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Introduction

Small organic molecules can be powerful tools for impact-
ing biology and medicine, functioning as both thera-
peutics and as probes that help to illuminate the
macromolecules regulating biological processes [1°].
Yet, despite advances on many fronts, including the
ability of synthetic chemists to prepare libraries contain-
ing thousands of compounds efficiently, the ability to
make critical discoveries pertinent to disease remains a
slow and, arguably, serendipitous one [2°]. For instance,
high-throughput synthesis and screening of compound
collections through phenotypic or biochemical assays
often vyields disappointing results in terms of a paucity
of specific, useful compounds discovered, relative to the
high cost in time and resources expended [3°].

In large part, this state of affairs reflects the fact that we
simply do not understand all the factors necessary to
create compound collections that have potent and specific
biochemical activity. Commercial compound libraries, for
example, while readily available, suffer from low hit rates;

this result is in part because their members typically
possess low structural diversity and poor physicochemical
properties (often combined with reactive and undesirable
functional groups) since they are produced with an eye
towards overall quantity, rather than quality [3°]. Collec-
tions based on bioactive natural products, to some degree,
overcome the issue of low hit rates since the parent
structure has evolved over millennia for a specific bio-
chemical purpose [3°]; however, these natural product
collections less frequently lead to the discovery of activity
distinct from the parent compound, since they are typi-
cally the product of simple analog generation by mod-
ulating functional handles, rather than rationally altered
with an eye towards generating novel specificity [1°].
Consequently, solving the challenge of creating collec-
tions of unique, highly potent bioactive small molecules,
could dramatically accelerate the rate at which critical
biochemical discoveries are made, and ultimately, poten-
tially enable a number of diseases not only to be managed,
but also to be eradicated.

Here, we focus on one approach to this problem: creating
compound collections based on ‘privileged scaffolds,’
molecular frameworks, as first coined by Evans in the
late 1980s, are seemingly capable of serving as ligands for
a diverse array of receptors [4]. Though he was originally
referring to the benzodiazepine nucleus, which is thought
to be privileged because of its ability to structurally mimic
beta peptide turns [5], work over the past several decades
from both academic and industrial groups has revealed
that there are additional such scaffolds; a major challenge
is in accessing large number of a given privileged frame-
work [6°°]. In this review, we hope to accomplish three
main objectives: to provide one of the most comprehen-
sive listings of privileged scaffolds; to reveal through four
selected examples the present state of the art in privi-
leged scaffold library synthesis (in hopes of inspiring new
and even more creative approaches); and also to offer
some thoughts on how new privileged scaffolds might be
identified and exploited.

Privileged scaffolds

As revealed by a thorough search of the literature, the
term ‘privileged scaffold’ has been used fairly liberally
versus Evans’ original conception of the term, in that the
ability to bind multiple targets is less thoroughly
employed as a strict criterion for membership versus
the notion of multiple molecules of the same scaffold
having bioactivity. Such an expansion, in our opinion, is
reasonable since it allows for a more thorough evaluation
of the idea. We note, however, that because work with
such scaffolds has derived from multiple environments
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Table 1

Examples of privileged scaffolds in drugs and natural products

Privileged Scaffold  Structures
Drugs
H
H N
N,
Vi
©l/) N
Indole
Medmain
Therap Cat: Serotonin inhibitor
Natural Products
N
H
Okaramine N
Source: Penicillium simplicissium
Biological Activity: Insecticidal activity
Drugs
OH
)
Z >
Quinoline Br
Broxyquinoline
Therap Cat: Antiseptic; disinfectant
Natural Products
%
Ho, AN
MeO. X
>
N
Quinine
Source: Quina Bark
Biological Activity: Anti-malarial

=
=N

Isoquinoline

Papaverine
Therap Cat: Vasodilator
(cerebral)

Natural Products

Berberine
Source: Berberis and Mahonia
i I ivity: Causes Respiratory
stimulation, transient hypotension, and
convulsion. Cholinesterase and
tyrosine decarboxylase inhibitor.

MeO bN\@

Oxypertine
Therap Cat: Antidepressant

OH

H
N\ N
A
O
Nostodione A
Source: The terrestrial blue-green algae

Nostoccommune
Biological Activity: Mitotic spindle posion

COH

Brequinar
Therap Cat: Immunosuppressant

Camptothecin
Source: The Chinese tree Camptotheca
acuminata Decne
Biological Activity: Anti-cancer activity

|
I
O

SN
=

Dimethisoquin
Therap Cat: Anesthetic (topical)

Ly
L
MeQ R~

®
MeO

Chelerythrine
Source: The plant Greater celandine,
Chelidonium majus
Biological Activity: Potent protein kinase C
inhibitor.

