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Abstract

Deregulation of the ubiquitin proteasome system (UPS) has been implicated in the pathogenesis of
many human diseases, including cancer and neurodegenerative disorders. The recent approval of
the proteasome inhibitor Velcade® (bortezomib) for the treatment of multiple myeloma and mantle
cell lymphoma establishes this system as a valid target for cancer treatment. We review here new
patented proteasome inhibitors and patented small molecule inhibitors targeting more specific UPS
components, such as E3 ubiquitin ligases and deubiquitylating enzymes.

Publication history: Republished from Current BioData's Targeted Proteins database (TPdb;

http://www.targetedproteinsdb.com).

Introduction

The ubiquitin proteasome system is an important non-lys-
osomal protein degradation pathway. Ubiquitin is a 76
amino acid polypeptide highly conserved throughout
evolution and abundant in eukaryotic cells [1-3]. The con-
jugation of ubiquitin to protein substrates is a multi-step
process involving ubiquitin activation by the E1 conjugat-
ing enzyme and its transfer, mediated by ubiquitin conju-
gases (E2) and E3 ubiquitin ligases, to an internal lysine
residue on the substrate [4-7].

The covalent attachment of multi-ubiquitin molecules
(linked by lysines at residues 48) to target substrates
mostly leads to protein degradation by the multi-catalytic
proteasome complex [8-10]. Mono- and polyubiquityla-
tion can be reversed by deubiquitylating enzymes
(DUBs), which specifically cleave the isopeptide bond at
the C-terminus of ubiquitin [11]. Changes in the function
of components of the UPS have been associated with
many disease states, including oncogenesis [12], inflam-

mation [13,14], viral infection [15,16], CNS disorders
[17,18] and metabolic dysfunction [19]. The involvement
of a large number of components in the UPS suggests that
there may be many potential target sites for pharmacolog-
ical interference in the ubiquitin regulatory machinery
[20] (Figure 1). In this review, we assess advances in the
discovery and development of patented small-molecule
inhibitors of the major components of the UPS pathway
(see additional date file 1 for recent patent applications
related to inhibitors in the UPS), without considering pat-
ents on methods or target validation in the UPS.

Proteasome inhibitors

The attachment of ubiquitin to proteins to form K48-
linked polyubiquitin conjugates mostly results in proteo-
lytic degradation by a complex cellular structure, the pro-
teasome. Three proteasomal subunits (B 1, B2 and B5)
have enzymatic activities, described as chymotryptic-like,
tryptic-like and post-glutamyl peptidyl hydrolytic-like
[21]. Peptide boronic acids reversibly inhibit the chymot-
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these components are described in additional data file I.

ryptic-like activity of the proteasome very efficiently and
specifically. One compound, bortezomib (marketed
under the name of Velcade®[22]), was selected for inten-
sive studies and finally approved by the FDA in 2003 for
the treatment of multiple myeloma [10,23] and in 2006
for the treatment of mantle cell lymphoma (Figure 2a).
Closely related analogs of bortezomib, such as boronic
acid derivatives, benzylmalonic- and amino acid-based
derivatives, and boronic ester have been patented as pro-
teasome inhibitors [24,25]. Other compounds with
boronic acid or ester function, such as lactam derivatives,
have also been patented, with ICs, values in the low
nanomolar to 100 pM range, without results disclosed
[26].

In the wake of bortezomib and its analogs, a second gen-
eration of drugs targeting the proteasome is emerging.

These drugs include salinosporamide A (NPI-0052)
[27,28] (Figure 2b), a secondary metabolite derived from
a novel obligate marine actinomycete (Salinispora tropi-
cana), and its analogs [29]. NPI-0052 is a highly potent
and selective 20S proteasome inhibitor with irreversible
activity against all three catalytic sites. In preclinical stud-
ies, NPI-0052 has been shown to outperform bortezomib,
as it was active against myeloma cells resistant to borte-
zomib, steroids and thalidomide, and was less toxic to
normal cells. Studies using human multiple myeloma
xenografts showed that NPI-0052 is well tolerated, pro-
longs survival and reduces tumor recurrence, thus sup-
porting its use to treat multiple myeloma [30]. A phase I
trial was recently initiated in the US, in patients with solid
tumors and lymphomas. Open analogs of salinospo-
ramide A, such as 2-pyrrolidone derivatives from microor-
ganisms (Streptomyces JS360), have been also described
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[31]. With a fluorogenic substrate, the most potent com-
pound (Figure 2¢) was shown to inhibit human red blood
cell 20S proteasome activity in vitro with an ICy, of 0.2
nM. Other natural compounds, such as (-)-epigallocate-
chin 3-gallate ((-)-EGCG), the most abundant catechin in
green tea, act as chemoprotective and anticancer agents by
inhibiting the chymotrypsin-like activity of the purified
20S proteasome in vitro (IC, of 0.086 pM; Figure 2d[32]).
Analogs of (-)-EGCG have been patented, the most
potent of which is a benzilate derivative with an IC, of
0.59 pM against purified 20S proteasome [33,34] (Figure
2e).

A synthetic analog of epoxomicin, PR-171 [35], irreversi-
bly inhibits the chymotryptic site (Figures 2f-2g). Phase I
trials are underway, evaluating PR-171 in patients with
multiple myeloma and non-Hodgkin's lymphoma. Other
analogs of eponemycin and epoxomicin have been also
reported to inhibit the proteasome [36]. In this patent,
compounds such as ER-805751 (Figure 2h) were classi-
fied as bortezomib analogs with the boronic function
replaced by an epoxide group. This class of compounds
was tested in cell growth, cytotoxicity and proteasomal
activity assays, but no specific biological data were pre-
sented. However, xenograft studies with ER-805751 were
described. This compound inhibits MDA-MB-435 cell
growth when administered at doses of 5 and 10 mg/kg,
three days per week for four weeks.

