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Abstract
Background: CP-31398 is a small molecule that has been reported to stabilize the DNA-binding
core domain of the human tumor suppressor protein p53 in vitro. The compound was also reported
to function as a potential anti-cancer drug by rescuing the DNA-binding activity and, consequently,
the transcription activation function of mutant p53 protein in mammalian tissue culture cells and in
mice.

Results: We performed a series of gene expression experiments to test the activity of CP-31398
in yeast and in human cell cultures. With these cell-based assays, we were unable to detect any
specific stimulation of mutant p53 activity by this compound. Concentrations of CP-31398 that
were reported to be active in the published work were highly toxic to the human H1299 lung
carcinoma and Saos-2 cell lines in our experiments.

Conclusion: In our experiments, the small molecule CP-31398 was unable to reactivate mutant
p53 protein. The results of our in vivo experiments are in agreement with the recently published
biochemical analysis of CP-31398 showing that this molecule does not bind p53 as previously
claimed, but intercalates into DNA.

Background
The tumor suppressor protein p53 protects organisms
from malignancy by either inducing programmed cell
death or by arresting the cell cycle in response to cellular
stress. The intracellular concentration of p53 is tightly reg-
ulated at the posttranslational level and the protein is very
unstable under physiological conditions. Upon stress,
p53 is stabilized and can act as a potent transcription fac-
tor that activates a plethora of downstream target genes
[1,2]. The p53 target genes can be grouped into classes
according to their effect on a cell. One class is represented
by p21CIP, a cyclin dependent kinase inhibitor that is a
potent inhibitor of the cell cycle. Another class of p53 tar-
get genes, of which bax is the most known representative,

mediates p53-induced apoptosis. Other p53 target genes
prevent the process of angiogenesis [2].

Not surprisingly, p53 is inactivated in a wide variety of
human cancers [1,3]. Most mutations found in cancers are
mis-sense mutations mapping to the central core domain
of p53, which confers sequence-specific DNA binding
activity to the protein. These mutations can cause destabi-
lization of the core domain and loss of the DNA binding
function. Thus, most mutant p53 proteins lack the ability
to bind the DNA control elements of their target genes
and fail to activate their expression. As a consequence,
cells lacking functional p53 are unable to arrest the cell
cycle or to undergo apoptosis in response to genotoxic
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stress. Since lack of p53 function plays such a central role
in cancer development and in resistance to treatment,
there has been much interest in the search of means and
molecules to reactivate mutant forms of p53 [4-9].

A report by Foster et al. [7] generated special interest since
it reported the discovery of a class of small molecules that
was able to stabilize the p53 core domain. Not only were
these compounds reported to stabilize the active confor-
mation of wild type p53 but they were also shown to sta-
bilize mutant p53 forms and enable them to activate
transcription of p53 target genes. While the initial screen-
ing was conducted by an in vitro assay, activity of these
compounds was subsequently confirmed in cell culture
experiments and in a xenograft tumor mouse model [7].
One of their compounds, termed CP-31398, was reported
to increase reporter gene activation by mutant p53 pro-
teins about tenfold in the human p53-null lung carci-
noma cell line H1299.

We tested CP-31398 in a yeast cell-based assay and in
human tissue culture cells. We could not detect any reac-
tivation of mutant p53 in these cellular assays. Our results
are in agreement with, and provide support to the results
obtained by Rippin et al. [10], which indicate that CP-
31398 intercalates with DNA rather than binding p53.

Results
The yeast Saccharomyces cerevisiae does not contain p53
homologous proteins. However, it has been demon-
strated that p53 expressed in yeast can function as a potent
transcriptional activator of artificial genes bearing its spe-
cific recognition sequence [11]. To test different mutant
forms of p53 and the potential effect of various molecules
on the activity of such mutants, we constructed a yeast
strain carrying an integrated bi-directional reporter gene
construct in which a single p53 binding site from the
human p21CIP1 promoter [12] was inserted between the
divergent HIS3 and lacZ genes (figure 1A). The p53-
dependent expression of the yeast marker gene HIS3
allows growth selection on media lacking histidine and
containing 3-amino-triazole (3-AT), which is a competi-
tive inhibitor of the HIS3 gene product. The p53-depend-
ent activation of this reporter gene is convenient for
library screening, while expression of the bacterial lacZ
gene allows verification and quantitation of the transcrip-
tional activity of the various p53 forms and putative
modulators.

