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Abstract
Background: Chemotherapy resistance remains a major obstacle in the treatment of women with
ovarian cancer. Establishing predictive markers of chemoresponse would help to individualize
therapy and improve survival of ovarian cancer patients. Chemotherapy resistance in ovarian
cancer has been studied thoroughly and several non-overlapping single genes, gene profiles and
copy number alterations have been suggested as potential markers. The objective of this study was
to explore genetic alterations behind chemotherapy resistance in ovarian cancer with the ultimate
aim to find potential predictive markers.

Methods: To create the best opportunities for identifying genetic alterations of importance for
resistance, we selected a homogenous tumor material concerning histology, stage and
chemotherapy. Using high-resolution whole genome array comparative genomic hybridization
(CGH), we analyzed the tumor genomes of 40 fresh-frozen stage III ovarian serous carcinomas, all
uniformly treated with combination therapy paclitaxel/carboplatin. Fisher's exact test was used to
identify significant differences. Subsequently, we examined four genes in the significant regions
(EVI1, MDS1, SH3GL2, SH3KBP1) plus the ABCB1 gene with quantitative real-time polymerase chain
reaction (QPCR) to evaluate the impact of DNA alterations on the transcriptional level.

Results: We identified gain in 3q26.2, and losses in 6q11.2-12, 9p22.3, 9p22.2-22.1, 9p22.1-21.3,
Xp22.2-22.12, Xp22.11-11.3, and Xp11.23-11.1 to be significantly associated with chemotherapy
resistance. In the gene expression analysis, EVI1 expression differed between samples with gain
versus without gain, exhibiting higher expression in the gain group.

Conclusion: In conclusion, we detected specific genetic alterations associated with resistance, of
which some might be potential predictive markers of chemotherapy resistance in advanced ovarian
serous carcinomas. Thus, further studies are required to validate these findings in an independent
ovarian tumor series.
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Background
In advanced epithelial ovarian cancer, current standard
first-line chemotherapy is platinum- and taxane-based;
most frequently in the form of carboplatin and paclitaxel.
Most patients initially respond to this chemotherapy (60-
80%), but the majority eventually recurs with chemore-
sistant tumor and succumbs to metastatic disease [1,2].
Thus, ovarian cancer is the most lethal gynecologic malig-
nancy with a five-year survival of around 30% in advanced
stage disease; about 70-80% of patients are diagnosed
with advanced stages [3]. Finding predictive markers of
chemoresistance and elucidating resistance mechanisms
is hence crucial for individualizing and improving treat-
ment and survival of ovarian cancer patients. Drug resist-
ance in ovarian cancer is extensively studied and has
proved to be complex, occurring at different cellular levels
as well as on a pharmacological level. The frequently used
chemotherapy paclitaxel exerts its cytotoxic effect by bind-
ing to -tubulin, thereby stabilizing the microtubules and
inducing apoptosis [4]. Multiple resistance mechanisms
have been suggested for paclitaxel; such as alterations of
tubulin/microtubules, altered signaling pathways of the
cell cycle and apoptosis, and over expression of multidrug
efflux pumps [5,6]. The platinum agent carboplatin
induces apoptosis by forming platinum-DNA adducts [7].
Carboplatin resistance mechanisms include decreased net
intracellular drug accumulation, drug detoxification,
enhanced DNA repair mechanisms, or changes in apop-
totic signaling pathways [8-11].

Genetic changes such as copy number alterations (CNAs)
are important in tumor development, and therefore most
likely of importance for chemotherapy resistance as well.
A useful key technique to study CNAs with is the array for-
mat of comparative genomic hybridization (CGH), a
high-resolution genome-wide screening method that
detects and maps copy number changes in the tumor
genome. There are a few reports utilizing array CGH when
studying chemotherapy resistance in ovarian cancer [12-
15], and in addition there are a number of reports per-
formed with conventional metaphase CGH [16-19].
Unfortunately, the overall concurrence is low, pin-point-
ing the need of further studies.

Even though taxane- and platinum resistance has been
greatly studied there is still much to elucidate. In the
present investigation, we sought to identify genetic altera-
tions of importance for chemotherapy resistance in
advanced ovarian cancer, with the ultimate aim to
uncover predictive markers. We selected a homogenous
primary tumor material concerning histology, stage and
chemotherapy response to create the best opportunities
for identifying genetic alterations of importance for resist-
ance. High-resolution whole genome array CGH was used
to scan tumor genomes of fresh-frozen stage III ovarian

serous carcinomas. Subsequently, we examined five genes
(EVI1, MDS1, SH3GL2, SH3KBP1, and ABCB1) with
quantitative real-time polymerase chain reaction (QPCR)
to explore the impact of DNA alterations on the transcrip-
tional level.

