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Abstract
DNA-dependent protein kinase (DNA-PK), composed of
Ku70, Ku80, and the catalytic subunit (DNA-PKcs), is
involved in double-strand break (DSB) repair by nonhomologous end joining (NHEJ). DNA-PKcs defects
confer ionizing radiation sensitivity and increase
homologous recombination (HR). Increased HR is consistent with passive shunting of DSBs from NHEJ to HR.
We therefore predicted that inhibiting the DNA-PKcs
kinase would increase HR. A novel DNA-PKcs inhibitor
(1-(2-hydroxy-4-morpholin-4-yl-phenyl)-ethanone; designated IC86621) increased ionizing radiation sensitivity
but surprisingly decreased spontaneous and DSBinduced HR. Wortmannin also inhibits DNA-PKcs and
reduces DSB-induced HR. IC86621 did not affect HR
product outcome, indicating that it affects HR initiation.
Thus, HR is increased in the absence of DNA-PKcs, but
decreased when DNA-PKcs is catalytically inactive,
suggesting interactive competition between HR and
NHEJ. The effects of IC86621 and wortmannin were
proportional to the level of DNA-PKcs, consistent with
inhibited DNA-PKcs acting in a dominant negative
manner. We propose that inhibition of DNA-PKcs blocks
its autophosphorylation, prevents dissociation of DNAPKcs from DNA ends, and thereby blocks both HR and
NHEJ. By blocking the two major DSB repair pathways,
DNA-PKcs inhibitors should radiosensitize at all cellcycle stages and are therefore excellent candidates for
augmenting cancer radiotherapy.

Introduction
DNA double-strand breaks (DSBs) are potentially lethal
lesions that are efficiently repaired in eukaryotes by homologous recombination (HR) or non-homologous end joining
(NHEJ). DSBs can be repaired by gene conversion, a specific
type of conservative HR that can occur with or without an
associated crossover. DSB-induced gene conversion involves
nonreciprocal transfer of information from an unbroken donor
locus to a broken (recipient) locus. Single-strand annealing is a
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distinct, non-conservative HR process that can result in
deletions when interacting regions are arranged as direct
repeats (1). Key HR proteins include RAD51, five RAD51
paralogues, RAD52, and RAD54 (2 – 8). Several other proteins
have poorly defined roles in HR, including replication protein
A (RPA), p53, ATM, BRCA1, and BRCA2 (9 – 14). In yeast,
Rad50 and Mre11 have been implicated in HR, particularly in
an early step involving end processing to 3V single-stranded tails
(15). HR typically results in accurate repair, while defects in
HR proteins cause genome instability (6, 16 – 18).
NHEJ often results in imprecise repair, yielding deletions or
insertions, yet NHEJ also plays a role in maintaining genome
stability (19, 20). NHEJ involves DNA-dependent protein
kinase (DNA-PK), XRCC4, Artemis, and DNA ligase IV (21,
22). DNA-PK is a complex of a 469-kDa catalytic subunit
(DNA-PKcs), and the DNA end-binding Ku70/Ku80 heterodimer. DNA-PKcs is a nuclear, serine/threonine protein kinase
that is activated by association with DNA, and is a member of
the phosphotidylinositol-3-(PI3) kinase family. In addition to its
roles in NHEJ, DNA-PKcs is important in damage sensing/
signaling before checkpoint activation (22). Numerous in vitro
phosphorylation substrates of DNA-PKcs have been identified,
including transcription factors, the eukaryotic single-stranded
binding protein RPA, p53, Artemis, and both Ku subunits.
Putative in vivo substrates include WRN (23) and IRF-3 (24).
Importantly, DNA-PKcs is trans-autophosphorylated (25 – 27).
Reversible autophosphorylation appears to regulate DNA-PK
kinase activity and its repair functions (28, 29).
A growing body of evidence supports the concept of
mechanistic overlap and/or competition between HR and NHEJ
(30 – 35). Previous studies showed DNA-PKcs deficiency
increases both DSB-induced and spontaneous HR (30, 34). In
this report, we test the effects of a novel DNA-PKcs inhibitory
compound on HR. This compound, 1-(2-hydroxy-4-morpholin4-yl-phenyl)-ethanone (chemical designation IC86621), enhances the sensitivity of human and hamster cells to ionizing
radiation (IR). Unexpectedly, and opposite to the effect of
DNA-PKcs deficiency, specific inhibition of DNA-PKcs kinase
activity by IC86621 reduced both spontaneous HR and HR
stimulated by I-SceI nuclease-induced DSBs, with greater
effects seen in human than hamster cells. The drug did not
affect cell viability, nor did it affect HR product outcome.
Wortmannin, another DNA-PKcs inhibitor, similarly reduces
DSB-induced HR to a greater extent in human cells than
hamster cells. Because DNA-PKcs is expressed at higher levels
in human than hamster cells, our results suggest that inhibited
DNA-PKcs has dominant negative effects on both NHEJ and
HR, and provide new insight into the nature of the competition
between these DSB repair pathways.
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Results
A Novel DNA-PKcs Inhibitor, IC86621, Radiosensitizes
Cells Expressing DNA-PKcs
To study the effects of DNA-PKcs inhibition on radiosensitivity and HR, we used wild-type and DNA-PKcs-defective
Chinese hamster ovary (CHO) cell lines carrying neo direct
repeat recombination substrates (Fig. 1, A and B; 30, 36, 37);
derivatives of the DNA-PKcs-defective CHO cells complemented with a human DNA-PKcs expression vector (30, 38);
and human cells carrying inverted repeats of the puromycin
acetyl-transferase gene (pac; Fig. 1C). Cells with defects in
DNA-PKcs are radiosensitive (38, 39), as are wild-type cells
treated with the PI3 kinase inhibitor wortmannin (40), OK-1035
(41), or the synthetic peptide HNI-38 (42). IC86621 is a strong
inhibitor of DNA-PKcs in vitro, and it has limited activity
against other PI3-related kinases (43). We tested whether
IC86621 would radiosensitize cells by measuring cell survival
following IR exposure in the presence or absence of 200 AM
IC86621. Cell lines with functional DNA-PKcs (HT1080-1885,
CHO strain 33, and the complemented CHO lines V24-C2 and
VD13-C1) showed increased radiosensitivity in the presence of
IC86621 (Fig. 2, panels A, B, D, and F). IC86621 had stronger
effects in human cells than in CHO cells (Fig. 2, A and B). In
contrast, the DNA-PKcs-defective cell lines V24 and VD13
were highly radiosensitive in the absence of IC86621, and there
was no further radiosensitization in the presence of IC86621
(Fig. 2, C and E). Thus, radiosensitization by IC86621 is DNAPKcs dependent, consistent with IC86621 acting as a specific
DNA-PKcs inhibitor. The radiosensitivities of IC86621-treated
V24-C2 and VD13-C1 are similar to levels seen in untreated
V24 and VD13 (Fig. 2, compare panel C to D, and panel
E to F), indicating that IC86621 is a potent in vivo inhibitor of
DNA-PKcs.
Inhibition of DNA-PKcs Reduces DSB-Induced HR
As seen previously (36), DSBs induced by I-SceI nuclease
enhanced HR frequencies by >2000-fold in all cell lines in the
present study (data not shown). We and others have shown that
DSB-induced HR is further enhanced in cell lines with defects