Transformation of this strain with an episomal plasmid
expressing human wild type p53 led to activation of the
integrated lacZ and HIS3 reporter genes, which resulted in
increased β-galactosidase activity (figure 1B) and cell
growth on plates lacking histidine and containing 20 mM
3-AT (figure 1C). In contrast, expression of three mutant

forms of p53 [1] with point mutations in their DNA-bind-
ing domain that completely abolish sequence-specific
DNA-binding activity (p53R175H, p53R248W,
p53R273H) did not activate transcription of the reporter
genes (figure 1B and 1C, and data not shown). Expression
of mutant forms that retain some DNA-binding activity in
vitro and in mammalian cells [13] led to reduction of
reporter gene expression compared to wild type p53 (fig-
ure 1B). All p53 variants were expressed to comparable
levels, as verified by western blot analysis (data not
shown).

Thus, the results of these transcriptional assays, taken
together with published results of experiments performed
in mammalian cells, indicate that the relative transcrip-
tional activity of wild type p53 and the tested derivatives
is comparable in yeast and in human cells.

Since lack of p53 function plays such a central role in can-
cer development and in resistance to chemotherapeutic
treatment, many efforts have been directed towards trying
to reactivate mutant forms of p53 [4-9,14]. The report by
Foster et al. [7] generated special interest since it presented
the discovery of a small molecule (CP-31398) that was
able to stabilize the core domain of p53 in vitro. In addi-
tion, this compound was reported to enable some other-
wise silent p53 mutants to activate transcription from
target gene promoters in cell culture experiments.

We tested the effect of CP-31398 on human p53 activity
in our p53-responsive yeast strain. Yeast cells expressing
either wild type p53 or the mutant p53R173A were grown
in media containing increasing concentrations of CP-
31398. Activation of transcription of the p53-dependent
reporter gene was assessed by measuring β-galactosidase
activity in extracts from these cells (figure 2). No signifi-
cant difference in lacZ reporter gene expression was
observed between untreated cells and cells that were incu-
bated with increasing concentrations of the compound.
Very high concentrations of CP-31398 (500 µg/ml)
reduced reporter gene activity, both in the case of wild
type p53 expression and in the case of p5R173A expres-
sion. Results of growth assays on selective plates to indi-
rectly measure HIS3 expression paralleled our data from
the lacZ experiments (data not shown).

Since these negative results regarding the lack of expected
effects of CP-31398 on p53 could be due to our assay sys-
tem in yeast, we tested CP-31398 in experiments with
human tissue culture cells. We transfected the human
p53-null H1299 lung carcinoma cell line that was also
used for some of the experiments described by Foster et al.
[7] with plasmid DNA expressing either human wild type
p53 or the p53R173A mutant together with a reporter
plasmid carrying a p53-responsive luciferase gene [12].
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Human p53 protein activates transcription from a reporter construct in Saccharomyces cerevisiaeFigure 1
Human p53 protein activates transcription from a reporter construct in Saccharomyces cerevisiae. (A) Schematic representation 
of our yeast reporter construct integrated into our yeast strain. The black circle represents a single p53 responsive element 
from the human p21 promoter. (B) β-galactosidase assay to measure activation of the lacZ reporter gene. Wild type p53 and 
the indicated point mutant variants were transformed into the p53 responsive reporter strain and β-galactosidase activity in 
solution was determined. The activity of wild type p53 was arbitrarily set to 100%. p53R282W and p53V173A showed about 
40% of activation compared to wild type p53. No activation of the reporter gene was detected in yeast cells containing the 
other point mutant variants. Average and standard deviation were determined from three independent experiments. (C) 
Growth on selective plates containing 20 mM 3-AT depends on expression of the HIS3 reporter gene and correlates with the 
activation of the lacZ reporter gene. Control plates consist of standard drop-out plates lacking the corresponding growth 
marker without 3-AT. Growth under selective conditions was dependent on activation of the p53 dependent reporter gene.
Page 3 of 9
(page number not for citation purposes)



