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Abstract
Ubiquitination regulates a host of cellular processes and is well known for its role in progression
through the cell division cycle. In budding yeast, cadmium and arsenic stress, the availability of sulfur
containing amino acids, and the intracellular concentration of S-adenosylmethionine are linked to
cell cycle regulation through the ubiquitin ligase SCFMet30. Regulation is achieved by ubiquitination
of the transcription factor Met4. Met4 activity is controlled by a regulatory K48-linked ubiquitin
chain that is synthesized by Cdc34/SCFMet30. A ubiquitin-interacting-motif (UIM) present in Met4
prevents degradation of ubiquitinated Met4 allowing the ubiquitin chain to function as a reversible
switch of Met4 activity. Here we discuss mechanisms of Met4 and SCFMet30 regulation in response
to intracellular and environmental conditions, and describe the integration of these signals with cell
cycle control.

Review
As indicated by its name Met30 was initially identified as
a component involved in regulation of the methionine
biosynthesis pathway in budding yeast [1]. Based on ini-
tial genetic studies, Met30 was proposed to be required for
inactivation of the transcriptional activator Met4, which
functions as the master regulator of the transcription net-
work that coordinates synthesis of sulfur containing mol-
ecules such as methionine, cysteine and S-
adenosylmethionine (Fig. 1) [2,3]. Met30 has also been
shown to be essential for cell cycle progression and thus
connects the cell cycle with metabolism [4-6]. A possible
molecular function was suggested by the identification of
an F-box motif in Met30 [7], which linked Met30 to the
ubiquitin/proteasome pathway. Proteins with F-box
motifs generally function as substrate adaptors in SCF
ubiquitin ligases and mediate substrate specificity of ubiq-
uitin ligase complexes [8]. Met30 was subsequently

shown to form the ubiquitin ligase SCFMet30, which is
essential for viability [1,4,9]. Genetic results indicate that
SCFMet30 controls the activity of the transcription factor
Met4. Active Met4 induces genes involved in the synthesis
of important sulfur containing metabolites (methionine,
cysteine, S-adenosylmethionine) [10,11] and triggers the
cellular response to cadmium and arsenic exposure
[12,13]. Full activation of Met4 will also arrest cell prolif-
eration at several positions in the cell cycle [5,6], and has
been proposed to inhibit phosphatidylserine transport to
mitochiondria ([14,15] and personal communication
D.R. Voelker).

In the following sections we will discuss regulation of
Met4 and SCFMet30 activity, the Met4-induced cell cycle
arrests and the biological significance of the SCFMet30/
Met4 pathway.
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Regulation of the ubiquitin ligase SCFMet30 and its connection to cell cycle controlFigure 1
Regulation of the ubiquitin ligase SCFMet30 and its connection to cell cycle control. SCFMet30 ubiquitinates the tran-
scriptional activator Met4 on lysine 163 to maintain it in an inactive state. Degradation of poly-ubiquitinated Met4 is prevented 
by an ubiquitin-interacting motif (UIM) in Met4. The sulfur containing compounds methionine, cysteine, and S-adenosylmethio-
nine stimulate Met4 ubiquitination, but when their intracellular concentrations are low, reduced ubiquitination combined with 
Met4 deubiquitination by a so far unidentified deubiquitinating enzyme(s) (Ubp) leads to Met4 activation. Cadmium and arsenic 
stress inhibit Met4 ubiquitination by inactivation of the ubiquitin ligase SCFMet30. The resulting activation of Met4 raises cellular 
glutathione levels due to induced expression of Gsh1. Active Met4 induces expression of a number of genes involved in the sul-
fur amino acid synthesis pathway (MET-genes) as well as GSH1. MET-gene expression depends on either one of the two homol-
ogous zinc-finger proteins Met31 and Met32. Met4 activation also inhibits a number of cell cycle events and can lead to cell 
cycle arrest. The Met4-dependent cell cycle arrest requires Met32 but cannot be mediated by Met31.
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Regulation of the transcription factor Met4 by 
SCFMet30