Peptides with a sequence of up to 45 glutamine residues
linked to aldehyde, boronate or epoxyketone have been
shown to inhibit archaebacterial proteasomal activity in
vitro with minimal effects on mammalian proteasomes,
suggesting that they could be used to treat bacterial infec-
tions [37]. Lipopeptides and biotinylated-lipopeptides
have also been patented as non-covalently bound protea-
some inhibitors [38]. The most active of these compounds
are lipopeptides (Figures 2i-2j), which inhibit yeast 20S
proteasome activity in vitro with an IC5, of 35 pM. A fam-
ily of heteroaryl substituted tri- or tetra-peptide deriva-
tives has also been reported to inhibit proteasome activity
[39]. The inhibitory efficiency of various compounds,
such as that depicted in Figure 2k, was tested on human
26S proteasome activity in vitro, human tumor cell prolif-
eration and p21 accumulation in cells. This class of com-
pounds was described as active in these assays but no
specific biological data were disclosed. Tyropeptin A ana-
logs have additionally been patented as potent proteas-
ome inhibitors [40]. All the compounds presented in this
patent were aldehydes with the potential to act as irrevers-
ible analogs. The most potent compound (A7) (Figure 21)
exhibited an ICs, of 18.5 nM in HCT-8 human colon car-
cinoma cells.

http://www.biomedcentral.com/1471-2091/8/S1/S14

Finally, known proteasome inhibitors (bortezomib,
MG132 (Figure 2m) and ritonavir (Figure 2n)) have also
been patented for additional indications, such as neuro-
degeneration [41,42], contraception [43], cardiovascular
dysfunction [44], fibrosis [45], dry eye disorder [46] and
viral infections [47,48], indicating many potential thera-
peutic indications for proteasome inhibitors. A more
exhaustive description of the different classes of proteas-
ome inhibitors, not only restricted to patented inhibitors,
has been reviewed in detail elsewhere [10,49].

El-conjugating enzyme inhibitors

A family of benzothiazole derivatives has been reported to
inhibit the E1 activating agent, preventing the transfer of
ATP-activated ubiquitin to different E2 conjugating agents
(UbcH10 and UbcH5c) in an in vitro fluorescent assay
[50]. These inhibitors, which compete for ATP, are illus-
trated in Figure 3a. Another patent claimed to have iden-
tified inhibitors of mouse ubiquitin-activating enzyme E1
(UBE1) by monitoring E2 (Ubc2)-ubiquitin complex for-
mation (ICs, below 100 nM) using homogeneous time-
resolved fluorescence (HTRF®) assays [51] (represented in
Figure 3b). Proliferation and in vivo anti-tumor efficacy
have been assessed for this class of compounds, but the
results have not been disclosed. The compounds included
in both patents require further investigation, focusing on
specificity and cell pharmacology, to confirm that E1l
enzymes are relevant targets for the UPS. Indeed, it is
likely that multiple pathways could be affected by target-
ing the E1 machinery and we cannot exclude that many of
these pathways could be important for the functions of
normal cells.

E3 ubiquitin ligase inhibitors

E3 ubiquitin ligases form two major classes: (i) the HECT
(homologous to E6AP C-terminus) domain E3s, which
bind their cognate E2s and transiently accept ubiquitin at
a cysteine residue [52], and (ii) the RING (really interest-
ing new gene) domain E3s, which function as scaffold
proteins without forming a thiolester intermediate [53].
The RING domain E3s exist as a single peptide or as mul-
tiple-component complexes [54].

Small molecule inhibitors of E3 ligase-mediated p27
ubiquitylation have been patented [55]. However, despite
claims that these compounds could regulate ubiquityla-
tion, their in vitro activities and the drug target are not pre-
sented. Such compounds (compound 17 in additional
data file 1; Figure 4a) induce G1 arrest and apoptosis in
MDA-MB-435 human breast cancer cells. Several specific
E3 ubiquitin ligase inhibitors are discussed below.

TRAF6 inhibitors
The RING E3 ligase TRAFG6 is involved in NF-«B signaling
[56]. Since the NF-«xB pathway is involved in many impor-

Page 4 of 12

(page number not for citation purposes)



BMC Biochemistry 2007, 8(Suppl 1):S14

N
b
H H
BC\O 9 >_©7N
o }—CH;
o

Figure 3
Representative El conjugating enzyme inhibitors (a-b)

http://www.biomedcentral.com/1471-2091/8/S1/S14

=H
(I-2) (-6, I-10, I-11)

H N~si

tant processes such as inflammation and cell survival,
inhibition of the ubiquitin ligase activity of TRAF6 could
be relevant to the treatment of inflammation and cancers
[57]. Several benzoxadiazole derivatives were shown to
inhibit TRAF6 autoubiquitylation in vitro (ICs, below
1uM), in the presence of Uev1A and Ubc13, by ELISA and
western blot experiments [58]. These compounds were
also shown to affect proliferation of A549 and H1299 can-
cer cell lines using a cell viability assay (1<IC5,<20 pM;
Figure 4b).

POSH inhibitors

POSH is an E3 ubiquitin ligase containing a RING
domain. The ubiquitylation activity of human POSH is
required to target the HIV Gag protein to the plasma
membrane and is essential for HIV type-1 production
[59]. In vitro POSH autoubiquitylation assays identified
13 series of POSH antagonists [60]. Series 1, 3 and 4
appear the most promising, with IC;, values below 1 pM
(compounds 19, 20, 21 in additional data file 1; Figures
4c-4e). Interestingly, these compounds are more selective
for POSH activity than for the activities of the MDM2, c-
CBL and E2 enzymes, and they affect the maturation of
HIV particles in a virus-like particle assay (less than 50 %
at 3 pM).

