(m, 1H), 1.78-1.6C (m, 2H),
1.60-1.45 {m. 1H), 0.88-0.77 (m, 6H)

13C NMR (75 MHz, CD40D) § 171.3, 1568.4, 140.5, 139.8, 130.6, 130.4, 128.5, 129.8, 127.3,127.0, 71.5, 63.9. 571,
49,1, 41.8,416, 414 407,405, 26.9, 225, 20.0, 18.9

TH NMR (300 MHz. CDCly) § 7.35-7.13 {m, 10H), 5.35 (s, 1H), 4.40-4.23 (m, 2H), 3.60-3.52 (m 1H), 3.25-2.65 (m,
8H), 2.58-2.45 (dd, 1H), 2.30-2.10 (m, 1H), 1.90-1.65 {m, 3H), 1.65-1.50 {m, 1H), 0. 91 (d, 3H}, 0.84 (d, 3H)
13CNMR (75 MHz, COCly) §171.2, 156.6, 139.1, 138.5, 129.3,129.2, 128.5, 128.2, 126.3, 126.0, 71.6, 63.1 {br), 56.3,
48.7,41.6,41.0,40.6,40.0. 396, 26.5,21.7,19.7, 18.7

D. {28, 3S, 55)-2-Amine-3-hydroxy-5-[25-{1-tetrahydro-pyrimid-2-ony!)-3-methyl butanoyll amino-1,6-diphenylhexane
(S)-Pyroglutamic acid salt

[0235] The crude product of Example 38C was dissolved in dioxane (370 mL, KF = 0.07% moisture). S-Pyroglutamic
acid (10.3 g, 80 mmole) was added and the suspension was warmed to 50 *C to give a clear solution. After stirring 1
hour the solution was seeded with a few crystals of the product salt. The salt slowly precipitated. The slurry was slowly
cocled and stirred overnight at reom temperature. The product was isolated by filtration and washed with dioxane (100
mi). Wet cake weight was 120 g. Product was dried at 60 °C in a vacuum oven with nitregen purge. Yield 35.2 g off-
white powder. HPLC purity: >88% (peak area including pyroglutamic acid). Isomer content approx. 1% (however, one
isomer does not separate from the main peak).

mp = 135-141 °C

[a]p28 = -21.9° (c=2.5, CH;0OH)

CIMS (NH3) m/z 467 (M + H for base)*, 147 (M + NH, for pyroglutamic acid)*, 130 (M + H for pyrogiutamic acid)*

IR (KBr) 1586, 1655, 1682 cm!

TH NMR (400 MHz, DMS0O-dg) § 7.62 (s, 1H}, 7.54 {d, 1H), 7.32-7.06 (m, 10H), 6.33 (s, 1H), 4.26 (d, 1H), 4.11-3.99
(m, 1H), 3.82 (dd, 1H}, 3.57-3.48 {m, 1H), 3.27-3.19 (m, 1H), 3.0B-2.95 (m, 2H),2.92-2.70 (m, 5H), 2.53-2.43 {m, 1H},
2.26-2.14 (m, 1H), 2.13-1.99 {m, 2H), 1.99-1.87 (m, 2H}, 1.72-1.61 {m, 2H), 1.61-1.49 (m, 1H), 146-1.35 (m, 1H), 0.70
(d, 3H), 0.64 (d, 3H).

13C NMR (100 MHz, DMS0O-dg} 6 176.9, 176.1, 169.2, 155.5, 138.8, 137.7, 129.3, 1293 128.3, 127.8, 126.4, 125.5,
66.9, 61.5,56.9, 55.3, 46.8, 40.2, 39.6, 39.4, 38.8, 37.4, 29.8, 25.4, 25.3,21.6, 19.6, 18.7.

TH NMR (300 MHz, C[2,0D)  7.32-7.03 {m, 10H), 4.23-4.12 {m, 1H), 4.12 (d, 1H), 3.98 (dd, 1 H), 3.71-3.63 (m, 1H),
3.46-3.37 {m, 1H), 3.11-2.98 (m, 2H), 2.97-2.80 {m, 4H), 2.70-2.59 (m, 1H), 2.49-2.38 (m, 1H}, 2.38-2.12 (m, 3H},
2.07-1.92 {m, 2H), 1.75-1 63 {m, 2H), 1.63-1.60 (m, 1H}, 1.45-1.32 (m, 1H), 0.74-0.65 (m, 6H).

13C NMR (75 MHz, CD,0DY 6 181.0,179.6, 171.6, 158.4, 139.5, 137.3, 130.5, 130.0, 129.4, 128.3, 127.2 638.1, 64.0,
59.6,57.7,488,41.7, 411,407,406, 37.9,31.1,26.9, 26.9, 225, 20.1, 18.9.

TH NMR (300 MHz, 0,0) § 7.30-6.97 {m, 10H), 4.16-4.03 {m, 1H), 3.99-3.91 (m, 2H). 3.71-3.63 (m, 1H), 3.43-3.35 (m,
1H), 3.00-2.68 (m, 6H), 2.40-2.13 (m, &H), 1.88-1.72 (m, 3H), 1.68-1.56 (m, 1H), 1.52-1.37 {m, 1H), 1.32-1 18 (m, 1H),
0.60-0.52 (m, 6H).

¥3C NMR (75 MHz, D,0) 6 181.6, 180.1, 171.0, 157.3, 137.9, 135.2, 129.3, 129.2, 129.1, 128.4, 127 6, 126.4, 67,3,
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62.6,58.2,56.7,47.5,40.1,394,39.2,38.7,356.7,29.6,253, 252, 20.5, 18.5, 17.6.

E. (28, 35, §5)-2-{2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[25-{1-tetrahydro-pyrimid-2-onyl)-3-methyl
butanoyl] amino-1.6-diphenylhexane

[0238] The product of Example 1H (7.26 g, 40.3 mmole) was slurried in ethyl acetate (22 mL) and thionyl chloride
(5.75 g, 48.3 mmole) was added, followed by 1 drop DMF. The mixture was warmed to 50 *C and stirred 5 hours. The
solution of the resulting acid chloride was cooled 1o 22 °C and held for the subsequent coupling reactioen.

[0237] The product of Example 38D {20 g, 31.7 mmole, corrected for dioxane content), sodium bicarbenate (16.5 g,
197 mmole), ethyl acetate {150 mL) and water (150 mL) were combined in a flask and stirred until the product of
Exampie 38D had dissolved (some salt remains undissoived). The solution of acid chiloride prepared above was added
over 5 minutes, followed by an ethyl acetate rinse (6 mL). Addition was mildly exathermic (maximum temperature 23
*C). The mixture was stirred overnight.

[0238] The organic layer was separated and washed with 5% sodium bicarbanate (100 mL) and water {100 mL).
Solvent was removed on the rotary evaporator. The residue was dissolved in ethyl acetate {100 mL) and filtered, rinsing
with ethyl acetate (50 mL). The solvent was removed from the combined filtrate on the rotary evaporator. The residue
was dissolved in hot ethyl acetate (105 mL) and heptane (105 mL) was added; product began to crystallize rapidly.
The slurry was cooled and stirred at 20-23 °C for 5 hours. Product was collected by filtration and washed with 1/1 (w/

v) ethyl acetatelheptane (30 mL). Product was dried under vacuurmn oven at 70 °C to provide 18.8 g of the desired
preduct as a white powder.

Example 39

Preparation of Amarphous (25, 35, 58)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-{25-(1 -tetrahydro-pyrimid-
2-onyl}-3-methyl butanoyl] amino-1,6-diphenylhexane

[0239} A. The product of Example 38E (2.5 g) was dissolved in 8 mL of absolute ethanol. This solution was added
slowly dropwise to 250 mi. of chilled water at 9°C with vigorous stirring. A white solid immediately appeared. The stirring
was continued for 15 minutes and the solids were collected by filtration. Vacuum drying at 50°C fer 12 hours provided
2.32 g of the desired product as an amarphous solid.

[0240] B. The product of Example 38E (2.5 g) was dissolved in 6 mL of absolute ethanol. This solution was added
slowly dropwise to 31 mL of chillad water at 7-8°C with vigorous stirring. A white solid appeared. The stirring was
continued for 20 minutes and the scolids were collected by filtration. Vacuum drying at 50°C for 12 hours provided 2.24
g of the desired product as an amorphous solid.

[0241] C. The product of Example 38E (0.5 g} was dissolved in 8 mL of isopropancl. This solution was added slowly
dropwise to 100 mL of chilled water at 10-15°C with vigorous stirring. A white solid appeared. The stirring was continued
for 20 minutes and the solids were collected by filtration. Air drying provided 0.48 g of the desired product as an
amorphous solid.

{0242] D. The product of Example 38E (0.5 g) was dissclved in 8 mL of acetone and 0.2 mL of absolute ethanol.
This solution was added slowly dropwise to 100 mL of chilled water at 10-15°C with vigorous stirring. A white solid
appeared. The stirring was continued for 10 minutes and the solids were collected by filtration. Air drying provided 0.46
g of the desired product as an amorphous solid.