Methods
Tumor material
Forty stage III epithelial ovarian serous papillary carcino-
mas were analyzed with array CGH (Table 1; Additional
file 1:Clinical characteristics). The tumors were collected
at the time for primary debulking surgery and stored in -
80°C until analysis. All patients were, following surgery,
uniformly treated with combination chemotherapy pacli-
taxel/carboplatin. Patients were defined as clinically
resistant when they had steady disease or progressive dis-
ease after first-line chemotherapy, or recurrent disease
within six months after the last administration of first-line
chemotherapy. Twenty patients were resistant according
to these criteria. Patients were defined as clinically sensi-
tive when they had clinical complete remission after first-
line chemotherapy (20 patients). All 20 sensitive cases
survived more than five years from diagnosis, and all
resistant cases were primary resistant.

The tumors were classified histologically using standard
World Health Organization (WHO) criteria, and clinical

Table 1: Clinicopathologic characteristics

No. r/s

Chemotherapy response
Resistant 20
Sensitive 20

Survival
Deceased 20
Survivors 20

Histology
Serous 40

FIGO stage
Stage III 40

FIGO grade
Well 8 2/6
Moderately 11 8/3
Poorly 21 10/11

Tumors used in QPCR 17 8/9

Total 40

Clinicopahtologic characteristics of the ovarian tumor material from 
the 40 patients. Distribution of resistant (r) and sensitive (s) cases 
respectively is shown in the third column.
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staging and tumor grading was performed according to
the International Federation of Gynecology and Obstet-
rics (FIGO) standards. All tumors were assessed by one
pathologist, according to regional treatment guidelines
for gynecological malignancies in western Sweden. In
addition, specimen imprints for cytologic evaluation were
performed to verify the presence of tumor cells (stained
with May-Grünwald-Giemsa stain). At least 70% tumor
cells content was required for each tumor specimen. The
tumors investigated were collected from patients diag-
nosed between 1995 and 2003 at Sahlgrenska University
Hospital in Gothenburg, and the study was approved by
the local ethics committee. Median age of the patients at
initial diagnosis was 59.5 years (range 40-79 years), and
median follow-up time was 7 years (range 5-11 years)
among survivors.

Array CGH
Tiling, whole genome coverage BAC arrays (38,043 BAC
clones) were produced at the SCIBLU Genomics Center,
Department of Oncology, Lund University, Sweden http:/
/www.lth.se/sciblu as previously described [20]. BAC
clones were mapped to the hg17 genome build. Array
CGH was performed essentially as previously described
[20]. Normal female reference DNA containing a mix
from ten healthy individuals was purchased from
Promega, Madison, WI, USA. Identification of individual
spots on scanned arrays was performed with GenePix Pro
software 6.0.1.12 (Axon Instruments, Union City, CA,
USA), and the quantified data matrix was loaded into the
web-based database Bio Array Software Environment
(BASE) http://base.thep.lu.se/[21].

Data analysis
Background correction of Cy3 and Cy5 intensities was cal-
culated using median-feature and median-local back-
ground, generating test over reference log2 ratios. Flagged
features were removed and spots that had background-
corrected Cy3 or Cy5 intensities < 0 or > 65000 were
removed from further analysis. A signal-to-noise filter of 
5 for both tumor and reference channels was applied to
the data. The filtered data were normalized using the
popLowess algorithm [22]. After normalization, a smooth
was applied with a moving median sliding window of 250
kbp, and with adaptive thresholds [22]. The CGH-Plotter
software [23], as an R http://www.r-project.org imple-
mentation in BASE, was used for segmentation. The seg-
mentation constant, c, was set to 8. Copy number
alterations were determined by comparing the segmented
log2 ratios to gain/loss thresholds obtained by an adaptive
scaling method [22], using a window size of 2% and a
scaling factor of 2. Segments were accordingly designated
gained, lost or not changed, giving a ternary scale (-1, 0,
1). Using the values given by CGH-plotter the frequency
of copy number changes per tumor was calculated (alter-

ations defined as >3 adjacent clones). To facilitate any
cross-platform comparison, segmented data was trans-
formed into a virtual probe set with probes spaced at every
50 kbp throughout the entire genome by associating each
probe to its closest virtual probe [24].

Statistical analysis
Two-tailed Fisher's exact test was used to identify gains or
losses that differed significantly in frequency between the
sensitive and resistant tumor groups. A cutoff value of P <
0.01 was used to reduce the effect of multiple testing in
this large data set. Further, it has been demonstrated that
analyzing segmented data greatly increases the power to
detect true significant associations without increasing the
false discovery rate [25]. Gains were tested against no gain
and losses were tested against no loss. To test if the fre-
quency of altered genome differed between the groups,
one-tailed Student's t-test was performed. A decision tree
for classifying samples as resistant or sensitive was gener-
ated based on the significant regions using the J48 algo-
rithm in the Weka software. Tests included in the resulting
tree were based on binary decisions, i.e. gain versus no
gain and loss versus no loss. The algorithm was applied
with the default settings of Weka version 3.6.0 [26]. Clas-
sification accuracy on samples was estimated using n-fold
leave-one-out cross validation. The decision tree was fur-
ther tested on another published data set of 98 stage III
ovarian serous tumors with survival as endpoint (29 sur-
vivors versus 69 non-survivors) [27], to evaluate our find-
ings. Non-survivors were regarded as equivalent to
resistant and survivors to sensitive in the tree. Survival
curves of the significant regions were prepared using the
Kaplan-Meier method in the SPSS software, version 16
(Superior Performance Software System, SPSS for Win-
dows, Chicago, IL, USA) and P-values for the difference
between the curves were calculated using the Breslow-Wil-
coxon test [28].