Inhibitors of the MDM2/p53 axis

MDM2, a member of the RING E3 family, is a crucial reg-
ulator of p53 stability [61]. MDM2 is amplified or over-
produced in many malignant tumors [62], and p53
pathway activation by MDM?2 inhibition is well estab-
lished as a target in the development of new therapeutic
agents for cancer [63]. A family of 5-deazaflavin deriva-
tives (including HLI98, Figure 4f) has been identified as
inhibiting MDM2 ubiquitin ligase activity [64,65]. These
compounds, which stabilize p53 and MDM2, and induce
apoptosis, establish proof-of-principle for the inhibition

of E3 ligase activity. However, the development of more
drug-like analogs is required for future clinical develop-
ment. Heterocyclic derivative inhibitors of MDM2-medi-
ated p53 ubiquitylation were recently described in
vitro[66]. These compounds (illustrated here by com-
pound 23 (see additional data file 1) (Figure 4g) and a
family including compounds 243, b and c (see additional
data file 1) (Figures 4h-4k)) have been shown to decrease
cancer cell proliferation using a cell viability assay and to
increase p53-dependent transcription using stable cells
carrying a p53-dependent transcriptional regulatory ele-
ment linked to a luciferase reporter gene. However, the
effects of these compounds on autoubiquitylation of APC,
a cell cycle-regulated E3 ubiquitin ligase that controls
both entry and exit from mitosis, render the interpretation
more difficult [67]. Active rhodanine derivatives have also
been patented for inhibiting MDM2-mediated p53 ubiq-
uitylation, with an IC,, of 74 nM for the most potent com-
pound (Figure 41) [68]. No cellular data were disclosed,
but specific compounds, such as compound 26 (Figure
4m), which inhibits MDM2-mediated p53 ubiquitylation
(0.45 pM) more efficiently than APC2/APC11 autoubiq-
uitylation (IC5,>1000 pM), were identified.

Inhibitors of the MDM2-p53 interaction

MDM2-mediated p53 ubiquitylation can also be inhib-
ited by directly targeting the protein-protein interaction
between p53 and MDM2. Nutlins, which are derived from
cis-imidazoline (Figure 5a), and were recently identified
by high-throughput screening and structure-based opti-
mization, are the first potent and selective patented small
molecule inhibitors of the p53-MDM?2 interaction
[69,70]. These compounds bind MDM2 and inhibit
growth of osteosarcoma and colon carcinoma cell lines in
a p53-dependent manner. They have also been shown to
suppress the growth of established osteosarcoma
xenografts in nude mice. Another compound, RITA, was

Page 5 of 12

(page number not for citation purposes)



BMC Biochemistry 2007, 8(Suppl 1):S14

Y - ~
\V/"‘\V/ :\,/’:':Q,r’ \— _/\7
[ “‘,i(\w:
a b
‘ =
VR
g 1 XL
M0 \ ” I\
NL A3
d e
o P
I ?
AN A¢
NC T Z
g h
w ¢ NO,
%"‘\@ X0 (j
Cl
Cl
i k
S S W
m

Figure 4
Representative E3 ubiquitin ligase inhibitors (a-m)

http://www.biomedcentral.com/1471-2091/8/S1/S14

T O~
: L~

HO” ]

identified in a cell proliferation assay with isogenic cancer
cells differing in p53 status (HCT116 colon cancer cells).
This compound has been shown to bind p53 in vitro using
fluorescence correlation spectroscopy and to prevent
P53-MDM?2 interaction in vitro and in vivo, thus inducing
the accumulation of p53 in U20S osteosarcoma cell lines
[71]. The same group (at the Karolinska Institute) also
identified, by ELISA experiments, tricyclic derivatives [72]
as inhibitors of the p53-MDM?2 interaction and con-
firmed their inhibitory effects in HCT116 cells; namely
decreased p53 ubiquitylation and increased p53 levels
(Figure 5b). This compound was also shown to inhibit the
growth of HCT116 and U20S cells in a p53-dependent

manner using cell viability and colony formation assays.
Design of compounds based on the structure of the
MDM2-p53 binding pocket led to the identification of an
entirely new class of MDM2-p53 antagonists based on
the spirooxindole core structure. Some of these inhibitors
specifically inhibit the growth of a p53-positive prostate
cancer cell line [73,74]. One such compound, Ke-43 (Fig-
ure 5c), inhibits the p53-MDM2 interaction competi-
tively, with an IC;, of 18 nM. Interestingly, a correlation
between in vitro and cellular activity has been demon-
strated. Other compounds, such as isoindolin-1-one-
based inhibitors or 1,4-benzodiazepinedine derivatives
(Figures 5d-5f), have been shown to inhibit p53-MDM2
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Figure 5
Representative inhibitors of the p53—MDM2 interaction (a-i)

interaction in vitro (in the micromolar range) and to
induce p53-dependent gene transcription in cancer cell
lines [75-78].

Small molecules, such as substituted 4-Phenylpiperazine
[79], or substituted piperidine [80], were identified as
antagonists of the p53-MDM2 interaction in ELISA assays
in vitro, with activity in the micromolar range; however,
no cell pharmacology studies were carried out for these
molecules (Figures 5g-5h). Several compounds selected
for their ability to induce p53 and to decrease cell prolif-
eration in U87MG glioblastoma cells (ICs, approximately
10 nM) have recently been patented [81] (compound 35
in additional data file 1; Figure 5i). However, the mecha-
nism leading to p53 upregulation was not described.

These families of compounds differ structurally and are
leading candidates for the development of anti-cancer
drugs.

Deubiquitylating enzyme inhibitors

Another way to interfere with the UPS is to target the ubig-
uitin deconjugation system, by inhibiting deubiquitylat-
ing enzymes. The human genome encodes approximately
95 putative DUBs [11], divided into five subclasses, of
which the USP (ubiquitin-specific protease) and UCH
(ubiquitin C-terminal hydrolase) enzymes are the best
characterized [11].

The first patented small molecule inhibitors of cellular

ubiquitin isopeptidases (cyclopentenone PNGs), which
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Figure 6
Representative deubiquitylating enzyme inhibitors (a-e)
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have been identified using ubiquitin-PEST and z-LRGG-
AMC as substrates, induce cellular accumulation of poly-
ubiquitylated proteins and cause apoptosis in colon can-
cer cells [82-84] (Figures 6a-6b). Interestingly, cell death
correlated with inhibition of isopeptidase activity. How-
ever, the existence of any selective inhibition on the vari-
ous isopeptidase family members has not been disclosed.
A molecular determinant conferring activity has been
identified in this class of inhibitors, leading to the charac-
terization of additional inhibitors with similar activities,
such as dibenzylideneacetone (DBA), curcumin and
shikoccin (NSC-302979) (Figures 6¢-6e).