FIGURE 1. HR substrates. A. Two copies of a 1.4-kbp fragment
carrying the neo gene in direct orientation flank an SV40 promoter-driven
gpt gene. The upstream neo is driven by the mouse mammary tumor virus
(MMTV ) promoter and is inactivated by a frameshift insertion consisting of
an I-Sce I site. The downstream copy (neo12 ) is inactive because it lacks a
promoter. The 12 RFLPs in neo12 are indicated by shading (for details,
see Ref. 36). B. As in part A, except the downstream neo lacks the
RFLPs. C. Two copies of a 1.7-kbp fragment carrying the pac gene
arranged as inverted repeats flanking a CMV promoter-driven blasticidin
gene (BSD ). The upstream pac is driven by the murine PGK promoter,
and is inactivated by an 80-bp deletion of coding sequence replaced by the
I-Sce I site. The downstream pac is inactive because it lacks a promoter.

FIGURE 2. IC86621 (200 AM) radiosensitizes cells expressing DNAPKcs. Cells were irradiated with 137Cs g-rays and the resulting colonies
with at least 50 cells were counted. Data are averages (FSD) of at least
three determinations per strain. Open and shaded symbols indicate
untreated cells; black symbols indicate cells treated with IC86621.

in NHEJ, including mutants with defects in DNA-PKcs, Ku,
and XRCC4, and that complementation of these defects reduces
HR (30, 31, 34). In an earlier report (44), it appeared that Ku80
deficiency did not affect DSB-induced HR, but this probably
reflects position effects as discussed previously (30). We
therefore expected that inhibition of DNA-PKcs with IC86621
would similarly enhance DSB-induced HR. Surprisingly,
IC86621 led to dose-dependent reductions in DSB-induced
HR in wild-type cells (Fig. 3, A and B). The reduction was
greatest in the human cell line HT1080-1885, ranging from 1.5fold with 25 AM IC86621 to 19-fold at 200 AM. In CHO strain
33, DSB-induced HR was reduced f1.5- to 2-fold by 25 – 200
AM IC86621. We also tested lower concentrations of IC86621
in CHO strain 33, from 0.1 to 25 AM, and observed f1.2- to
1.5-fold reductions in DSB-induced HR (data not shown).
Thus, IC86621 has modest effects in CHO cells, but these
effects are apparent at very low concentrations.
To determine whether the reduction in DSB-induced HR
with IC86621 is dependent on DNA-PKcs, we examined HR in
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FIGURE 3. DSB-induced HR is reduced by IC86621. Average HR frequencies (FSD) with increasing concentrations of IC86621 are shown for DNA-PKcs
wild-type (HT1080-1885 and CHO strain 33 ), mutant (V24 , VD13), and complemented (V24-C2 , VD13-C1) cell lines for three to six determinations per cell line.

CHO V24 cells, which do not express DNA-PKcs (30). In the
absence of IC86621, DSB-induced HR was significantly higher
in V24 cells than its DNA-PKcs-complemented derivative,
V24-C2 (Fig. 3C), consistent with previous results (30).
Interestingly, IC86621 had no effect on DSB-induced HR in
V24 cells, but V24-C2 showed an IC86621 response that was
essentially identical to that of wild-type cells (Fig. 3C). The
recombination substrates in CHO strains 33, V24, and V24-C2
all include the multiply marked neo12 donor allele. To
determine whether these effects are influenced by, or dependent
on the sequence heterologies present in neo12, we examined
DSB-induced HR in strains lacking the heterologies (the DNAPKcs-defective line VD13, and its complemented derivative
VD13-C1). Similar to V24/V24-C2, IC86621 did not significantly affect DSB-induced HR in VD13, but it reduced HR by
1.6- to 4.2-fold in VD13-C1 (data not shown). These results
indicate that IC86621 affects DSB-induced HR specifically by
inhibiting DNA-PKcs. The negative effect of IC86621 on DSBinduced HR is general: IC86621 reduced DSB-induced HR in
several assay systems, including human and CHO cells, with
inverted and direct repeat recombination substrates present at
three different chromosomal loci, and with both fully homologous and highly marked substrates.
Delacote et al. (31) reported that 20 AM wortmannin had no
effect on I-SceI-induced HR in CHO cells. We therefore tested
this concentration of wortmannin in our cell systems. As shown
in Fig. 4, wortmannin reduced HR by 3.1-fold in V24-C2
hamster cells (P = 0.001, t test), which express human DNAPKcs at low levels (30). Wortmannin also caused a small, but
statistically significant reduction in DSB-induced HR in DNAPKcs-defective V24 cells (1.7-fold; P = 0.007, t test). However,
wortmannin very strongly reduced DSB-induced HR in human
HT1080-1885 cells (82-fold; P < 0.0001, t test). Thus,
wortmannin reduces DSB-induced HR in a largely DNAPKcs-dependent manner. Note that DSB-induced HR is
increased in the absence of DNA-PKcs (30, 34), but decreased
when DNA-PKcs is present but catalytically inactive (Figs. 3
and 4). These contrasting results provide new insight into the
nature of the competition between NHEJ and HR during DSB
repair (see ‘‘Discussion’’).