Quantitative real-time polymerase chain reaction (QPCR)
QPCR was performed on 17 cases, eight resistant and nine
sensitive, to explore gene expression of the five genes
EVI1, MDS1, SH3GL2, SH3KBP1, and ABCB1. QPCR was
essentially performed as previously described [29]. In
brief, total RNA was isolated from all 40 fresh-frozen ovar-
ian tumors by homogenization with TRIzol Reagent (Inv-
itrogen, Carlsbad, CA, USA), and then extracted with
RNeasy mini kit (Qiagen, Valencia, CA, USA). After qual-
ity control of RNA using the 2100 bioanalyzer (Agilent
Biotechnologies, Palo Alto, CA, USA), 17 samples passed
and were further analyzed (RNA integrity number value:
median 6.6, range 4.7-7.9). From each tumor sample, 1 g
total RNA was reverse transcribed in duplicate, as well as
negative controls without enzyme, using the iScript kit
(Bio-Rad Laboratories, Hercules, CA, USA). Each cDNA
sample was analyzed in triplicate by real-time PCR, and
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detected with PerfeCTa SYBR Green Supermix (Quanta
Biosciences, Gaithersburg, MD, USA). Two reference
genes were used, GAPDH and -actin, both previously
found to be stably expressed in ovarian tumor material
[29]. Primer sequences for the target genes are presented
in Additional file 2:Primer sequences. Reference gene
assays used for normalization were obtained from the
Human Endogenous Control Gene Panel (TATAA Bio-
center, http://tataa.com). The efficiency of each QPCR
assay was estimated from the slope of a standard curve
generated from the serial dilution of purified PCR prod-
ucts. When analyzing the QPCR data, samples were
grouped according to the corresponding CNA exhibiting
significance in the array CGH analysis (EVI1, MDS1,
SH3GL2, SH3KBP1) or according to chemotherapy
response (ABCB1), and a one-tailed Student's t-test was
performed between the groups.

Results
Array CGH
Using high-resolution whole genome array CGH, we
explored copy number alterations in 40 stage III ovarian
serous carcinomas in relation to chemotherapy response.

The amount of alterations detected by array CGH varied
greatly between the samples. On average, the frequency of
altered genome was 32% per tumor, and the size of
altered genome per tumor was 946 Mbp (range 42-2137
Mbp). The majority of the samples exhibited a simplex
genome pattern, i.e. rather large low-level alterations;
however, smaller changes were also abundant. Overall,
low-level copy number alterations dominated,
homozygous deletions were scarce, and high-level ampli-
fications were not very frequent. The most frequent CNAs
in the total material were gains in 1q, 3q, 8q, 20pq, and
losses in 4q, 8p, 17p and Xpq. The original array CGH
data are available in Additional file 3:Array data.

For the two response groups, the average frequency of
altered genome was 38% in resistant cases, whereas 26%
in sensitive cases (Figure 1). The difference was statisti-
cally significant (P = 0.044). Exploring the genetic altera-
tion pattern in the ovarian tumors in relation to
chemotherapy response revealed regions in four chromo-
somal arms that differed significantly between the sensi-
tive and resistant cases, and that were more frequent in the
resistant tumors (Table 2). Gain in region 3q26.2 was sig-

Genome-wide frequency plotFigure 1
Genome-wide frequency plot. Genome-wide frequency plot of the CNAs in the total ovarian tumor material consisting of 
40 tumors. Genomic fragments are in chromosomal order as indicated; gains are upwards and losses downwards. Black line 
represents resistant cases, and red line sensitive cases.
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nificantly more frequently detected in the resistant cases.
It is a small region (150 kbp) containing only two known
genes (EVI1 and MDS1). The region was the smallest
region of overlap (SRO) in 3q26 and 65% of the resistant
cases displayed gain in the region; whereas 20% of the
sensitive cases. Some tumors exhibited gain peaks exclu-
sively in the SRO (Figure 2B) and some exhibited peaks in
the close proximity of the significant region. Further,
losses in three regions in chromosome arm Xp (Xp22.2-
22.12, Xp22.11-11.3, Xp11.23-11.1) were significantly
more frequent in resistant cases than sensitive cases (Table
2). The regions are rather large and most tumors displayed
alterations extending along a major part of the p-arm, and
along the q-arm as well (Figure 2C). The alteration pattern
was simplex and none displayed homozygous deletions.
The significant regions together contain 265 known genes

with varying types of functions. Additionally, losses in
three regions in chromosome arm 9p (9p22.3, 9p22.2-
22.1, 9p22.1-21.3) were significantly associated with
resistance (Table 2). The three closely situated regions are
quite small and contain 11 known genes. Alterations in
the regions were rather large and many extended along
half the p-arm (Figure 2D). A further significant region
associated with resistance was 6q11.2-12 (Table 2). It is a
4.85 Mbp large region harboring 16 known genes, of
which none seems to be of obvious interest.