USP7 (or HAUSP) silencing results in p53 induction
mainly due to the deubiquitylating activity of USP7 on its
primary target, MDM?2 [85,86]. In addition, USP7 has
been recently involved in deubiquitylation of monoubig-
uitylated FOXO4, thus resulting in FOXO4 inactivation by
nuclear export and upregulation of the oncogenic PI3K/
PKB signaling pathway [87]. These findings suggest that
the targeting of USP7 with small molecule inhibitors
could be useful for treating cancer. High-resolution anal-
yses of the structures of USP7 in complex with some of its
substrates (MDM2, p53 and EBNAI1) have identified a

consensus sequence for USP7 binding [88,89]. Recently
patented are synthetic inhibitors of USP7 protein binding
containing the polypeptide portion P!-Gly-P3-Ser, where
P! is a glutamic acid residue or an amino acid with a non-
polar side chain and P3 is a glycine residue or an amino
acid with a non-polar side chain [90]. High-throughput
screening of 65,000 molecules for full-length USP7
cysteine protease activity in vitro led to the identification
of several drug-like hits [91]. One such molecule, HBX
41,108 (ICs, values of 0.53 pM), stabilizes p53 in vitro,
activates p53 target gene transcription without genotoxic
stress in HCT116 colon cancer cells, inhibits cell growth
and promotes apoptosis [92].

Ubiquitin-specific protease-8 (USP8) silencing has been
shown to induce G1 arrest and apoptosis in several tumor
cell lines. Small molecule inhibitors of USP8
(HBX 90,397 and HBX 90,659) have been shown to
inhibit HCT116 and PC3 cell growth, and to display spe-
cificity for USP8 among a panel of cysteine proteases [91].

Compounds active on USP2 and UCH-L3 have also been
identified in a fluorescence polarization assay [93]. The
compounds are disclosed to show IC;, values ranging
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from 100 nM to 50 pM for UCH-L3 and 100 nM to 100
M for USP2. No specific biological data are presented.

Additional intervention points in the UPS
Inhibitors of the ubiquitylated substrate/proteasome
interface

A chemical genetic screen of more than 100,000 com-
pounds in Xenopus extracts led to the identification of
ubistatins, which block the binding of ubiquitylated sub-
strates to the proteasome [94,95]. Compounds 41 and 42
(see additional data file 1) (Figures 7a-7b) compete with
the ubiquitin chain receptors of the proteasome for bind-
ing to the ubiquitin-ubiquitin interface of ubiquitylated
substrates. Despite their negative charges and lack of cell
permeability, ubistatins provide a new therapeutic inter-
vention point in the UPS.

Exogenous ubiquitin as an immunomodulator

Exogenous ubiquitin has been reported to have anti-
inflammatory effects in endotoxic and traumatic shock
[96,97], and this discovery has been patented [98]. This
immunomodulatory property could be used for new
approaches to the treatment of inflammation. Little is
known about the mechanism of action of exogenous
ubiquitin, but its uptake and conjugation to intracellular
proteins have recently been demonstrated, providing a
new method of interfering with the UPS after inflamma-
tory stimuli [99].

Conclusion and new frontiers

The increasing number of patented inhibitors affecting
the UPS discovered over the last three years clearly illus-
trates a growing interest in this system as a target pathway
for the development of new therapies. New proteasome
inhibitors now in clinical development, such as NPI-0052
or PR-171, appear to be promising candidates to follow

on from bortezomib in cancer treatment. The ‘passive’
role traditionally attributed to the proteasome is being
challenged by the discovery of proteasome-associated
proteins involved in the modulation of proteasome func-
tion, such as ubiquitin binding proteins, E3 ubiquitin
ligases or deubiquitylating enzymes. In that context, we
can hypothesize that targeting these proteins rather than
targeting the classical proteasomal catalytic sites may
result in distinct phenotypes.

Upstream from the proteasome, the UPS provides many
additional targets for small molecule inhibitors (Figure
1). These potential therapeutic intervention points, such
as E3 ligases or deubiquitylating enzymes, are now tar-
geted for inhibition by small molecules. The main strate-
gies consist of either selectively blocking the catalytic
activity of these enzymes or preventing the enzyme-sub-
strate interaction. Due to the important role of MDM2 in
promoting degradation of the p53 tumor suppressor, con-
siderable efforts have been devoted to the identification of
MDM?2 inhibitors. Some of these compounds, such as
Nutlins, appear very promising as cancer therapeutics
since they are effective in animal models upon oral
administration without noticeable toxicity. These inhibi-
tors of the p53-MDM2 interaction also provide strong
support for the therapeutic application of selective disrup-
tion of protein-protein interactions. Inhibition of E3
ligase activity is still a significant challenge due to the
complexity of the ubiquitin conjugation system. Indeed,
even with the less complex (HECT) monomeric E3 ligases
(when compared with the multi-components E3s), bio-
chemical assay requires at least two additional enzymes:
an E1 and an E2. In this context, counterscreens must be
performed to eliminate non-selective hits and thiol-reac-
tive compounds.
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Regarding most of the deubiquitylating enzymes, there is
no need to supply additional purified proteins for HTS
(high-throughput screening) assays. These proteins also
appear more “drugable” than E3 ubiquitin ligases since
many of them belong to the large cysteine protease family,
a family of enzymes presently targeted by more than ten
cysteine protease inhibitors at various phases of clinical
development/trials for diverse diseases [100,101]. Future
studies, particularly aimed at identifying potential sub-
strates of deubiquitylating enzymes, as well as at deter-
mining the effects of loss of function of these enzymes,
will rapidly advance our understanding of the roles of
DUBs. Current efforts on this class of enzymes are also
focusing on development of biochemical HTS assays
based on cleavage of specific ubiquitylated substrates.

Since proteasome activity is essential for the survival of
any cell, proteasome inhibition targets an essential func-
tion. As such, bortezomib represents a novel generation of
cytotoxics. Unfortunately, it suffers, like most of the other
chemotherapeutics, from a narrow therapeutic index.
Compounds targeting oncogenic E3 ligases or DUBs
could show a better specificity, a lower toxicity and possi-
bly a better potency than proteasome inhibitors.