H
N
V4
HO‘FJO
-Ry
HO™ ¥y /N-.
Psilocybin

Therap Cat: Psychomimetic

Vinblastine
Source: Leaves of Madagascar periwinkle
plant (Cantharanthus roseus)
i ivity: Anticancer agent; causes
apoptosis by stopping spindle formation
during mitosis

Ci N

HN N/\
OHk
Amodiaquin
Therap Cat: Antimalarial

NH,

Njaoamine F
Source: Neopstrosia
Biological Activity: Cytotoxic
O O~
07>
\/0 =N
/\O =
Ethaverine

Therap Cat: Antispasmodic

Liriodenine
Source: The tulip tree Liriodendron tulipifera
Biological Activity: Leishmanicidal activity.
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Privileged Scaffold

N
NT =
(Lo

Purine

)

Quinoxaline

(o]

E::\I)LNH
o

Quinazolinone

Structures

Drugs
A

HN
NTSN
I
)\N/ N.>

HzN

O\/OH

Abacavir
Therap Cat: Antiviral (HIV)

Natural Products

o]
|
~N N
OJ\J;\,'[J)

Caffeine
Source: Coffee beans, tea leaves
Biological Activity: Stimulant

Drugs

s-—j/
oyt !
@ﬁ” i
H
N coH ©
Quinacillin

Therap Cat: Antibacterial

Natural Products

o]
L,
N
|
Pyocyanine
Source: Pseudomonas aeruginosa
Biological Activity: Antibiotic activity against

Gram-positive and Gram-negative
bacteria, fungi, and protozoa

NY
N
O
Etaqualone
Therap Cat: Sedative; hypnotic

Drugs

Natural Products

(0]

[I/
N

(o]

Tryptanthrin
Source: Various plant sources
Biological Activity: Active against African

trypanosomes

o) fo)
)\/\/\ Nf
oija\tl[ Nf)

|

Pentoxifyilline
Therap Cat: Hemorheologic agent

NH,
SN N\

L
O’er N

1,3 Dimethylisoguanine
Source: Amphimedon viridis
i i ivity: Cytoxic to human
ovarian cancer cells

N
=
[ mNH
=
N

Varenicline
Therap Cat: Aid in smoking cessation

COzH

COzH
6,6%(1,2-dimethyl-1,2ethanediyl)bis
[1-phenazinecarboxylic acid]
Source: Streptomyces

Biological Activity: Phosphodiesterase
inhibitor

oed

(]

Mecloqualone

Therap Cat: Sedative; hypnotic

MGOT

e
N

I
N CONH,

Aurantiamide A
Source: Penicillium aurantiogriseum

Biological Activity: Cytotoxic to tumar cell lines

i /
~N N
)ﬁ[ I
0“7 N"TN
I OH
Cafaminol
Therap Cat: Decongestant (nasal)

NH
NP N
I
or'uN

3,7 Dimethylisoguanine
Source: Agelas longissima
Biological Activity: Antibacterial

Br
H H
N. N N,
. ﬁj‘)
N/

Brimonidine

Therap Cat: Antiglaucoma

OH
E: E[Njé
R
o
N
o= H o
O
e

CNB-253
Source: Streptomyces
Biological Activity: Antibacterial

e
s
HaNT N

Nolatrexed
Therap Cat: Antineoplastic
(o]
MeO.
N
1000
N N
o

(<)-Circumdatin H
Source: The fungus Aspergillus
ochraceus
Biological Activity: Inhibits mitochondrial
respiratory chain
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Table 1 (Continued)

Privileged Scaffold Structures
Drugs

0 LS
OH

Teltrahydroisoquinoline
Hydrastinine

Therap Cat: Hemostatic

Natural Products

Saframycin R
Source: Streptomyces lavendulae

Biological Activity: Anti-tumor agent

Drugs

&
“CO
o Cl

Tetrahydroquinoline
o Quinfamide  C!

Therap Cat: Antiamebic

Natural Products

cl
N N—ome

H

Virantmycin
Source: Streptomyces nitrosporeus
Biological Activity: Inhibits growth of DNA
and RNA viruses and has weak
anti-fungal activity

Drugs

o O

Benzoxazole Zoxazolamine

Therap Cat: Muscle relaxant (skelstal);
uricosuric

Natural Products
COH

\/OH

Antibiotic A 16886A
Source: Streptomyces
Biological Activity: Active against
gram-positive bacteria
and viruses

Cephaeline

Therap Cat: Emetic; antiamebic

OMe

Dioncophylline B
Source: Triphophyllum peltatum
(Dioncophyllaceae)
Biological Activity: Activity against
P. falciparum, Leishmania, and
Trypanosoma

