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Cell death is a common metazoan cell fate, and its inactivation is
central to human malignancy. In Caenorhabditis elegans, apoptotic
cell death occurs via the activation of the caspase CED-3 following
binding of the EGL-1/BH3-only protein to the antiapoptotic CED-9/
BCL2 protein. Here we report a major alternative mechanism for
caspase activation in vivo involving the F-box protein DRE-1. DRE-1
functions in parallel to EGL-1, requires CED-9 for activity, and binds
to CED-9, suggesting that DRE-1 promotes apoptosis by inactivating
CED-9. FBXO10, a human protein related to DRE-1, binds BCL2 and
promotes its degradation, thereby initiating cell death. Moreover,
some human diffuse large B-cell lymphomas have inactivating muta-
tions in FBXO10 or express FBXO10 at low levels. Our results suggest
that DRE-1/FBXO10 is a conserved regulator of apoptosis.
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Programmed cell death is a major cell fate that is required for
proper development and homeostasis of multicellular organ-

isms. Excess cell death is a hallmark of many human degenerative
disorders (1–3), whereas evasion of cell death signals is a key re-
quirement for tumor formation (4–6). Apoptotic cell death is me-
diated by activation of caspases, proteases whose role in cell death
has been conserved in all metazoans examined (7–9). Although
mutations in the caspase genes themselves are not frequently found
in human malignancy samples, regulators of caspase activation are
often mutated or dysregulated in human cancers (6, 10).
The nematodeCaenorhabditis elegans has proved fertile ground

for uncovering conserved regulators of apoptosis. In most C.
elegans cells fated to die, the BH3-only domain protein EGL-1
binds to the BCL2-related protein CED-9, allowing for the re-
lease of CED-4 from CED-9. CED-4, a protein related to Apaf-1,
then promotes activation of CED-3 caspase to induce cell death
(11). Amodified set of interactions governs apoptosis induction in
mammalian cells (9). Although this canonical pathway operates in
mostC. elegans cells that die, a few cells are interesting exceptions,
including the tail-spike cell. This cell is generated by fusion of two
cells near the tail of the developing embryo. Following fusion, the
binucleate cell extends a thin, microtubule-filled process toward
the tip of the tail (12). Once a tail spike has formed, transcription
of the ced-3 caspase gene by the homeodomain protein PAL-1
promotes tail-spike cell death (10). Whereas the ced-3 and ced-4
genes are essential for tail-spike cell death, egl-1 plays only a mi-
nor role (10). Thus, other genes are likely to substitute for egl-1 to
regulate caspase activation in this cell.
Here we show that DRE-1, aC. elegans F-box protein, is a major

regulator of tail-spike cell death that functions in parallel to EGL-1.
Furthermore, we demonstrate that a related human protein,
FBXO10, can promote cell death and is functionally altered in
diffuse large B-cell lymphomas. Our results support the notion
that in both settings the F-Box proteins inhibit the activity of
BCL2-related proteins.

Results
DRE-1 Promotes Tail-Spike Cell Death in C. elegans. To identify tail-
spike cell death regulators, we mutagenized animals carrying
a tail-spike cell promoter::GFP reporter transgene and searched
for postembryonic larvae containing a surviving tail-spike cell. We
identified seven independent mutants exhibiting a larval tail-spike
cell (Table S1). One of these, ns38, displayed inappropriate cell
survival elsewhere in the animal and failed to complement the
ced-3(n717) mutation. The ns39 mutation complemented known
cell death mutations, was recessive (Table 1), had a strong tail-
spike cell survival defect with 79% of animals possessing an
inappropriately surviving cell (Table 1 and Table S1), and was
further studied.
We mapped the ns39 mutation to a 0.29 map-unit region on