The current focus for UPS-targeted therapies is cancer, but
given the dysregulation of the UPS in many other diseases
such as inflammation, metabolic dysfunction, CNS disor-
ders and infectious diseases, it is not unreasonable to
expect more drug discovery efforts related to these pathol-
ogies in the near future.

Abbreviations

UPS (Ubiquitin Proteasome System), DUB (Deubiquit-
ylating Enzyme), FDA (Food and Drug Administration),
IC;, (Inhibitor concentration needed to inhibit 50% of
activity), (-)-EGCG ((-)-Epigallocatechin 3-gallate), ATP
(Adenosine Triphosphate), HTRF®* (Homogeneous Time-
Resolved Fluorescence), HECT (Homologous to EGAP C-
terminus), RING (Really Interesting New Gene), HIV
(Human Immunodeficiency Virus), APC (Anaphase Pro-
moting Complex), AMC (Amino-4-Methyl Coumarin),
DBA (Dibenzylideneacetone), USP (Ubiquitin-Specific
Protease), UCH (Ubiquitin C-terminal Hydrolase), HTS
(High Throughput Screening).

Competing interests

Philippe Guedat and Frédéric Colland are current employ-
ees of Hybrigenics laboratories and authors of Patent No.
WO02007017758.

http://www.biomedcentral.com/1471-2091/8/S1/S14

Additional material

Additional data file 1

Recent patent applications related to inhibitors in the ubiquitin proteas-
ome system. The data file lists recent patent applications related to inhib-
itors in the ubiquitin proteasome system, detailing specific target,
compound, assignee(s), stage of development and relevant references.
Click here for file
|http://www.biomedcentral.com/content/supplementary/1471-
2091-8-S1-S14-S1.xls]

Acknowledgments
We would like to thank Laurent Daviet and Rémi Delansorne for critical
reading of the manuscript.

This article has been published as part of BMC Biochemistry Volume 8 Sup-
plement 1, 2007: Ubiquitin-Proteasome System in Disease Part I. The full
contents of the supplement are available online at http://www.biomedcen
tral.com/1471-2091/8?%ssue=S|.

References

. Ciechanover A, Elias S., Heller H., Ferber S., Hershko A.: Charac-
terization of the heat-stable polypeptide of the ATP-depend-
ent proteolytic system from reticulocytes. | Biol Chem 1980,
255(16):7525-7528.

2.  Ciechanover A, Heller H., Elias S., Haas A.L,, Hershko A.: ATP-
dependent conjugation of reticulocyte proteins with the
polypeptide required for protein degradation. Proc Natl Acad
Sci U S A 1980, 77(3):1365-1368.

3. Hershko A., Ciechanover A., Heller H., Haas A.L, Rose L. A.: Pro-
posed role of ATP in protein breakdown: conjugation of pro-
tein with multiple chains of the polypeptide of ATP-
dependent proteolysis. Proc Natl Acad Sci U S A 1980,
77(4):1783-1786.

4. Hershko A, Heller H., Elias S., Ciechanover A.: Components of
ubiquitin-protein ligase system. Resolution, affinity purifica-
tion, and role in protein breakdown. | Biol Chem 1983,
258(13):8206-8214.

5. Finley D., Ciechanover A., Varshavsky A.: Thermolability of ubiq-
uitin-activating enzyme from the mammalian cell cycle
mutant ts85. Cell 1984, 37(1):43-55.

6.  Pickart C.M.: Mechanisms underlying ubiquitination. Annu Rev
Biochem 2001, 70:503-533.

7.  Glickman M.H., Ciechanover A.: The ubiquitin-proteasome pro-
teolytic pathway: destruction for the sake of construction.
Physiol Rev 2002, 82(2):373-428.

8. Chau V., Tobias J.W., Bachmair A., Marriott D., Ecker D.J., Gonda
D.K., Varshavsky A.: A multiubiquitin chain is confined to spe-
cific lysine in a targeted short-lived protein. Science 1989,
243(4898):1576-1583.

9. Gregori L., Poosch M.S,, Cousins G., Chau V.: A uniform isopep-
tide-linked multiubiquitin chain is sufficient to target sub-
strate for degradation in ubiquitin-mediated proteolysis. |
Biol Chem 1990, 265(15):8354-8357.

10. Adams ).: The proteasome: a suitable antineoplastic target.
Nat Rev Cancer 2004, 4(5):349-360.

I'l.  Nijman S.M., Luna-Vargas M.P., Velds A., Brummelkamp T.R., Dirac
AM, Sixma T.K,, Bernards R.: A genomic and functional inven-
tory of deubiquitinating enzymes. Cell 2005, 123(5):773-786.

12. Hoeller D., Hecker C.M., Dikic l.: Ubiquitin and ubiquitin-like
proteins in cancer pathogenesis. Nat Rev Cancer 2006,
6(10):776-788.

13.  Palombella V., Rando O.)., Goldberg A.L., Maniatis T.: The ubiqui-
tin-proteasome pathway is required for processing the NF-
kappa Bl precursor protein and the activation of NF-kappa
B. Cell 1994, 78(5):773-785.

Page 10 of 12

(page number not for citation purposes)


http://www.biomedcentral.com/content/supplementary/1471-2091-8-S1-S14-S1.xls
http://www.biomedcentral.com/1471-2091/8?issue=S1
http://www.biomedcentral.com/1471-2091/8?issue=S1
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6249802
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6249802
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6249802
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6769112
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6769112
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6769112
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6990414
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6990414
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6990414
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6305978
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6305978
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6305978
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6327059
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6327059
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=6327059
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11395416
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11917093
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11917093
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2538923
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2538923
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2160452
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2160452
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2160452
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15122206
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16325574
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16325574
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16990855
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16990855
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8087845
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8087845
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8087845

BMC Biochemistry 2007, 8(Suppl 1):S14

20.
21.

22.

23.
24.
25.

26.
27.

28.

29.
30.

31
32.

33.

34.

35.
36.
37.
38.
39.
40.

42.
43.
44.
45.
46.
47.
48.
49.