The genetic observation that deletion of MET4 can bypass
the cell cycle requirement for Met30 indicated that Met4
can inhibit cell proliferation and that Met30 is necessary
to prevent Met4 from inducing cell cycle arrest [5,10].
Consistent with the genetic results, in vivo and in vitro
experiments demonstrated that SCFMet30 ubiquitinates
Met4 [10,13]. Unexpectedly, ubiquitination of Met4 does
not induce its degradation by the proteasome. Instead, the
attached ubiquitin chain has a direct regulatory role and
inhibits Met4 activity [10,16-18]. It is important to note
that under certain growth conditions the strictly regula-
tory and non-proteolytic function of the Met4-attached
ubiquitin chain can be transformed into a degradation
signal to induce Met4 degradation by the 26S proteasome
[17,18]. The specific conditions responsible for this
change in ubiquitin chain function remain to be identi-
fied. In addition, the biological significance of the Met4
degradation pathway is not clear because non-proteolytic
ubiquitination is sufficient for Met4 inactivation
[10,17,18]. The biological advantage of non-proteolytic
regulation by ubiquitination over proteolytic regulation
of Met4 has recently been demonstrated. The non-proteo-
lytic pathway enables cells to maintain a stable but inac-
tive pool of Met4 that can be rapidly activated by
deubiquitination to trigger a fast cellular response [16]. In
contrast, proteolytic regulation results in significantly
delayed Met4 activation due to the requirement for pro-
tein synthesis to build up a significant pool of Met4 [16].
The same study also described how ubiquitinated Met4
escapes degradation. A short ubiquitin-binding domain,
similar to the ubiquitin-interacting-motif (UIM) found in
several ubiquitin-binding proteins [19], is located in the
N-terminal region of Met4 (Fig. 2) [16]. The UIM in Met4
binds to the Met4-attached ubiquitin chain in cis. This
interaction protects the ubiquitin chain from the proteas-
ome and also appears to prevent addition of further ubiq-
uitin units by Cdc34/SCFMet30 to restrict ubiquitin chain
length (Fig. 1) [16]. Remarkably, mutations in conserved
residues of the UIM in Met4 that block UIM binding to
ubiquitin chains, transform Met4 into an unstable pro-
tein. Furthermore, mutating the UIM allows the assembly
of a longer ubiquitin chain on Met4 [16].

The ubiquitin chain attached to Met4 was itself the subject
of detailed studies [17]. Cdc34/SCFMet30 assembles the
chain on a single lysine residue in Met4. Blocking Met4
ubiquitination by mutating this lysine acceptor site
(lysine in position 163 mutated to arginine) results in a
constitutively active Met4, which provids direct evidence
for a regulatory role of Met4 ubiquitination [17]. Ubiqui-
tin chains can be assembled by ubiquitin-ubiquitin link-
ages using any one of seven different lysine residues in
ubiquitin [20,21]. Analyses of the ubiquitin chain topol-

ogy in vivo revealed that Met4 is modified by a homoge-
nous ubiquitin chain that is linked through the lysine in
position 48 in ubiquitin (lys48-chain) [17]. Lys48-linked
ubiquitin chains serve as the predominant signal for deg-
radation by the proteasome [22]. Interestingly, the UIM
motif in Met4 shows binding preference for lys48 chains
further demonstrating that the UIM/ubiquitin interaction
masks a bona fide degradation signal [16].

Direct inhibition of Met4 activity by regulatory ubiquiti-
nation of lysine in position 163 has been clearly estab-
lished [17]. The detailed mechanism of how
ubiquitination blocks transactivation by Met4 is currently
unknown. Met4 ubiquitination has been correlated with
loss of promoter recruitment [18] and changes in protein-
protein interactions [10], but the molecular determinants
of this regulation remain to be identified. Notably, the
UIM domain that is essential to prevent degradation of
ubiquitinated Met4 is not required for Met4 inactivation
as ubiquitination of Met4 without a functional UIM
domain is sufficient to completely inactivate Met4 even
when overproduced to compensate for reduced Met4 lev-
els ([16] and Flick K. unpublished observation).

SCFMet30-dependent cell cycle steps
The essential cell cycle function of SCFMet30 is mediated
through Met4 [5,10]. Studies using a ubiquitin acceptor
site mutant Met4 (Met4K163R) provided direct evidence
that fully deubiquitinated Met4 functions as a cell cycle
inhibitor [17]. Both, the transactivation and the so-called
INT domain of Met4 (Fig. 2) are essential for induction of
cell cycle arrest [5]. The INT domain forms a protein inter-
action site for the two homologous zinc-finger proteins
Met31 and Met32 (Fig. 2) [23]. Consistent with the
requirement of the INT domain for cell cycle arrest, dele-
tion of MET32, like deletion of MET4, bypasses the
lethality of met30 mutants [5]. Interestingly, although
Met31 function is largely redundant with Met32 in MET-
gene expression, deletion of Met31 cannot suppress met30
mutants [5]. These genetic results suggest that a Met4/
Met32 complex regulates expression of thus far unidenti-
fied genes that induce cell cycle arrest.