The IC50 values of IC86621 and wortmannin against DNAPKcs are f100 nM (43). Thus, we presume that there is little or
no kinase activity when cells are treated with these inhibitors at
concentrations that are 200- to 2000-fold higher than the IC50
(20 – 200 AM ). For IC86621, this is supported by the
observation that DNA-PKcs-complemented cells treated with
200 AM IC86621 show the same sensitivity to IR as DNA-PKcs
null cells in the absence of IC86621 (Fig. 2).
Inhibition of DNA-PKcs Reduces Spontaneous HR
Previously we established that spontaneous HR is enhanced
in cells lacking DNA-PKcs (30). To determine whether inhibition of DNA-PKcs would influence spontaneous HR, we
measured spontaneous HR frequencies in CHO and human cell
lines after cultures were split and expanded in the presence or
absence of 100 AM IC86621. Because parallel cultures were
started by dividing a single parent culture, each pair of cultures

FIGURE 4. DSB-induced HR is reduced by wortmannin. Average HR
frequencies (FSD) with or without 20 AM wortmannin are shown for DNAPKcs wild-type (HT1080-1885 ), mutant (V24 ), and complemented (V24C2 ) cell lines for three determinations. Fold decreases are shown
above bars.
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started with same number of pre-existing recombinants. This
procedure therefore detects differences in the accumulation of
recombinants during culture expansion in the presence and
absence of IC86621. Because spontaneous HR is markedly
reduced by RFLP markers (Ref. 30, and references therein), we
used CHO strains VD13 and VD13-C1 that lack RFLPs in the
neo donor. At this concentration, IC86621 had a slight negative
effect on growth rate (data not shown). We therefore measured
spontaneous HR in cultures that were expanded for nearly
equivalent numbers of cell generations in the presence or
absence of IC86621 (11.1 – 11.3 generations for CHO strains,
and 11.9 – 12.4 generations for HT1080-1885); this required
8 and 9 days of expansion for untreated and treated cultures,
respectively. The slight effect on growth rate is not due to
IC86621-induced cytotoxicity: plating efficiencies were similar
in the presence or absence of IC86621 (Fig. 5A). As shown in
Fig. 5B, IC86621 reduced spontaneous HR in cells expressing
DNA-PKcs (VD13-C1 and HT1080-1885), but had no effect in
the DNA-PKcs-deficient VD13 cells. Thus, IC86621 decreases
spontaneous HR in a DNA-PKcs-dependent manner, similar to
its effect on DSB-induced HR, but opposite to the effects of
DNA-PKcs deficiency (30). IC86621 reduced spontaneous HR
in CHO cells with a neo direct repeat, and human cells with a
pac inverted repeat, again indicating that these effects are
general.
Inhibition of DNA-PKcs Does Not Affect HR
Product Outcome
In both wild-type and DNA-PKcs-defective cells, DSBinduced HR in the neo direct repeat substrate usually results in
short-tract gene conversion without associated crossover;
conversion tracts average f200 bp in length (30, 36). To test
whether inhibition of DNA-PKcs would affect HR outcome, we
characterized 49 G418-resistant products of CHO strain 33
treated with 200 AM IC86621 by Southern hybridization and
found that 48 arose by gene conversion without crossover. In
the remaining product, one copy of neo and the intervening
sequences were deleted. These results are nearly identical to
prior results with strain 33 in the absence of IC86621, in which
two deletions were detected among 67 products (36). We
mapped conversion tracts in 17 products from IC86621-treated
cultures; the resulting tract spectrum (not shown) was very
similar to that generated previously from CHO strain 33 (36).
The average gene conversion tract length (FSE) from IC86621treated cultures was 315 F 81 bp, which is not significantly
different from untreated cells (237 F 29 bp; P = 0.37, t test).
We conclude that inhibition of DNA-PKcs affects HR initiation,
but not late HR stages, such as heteroduplex DNA formation or
intermediate resolution.

FIGURE 5. Spontaneous HR is suppressed by IC86621. A. IC86621
has little or no effect on plating efficiency (* indicates P = 0.02, t test). B.
Spontaneous HR frequencies are shown for DNA-PKcs defective (VD13 ),
complemented (VD13-C1), and wild-type (HT1080-1885 ) cells in the
presence or absence of 100 AM IC86621. In each experiment, 27-6832
G418-resistant colonies were scored. Fold decreases are shown
above bars.

Discussion

in vivo at concentrations required to radiosensitize cells,
suggesting that radiosensitization may involve inhibition of
both kinases (46, 47). IC86621 strongly inhibits DNA-PKcs,
yet unlike wortmannin, even 100 AM IC86621 has no detectable
activity against the closely related protein kinases ATM, ATR,
or FRAP (43). As expected for a DNA-PKcs inhibitor, IC86621
inhibits DNA end joining in vivo (43) and it sensitizes cells to
IR (Fig. 2). We show here that IC86621 reduces radioresistance,
DSB-induced HR, and spontaneous HR in a DNA-PKcsdependent manner (Figs. 2, 3, and 5), indicating that these
effects reflect specific inhibition of DNA-PKcs. In contrast, we
observed a small, but significant reduction in DSB-induced HR
with wortmannin in V24 cells (Fig. 4), which do not express
DNA-PKcs (30). This may reflect inhibition of ATM, as ATMdefective cells display several phenotypes consistent with
aberrant HR-mediated repair of DSBs (48 – 50).

A Novel DNA-PKcs Inhibitor
NHEJ is a key determinant of IR resistance in mammalian
cells, and defects in DNA-PKcs greatly increase IR sensitivity
(45). Wortmannin, a general inhibitor of PI3 kinases, inhibits
DNA-PKcs and sensitizes cells to IR (40). Although DNAPKcs is inhibited by lower concentrations of wortmannin than
ATM in vitro, both DNA-PKcs and ATM are strongly inhibited

