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A method for the soli¢ phase synthesis of compounds of formula (1), in which either or both of R! or RZ are combinatorially variable
by a process represented by scheme (4) and wherein: X is (a), (b), (¢} or (d); Y is H or a side chain functional group protective moiety such
as Fmoc, R2! is an intermediate form of R2 which is subsequently chemically transformed to give the desired R2; and n is between 2 and
12, preferably 4. The invention alsa provides compounds and combinatorial libraries of compounds of formula (1), as well as intermediate
compounds for use in the method,
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A SOLID-PHASE TECHNOLOGY FOR THE PREPARATION OF AMIDES

Introduction

With the identification of a molecular target
associated with a particular disorder, the medicinal
chemist works towards a drug molecule which intervenes in
a particular pathway preventing progression of the
disorder. The route towards a potent and selective drug
proceeds through a number of stages. For example, when
faced with an aberrant protease, the protease is initially
isolated and purified. An assay for activity is then
established and a molecule that inhibits the proteolytic
activity developed and systematically refined to provide a
drug candidate with the desired potency and selectivity.
This route ig time consuming and expensive, thus tools
which expedite a part of the whole process of drug
development are extremely attractive commercially.

Combinatorial chemistry techniques, which are methods
for the parallel preparation of many molecules compared to
traditional single serial techniques, have the potential
to play a pivotal role in the design and develcpment of
drug-like molecules. Co-pending UK Patent Application No.
9608457.9 describes a combinatorial library technology
which has been developed as a tool te accelerate the
development of inhibitors of proteolytic enzymes. A
protease is screened agajinst a large addressable library
cof potential protease substrates, swiftly providing an
assay for proteolytic activity based upon internally

quenched fluorescence. Along with the establishment of a
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sensitive assay, a wealth of substrate structure-activity
data is gathersd which may be used in the design of an
inhibitor. (Where legally permissible GB 9608457.5 is
incorporated herein by reference) .

A large proportion of the moclecules that have
previously or are currently being developed as protease
inhibitors or in fact many other drug classes can be

represented by the simple general formula (1).

RI-C-NH-R2 (DD

Two fundamental approaches towards the preparaticn of
molecules such as (1) are available. Traditionally,
sclution phase based serial chemistries have been used to
provide single molecules. Recently these serial sclution
chemistries have bequn to develop intc parallel
combinatorial methods in which R1 and/or R2 are varied
providing 10's - 100's of molecules awiftly. Over the last
30 years, the expedient methods of solid phase chemistry
have also developed. Solid phase methods have the
potential to rapidly produce many thousands of molecules.
However, the ease with which different c¢lasses of the
general formula (1) can be varied in both Rl and R2
simultaneously depends upon the specific nature and
functionality of R1 and R2. For example, when Rl and R2
are standard amino acid structures, providing the general
class ‘peptides’, solid phase methods have developed

sufficiently to provide single peptides or
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thousands/millions of peptides in a combinatorial library
format with relative ease.

Generally, protease inhibitors are designed with
recognition slements from the substrate (i.e. R1), and are
often coupled with a chemical moiety {(i.e. R2} which
interacts with the protease to inhibit proteclytic
activity.

The cowbinatorial protease inhibitor library assay
technique of GB 9608457.5 provides an example of parallel
preparation of molecules (1) in which there is flexible
combinatorial variation of Rl. Chosen specific effective
examples of (1) from the combinatorial library must then
be aszayed for effectiveness as a protease inhibitor with
individually serially varied moieties R2.

The scolid phase techniques currently available are
not sufficiently developed to enable flexible
combinatorial wvariation of beth R1 and R2 in the majerity
of classes of (1}, even in a simple serial manner as
single entities, let alone as combinatorial libraries.
Thus a solid phase combinatorial library method, enabling
the rapid preparation of hundreds or thousands of
compounds across many c¢lasses of (1) would potentially be
extremely attractive for physicochemical / structure-
activity profiles in the development of drug candidates.
Additionally, such a methodology would expedite the
transformation of Rl substrate data derived from the
library described in GB 9608457.9 into an effective
inhibitor, a process which ig currently time consuming
using solution based techniques.