Cell cycle experiments using both a conditional system
that relies on galactose-induced expression of Met4 in
met30 mutants and temperature sensitive met30 mutants
revealed a surprisingly complex picture of Met30-depend-
ent cell cycle regulation (Fig. 1). Most of the cell cycle
studies have focused on the G1-S transition function of
Met30, the primary cell cycle arrest position observed in
met30 mutants [4-6]. Studies with presynchronized cells
showed that expression of the G1 cyclins CLN1 and CLN2
and the S-phase cyclin CLB5 depend on Met30 function.
In contrast, expression of CLN3, the third G1 cyclin, is
unaffected by loss of Met30 function [5,6]. Although the
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cyclin expression defects affect G1-S transition, they can-
not explain the arrest phenotype of met30 mutants,
because neither overproduction of Cln2 nor Clb5 from a
heterologous promoter can drive met30 mutants into S-
phase. Similarly, deletion of the S-phase inhibitor Sic1,
which imposes the requirement for G1 cyclin-dependent
kinase activity on S-phase entry, does not suppress the cell
cycle defect of met30 mutants [6]. These results suggest
that additional G1-S phase steps depend on Met30.
Indeed, chromatin-immunoprecipitation experiments
indicate that Met30 is important to maintain pre-replica-
tion complexes (pre-RC) at origins of replications [6].
Consistent with these results is the observation that Met30
function is completely dispensable for S-phase once pre-
replication complexes have been activated and are no
longer required for S-phase initiation [5,6].

In addition to cyclin expression and pre-RC stability at
origins, Met30 has been implicated in actin polarization,
metaphase-anaphase transition [6], protein synthesis [5],
and degradation of Swe1, the budding yeast homolog of
the cell cycle inhibiting kinase Wee1 [4]. SCFMet30 is prob-
ably not directly involved in Swe1 degradation because
deletion of MET4 suppresses the Swe1 degradation defect
of met30 mutants [24]. This is somewhat surprising con-
sidering that the mammalian relatives of SCFMet30, SCFβ-

TRCP1/2, function as ubiquitin ligases for mammalian Wee1
[25].

A role for Met30 in protein synthesis is evident in cells
experiencing extended periods of Met30 depletion but is
unlikely to contribute to the initial cell cycle arrest
because both cell mass increase and protein synthesis
slow down only after prolonged cell cycle arrest of met30
mutants [5].

Cell cycle studies have connected Met30 function to sev-
eral important cell cycle steps. However, molecular mech-
anisms for Met30 in regulation of cyclin expression, pre-
RC stability, nuclear division, actin polarization, or trans-
lation has not been reported so far. Most of the Met30 cell
cycle functions are mediated by the Met4/Met32 tran-
scription complex and are therefore likely to be executed
by Met4/Met32-induced gene expression. It is important
to bear in mind that SCFMet30 does not play an activator
role in the cell cycle, but is instead required to suppress
Met4/Met32-induced cell cycle inhibition. SCFMet30 can
thus be viewed as an inhibitor of a complex cell cycle
checkpoint response.

SCFMet30 and the cellular response to cadmium 
and arsenic
A first indication that SCFMet30 could play a significant role
in regulating the response of yeast cells to exposure to the
toxic heavy metal cadmium came from the observation
that Met4 activation is important for cadmium resistance
[26-29]. Recently, SCFMet30 and the fission yeast homolog
SCFPof1 were directly linked to the cellular response to cad-
mium ([12,13,30], for a recent review see [31]).

Met4 ubiquitination is blocked in response to cadmium
leading to a rapid induction of Met4-dependent gene
expression [12,13]. Similar effects were observed in cells
exposed to arsenic [12,32], but not to other heavy metals
[12,13]. Intracellular cadmium and arsenic detoxification
is primarily achieved by covalent sequestration by the
tripeptide glutathione [33]. The rate-limiting step in glu-
tathione biosynthesis is catalyzed by Gsh1 (γ-glutamyl-
cysteine-synthase) (Fig. 1). Cadmium and arsenic block
Met4 ubiquitination to induce a Met4-dependent tran-
scription program, which includes induction of GSH1

Met4 domain structureFigure 2
Met4 domain structure. TA: transactivating domain. IR: inhibitory region required for repression of Met4 activity by 
methionine. AUX: auxiliary domain required to fully relieve IR-mediated repression under activating conditions. INT: protein-
protein interaction domain that binds Met31 and Met32. bZIP: basic leucine zipper domain that mediates Met4 dimerization 
and binding to Met28 as well as Cbf1. UIM: ubiquitin-interacting motif that prevents degradation of poly-ubiquitinated Met4. 
K163: ubiquitin acceptor site.
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expression [12,13,28,29], and what has been described as
the "sulfur sparing response" [28,34]. Sulfur-sparing
refers to the observation that upon cadmium stress, yeast
cells repress expression of several glycolytic enzymes and
instead strongly induce expression of isozymes with a sig-
nificantly lower content of sulfur containing amino acids
[28]. This isozyme switching has been proposed to help
cells dedicate more of their sulfur resources to glutathione
synthesis [28,31,34]. Isozyme switching could also make
glycolysis less vulnerable to the toxic effects of cadmium
because the induced isozymes have a markedly reduced
number of sulfhydryl groups, which are the main targets
for cadmium-induced protein damage [35,36] (Fig. 3).