FaC CFa

(o]
MeOJLN

N

/\0 AO
Torcetrapib

Therap Cat: Antilipemic;
antiatherosclerotic

OMe

N7
H
0% OH

Helquinoline
Source: Janibacter limosus
Biological Activity: Antibiotic

o]
F
_@_«N:@TCO‘JH

Flunoxaprofen

Therap Cat: Anti-inflammatroy

Pseudopteroxazole
Source: West Indian gorgian coral
Pseudoterogoria
Biological Activity: Anti-tuberculosis

activity

Debrisoquin

Therap Cat:Antihypertensive

Q E
0 H OH
Ecteinascidin 743
Source: The tunicate Ecteinascidia
turbinata
Biological Activity: Anti-tumor agent

NH 0 CO.H
oy
H o wu
0=3 H
L
Argatroban
Therap Cat: Antithrombotic

H,NOC. cl
N N—ome

H
Benzastatin C
Source: Streptomyces nitrosporeous
Biological Activity: Inhibitatory activity against
glutamate toxicity and lipid peroxidation

0
o~
\NQ\TCOZH

Benoxaprofen
Therap Cat: Anti-inflammatory; analgestic

NHMe
COzH

Antibiotic A23187
Source: Streptomyces chartreusis
Biological Activity: Antibiotic
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Table 1 (Continued)

Privileged Scaffold Structures
Drugs

Q
oV A
N 0
Benzofuran H/\Oj\
(o] (o]
( I /> Z

Befunolol
Therap Cat: Antiglaucoma

Natural Products

MeO
=
[e]

Eupomatenoid-5
Source: Piper regnellii

Biological Activity: Anti-fungal activity

Drugs

O.
=
3,3-dimethylbenzopyran

Nabilone
herap Cat: Antiemetic

Natural Products

Metachromin T
Source: Spongia sp.

Biological Activity: Cytotoxic

Drugs
i i )
/\OJ\/O O
| U
(o)
o
Chromone

Efloxate
Therap Cat: Vasodilator (coronary)

Natural Products
HO O

L) :
HO O Atk
OH
OCH3;
Tricin
Source: Wikstremia indica
Biological Activity: Anti-leukemic agent

0, NH
/ OH
Buturalol

Therap Cat: Antianginal;
antihypertensive

COzH
OH
' u,,ﬁ
(o] o OH
2 OH
HO
Cnidioside A
Source: Leaves of Peucedanum

japonicum Thunb
Biological Activity: Anti-oxidant activity

joes
CN ~"“OH

Levcromakalim
Therap Cat: Antihypertensive

Phaseolin
Source: The bean Phaseolus vulgaris
Biological Activity: Anti-fungal agent

Flavoxate
Therap Cat: Antispasmodic

Oxetorone
Therap Cat: Analgesic (specific in migraine)

OH

Cacalol
Source: Psacalium decompositum
Biological Activity: Anti-inflammatory activity

Centchroman
Therap Cat: Oral contraceptive

O  OMe

Acronycine
Source:Acronychia baueri
Biological Activity: Antieoplastic agent

HO,C.__O 0._COH
| |
OH
o o_Ai_o o

Cromolyn
Therap Cat: Antiasthmatic; antiallergic

Hormothamnione
Source: The marine cryptophye
Crsophaeum talyori
Biological Activity: Anticancer agent

Cissampelflavone
Source: Cissampelos pareira
Biological Activity: Active against African
trypanosomes
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Table 1 (Continued)

Privileged Scaffold Structures
Drugs

6.0 NO,
CLC O
0”0

Coumarin

(o]

Acenocoumarol

Therap Cat: Anticoagulant

Natural Products

Visnadin
Source: Fruits of Ammi visnaga
and Phlododicarpus
Biological Activity: Blocks calcium

channels

Drugs

HO OH

HO.
2 “"é:\&,
HO OH

HO’ OH NH»
OH Glucosamine
Carbohydrate Therap Cat: Antiarthritic

Natural Products

OH

Ho,ﬁg\ OH
HoN HO7§ OH
N HO mNH;

@N’SK\ENHZ

Kanamycin A
Source: Streptomyces Griseus
iologi ivity: Antibiotic

Steroid

Fluocinolone Acetonide

Therap Cat: Glucocorticoid;

anti-inflammatory

Natural Products

Guggulsterone
Source: Gum resin of the tree
Commiphoa mukul

Biological Activity: Anti-arthritic activity

HO 0.0
HO Z
N
N
Folescutol

Therap Cat: Capillary protectant

e

(o] Q" "0

oSN

Suksdorfin
Source: Lomatium suksdorfii
Biological Activity: Anti-HIV agent

NH;

HO 0
HO HaN OH

HO
LN A
0

(o]
HoRo -
MeHNOH

Isepamicin

herap Cat: Antibacterial

®x 2 .. OH
J3 C
O,

(o]

o]
4 0
HO. OH

HO
OH

Amarogentin
Source: Upper parts of Sweria chirata
(Loganiaceae)
Biological Activity: Leishmanicidal activity