Tt will readily be appreciated by those skilled in
the art that a general solid phase combinatorial route to

molecules of structure (1) would not be reatricted to the
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development of protease inhibitors. Any type of
interaction e.g. receptor agonists, antagonists for which
molecules of type (1) exhibit activity may be developed in
a combinatorial manner. Here, a novel solid-phase
methodology is described allowing the flexible variation
of Rl and R2 in many classes of general structure (1), and
allowing a combinatorial approach leading to parallel

preparation of many molecules.

Background Chemistry - The Current Problem

Solid phase based synthesis utilise cross-linked
polymers (a resin support) which is functicnalised with a
chemically reactive unit (a linker). A functional group
(carboxylic acid, amine, hydroxyl, sulphydryl etc) from an
initial intermediate of the final desired compound is
reversibly and covalently attached to the resin through
the linker. Sequential chemical transformatioms of this
now resin-bound intermediate to the final compound are
then performed. At each stage, excess and spent reagents
are removed from the growing resin-bound product by simple
filtration and washing - this being the overriding factor
providing expedient synthesis compared to scolution based
synthesis. As a final step, the fully assembled product is
released from the solid support by cleavage of the
covalent bond between the linker and product functional
group.

To date, peptides provide the vast majority of
compounds of general formula (1) prepared. Traditional
solid phase peptide synthesis utilises a linker
derivatised resin support to which the Co carboxyl of the

C-terminal residue is covalently attached. The desired
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sequence is sequentially assembled (using individual
elements at each stage to give a single final product or
using mixtures of elements at each stage to give a mixture
or ‘library’ of final products). Then the product is
5 released into solution by cleavage of the C-terminal
residue - linker bond. This provides the free C-terminal
carboxylic acid. To provide alternative C-terminal
functionalities different linkers have been developed.
However virtually all linkers described to date release a
10 functional group (carbeoxylic acid, amine, hydroxyl,
sulphydryl etc) present in the final product. Thus an
cbvious problem arises if the desired compound is deveid
of one of the above functicnalities, as many classes of
(1) are. For example peptidyl acyloxymethyl ketones, of
15 the general formula {(2), a potent ¢lass of inhibitor of
the cysteinyl protease Der p I, a major allergen of the
house dust mite, are a member of the general class (1),
but contain no obvious functional group to which a linker
can attach an intermediate to a resin. Therefore current
20 solid phase technigues cannot prepare potential drug
candidates of the generai structure (2} as single discrete

compounds let alone defined libraries of analogues.
0 o] 0

RI1-C-NH-CHR2-C-CH20-C (2)

R1 = Nex-substituted aming acid
or alkyl or aryl
R2 = namral or non-natural
amino acid side chain
Y orZ = H, alkyl, aryl, halogen
alkoxy etc
Co-pending PCT Application No. PCT/GB95/01707

describes in more detail the cysteinyl protease Der p I
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inhibitors (2) and their preparation. (Where legally
permissible PCT/GBY96/01707 is incorporated herein by

reference) .

A Novel Solid-Phase Based Sclution
S i) 8trateqy

The only functional element that is alwayg present in
(1) is the secondary amide group (3). Thus, the attachment
of initial intermediates of general formula (1) through
the conserved secondary amide group to a resin support
10 provides a unique route to any class of (l}. Following
subsequent solid phase assembly of the desired compound/s,
the covalent bond between the linker and now tertiary
amide is cleaved tc regenerate the ‘conserved secondary
amide (3). See Scheme 1 below. During the sequential

15 chemical transformations leading to the final secondary

H-N-R2 > R1-C.N-R2 e ot Rl -C-NH-R2
—

LINKER—RESIN —> LINKER——RESIN
R2' = an intermediate form of R2
which i9 subsequently

chemically transformed
to give the desired R2 SCHEME 1
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amide product, ¢ne has two options. Coupling reactions
(the addition of a new chemical moisty providing a part of
the final product) may be performed using single building
blocks, leading to a single final product. Rlternatively,
each coupling stage may be performed using chemical
mixtures, providing a combinatorial library of final
products in which both Rl and R2 have been varied. This
latter route greatly expands the number and range of drug-
like molecules that may be accessed in an overall drug

discovery programme.