Cadmium also induces a complex cell cycle checkpoint
response [12] (Fig. 3). Not all pathways that lead to the
cadmium induced cell cycle arrest have been identified,
but activation of the Met4/Met32 pathway via inhibition
of SCFMet30 clearly plays an important role. In addition,
cadmium (and arsenic) exposure activates the checkpoint
kinases Mec1 and Rad53, which is likely to contribute to
the G1 cell cycle arrest. In addition, the Mec1/Rad53 path-
way is responsible for slow progression through S-phase
when cells that have already initiated DNA replication
experience cadmium stress [12]. Genetic experiments sug-
gest at least one additional cadmium-induced cell cycle
arrest mechanism that prevents entry into S-phase during
cadmium stress conditions, because cadmium exposed
mec1 met32 double mutants still arrest in G1 [12] (Fig. 3).
Cell cycle arrest in response to cadmium stress is likely to
be important to allow repair and replacement of damaged
DNA, proteins and lipids.

Generally, ubiquitination by SCF-type ubiquitin ligases is
regulated at the level of the interaction between substrates
and the substrate-adapter subunit of the ligase (e.g.
Met30/Met4 interaction) [8]. Remarkably, even though
Met4 ubiquitination is blocked in response to cadmium
stress, the interaction between Met30 and Met4 is
unchanged [12,13]. However, immunopurification exper-
iments demonstrated that the interaction of Met30 with
the SCF core component Skp1 is disrupted in cells
exposed to cadmium, thus explaining inhibition of Met4
ubiquitination [12,13] (Fig. 3). Cadmium stress most
likely targets Met30 and not Skp1, because the interaction
of Skp1 with the F-box protein Cdc4 is unaffected by cad-
mium [13]. Importantly, Met4 ubiquitination in vitro
using a reconstituted system was unaffected by addition of
cadmium [13]. Furthermore, addition of yeast cell lysates
prepared from cadmium-exposed cells did not affect Met4
ubiquitination in this in vitro reaction [13]. Together these
results suggest an indirect mechanism that requires active
metabolism for cadmium-induced disassembly of
SCFMet30 [13]. Interestingly, a similar regulation of the F-
box protein/Skp1 interaction has been suggested for

SCFGrr1 in response to changes in growth conditions [37].
More importantly, stress-induced disassembly of SCF-type
ubiquitin ligases appears to be a conserved mechanism for
regulation of the transcriptional response to stress condi-
tions. In mammals, oxidative stress induces a transcrip-
tion program that depends on activation of the
transcription factor Nrf2 [38-40]. Similar to Met4 in bud-
ding yeast, Nrf2 regulates glutathione levels by inducing
expression of the two subunits that form mammalian γ-
glutamyl-cysteine-synthase [41]. Nrf2 protein abundance
is regulated by ubiquitin-dependent degradation medi-
ated by the Cul3-based ubiquitin ligase SCF3Keap1 [42-45].
In striking similarity to the budding yeast SCFMet30, it has
been suggested that the mammalian ubiquitin ligase
SCF3Keap1 is disassembled during stress conditions [42].
Furthermore, immunopurification experiments indicate
that the interaction between the substrate adapter Keap1
and its substrate Nrf2 is constitutive [42,46], suggesting
that stress-induced dissociation of Keap1 from SCF3Keap1

controls Nrf2 ubiquitination. Despite the satisfying simi-
larity in stress-mediated regulation of ubiquitin ligase
integrity in budding yeast and mammals, the SCF3Keap1/
Nrf2 results described above warrant a note of caution,
because stress-induced dissociation of Keap1 from
SCF3Keap1 was not detected in other studies [43,46]. Oxi-
dation-induced conformational changes in Keap1 that
lead to inhibition of the ubiquitin transfer to Nrf2 has
been suggested as an alternative mechanism [46].

Cadmium clearly inactivates SCFMet30 by dissociation of
Met30 [12,13]. This raises the question of why cells
choose to inactivate a ubiquitin ligase and thus prevent
ubiquitination of all its substrates, rather than to block
ubiquitination of specific substrates by regulating the
ligase/substrate interaction. One can speculate that
SCFMet30 ubiquitinates a set of proteins that are together
important for coordination of the cellular response to
cadmium stress. The dissociation of Met30 from the core
SCF complex would be a direct way to simultaneously
block ubiquitination of several SCFMet30 substrates. Alter-
natively, one can envision that Met30 has an additional
SCFMet30-independent function, which is activated in
response to cadmium exposure and might involve the
Met4/Met30 complex. It will be important to address
these questions to understand the role of signal-induced
disassembly of SCF-type ubiquitin ligases.