Pregnan-3 alpha-ol-20-one
Therap Cat: Anesthetic (local)

0SOzH

HN! “'OH
I/\/N\/‘\/\NHE

Squalamine

Source: Dogfish shark, Squalus acanthias

Biological Activity: Originally antibiotic activity,

used in treatment of ovarian cancer

0
e o 0._0

= N/\

Chromonar
Therap Cat: Vasodilator (coronary)

OH OH
L X1
0" ~00” "0
Dicoumarol

Source: Isolated from spoiled hay
Biclogical Activity: Anticoagulant

OH

(o]
Hoé&/o*"‘“”“"c'
HO HN\

OH
Cl

Glufosfamide
Therap Cat: Antieoplastic

Erythromycin
Source: Saccharopolyspora erythraea

Biological Activity: Antibiofic

Quinbolone

Therap Cat: Anabolic

HaN

N-desmethyl-holacurtine
Source: Leaves of Holarrhena curtisii

Biological Activity: Leishmanicidal activity
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Table 1 (Continued)

353

Privileged Scaffold Structures
Drugs
o] o]
o \:.:/\/U\QME

Prostanoic acid Enprostil

Therap Cat: Antiulcerative,
anti-secretory agent

Natural Products

Prostaglandin E1
Source: Various mammalian sources

Biological Activity: Vasodilator (peripheral)

and from scientists with different emphases, no exhaus-
tive listing of privileged scaffolds has yet been assembled.

Tables 1-4 attempt to provide such a listing. Their
members were selected by identifying privileged scaf-
folds from the perspective of both molecules created e
novo, which are now drugs, largely from the pharmaceu-
tical industry, as well as compounds provided by nature in
the form of natural products that either are, or have served
as inspiration for, pharmaceuticals. Critical in our evalu-
ation of natural-product-based architectures was that they
have phylogenetically diverse origins, as such ubiquity
might suggest an evolutionary driving force to generate a
particular arrangement of atoms.

As can be discerned after study of these tables, there is a
remarkable overlap between structures of both classes, as
the vast majority of scaffolds have members from both
groups. This outcome may not be so surprising in the
sense that nature often will repeat itself once it has found
a suitable solution to a particular biochemical problem,
and, of course, the macromolecular structures in living
systems have a high level of non-random patterning.
Interestingly, there are a few examples of molecules that
chemists have fashioned, but for which analogs are typi-
cally not obtained from a natural source (Table 2). Yet, as
noted above, identifying privileged scaffolds is one mat-
ter; preparing collections of them is the more relevant
concern that we now address.

Library synthesis

We start with what has become a classic contribution in
library construction that of a collection of 1,4-benzodia-
zapenes created in the early 1990s by Ellman and col-
leagues [7]. As shown in Scheme 1, these researchers

Latanoprost
Therap Cat: Antiglaucoma

Rioprostil
Therap Cat: Antiulcerative

Prostaglandin E2
Source: Various mammalian sources
Biological Activity: Oxytocic; abortifacient Biologi

Prostaglandin D2
Source: Various mammalian sources
| Activity: Neur dul;

prepared a total of 192 members with 4 points of diversity,
including amide, acid, amine, phenol, and indole func-
tionalities, by combining 2-aminobenzophenones, amino
acids, and alkylating agents. Of note, the 2-aminobenzo-
phenones were attached to a solid pin support (Geysen’s
Pin apparatus) through an acid cleavable linker.

Biological studies of this compound collection began by
screening their binding capability to the cholecystokinin
(CCK) receptor A, a target with roles in gastrointestinal
cancer, neuroprotection, and satiety [8]. As an added
benefit, the binding assay for this target was amenable
to high-throughput testing. Ultimately, while many
library members had activity (verifying this scaffold as
a privileged one), these researchers found that benzo-
diazepines with D-tryptophan or L-tryptophan showed
particularly high receptor affinity. Subsequent phenoty-
pic screening of this subset of compounds led to the
identification of the pro-apoptotic benzodiazepine Bz-
423 [9], which was reported to induce the production
of mitochondrial superoxide. Ultimately, this work
prompted further study of the therapeutic potential of
the class as a whole.