A decision tree was generated based on the significant
regions, and regions 6q11.2-12, Xp11.3 and Xp22.13
were picked out as the best combination of classifiers (Fig-
ure 3). It classified all sensitive cases and 16/20 resistant
cases correct with a total correct classification of 90%, and

Frequency plotsFigure 2
Frequency plots. A) Frequency plot of chromosome arm 3q. The significant region in 3q26.2 is highlighted in grey. B) Exam-
ple of one case exhibiting a SRO gain peak in the significant region 3q26.2 only. BAC clone segments are matched to their size. 
All genes in the region are displayed and those in the significant region are highlighted in yellow. C) Frequency plot of chromo-
some X. The significant regions are highlighted in grey, and the gene SH3KBP1 that was explored with QPCR is shown. D) Fre-
quency plot of chromosome 9. The significant regions are highlighted in grey, and the gene SH3GL2 that was explored with 
QPCR is shown. In all frequency plots: resistant cases (black line) versus sensitive cases (red line).
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in the leave-one-out cross-validation it showed an accu-
racy of 78%. When testing the decision tree on a pub-
lished data set from Partheen and colleagues [27],
samples with alterations in the decision tree regions were
classified correctly at a high frequency (88% non-survi-
vors correctly for the first node 6q11.2-12, and 82% for
the third node Xp22.13) whereas samples without any of
the alterations were poorer classified (37% correctly clas-
sified). To illustrate the value of the significant regions for
patient survival, Kaplan-Meier curves are shown in figure
4.

The much studied and commonly altered region 7q21.12,
harboring the multidrug resistance gene ABCB1, was scru-
tinized in the present material though it did not exhibit
significance. Alterations in the region were scarce, and
those present did not vary between sensitive and resistant
cases; no amplifications or homozygous deletions were
found in the region

QPCR
In the significant genomic regions established by array
CGH we located four genes of specific interest for ovarian
cancer and chemotherapy response; EVI1, MDS1,
SH3KBP1 and SH3GL2. The genes MDS1 and EVI1 at
3q26.2 have been shown by others to be of great interest
for ovarian cancer, and have also been implicated in pacl-
itaxel resistance [30-33]. The gene SH3KBP1/CIN85,
located at Xp22.1-21.3, is an essential part of the complex

Table 2: Significant regions

cytoBand 
(+ gain, - loss)

Mbp startPos 
(BAC)

Mbp endPos 
(BAC)

Size (Mbp) cases resistant 
(%)

cases sensitive 
(%)

P-value No. of genes

+ 3q26.2 170150001 
(RP11-152C17)

170300002 
(RP11-252J1)

0.15 65 20 0.0095 2

- 6q11.2-12 63400001 
(RP11-692G18)

68250002 
(RP11-164N24)

4.85 40 0 0.0033 16

- 9p22.3 15100001 
(RP11-271D19)

16150002 
(RP11-141K7)

1.05 45 5 0.0084 6

- 9p22.2-22.1 17750001 
(RP11-601F21)

18550002 
(RP11-269F13)

0.8 45 5 0.0084 2

- 9p22.1-21.3 19650001 
(RP11-61D22)

20800002 
(RP11-66P3)

1.15 45 5 0.0084 3

- Xp22.2-22.12 15250001 
(RP11-438H12)

20750002 
(RP11-451E9)

5.5 60-65 15 0.0031-0.0079 39

- Xp22.11-11.3 24050001 
(RP11-79B3)

46900002 
(RP11-571E6)

22.85 60-70 15-20 0.00077-0.0095 141

- Xp11.23-11.1 49250001 
(RP11-122N23)

58250002 
(RP11-96A5)

9 60-65 10-15 0.00077-0.0079 85

Regions exhibiting statistical significance (P < 0.01) between sensitive and resistant cases. The intervals in frequency numbers and P-values are due 
to CNA gaps inside the significant regions.

Decision treeFigure 3
Decision tree. A decision tree based on the significant 
regions chose 6q11.2-12, Xp11.3 and Xp22.13 as the best 
combination of classifiers. Numbers beneath the circles are 
the number of cases classified in each group. Numbers in 
brackets are incorrectly classified cases if any. R = resistant, S 
= sensitive.
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controlling endocytosis of the epidermal growth factor
receptor (EGFR) [34], which has been implicated in pacl-
itaxel and cisplatin response [35,36]. Additionally, the
protein of the gene SH3GL2/Endophilin A1, located in
9p22.2-22.1, binds to SH3KBP1 in the complex that con-
trol endocytosis of EGFR [34]. Therefore, these genes were
selected for gene expression analysis.