Cadmium-induced activation of Met4 not only requires
inactivation of the ubiquitination reaction but also deu-
biquitination of the existing pool of ubiquitinated Met4
[13]. Surprisingly, Barbey and colleagues [13] demon-
strated that cadmium-induced deubiquitination of Met4
is blocked in the temperature sensitive cdc53-1 strain, sug-
gesting that Met4 deubiquitination depends on the cullin
Cdc53. The deubiquitinating enzyme responsible for
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Cadmium-induced regulation of SCFMet30Figure 3
Cadmium-induced regulation of SCFMet30. Cadmium leads to dissociation of Met30 from the SCF-core by preventing the 
Met30/Skp1 interaction and blocks Met4 ubiquitination. The resulting activation of Met4 induces synthesis of sulfur amino acids 
and glutathione as well as a process called isozyme switching, which is part of the sulfur sparing response. Cadmium also leads 
to activation of three independent cell cycle arrest pathways. The Met4/Met32-dependend and the Mec1/Rad53-dependent 
pathways, as well as one so far unidentified pathway, which was indicated by genetic results.
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Met4 activation has not yet been identified, but clearly
plays an important role in the cellular response to cad-
mium and arsenic stress.

SCFMet30 a link between S-adenosylmethionine 
levels and cell cycle progression
Depletion of methionine, cysteine or S-adenosylmethio-
nine (SAM) leads to Met4 activation [3,47,48]. Metabolic
pathways interconnect these three compounds so that low
concentrations of methionine will result in low concen-
trations of SAM and cysteine [3] (Fig. 1). Cysteine has
recently been identified as the most terminal effector in
regulation of Met4 activity [47,48] and probably connects
intracellular methionine and SAM concentrations to Met4
ubiquitination [48]. We speculate that tight coordination
of cell cycle progression and S-adenosylmethionine is
essential and one of the important functions of SCFMet30.
SAM is the major methyl donor in cells and provides acti-
vated methyl groups in a number of important reactions,
such as phospholipid synthesis, protein methylation and
synthesis of the 7-methylguanosine mRNA cap. Histone
methylation is an important epigenetic mark that requires
adequate SAM levels for its duplication during cell divi-
sion. A similar argument can be made for DNA methyla-
tion, which is, however absent in budding yeast. It is
therefore reasonable to assume that cells have developed
mechanisms to prevent cell cycle progression when SAM
levels are too low to support efficient methylation of his-
tones or DNA. We therefore suggest that the SCFMet30/
Met4-controlled cell cycle steps are components of a
checkpoint pathway that ensures epigenetic stability.

Conclusion
SCFMet30 is required for several steps during the cell cycle
(Fig. 1). The cell cycle functions appear to be primarily
mediated by a transcription complex formed by the two
proteins Met4 and Met32. When activated, the Met4/
Met32 complex stops the cell cycle. SCFMet30 inhibits Met4
activation by assembling a ubiquitin chain at the lysine
residue in position 163 of Met4. Strong genetic evidence
shows a common essential function for ubiquitin ligases
from various organisms involved in stress response. The
ubiquitin ligases SCFMet30 (S. cerevisiae), SCFPof1 (S.
pombe), and SCF3Keap1 (mammals) inactivate their bZIP
transcription factor targets Met4, Zip1, and Nrf2, respec-
tively [5,30,49]. In fission yeast, Zip1 activates cell cycle
arrest and Zip1 activation is suppressed by the ubiquitin
ligase SCFPof1 [30]. SCFPof1 and its budding yeast relative
SCFMet30 are thus required for cell cycle progression. Inter-
estingly, the postembryonic lethality of Keap1-null mice
is due to hyperactivation of the transcriptional activator
Nrf2 and is suppressed in compound Keap1-/- Nrf2-/-

mutant mice [49,50]. The lethality of Keap1-null mice is
however not caused by cell cycle arrest but appears to
result from malnutrition [49].

Several cell cycle steps have been identified as targets of
the SCFMet30 cell cycle function [5,6]. But there is currently
an almost complete lack of mechanistic insight into how
Met4 or Zip1 inhibit cell proliferation. However, it is evi-
dent that these two bZIP transcription factors are activated
in response to harmful environmental conditions such as
heavy metal stress and that they activate a transcriptional
response that coordinates cellular defense mechanism
and cell cycle arrest. A detailed understanding of these
stress-regulated ubiquitin ligases, their transcription fac-
tor targets and their cell cycle effects will be important
given the impact heavy metal and oxidative stress have on
carcinogenesis and aging.

Abbreviations
bZIP: basic leucine zipper

preRC: pre replication complex

SAM: S-adenosylmethionine

SCF: Skp1_Cullin_F-box

SCF3: Cullin3-based ubiquitin ligase (also referred to as
BCR)

UIM: ubiquitin interacting motif

Competing interests
The author(s) declare that they have no competing inter-
ests.

Acknowledgements
We would like to thank Keith Booher for critically reading the manuscript. 
Work in the Kaiser laboratory is supported by NIH (GM66164) and the UC 
Toxic Substances Research & Teaching Program (TSR&TP) to Peter Kaiser. 
James Yen acknowledges support by a predoctoral TSR&TP fellowship.