The vast majority of solid phase synthesis described
over the last decade uses side-chain functional group
protection which is removed by acidolytic cleavage
together with Nx-protecticn removed by base. The wide
range of commercially available building blocks are thus
based upon this Scheme. & popular strategy in solid phase
synthesis is, as a final synthetic step, the concomitant
removal of side-chain protection along with product-linker
cleavage. Thus, many linkers described in the literature
are cleaved from the product by acidolytic treatment. A
further desirable feature of a linker is the ability to
readily derivatise (i.e. addition of R1-CO- in Scheme 1}
with a wide range of reagents. An ideal linker for Scheme
1 should therefore encompasé alf of the above properties.
However, to date, no such linker has been described to our
knowledge.

There are a number of backbone amide protecting
groups which generate amides upon acidolytic treatment

described in the literature. Johnson, Quibell and

SUBSTITUTE SHEET (RULE 26)
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Sheppard have described the development of a backbone

amide protection system outlined in Scheme 2.

0

Acylation “
H-\fi»Rl-LINKE-R — RI-C-N-RI-LINKER

[

Q
|
——»  RI-C-NFH.R2-COOK

ROy mo, g
>/ N\
ocHs OCH3
RI=HorCHI
SCHEME 2

This system (not a linker in its own right) was
designed to protect the backbone amide of a peptide
5 {previously attached to the resin through a C-terminal
residue-linker moiety} during synthesis. Following
completion of peptide assembly, the group was removed as a
final step along with side-chain deprotection and peptide-
linker cleavage by trifluorcacetic acid (TFA). It was
10 found that in Scheme 2 the use of a 2-hydroxyl (R3 = H)
rather than a 2-methoxy (R3 = OCH3) group allowed the
subsequent acylation to be performed with a wide range of
reagents, through an acyl transfer mechanism. In contrast,
the 2-methoxy derivatised system cannot undergo the acyl
15 transfer reaction and was found to have a very limited
applicability.
The group of Barany have recently described a

backbone amide linker shown in Scheme 3.
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0 o]

Acylntion “ TFA I ‘

HN-CHRCOX — Ri -C-T-CH R-CCX  ——  RIC.NH-CHRCOX
CHI H2 CHI0 H2
OCHZ QCH3
O(CH2)n-CO-RESIN Q(CH2In-CO-RESDY

SCHEME 2

This linker does not contain the acyl transfer option
during acylation and is therefcre not of general
applicability.

The present invention provides a combination of the
elements described in Schemes 2 and 3 and leads to the
backbone amide linker system shown in Scheme 4. This
now contains an acyl transfer element (i.e. -0Y¥=2-
hydroxyl moiety) along with the correct chemical
properties of the backbone amide linker making the system
compatible with a wide body of commercially available
reagents. The linker outlined in Scheme 4 provides us the
necessary chemistry to achieve the general goal described
in Scheme 1, this being the flexible combinatorial
preparation of wmany libraries of different classes of
drug-like molecules with general formula (1), having both

Rl and R2 variable simultaneously.
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Acylation “ TFA ||
Y-N-(R2or R2') =— RI-C-N-g2 3 R1-C-NH-R2
Y0 H2 Y0 lHZ
O -X-CO-RESIN

0 -X-CO-RESIN

SCHEME 4

|
3

e

<X [ \ /

and wherein:

Y is H or a side chain functional group protective moiety

guch as Fmoc;