Wang J., Maldonado M.A.: The ubiquitin-proteasome system
and its role in inflammatory and autoimmune diseases. Cell
Mol Immunol 2006, 3(4):255-261.

Scheffner M., Werness B.A., Huibregtse ].M,, Levine AJ., Howley P.M.:
The E6 oncoprotein encoded by human papillomavirus types
16 and 18 promotes the degradation of p53. Cell 1990,
63(6):1129-1136.

Gao G, Luo H.: The ubiquitin-proteasome pathway in viral
infections. Can | Physiol Pharmacol 2006, 84(1):5-14.

Mori H., Kondo J., lhara Y.: Ubiquitin is a component of paired
helical filaments in Alzheimer's disease. Science 1987,
235(4796):1641-1644.

Rubinsztein D.C.: The roles of intracellular protein-degrada-
tion pathways in neurodegeneration. Nature 2006,
443(7113):780-786.

Bodine S.C., Latres E., Baumhueter S., Lai V.K., Nunez L., Clarke B.A.,
Poueymirou W.T., Panaro FJ., Na E., Dharmarajan K., Pan Z.Q,,
Valenzuela D.M., DeChiara T.M,, Stitt T.N., Yancopoulos G.D., Glass
D.J.: Identification of ubiquitin ligases required for skeletal
muscle atrophy. Science 2001, 294(5547):1704-1708.

Nalepa G., Rolfe M., Harper ].W.: Drug discovery in the ubiqui-
tin-proteasome system. Nat Rev Drug Discov 2006, 5(7):596-613.
DeMartino G.N.,, Slaughter C.A.: The proteasome, a novel pro-
tease regulated by multiple mechanisms. | Biol Chem 1999,
274(32):22123-22126.

Adams ., Palombella V., Sausville E.A., Johnson J., Destree A., Laza-
rus D.D., Maas )., Pien CS., Prakash S., Elliott P.)J.. Proteasome
inhibitors: a novel class of potent and effective antitumor
agents. Cancer Res 1999, 59(11):2615-2622.

Millennium Pharmaceuticals, Inc; Johnson & Johnson: . US 5,780,454

(1998)
Kyorin Pharmaceuticals: . W02003033506 (2003), W0O2003033507
(2003)
Cephalon: WO2006086600 (2006), WO200521558 (2005),

WO2005016859 (2005)

Bristol-Myers Squibb: . WO2004064755 (2004)

Chauhan D, Catley L., Li G., Podar K., Hideshima T., Velankar M., Mit-
siades C., Mitsiades N., Yasui H., Letai A, Ovaa H., Berkers C,
Nicholson B., Chao T.H., Neuteboom S.T., Richardson P., Palladino
M.A., Anderson K.C.: A novel orally active proteasome inhibi-
tor induces apoptosis in multiple myeloma cells with mech-
anisms distinct from Bortezomib. Cancer Cell 2005,
8(5):407-419.

Nereus Pharmaceuticals: . WO2006060809 (2006), WO2005002572
(2005)

Harvard Medical School: . W0O2005099687 (2005)

Chauhan D., Hideshima T., Anderson K.C.: A novel proteasome
inhibitor NPI1-0052 as an anticancer therapy. BrJ Cancer 2006,
95(8):961-965.

Bayer: . W0O2004071382 (2004)

Nam S., Smith D.M., Dou Q.P.. Ester bond-containing tea
polyphenols potently inhibit proteasome activity in vitro and
in vivo. | Biol Chem 2001, 276(16):13322-13330.

Smith D.M., Wang Z,, Kazi A, Li L.H., Chan T.H., Dou Q.P.: Syn-
thetic analogs of green tea polyphenols as proteasome inhib-
itors. Mol Med 2002, 8(7):382-392.

The Hong Kong Polytechnic University; Wayne State University; Uni-
versity of South Florida; McGill University: . WO2006017981 (2006)
Proteolix, Inc.: . US2005245435 (2005), WO2006017842 (2006)
Eisai Co, Ltd: . W0O2003059898 (2003)

Harvard College: . W02005094423 (2005)

CNRS: . W0O2005061530 (2005)

Axys Pharmaceuticals: . W0O2004014882 (2004)

Numazu Bio-Medical Research Institute: . WO2005105826 (2005)
Children's Medical Center Corporation; Board of Trustees for the
Leland Stanford Junior University: . W0O2005014783 (2005)

ALS Therapy Development Foundation: . WOO03101481 (2003)

The curators of the University of Missouri: . W02004073624 (2004)
University of Berlin: . W02004012732 (2004)

University of Berlin: . W0O2004011019 (2004)

Alcon, Inc.: . WO0294311 (2002)

University of Berlin: . W02004004749 (2004)

Viromics GMBH: . WO03084551 (2003)

Delcros J.G., Floc'h M.B,, Prigent C., Arlot-Bonnemains Y.: Proteas-
ome inhibitors as therapeutic agents: current and future
strategies. Curr Med Chem 2003, 10(6):479-503.

50.
52.

53.
54.

55.
56.

57.

58.
59.

60.
6l.

62.

63.
64.

65.
66.
67.

68.

69.

70.

71.

72.
73.

74.
75.

76.
77.

http://www.biomedcentral.com/1471-2091/8/S1/S14

Rigel: . W0O2005037845 (2005)

Millenium Pharmaceuticals, Inc.: . W0O2006084281 (2006)

Scheffner M., Nuber U., Huibregtse J.M.: Protein ubiquitination
involving an EI-E2-E3 enzyme ubiquitin thioester cascade.
Nature 1995, 373(6509):81-83.

Joazeiro C.A., Weissman A.M.: RING finger proteins: mediators
of ubiquitin ligase activity. Cell 2000, 102(5):549-552.
Pickart C.M.: Back to the future with ubiquitin.
116(2):181-190.

Signal Pharmaceuticals: . WO03 105774 (2003)

Deng L., Wang C,, Spencer E., Yang L., Braun A, You J., Slaughter C.,
Pickart C., Chen Z.).: Activation of the IkappaB kinase complex
by TRAF6 requires a dimeric ubiquitin-conjugating enzyme
complex and a unique polyubiquitin chain. Cell 2000,
103(2):351-361.