One recent example of such a study was provided by Kim
and co-workers, who created a library of compounds
around the 1,4-pyrazolodiazepin-8-one structure (which
can be found in Table 4) with the goal of using these
diazepines to closely mimic the B-turn structure of a
number of peptides [10]. This scaffold allowed for intro-
ducing three points of diversification while still allowing
for compounds to maintain the necessary triangular geo-
metries of such peptide turns. It is important to note thata
number of privileged scaffolds possess structures thought
to have similar capabilities of mimicking the peptide
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Table 2

Examples of privileged scaffolds found primarily in drugs

Privileged Scaffol

Benzodiazepine

N
H

Arylpiperidine

e
®

Arylpiperazine

00

Benzylpiperidine
S,
4
Benzothiophene

Dihydropyridines

Benzimidazole

Biphenyltetrazole

Structures

o] \
\NJJ\(O“\gN\
=

o O

Camazepam
Therap Cat: Anxiolytic

5D

N

s

Butdipine

(N oH
N_J oH
@

Dropropizine
Therap Cat: Antitussive

o N/\.@
HN
o

Benzetimide
Therap Cat: Antiparkinsonian

HOiOH
&

Raloxifene
Therap Cat: Anticsteoporotic

C\Nf g

Efonidipine
Therap Cat: Antihypertensive

Lo

Thiabendazole
herap Cat: Antihelmintic

Therap Cat: Antihypertensive

Y
D

Nimetazepam
Therap Cat: Sedative, hypnotic

SN F F
OO
|
F COH
o}

Fleroxacin
Therap Cat: Antibacterial

MeO

Donepezil
Therap Cat: Nootropic

HO o]
s, NA

Zileuton

Therap Cat: Antiasthmatic

Nimodipine
Therap Cat: Vasodilator (cerebral)

Cl
O

Clemizole
Therap Cat: Antihistaminic

R X
NP S

HN__N

Valsartan
Therap Cat: Antihypertensive

O:N
Flunitrazepam
Therap Cat: Hypnotic

)\_ - COzH
SN : :o’\

Repaglinide
Therap Cat: Antidiabetic

Mepiprazole
Therap Cat: Tranquilizer

Ifenprodil
Therap Cat: Vasodilator
(cerebral and peripheral)

CN"\fo

D0

Arzoxifene
Therap Cat: Antineoplastic (hormonal)

Nifedipine
Therap Cat: Antianginal;
antihypertensive

H
N 0
@: S N=
U—\_\
Rabeprazole OMe
Therap Cat: Antiulcerative

N /— =N
2 N=2
N>—0 p NH

CoH Q Q

Candesartan
Therap Cat: Antihypertensive. In
treatment of congestive heart
failure.
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Examples of privileged scaffolds in natural products

Privileged Scaffold

HO R
LS
N
H

3-substituted-3-hydroxy-2
-oxindole

5-7-5 lactone ring system

6,6-spiroacetal

Table 4

Source: Terrestrial Streptomyces

Biological Activity: Cytotoxic

Structures

3-(R)-maremycin B

Helenalin

Source: Arnica montana and
Arnica chamissonis
Biological Activity: anti-inflammatory,
inhibits the activation of the transcription
factor NF-kB

Spiket-P
Source: Spongistatins

Biological Activity: Antimitotic

(R)-(+)-3-cyanomethyl-3-hydroxindole
Source: Rheum maximowiczii

Biological Activity: Activation/inhibition

of specific cytokines.

Biological Activity: HIV-1 integrase inhibitor

BrHo —coMe
,@fﬁ'
Br ﬂ

(R)-convolutamydine A
Source: Amathia Convoluta (maine
bryozoan)

Biological Activity: Inhibits diffentiation

promyelocytic leukimia cells HL-60.

e}
OH
o) (o]
o HO
Parthenin Chinensiolide B
Source: Ixeris chinensis Nakai

Source: Arnica montana

Biological Activity: anti-Leishmanial and

Trypanosomal activity

OH HN

OH
Integramycin Routiennocin
Source: Streptomyces routienni

Source: Actinoplanes
Biological Activity: In vitro activity against
gram positive and anaerobic bacteria

Other examples of privileged scaffolds

Ar
2
R]\/LNH
RPN
H

Dihydropyrimidone
[X=SorQ]

0 R
HO. R3
e
iE @

Hydroxyamate

Spiroindanylpiperidine

Indolizine Biphenyl

trans-Lactam/Lactone Hexahydroisoindole

[X=NorQ]

N

Aminopyridazine

Triazaspirodecanone

',—;:N
N —\ R Nf
2 A
o oo
H

o
N NH
=
N
R2

1,4-Pyrazolodiazepin-8-one

Indoline
9 o
|/QNR RN =
sj( e |
S (0]
Rhodanine Pyranopyridone
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Benzimidazolone 2-Arylbenzothiazole

O
N (o]
o O HN 4
v 1 A\ B 5
1\ s N R R AN R
= H RrZ R
R HN o HN
N-Acylhydrazone Pyrrolinone