Journal of Negative Results in BioMedicine 2004, 3:5 http://www.jnrbm.com/content/3/1/5
When we treated these cells with CP-31398 in concentra-
tions that were shown to be effective by Foster et al. (5–20
µg/ml and higher concentrations), reporter gene signals
decreased and massive cell death was observed (figure 3A
and data not shown). Lower concentrations that showed
no obvious toxicity to the cells had no significant effect on
reporter gene activity. We observed very similar effects
when we performed corresponding experiments in the
osteosarcoma cell line Saos-2 (p53 null cell line) (data not
shown).

Cell death and decreased reporter gene activity was not
dependent on the expression of p53 since treatment with
CP-31398 of the same cell lines expressing the unrelated
activator GAL4-VP16 co-transfected with the respective
reporter construct caused similar toxicity and lower
reporter gene activity (figure 3B).

We next tested whether CP-31398 might have an effect on
endogenous wild type p53 in the human cell line HeLa.

These cells express wild type p53 protein, but p53 levels
are low because of the presence of the viral HPV E6 pro-
tein, which targets p53 for degradation [15]. We trans-
fected HeLa cells with the same p53-dependent luciferase
reporter construct that was used with the other cell lines
and treated the cells with increasing concentrations of CP-
31398 (figure 4). To our surprise, there was a strong
increase in reporter gene activation. When we expressed
additional human wild type p53 from a transfection plas-
mid, the signal increased even more (data not shown). In
contrast to the previous effect on other cell lines described
above, we did not observe any significant cell death in the
case of HeLa.

We subjected extracts from HeLa cells treated with CP-
31398 to western blot analysis. The p53 signals correlated
with increasing CP-31398 concentrations, whereas the
actin control signals did not (figure 5A). These results are
consistent with a classical response to genotoxic stress by
compounds causing stabilization of p53 [16].

Treatment with the p53 stabilizing compound CP-31398 shows no effect on reporter gene activity in yeastFigure 2
Treatment with the p53 stabilizing compound CP-31398 shows no effect on reporter gene activity in yeast. Yeast cells express-
ing wild type p53 (lanes 1–5), p53V173A (lanes 6–10) or empty vector (-, lanes 11–15, white bars) were incubated with the 
concentrations of CP-31398 indicated (0–500 µg/ml) and expression of β-galactosidase was determined. β-galactosidase activ-
ity of wild type p53 without CP-31398 treatment was arbitrarily set to 100%. Yeast cells were treated with CP-31398 for 16 
hours.
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Treatment of H1299 lung carcinoma cells with CP-31398 provokes massive cell death and p53 independent decline of luci-ferase reporter gene activityFigure 3
Treatment of H1299 lung carcinoma cells with CP-31398 provokes massive cell death and p53 independent decline of luci-
ferase reporter gene activity. (A) H1299 cells were transfected with expression constructs for wild type p53 (lanes 1–3) and 
p53V173A (lanes 4–6). All the samples were cotransfected with a p53-responsive luciferase reporter (p21 luciferase, containing 
a single p53 responsive p53 binding site from the human p21 promoter, termed WWP-luc, see material and methods) and a 
constitutive reference β-galactosidase construct (CMV-lacZ) for normalization. These cells were subsequently incubated with 
0, 10, 15 µg/ml CP-31398 respectively and relative luciferase activities were determined. (B) H1299 cells were transfected with 
an expression construct for the synthetic activator GAL4-VP16. All samples were cotransfected with a gal4p responsive luci-
ferase reporter (UASG luciferase) and a reference β-galactosidase plasmid (CMV-lacZ) for normalization. The control cells 
were transfected with CMV-lacZ and UASG luciferase only. These cells were subsequently incubated with 0, 10 and 15 µg/ml 
CP-31398 and relative luciferase activities were determined. The cells were treated with CP-31398 for 16 hours.
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We also measured changes in p53 levels in HeLa cells after
treatment with increasing concentration of daunorubicin,
a known anticancer agent that is highly cytotoxic by a
number of proposed mechanisms – intercalation into
DNA among them [17]. We found, as expected, that dau-
norubicin treatment led to a progressive stabilization of
p53 in HeLa cells comparable to the response when cells
were treated with CP-31398 (figure 5B).