References
1. Thomas D, Kuras L, Barbey R, Cherest H, Blaiseau PL, Surdin-Kerjan

Y: Met30p, a yeast transcriptional inhibitor that responds to
S-adenosylmethionine, is an essential protein with WD40
repeats.  Mol Cell Biol 1995, 15:6526-6534.

2. Thomas D, Jacquemin I, Surdin-Kerjan Y: MET4, a leucine zipper
protein, and centromere-binding factor 1 are both required
for transcriptional activation of sulfur metabolism in Saccha-
romyces cerevisiae.  Mol Cell Biol 1992, 12:1719-1727.

3. Thomas D, Surdin-Kerjan Y: Metabolism of sulfur amino acids in
Saccharomyces cerevisiae.  Microbiol Mol Biol Rev 1997,
61:503-532.

4. Kaiser P, Sia RA, Bardes EG, Lew DJ, Reed SI: Cdc34 and the F-box
protein Met30 are required for degradation of the Cdk-inhib-
itory kinase Swe1.  Genes Dev 1998, 12:2587-2597.

5. Patton EE, Peyraud C, Rouillon A, Surdin KY, Tyers M, Thomas D:
SCF(Met30)-mediated control of the transcriptional activa-
tor Met4 is required for the G(1)-S transition.  Embo J 2000,
19:1613-1624.

6. Su NY, Flick K, Kaiser P: The F-box protein Met30 is required
for multiple steps in the budding yeast cell cycle.  Mol Cell Biol
2005, 25:3875-3885.
Page 7 of 8
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8524217
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8524217
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8524217
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1549123
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1549123
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1549123
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9409150
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9409150
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9716410
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9716410
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9716410
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10747029
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10747029
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10747029
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15870262
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15870262


Cell Division 2006, 1:16 http://www.celldiv.com/content/1/1/16
7. Skowyra D, Craig KL, Tyers M, Elledge SJ, Harper JW: F-box pro-
teins are receptors that recruit phosphorylated substrates
to the SCF ubiquitin-ligase complex.  Cell 1997, 91:209-219.

8. Petroski MD, Deshaies RJ: Function and regulation of cullin-
RING ubiquitin ligases.  Nat Rev Mol Cell Biol 2005, 6:9-20.

9. Patton EE, Willems AR, Sa D, Kuras L, Thomas D, Craig KL, Tyers M:
Cdc53 is a scaffold protein for multiple Cdc34/Skp1/F-box
proteincomplexes that regulate cell division and methionine
biosynthesis in yeast.  Genes Dev 1998, 12:692-705.

10. Kaiser P, Flick K, Wittenberg C, Reed SI: Regulation of transcrip-
tion by ubiquitination without proteolysis: Cdc34/
SCF(Met30)-mediated inactivation of the transcription fac-
tor Met4.  Cell 2000, 102:303-314.

11. Rouillon A, Barbey R, Patton EE, Tyers M, Thomas D: Feedback-
regulated degradation of the transcriptional activator Met4
is triggered by the SCF(Met30)complex.  Embo J 2000,
19:282-294.

12. Yen JL, Su NY, Kaiser P: The Yeast Ubiquitin Ligase SCFMet30
Regulates Heavy Metal Response.  Mol Biol Cell 2005,
16:1872-1882.

13. Barbey R, Baudouin-Cornu P, Lee TA, Rouillon A, Zarzov P, Tyers M,
Thomas D: Inducible dissociation of SCF(Met30) ubiquitin
ligase mediates a rapid transcriptional response to cad-
mium.  Embo J 2005, 24:521-532.

14. Schumacher MM, Choi JY, Voelker DR: Phosphatidylserine trans-
port to the mitochondria is regulated by ubiquitination.  J Biol
Chem 2002, 277:51033-51042.

15. Choi JY, Riekhof WR, Wu WI, Voelker DR: Macromolecular
assemblies regulate nonvesicular phosphatidylserine traffic
in yeast.  Biochem Soc Trans 2006, 34:404-408.

16. Flick K, Raasi S, Zhang H, Yen JL, Kaiser P: A ubiquitin-interacting
motif protects polyubiquitinated Met4 from degradation by
the 26S proteasome.  Nat Cell Biol 2006, 8:509-515.

17. Flick K, Ouni I, Wohlschlegel JA, Capati C, McDonald WH, Yates JR,
Kaiser P: Proteolysis-independent regulation of the transcrip-
tion factor Met4 by a single Lys 48-linked ubiquitin chain.  Nat
Cell Biol 2004, 6:634-641.

18. Kuras L, Rouillon A, Lee T, Barbey R, Tyers M, Thomas D: Dual reg-
ulation of the met4 transcription factor by ubiquitin-depend-
ent degradation and inhibition of promoter recruitment.  Mol
Cell 2002, 10:69-80.