5 R2! is an intermediate form of R2 which is subsequently

chemically transformed to give the desired R2; and

n is between 2 and 12, preferably 4.
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The present invention provides in a first aspect an

intermediate compound of general formula (A}

Y-N-R2?!
LINKER-RESIN (B)
5 for use in a method of preparation of a compound of
general formula (1)
R1-C-NH-R2 {1)

SUBSTITUTE SHEET (RULE 26)
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wherein the linker moiety has the general formula (B)

and wherein:

Y is H or a side chain functionmal group protective moiety

5 such as Fmoc;

R2! is an intermediate form of R2 which is subsequently

chemically transformed to give the desired R2; and

n is between 2 and 12, preferably 4.
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In a second aspect the present invention provides an

intermediate compound of general formula (C)}

Y-N-R2 ()

LINKER-RESIN

5 wherein the linker moiety has the general formula (B)
[
Yo CEn
N T (B)
7\
/
0X~(0-
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and wherein:

X is

A
- /4

¥ is H or a side chain functional group protective moiety

such as Fmoc:

5 n is between 2 and 12, preferably 4.
The present invention also provides an acyl
derivative of an intermediate compound shown above having

the general formula (D) (DY)

10 R1-C-N-R2!
|
LINKER RESIN (D*)
o]
|
R1-C-N-R2
|
LINKER RESIN (D)
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The present invention alse provides a compound of

general formula (E)

CHO
{4|‘ o (E)
o

0-%-C0y1l

for use in a method of preparation of an intermediate
5 compound shown above.
The present invention also provides compounds of

general formula (F) and (G)

|
0-X—C0y-CH3

SUBSTITUTE SHEET (RULE 26)
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for use in a method of preparaticn of a compound (E).
According to the present invention there is provided
a method for the preparation of a compound of general

formula (1) using an intermediate compound shown above

5 which method includes the following steps:
Q Q
Acylation i TEA H
¥-¥-{R2otR2") —m Rl_c_T_R: » R1-C-NE-R2
T0 H2 1o
7\
Q -%-Co-RESIN G -X-CO-RESIN

The invention further provides a method for the
preparation of a compound of general formula (E) which

methed includes the following steps:

CHO cHo

(1) KF, Refluxing MeCN

N
rd
10 (2) LiCH/THF/Water
0
4]
. /
X—COZH
Br-X-C0O;,-Me
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The invention also provides compounds which are the
products of the methods above.
Also the invention provides for the use of compounds
of the invention in & method for the preparation of a
5 combinatorial library of compounds of general formula (1)
in which both R1 and R2 are variable.
Preferably in compounds of formula (B) (E) and (G):

¥=H and X=(CH;}, where n=4,
Example Use of the Nowvel Technology.

10 Preparation of a Linker

One example of a preparative method for a linker

moiety according to the invention is illustrated below:
CHC

oY I

{ 13 KF. Rafluxing MeCN \

( £1) LIOFUTHE warer \‘
1
Vs

-
() .

LO'“ME COQH

OH
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A second example of a preparative method for a linker

moiety according to the invention is illustrated below:

H
° (D) HO

¥
<4

ot |
0
O' H
) HO ! ¥
el
P
O\/\WOH
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(1) 2,4-Dihydroxybenzaldehyde (mw.138.1, 50g, 0.36 mol) and spray-dried
potassium fluoride (mw.58.1, 41 8g, 0.72 mol) were stirred vigorously at 60° C for 20
migs in anhydrous acetonitrile (750 mL); methyl-5-bromovalerate (mw.195.1, 140.4g,
0.72mol) was added in one portion and the mixture brought to gentle reflux for 5
hours. The reaction was allowed to cool 16 room temperature and the solvent removed
in vacuo; the residue was partitioned between water (500mL) and ethyl acetate
(250mL), the aqueous washed twice more with ethyl acetate (2x150mL} and the
combined organic back-washed with water, dried over anhydrous magnesium
sulphate, filtered and ¢vaporated to dryness. The resulting red oil was dissolved in
methyl tert-butyl ether {150mL), heptane (100mL) added and the product allowed to
crystallize out as an off-white solid (mw.252.3, 37.3g, 0.148mol, 41% yield), 'H NMR
(CDClh) & 11.44 (1H, 5), 9.6 (1H, 5), 7.41 (1, d, I=8.6 Hz), 6.51 (1H, dd, I=8.6,
2.2 Hz), 6.39 (1K, d, ]=2.2 Hz), 4.02 (ZH, t, I=5.8 Hz), 3.66 (3H, s), 2.44 (2H, t,
J=7.0 Hz), 1.83 (4H, m); IR (film) 1735 e’ mp. 62-65°C;ESMS m/z 253 (M'+1),
HPLC 1. 15.4 min, 10-90% B in A, A=0.1% aq. TFA, B=10% A in MeCN, linear
gradient 25 min, 1.5 mL/min, column = Vydac protein C4, 4.6x250 mm, 3p particle
size.