Imidazolequinoxaline

R
N._.O
0

Pyranoquinolone
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Scheme 1 Scheme 2
O: NHFmoc Linker
R%-NHFmoc R® MeQ QMe
E// @ ,dL i — ﬁ\ H’\Q
support Qo OMe Qo OMe OMe
6 7
R1—/|
cl (o]
1 N
N b b l\I\ \)
F’"\N’ N> —F FJ\N’ N SiMe;
H \._O
P 8 9
2 d O O c
5 AP e |
E/ =N R 7 3 N” < > OMe M OMe
support
NN de NN
12 A A s o
R | FN"N F NN SiMe,
(o]
4 11 10
e
. b
R

5 Bz-423

Reagents and conditions: (a) 20% piperidine in DMF; (b) N-
Fmoc-amino acid fluoride in CH,Cly; (c) 5% acetic acid in DMF;
(d) lithiated 5-phenylmethyl-2-oxazolidinone in DMA/THF, 1:10
(v/v); alkylating agent in DMF; (e) TFA/H,O/Me,S, 95:5:10 (v/v).

Synthesis of 1,4-benzodiazepine library.

backbone; these include N-acylhydrazones [11], pyrroli-
nones [12], and the hydroxyamates [13], all of whose
structures are also listed in Table 4.

Our second entry comes from Schultz and colleagues,
who sought to target the purine scaffold [14], arguably the
most abundant N-based heterocycle in nature [15]. The
possibility that purines should have a privileged status
seems intuitive, given their involvement in a vast array of
metabolic and other cellular processes. Indeed, in the
yeast genome, it is estimated that 10% of the encoded
proteins are dependent on purine-containing compounds
to carry out their function [14]. Specific domains that
purines bind to include P-loop containing N'T'P hydro-
lases (the 4th most frequent domain in human genome
database), protein kinases (the 5th most common
domain), and actin-like domains [16°].

The goal of the Schultz group’s efforts was to identify
purine-based compounds that could modulate the activity
of cyclin dependent kinases (CDKs) and, ultimately,
human leukemic cell growth, given the essential role
of CDKs in regulating the cell cycle. In particular, they

12 13
Reagents and conditions: (a) p-methoxybenzylamine, NaBH(OAc);, AcOH
(2%), DMF, 25 °C; (b) SEM-CI (1.2 eq), DIEA, DMF, 0—>25 °C; (c) DIEA, n-
BuOH-DMSO (1:1), 7; (d) TBAF (0.25 M), THF, 60 °C; (e) -PrOH (0.5 M),
DIAD (0.5 M), PhaP (1.0 M), THF/CH,Cl>(1/1); (f) 3-amino-1-propanal,
DIEA, N-methylpyrrolidinone, 110 °C; (g) TFA-H,O (95:5), 25 °C.

Solid-phase synthesis of 2,6,9-substituted purine library.

wanted to identify a small molecule that could interact
with CDKs adenosine triphosphate (ATP) binding site
[17]. Previous efforts from other groups using both pur-
ines and non-purines had been directed towards the same
goal, and some leads had been generated; however, no
compound had the desired efficacy and selectivity. Thus,
the strategy of Schultz and co-workers was to identify
synthetic pathways that allowed diversification at not just
one position on the purine core as most earlier efforts had
done, but concurrently on the 2-positions, 6-positions,
and 9-positions, with the goal of increasing specificity.

Their initial synthetic approach is shown in Scheme 2,
based on using solid-phase chemistry and immobilizing a 2-
fluoro-substituted purine at the 6-position. Key to this
achievement, given the starting material, was the use of
a trimethylsilylethoxymethyl (SEM) group at N-9 position
to enhance the electrophilicity at the desired attachment
point. Subsequent Mitsunobu alkylations and aminations
introduced diversity the 9-positions and 2-positions,
respectively. To obtain functionalization at the 6-position,
aswell as toachieve improved substitution at C-2 (since the
solid-phase approach allowed only small amine reactants),
two solution-phase routes were also devised. As shown in
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Reagents and conditions: (a) R'OH (2 equiv), DEAD (1.1 equiv), PhsP (2
equiv), THF, -10—>25 °C; (b) (CF3),0, CH.Clp, 0—>25 °C; (c¢) R20H (2 equiv),
DEAD (1 equiv), PhgP (2 equiv), THF, 0—25 °C; K,CO3z, MeOH; (d) RPR*NH
(4 equiv), DIEA, n-BuQH, 110 °C; AcOH/H,O/THF (3/1/1); (e) R'OH (1.2 equiv),
DEAD (1.3 equiv), PhaP (1.3 equiv), THF, -10—>25 °C; (f) R2RNH (1 equiv),
DIEA, n-BuOH, 140 °C; (g) R*NH (1.5 equiv), DIEA, n-BuOH, 150-170 °C.

Two alternative solution-phase routes for purine library synthesis.