19. Hicke L, Schubert HL, Hill CP: Ubiquitin-binding domains.  Nat
Rev Mol Cell Biol 2005, 6:610-621.

20. Peng J, Schwartz D, Elias JE, Thoreen CC, Cheng D, Marsischky G,
Roelofs J, Finley D, Gygi SP: A proteomics approach to under-
standing protein ubiquitination.  Nat Biotechnol 2003,
21:921-926.

21. Tagwerker C, Flick K, Cui M, Guerrero C, Dou Y, Auer B, Baldi P,
Huang L, Kaiser P: A tandem-affinity tag for two-step purifica-
tion under fully denaturing conditions: Application in ubiqui-
tin profiling and protein complex identification combined
with in vivo cross-linking.  Mol Cell Proteomics 2006, 5:737-748.

22. Finley D, Sadis S, Monia BP, Boucher P, Ecker DJ, Crooke ST, Chau V:
Inhibition of Proteolysis and Cell Cycle Progression in a Mul-
tiubiquitination-defecient Yeast Mutant.  Mol Cell Biol 1994,
14:5501-5509.

23. Blaiseau PL, Isnard AD, Surdin-Kerjan Y, Thomas D: Met31p and
Met32p, two related zinc finger proteins, are involved in
transcriptional regulation of yeast sulfur amino acid metab-
olism.  Mol Cell Biol 1997, 17:3640-3648.

24. McMillan JN, Theesfeld CL, Harrison JC, Bardes ES, Lew DJ: Deter-
minants of Swe1p degradation in Saccharomyces cerevisiae.
Mol Biol Cell 2002, 13:3560-3575.

25. Watanabe N, Arai H, Nishihara Y, Taniguchi M, Watanabe N, Hunter
T, Osada H: M-phase kinases induce phospho-dependent ubiq-
uitination of somatic Wee1 by SCFbeta-TrCP.  Proc Natl Acad
Sci USA 2004, 101:4419-4424.

26. Wheeler GL, Trotter EW, Dawes IW, Grant CM: Coupling of the
transcriptional regulation of glutathione biosynthesis to the
availability of glutathione and methionine via the Met4 and
Yap1 transcription factors.  J Biol Chem 2003, 278:49920-49928.

27. Wheeler GL, Quinn KA, Perrone G, Dawes IW, Grant CM: Glutath-
ione regulates the expression of gamma-glutamylcysteine
synthetase via the Met4 transcription factor.  Mol Microbiol
2002, 46:545-556.

28. Fauchon M, Lagniel G, Aude JC, Lombardia L, Soularue P, Petat C,
Marguerie G, Sentenac A, Werner M, Labarre J: Sulfur sparing in
the yeast proteome in response to sulfur demand.  Mol Cell
2002, 9:713-723.

29. Dormer UH, Westwater J, McLaren NF, Kent NA, Mellor J, Jamieson
DJ: Cadmium-inducible expression of the yeast GSH1 gene
requires a functional sulfur-amino acid regulatory network.
J Biol Chem 2000, 275:32611-32616.

30. Harrison C, Katayama S, Dhut S, Chen D, Jones N, Bahler J, Toda T:
SCF(Pof1)-ubiquitin and its target Zip1 transcription factor
mediate cadmium response in fission yeast.  Embo J 2005,
24:599-610.

31. Baudouin-Cornu P, Labarre J: Regulation of the cadmium stress
response through SCF-like ubiquitin ligases: comparison
between Saccharomyces cerevisiae, Schizosaccharomyces
pombe and mammalian cells.  Biochimie 2006. Doi:10.1016/j.bio-
chi.2006.03.001

32. Haugen AC, Kelley R, Collins JB, Tucker CJ, Deng C, Afshari CA,
Brown JM, Ideker T, Van Houten B: Integrating phenotypic and
expression profiles to map arsenic-response networks.
Genome Biol 2004, 5:R95.

33. Jamieson DJ: Oxidative stress responses of the yeast Saccharo-
myces cerevisiae.  Yeast 1998, 14:1511-1527.

34. Jamieson D: Saving sulfur.  Nat Genet 2002, 31:228-230.
35. Stohs SJ, Bagchi D: Oxidative mechanisms in the toxicity of

metal ions.  Free Radic Biol Med 1995, 18:321-336.
36. McMurray CT, Tainer JA: Cancer, cadmium and genome integ-

rity.  Nat Genet 2003, 34:239-241.
37. Li FN, Johnston M: Grr1 of Saccharomyces cerevisiae is con-

nected to the ubiquitin proteolysis machinery through Skp1:
coupling glucose sensing to gene expression and the cell
cycle.  Embo J 1997, 16:5629-5638.

38. Jaiswal AK: Nrf2 signaling in coordinated activation of antioxi-
dant gene expression.  Free Radic Biol Med 2004, 36:1199-1207.