chromosome V. Three observations suggest that the gene dre-1,
located in this region, is the gene affected in ns39 mutants. First,
sequencing of dre-1 coding regions revealed a C-to-T point mu-
tation at position 192 of exon 4 converting serine 275 to leucine
(Fig. 1F). Second, larvae homozygous for either of two other dre-1
alleles, dh99 and dh279 (13), also possessed a surviving tail-spike
cell and these alleles failed to complement ns39 (Fig. 1F and
Table 1). Third, transgenic animals carrying ∼30 kb of wild-type
genomic DNA surrounding dre-1 or a globally-expressed dpy-30
promoter::dre-1 cDNA (14) had fewer surviving tail-spike cells
compared with ns39 animals (Table S1 and Fig. S1 E–G).
The surviving tail-spike cell in dre-1(ns39) mutants is binucleate

and extends a posteriorly directed process (Fig. 1A). To confirm
that this cell is a bona fide tail-spike cell and not a different cell
that inappropriately adopted features of tail-spike cell fate, we
tested whether transcription of ced-3 caspase in this cell depends
on the gene pal-1, as has been previously shown for the tail-spike
cell (10). Indeed, ced-3 expression in pal-1(ns114); dre-1(ns39)
double mutants was greatly reduced (Fig. S1 A–D). Furthermore,
in dre-1 mutants that were also homozygous for the ced-5(n1812)
mutation, which blocks apoptotic corpse engulfment, a persistent
cell corpse was absent in all animals with a surviving tail-spike
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cell (Fig. 1B). Finally, animals homozygous for weak mutations in
both dre-1 and global cell death regulators (ced-3, ced-4, and ced-
9) exhibited strong genetic interactions (Table 1), and, impor-
tantly, all double-mutant larvae exhibiting a tail-spike cell had
only one such cell. dre-1(ns39) animals had no extra cells in the
anterior pharynx, a region convenient for scoring the presence of
inappropriately surviving cells (Table S1) (15, 16), suggesting that
dre-1 primarily regulates tail-spike cell death.

DRE-1 Is a Component of a Death-Promoting Skp–Cullin–F-box Complex
in the Tail-Spike Cell. To determine in which cell dre-1 functions,
we examined the expression pattern of a dre-1 promoter::GFP re-
porter transgene and found that it was robustly expressed in the tail-
spike cell but not in the surrounding hyp10 hypodermal cell that
forms the tail spike (Fig. 1C–E). Consistent with a cell-autonomous
function, dre-1(ns39) mutants carrying an aff-1 promoter::dre-1
cDNA, expressed specifically in the tail-spike cell (Fig. S2E), were
strongly rescued for tail-spike cell survival (Table S1).
dre-1 is predicted to encode an F-box domain protein and was

previously identified as a gene affecting developmental timing
(13). However, neither animals carryingmutations in timing genes
nor animals containing mutations in known DRE-1 interacting
proteins (17) had tail-spike cell survival defects (Table S2). To test
whether DRE-1 might act as part of an SCF (Skp–Cullin–F-box)
ubiquitin E3 ligase complex to regulate tail-spike cell death, we
examined animals subjected to RNAi against 20 Skp- and Cullin-
related genes (Fig. S3). We found that cul-1 RNAi, like dre-1 or
ced-4 RNAi, produced a block in tail-spike cell death (Fig. 2A).
skr-1 RNAi gave a weak but significant effect (P < 0.0016) and
animals homozygous for the weak skr-1(sm151) mutation also
exhibited inappropriate tail-spike cell survival (Fig. 2A; P <
0.000008) (18). These observations raise the possibility that DRE-1,
CUL-1, and SKR-1 function in an SCF complex to regulate cell
death. To test this model, we cotransfected Drosophila S2 cells
with myc::SKR-1 and either HA::DRE-1, HA::DRE-1(ns39), or
HA::DRE-1(dh99) plasmids and immunoprecipitated lysates.
Whereas wild-type HA::DRE-1 and HA::DRE-1(dh99) bound
myc::SKR-1 efficiently (6.5- and 5.8-fold enrichment over
background), HA::DRE-1(ns39) bound myc::SKR-1 less well
(2.2-fold enrichment; Fig. 2B). Because the ns39 lesion strongly
affects tail-spike cell death and alters the F-box domain required
for SCF complex formation (Fig. 1F), we conclude that an in-
teraction between DRE-1 and SKR-1 is important in vivo for tail-

spike cell death and that DRE-1 likely functions with SKR-1 and
CUL-1 in an SCF complex in this context.