[0243] E. The product of Example 38E (0.5 g) was dissolved in 2 mL of acetonitrile. This soiution was added slowly
dropwise to 100 mL of chilled water at 10-15°C with vigorous stirring. A white solid appeared. The stirring was continued

for 20 minutes and the selids were collected by filtration. Air drying provided- 0.46 g of the desired product as an
armorphous solid.

Example 40

N-(3-Chloropropylaminocarbonyl)-valine methyl ester

[0244] 3-Chloropropylisocyanate (0.31 mL, 3.0 mmol) was added to a slurry of L-valine methyl ester hydrochloride
(0.5 g, 3.0 mmol) and triethylamine (0.42 mL, 3.0 mmol) in THF (10 mL). The reaction mixture was stirred for 4 hours
at rcom temperature and was then quenched with the addition of aqueous sodium bicarbonate. The quenched reactien

mixture was extracted with ethyl acetate. The organic layer was separated, dried and evaporated to give the desired
product.
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Example 41

(28, 38, 55)-2-(2,8-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[2S-(1-tetrahydro-4-hydroxy-pyrimid-2-onyi)-3-methyl
butanoyi] amine-1,8-dibhenylhexane

[0245] Reaction of a solution of the product of Example 25E in methylene chlcride with sedium borohydride provides
the desired product.

Example 42

(25,35,58)-2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-5-[25-(1 -tetrahydro-6-hydroxy-pyrimid-2-onyl)-3-methyl
butanayt] amino-1,6-diphenylhexane

[0246] A 300-mL incubation of (25, 35, 5§5)-2-(2,6-Dimethylphenoxyacetyl) amine-3-hydroxy-5-[2S-(1-tetrahydro-
B-hydroxy-pyrimid-2-onyl}-3-methyl butanoyl] amino-1,6-diphenylhexane labelled with 14C in the carbonyl group of the
acelyl moiety {50 uM, 6.0 uCi) was performed with rat liver microsomes (0.5 mg/mL microsomal protein) and an NADPH-
generating system for 60 minutes at 37°C. The metabalic reaction was stopped by adding 300 mL of acetonitrile. The
supernatant obtained after centrifugation at 3000 RPM for 10 minutes was evaporated to dryness in vacuo. The residue
was reconstituted in 2 mL of HPLC mobile phase. Isolation of the desired product was achieved at ambient temperature
with a Beckman Ultrasphere 5 um 10 x 150 mm C,4 column connected to an Alitech Ultrasphere 5 pm G4 cartridge
guard column. A linear gradient of 25-55% acetonitrile in buffer (25 mM ammonium acetate, pH adjusted o 4.8 with
formic acid) over 57 minutes was used as column eluent at a flow rate of 2.8 mL/minute.

Fiuorogenic Assay for Screening Inhibitors of HIV Protease

[6247] The inhibitory potency of the compound of the invention can be determined by the following method.

[0248] The compound of the invention is dissclved in DMSO and a small aliquot further diluted with DMSO to 100
times the final concentration desired for testing. The reaction is carried out in a 6 X 50 mm tube in a total volume of
300 microliters. The final concentrations of the components in the reaction buffer are: 125 mM sodium acetate, 1 M
sodium chloride, 5 mM dithicthreitol, 0.5 mg/ml bavine serum albumin, 1.3 uM flucrogenic substrate, 2% (v/v) dimeth-
ylsulfoxide, pH 4.5. After addition of inhibitor, the reaction mixture is placed in the fluorometer cell holder and incubated
at 30°C for several minutes. The reaction is initiated by the addition of a small aliquot of cold HIV protease. The fluo-
rescence intensity (excitation 340 nM, emmision 490 nM) is recorded as a function of time. The reaction rate is deter-
mined for the first six to eight minutes. The observed rate is directly proporticnal to the moles of substrate cleaved per
unit time. The percent inhibition is 100 X {1 - (rate in presence of inhibiter)/{rate in absence of inhibitor)).

[0249] Fluorogenic substrate: Dabcyl-Gaba-Ser-Gln-Asn-Tyr-Pro-lle-Val-GIn-EDANS  wherein  DABCYL =
4-(4-dimethylamino-phenyljazcbenzoic acid, Gaba = y-aminobutyric acid, and EDANS = 5-{{2-aminoethyljamino)-
naphthalene-1-suifonic acid.

Table 1
Compound of Exampie | Percent Inhibition | [nhibiter Concentration (nanomolar)
1P 92.6 0.5
28 93.2 0.5
3C 86.9 .05
4F 49.7 0.5
5 80.8 Q.5
6F 61.4 0.5
7B 67.1 05
8 55.6 0.5
9B 62.6 0.5
10F 81.0 6.5
11B 911 0.5
12B 76.8 0.5
13B 56.2 1.0
140 527 05
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Table 1 (continued)

Compound of Example | Percent Inhibition | Inhibitor Concentration {nanomolar)
15 48 0.5
17C 87.2 05
18C 57.8 7 0.5
19E 68.5 0.5
22E 71.8 05
23C B6.0 0.5
25E 100 0.5
26H 94.6 05
27D 92.9 0.5
28 86.6 0.5
258C 72.6 0.5
308 §1.0 0.5

Antiviral Activity

[0250] The anti-HIV activity of the compound of the invention can be determined in MT4 cells according to the fol-
lowing procedure. MT4 ceils were infected with cell-free supernatant of HIVINIB (previously frozen with known 50%
tissue culture infectious dose (TCIDgg) at 0.003 multiplicity of infection {MQOI) for one hour. After one hour infection,
cells were washed twice 1o remove residual viruses, resuspended in culture media and seeded into 96-well tissue
culture plates at 1x10°4 cells per well with varicus half-log dilutions of compounds. Uninfected.celis are included as
toxicity and cell controls. RPMI 1640 media (Gibce ) with 10% fetal bovine serum were used as culture media. Various
concentrations of human serum (Sigma) 50%, 25% and 12.6% were added to culture media resulting in final concen-
fration of 60%. 35% and 22.5% total serum. All assay plates were incubated in 37 deg. cent. incubator for 5 days. MTT
(sigma, 5 mg/ml stock in PBS) was added to all wells at 25 ul per well, incubate for 4 hours. 20%SDS with 0.02 N HCI
in water was added at 50 ul per well to lyse cellls. Plates incubated overnight for complete lyses were read on a
microtitre plate reader at 570/650 nm wavelengths to determine cell optical density (©.D.). Raw data were analysed
for percent inhibition by the following formula:

Q.D. test well - O.D. virus control

Q.D. cell control -Q.D. virus control X100

The 50% effective concentration (ECgq) was calculated by the median effect equation {Chou, 1975,Proc. int. Cong.

Pharmacol. 6th p. 619} to determine the efficacy of compound. The 50% lethal concentration {LCsq) was calculated
using uninfected MT4 cells.

[0251] Under these conditions, the fellowing data were obtained {n = 4 duplicate determinations:

Table 2
Compound of Example | |Cgq (uM. 0% plasma} | LCgq (M)
1P 0.01 41.32
2B 0.016 - 17.78
3C 0.025 49,5
4F 0.101 >100
5 0.368 >100
6F 0.183 >100
78 0.204 >100
8 0.019 17.78
9B 0.272 19.33
10F 0.047 91.97
11B 0.19 18.16
12B 0.093 19.11
14D 0.053 >100
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Table 2 ({continued)

Compound of Example | iCgg (UM. 0% plasma) | LCsq (UM)
15 0.119 >100
17C 0.051 18.96
18C 0.329 191
19E 0.395 17.95
20D 0.283 24.08
25E 0.012 22.88
26H 0.015 33.0
27D 0.03 56.23
28 0.011 72.2
29C 0.427 56
30B 0.003 18

{0252] The compounds of the present invention can be used in the form of salts derived from inorganic or organic
acids. These salts include but are not limited to the foltowing: acetate, adipate, alginate, citrate, aspartate, benzoate,
benzenesulfonate, bisulfate, butyrate, camphorate, camphorsulfonate, digluconate, cyclopentanepropionate, dodecyl-
sulfate, ethanesulfonate, glucoheptanoate, glycerophasphate, hemisulfate, heptancate. hexanoate, fumarate, hydro-
chloride, hydrobromide, hydroiodide, 2-hydroxyethanesulfonate {isethionate), lactate, maleate, methanesulfonate,
nicotinate, 2-naphthalenesulfonate, oxalate, pameate, pectinate, persulfate, 3-phenylgropicnate, picrate, pivalate, pro-
pionate, succinate, tarirate, thiocyanate, p-teluenesulfenate and undecancate. Also, the basic nitrogen-containing
groups can be quaternized with such agents as loweralkyl halides, such as methyl, ethyl, propyl, and butyl chloride,
bromides, and iodides: dialky! sulfates like dimethyl, diethyl, dibutyl, and diamyl! sulfates, long chain halides such as
decyl, lauryt, myristyl and stearyl chlorides, bromides and iodides, aralkyl halides like benzyl and phenethyl bromides,
and others. Water or cil-soluble or dispersible products are thereby obtained.