Scheme 3, the first of these routes (Route I) involved the
sequential functionalization of 2-amino-chloropurine at
the 9-positions, Z-positions, and 6-positions, while the
second route (Route II) started with 2-fluoro-6-chloropur-
ine (the same starting material as in the solid-phase
approach) and used Mitsunobu alkylations at the 9-position
followed by aminations at C-6. The remaining fluorine at
C-2 was then employed to attach both primary and sec-
ondary amines. Though most of these reactions are con-
ventional, the combination of both solution and solid-
phase approaches was particularly effective.

Biological testing of these compounds revealed several
materials that induced specific cell-cycle arrests. For
instance, purvalanol A, and aminopurvalanol were
shown to cause arrest in G2, while compound 52 brought
about arrest in M-phase, and compound 212 resulted in
apoptosis [14]. One inhibitor of CDK2, purvalanol B, had

an ICsy of 6 nm, and was further investigated through
high-resolution structural approaches and shown to fit
snuggly within the target protein’s ATP-binding site
[17]. Screening of the purine collection in several other
assays provided many additional hit compounds. Among
these, several estrogen sulfotransferase (EST) inhibitors
with nanomolar potency were obtained; given the critical
role that sulfated molecules play in disease states, such as
breast cancer in the case of EST, these discoveries offer
hope for the future [18].

Our third entry in privileged scaffold library synthesis
comes from the industrial sector, namely the efforts by
scientists at Merck to use the 2-arylindole nucleus to search
for G-protein-coupled-receptor ligands [19]. The fact that
the indole-containing amino acid tryptophan serves as a
biosynthetic precursor for serotonin is a plausible expla-
nation for the serotonin receptor affinity [20°]. Unlike the
two previous examples, where distinct compound synthesis
was achieved, these researchers instead chose to prepare
combinatorial mixtures in an effort to create a vast indole
library containing tens of thousands of members in rela-
tively few synthetic operations. At the heart of their design
was the classic Fischer indole synthesis, which had pre-
viously been reported to work in the solid-phase format [21].

As indicated in Scheme 4, they first immobilized an
alkylaryl keto acid onto the sulfonamide resin, and then
effected cyclization with the requisite arylhydrazine to
generate the indole ring. In total, up to 400 unique
compounds were possible at this stage given the use of
20 different members of each building block. The resin so
produced was divided equally into 80 different pools,
where the sulfonamides were alkylated, via Mitsunobu
conditions, and displaced by 80 different amines; these
operations accounted for the preparation of up to 32 000
distinct materials. The resin was recombined, and then
separated into two pools, leading ultimately to 128 000
compounds through the separate generation of two new
libraries from each half of this material, one consisting of
amines and the other of amides.

As hoped, biological screening that followed these endea-
vors resulted in potent hits in several different GPCR
binding assays, including hits against neurokinin, chemo-
kine, and serotonin receptors. One of these hits, a high
affinity binder to human neurokinin-1 (kNK1), served as
a candidate for a new Merck chemistry program, in which
several rounds of medicinal chemistry led to a clinical
candidate [22].

Finally, we end with a more recent entry, one which
targeted the 2,2-dimethylbenzopyran motif found in hun-
dreds of natural products as a potentially new privileged
scaffold for drug discovery [23]. Rather than simply
functionalize a benzopyran core, the Nicolaou group at
The Scripps Research Institute instead developed a novel
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Synthesis of amide and amine-based 2-arylindole libraries.

chemical strategy that allowed for the systematic modi-
fication of the entire skeleton, creating a diverse collec-
tion that was able to mimic the rigidity of the heterocyclic
nucleus while also incorporating multiple aromatic rings
and function groups. The molecules produced were also
drug-like in that they typically possessed molecular
weights between 200 and 600 as well as 3—6 heteroatoms
per compound.

As indicated in Scheme 5, the starting point for the library
was a group of nine aldehyde-containing compounds
that were immobilized on a novel phenylselenium resin
developed specifically for the library synthesis. Several
diversity-generating reactions, including organometallic
additions, reductive aminations, and Knoevenagel con-
densations onto the aldehyde functionality, led to
materials that were subsequently acylated or sulfonylated
to introduce further diversity. In addition, in an effort to
imitate the glycosides found in natural products, many
compounds containing alcohol and phenol groups were
further joined to carbohydrates.

Although there are several elements of this chemistry
leading to over 10000 distinct library members worth
further discussion, we will mention two here. First, the
cyclization sequence to cleave the material from the resin
provided traceless release, with no selenium by-products
detected in solution following several diagnostic assays;

103D5R

Initial aldehyde scaffold for 3,3-dimethylbenzopyran library synthesis;
scheme illustrates key branching point where organometallic addition,
reductive amination and Knoevangel condensation can then occur.

this outcome was critical as selenium by-products were
envisioned to affect a number of biological assays during
screening efforts. Second, the library was encoded through
the Nanokans'™ optical encoding method, and was the
first published application of this technology. This method
uses small, plastic reaction vessels that hold individual
resin batches and are laser etched with a ceramic grid on
the exterior that can be optically read as each chemical
transformation is performed. Upon completion, the indi-
vidual Nanokans'™ were readily sorted and auto-concen-
trated into 96-well plates; as such, this system, coupled
with the robustness of the chemistry, allowed for the
preparation of the entire library in just eight days.