Chen Z.J.: Ubiquitin signalling in the NF-kappaB pathway. Nat
Cell Biol 2005, 7(8):758-765.

Rigel: . W0O2006002284 (2006)

Alroy |., Tuvia S., Greener T., Gordon D., Barr H.M,, Taglicht D., Man-
dil-Levin R., Ben-Avraham D., Konforty D., Nir A., Levius O., Bicoviski
V., Dori M., Cohen S., Yaar L., Erez O., Propheta-Meiran O., Koskas
M., Caspi-Bachar E., Alchanati l., Sela-Brown A., Moskowitz H., Tess-
mer U,, Schubert U., Reiss Y.: The trans-Golgi network-associ-
ated human ubiquitin-protein ligase POSH is essential for
HIV type | production. Proc Natl Acad Sci U S A 2005,
102(5):1478-1483.

Proteologics: . W0O2005007141 (2005)

Momand J., Zambetti G.P., Olson D.C., George D., Levine AJ.: The
mdm-2 oncogene product forms a complex with the p53
protein and inhibits p53-mediated transactivation. Cell 1992,
69(7):1237-1245.

Oliner ).D., Kinzler K.W., Meltzer P.S., George D.L., Vogelstein B.:
Amplification of a gene encoding a p53-associated protein in
human sarcomas. Nature 1992, 358(6381):80-83.

Brooks C.L., Gu W.: p53 ubiquitination: Mdm2 and beyond. Mol
Cell 2006, 21(3):307-315.

Yang Y., Ludwig R.L., Jensen ).P., Pierre S.A., Medaglia M.V., Davydov
L.V., Safiran Y J., Oberoi P., Kenten J.H., Phillips A.C., Weissman A.M.,
Vousden K.H.: Small molecule inhibitors of HDM2 ubiquitin
ligase activity stabilize and activate p53 in cells. Cancer Cell
2005, 7(6):547-559.

US Health; IGEN International, Inc.: . WO2004073615 (2004)
Rigel: WO2006074262 (2006), WO2005007621
US2006 160869 (2006)

Huang J., Sheung J., Dong G., Coquilla C., Daniel-Issakani S., Payan
D.G.: High-Throughput Screening for Inhibitors of the E3
Ubiquitin Ligase APC. Methods Enzymol 2005, 399:740-754.
Rigel: . W0O2004043955 (2004)

Vassilev L.T., Vu B.T., Graves B., Carvajal D., Podlaski F., Filipovic Z.,
Kong N., Kammlott U., Lukacs C., Klein C., Fotouhi N., Liu EA.: In
vivo activation of the p53 pathway by small-molecule antag-
onists of MDM2. Science 2004, 303(5659):844-848.

Hoffmann-la Roche: . WO03051359 (2003), US20040204410 (2004),
US6617346 (2003), US2003153580 (2003), US2004259884 (2004),
WO2005003097 (2005), US2004259867 (2004), WO2005002575
(2005)

Issaeva N., Bozko P., Enge M., Protopopova M., Verhoef L.G., Masucci
M., Pramanik A., Selivanova G.: Small molecule RITA binds to
p53, blocks p53-HDM-2 interaction and activates p53 func-
tion in tumors. Nat Med 2004, 10(12):1321-1328.

Karolinska Institute: . W02004035580 (2004)

Ding K., Lu Y., Nikolovska-Coleska Z., Qiu S., Ding Y., Gao W.,
Stuckey J., Krajewski K., Roller P.P., Tomita Y., Parrish D.A., Des-
champs J.R., Wang S.: Structure-based design of potent non-
peptide MDM2 inhibitors. J Am Chem Soc 2005,
127(29):10130-10131.

University of Michigan: . US2006211757 (2006)

Hardcastle I.R., Ahmed S.U., Atkins H., Calvert A.H., Curtin NJ,
Farnie G., Golding B.T., Griffin RJ., Guyenne S., Hutton C., Kallblad
P., Kemp SJ., Kitching M.S., Newell D.R., Norbedo S., Northen J.S.,
Reid RJ., Saravanan K., Willems H.M., Lunec J.: Isoindolinone-
based inhibitors of the MDM2-p53 protein-protein interac-
tion. Bioorg Med Chem Lett 2005, 15(5):1515-1520.

Cancer Research Technology Ltd: . W02006024837 (2006)
Grasberger B.L., Lu T., Schubert C., Parks D.., Carver T.E., Koblish
H.K., Cummings M.D., LaFrance L.V., Milkiewicz K.L., Calvo RR,,

Cell 2004,

(2005),

Page 11 of 12

(page number not for citation purposes)


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16978533
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16978533
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2175676
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2175676
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2175676
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16845885
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16845885
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3029875
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3029875
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17051204
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17051204
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11679633
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11679633
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16816840
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16816840
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10428771
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10428771
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10363983
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10363983
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10363983
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16286248
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16286248
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16286248
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17047643
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17047643
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11278274
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11278274
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11278274
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12393936
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12393936
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12393936
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12570694
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12570694
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12570694
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7800044
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7800044
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11007473
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11007473
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14744430
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11057907
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11057907
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11057907
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16056267
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15659549
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15659549
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15659549
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1535557
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1535557
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1535557
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1614537
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1614537
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1614537
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16455486
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15950904
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15950904
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16338393
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16338393
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14704432
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14704432
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14704432
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15558054
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15558054
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15558054
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16028899
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16028899
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15713419
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15713419
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15713419

BMC Biochemistry 2007, 8(Suppl 1):S14

Maguire D., Lattanze ., Franks C.F., Zhao S., Ramachandren K., Byle-
byl G.R., Zhang M., Manthey C.L, Petrella E.C., Pantoliano M.W.,
Deckman I.C., Spurlino J.C., Maroney A.C., Tomczuk B.E., Molloy CJ.,
Bone R.F.. Discovery and cocrystal structure of benzodi-
azepinedione HDM2 antagonists that activate p53 in cells. |
Med Chem 2005, 48(4):909-912.