[0253] Examples of acids which may be employed to form pharmaceutically acceptable acid addition salts include
such inorganic acids as hydrochtoric acid, sulphuric acid and phosphoric acid and such organic acids as oxalic acid,
maleic acid, succinic acid and citric acid. Cther salts include salts with alkali metals or alkaline earth metals, such as
sodium, potassium, calcium or magnesium or with organic bases.

[0254] Preferred salts of the compounds of the invention include hydrochloride. methanesulfenate, sulfenate, phos-
phonate and isethionate.

[0255] The compounds of the present invention can also be used in the form of esters. Examples of such esters
include compounds wherein a hydroxyl group in the compound of this invention has been acylated with an N-protected
or unprotected amine acid residue, a phosphate function, a hemisuccinate residue, an acyl residue of the formula R*C
(0)- or R*"C(S)- wherein R* is hydrogen. loweralkyl, haloalkyl, alkoxy, thioalkoxy, alkoxyalkyl, thicalkoxyalkyl or
halcalkoxy, or an acyl residue of the formula R,-C(RpHRg)-C(C)- or R,-C{Ry){R4)-C(8)- wherein R, and Ry are inde-
pendently selected from hydrogen or loweralkyl and R, is -N{Rg)(R;), OR, or -SR, wherein R, and Ry are independently
selected from hydrogen. loweralky! and haloalkyl, or an amino-acyl residue of the farmula RyggNH{CH5);NHCH,C(O)-
or RyggNH(CH5),0CH,C(O)- wherein R, 5, is hydrogen, loweralkyl, aryialkyl, cycloalkylalkyi, alkanoyl, benzoyl or an
o-amine acyl group. The amino acid esters of particular interest are glycine and lysine; however, other amino acid
residues can also be used, including those wherein the amino acyl group is -C{G)CH,NRageRag1 Wherein Ryg and
Rop¢ are independently selected from hydrogen and loweralkyl or the group -NR,gqR50¢ forms a nitrogen containing
heterocyciic ring. These esters serve as pro-drugs of the compound of the preseft invention and serve to increase the
solubility of these substances in the gastrointestinal tract. These esters also serve to increase solubility for intravenous
administraticn of the compound. Other prodrugs include compounds wherein a hydroxyl group in the compound of this
invention is functionaiized with a substituent of the formula -CH(R)OC(O)Rg4 or -CH(R,)OC(S)R4g, wherein Rygy is
toweralkyt, haloalkyl, alkoxy. thicalkoxy or hatoalkoxy and Rq is hydrogen, loweralkyl, haloalkyl, alkoxycarbonyl, ami-
nocarbonyl. alkylaminocarbonyl or diaikytaminccarbonyl. Such prodrugs can be prepared according to the procedure
of Schreiber (Tetrahedron Lett. 1983, 24, 2363) by ozonolysis of the corresponding methallyl ether in methanol followed
by treatment with acetic anhydride,

[0256] The prodrugs of this invention are metabolized in vivo to provide the compound of this invention . The prep-
aration of the prodrug esters is carried out by reacting the compound of the invention with an activated amino acyl,
phosphoryl, hemisucciny! or acyl derivative as defined above. The resulting product is then deprotected to provide the
desired pro-drug ester. Prodrugs of the invention can also be prepared by alkylation of the hydroxyl group with
(halecalkylesters. transacetalization with bis-(atkanoyl)acetals or condensation of the hydroxyl group with an activated
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aldehyde followed by acylation of the intermediate hemiacetal.

[0257] The compeunds of the invention are useful for inhibiting retroviral protease, in particutar HIV protease, in vitro
or in vivo (especially in marnmals and in particular in humans). The compounds of the present invention are also useful
for the inhibitien of retroviruses in vivo, especially human immunodeficiency virus (HIV). The compounds of the present
invention are also useful for the treatment or prophylaxis of diseases caused by retroviruses, especially acquired im-
mune deficiency syndrome or an HIV infection in a human or other mammait. ]

[0258] Total daily duse administered to a human or other mammal host in single or divided doses may be in amounts,
for example, from 0.001 to 300 mg/kg body weight daily and more usually 0.1 to 20 mg/kg body weight daily. Dosage
unit compositions may contain such amounts of submultiples thereof to make up the daily dose.

[0259] The amount of active ingredient that may be combined with the carrier materials to produce a single dosage
form will vary depending upon the host treated and the particular mode of administration.

[0260] It will be understood, however, that the specific dose level for any particular patient will depend upon a variety
of factors including the activity of the specific compound employed, the age, body weight, general health, sex, diet,
time of administration, route of administration, rate of excretion. drug combination, and the severity of the particular
disease undergoing therapy.

[0261] The compounds of the present invention may be administered orally, parenterally, sublingually, by inhalation
spray, rectally, or topically in dosage unit formulations containing conventional nontoxic phammaceutically acceptable
carriers, adjuvants, and vehicles as desired. Topical administration may alsec involve the use of transdermal adminis-
tration such as transdermal patches or iontopheresis devices. The term parenteral as used herein includes subcuta-
neous injections, intravenous, intramuscular, intrasternal injection, or infusion techniques.

[0262] Injectable preparations, for example, sterile injectable aqueous or oleagenous suspensions may be formu-
lated according to the known art using suitable dispersing or wetting agents and suspending agents. The sterile inject-
abie preparation may aiso be a sterile injectable solution or suspension in a nontoxic parenterally acceptable diluent
or solvent, for example, as a seclution in 1,3-prepanediol. Among the acceptable vehicles and solvents that may be
employed are water. Ringer's solution, and isotonic sodium chloride solution. In addition, sterile, fixed oils are conven-
tionaily employed as a solvent or suspending medium. For this purpese any bland fixed oil may be empleyed including
synthetic mono- or diglycerides. In addition, fatty acids such as oleic acid find use in the preparation of injectables.
{0263] Suppositories for rectal administration of the drug can be prepared by mixing the drug with a suitable nonir-
ritating excipient such as cocoa butter and polyethylene glycols which are solid at ordinary temperatures but fiquid at
the rectal temperature and will therefore melt in the rectum and release the drug.

[0264] Solid dosage forms for oral administration may inciude capsules. tablets, pills, powders, and granules. In such
solid dosage forms, the active compound may be admixed with at least one inert diluent such as sucrose lactose or
starch. Such dosage forms may also comprise, as is normal practice, additional substances other than inert diluents,
€.g., lubricating agents such as magnesium stearate. in the case of capsules, tablets, and pills, the dosage forms may
also comprise buffering agents. Tablets and pills can additionally be prepared with enteric coatings.

[0265] Liguid dosage forms for oral administration may include pharmaceutically acceptable emulsions, solutions,
suspensions, syrups, and elixirs containing inert diluents commonly used in the art, such as water. Such compositions
may also comprise adjuvants. such as wetting agents, emulsifying and suspending agents, and sweetening, flavoring,
and perfuming agents.

[0266] The compounds of the present invention can also be administered in the form of liposomes. As is known in
the art, liposomes are generally derived from phospholipids or other lipid substances. Liposomes are formed by mono-
or multi-lamellar hydrated liquid crystals that are dispersed in an aqueous medium. Any nen-toxic, physiologically
aceptable and metabolizable lipid capabale of forming lippsomes can be used. The present compositions in liposome
form can contain, in addition to the compound of the present invention. stabilizers, preservatives, excipients, and the
like. The preferred lipids are the phospholipids and phesphatidy! cholines (lecithins}, both natureal and synthetic,
{0267] Methods to form liposomes are known in the art. See, for example, Prescott. Ed., Methods in Cell Biology,
Volume XIV, Academic Press, New Yark, N.Y. (1976), p. 33 et seqg. ~
[0268] Some preferred dosage forms for the compounds of this invention are disclosed in U.S. Patent Application
No. 08/ , filed November 21, 1996, in the names of J. Lipari, L.A. Al-Razzak, 5. Ghosh and R. Gao
and which is entitled Pharmaceutical Composition, which is incorporated herein by reference,

[0269] A preferred dosage form for the compounds of this invention comprises a solution of (a) a compound of the
farmula I in the amount of from about 1 % to about 50% (preferably, from about 5% to about 30%) by weight of the
total solution and {b) polyoxyl 35 castor oil in the amount of from about 0% to about 20% (preferably, from about 5%
to about 10%) by weight of the total solution, in a pharmaceutically acceptable organic sclvent which comprises (i}
oleic acid in the amount of from about 20% to about 99% (preferably, from about 30% to about 70%; more preferably,
from about 40% to about 65%) by weight of the total solution or (i) a mixture of (1) oleic acid in the amount of from
about 20% to about 99% {preferably, from about 30% to about 70%; more preferably, from about 40% to about 65%)
by weight of the total solution and (2) etnanol or propylene glyco! or a mixture thereof in the amount of from about 0%
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to about 12% (preferably, about 10%) by weight of the total solution. In an even more preferred embodiment of the
invention. the solution is encapsulated in a soft elastic gelatin capsule (SEC) or a hard gelatin capsule.