(II} The product of step (I},

5-(4-Formyl-3-hydroxyphenoxy)pentanoic acid methyl ester (mw. 252.3, 37g,
0.147mol} was dissoived in THF (1200mL) and stirred vigorously at room
temperature. To this solution was added lithium hydroxide (mw.41.96, 18.5g,
0.441mol) dissolved in water (600mL) and the mixture stirred for 4 hours. The
sclvent was reduced in vacuo and the resulting oily residue diluted with water
(200mL), washed twice with methyl tert-butyl ether (2x500mL), acidified carefully to
pH 2 with cone. HCI (vigorous stirring) and extracted with ethyl acetate (4x300mL).
The combined ethyl acetate was dried over anhydrous magnesium sulphate, filtered
and evaporated to dryness to give the product as a white-solid (mw.238.2, 32.1g,
0.135mol, 92% vield); "H NMR (CDCla) & 11.26 (2H, brs), $.69 (1H, s), 7.41 (1H, d,
J=8.6 Hz), 6.51 (1H, dd, 1=8.6, 2.2 Hz), 6.40 (1H, d, ]=2.2 Hz), 4.02 (2H,t,1=59
Hz), 2.44 (2B, t, J=7.0 Hz), 1.84 (4H, m); IR (film) 1697, 1626 e mp. 88.6-
89.1°C, ESMS m/z 239 (M'+1);, HPLC 1t. 14.3 min, 10-90% Bin A, A= 0.1% aq.
TFA, B = 10% A in MeCN, linear gradient 25 min, 1.5 ml/min, column = Vydac
protein C4, 4.6x250 mm, 5ut particle size.
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Combinatorial Library of Peptidyl Acyloxyvmethv! Ketomnes.

Scheme 5 illustrates a potential use of the new solid
phase combinatorial technolegy for the preparation of a
library of peptidyl acyloxymethyl ketcnes as potential

5 inhibitors of the cysteinyl protease Der p I.
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Acylation with
Fmoc»-N-CHRZ’-GCHZOH ﬂlxture of
2,6~disubstituced
Frnog0 HZ carboxylic acids
7 CL\\‘,,O
O(CH2)s-CO-RESIN Froc-N-CHR2-C- CH20- C
; FmocQ  CH2 z
O(CH2)n-CO-RESIN
i-i-: Combinatorial ‘ . ‘
apered ; reactions B 0\ :
. N — R-CO_NH'UMLCQ‘N'Q‘IRZ’-CWO.C
. H ?
O(CHZ)-CO-RESIN
ne N : 7 I Y
o e R-CO-NH-CHRI-C-NH-CHR.
A

Where R = aryl, alkyl

Rl', R2' = natural or
non-natural
amino-acid
side~chain

Z,Y=H,alkyl, halogen etc

SCHEME 5
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Currently, there are approximately 200 commercially
available Fmoc-NH-CHR1'-COOH bhuilding blocks available
that could potentially be used in the ahaove Scheme. A
large proportion of these could be derivatised to produce
the initial resin-bound intermediate in Scheme 5. Thus
thers are potentially 200® = 40 000 R1‘'/R2’ variations,
together with a virtually unlimited combination of R / v /
Z. BEven with the 2-hydroxyl acyl transfer mechanism,
certalin combinations may be too hindered to be practical.
However, greater than 80%, i.e. 32000 will be readily
accessible using the new system defined in Scheme 4. The
limited applicability of the only currently described
backbone amide linker system (Scheme 3) is clearly
illustrated here. In comparison to Scheme 4 (according to
the inventicn}, Scheme 3 (prior art) would have a
practical performance capability in only approximately

10%, i.e. 4000 of all allowable R1‘ / R2' combinations.