Is Spontaneous HR Initiated by DSBs?
Several lines of evidence indicate that spontaneous HR
depends on replication, but it is unclear whether DSBs initiate
these events. DSBs can arise when replication forks encounter
single-strand breaks (reviewed in Ref. 51), or by reversal of
stalled or blocked replication forks (52). Alternatively, template
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lesions can be bypassed by a recombinational process that is
independent of DSBs (53). Spontaneous HR is increased in
DNA-PKcs-defective cells (30), but reduced when cells are
treated with IC86621 (Fig. 5). Increased spontaneous HR is not
a general feature of NHEJ-defective cells as spontaneous HR
rates were similar in an xrcc4 mutant and its complemented
derivative, and this probably reflects the fact that XRCC4 acts
late in NHEJ (31). We found that both DSB-induced and
spontaneous HR are increased in the absence of DNA-PKcs,
and that both are decreased when DNA-PKcs is present but
catalytically inactive. The parallel effects of altered DNA-PKcs
on I-SceI-induced and spontaneous HR are consistent with the
idea that spontaneous HR is predominantly initiated by
spontaneous DSBs.
Interactive Competition Between HR and NHEJ
Competition between HR and NHEJ was suggested by
genetic evidence (54), and by DNA end binding functions of
HR proteins RAD51 and RAD52, and NHEJ proteins Ku and
DNA-PKcs (55, 56). However, the nature of this competition
has been obscure. HR and NHEJ may compete passively, with
the repair outcome depending, for example, on whether HR or
NHEJ proteins bind first to broken ends, and/or the availability
of a homologous repair template. If competition is passive, and
neither repair pathway is saturated, eliminating one pathway
should shunt DSBs toward the other pathway. The observed
increases in DSB-induced HR in yeast and mammalian cells
with defects in NHEJ proteins, including DNA-PKcs, Ku,
and XRCC4 (30, 31, 34, 57) are consistent with passive
competition.
Alternatively, HR and NHEJ proteins may interact and
influence each others’ activities. The idea of interactive
competition is supported by several lines of evidence. First,
yeast MRX influences both HR and NHEJ (58). Second,
although DNA-PKcs has important roles in NHEJ, it phosphorylates several proteins with roles in HR, including p53, ATM,
and RPA (reviewed in Ref. 59). Third, WRN, a RecQ helicase
family member, has roles in HR (60), but it is also
phosphorylated and regulated by DNA-PK (23), and it forms
a complex with Ku that regulates end processing (61 – 63).
Fourth, DNA-PKcs and Ku defects both increase DSB-induced
HR, but to different degrees (34). Finally, interactions between
HR and NHEJ are suggested by several puzzling phenotypes of
Ku mutants. Although mammalian Ku mutants show increased
sensitivity to DSB damage (64), this is not the case in other cell
types. Yeast yku70 mutants show slightly increased resistance
to killing by a single DSB induced by HO nuclease (57, 65),
and yku70 mre11 double mutants are 6-fold more IR-resistant
than mre11 single mutants (66). Similarly, Ku70 knockout in
chicken DT40 cells increases IR resistance by 10-fold (67), and
suppresses IR sensitivity caused by defects in DNA ligase 4 and
DNA-PKcs (67, 68). On the basis of these results, we proposed
that Ku increases sensitivity to DSB damage by interfering with
HR (57). The fact that DSB-induced HR is increased in the
absence of DNA-PKcs (30, 34), yet decreased when DNAPKcs is present but inactivated by IC86621 or wortmannin,
provides new evidence for an interactive competition between
HR and NHEJ, in which DNA-PKcs (and by extension, Ku)
influences both repair pathways.

The decreases in DSB-induced HR that we observed in cells
treated with IC86621 or wortmannin contrast with the study by
Delacote et al. (31), which indicated that wortmannin has no
effect on I-SceI-induced HR in CHO cells. In that study, DSBinduced HR was in fact slightly reduced by wortmannin,
although the reduction was not statistically significant. It is
unlikely that substrate differences or position effects account for
these distinct results because we found that IC86621 and
wortmannin reduced DSB-induced HR in cells carrying two
types of HR substrates present at several different chromosomal
loci (Figs. 3 and 4). It is more likely that the minimal effect of
wortmannin on I-SceI-induced HR in the prior study relates to
the low levels of DNA-PKcs in CHO cells, as discussed below.
In contrast to the reduction in I-SceI-induced HR we observed
with both wortmannin and IC86621, Delacote et al. (31) found
that wortmannin increased both IR-induced HR and IR-induced
RAD51 subnuclear foci. It is unclear why DNA-PKcs
inhibition differentially affects IR- and I-SceI-induced HR,
but several factors may be important, including different
structures at DSB ends produced by IR and I-SceI, differential
activation of signaling pathways, and at least for wortmannin,
inhibition of both DNA-PKcs and other PI3 kinase family
members such as ATM and ATR.
Possible Mechanisms Underlying DNA-PKcs
Effects on HR
We considered two types of models to explain why HR is
increased in cells lacking DNA-PKcs (30). In the first model,
DSBs destined for repair by NHEJ are shunted to HR in the
absence of DNA-PKcs. The second posits that in the absence of
DNA-PKcs, one or more DNA-PKcs targets that influence HR
(such as p53, ATM, RPA, and WRN) would not be
phosphorylated, and that this would increase HR. However,
neither of these models can account for the reduction of HR
when DNA-PKcs is present but catalytically inactive. It is clear
that DNA-PKcs kinase activity is important for NHEJ
(as evidenced by the radiosensitizing effects of DNA-PKcs
inhibitors), but blocking NHEJ by inhibiting DNA-PKcs does
not shunt DSBs toward HR, thus ruling out the first model. We
can rule out the second model because HR proteins phosphorylated by DNA-PKcs would remain unphosphorylated whether
DNA-PKcs were absent or catalytically inactive. Thus, the
second model predicts that DNA-PKcs deficiency and inhibition should have similar, not opposite effects on HR, as
observed.
We can refine our model of DNA-PKcs influence on HR by
drawing from biochemical studies of DNA-PKcs. Chan and
Lees-Miller (26) showed that autophosphorylation of DNAPKcs leads to its dissociation from Ku and the DNA substrate.
Calsou et al. (69) showed that inhibition of DNA-PKcs with
wortmannin prevents dissociation of the DNA-PKcs-Ku
holoenzyme from DNA ends, and prevents subsequent
processing by DNA polymerase, exonuclease, and DNA ligase.
We propose that HR increases in the absence of DNA-PKcs
because DSBs are shunted toward HR, but that when DNAPKcs is present and catalytically inactive, it is not autophosphorylated, it remains bound to DNA ends, and thereby blocks
end processing required for both HR and NHEJ (Fig. 6). In this
model, DNA-PKcs (and probably Ku) associate with DSBs
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inhibitors should sensitize cells to IR at all stages of the cell
cycle. Preliminary studies have shown that IC86621 is an
effective adjuvant to radiation treatment for control of human
tumor xenografts in mice (43), indicating that DNA-PKcs
inhibitors like IC86621 may prove useful for cancer radiotherapy in human patients.