[0270] A most preferred compoesition of the invention comprises a solution of (a) a compound of the formula L in the
amount of about 30% by weight of the total sclution and (b) polyoxyl 35 castor oil in the amount of about 10% by weight
of the total solution, in a phamaceutically acceptable organic solvent which comprises a mixture of (1) oleic acid in
the amount of about 50% by weight of the total selution and {2) ethanol in the amount of about 10% by weight of the
total solution. In a most preferred embodiment of the invention, the soiution is encapsulated in a soft elastic gelatin
capsule (S£C) or a hard gelatin capsule and the solution also comprises an antioxidant (preferably, BHT (butylated
hydroxytoluene)} in the amount of from about 0.01% to about 0.08% by weight of the total soiution (preferably, from
about 0.01% to about 0.05% by weight of the total solution).

[0271] An example of such a composition and its preparation is provided below.

Compenent % By Weight
compound of Example 2B {free base) 30
Ethanol (USP, 200 proof) 10
polyoxyl 35 castor cil {Cremophor® EL) 10

Oleic acid, 8321, NF 50
Butylated hydroxy toluene (BHT), NF 0.01

Preparation of the above composition:

[0272] The mixing tank was purged with nitrogen. Gleic acid (499.9 g) and ethanol {100g) were mixed in the tank.
The butylated hydroxytoluene (0.1 g) was charged into the tank and mixed until the solution was elear. The Compound
of Example 2B (300 g) was slowly charged into the tank and mixed until the solution was clear. The polyoxy! 35 castor
oil (100 gjwas added to the tank and mixed. The resulting solution was filled into soft elastic capsules (0.333 g of
solution/SEC) to provide a dosage of 100 mg of compound of Example 2B/SEC or 0.667 g/SEC to provide a dosage
of 200 mg of cornpound of Example 2B/SEC.

[0273] While the compound of the invention can be administered as the sole active phamaceutical agent, it can also
be used in combination with one or more immunomodulators, antiviral agents, other antiinfective agents or vaceines.
Other antiviral agents to be administered in combination with a compeund of the present invention include AL-721,
beta interferon, polymannoacetate, reverse transcriptase inhibitors ( for example, dideoxyeytidine (ddC; zalcitabine),
dideoxyinosine (ddl;, didanosine), BCH-189, AzdU, carbavir, ddA, d4C, d4T (stavudine), 3TC (lamivudine) DP-AZT,
FLT,{fluorothymidine), BCH-189, 5-halo-3'-thia-dideoxycytidine, PMEA, bis-POMPMEA, zidovudine (AZT), nevirapine,
delvirdine, MSA-300, trovirdine and the like), non-nucleoside reverse transcriptase inhibitors (for example, R82193,
1L-697,661, BI-RG-587 {nevirapine), retroviral protease inhibitors (for example, HIV protease inhibitors such asritonavir,
Ro 31-8959 {saquinavir), SC-52151, VX-478, AG1343 (nelfinavir), BMS 186,318, 3C-55389a, BILA 1096 BS, DMP-
323, DMP-450, KNI-227, KNI-272, U-140690, N-(2(R)-hydroxy-1({S)-indanyl)-2(R)-phenylmethyl-4{S)-hydroxy-
5-{1-(4-(3-pyridylmethyl}-2(3)-N'-(t-butylcarboxamido)-piperazinyl})-pentaneamide (MK-638; indinavir), 5(3)-Boc-ami-
no-4(S)-hydroxy-6-phenyl-2(R)-phenylmethylhexanoyi-(L)-Val-(L)-Phe-morpholin-4-ylamide, 1-Naphthoxyacetyl-be-
ta-methylthio-Ala-(23,35}-3-amine-2-hydroxy-4-butanoyl-1 3-thiazolidine-4-t-butylamide  (i.e., 1-Naphthoxyacetyl-
Mta-(28,38)-AHPBA-Thz-NH-tBu), 5-isoquinolinoxyacetyl-beta-methylthio-Ala-(25,35)-3-amino-2-hydroxy-4-bu-
tanoyl-1,3-thiazolidine-4-t-butytamide (i.e., iQoa-Mta-Apns-Thz-NHtBu) and the like}, HEPT compounds, 1,697,639,
R82150, U-87201E and the like), HIV integrase inhibitors (Zintevir and the like). TAT inhibitors {for example, RO-
24-7429 and the like), trisodium phosphonoformate, HPA-23, eflonithine, Peptide T, Reticulose (nuclecphosphopro-
tein), ansamycin LM 427, trimetrexate, UAQQ1, ribavirin, alpha interferen, oxetanocin, oxetanocin-G, cylobut-G. ¢y-
clobut-A. ara-M. BWB82C87, foscarnet, BW256U87, BW348L87, L-693,989, BV ara-U, CMV triclonal antibodies. FIAG,
HOE-602, HPMPC, MSL-109. T1-23, trifluridine, vidarabine, famciclovir, penciclovir, acyclovir, ganciclovir, castanosper-
mine, rCD4/CD4-1gG, CD4-PE40, butyl-DNJ, hypericin, oxamyristic acid, dextran sulfate and pentosan polysulfate.
Immunomodulators that can be administered in combination with the compound of the present invention include bropir-
imine, Ampligen, anti-human alpha interferon antibedy, colony stimulting factor, CL246,738, imreg-1, Imreg-2, diethy-
dithiocarbamate, interleukin-2, alpha-interferon, inosine pranobex, methionine enkephalin, murarmyl-tripeptide. TP-5,
erythropoietin, naitrexone, tumor necrosis factor, beta interferon, gamma interferon, interleukin-3, interleukin-4, autol-
ogous CDB+ infusian, alpha interferon immunoglobulin, IGF-1, anti-Leu-3A, autevaccination, biostimulation, extracor-
poreal photophoresis, cyclosporin, rapamycin, FK-565, FK-506, G-CSF, GM-CSF, hyperthermia, isopinosine, IVIG,
HIVIG, passive immunotherapy and polio vaccine hyperimmunization, Other antiinfective agents that can be adminis-
tered in combination with the compound of the present invention include pentamidine isethionate. Any of a variety of
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HIV or AIDS vaccines (for example, gp120 (recombinant), Env 2-3 (gp120), HIVAC-1e (gp120}, gp160 {recombinant),
VaxSyn HIV-1 {gp160), Immuno-Ag (gp160), HGP-30, HIV-Immunaogen, p24 (recombinant), VaxSyn HIV-1 (p24) can
be used in combination with the compound of the present inventicon.

[0274] Other agents that can be used in combinaticn with the compound of this invention are ansamycin LM 427,
apurinic acid, ABPP, Al-721, carrisyn, AS-101, avarol, azimexon, colchicine, compound Q, C5-85, N-acetyl cysteine,
(2-oxothiazolidine-4-carboxylate), D-penicillamine, diphenylhydantoin, EL-10, erythropoieten, fusidic acid, glucan,
HPA-23, human growth hormane, hydroxchloroquine, iscador, L-ofioxacin or other quinolone antibiotics, lentinan, lith-
ium carbonate. MM-1, monolaurin, MTP-PE, naltrexone, neurotropin, ozone, PAI, panax ginseng, pentofylline, pen-
toxifylline, Peptide T, pine cone extract, polymannecacetate, reticulose, retrogen, ribavirin, ribozymes, RS-47, Sde-28,
silicotungstate. THA, thymic humoral factor, thymopentin, thymosin fracticn 5, thymosin alpha one, thyrmostimulin,
UAQO1, uridine, vitamin B12 and wobemugos.

[6275] Other agents that can be used in combination with the compound of this invention are antifungals such as
amphotericin B, clotrimazole, flucytosine, fluconazole, itraconazole, ketoconazole and nystatin and the fike.

[0276) Other agents that can be used in combination with the compound of this invention are antibacterials such as
amikacin sulfate, azithromycin, ciprofloxacin, tosufloxacin, clarithromygin, clofazimine, ethambutol, isoniazid, pyrazi-
namide, rifabutin. rifampin, streptomycin and TLC G-65 and the like.

[0277] Other agents that can be used in combination with the compound of this invention are anti-neoplastics such
as alpha interferon, COMP (cyclophasphamide, vincristine, methotrexate and prednisone). etoposide, mMBACOD {meth-
otrexate, bleocmycin, doxorubicin, cyclophosphamide. vincristine and dexamethasone), PRO-MACE/MOPP{pred-
nisone, methotrexate {w/leucovin rescue), doxorubicin, cyclophosphamide, taxol, etopeside/mechiorethamine, vinc-
ristineg, prednisone and procarbazine}, vincristing, vinblastine, angicinhibins, pentosan polysulfate, platelet factor 4 and
SP-PG and the like.