Discussion
We assessed the proposed p53 stabilizing action of CP-
31398 in yeast cells and in human cells. CP-31398, a com-
pound isolated in an antibody-based in vitro screen, was
reported to stabilize the p53 DNA-binding core domain
and to reactivate mutant p53 in vivo [7]. We were unable
to detect any effect of CP-31398 on p53-dependent
reporter gene activation by a mutant form of human p53

neither in human cells nor in yeast cells. In our hands, CP-
31398 did not stabilize mutant p53 proteins so as to show
differences in activation of p53-dependent reporter genes
in yeast and in mammalian cells. In addition, concentra-
tions that were shown to be effective in cell culture by Fos-
ter et al. [7] led to extensive cell death. Most importantly,
such cell death was independent of p53 expression.

The p53 protein expressed within yeast cells functions as
a potent transcriptional activator. Reconstitution of tran-
scriptional activation by p53 in a heterologous, yet cellu-
lar system such as a yeast cell should be suitable to assess
DNA-binding and transcriptional activation activity
regardless of posttranslational modifications and other
influences that are inevitable when p53 is studied in the
context of its regulatory network in mammalian cells. It
has been proposed that such posttranslational

Treatment of HeLa cervical carcinoma cells with CP-31398 leads to p53 dependent induction of the luciferase reporterFigure 4
Treatment of HeLa cervical carcinoma cells with CP-31398 leads to p53 dependent induction of the luciferase reporter. HeLa 
cells were transfected with a p53 responsive reporter gene (WWP-luc) and a reference β-galactosidase plasmid (CMV-lacZ) 
for normalization. Control cells were transfected with CMV-lacZ alone. The cells were subsequently incubated with CP-31398 
(0–10 µg/ml) and relative luciferase activities were determined. Cells were treated for 16 hours.
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modifications like acetylation and phosphorylation acti-
vate the latent DNA binding activity of p53 by allosteric
mechanisms [18]. However, more recent in vivo and in
vitro studies question whether DNA binding itself is regu-
lated at all and suggest that induction of p53 activity pri-
marily occurs at the level of increasing protein
concentration within the nucleus [16,19,20]. The evident
p53 activity in yeast cells, in which the proposed mamma-
lian-specific p53 modifying enzymes are missing, seems
to be more readily consistent with the conclusions of such
studies. With our system in yeast, we should be able to
detect stabilization of the p53 core domain as long as this
leads to increased binding of p53 to its specific DNA rec-
ognition sequence and subsequent activation of reporter
gene expression. Therefore, our yeast system provides a
convenient means to screen compound libraries for iden-
tifying molecules that can reactivate mutant p53 proteins
in a cellular environment. Thanks to the easy genetic mal-
leability of yeast and the lack of endogenous p53-related
pathways, cellular screens with this organism should
allow not only identification of compounds that can per-
meate cellular membranes and be active in an intracellu-
lar environment but also rapid exclusion of molecules
that are not specific for the chosen target.