39. Nguyen T, Yang CS, Pickett CB: The pathways and molecular
mechanisms regulating Nrf2 activation in response to chem-
ical stress.  Free Radic Biol Med 2004, 37:433-441.

40. Kobayashi M, Yamamoto M: Molecular mechanisms activating
the Nrf2-Keap1 pathway of antioxidant gene regulation.  Anti-
oxid Redox Signal 2005, 7:385-394.

41. Wild AC, Moinova HR, Mulcahy RT: Regulation of gamma-
glutamylcysteine synthetase subunit gene expression by the
transcription factor Nrf2.  J Biol Chem 1999, 274:33627-33636.

42. Zhang DD, Lo SC, Cross JV, Templeton DJ, Hannink M: Keap1 is a
redox-regulated substrate adaptor protein for a Cul3-
dependent ubiquitin ligase complex.  Mol Cell Biol 2004,
24:10941-10953.

43. Kobayashi A, Kang MI, Okawa H, Ohtsuji M, Zenke Y, Chiba T, Igar-
ashi K, Yamamoto M: Oxidative stress sensor Keap1 functions
as an adaptor for Cul3-based E3 ligase to regulate proteaso-
mal degradation of Nrf2.  Mol Cell Biol 2004, 24:7130-7139.

44. Furukawa M, Xiong Y: BTB protein Keap1 targets antioxidant
transcription factor Nrf2 for ubiquitination by the Cullin 3-
Roc1 ligase.  Mol Cell Biol 2005, 25:162-171.

45. Cullinan SB, Gordan JD, Jin J, Harper JW, Diehl JA: The Keap1-BTB
protein is an adaptor that bridges Nrf2 to a Cul3-based E3
ligase: oxidative stress sensing by a Cul3-Keap1 ligase.  Mol
Cell Biol 2004, 24:8477-8486.

46. Kobayashi A, Kang MI, Watai Y, Tong KI, Shibata T, Uchida K,
Yamamoto M: Oxidative and Electrophilic Stresses Activate
Nrf2 through Inhibition of Ubiquitination Activity of Keap1.
Mol Cell Biol 2006, 26:221-229.

47. Hansen J, Johannesen PF: Cysteine is essential for transcrip-
tional regulation of the sulfur assimilation genes in Saccharo-
myces cerevisiae.  Mol Gen Genet 2000, 263:535-542.

48. Menant A, Baudouin-Cornu P, Peyraud C, Tyers M, Thomas D:
Determinants of the ubiquitin-mediated degradation of the
Met4 transcription factor.  J Biol Chem 2006, 281:11744-11754.

49. Wakabayashi N, Itoh K, Wakabayashi J, Motohashi H, Noda S, Taka-
hashi S, Imakado S, Kotsuji T, Otsuka F, Roop DR, et al.: Keap1-null
mutation leads to postnatal lethality due to constitutive Nrf2
activation.  Nat Genet 2003, 35:238-245.

50. Magin TM: A keaper and a striker maintain epidermal home-
ostasis.  Nat Genet 2003, 35:202-204.
Page 8 of 8
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9346238
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9346238
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9346238
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15688063
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15688063
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9499404
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9499404
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9499404
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10975521
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10975521
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10975521
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10637232
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10637232
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10637232
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15689486
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15689486
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15660125
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15660125
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15660125
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12393893
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12393893
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16709173
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16709173
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16709173
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16604062
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16604062
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16604062
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15208638
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15208638
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12150908
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12150908
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12150908
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16064137
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12872131
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12872131
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16432255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16432255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16432255
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8035826
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8035826
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8035826
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9199298
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9199298
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9199298
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12388757
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12388757
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15070733
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15070733
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14514673
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14514673
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14514673
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12406228
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12406228
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12406228
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11983164
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11983164
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10921921
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10921921
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15660136
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15660136
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15660136
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16584827
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16584827
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16584827
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15575969
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15575969
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9885153
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9885153
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12089514
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7744317
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=7744317
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12833042
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12833042
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9312022
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9312022
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9312022
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15110384
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15110384
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15256215
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15256215
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15256215
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15706085
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15706085
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10559251
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10559251
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10559251
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15572695
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15572695
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15572695
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15282312
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15282312
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15282312
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15601839
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15601839
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15601839
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15367669
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15367669
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15367669
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16354693
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16354693
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10821189
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10821189
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10821189
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16497670
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16497670
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16497670
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14517554
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14517554
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14517554
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14593401
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14593401

	Abstract
	Review
	Regulation of the transcription factor Met4 by SCFMet30
	SCFMet30-dependent cell cycle steps
	SCFMet30 and the cellular response to cadmium and arsenic
	SCFMet30 a link between S-adenosylmethionine levels and cell cycle progression
	Conclusion
	Abbreviations
	Competing interests
	Acknowledgements
	References