Samples were separated according to the corresponding
CNA pattern for each gene, and we aimed to explore and
compare the relative gene expression between these
groups. Unfortunately, high quality RNA was achievable
from only 17 of the 40 tumor samples, thus weakening
the results obtainable. The relationships between gene
expression and CNA are illustrated in figure 5. Concerning
EVI1, the average relative expression differed between the

samples with gain and without gain, with higher expres-
sion in the gain group (1.8 times higher). The difference
was borderline significant (P = 0.068). Figure 6 illustrates
the correlation between DNA and mRNA for the EVI1
gene. Expression of the MDS1 gene was detected in all
samples; however there was no significant difference
between samples with gain and without gain (Figure 5B).
Nor did we find a significant correlation to the array CGH
findings for the SH3KBP1 gene (Figure 5C). Further, the
gene expression of SH3GL2 was generally very low, unde-
tectable even in some samples. Therefore, accurate and
reliable calculations were impaired. A slight tendency was
noticed however; the group with DNA losses exhibited
lower relative mRNA expression than the group without
losses. Moreover, the expression levels of the four genes

Survival curvesFigure 4
Survival curves. Survival curves for the significant regions in 3q26.2, 6q11.2-12, 9p22.3-21.3, and Xp22.2-11.1. The lines rep-
resent the survival of patients whose tumors exhibit or do not exhibit the significant alterations in the respective regions.
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investigated did not differ significantly when grouped
according to resistance.

In addition, we explored gene expression of the much
studied multidrug resistance gene ABCB1 (also known as
P-glycoprotein/P-gp or multidrug resistance 1/MDR1),
and compared the relative expression between sensitive
and resistant groups (Figure 5D). The overall expression
of ABCB1 was quite low, and there was no significant dif-
ference between sensitive and resistant cases. If scrutiniz-
ing the data, one might see a tendency that the resistant
group exhibit lower expression on average than the sensi-
tive group.

When studying the pattern of CNA co-occurrence for the
SH3KBP1 and SH3GL2 loci, losses in any of the two loci
occured in 14/20 (70%) of the resistant cases, with 8 cases
of co-losses, and 6 cases with loss in only one of the two
loci. The sensitive cases exhibited only 1 co-loss and 2
cases with one of the two loci lost.

Discussion
The majority of ovarian cancer patients is diagnosed with
advanced stage disease of serous histology and treated
with combination chemotherapy paclitaxel/carboplatin.
In the present investigation we selected only stage III

Expression dataFigure 5
Expression data. Relative mRNA expression for genes ana-
lyzed with QPCR. Each plot shows the median (centre lines), 
interquartile ranges (boxes), largest and smallest values 
(whiskers) that are not outliers (circles), or extreme values 
(stars) within a category. Samples for the genes EVI1 (A), 
MDS1 (B), and SH3KBP1 (C) are grouped according to the 
corresponding CNA exhibiting significance with array CGH. 
Samples for the gene ABCB1 (D) are grouped according to 
chemotherapy response.

DNA-RNA correlation for EVI1Figure 6
DNA-RNA correlation for EVI1. A heatmap illustrating 
the mRNA and DNA correlation for the EVI1 gene and its 
locus 3q26.2. Red represents gain and high mRNA expres-
sion, respectively, whereas green represents no gain and low 
expression. Black represents intermediate levels of mRNA 
expression. In the left panel, tumors were clustered hierar-
chically according to similarity, using both copy number and 
expression level in the distance calculation (Euclidean). The 
chemotherapy response status of the samples is indicated 
vertically for each sample respectively. R = resistant case, S = 
sensitive case.
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serous primary specimens from patients homogenously
treated with adjuvant paclitaxel/carboplatin in order to
refine the analysis. Using array CGH, we detected specific
genetic alterations associated with resistance, of which
some might be potential predictive markers of chemother-
apy resistance in advanced ovarian cancer.

Several non-overlapping single genes, gene profiles and
CNAs have been suggested as potential markers for chem-
otherapy response in ovarian cancer [12,13,37-39]. To our
knowledge, there are only a few reports on chemotherapy
resistance in ovarian cancer using array CGH [12-15].
There are also prior studies using conventional metaphase
CGH to investigate platinum resistance in ovarian cancer
[16-19]. Unfortunately, results are diverse. The disagree-
ment, however, can partly be explained by the use of var-
ious CGH platforms, variations in resistance
classifications, heterogeneous tumor materials, and the
use of various cell lines. It also emphasizes the difficulty
of investigating chemotherapy resistance in ovarian can-
cer. Hence, additional studies are needed in order to clar-
ify the complex pattern of genetic alterations associated
with chemotherapy response in ovarian carcinomas and
to identify reliable predictive markers.