78. Johnson & Johnson: . WO03095625 (2003), US2003109518 (2003),
US2004220179 (2004), WO2004096 134 (2004)

79. Astra Zeneca: . WOO0015657 (2000)

80. Hoffmann-la Roche: . W0O2004080460 (2004)

8l. Janssen:. W02006032631 (2006)

82. Mullally J.E., Moos PJ., Edes K., Fitzpatrick F.A.: Cyclopentenone
prostaglandins of the ) series inhibit the ubiquitin isopepti-
dase activity of the proteasome pathway. | Biol Chem 2001,
276(32):30366-30373.

83. Mullally J.E, Fitzpatrick F.A.: Pharmacophore model for novel
inhibitors of ubiquitin isopeptidases that induce p53-inde-
pendent cell death. Mol Pharmacol 2002, 62(2):351-358.

84. University of Utah Research Foundation: . W02004009023 (2004)

85. Cummins J.M., Rago C., Kohli M., Kinzler K.W., Lengauer C., Vogel-
stein B.: Tumour suppression: disruption of HAUSP gene sta-
bilizes p53. Nature 2004, 428(6982):486.

86. Li M, Brooks C.L., Kon N., Gu W.: A dynamic role of HAUSP in
the p53-Mdm2 pathway. Mol Cell 2004, 13(6):879-886.

87. van der Horst A, de Vries-Smits A.M., Brenkman A.B., van Triest
M.H., van den Broek N., Colland F., Maurice M.M., Burgering B.M.:
FOXO4 transcriptional activity is regulated by monoubiqui-
tination and USP7/HAUSP. Nat Cell Biol 2006, 8(10):1064-1073.

88. Saridakis V., Sheng Y., Sarkari F., Holowaty M.N., Shire K., Nguyen T,
Zhang R.G,, Liao J., Lee W., Edwards A.M., Arrowsmith C.H., Frappier
L.: Structure of the p53 binding domain of HAUSP/USP7
bound to Epstein-Barr nuclear antigen | implications for
EBV-mediated immortalization. Mol Cell 2005, 18(1):25-36.

89. Hu M, Gu L, Li M, Jeffrey P.D., Gu W,, Shi Y.: Structural basis of
competitive recognition of p53 and MDM2 by HAUSP/USP7:
implications for the regulation of the p53-MDM2 pathway.
PLoS Biol 2006, 4(2):e27.

90. The Trustees of Princeton University: . W0O2006072046 (2006)

91. Hybrigenics SA: . W0O2007017758 (2007)

92. Colland F.: Ubiquitin and cancer: from molecular targets and
mechanisms to the clinic - AACR Special Conference. IDrugs
2006, 9(3):179-181.

93. Novartis AG: . W0O2007009715 (2007)

94. VermaR, Peters N.R., D'Onofrio M., Tochtrop G.P., Sakamoto K.M,,
Varadan R., Zhang M., Coffino P., Fushman D., Deshaies R)., King
R.W.: Ubistatins inhibit proteasome-dependent degradation
by binding the ubiquitin chain. Science 2004,
306(5693):117-120.

95. California Institute of Technology: . W02005025515 (2005)

96. Majetschak M., Cohn S.M., Nelson J.A,, Burton E.H., Obertacke U.,,
Proctor K.G.: Effects of exogenous ubiquitin in lethal endotox-
emia. Surgery 2004, 135(5):536-543.

97. Majetschak M., Cohn S.M., Obertacke U., Proctor K.G.: Therapeu-
tic potential of exogenous ubiquitin during resuscitation
from severe trauma. | Trauma 2004, 56(5):991-999. discussion
999-1000

98. University of Heidelberg; University of Miami: . W02004017902
(2004)

99. Majetschak M., Ponelies N., Hirsch T.: Targeting the monocytic
ubiquitin system with extracellular ubiquitin. Immunol Cell Biol
2006, 84(1):59-65.

100. Leung-Toung R., Zhao Y., Li W., Tam T.F., Karimian K., Spino M.:
Thiol proteases: inhibitors and potential therapeutic targets.
Curr Med Chem 2006, 13(5):547-581.

101. Turk B.: Targeting proteases: successes, failures and future
prospects. Nat Rev Drug Discov 2006, 5(9):785-799.

Publication history
Republished from Current BioData's Targeted Proteins

database (TPdb; http://www.targetedproteinsdb.com).

http://www.biomedcentral.com/1471-2091/8/S1/S14

Publish with BioMed Central and every
scientist can read your work free of charge

"BioMed Central will be the most significant development for
disseminating the results of biomedical research in our lifetime."
Sir Paul Nurse, Cancer Research UK
Your research papers will be:
« available free of charge to the entire biomedical community
« peer reviewed and publishedimmediately upon acceptance
« cited in PubMed and archived on PubMed Central
« yours — you keep the copyright

Submit your manuscript here:

O BioMedcentral
http://www.biomedcentral.com/info/publishing_adv.asp

Page 12 of 12

(page number not for citation purposes)


http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15715460
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15715460
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11390388
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11390388
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11390388
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12130688
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12130688
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12130688
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15057820
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15057820
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15053880
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15053880
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16964248
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16964248
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16964248
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15808506
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15808506
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15808506
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16402859
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16402859
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16523381
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16523381
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15459393
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15459393
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15118591
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15118591
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15179237
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15179237
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15179237
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16277638
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16277638
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16515521
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16515521
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16955069
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16955069
http://www.targetedproteinsdb.com
http://www.biomedcentral.com/
http://www.biomedcentral.com/info/publishing_adv.asp
http://www.biomedcentral.com/

	Abstract
	Publication history

	Introduction
	Proteasome inhibitors
	E1-conjugating enzyme inhibitors
	E3 ubiquitin ligase inhibitors
	TRAF6 inhibitors
	POSH inhibitors
	Inhibitors of the MDM2/p53 axis

	Inhibitors of the MDM2–p53 interaction
	Deubiquitylating enzyme inhibitors
	Additional intervention points in the UPS
	Inhibitors of the ubiquitylated substrate/proteasome interface
	Exogenous ubiquitin as an immunomodulator

	Conclusion and new frontiers
	Abbreviations
	Competing interests
	Additional material

	Acknowledgments
	References
	Publication history