In contrast to the results obtained with the exogenous
expression of wild type p53 in yeast cells or with the
H1299 and Saos-2 human cells, we observed a strong
increase in wild type p53-dependent reporter gene activa-
tion in HeLa cells. These cells showed no apparent cell
death after treatment with CP-31398. Wang et al. [21]
reported stabilization of wild type p53 and an increase in
p53 levels in other cell lines. These observations are con-

sistent with the results we obtained in HeLa cells. These
authors also reported that ubiquitination and degradation
of wild type p53 is blocked by CP-31398. This effect seems
to be specific to mdm2-mediated p53 degradation since
HPV (human papilloma virus) E6-mediated degradation
of p53 was unaffected. We do not know why we do not see
any stabilization of exogenous p53 in H1299 or Saos-2
cells, but it is possible that unspecific toxicity induced by
CP-31398 masks the increasing p53-dependent reporter
signal. While these results indicate that CP-31398 might
stabilize wild type p53, they do not explain the mecha-
nism. Direct interaction and stabilization of p53 is not
excluded. However, other explanations seem plausible.
Stabilization of the core domain structure by CP-31398 as
proposed in the original article should presumably have
no effect on p53 protein levels. But p53 levels increase
after treatment with CP-31398. Such a response is in line
with a classical stabilisation of p53 after genotoxic stress.
In contrast, Wang et al. reported that no serine 15 or 20
phosphorylation was detected in their cells after treatment
with CP-31398. Interaction with mdm2 was unaffected,
but p53 degradation was nevertheless blocked [21].
Therefore, it remains unclear by which mechanism CP-
31398 stabilizes p53; it seems unlikely that core domain
stability and DNA binding are influenced by CP-31398
directly. It is interesting to note that CP-31398 can
intercalate into DNA as reported by Rippin et al. [10]. This
intercalation is probably toxic to the cell and likely
induces a classical p53 response, similar to the known p53
inducer daunorubicin.

Our results strongly suggest a classical p53 stabilization
through reduced degradation due to genotoxic effects
caused by CP-31398. In fact, wild type p53 levels changed
quite dramatically in HeLa cells, which are resitant to the
apoptotic effects of p53, whereas the other human cell
lines did not survive the treatment, probably because they
underwent apoptosis in response to CP-31398 [22]. In
support to this interpretation, our control substance dau-
norubicin showed very similar and expected results as
those obtained with CP-31398.

Conclusions
In contrast to the results reported by Foster et al. [7], we
did not detect any stimulation of mutant p53 activity in
vivo by CP-31398, a potential anti-cancer compound.
Concentrations of CP-31398 that were reported to be
active in the published work were highly toxic to human
cells in our experiments. The results of our in vivo experi-
ments are in agreement with the recently published bio-
chemical analysis of CP-31398, which shows that this
molecule does not bind p53 as previously claimed, but
rather intercalates into DNA.

Western Blot analysis of HeLa cells treated with CP-31398 and daunorubicinFigure 5
Western Blot analysis of HeLa cells treated with CP-31398 
and daunorubicin. (A) HeLa cells were treated with increas-
ing concentrations of CP-31398 and protein extracts were 
subjected to SDS-PAGE and subsequent detection with an 
anti-p53 antibody (DO-1). (B) HeLa cells were treated with 
the established p53 inducing agent daunorubicin. Protein 
extracts were subjected to SDS-PAGE and subsequent 
detection with an anti-p53 antibody (DO-1). Expression of 
actin is detected as a loading control in experiments 5A and 
B.
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Methods
Yeast strains
The yeast strain used in our experiments is a derivative of

the S. cerevisiae strain JPY5 [23] (MAT ura3-52 his3∆200
leu2∆1 trp1∆63 lys2∆385). The p53 responsive yeast strain
was constructed by integration of the reporter construct
described in the result section and in figure 1A into the
HIS3 locus by homologous recombination. The integrat-
ing p21 reporter plasmid was linearized with AflII that
cuts in the 3' untranslated region (3'UTR) of the S. cerevi-
siae HIS3 gene.

Yeast growth and manipulations
Yeast genetic techniques and media were as described in
[24]. For selection of plasmids, dropout media containing
all except the specified amino acids were used. Yeast
transformation was performed by the lithium acetate pro-
cedure [25].