In the current study, we associated CNAs in four chromo-
somal arms with chemotherapy resistance in stage III
ovarian serous carcinomas. Gain in the small region at
3q26.2 was significantly established as frequently more
present in resistant cases (65%) than sensitive cases
(20%). 3q26 is recurrently found amplified in various
cancer types including ovarian carcinoma [40-42]. In con-
cordance with our results, Nanjundan and colleagues
identified the ~2 Mbp wide region at 3q26.2 containing
EVI1 and MDS1 to be the most frequent region of copy
number gain in an ovarian tumor material [30]. Addition-
ally, Kim and colleagues found gain in 3q26.2 in more
than 70% of serous ovarian cancer specimens; equally
abundant in sensitive and resistant cases [13]. The two
genes in the significant region are of great interest. EVI1 is
an oncogene frequently associated with leukemogenesis
[43], and also with other cancer types such as lung- and
endometrial cancer [44,45]. It has been found over
expressed in ovarian cancer and implicated in ovarian car-
cinogenesis [30-32]. Interestingly, Liu and colleagues
showed that the protein Evi1 inhibited paclitaxel-medi-
ated apoptosis, thus causing resistance [33]. In this con-
text, our finding of gain in 3q26.2 as overrepresented
among resistant cases is highly interesting. Further, Sunde
and colleagues found a significant correlation between
gene copy number and EVI1 gene expression, and sug-
gested that enhanced expression of EVI1 can partly be
explained by increased gene copy number [31]. We did
not detect such a strong correlation, but a tendency was
noticed in that direction, and enlarged studies scrutiniz-

ing EVI1 gene and protein expression may elucidate its
role in ovarian cancer and chemotherapy response. Addi-
tionally, among the tumors exhibiting gains in 3q26,
some display a gain peak specifically in the significant
region 3q26.2, whereas others display gains extending
over a larger region, and a few exhibit peaks in the sur-
rounding regions. This complex pattern of CNAs suggests
that more than one driver might exist for the 3q26 gain, as
correspondingly detected and stated by others [30]. MDS1
was first identified as a component of the AML1-MDS1-
EVI1 fusion transcript in myeloid leukemia [46], and very
little is known about the gene product when not in a
fusion transcript. MDS1 was expressed in the current ovar-
ian tumor material, but the expression results did not cor-
relate with the findings on the DNA level, nor resistance.

Losses in three regions in chromosome arm Xp (Xp22.2-
22.12, Xp22.11-11.3, Xp11.23-11.1) were associated with
chemotherapy resistance in the current study. The altera-
tions detected here were large, stretching along the whole
chromosome in some cases. The X chromosome has not
been explored to the same extent as the rest of the genome
by CGH due to the use of male reference in several studies.
Losses in the X chromosome has been found in cisplatin-
resistant cell lines [14-17]. When scrutinizing the 265
known genes in the significant regions found in Xp, our
attention was drawn to SH3KBP1, also known as CIN85.
Loss of the SH3KBP1 locus as found in our investigation
could be a form of resistance mechanism by inhibiting
EGFR endocytosis and thus increasing EGFR signaling,
which might reduce sensitivity to paclitaxel and/or plati-
num drugs [35,36]. When exploring mRNA expression
levels of SH3KBP1 we did not find a difference between
samples with loss and no loss, nor resistance. However,
we were only able to investigate a small subset of the
tumor material, and further studies of the gene should be
encouraged on both mRNA and protein expression levels.

Additionally, three small regions of loss in chromosome
arm 9p (9p22.3, 9p22.2-22.1, 9p22.1-21.3) were associ-
ated with resistance. In ovarian cancer, allelic imbalances
are commonly detected in 9p [41], but the region have to
our knowledge not been associated with chemotherapy
resistance earlier. The gene SH3GL2 located in 9p22.2-
22.1, also known as Endophilin A1, is as SH3KBP1 also
part of the complex controlling endocytosis of EGFR [34].
Thus, equally interesting in association to chemotherapy
resistance as SH3KBP1. Unfortunately, the gene showed
generally low expression in the ovarian tumor samples
and reliable calculations were unfeasible. Still, continued
exploration of the gene and its locus should be of interest
due to its strong associations to EGFR and chemotherapy
response.
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We find it very interesting that the proteins of the genes
SH3KBP1 and SH3GL2, located in two different regions
exhibiting significance in the current study, both have
been shown to physically bind and interact in the com-
plex controlling endocytosis of EGFR [34]. Losses in any
of the two loci were found in 70% of the resistant tumors.

Overall, mRNA expression indicated only weak DNA copy
number dependence in our study. However, we were only
able to obtain high quality RNA from a subset of the
tumor material (17/40) which obviously might influence
the results. Additionally, further exploration of genes in
the significant regions would be of interest. Reliable
genetic alteration profiles, however, can be of great inter-
est as predictive markers of patient outcome regardless of
its influence on gene expression; and DNA is relatively
easy to handle and more stable than RNA.