[0278] Other agents that can be used in combination with the compound of this invention are drugs for treating
neurological disease such as peptide T, ritalin, lithium, elavil, phenytoin. carbamazipine, mexitetine, heparin and cyto-
sine arabinoside and the like.

[0279] Other agents that can be used in combination with the compound of this invention are anti-protozoals such
as albendazole, azithromycin, ctarithromycin, clindamycin. corticosteroids. dapsone, 'DIMP, eflornithine, 566C80, fan-
sidar, furazolidone, L,671,329, tetrazuril, metronidazole, paromycin, pefloxacin. pentamidine, piritrexim, primaquine,
pyrimethamine, somatostatin, spiramycin. sulfadiazine, trimethoprim, TMP/SMX, trimetrexate and WR 6026 and the
like.

[0280] Among the preferred agents for inhibition or treatment of HIV or AIDS in combination with the compound of
this invention are reverse transcriptase inhibitors, especially, AZT (zidovudine), dd! {didanosine), ddC (zalcitabine),
d4T (stavudine), 3TC {lamivudine), nevirapine, delviridine, trovirdine, PMEA, bis-POMPMEA and MSA-300.

[0281] Other preferred agents for inhibition or treatment of HIV or AIDS in combination with the compound of this
invention are HIV protease inhibitors, especially, ABT-638 (ritonavir) and related compounds, disclosed in U.S. Patent
No. 5.541,206, issued July 30, 1996 and U.8. Patent No. 5,491.253, issued February 13, 1996 which are both incor-
porated by reference herein, N-(2{R)-hydroxy-1(S}-indanyl)-2(R)-phenylmethyl-4(S)-hydroxy-5-(1-(4-{3-pyridylme-
thyf)-2(S)-N'-(t-butylcarboxarmido)-piperazinyl})-pentaneamide {i.e., indinavir} and related compounds, disclosed in Eu-
ropean Patent Application No. EP541168, published May 12, 1993, and U.S. Patent No. 5.413,999, issued May 9,
1995whicharebothincorporatedhereinby reference; N-tert-butyi-decahydro-2-[2( R)-hydroxy-4-phenyl-3(S)-[[N-(2-qui-
nolylcarbonyl)-L-asparaginy!]laminojbutyl]-(4a5,8aS)-isoquinoline-3(3)-carboxamide (i.e., saguinavir) and related
compounds, disclosed in U.S. Patent No. 5.196.438, issued March 23, 1993, which is incorporated herein by reference;
5(8)-Boc-amino-4{S}-hydroxy-6-phenyl-2(R)-phenylmethylhexanoyl-(L)-Val-{L}-Phe-morpholin-4-ylamide and related
compounds, disclosed in European Patent Application No. EP5324656, published March 17, 1993, which is incorporated
herein by reference; -

1-Naphthoxyacetyl-beta-methylthio-Ala-{23,35)-3-amino-2-hydroxy-4-butanoyl-1,3-thiazolidine-4-t-butylamide (i.
e., 1-Naphthoxyacetyl-Mta-(25 35)-AHPBA-Thz-NH-tBu), 5-isoquinofinoxyacetyl-beta-methyithio-Ala-(28,358)-
3-amino-2-hydroxy-4-butanoyl-1,3-thiazelidine-4-t-butylamide (i.e., iQoa-Mta-Apns-Thz-NHtBu) and related com-
pounds, disclosed in European Patent Application No. EP490667, published June 17, 1892 and Chem. Pharm.
Bull. 40 (8) 2251 (1992) which are both incorporated herein by reference;

[1S-[1R*(R*),25*]}-N[3-[[{{ 1 .1-dimethylethyl)amino]carbonyl](2-methylpropyl)amine]-2-hydroxy-1-(phenylme-
thylypropyl]-2-[(2-quinclinylcarbonyljamino]-butanediamide (i.e., SC-52151) and related compounds, disclosed in
PCT Patent Application No. W092/08701, published May 29, 1992 and PCT Patent Application No. WQO93/23368,
published November 25, 1993, both of which are incorporated herein by reference;
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(i.e., VX-478) and related compounds, disclosed in PCT Patent Application No. WO84/05639, published March
17, 1994, which is incorporated herein by reference;

HO/_Q\NJ?I\N

OH

I
O
Q
T

{i.e,DMP-323) or

HzN NH»

(i.e., DMP-450) and related compounds, disclosed in PCT Patent Apphcahon No. WQ93/07128, published April
15, 1983, which is incorporated herein by reference:
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{i.e., AG1343, (nelfinavir)), disclosed in PCT Patent Application No. W095/09843, published April 13, 1995 and
U.S. Patent No. 5,484,926, issued January 18, 1995 which are both incorporated herein by reference;

on o
BocNH\/’:\/N NHBoc

ph”” o
O/YN\).

0

(i.e., BMS 186.318) disclosed in European Patent Application No. EP580402. published January 26, 1994, which
is incorporated herein by reference;

H

0] .
- N \/\/\H/\K
H
O o]
Ph

(i.e., SC-55389a) disclosed at 2nd National Conference on Human Retroviruses and Related Infections, (Wash-
ingten, D.C., Jan, 29 - Feb. 2, 1995), Session 88; and

mwmQ

\ ML

(i.e., BIiLA 1096 BS) and related compounds disclosed in European Patent Application No. EP560268, published
September 15, 1993, which is incorporated herein by reference; and
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F
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(i.e., U-140630) and related compounds disclosed in PCT Patent Application No. WO 8530870, published Novem-
ber 16, 1995, which is incorporated herein by reference; or a phammaceutically acceptable salt of any of the above.

[0282] In particular, a compound of formula [, preferably the compound (25, 35, 65)-2-(2,6-dimethylphenoxyacetyt)
amino-3-hydroxy-5-(25-{1-tetrahydro-pyrimid-2-onyl)-3-methyl butanoyl) amino-1,6-diphenythexane; or a pharmaceu-
tically acceptable salt, ester or predrug thereof, can be used in a methad for inhibiting an HIV infection comprising
administering to a hurman in need of such treatment a therapeutically effective amount of such compound in combination
with a therapeutically effective amount of a reverse transcriptase inhibitor or a combination of reverse transcriptase
inhibitors.

[0283] In such method, the reverse transcriptase inhibitor is preferably selected from the group consisting of AZT
(zidovudine), ddl {didancsine), ddC (zalcitabine), d4T (stavudine), 3TC (lamivudine), nevirapine, delviridine, trovirdine,
PMEA, bis-POMPMEA and MSA-300 or a combination thereof.

[0284] A compound of formuta |, preferably the compound (25, 35, 58)-2-(2,6-dimethylphenoxyacetyl) amino-3-hy-
droxy-5-(25-(1-tetrahydro-pyrimid-2-onyl)-3-methyl butanoyl) amino-1,6-diphenylhexane; or a pharmmaceutically ac-
ceptable salt, ester or prodrug thereof, can be used in a method for inhibiting an HIV infection comprising administering
to a hurnan in need of such treatment a therapeutically effective amount of the compound of Claim 1 in combination
with a therapeutically effective amount of another HIV pretease inhibiter or a combination of HIV protease inhibitors,
[0285] Insuch method, the other HIV protease inhibitor is preferably seiected from the group consisting of ritonavir,
saquinavir, indinavir, 5(S)-Boc-amino-4(S)-hydroxy-6-phenyl-2{R}-phenylmethylhexanoyl-{L)-Val-{L}-Phe-morphotin-
4-ylamide;1-Naphthoxyacetyl-beta-methylthio-Ala-(2S,38)-3-amino-2-hydroxy-4-butanoyl-1,3-thiazolidine-4-t-butyla-
mide;5-isoquinolinoxyacetyi-beta-methylthio-Ala-(25,35)-3-amino-2-hydroxy-4-butanoyl-1,3-thiazolidine-4-t-butyla-
mide; (1S-(1R"{R*),25")}-N1(3-((((1,1-dimethylethyl)amino)carbonyl){2-methylpropyl)amino)-2-hydroxy-1-{phenylme-
thypropyl)-2-({2-quinolinylcarbonyllamino)-butanediamide;
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or a pharmaceutically acceptable salt thereof, or a combination of two or more of these HIV protease inhibitors.
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[0286] In a most preferred combination, a compound of this invention is administered in combination with ritonavir.
Such a combination is especially useful for inhibiting HIV protease in a human. Such a combination is also especially
useful for inhibiting or treating an HV infection in a human. When usead in such a combination the compound of this
invention and ritonavir can be administered as separate agents at the same or different times orthey can be formulated
as a single composition comprising both compounds.