Recombinant plasmids
All p53 forms tested in yeast were expressed from the vec-
tor pGAD424 (Clontech, Inc). Wild type p53 was sub-
cloned from a mammalian expression vector with primers
containing HinDIII restriction sites by polymerase chain
reaction (PCR). The PCR product was introduced into the
HinDIII sites of pGAD424, removing the GAL4AD ORF
from pGAD424. All the point mutant p53 variants were
generated by assembled PCR with mismatched primer
pairs and subsequent cloning into pGAD424 analogous
to wild type p53. The yeast reporter plasmid was derived
from pDE96 (yeast integrating plasmid, bi-directional
HIS3, lacZ) [26] by introduction of a hybridised double
stranded oligo containing the p53 responsive element
from the p21CIP1 promoter (p21_sense_SalI 5'-TCG AGC
CGT CAG GAA CAT GTC CCA ACA TGT TGA GCT G-3'
and p21_anti_XbaI 5'-CTA GCA GCT CAA CAT GTT GGG
ACA TGT TCC TGA CGG C-3') into the XbaI and SalI sites
of the vector backbone. The plasmid WWP-luc is
described in [12].

The mammalian p53 expression plasmids were con-
structed by subcloning the HinDIII p53 fragments from
the yeast expression vectors into the GAL4 expression
plasmid pSCETV-GAL4(1-93)RV, this resulted in p53
expression under the control of the CMV promoter. The
mammalian GAL4 dependent reporter Gal5-luc contains
five GAL4 responsive binding sites in front of the luci-
ferase cassette [27]. Gal4-VP16 is described elsewhere
[28].

Yeast β-galactosidase assay
Yeast β-galactosidase assays in solution using permeabi-
lized cells were performed as described in [24]. Activity
was normalized to the number of cells assayed.

Mammalian cell culture
Cells were obtained from ATCC (American Type Culture
Collection, Manassas, Virginia, USA) and cultured accord-
ing to the recommendations of ATCC.

Transient transfection and luciferase assays
We used Polyfect® transfection reagent (Qiagen, Inc)
according to manufacturers recommendations for trans-
fection of all cell lines. Cells for luciferase assays and west-
ern blotting were harvested by scraping 48 hours after
transfection and subjected to three freeze thaw cycles in
100 mM potassium phosphate pH 7.8 1 mM dithiothrei-
tol buffer. Supernatants were clarified by centrifugation (5
min, 13000 rpm) and resuspended in 100 µl extraction
buffer. 10 µl of extract was mixed with 100 µl luciferase
assay solution (Promega) and analyzed in a luminometer
(EG&G Berthold Lumat LB 9507). β-galactosidase assays
were performed according to standard methods using 50
µl of the extract and luciferase units were normalized
according to β-galactosidase values. All measurements
were performed from at least two independent transfec-
tions experiments.

Western blot analysis and antibodies
Protein extracts were prepared as described above. Pro-
teins were separated by SDS-PAGE, electrophoretically
transferred to nitrocellulose membranes, and western
blotting was performed according to standard procedures.
Anti-p53 antibody DO-1 (Santa Cruz Biotechnology, Inc)
reacts with an amino terminal epitope mapping between
amino acid residues 11–25 of wild type and mutant p53.
Anti-actin antibody (I-19; Santa Cruz Biotechnology, Inc)
is an affinity purified goat polyclonal antibody raised
against a peptide mapping to the carboxy terminus of
human actin.

Authors' contributions
All experimental work was carried out by ST. AB conceived
of the study and participated in its design and coordina-
tion. Both authors read and approved the final
manuscript.

Acknowledgements
We thank Dr. R. Eckner for providing the p53 expression plasmid and the 
p53 mammalian reporter plasmid WWP-luc, and Drs. W. Schaffner and M. 
Noll for stimulating discussions. This study was supported in part by the 
Commission of Technology and Innovation (CTI) of the Swiss Government.