The decision tree that was generated based on the signifi-
cant regions, specifically discerned the regions 6q11.2-12,
Xp11.3 and Xp22.13 as a good combination of classifiers
and predictors of chemoresistant or chemosensitive dis-
ease in our tumor material (Figure 3). Losses in the signif-
icant region 6q11.2-12 were found exclusively in the
resistant tumors, and as shown by the decision tree loss in
6q11.2-12 classified 8 resistant tumors at once. Addi-
tional losses in Xp11.3 and Xp22.13 further classify 8
resistant cases. Conversely, lack of these changes classified
all sensitive cases correct. This indicates a specific impor-
tance of these genomic alterations, and region 6q11.2-12
is therefore of great interest as a predictive marker of
chemoresistant disease. As mentioned above, the altera-
tions detected in Xp were not restricted to the significant
regions in the majority of cases. Thus, losses in general in
Xp ought to be considered interesting for chemotherapy
resistance. We further tested the decision tree on another
published ovarian tumor material with corresponding
stage and histology but with a different combination
treatment (carboplatin, farmorubicine and cyclophospha-
mide) and survival as end point [27]. When scrutinizing
the tree, samples exhibiting alterations in the decision tree
regions were correctly classified at a rather high frequency
(88% and 82%, respectively), whereas samples lacking
alterations in the regions were poorly classified (37%).
This is in concordance to our material, where the only
misclassifications were samples without alterations in the
regions. It suggests that alterations in these regions are of
importance for the outcome in advanced stage ovarian
serous tumors. Tumors without alterations in these
regions, on the other hand, need further characterization.
Additionally, all resistant cases in our study died of their
disease and all sensitive cases exhibited more than five-
year survival; and the importance of the significant
regions in relation to patient survival is shown by the sur-
vival curves in figure 4. Since the decision tree contains

regions in chromosome X, and many studies do not ana-
lyze X as mentioned above, testing of the tree in further
published materials is unfortunately hampered.

We detected a significantly higher frequency of genomic
alterations in resistant specimens than in sensitive speci-
mens, which has been reported in similar studies [12-14].
This elevated frequency of genetic alterations might
present an advantage for the resistant tumors, and help
them to adapt in the hostile chemotherapy environment.

The phenomenon of multidrug resistance (MDR) has
been shown to effect paclitaxel [5]. However, the rele-
vance of MDR in ovarian cancer treatment is not clear
[47]. A number of reports have focused on multidrug
resistance in ovarian carcinoma, and specifically on the
drug efflux pump P-glycoprotein, whose gene ABCB1 is
situated in 7q21.12 [48-50]. The gene has been found
over expressed in paclitaxel-resistant ovarian and lung
cancer cell lines [48,49]. In the current study, we took the
opportunity to study ABCB1 in our primary ovarian
tumor material. ABCB1 showed generally low expression
and CNAs in 7q21.12 were infrequent; no differences
were seen between sensitive and resistant cases, which is
in concurrence with others [51].

Conclusion
In conclusion, we identified gains in 3q26.2, and losses in
6q11.2-12, 9p22.3-21.3, and Xp22.2-11.1 to be associ-
ated with chemotherapy resistance, suggesting that these
CNAs might have a potential as predictive markers of
chemoresistant disease in patients with advanced ovarian
serous cancer. Identifying a high-risk group of patients
that will exhibit poor response to conventional chemo-
therapy could lead to a different treatment regiment
already at first-line therapy and a special follow-up of
these patients. However, this is a pilot study with a small
material and further studies are needed to evaluate and
verify the results. Still, our findings contribute to an
increased understanding of the genetic alterations in
chemoresistant ovarian serous carcinoma.

Abbreviations
CGH: comparative genomic hybridization; QPCR: quan-
titative real-time polymerase chain reaction; CNA: copy
number alteration; WHO: world health organization;
FIGO: international federation of gynecology and obstet-
rics; BAC: bacterial artificial chromosome; BASE: bio array
software environment; Mbp: megabasepair; kbp: kilo-
basepair; MDR: multidrug resistance; EVI1: ectopic viral
integration site-1; MDS1: myelodysplastic syndrome 1;
SH3GL2: SH3-domain GRB2-like 2; SH3KBP1: SH3-
domain kinase binding protein 1; ABCB1: ATP-binding
cassette, sub-family B, member 1
Page 10 of 12
(page number not for citation purposes)



BMC Cancer 2009, 9:368 http://www.biomedcentral.com/1471-2407/9/368
Competing interests
The authors declare that they have no competing interests.

Authors' contributions
LÖ participated in the design of the study, performed and
analysed the array CGH analysis, analysed the QPCR data,
and drafted the manuscript. KL and KP have been
involved in interpretation of the data, drafting the manu-
script and revised it critically. UD has been involved in
and performed the array CGH analysis and RNA extrac-
tion. BO has performed the statistics and revised the man-
uscript critically. KS has been involved in interpretation of
the data, provided clinical information and revised the
manuscript critically. GH initiated the project, provided
clinical information, and was involved in drafting the
manuscript. All authors read and approved the final man-
uscript.