DRE-1 Functions in Parallel to egl-1/BH3-only and Requires ced-9/BCL2.
Our genetic and physical interaction studies suggest that DRE-1
may function to inactivate a cell death inhibitor in the tail-spike
cell.We therefore tested the possibility that DRE-1 substitutes for
EGL-1 to inhibit CED-9 function. We found that egl-1(null) and
dre-1 mutations exhibited strong synergistic interactions (Table
1). Similarly, we found that RNAi against either skr-1 or ned-8
also enhanced tail-spike survival in egl-1 mutants [42% and 53%
survival, respectively (n = 100)]. Furthermore, whereas the tail-
spike cell survived in nearly all ced-3(n2427); dre-1(ns39) double
mutants, survival was greatly reduced in ced-9(lf); ced-3(n2427);
dre-1(ns39) animals (Table 1). These results demonstrate that dre-1
acts in parallel to egl-1 and upstream of or in parallel to ced-9. To
test whether DRE-1 and CED-9 could physically interact, we
cotransfected Drosophila S2 cells with HA::DRE-1 and myc::
CED-9 plasmids and immunoprecipitated lysates using anti-myc
antibodies. We found that CED-9 weakly, but reproducibly,
bound to DRE-1 (Fig. 2C), suggesting that direct binding of DRE-1
and CED-9 may be important. Nonetheless, we cannot rule out
the possibility that additional targets of DRE-1 may be important
for indirectly regulating CED-9 activity.

DRE-1–Related FBXO10 Regulates BCL2 Protein Levels. Because
DRE-1 seems to act through the BCL2 homolog CED-9 to pro-
mote apoptosis in C. elegans and because BCL2 protein is often
overexpressed in human B-cell lymphomas (reviewed in ref. 19),
we wondered whether an F-box protein might control BCL2
function in lymphoma. Of the >35 human F-box proteins, only
two resemble DRE-1 in containing a carbohydrate-binding pro-
teins and sugar hydrolases (CASH) domain: FBXO10 and
FBXO11. FBXO11 has been shown to control the levels of the
BCL6 transcriptional regulator and is confined to the nucleus,
making it unlikely to be a regulator of BCL2, which resides in the
cytoplasm (20). A Flag epitope-tagged FBXO10 isoform was lo-
calized in the cytoplasm of transduced HEK293T cells (Fig. 3A),
making FBXO10 a candidate regulator of BCL2, perhaps acting
analogously to DRE-1.
To examine whether FBXO10 might regulate BCL2 protein

levels, we measured steady-state BCL2 protein amounts by flow
cytometry in lymphoma cell lines in which FBXO10 was ectop-
ically expressed (Fig. 3B). Among ABC DLBCL (activated B-

Table 1. dre-1 is required for tail-spike cell death

Genotype Tail-spike cell survival, %

Wild-type 0 ± 0
dre-1(ns39) 79 ± 3
dre-1(dh99) 12 ± 3
dre-1(dh279) 2 ± 1
dre-1(ns39)/+ 0 ± 0
dre-1(dh99)/+ 0 ± 0
dre-1(ns39)/dre-1(dh99) 25 ± 4

dre-1 synergizes with core apoptotic genes
ced-3(n2427) 0 ± 0
ced-3(n2427); dre-1(dh99) 46 ± 4
ced-4(n3158) 74 ± 4
ced-4(n3158); dre-1(dh99) 91 ± 3
ced-9(n1950) 3 ± 3
ced-9(n1950); dre-1(dh99) 59 ± 4

ced-9 is required for dre-1 function
egl-1(n1084n3082) 30 ± 6
egl-1(n1084n3082) dre-1(dh99) 85 ± 4
egl-1(n1084n3082) dre-1(ns39) 94 ± 2
ced-9(n2812); ced-3(n2427) 0 ± 0
ced-3(n2427); dre-1(ns39) 98 ± 1
ced-9(n2812); ced-3(n2427); dre-1(ns39) 20 ± 4