Examples
Libraries of compounds have been synthesised using
the novel solid phase combinatorial chemistry of the

present invention. Examples are:

Example 1

Libraries of compounds of general formula (H)
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Rl o

I

R-NH-CH-C-N-R: ()

|

Backbane Linker

wherein R* is selected from the group:

or another primary amine moiety

SUBSTITUTE SHEET (RULE 26)



2e sded be
.

.
.
¥

T4
+
.
.

s

L]

WO 9817628 PCT/GB97/02914

10

15

- 24 -

and wherein R! is combinateorially variable.

These libraries may be useful for discovery of
protease inhibitors; for example they may be useful for

discovery of Asi)artyl protease inhibitor:

Example 2
Librafies of Statine containing compcounds of general

formula (J)

1o

L] 1]

(5 R-NH-CH-C-NH-CH-CH-CH2-C-NH-CH-C-N-R*

Ol

H Backboue Linker

" wherein one or both of R! and R? are combinatorially variable.

Example 3

Libraries of diketopiperizine compounds of general
formula (K), wherein (K) is an intermediate formed by
removal of an N-terminal protecting group from a precursor
moiety, and wherein K is unstable and hence automatically

cyclises:

RRo RO RN
l (1) Cyclise

N
I -0
————
H,N-CH-C-N-CH-C-OR? (2) Cleave
o N 2
H
(L)
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wherein R! and/or R® are combinatorially variable, and R?
is an alkyl or allyl leaving group. These compounds (J)
are cleavable to form cyclic compounds of general formula

(L).

Example 4

Libraries of compounds of general formula (M}

(\[ O 1. Cyeclize /AA- N .

i % Adl AA
NH:.AAJ-MB-A_:G-AA1-V-CH2~C-N————C< 2, Cleave | \
- Backbone Linker an ~ Pro e

10

15

which can be cyclised and cleaved to provide cyclic
compounds of general formula (N) in which AA'-AA' are
independently combinatorially wvariable. It is a
particular advantage of the class of compounds (M) that
the Co of proline camnot easily be epimerised in the
reaction and hence chiral integrity of the cyclic product
can be preserved.

Thus according to a further aspect of the invention
there are provided libraries of compounds and individual
compounds per se of formula (H) (J) (X) and (M} - whether
attached to the Backbone Linker or in cleaved form,
together with libraries and individval compounds per se of

formula (L) and (N).
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¢laims
1. An intermediate compound of general formula (A)
Y-N-R2!
LINKER-RESIN {A)
5 for use in a method of preparation of a compound of
general formula (1)
0
R1-C-NH-R2 (1)

wherein the linker moiety has the general formula (B)

YQ\ CHy
Y &)
//__

0X-GO-
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and wherein:

_ R! and/or R? are combinatorially variable

X is -

ed

Y is H or a side chain functional group protective moiety

such as Fmocg;

g ' b

5 R2' is an intermediate form of R2 which is subsequently

chemically transformed to give the desired R2Z; and

. is between 2 and 12, preferably 4.

2. An intermediate compound of genmeral formula (C}
L Y-N-R2 {c)
s 10 LINKER-RESIN

wherein the linker moiety has the general formula (B)

_ ®)

0X-Co-
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and wherein:

R! and/ot R? are combinatorially variable
X is -
- (CHy) o= d), Q@

- 3

ar -CH.- N/

¥ is H or a side chain functional group protective moiety
such as Fmoc;

5 n is between 2 and 12, ‘(’preferably 4.