Materials and Methods
Plasmid DNAs and Cell Lines
Plasmid pCMV(3xNLS)I-SceI (37) expresses I-SceI nuclease. Plasmid pCMV(I-SceI) (73), with the I-SceI coding
sequence in reverse orientation, is a negative control vector.
Cell culture and electroporation conditions were as described
(36). The CHO K1c derivative strain 33, the CHO V3
derivatives V24, V24-C2, VD13, and VD13-C1, and the
human HT1080-1885 cell lines were described previously (30,
36, 37). CHO strains 33, V24, and V24-C2 each carry a single
integrated copy of a neo direct repeat recombination substrate
from plasmid pMSGneo2S12His (Fig. 1A; 36). This substrate
includes a MMTV promoter-driven neo gene (MMTVneo) and
a second neo with 12 phenotypically silent, single-base
changes, called neo12. The nucleotide changes in neo12 create
RFLPs that can be used to map gene conversion tracts.
MMTVneo is inactivated by a 29-bp insertion bearing the
I-SceI cleavage site, while neo12 is inactive because it lacks a
promoter. The VD13 and VD13-C1 contain a related construct,
pMSGneo2SHis, which lacks the RFLPs (Fig. 1B). In strains
V24-C2 and VD13-C1, the DNA-PKcs defect is complemented
with a human DNA-PKcs expression vector (38) HT1080-1885
has a single integrated copy of a recombination substrate with
inverted repeats of the puromycin acetyl-transferase gene (pac;
Fig. 1C; 37).
FIGURE 6. Interactive competition between NHEJ and HR. A. In wildtype cells, DSBs are bound by DNA-PK, which dissociates from ends
following autophosphorylation, allowing NHEJ or HR to proceed. Inhibition
of DNA-PK with IC86621 or wortmannin blocks autophosphorylation,
preventing DNA-PK dissociation and blocking both NHEJ and HR. B. In
DNA-PKcs defective cells, broken ends cannot be repaired by NHEJ, and
HR is increased as DSBs are shunted to this pathway.

earlier than HR proteins, which is consistent with the recent
finding that NHEJ precedes HR in yeast (33), and with our
finding that HR outcome is not affected when DNA-PKcs is
absent (30) or inhibited (this study). This model also explains
the seemingly paradoxical observation that IC86621 inhibits
HR far more in human (HT1080) cells than in CHO cells,
despite the 20-fold higher levels of DNA-PKcs in human cells
(70, 71). If inhibited DNA-PKcs actively interferes with end
processing, it becomes, in effect, a dominant negative protein,
and the high levels of inhibited DNA-PKcs in human cells
would therefore produce a strong dominant negative effect. The
smaller effects that we and Delacote et al. (31) observed in
CHO cells would reflect the smaller amount of inhibited DNAPKcs in these cells.
NHEJ and HR are regulated in part by the cell cycle, with
NHEJ more important in G1, and HR more important in S-G2
(67, 72). Our results indicate that inhibition of DNA-PKcs
impairs both major DSB repair pathways. Thus, DNA-PKcs

IR Resistance Assays
Cells were seeded at low density into 3.5 cm (diameter)
dishes, incubated for 24 h in growth medium F 200 AM
IC86621, and irradiated using a 137Cs source (Gammacell 40,
MDS Nordion, Kanata, Ontario, Canada) at a dose rate of 1.03
Gy/min. Following irradiation, the growth medium was
replaced with fresh medium F 200 AM IC86621, incubated
for 48 h, then replaced with fresh medium without IC86621.
The cells were incubated for an additional 7 – 10 days before
colonies were stained with 1% (w/v) crystal violet in methanol.
Recombination Assays
DSB-induced HR was assayed essentially as described (36).
Briefly, 4  105 cells were seeded into 3.5 cm wells with
specified concentrations of IC86621 or wortmannin, and
incubated for 24 h. The cells were then transfected with 2 Ag
of pCMV3xNLS(I-SceI) to induce DSBs, or with 2 Ag of the
negative control vector pCMV(I-SceI) (73) using Lipofectamine Plus as recommended by Life Technologies, Inc.
(Gaithersburg, MD). Twenty-four hours post-transfection, 2 
104 cells were seeded to each of two 10-cm dishes in medium
containing the original concentrations of IC86621 or wortmannin. After an additional 24 h, G418 was added (600 Ag/ml,
100% active) to CHO cell lines, or puromycin (1 Ag/ml) was
added to the HT1080-1885 cell line. Cell viability was
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determined by plating appropriate dilutions into nonselective
medium, and DSB-induced HR frequencies were calculated as
the number of G418-resistant colonies per viable cell plated in
selective medium. Gross structures of recombinant products
were analyzed by Southern blot, and gene conversion tracts
were analyzed by restriction mapping of PCR products, as
described (17, 36).
Spontaneous HR was assayed as follows: 5  104 cells from
a single culture were seeded into each of two T-175 flasks with
25 ml of growth medium F 100 AM IC86621, and expanded for
11 – 12 generations. During this 8- to 9-day expansion period,
the growth medium was replaced (FIC86621) at day 2 and day
4, then again 1 day before cells were replated for selection of
recombinants. Before this final media change, cells were briefly
treated with trypsin to evenly disperse the cells in the flask. On
day 8 or 9, the cells were harvested, counted, and replated in
10-cm dishes with selective media containing either G418
(CHO lines) or puromycin (HT1080-1885) as above. Cell
viability was determined at the time of the initial seeding, and
after expansion, by plating appropriate dilutions into nonselective medium. Spontaneous HR frequencies were calculated as
the number of G418- or puromycin-resistant colonies per viable
cell plated in selective media. Cell generations were calculated
using the following equation:
Generations ¼ logbase2 ðcells recovered=viable cells platedÞ

Powell, S. N. Inactivation of p53 results in high-rates of homologous
recombination. Oncogene, 14: 1847 – 1857, 1997.
11. Meyn, M. S. High spontaneous intrachromosomal recombination rates in
ataxia-telangiectasia. Science, 260: 1327 – 1330, 1993.
12. Iftode, C., Daniely, Y., and Borowiec, J. A. Replication protein A (RPA): the
eukaryotic SSB. Crit. Rev. Biochem. Mol. Biol., 34: 141 – 180, 1999.
13. Moynahan, M. E., Pierce, A. J., and Jasin, M. BRCA2 is required for
homology-directedrepairofchromosomalbreaks.Mol.Cell,7: 263 – 272,2001.2001.
2001.
14. Moynahan, M. E., Chiu, J. W., Koller, B. H., and Jasin, M. Brca1 controls
homology-directed DNA repair. Mol. Cell, 4: 511 – 518, 1999.
15. Petrini, J. H. J., Maser, R. S., and Bressan, D. A. The MRE11-RAD50
complex: diverse functions in the cellular DNA damage response. In: J. A.
Nickoloff and M. F. Hoekstra (eds.), DNA Damage and Repair, Vol. III: Advances
from Phage to Humans, pp. 147 – 172. Totowa, NJ: Humana Press, 2001.
16. Brenneman, M. A. BRCA1 and BRCA2 in DNA repair and genome stability.
In: J. A. Nickoloff and M. F. Hoekstra (eds.), DNA Damage and Repair, Vol. 3:
Advances from Phage to Humans, pp. 237 – 267. Totowa, NJ: Humana Press,
2001.
17. Brenneman, M. A., Wagener, B. M., Miller, C. A., Allen, C., and Nickoloff,
J. A. XRCC3 controls the fidelity of homologous recombination: roles for
XRCC3 in late stages of recombination. Mol. Cell, 10: 387 – 395, 2002.
18. Chen, C. and Kolodner, R. D. Gross chromosomal rearrangements in
Saccharomyces cerevisiae replication and recombination defective mutants. Nat.
Genet., 23: 81 – 85, 1999.
19. Karanjawala, Z. E., Grawunder, U., Hsieh, C. L., and Lieber, M. R. The
nonhomologous DNA end joining pathway is important for chromosome stability
in primary fibroblasts. Curr. Biol., 9: 1501 – 1504, 1999.
20. Ferguson, D. O., Sekiguchi, J. M., Chang, S., Frank, K. M., Gao, Y. J.,
DePinho, R. A., and Alt, F. W. The nonhomologous end-joining pathway of DNA
repair is required for genomic stability and the suppression of translocations. Proc.
Natl. Acad. Sci. USA, 97: 6630 – 6633, 2000.
21. Jeggo, P. A. and O’Neill, P. The Greek goddess, Artemis, reveals the secrets
of her cleavage. DNA Repair, 1: 771 – 777, 2002.