Strains contain nsIs25; n >100; error: SEM.
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Fig. 1. dre-1 promotes tail-spike cell death. (A) dre-1(ns39) L1 larva with
a surviving tail-spike cell. Asterisks, tail-spike cell nuclei; dotted line, outline
of the tail; arrow, tail-spike cell process. (B) Percentage of L1s with a surviv-
ing tail-spike cell (green), tail-spike cell corpse (blue), or neither (orange,
a cell that has died and whose corpse has been cleared). The ced-5(n1812)
and dre-1(ns39) alleles were used. Error bars, SEM. (C–E) ced-3(n717) larva
expressing dre-1p::gfp (C), ced-3p::dsRed (D). (E) Merged image. Arrows,
tail-spike cell nuclei. The asterisk denotes the region occupied by hyp10.
Note the absence of GFP. (F) Schematic of DRE-1.
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cell-like diffuse large B-cell lymphoma) lines, which have uni-
versally high BCL2 levels due to transcriptional up-regulation
(Fig. S4), we observed a marked decrease in BCL2 abundance
upon FBXO10 induction in three lines (OCI-Ly3, OCI-Ly10,
and U2932). No change in BCL2 levels was observed in the ABC
DLBCL line HBL1, which may be explained by our finding that
HBL1 already has high FBXO10 expression (discussed below;
Fig. 4B). BCL2 is also overexpressed in some GCB (germinal
center B-cell-like) DLBCL cases due to a t(14, 18) translocation,
and FBXO10 decreased BCL2 levels in cell-line models of this
subtype (OCI-Ly19, Toledo) (Fig. 3B).
Because ectopic FBXO10 expression reduces steady-state

BCL2 levels, we wondered whether knockdown of endogenous
FBXO10 would increase steady-state BCL2 abundance. We
identified three shRNAs whose expression reduced FBXO10
mRNA levels to varying degrees (Fig. 3C). Expression of these in
HBL1 cells, which exhibit high levels of endogenous FBXO10
expression, increased BCL2 levels (Fig. 3C). By contrast, FBXO10
depletion had little, if any, effect on BCL2 levels in OCI-Ly3
cells, which have low endogenous FBXO10 expression (Figs. 3C
and 4B). Thus, endogenous FBXO10 can control BCL2 levels.
To determine whether FBXO10 controls BCL2 protein sta-

bility, we measured BCL2 abundance over time after inhibition
of new protein synthesis in HBL1 cells with cycloheximide. The
half-life of BCL2, which was ∼17 h in control shRNA-expressing
cells, was much more prolonged (over 24 h) by FBXO10 de-
pletion (Fig. 3D). By contrast, FBXO10 depletion had no effect
on the half-life of the BCL2-related protein MCL1. Of note,
there were no changes in BCL2 mRNA levels after knockdown
of FBXO10. Together, these results suggest a direct role for
FBXO10 in BCL2 protein stability.
To test this idea further, we investigated whether BCL2 may

be a direct target of an FBXO10-containing ubiquitin ligase. To
this end, we cotransfected 293T cells with vectors expressing
Flag-tagged FBXO10 and HA-tagged BCL2 and observed robust
coimmunoprecipitation of these proteins (Fig. 3E). As expected,
the SKP1 and CUL1 proteins, subunits of all F-box-containing
E3 ligases, were also present in the immune complexes con-
taining FBXO10 and BCL2. To test for FBXO10-induced
ubiquitination of BCL2, 293T cells were transduced with retroviral