Hit rates from this compound collection proved to be high
in a variety of assays, with one of note being compounds
that inhibit hypoxic activation of reporter genes, as this is
critical to tumor physiology. One compound in particular,
103D5R, was a potent inhibitor of hypoxia-inducible
factor-1 (HIF-1), and has since undergone several rounds
of additional structure—activity relationship studies.

Future perspectives: identifying new
privileged scaffolds

Globally, what these four isolated examples hopefully
indicate is that the key to library construction within the
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privileged scaffold manifold is not just the development
of new technologies as well as reactions of broad scope,
but intelligent library design, taking into consideration
drug-like parameters, knowledge regarding activity of the
scaffold in biological assays, and effective screening tests.

The question we wish to end with is how does one
discover new privileged scaffolds? One recent approach
was undertaken by Fesik and co-workers, who attempted
to identify such novel scaffolds using NMR-based bind-
ing assays of over 10 000 compounds with 11 different
protein targets [24]. Intriguingly, most of the structures
identified were re-occurring elements in biologically
active compounds already known and considered as
privileged before the study [6°°]. This suggests a signifi-
cant fraction of privileged scaffolds may already be
known, at least within the realm of compounds whose
structures are known. However, future endeavors along
the lines of Fesik and colleagues may well lead to the
discovery of new privileged scaffolds. For instance, Hu
and co-workers recently conducted a systematic, com-
putational selectivity profile analysis of the BindingDB
database. This large-scale study explored the molecular
selectivity of bioactive compounds and found over 200
scaffolds which have selectivity in communities of clo-
sely related targets, some of which are potentially new
scaffolds [25].

Outside of these studies, given the number of possible
ways in which atoms can be combined into organic
structures, it is reasonable to expect that the currently
explored regions of chemical physical property space is

Figure 1

extremely low versus the full range of structural complex-
ity and properties that is possible [26]. Thus, it seems
highly probable that there are dozens of privileged scaf-
folds yet to be defined. The use of diversity-oriented
synthesis, a concept pioneered by Stuart Schreiber, is one
way to address this issue. In this manifold, novel mol-
ecules in terms of both structure and stereochemistry are
created in relatively short reaction sequences, typically no
more than 4 or 5 steps, by incorporating complexity-
building reactions (such as Diels—Alder cycloadditions
or Ugi multi-component coupling reactions). Additional
strategic approaches to achieve diversity include reagent-
based differentiation pathways [27°°], substrate-based
folding pathways [27°°], and the three-phase build/
couple/pair strategy [28°°], which are discussed in detail
in the cited references. With little question, this approach
facilitates the discovery of new, biologically useful struc-
tures and may allow for the identification of new privi-
leged scaffolds as data on particular skeletons are
collected.

A second possibility is to evaluate structural motifs that
have traditionally proven difficult to access, but which are
present in dozens of natural products. Such examples are
certainly more rare. For instance, Table 3 illustrates three
ubiquitous structures found in nature but which are not
currently found in marketed drugs. We offer here halo-
genated natural products such as those shown in Figure 1
as another salient example. Although there are hundreds
of such structures in nature, known to be formed by
haloperoxidase-induced cyclizations of polyene precur-
sors, synthetic methods for accessing these materials in

R,

X=Cl, Br

4-lsocymobarbatol

Source: Green algae,

Cymopolia barbata
Biological activity: Antimutagenic

Napyradiomycin B3
Source: Chainia rubra
Biological activity: Antibiotic, active
against gram positive bacteria

10-Bromo-o-chamigrene
Source: Red algae, Laurencia

Biological activity: Anthelmintic
activity

Azamerone
Source: New marine-derived
bacterium related to the
genus Streptomyces
Biological activity: cytoxicity

o-Snyderol
Source: Red algae, Laurencia
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the laboratory have proven difficult to identify [29°].
Thus, whether they are truly privileged or not remains
to be secen, as more thorough testing is needed and
synthesis has yet to deliver them broadly for such pur-
poses. Yet, given their prevalence in nature, finding such
methods would appear worthwhile.

What we can state with certainty is that we have not
reached saturation in terms of the number of possible
privileged scaffolds whose members can modulate bio-
logical systems. Hopefully in time much more will have
been accomplished in terms of their synthesis, screening,
and identification, with biomedical research advanced
significantly as a result.
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