Acknowledgments
We thank Cheryl Miller for technical assistance, and Mark Brenneman and Susan
Bailey for helpful comments.

References
1. Paques, F. and Haber, J. E. Multiple pathways of recombination induced by
double-strand breaks in Saccharomyces cerevisiae. Microbiol. Mol. Biol. Rev.,
63: 349 – 404, 1999.
2. Takata, M., Sasaki, M. S., Sonoda, E., Fukushima, T., Morrison, C., Abala,
J. S., Swagemakers, S. M. A., Kanaar, R., Thompson, L. H., and Takeda, S. The
Rad51 paralog Rad51B promotes homologous recombinational repair. Mol. Cell.
Biol., 20: 6476 – 6482, 2000.
3. Takata, M., Sasaki, M. S., Tachiiri, S., Fukushima, T., Sonoda, E., Schild, D.,
Thompson, L. H., and Takeda, S. Chromosome instability and defective
recombinational repair in knockout mutants of the five Rad51 paralogs. Mol.
Cell. Biol., 21: 2858 – 2866, 2001.
4. Johnson, R. D., Liu, N., and Jasin, M. Mammalian XRCC2 promotes the
repair of DNA double-strand breaks by homologous recombination. Nature, 401:
397 – 399, 1999.

22. Jackson, S. P. Sensing and repairing DNA double-strand breaks. Carcinogenesis, 23: 687 – 696, 2002.
23. Yannone, S. M., Roy, S., Chan, D. W., Murphy, M. B., Huang, S. R.,
Campisi, J., and Chen, D. J. Werner syndrome protein is regulated and
phosphorylated by DNA-dependent protein kinase. J. Biol. Chem., 276: 38242 –
38248,2001.
24. Karpova, A. Y., Trost, M., Murray, J. M., Cantley, L. C., and Howley, P. M.
Interferon regulatory factor-3 is an in vivo target of DNA-PK. Proc. Natl. Acad.
Sci. USA, 99: 2818 – 2823, 2002.
25. Douglas, P., Sapkota, G. P., Morrice, N., Yu, Y. P., Goodarzi, A. A., Merkle,
D., Meek, K., Alessi, D. R., and Lees-Miller, S. P. Identification of in vitro and in
vivo phosphorylation sites in the catalytic subunit of the DNA-dependent protein
kinase. Biochem. J., 368: 243 – 251, 2002.
26. Chan, D. W. and Lees-Miller, S. P. The DNA-dependent protein kinase is
inactivated by autophosphorylation of the catalytic subunit. J. Biol. Chem., 271:
8936 – 8941, 1996.
27. Chan, D. W., Chen, B. P-C., Prithivirasingh, S., Kurimasa, A., Story, M. D.,
Qin, J., and Chen, D. J. Autophosphorylation of the DNA-dependent protein
kinase catalytic subunit is required for rejoining of DNA double-strand breaks.
Genes Dev., 16: 2333 – 2338, 2002.

5. Pierce, A. J., Johnson, R. D., Thompson, L. H., and Jasin, M. XRCC3
promotes homology-directed repair of DNA damage in mammalian cells. Genes
Dev., 13: 2633 – 2638, 1999.

28. Merkle, D., Douglas, P., Moorhead, G. B. G., Leonenko, Z., Yu, Y., Cramb,
D., Bazett-Jones, D. P., and Lees-Miller, S. P. The DNA-dependent protein kinase
interacts with DNA to form a protein-DNA complex that is disrupted by
phosphorylation. Biochemistry, 41: 12706 – 12714, 2002.

6. Brenneman, M. A., Weiss, A. E., Nickoloff, J. A., and Chen, D. J. XRCC3 is
required for efficient repair of chromosome breaks by homologous recombination.
Mutat. Res., 459: 89 – 97, 2000.

29. Douglas, P., Moorhead, G. B. G., Ye, R. Q., and Lees-Miller, S. P. Protein
phosphatases regulate DNA-dependent protein kinase activity. J. Biol. Chem.,
276: 18992 – 18998, 2001.

7. Yamaguchi-Iwai, Y., Sonoda, E., Buerstedde, J. M., Bezzubova, O., Morrison,
C., Takata, M., Shinohara, A., and Takeda, S. Homologous recombination, but not
DNA repair, is reduced in vertebrate cells deficient in RAD52. Mol. Cell. Biol.,
18: 6430 – 6435, 1998.

30. Allen, C., Kurimasa, A., Brennemann, M. A., Chen, D. J., and Nickoloff,
J. A. DNA-dependent protein kinase suppresses double-strand break-induced and
spontaneous homologous recombination. Proc. Natl. Acad. Sci. USA, 99: 3758 –
3763, 2002.

8. Dronkert, M. L. G., Beverloo, H. B., Johnson, R. D., Hoeijmakers, J. H. J.,
Jasin, M., and Kanaar, R. Mouse RAD54 affects DNA double-strand break repair
and sister chromatid exchange. Mol. Cell. Biol., 20: 3147 – 3156, 2000.

31. Delacote, F., Han, M., Stamato, T. D., Jasin, M., and Lopez, B. S. An xrcc4
defect or Wortmannin stimulates homologous recombination specifically induced
by double-strand breaks in mammalian cells. Nucleic Acids Res., 30: 3454 –
3463, 2002.