- 3. An acyl derivative of an intermediate compound
according to claim 1 or 2 having the general formula

:-onc: (D) (D")

10 R1-C-N-R2!

LINKER RESIN (D)

R1-C-N-R2

LINKER RESIN (D)

SUBSTITUTE SHEET (RULE 26)




WO 98/17628 PCT/GBY7/02914

- 29 -

4. A compound of general formula (E)

1
0-X-CO9kt

for use in a method of preparation of an intermediate

compound according to claims 1, 2 or 3.

5 5. A method for the preparation of a compound of general
formula (1) using an intermediate compound according to

claim 1 or 2 which methed includes the following steps:

G
Acylan
Y-TT(RZ sr 2" i{ir'l:n 3.."-!*; iR2 _I:i RI-Q-NH-RZ
b4 O\ H2 Yo ‘ '
7\
0 -X-C0-2E51YN

C -X~CO-RESIN
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6. A method for the preparation of a compound of general

formula (E) which method includes the following steps:

CHO
CHO
0y oY
(1) KF, Refluxing MeCN
N
.~
(2) LiOH/THF/Water (E)
0K
0
5 -t ‘ I-Co,k
Br-X-C0o,-Me
E o . wherein:
s, ‘ X is

'V B
]
.
.
aresen
: ; : . -CH:_©— ’
an &
LI -
. .8
3

¥ is H or a side chain functional group protective molety

guch as Fmoc
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7. A compound of general formula (F) or (G
5 Cz0
l .
@ 0% (r)
|
OH
10
c3c
I
0¥ (@)
E TS '
E_.E K 0-X-C0,-CH;
R
slee for use in a method according to claim 6 for preparation
of a compound (E) according to claim 4.
S 20 8. The product of the method of claim 5 or §.
T
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9. Use of compounds according to any of cla-'ix;xsil, 2, 3,- 4 ﬁr 7 in 4 method
for the preparation of a combinatorial library of compounds of general formula (1) in

which both R' and/or R? are combinatorially variable,

s 10. A compound or combinatorial library of compounds of
formula
rl ¢
L
R-NH-CH-C-N-R: (8)
Backbone Linker

wherein R = _

R' is combinatorially variable /\%\/‘4 0

R
—
Or another primary amine moiety; or
R Cﬁ R (|)| R O
0 R-NH-CH-C-NB-CH-CH-CH2-C-NH-CH-C-N-R?
OH Backhone Linker

_ wherein R' and/or R? are combinatorially variable; or
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Ri ﬁ RZ O
H,N-CH-C-N-CH-C-OR3
(X} Backbone Linker.
i’ .
t - wherein R' and/or R? are combinatorially variable
Ris an alkyl or ally] leaving group; or
Q 0
P e, NH:-A.A*-,MJ-Ax3~AA'-N—CHZ-C-N—«—C /
RN : OH
e Backbone Linker
E.'-.. (M)
™
. wherein AALAAY arehcombinatorialiy variable
=
i,
:...:. whether attached to a Backbone Linker or in cleaved form.
* L) .
':"'E
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11. A combinatorial library of compounds of formula

=
zm

\_o | AN
0 ?I/\Rz '

wherein R' and/ot R? are combinatorially variable; or

’ P o

B

. Gly A

5 .:" ™~ Pro / .
etes 4

wherein AA'-AA* are combinatorially variable,

12. Comnpounds and combinatorial libraries of componunds of the formula (T),
LRH methods for the production of same, intetmediate compounds for use in said methods,
‘ or compounds for use in the preparation of said intermediates, substantially as
‘hercinbefore described with feference to the Examples.

DATED this §0th day of August, 2000
PEPTIDE THERAPEUTICS LIMITED

By its Patent Attorneys
'DAVIES COLLISON CAVE

SUBSTITUTE SHEET (RULE 26)




	BIBLIOGRAPHY
	DESCRIPTION
	CLAIMS