vectors expressing Flag-tagged FBXO10, MYC-tagged BCL2, and
HA-tagged ubiquitin, and cells were treated with the proteasome
inhibitor PS-341 to enhance the detection of ubiquitinated pro-
teins. Following boiling and SDS lysis to disrupt noncovalent
protein–protein interactions, the lysates were immunoprecipitated
using an anti-MYC epitope antibody and analyzed by immuno-
blotting for HA-tagged ubiquitin (Fig. 3F). In the absence of
FBXO10, a small amount of ubiquitinated BCL2 was detected as
a smear of slow-migrating protein species, potentially due to the
action of endogenous FBXO10 (or another ubiquitin ligase). In
cells with ectopic FBXO10 expression, ubiquitinated BCL2 iso-
forms increased in abundance. In the lymphoma cell line HBL1,
which has high levels of endogenous FBXO10 expression, an
increase in ubiquitinated BCL2 was also observed after protea-
some inhibition (Fig. S5). Together, these data suggest that
FBXO10 is a component of a ubiquitin ligase that can target
BCL2 protein for degradation.

FBXO10 Promotes Apoptosis in Lymphoma Cell Lines. Given the
important antiapoptotic role of BCL2, we investigated FBXO10
expression and function in normal B-cell subpopulations and in
human B-cell lymphomas. BCL2 expression varies considerably
during normal B-cell differentiation, with germinal center B cells
having the lowest levels, in part due to BCL-6–mediated re-
pression of BCL2 mRNA expression (21, 22). In this regard, it
was notable that FBXO10 mRNA levels were approximately
fourfold higher in tonsillar germinal center B cells than in ton-
sillar naïve B cells (Fig. 4A). Although FBXO10 protein could
not be examined due to lack of suitable antibodies, these data
raised the possibility that FBXO10 might function in normal
germinal center B cells and potentially in human B-cell lym-
phomas derived from these cells, such as diffuse large B-cell
lymphoma (DLBCL) (19).
We therefore examined FBXO10 mRNA levels in primary

DLBCL biopsy samples, including tumors belonging to the GCB
and ABC subtypes. Despite the presumed derivation of GCB
DLBCL tumors from germinal center B cells (23), many of these
biopsies had relatively low FBXO10 mRNA levels (Fig. 4A), with
one third (17/51) having levels that were below those of naïve B
cells. ABC DLBCLs, which may derive from postgerminal center
B cells, had similarly low FBXO10 mRNA expression in most
cases, with 46% (24/52) having lower levels than naïve B cells
(Fig. 4A). The mechanisms responsible for transcriptional down-
regulation of FBXO10 in DLBCLs are unknown at present; no
changes in FBXO10 promoter methylation were observed in
cases with low expression.
We next sequenced the entire FBXO10 coding region in 154

lymphoma biopsy samples. FBXO10 sequence variants were
detected in 5% (4/76) of GCB DLBCLs, including one frameshift
and three missense mutations (H212N, V762L, and R825W) as
well as in 1% (1/78) of ABC DLBCLs (R44H). No FBXO10
variants were detected in biopsy samples of primary mediastinal
B-cell lymphoma (n = 7) or mantle-cell lymphoma (n = 24). All
of the FBXO10 variants in DLBCL were heterozygous. One of
these variants, H212N, has recently been identified as a rare
SNP in the human population with a minor allele frequency of
1–1.4%, whereas the other variants have not been detected as
SNPs in over 8,000 human samples (24, 25) and are presumed
to be either somatic mutations or recent germ-line mutations.
In this regard, it was notable that the SNP H212N was present
in a GCB DLBCL case with the lowest FBXO10 expression,
suggesting that it might not be functional (discussed below),
whereas the V762L, R825W, and R44H mutants were in cases
with higher FBXO10 mRNA expression (Fig. 4A). In summary,
FBXO10 is frequently down-regulated transcriptionally in DLBCL
compared with normal B cells and can be targeted by mutations.
The low expression of FBXO10 and the potentially delete-