[0287] A preferred method for inhibiting an HIV infection comprises administering to a human in need of such treat-
ment a therapeutically effective amount of the compound (25, 35, 55)-2-(2,6-dimethylphenoxyacetyl)amino-3-hydroxy-
5-(25-(1-tetrahydropyrimid-2-onyl)-3-methyl butanoyl)amino-1,8-diphenylhexane or a pharmaceutically acceptable
salt, ester or prodrug thereof in combination with a therapeutically effective amount of ritonavir or a pharmaceutically
acceptable salt thereof.

[0288] When administered in combination with a compound of this invention, ritonavir causes an improvement in the
pharmacokinetics (i.e., increases halflife. increases the time to peak plasma concentration, increases blood levels) of
the compound of this invention.

[0289] Preferred dosage forms for ritonavir include (a) a liquid dosage form for oral administration as disclosed in
U.S. Patent No. 5,484 801, issued January 19. 1996, which is incorporated herein by reference, (b} an encapsulated
solid or semi-solid dosage form as disclosed in PCT Patent Application No. WQ95/07696, published March 23, 1995
and U.S. Serial No. 08/402,690, filed March 13, 1995, both of which are incorporated herein by reference and (c¢) an
encapsulated solid dosage form as disclosed in PCT Patent Application No. WC95/09614, published April 13, 1995
and U.S. Patent No. 5,559,158. issued September 24, 1996, both of which are incorporated herein by reference.
[0290] Other examples of preferred dosage forms for ritonavir are disclosed in U.S. Patent Application No.
08/ , filed November 21, 1996, in the names of J. Lipari, L.A. Al-Razzak, S. Ghesh and R. Gao and
which is entitled Pharmaceutical Composition, which is incorporated herein by reference.

[0291] A preferred composition for ritonavir comprises a solution of (a) ritonavir in the amount of from about 1% to
about 30% (preferably, from about 5% to about 25%) by weight of the total solution and (b) polyoxyl 35 castor oil in
the amount of from about 0% to about 20% (preferably, from about 5% to about 10%} by weight of the total solution,
in a pharmaceutically acceptable organic solvent which comprises {i) oleic acid in the amount of from about 15% to
about 99% (preferably, from about 30% to about 70%; more preferably, from about 40% to about 65%) by weight of
the total solution or (i) a mixture of (1) oleic acid in the amount of from about 15% to about 99% (preferably, from about
30% to about 70%; more preferably, from about 40% to about 65%) by weight of the total solution and (2) ethanol or
propylene giycol or a mixture thereof in the amount of from about 0% te about 12% (preferably, about 10%) by weight
of the total solution. In an even more preferred embodiment of the invention, the solution is encapsulated in a soft
elastic gelatin capsule (SEC) or a hard gelatin capsule and the solution alsc comprises an antioxidant (preferably, BHT
(butylated hydroxytoluene)) in the amount of from about 0.01% to about 0.08% by weight of the total solution (preferably,
from about 0.01 % to about 0.05% by weight of the total soiution).

[0292] Examples of such a composition and its preparation are provided below,

Compenent “% By Weight
ritonavir (free base) 20
Ethanol {USP, 200 proof) 10
polyoxyl 35 castor oit (Cremophor® EL) 5

Oleic acid, 6321, NF 65
Butylated hydroxy toluene (BHT), NF 0.01

Preparation of the above composition:

[0293] The mixing tank was purged with nitrogen. Oleic acid (649.9 g) and ethanol {100g) were mixed in the tank.
This solution was warmed to about 33°C (29-37°C) and maintained at that temperature. The butylated hydroxytoluene
(C.1 g) was charged into the tank and mixed until the solution was clear. The ritonavir (200 g) was slowly charged into
the tank and mixed until the solution was clear. The polyoxyl 35 castor oil (50 g) was added to the tank and mixed.
Heating was discontinued and the solution allowed to cool to amibient temperature (20-30°C). The resulting sotution
was filled into soft elastic capsules (0.5 g of solution/SEC) to provide a dosage of 100 mg of ritonavir/SEC or 1.0 ¢/
SEC to provide a desage of 200 mg of ritonavir/SEC.

Component % By Weight

ritonavir {free base) 20
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(continued)
Compenent % By Weight
Ethano! (USP, 200 proof) 10
palyoxyi 35 castor oil (Cremophor® EL) 10
Oleic acid, 6321, NF : 60
Butylated hydroxy toluene (BHT), NF 0.01

Preparation of the above composition:

[0294] The mixing tank was purged with nitrogen. Oleic acid (599.9 g) and ethanol (100g) were mixed in the tank.
This solution was warmed 1o about 33°C (29-37°C) and maintained at that temperature. The butylated hydroxytoluene
{0.1 g) was charged into the tank and mixed until the solution was ciear. The ritonavir {200 g) was slowly charged into
the tank and mixed untii the solution was clear. The polyoxyl 35 castor oil (100 g)was added to the tank and mixed.
Healing was discontinued and the solution allowed to cool to amibient temperature (20-30°C). The resulting solution
was filled into soft efastic capsules (0.5 g of solution/SEC) to provide a dosage of 100 mg of ritonavir/SEC or 1.0 g/
SEC to provide a dosage of 200 mg of ritenavir/SEC.

[0295]) Examnples of preferred single dosage forms comprising both ritonavir and a compound of the formula | are
also disclosed in U.S. Patent Application No. 08/ .fledNovember 21, 1996, in the names of J. Lipari,
L.A. Al-Razzak, S. Ghosh and R. Gao and which is entitied Pharmaceutical Composition. which is incorporated herein
by reference.

[0296] A preferred composition for a single dosage form comprising both ritonavir and a compound of the formula |
comprises a solution of (a) a mixture of ritanavir in the arnount of from about 1% to about 30% (preferably, from about
5% to about 25%) by weight of the total solution and a compound of the formula | in the amount of from about 1% to
about 50% {preferably, from about 5% to about 40%) by weight of the total solution and (b) polyoxyl 35 castor oil in
the amount of about 10% by weight of the tota! solution, in a pharmaceutically acceptable organic solvent which com-
prises & mixture of (1) oleic acid in the amount of from about 10% to about 88% (preferably, from about 40% to about
65%) by weight of the total solution and (2} ethanol in the armount of about 10% by weight of the total solution. In a
most preferred embodiment of the invention, the solution is encapsulated in a soft elastic gelatin capsule {SEC) ora
hard gelatin capsule and the solution also comprises an antioxidant (preferably, BHT (butylated hydroxytoluene)) in
the amount of from about 0.01% to about 0.08% by weight of the total solution (preferably, from about 0.01% to about
0.05% by weight of the total solution).

[0297] Examples of such a composition and its preparation are provided below.

Component % By Weight
ritonavir {free base) 5
compound of Example 2B (free base) 30
Ethanol (USP, 200 proof) 10
polyoxyl 35 castor oil (Cremophor® EL) 10

Oleic acid, 6321, NF 45
Butylated hydroxy toluene (BHT), NF 0.01
Component % By weight
ritonavir (free base) 15 -
compound Example 2B (free base) 15
Ethanol (USP, 200 proof) 10
polyoxyl 36 castor oit (Cremophor® EL) 10

Oleic acid, 6321, NF 50
Butylated hydroxy teluene (BHT), NF 0.01
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Component % By Weignt
ritonavir (free base) 15
compeund Example 2B (free base) 15
Ethanol (USP. 200 proof) 10
polyoxyl 35 castor oil (Cremophor® EL) 5

Oleic acid. 6321, NF 55
Butylated hydroxy toluene (BHT), NF 0.01

Preparation of the above composition;

[0298] The mixing tank was purged with nitrogen. Oleic acid (549.9 g) and ethanol (100g) were mixed in the tank.
The butylated hydroxytotuene (0.1 g) was charged into the tank and mixed until the solution was clear. The ritonavir
(150 g) was slowly charged into the tank and mixed until the solution was clear. Compound Example 2B (150 g) was
slowly charged into the tank and mixed until the solution was clear. The polyoxy| 35 castor oil (100 g) was added to
the tank and mixed. The resulting solution was filled into soft etastic capsules (1.0 g of solution/SEC) to provide a
dosage of 150 mg each of ritonavir and compound Example 2B/SEC.

Component % By Weight
ritonavir (free base) 15
compound Example 2B (free base) 5

Ethanol (USP, 200 proof} 10
polyoxyt 35 castor oil (Cremaophor® EL) 10

Oleic acid, 6321, NF 60
Butylated hydroxy toluene (BHT), NF 0.01

[0299] Total daily dose of ritonavir (administered in comnbination with a compound of this invention) to be administered
to a human or other mammai host in single or divided doses may be in amounts, for example, from 0.001 to 300 mg/
kg body weight daily and more usually 0.1 to 10 mg of ritonavir. Dosage unit compasitions may contain such amounts
of submulliples thereof to make up the daily dose.