References
1. Ko LJ, Prives C: p53: puzzle and paradigm. Genes & Dev 1996,

10:1054-72.
2. Vogelstein B, Lane D, Levine AJ: Surfing the p53 network [news]

[In Process Citation]. Nature 2000, 408:307-10.
3. Hollstein M, Sidransky D, Vogelstein B, Harris CC: p53 mutations

in human cancers. Science 1991, 253:49-53.
4. Hupp TR, Sparks A, Lane DP: Small peptides activate the latent

sequence-specific DNA binding function of p53. Cell 1995,
83:237-45.

α

Page 8 of 9
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8654922
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11099028
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11099028
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1905840
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1905840
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7585941
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7585941


Journal of Negative Results in BioMedicine 2004, 3:5 http://www.jnrbm.com/content/3/1/5
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 published immediately upon acceptance

cited in PubMed and archived on PubMed Central 

yours — you keep the copyright

Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp

BioMedcentral

5. Selivanova G, Iotsova V, Okan I, Fritsche M, Strom M, Groner B, Graf-
strom RC, Wiman KG: Restoration of the growth suppression
function of mutant p53 by a synthetic peptide derived from
the p53 C-terminal domain. Nat Med 1997, 3:632-8.

6. Caron de Fromentel C, Gruel N, Venot C, Debussche L, Conseiller
E, Dureuil C, Teillaud JL, Tocque B, Bracco L: Restoration of tran-
scriptional activity of p53 mutants in human tumour cells by
intracellular expression of anti-p53 single chain Fv
fragments. Oncogene 1999, 18:551-7.

7. Foster BA, Coffey HA, Morin MJ, Rastinejad F: Pharmacological
rescue of mutant p53 conformation and function [see
comments]. Science 1999, 286:2507-10.

8. Friedler A, Hansson LO, Veprintsev DB, Freund SM, Rippin TM,
Nikolova PV, Proctor MR, Rudiger S, Fersht AR: A peptide that
binds and stabilizes p53 core domain: Chaperone strategy
for rescue of oncogenic mutants. Proc Natl Acad Sci U S A 2002,
99:937-942.

9. Bykov VJ, Issaeva N, Shilov A, Hultcrantz M, Pugacheva E, Chumakov
P, Bergman J, Wiman KG, Selivanova G: Restoration of the tumor
suppressor function to mutant p53 by a low- molecular-
weight compound. Nat Med 2002, 8:282-8.

10. Rippin TM, Bykov VJ, Freund SM, Selivanova G, Wiman KG, Fersht
AR: Characterization of the p53-rescue drug CP-31398 in
vitro and in living cells. Oncogene 2002, 21:2119-29.

11. Scharer E, Iggo R: Mammalian p53 can function as a transcrip-
tion factor in yeast. Nucleic Acids Res 1992, 20:1539-45.

12. el-Deiry WS, Tokino T, Velculescu VE, Levy DB, Parsons R, Trent JM,
Lin D, Mercer WE, Kinzler KW, Vogelstein B: WAF1, a potential
mediator of p53 tumor suppression. Cell 1993, 75:817-25.

13. Bullock AN, Henckel J, Fersht AR: Quantitative analysis of resid-
ual folding and DNA binding in mutant p53 core domain: def-
inition of mutant states for rescue in cancer therapy.
Oncogene 2000, 19:1245-56.

14. Selivanova G, Ryabchenko L, Jansson E, Iotsova V, Wiman KG: Reac-
tivation of mutant p53 through interaction of a C-terminal
peptide with the core domain. Mol Cell Biol 1999, 19:3395-402.

15. Scheffner M, Werness BA, Huibregtse JM, Levine AJ, Howley PM:
The E6 oncoprotein encoded by human papillomavirus types
16 and 18 promotes the degradation of p53. Cell 1990,
63:1129-36.

16. Kaeser MD, Iggo RD: From the Cover: Chromatin immunopre-
cipitation analysis fails to support the latency model for reg-
ulation of p53 DNA binding activity invivo. Proc Natl Acad Sci U
S A 2002, 99:95-100.