9. Bertrand, P., Rouillard, D., Boulet, A., Levalois, C., Soussi, T., and Lopez,
B. S. Increase of spontaneous intrachromosomal homologous recombination in
mammalian cells expressing a mutant p53 protein. Oncogene, 14: 1117 – 1122,
1997.
10. Mekeel, K. L., Tang, W., Kachnic, L. A., Luo, C. M., Defrank, J. S., and

32. Essers, J., van Steeg, H., de Wit, J., Swagemakers, S. M. A., Vermeij, M.,
Hoeijmakers, J. H. J., and Kanaar, R. Homologous and non-homologous
recombination differentially affect DNA damage repair in mice. EMBO J., 19:
1703 – 1710, 2000.

Downloaded from mcr.aacrjournals.org on January 18, 2022. © 2003 American Association for Cancer
Research.

919

920 Competition Between Homologous Recombination and NHEJ

33. Frank-Vaillant, M. and Marcand, S. Transient stability of DNA ends allows
nonhomologous end joining to precede homologous recombination. Mol. Cell,
10: 1189 – 1199, 2002.
34. Pierce, A. J., Hu, P., Han, M. G., Ellis, N., and Jasin, M. Ku DNA endbinding protein modulates homologous repair of double-strand breaks in
mammalian cells. Genes Dev., 15: 3237 – 3242, 2001.
35. Takata, M., Sasaki, M. S., Sonoda, E., Morrison, C., Hashimoto, M., Utsumi,
H., Yamaguchi-Iwai, Y., Shinohara, A., and Takeda, S. Homologous recombination and non-homologous end-joining pathways of DNA double-strand break
repair have overlapping roles in the maintenance of chromosomal integrity in
vertebrate cells. EMBO J., 17: 5497 – 5508, 1998.
36. Taghian, D. G. and Nickoloff, J. A. Chromosomal double-strand breaks
induce gene conversion at high frequency in mammalian cells. Mol. Cell. Biol.,
17: 6386 – 6393, 1997.
37. Kim, P. M., Allen, C., Wagener, B. M., Shen, Z., and Nickoloff, J. A.
Overexpression of human RAD51 and RAD52 reduces double-strand breakinduced homologous recombination in mammalian cells. Nucleic Acids Res., 29:
4352 – 4360, 2001.
38. Kurimasa, A., Kumano, S., Boubnov, N. V., Story, M. D., Tung, C. S.,
Peterson, S. R., and Chen, D. J. Requirement for the kinase activity of human
DNA-dependent protein kinase catalytic subunit in DNA strand break rejoining.
Mol. Cell. Biol., 19: 3877 – 3884, 1999.
39. Peterson, S. R., Kurimasa, A., Oshimura, M., Dynan, W. S., Bradbury, E. M.,
and Chen, D. J. Loss of the catalytic subunit of the DNA-dependent protein kinase
in DNA double-strand-break-repair mutant mammalian cells. Proc. Natl. Acad.
Sci. USA, 92: 3171 – 3174, 1995.
40. Chernikova, S. B., Wells, R. L., and Elkind, M. M. Wortmanin sensitizes
mammalian cells to radiation by inhibiting the DNA-dependent protein kinasemediated rejoining of double-strand breaks. Radiat. Res., 151: 159 – 166, 1999.
41. Kruszewski, M., Wojewodzka, M., Iwanenko, T., Szumiel, I., and Okuyama,
A. Differential inhibitory effect of OK-1035 on DNA repair in L5178Y murine
lymphoma sublines with functional or defective repair of double strand breaks.
Mutat. Res., 409: 31 – 36, 1998.
42. Kim, C-H., Park, S-J., and Lee, S-H. A targeted inhibition of DNAdependent protein kinase sensitizes breast cancer cells following ionizing
radiation. J. Pharmacol. Exp. Ther., 303: 753 – 759, 2002.
43. Kashishian, A., Douangpanya, H., Clark, D., Schlachter, S., Eary, T., Schiro,
J., Huang, H., Burgess, L., Kesicki, E. A., and Halbrook, J. DNA-PK inhibitors as
drug candidates for the treatment of cancer. Mol. Cancer Ther., in press, 2003.
44. Liang, F., Romanienko, P. J., Weaver, D. T., Jeggo, P. A., and Jasin, M.
Chromosomal double-strand break repair in Ku80-deficient cells. Proc. Natl.
Acad. Sci. USA, 93: 8929 – 8933, 1996.
45. Jackson, S. P. DNA-dependent protein-kinase. Int. J. Biochem. Cell Biol.,
29: 935 – 938, 1997.
46. Sarkaria, J. N., Tibbetts, R. S., Busby, E. C., Kennedy, A. P., Hill, D. E., and
Abraham, R. T. Inhibition of phosphoinositide 3-kinase related kinases by the
radiosensitizing agent wortmannin. Cancer Res., 58: 4375 – 4382, 1998.
47. Hosoi, Y., Miyachi, H., Matsumoto, Y., Ikehata, H., Komura, J., Ishii, K.,
Zhao, H. J., Yoshida, M., Takai, Y., Yamada, S., Suzuki, N., and Ono, T. A
phosphatidylinositol 3-kinase inhibitor wortmannin induces radioresistant DNA
synthesis and sensitizes cells to bleomycin and ionizing radiation. Int. J. Cancer,
78: 642 – 647, 1998.
48. Morrison, C., Sonoda, E., Takao, N., Shinohara, A., Yamamoto, K., and
Takeda, S. The controlling role of ATM in homologous recombinational repair of
DNA damage. EMBO J., 19: 463 – 471, 2000.
49. Luo, C-M., Tang, W., Mekeel, K. L., DeFrank, J. S., Anne, P. R., and Powell,
S. N. High frequency and error-prone DNA recombination in ataxia telangiectasia
cell lines. J. Biol. Chem., 271: 4497 – 4503, 1996.
50. Chen, G., Yuan, S. S., Liu, W., Xu, Y., Trujillo, K., Song, B., Cong, F., Goff,
S. P., Wu, Y., Arlinghaus, R., Baltimore, D., Gasser, P. J., Park, M. S., Sung, P.,
and Lee, E. Y. Radiation-induced assembly of Rad51 and Rad52 recombination
complex requires ATM and c-Abl. J. Biol. Chem., 274: 12748 – 12752, 1999.
51. Rothstein, R., Michel, B., and Gangloff, S. Replication fork pausing and
recombination or ‘‘gimme a break’’. Genes Dev., 14: 1 – 10, 2000.
52. Michel, B., Ehrlich, S. D., and Uzest, M. DNA double-strand breaks caused
by replication arrest. EMBO J., 16: 430 – 438, 1997.
53. Kogoma, T. Stable DNA replication: interplay between DNA replication,