rious FBXO10 mutations in some DLBCL tumors suggested
that FBXO10 might function to promote cell death as does DRE-
1 in C. elegans. To test this, we used a panel of human lymphoma
lines that have a range of FBXO10 mRNA levels (Fig. 4B). We
engineered these lines to enable doxycycline-inducible expres-
sion of FBXO10 together with GFP using retroviral vectors.
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Following FBXO10 induction, we monitored viable FBXO10-
expressing (GFP+) cells over time by flow cytometry. In a time-
dependent fashion, FBXO10 expression affected the viability of
more than half of the cell lines tested: 5/6 ABC DLBCL, 4/8
GCB DLBCL, 4/6 MCL (mantle cell lymphoma) cell lines, and 1/
3:00 PMBL (primary mediastinal B-cell lymphoma) cell lines
(Fig. 4C). That FBXO10 expression did not induce cell death in
all lines makes it unlikely that the protein is generically cytotoxic.
FBXO10 toxicity was roughly related to the level of endogenous
FBXO10 mRNA: Within each lymphoma subtype, the lines with
the highest FBXO10 expression were insensitive to ectopic
FBXO10 expression whereas those with the lowest FBXO10 ex-
pression were sensitive (Fig. 4 B and C). The FBXO10-induced
toxicity in these assays could be due to either increased apoptosis
or decreased cell proliferation. Flow cytometric analysis of acti-
vated caspase-3 and cleaved polyADP ribose polymerase (PARP)
indicated that FBXO10 expression induced apoptosis of both
OCI-Ly3 and Rec-1 cells (Fig. 4D). Analysis of the cell cycle by
flow cytometry revealed that FBXO10 expression did not inhibit
cell proliferation (Fig. 4E), consistent with a role in modulating
apoptosis in lymphoma cells.
We next wondered whether ectopic BCL2 expression could

rescue the cell death induced by FBXO10 expression. For two
FBXO10-sensitive lymphoma lines (U2932 and Rec-1), we
generated stable clones with ectopic BCL2 expression by retro-
viral transduction and created control clones using an empty
retroviral vector. The BCL2-expressing clones had 1.6- to 1.7-
fold higher BCL2 expression than the control clones (Fig. 4F).
We transduced these clones with retroviruses expressing
FBXO10 plus GFP or GFP alone and tracked viable GFP+ cells
over time following induction of FBXO10 expression. In the
BCL2-expressing clones, more than 50% of the FBXO10+ cells

remained viable at 3 d compared with less than 30% viability in
the control clones (Fig. 4F). Thus, BCL2 can partially rescue
lymphoma cells from FBXO10-induced death, consistent with its
role as a negative regulator of BCL2 protein stability.

Functional Analysis of FBXO10 Mutations. The FBXO10 missense
mutations in DLBCL occur at evolutionarily conserved residues,
suggesting that they might be deleterious (Fig. 5A). R44H is lo-
calized to the F-box domain and thus might perturb ubiquitin
ligase function. The V762L and R825W are located in CASH
domains, which are putatively involved in substrate binding. To
evaluate the effects of these mutations on FBXO10 function, we
inducibly expressed FBXO10 mutants, or wild-type FBXO10, in
OCI-Ly3 cells, because this line has very low levels of endogenous
FBXO10 and dies readily when FBXO10 is ectopically expressed.
As above, we tracked GFP+ transduced cells over time and ob-
served that the V762L, R825W, and R44H FBXO10 mutants
were less toxic than wild-type FBXO10 (Fig. 5B), indicating loss
of function. As a control, we expressed an FBXO10 isoform
lacking the F-box (ΔF-box), which presumably cripples the
protein’s ability to form a ubiquitin ligase. The ΔF-box isoform
was not as toxic as wild-type FBXO10 but still retained some ac-
tivity, possibly because this mutant can still bind to BCL2
(discussed below). Because the FBXO10 mutants from human
DLBCL tumors were roughly as toxic as ΔF-box, we surmise
that they are significantly impaired in function.
Because the R44H mutation alters the F-box, we wondered