17. Gewirtz DA: A critical evaluation of the mechanisms of action
proposed for the antitumor effects of the anthracycline anti-
biotics adriamycin and daunorubicin. Biochem Pharmacol 1999,
57:727-41.

18. Hupp TR, Lane DP: Allosteric activation of latent p53
tetramers. Curr Biol 1994, 4:865-75.

19. Ayed A, Mulder FA, Yi GS, Lu Y, Kay LE, Arrowsmith CH: Latent
and active p53 are identical in conformation. Nat Struct Biol
2001, 8:756-60.

20. Espinosa JM, Emerson BM: Transcriptional regulation by p53
through intrinsic DNA/chromatin binding and site-directed
cofactor recruitment. Mol Cell 2001, 8:57-69.

21. Wang W, Takimoto R, Rastinejad F, El-Deiry WS: Stabilization of
p53 by CP-31398 inhibits ubiquitination without altering
phosphorylation at serine 15 or 20 or MDM2 binding. Mol Cell
Biol 2003, 23:2171-81.

22. Luu Y, Bush J, Cheung KJ Jr, Li G: The p53 stabilizing compound
CP-31398 induces apoptosis by activating the intrinsic Bax/
mitochondrial/caspase-9 pathway. Exp Cell Res 2002,
276:214-22.

23. Barberis A, Pearlberg J, Simkovich N, Farrell S, Reinagel P, Bamdad C,
Sigal G, Ptashne M: Contact with a component of the polymer-
ase II holoenzyme suffices for gene activation. Cell 1995,
81:359-68.

24. Kaiser C, Michaelis S, Mitchell A: Methods in yeast genetics New York:
Cold Spring Harbor Laboratory Press; 1994. 

25. Gietz RD, Schiestl RH, Willems AR, Woods RA: Studies on the
transformation of intact yeast cells by the LiAc/SS-DNA/
PEG procedure. Yeast 1995, 11:355-60.

26. Auf der Maur A, Zahnd C, Fischer F, Spinelli S, Honegger A, Cambillau
C, Escher D, Pluckthun A, Barberis A: Direct in vivo screening of

intrabody libraries constructed on a highly stable single-
chain framework. J Biol Chem 2002, 277:45075-85.

27. Enslen H, Myung PS, Maurer RA, Sun P: Differential activation of
CREB by Ca2+/calmodulin-dependent protein kinases type II
and type IV involves phosphorylation of a site that negatively
regulates activity. Genes & Dev 1994, 8:2527-39.

28. Sadowski I, Ma J, Triezenberg S, Ptashne M: GAL4-VP16 is an unu-
sually potent transcriptional activator. Nature 1988, 335:563-4.
Page 9 of 9
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9176489
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9176489
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9176489
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9927212
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9927212
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9927212
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10617466
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10617466
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10617466
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11782540
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11782540
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11782540
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11875500
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11875500
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11875500
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11948395
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11948395
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1579447
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1579447
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8242752
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8242752
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10713666
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10713666
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10207063
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10207063
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10207063
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=11756653
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11756653
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11756653
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10075079
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10075079
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10075079
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7850419
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7850419
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11524676
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11524676
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11511360
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11511360
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11511360
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12612087
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12612087
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12612087
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12027451
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12027451
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12027451
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7736588
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7736588
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7785336
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7785336
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7785336
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12215438
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12215438
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12215438
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7958915
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7958915
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7958915
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3047590
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=3047590
http://www.biomedcentral.com/
http://www.biomedcentral.com/info/publishing_adv.asp
http://www.biomedcentral.com/

	Abstract
	Background
	Results
	Conclusion

	Background
	Results
	Discussion
	Conclusions
	Methods
	Yeast strains
	Yeast growth and manipulations
	Recombinant plasmids
	Yeast b-galactosidase assay
	Mammalian cell culture
	Transient transfection and luciferase assays
	Western blot analysis and antibodies

	Authors' contributions
	Acknowledgements
	References