[0300] In the compositions which comprise a mixture of ritonavir and the compound of Example 2B, the ratio (w/w)
of ritonavir to the compound of Example 2B ranges from about 1:16 to about 5:1 {preferably, from about 1:6 to about 3:1}.
[0301] In another most preferred combination, a compound of this invention is administered in combination with
ritonavir and one or more reverse transcriptase inhibitors (preferably, one or more compounds selected from the group
consisting of AZT (zidovudine), ddl (didanosine), ddC (zalcitabine), d4T {stavudine) and 3TC {lamivudine}). Such a
combination is especially useful for inhibiting or treating an H1V infection in a human. When used in such a combination
the compound of this invention and ritonavir and one or more reverse transcriptase inhibitors can be administered as
separate agents at the same or different times or they can be formulated as compositions comprising two or more of
the compounds. A particularly preferred therapeutic combination comprises a compound cf the formuia | (especially,
the compound of Example 2B) in combination with ritonavir, AZT and 3TC.

[0302] !t will be understood that agents which can be combined with the compound of the present invention for the
inhibition, treatment or prophylaxis of AIDS or an HIV infection are not limited to those listed above, but include in
principle any agents usefui for the treatment or prophylaxis of AIDS or an HIV infection,

[0303] When administered as a combination, the therapeutic agents can be formulated as separate compositions
which are given at the same time or different times, or the therapeutic agents can be given as a single composition.
[0304] The foregoing is merely illustrative of the inventicn and is not intended to limit the invention to the disclosed
compounds. Variations and changes which are obvious to one skilled in the art are intended to be within the scope
and nature of the invention which are defined in the appended claims.

Claims

1. An HIV protease inhibiting compound comprising a substituent of the formula;
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-C Rg
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O

wherein Ry is loweralkyl, hydroxyalkyl or cycloaikylalkyl; and Ry is

/
)—— (CHam
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N
e) (CH2)m
X
\N/U\ T
Loy
f) (CH2)m'

X
9) =N !
O
\N N-Rs
NN

whereinnis1,20r3, mis1,20r3, misior2 Xis O, SorNH, Y is -CHy-, -O-, -5- or -N{Rg)- wherein Rg is
hydrogen, loweralkyl, cycloalkyl, cycloalkylalkyl, aryl or arylalky!, Y* is -CH,- or -N(Rg:)- wherein Rg. is hydrogen,
loweralkyl, cycloalkyt, cycloalkylalkyl, aryl or arylalkyl, Y' is -N{Rg)- wherein R, is hydrogen, loweralkyl, cycloalkyl,
cycloalkylalkyl, aryi or arylalkyt, and Zis O, S or NH.

A compound according to Claim 1 wherein Ry is loweratkyl and Rg is



10

15

20

25

30

3s

40

45

50

55

EP 1170 289 A2

wherein X, Y, Y', Y". Z, Rg., n, m and m' are defined as therein.

3. A compound according to Claim 1 wherein Ry is loweralkyl and Ry is
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/TI\

o (CHan

whereinnis 1 or2, Xis O or Sand Y is -CH, or -NH-,
X

\N)L Y
/
)_—(CHZ)m
Z

b)

whereinmis 1 or2, Xis O, Y is -CH,-and Zis O,

¢)  (CHam £

wherginm'is 1, XisQ, Zis O and Y is -NM-,

d) (CH2)m

whereinm'is 1, X is O, Y" is -NH- and Y' is -NH- or

X
NN
|
e) L%N

wherein X is O and Rg. is hydrogen.

4. A compound according te Claim 1 wherein Ry is isopropyl and R is
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N

\
] (CHaln!

whereinnis1or2, Xis O orSand Y is -CH5 or -NH-,

X

N
/
J—(eriam

o %

whereinmis 1or2,Xis O, Yis -CHy-and Z is O,
X
NP
L Y

o) (CHolm 2

,whereinm'is 1, Xis O, Zis Q and Y is -NH-,

d) {CH2)m

whereinm'is 1, Xis O, Y"is -NH- and Y' is -NH- or

WA

N
, L

- Rg»

wherein X is O and Rg. is hydrogen.
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5. A compound according to Claim 1 wherein Ry is isopropy! and Ry is

X
A
) (cHan/

whereinnis1or2 XisOorSand Y is -CH, or -NH-,

X
NP
l\ Y
by  (CHam 4

whereinm'is 1, Xis O, 2is O and Y is -NH-,

X

WA

Yll
|
/Y
g  (CHolm

‘wherein m' is 1, Xis O, ¥"is -NH- and Y'is -NH- or

wherein X is O and R;. is hydrogen.

6. A compound according to Claim 1 wherein R is isopropyl and Rg is
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whereinnis 1 or2, Xis Oor S and Y is -CH, or -NH-.

7. A compound according to Claim 1 selected from the group consisting of:
cis-N-tert-butyl-decahydro-2-(2(R)-hydroxy-4-phenyl-3(S)-(2S-(1 -tetrahydropyrimid-2-onyl}-3-methylbu-
tanoyl)aminobutyl)-(4aS,8aS)-isoquincline-3{S)-carboxamide; 7
cis-N-tert-butyl-decahydro-2-{ 2{R}-hydroxy-4-thiophenyl-3{S}-(28-(1-tetrahydropyrimid-2-ony!}-3-methyibu-
tanoyl)aminobutyl}-(4aS,8aS)-isoquinaline-3(S)-carboxamide; and
4-Amino-N-{{ 2syn, 383)-2-hydroxy-4-phenyi-3-(25-(1-tetrahydropyrimid-2-onyl}-3-methylbutanoylamino)-
butyl)-N-isobutyl-benzenesulfonamide;
or phamaceutically acceptable salts thereof

8. Aprocessforthe preparation of (25, 35, 68) -2-(2,6-Dimethylphenoxyacetyl) amine-3-hydroxy-5-amine-1,6-diphe-

nylhexane or a salt thereof, comprising reacting {25, 35, 58) -2-(2,6-Dimethylphenoxyacetyl) amino-3-hydroxy-
5-t-butyloxycarbenylamino-1,6-diphenylhexane with trifiuoroacetic acid in methylene chloride, agqueous hydrochio-

ric acid in acetonitrile or aquecus hydrochloric acid in acetic acid.

9. A process for the preparation of a compound of the formula:

Q CO.H

H H
N N
WTI

or a salt or ester thereof, wherein R, is loweralkyl, hydroxyalkyi or cycloalkylalkyl and Q is a leaving group, com-
prising

(a) reacting a compound of the formula:

HZNYCOZH

R

or a salt or ester thereof, wherein R, is as defined above with a compound of the formula:

O=C=N._~_Q

wherein Q is as defined above; or

(k) reacting & compound of the formuia:

R"0-(O)C-HN COzH

-

R3

or a salt or ester thereof, wherein Ry is as defined above and R" is phenyl, loweralkyl-substituted phenyi, halo-
substituted phenyl, nitro-substituted phenyl or trifluoromethylphenyl with a compound of the formula;
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wherein Q is as defined above.

10. The process of Claim 9 wherein Ry is loweralkyl and Q is chloro.
11. The process of Claim 9 wherein R is isopropyl and Q is chloro.

12. A compound of the formula:

o Ry
' H
OH R

or an N-pretected derivative thereof wherein R, and R, are independently selected from the group consisting
of C4-to-Cg-alkyl, Cs-10-Cg-cycloalkyl-Cy-to-Cy-alkyl and aryl-Cy-to-Cg-alkyl;
R, is aryl or heterocyclic: and

a) -0-,

by -S-,

c) -N(R5)- wherein R; is hydrogen, C4-to-Cg-alkyl, C4-to-Cg-cycloalkyl or Ca-to-Cg-cycloalkyl-C4-to-Cg-alkyl,
d) -O-C,-to-C,g-alkylenyl,

e) -8-C,-to-C y-atkylenyl,

f) -8(0)-Cy-to-Cg-alkylenyl,

g} -S(0)-C4-to-Cyg-alkylenyl,

h} -N{R4)-C4-tc-Cg-alkylenyl wherein R, is defined as above,
iy - Cy-to-Cyq-alkylenyl-O-,

¥y - C4-to-C, y-atkylenyl-§-,

k) - Cy-t0-Cg-alkylenyl-N(R;)- wherein R; is defined as above,
1) Cy-to-Gqg-alkylenyi or

m) Ca-to-Cyy-alkenylenyl.

13. A compound according to Claim 12 wherein Ry and R, are aryl-C,-to-Cg-alkyl,

R, is aryl; and
L, is -OC-alkylenyl-.