whether the mutant protein would form the predicted SCF E3
ubiquitin ligase complex. In coimmunoprecipitation experiments
in 293T cells, FBXO10 R44H was unable to bind the SCF subunit
SKP1, like the ΔF-box isoform (Fig. 5C), demonstrating that the
diminished activity of the R44H mutants is due to their inability
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to participate in an SCF ubiquitin ligase complex. In contrast, the
V762L or R825W mutants were not impaired in their interaction
with SKP1. The ΔF-box isoform retained full ability to coim-
munoprecipate with BCL2, demonstrating that the region of
FBXO10 C-terminal to the F-box is responsible for BCL2 rec-
ognition. Although FBXO10 V762L and R825W mutants were

not impaired in their ability to bind BCL2, neither reduced BCL2
protein levels to the same extent as the wild-type FBXO10,
consistent with a partial loss of function (Fig. 5D). That three
FBXO10 missense mutants are impaired in their ability to de-
stabilize BCL2 and kill lymphoma cells provides a rationale for
their genetic selection in human lymphoma. Future investigations
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into the structural basis of FBXO10 action will be needed to fully
understand why the V762L and R825W mutants are impaired
in function.

Discussion
Protein degradation has been implicated in regulating BCL2-
family members, including Bim, Bid, and MCL-1 (26–29). BCL2
has also been reported to be degraded by the proteasome (30–
33); however, the functional and physiological consequences of
this have not been extensively explored. This study brings to-
gether genetic and functional data from C. elegans and human
cancer to demonstrate that DRE-1 and a related human protein,
FBXO10, control apoptosis, and presents several lines of evi-
dence supporting the notion that DRE-1 and FBXO10 control
the stability of the antiapoptotic proteins CED-9 and BCL2,
respectively, in vivo. Whereas BCL2 transcription in lymphoma
can be promoted by chromosomal translocation, genome copy
number alteration and epigenetic regulation, mechanisms that
promote BCL2 protein stabilization in this context are less un-
derstood. FBXO10 could provide a foothold into a pathway that
regulates the turnover of BCL2 protein in lymphoma cells and
possibly also in normal B cells.
Down-regulation of FBXO10 mRNA expression is one mech-

anism by which FBXO10 activity may be attenuated in human
lymphomas. Germinal center B cells, the normal cellular coun-
terpart of GCB DLBCL, have virtually no expression of BCL2
protein despite expressing BCL2 mRNA (34). FBXO10 mRNA
levels were roughly fourfold higher in germinal center B cells
than in resting blood B cells, suggesting that FBXO10 could
contribute posttranslationally to the low BCL2 protein levels in
germinal center B cells. The majority of GCB DLBCL tumors
had lower FBXO10 mRNA levels than normal germinal center
B cells, and over a third had lower levels than resting blood B
cells, consistent with a tumor suppressor mechanism. A second,
less common,mechanism to impair FBXO10 function in lymphomas
is the acquisition of missense FBXO10 mutations that reduce its
ability to down-regulate BCL2 and its toxicity for these lymphoma

cells. Interestingly, the FBXO10 mutations we identified in lym-
phoma were all heterozygous and seemed to be hypomorphic, but
not null, alleles. This suggests that a full loss of FBXO10 function
is not compatible with the development of lymphoma, and that
FBXO10 functions as a haploinsufficient tumor suppressor. In-
triguingly, complete loss of dre-1 function in C. elegans produces
embryonic inviability, suggesting the possibility of a critical cel-
lular role in C. elegans as well. These observations suggest that
both FBXO10 and DRE-1 likely regulate the abundance of other
protein targets besides BCL2 and CED-9, respectively.
Our studies also highlight a previously undescribed mechanism

of cell death regulation in C. elegans. Although cell death in this
organism is mainly thought to be controlled by lineage-depen-
dent transcription of the egl-1 BH3-domain gene, our results
demonstrate an important role for DRE-1, acting in lieu of EGL-
1. Given the broad similarities in cell death regulation between
C. elegans and mammals, we suggest that future identification in
C. elegans of genes involved in DRE-1 function may reveal
novel regulators of mammalian tumorigenesis and developmental
cell death.

Materials and Methods
Standard methods were used to culture C. elegans. Ubiquitination assays
were performed in the presence of proteasome inhibitors. See details in SI
Materials and Methods.
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