homologous recombination, and transcription. Microbiol. Mol. Biol. Rev., 61:
212 – 238, 1997.
54. Roth, D. and Wilson, J. H. Relative rates of homologous and nonhomologous
recombination in transfected DNA. Proc. Natl. Acad. Sci. USA, 82: 3355 – 3359,
1985.
55. Baumann, P. and West, S. C. Role of the human RAD51 protein in
homologous recombination and double-stranded break repair. Trends Biochem.
Sci., 23: 247 – 251, 1998.
56. Haber, J. E. Partners and pathways: repairing a double-strand break. Trends
Biochem. Sci., 16: 259 – 264, 2000.
57. Clikeman, J. A., Khalsa, G. J., Barton, S. L., and Nickoloff, J. A.
Homologous recombinational repair of double-strand breaks in yeast is enhanced
by MAT heterozygosity through yKu-dependent and -independent mechanisms.
Genetics, 157: 579 – 589, 2001.
58. Haber, J. E. The many interfaces of Mre11. Cell, 95: 583 – 586, 1998.
59. Nickoloff, J. A. Recombination: mechanisms and roles in tumorigenesis. In:
J. R. Bertino (ed.), Encyclopedia of Cancer, 2nd edn., Vol. 4, pp. 49 – 59. San
Diego: Elsevier Science (USA), 2002.
60. Prince, P. R., Emond, M. J., and Monnat, R. J. Loss of Werner syndrome
protein function promotes aberrant mitotic recombination. Genes Dev., 15: 933 –
938, 2001.
61. Cooper, M. P., Machwe, A., Orren, D. K., Borsh, R. M., Ramsden, D., and
Bohr, V. A. Ku complex interacts with and stimulates the Werner protein. Genes
Dev., 14: 907 – 912, 2000.
62. Li, B. M. and Comai, L. Functional interaction between Ku and the Werner
syndrome protein in DNA end processing. J. Biol. Chem., 275: 28349 – 28352,
2000.
63. Li, B. M. and Comai, L. Requirements for the nucleolytic processing of DNA
ends by the Werner syndrome protein-Ku70/80 complex. J. Biol. Chem., 276:
9896 – 9902, 2001.
64. Jin, S. F. and Weaver, D. T. Double-strand break repair by Ku70 requires
heterodimerization with Ku80 and DNA binding functions. EMBO J., 16: 6874 –
6885, 1997.
65. Milne, G. T., Jin, S., Shannon, K. B., and Weaver, D. T. Mutations in two Ku
homologs define a DNA end-joining repair pathway in Saccharomyces
cerevisiae . Mol. Cell. Biol., 16: 4189 – 4198, 1996.
66. Bressan, D. A., Baxter, B. K., and Petrini, J. H. J. The Mre11-Rad50-Xrs2
protein complex facilitates homologous recombination-based double-strand
break repair in Saccharomyces cerevisiae . Mol. Cell. Biol., 19: 7681 – 7687,
1999.
67. Fukushima, T., Takata, M., Morrison, C., Araki, R., Fujimori, A., Abe, M.,
Tatsumi, K., Jasin, M., Dhar, P. K., Sonoda, E., Chiba, T., and Takeda, S. Genetic
analysis of the DNA-dependent protein kinase reveals an inhibitory role of Ku in
late S-G(2) phase DNA double-strand break repair. J. Biol. Chem., 276: 44413 –
44418, 2001.
68. Adachi, N., Ishino, T., Ishii, Y., Takeda, S., and Koyama, H. DNA ligase IVdeficient cells are more resistant to ionizing radiation in the absence of Ku70:
implications for DNA double-strand break repair. Proc. Natl. Acad. Sci. USA, 98:
12109 – 12113, 2001.
69. Calsou, P., Frit, P., Humbert, O., Muller, C., Chen, D. J., and Salles, B. The
DNA-dependent protein kinase catalytic activity regulates DNA end processing
by means of Ku entry into DNA. J. Biol. Chem., 274: 7848 – 7856, 1999.
70. Lees-Miller, S. P., Sakaguchi, K., Ullrich, S., Appella, E., and Anderson,
C. W. Human DNA-activated protein kinase phosphorylates serine 15 and 37 in
the amino terminal transactivation domain of human p53. Mol. Cell. Biol., 12:
5041 – 5049, 1992.
71. Finnie, N. J., Gottlieb, T. M., Blunt, T., Jeggo, P. A., and Jackson, S. P. DNAdependent protein kinase activity is absent in xrs-6 cells: implications for sitespecific recombination and DNA double-strand break repair. Proc. Natl. Acad.
Sci. USA, 92: 320 – 324, 1995.
72. Lee, S. E., Mitchell, R. A., Cheng, A., and Hendrickson, E. A. Evidence for
DNA-PK-dependent and DNA-PK-independent DNA double-strand break repair
pathways in mammalian cells as a function of the cell cycle. Mol. Cell. Biol., 17:
1425 – 1433, 1997.
73. Choulika, A., Perrin, A., Dujon, B., and Nicolas, J-F. Induction of
homologous recombination in mammalian chromosomes by using the I-SceI
system of Saccharomyces cerevisiae . Mol. Cell. Biol., 15: 1968 – 1973, 1995.

Downloaded from mcr.aacrjournals.org on January 18, 2022. © 2003 American Association for Cancer
Research.

Interactive Competition Between Homologous
Recombination and Non-Homologous End Joining 11NIH
grant CA77693 to J.A.N.
Chris Allen, James Halbrook and Jac A. Nickoloff
Mol Cancer Res 2003;1:913-920.

Updated version

Cited articles
Citing articles

E-mail alerts
Reprints and
Subscriptions
Permissions

Access the most recent version of this article at:
http://mcr.aacrjournals.org/content/1/12/913

This article cites 68 articles, 44 of which you can access for free at:
http://mcr.aacrjournals.org/content/1/12/913.full#ref-list-1
This article has been cited by 36 HighWire-hosted articles. Access the articles at:
http://mcr.aacrjournals.org/content/1/12/913.full#related-urls

Sign up to receive free email-alerts related to this article or journal.
To order reprints of this article or to subscribe to the journal, contact the AACR Publications
Department at pubs@aacr.org.
To request permission to re-use all or part of this article, use this link
http://mcr.aacrjournals.org/content/1/12/913.
Click on "Request Permissions" which will take you to the Copyright Clearance Center's
(CCC)
Rightslink site.

Downloaded from mcr.aacrjournals.org on January 18, 2022. © 2003 American Association for Cancer
Research.