14. A compound according to Claim 12 wherein Ry and R, are benzyl or Ry is'benzyl and R, is C4-to-Cg-alkyl;
R, is

(a) phenyl which is substituted with two C,-to-Cg-alkyl groups and which is optionally substituted with a third
substituent selected from the group consisting of C,-to-Cg-alkyl, hydroxy, amino and halo or

(b) pyridy! or pyrimidinyt either of which is substituted with two Cy-to-Cg-alkyl groups and which is epticnally
substituted with a third substituent selected from the group consisting of Cy-to-Cg-alkyl, hydroxy, amino and
halo;

and L, is -O-CHy-

15. A compound accerding to Claim 12 wherein R, and R, are benzyi or R4 is benzyl and R, is isopropyl;

R, is 2,6-dimethylphenyl which is optionally substituted with a third substituent selected from the group con-
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sisting of C,-to-Cg-alkyl and halo; and
Lqis -O-CHap-.

16. (28,35,58)-2-(2,6-Dimethylphenoxyacetyl)aminc-3-hydroxy-5-{t-butyloxycarbonylamino)-1.6-diphenylhexane.
17. (28,35,55)-2-(2,6-Dimethylphenoxyacetyljamino-3-hydroxy-5-amino-1,6-diphenylhexane or a salt thereof.

18. A process for the preparation of a compound of the formula:

Ry

0 R,
M
1 H 5
OH R,

O

wherein R, and R, are independently selected from the group consisting of C-to-Cg-alkyl, C4-to-Cg-cycloalkyl-C,-
to-Cg-alkyl and aryl-C;-to-Cy-alkyl wherein aryl is selected from phenyl, naphthyl, tetrahydronaphthyl, indanyl and
indenyl and wherein the aryl group is unsubstituted or substituted with one, two or three substituents independently
selected from Cy-to-Cg-alkyl, halo, halo-Cy-to-Cg-alkyt, halo-C4-t0-Cg-aikoxy, C-to-Cg-alkoxy, C4-to-Cg-alkoxy-
carbonyl, Cy-to-Cg-thicalkoxy, amino, Cy-to-Cg-alkylamino, di-(C4-t0-Cg-alkyl)amino, aminocarbonyl, mercapto, ni-
tro, carboxaldehyde, carboxy and hydroxy,

Ry is Cy-to-Cg-alkyl, hydroxy-C,-to-Cg-alkyl or C;-to-Cy-cycloalkyl-Cy-to-Cg-alkyl;

R, is aryl independently defined as above or heterocyclic wherein the heterocyclic is a 3- or 4- membered ring
containing a heteroatom selected from oxygen, nitrogen and sulfur, or a 5-, 8- or 7-membered ring containing
one, two or three heteroatoms independently selected from the group consisting of oxygen, nitrogen and sulfur,
or a 5-membered ring containing 4 nitrogen atoms, and wherein a 5-membered heterocyclic ring has 0-2
doublebonds and a 6-membered heterocyclic ring and a 7-membered heterocyclic ring have 0-3 double bonds,
and wherein the heterocyciic ring may be fused to a benzene ring, a cycichexane ring or another heterocyclic
ring, and wherein the heterocyclic is unsubstituted or substituted with one, two, three or four substitutents
independenily selected from the group consisting of hiydroxy, halo, oxo, C4-to-Cg-alkylimino, amino, Cy-t0-Cg-
alkylamino, di-{C,-to-Cg-alkyl)amino, C,-to-Cg-alkexy, Cy-to-Cg-alkoxy- Cy-to-Cg-alkoxy, halo-C,-to-Cg-alkyl,
C4-to-Cq-cycloalkyl, aryl independently defined as above, aryl-C,-to-Cg-alkyi wherein ary! is independently
defined as above, -COOH, -S04H and Cy-to-Cg-atkyl;

Rs is

(C;'lz)n—/
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b)

X
\N/“\Y
z

A

SN

(C H2)m'
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whereinnis1,2er3 mis1,20r3, mist1or2 Xis O, S, or NH, Y is -CH,-, -O-, -5- or -N(Rg)- wherein Rz is
hydrogen, C,-to-Cg-alkyl, Cjto-Cg-cycloalkyl, Cq-to-Cgcycloalkyl-Cy-to-Cg-alkyl, ary! or aryl-Cy-to-Cg-alkyl
wherein aryl is independently defined as above, Y" is -CH,- or -N(Rg-)- wherein Rg. is hydrogen, C,-to-Cg-alkyl,
Cs-t0-Cg-cycloalky!, C4-to-Cg-cycloalkyl-Cy-to-Cg-alkyl, aryl or aryl-Cy-to-Cg-alkyl wherein aryl is independently
defined as above, Y' is -N(Rg)- wherein Rg is hydrogen. C,-to-Cgalkyl, C3to-Cg-cycloalkyl, Cs-to-Cg-cy-
cloalkyl-C4-to-Cg-alkyl, aryl or aryl-C,-to-Cg-alkyl wherein aryl is independently defined as above, and Zis O, S
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or NH;

and

L, is

a) -0-,

b) -S-, ]

¢) -N(R;}- wherein Ry is hydrogen, C,-ta-Cg-alkyl, C;-to-Cg-cycloalky! or Cs-to-Cg-cycloalkyl-C,-to-Cy-alkyl,
d) -O-Cy-10-Cyg-atkylenyl,

e) -5-Cy-to-Cqp-alkylenyt,

f) -S(0)-C-to-Cp-alkylenyl,

g) -5(0)5-Cy-to-Cy-alkylenyl,

h} -N{R)-C-to-C, 4-alkylenyl wherein R; is defined as above,
i} - Cy-to-Cyg-alkylenyl-O-,

j) - Cy-to-Cyp-alkytenyl-S-,

k) - C4-10-Cg-atkylenyl-N(R5)- wherein R, is defined as above,
[y Cy-to-Cyg5-alkylenyl or

m) C,-to-Cyp-alkenylenyl;

or a phammaceutically acceptable salt, ester or prodrug thereof, wherein the prodrug is selected from a} esters
wherein the acyl residue of the ester is -

(i) R*C{O)- or R*C(8)- wherein R* is hydrogen, C,-to-Cg-alkyl, halo-Cy-to-Cg-alkyl, C4-to-Cy-alkoxy, Cy-to-Cy-
thicalkoxy, Cy-to-Cy-alkoxy-GCq-to-Cg-alkyl, C,-to-Cg-thioalkoxy-C,-to-Cg-alkyl or halo-C4-to-Cg-alkoxy,

(i) By-C{RL)(R4)-C(O)- or R,-C(R X Ry)-C(S)- wherein Ry and Ry are independently selected from hydrogen
and Cq-to-Cg-alkyl and R, is -N{B.)(F), -OR, or -SR, wherein R, and R, are independently setected from
hydrogen, C4-to-Cg-alkyl and hato-C4-to-Cg-alkyl, (iii) RyggNH{CHZz)aNHCH,C(O)- or RyggNH({CH3) s0CHLC
{O)- wherein Rygq is hydrogen, Cy-to-Cg-alkyl, aryl-C;-to-Cg-alkyl, Cs-to-Cg-cycloalkyl-Cy-to-Cg-alky!, Cy-
to-Cg-alkyl-C(O)- or benzoyl,

(iv) -C{O)CHNRy0Rag, Wherein Ry and Ryg4 are independently setected from hydrogen and C4-to-Cg-alky!
or the group -NR,pgR0q4 forms a 3- to 7-membered nitrogen-containing heterocyclic ring as defined above,
(V) HaO3P-,

(vi) -C(OYCHaCH,COOH or(vii) -C{O)CH(NH5){(CHy)4)NH, and b) a compound wherein a hydroxy group is
functienalized with a substituent of the formula-CH(R;)OC{O)R4g or -CH(R4)OC(S)R ;g4 wherein Rygq is Cy-

to-Cg-alkyl, halo-C,-to-Cg-alkyl, C,-te-Cg-alkoxy, C,-to-Cg-thioatkoxy or halo-C,-to-Cg-alkoxy and R is hydro-

gen, C4-t0-Cg-alkyl, halo-C-ta-Cg-alkyl, C;-to-Cs-alkoxycarbonyl, aminecarbonyl, C,-to-Cg-alkylaminocarb-
onyl or di-(C,-to-Cy-alkyl}aminocarbony!, said process comprising reacting a compound of the fermuia:

8] R,
‘ H
H R;.

wherein R, Ry, B, and L, are as defined therein with a compound of the formula:

Ra

HO Rs

0

or a salt or an activated ester derivative thereof wherein R, and Rg are as defined therein.
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18. The process according to Claim 18 for the preparation of (25,38,58)-2-(2,6-Dimethylphenoxyacetyl)amino-3-hy-
droxy-5-(28-(1 -tetrahydro-pyrimid-2-onyl)-3-methylbutanoyljamino-1,6-diphenylhexane, comprising reacting (25,
33,65)-2-(2,6-Dimethylphenoxyacetyl)amino-3-hydroxy-5-amino-1,6-diphenylhexane or a salt thereof with
23-(1-tetrahydropyrimid-2-onyl)-3-methylbutanoic acid or a salt or an activated ester derivative thereof,
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