Additional material

Acknowledgements
We thank Ghita Fallenius for cytological evaluation, and the personnel at 
SCIBLU Genomics Center at Lund University for technical advice concern-
ing the array CGH. This work was supported by the King Gustav V Jubilee 
Clinic Cancer Research Foundation, the Assar Gabrielssson foundation, the 
Wilhelm and Martina Lundgren foundation, and the Swedish Cancer Soci-
ety.

References
1. McGuire WP, Hoskins WJ, Brady MF, Kucera PR, Partridge EE, Look

KY, Clarke-Pearson DL, Davidson M: Cyclophosphamide and cis-
platin versus paclitaxel and cisplatin: a phase III randomized
trial in patients with suboptimal stage III/IV ovarian cancer
(from the Gynecologic Oncology Group).  Semin Oncol 1996,
23(5 Suppl 12):40-47.

2. Piccart MJ, Bertelsen K, James K, Cassidy J, Mangioni C, Simonsen E,
Stuart G, Kaye S, Vergote I, Blom R, et al.: Randomized intergroup
trial of cisplatin-paclitaxel versus cisplatin-cyclophospha-
mide in women with advanced epithelial ovarian cancer:
three-year results.  J Natl Cancer Inst 2000, 92(9):699-708.

3. Heintz APM, Odicino F, Maisonneuve P, Quinn MA, Benedet JL,
Creasman WT, Ngain HYS, Pecorelli S, Beller U: Carcinoma of the
ovary.  Int J Gynaecol Obstet 2006, 95 Suppl 1:S161-S192.

4. Nogales E, Wolf SG, Downing KH: Structure of the alpha beta
tubulin dimer by electron crystallography.  Nature 1998,
391(6663):199-203.

5. Galletti E, Magnani M, Renzulli ML, Botta M: Paclitaxel and
docetaxel resistance: molecular mechanisms and develop-
ment of new generation taxanes.  ChemMedChem 2007,
2(7):920-942.

6. Luqmani YA: Mechanisms of drug resistance in cancer chemo-
therapy.  Med Princ Pract 2005, 14(Suppl 1):35-48.

7. Barry MA, Behnke CA, Eastman A: Activation of programmed
cell death (apoptosis) by cisplatin, other anticancer drugs,
toxins and hyperthermia.  Biochem Pharmacol 1990,
40(10):2353-2362.

8. Ferry KV, Hamilton TC, Johnson SW: Increased nucleotide exci-
sion repair in cisplatin-resistant ovarian cancer cells: role of
ERCC1-XPF.  Biochem Pharmacol 2000, 60(9):1305-1313.

9. Perego P, Giarola M, Righetti SC, Supino R, Caserini C, Delia D, Pier-
otti MA, Miyashita T, Reed JC, Zunino F: Association between cis-
platin resistance and mutation of p53 gene and reduced bax
expression in ovarian carcinoma cell systems.  Cancer Res 1996,
56(3):556-562.

10. Godwin AK, Meister A, O'Dwyer PJ, Huang CS, Hamilton TC, Ander-
son ME: High resistance to cisplatin in human ovarian cancer
cell lines is associated with marked increase of glutathione
synthesis.  Proc Natl Acad Sci USA 1992, 89(7):3070-3074.

11. Katano K, Safaei R, Samimi G, Holzer A, Rochdi M, Howell SB: The
copper export pump ATP7B modulates the cellular pharma-
cology of carboplatin in ovarian carcinoma cells.  Mol Pharma-
col 2003, 64(2):466-473.

12. Bernardini M, Lee CH, Beheshti B, Prasad M, Albert M, Marrano P,
Begley H, Shaw P, Covens A, Murphy J, et al.: High-resolution map-
ping of genomic imbalance and identification of gene expres-
sion profiles associated with differential chemotherapy
response in serous epithelial ovarian cancer.  Neoplasia 2005,
7(6):603-613.

13. Kim SW, Kim JW, Kim YT, Kim JH, Kim S, Yoon BS, Nam EJ, Kim HY:
Analysis of chromosomal changes in serous ovarian carci-
noma using high-resolution array comparative genomic
hybridization: Potential predictive markers of chemoresist-
ant disease.  Genes Chromosomes Cancer 2007, 46(1):1-9.

14. Prasad M, Bernardini M, Tsalenko A, Marrano P, Paderova J, Lee CH,
Ben-Dor A, Barrett MT, Squire JA: High definition cytogenetics
and oligonucleotide aCGH analyses of cisplatin-resistant
ovarian cancer cells.  Genes Chromosomes Cancer 2008,
47(5):427-436.

15. Osterberg L, Levan K, Partheen K, Staaf J, Sundfeldt K, Horvath G:
High-resolution genomic profiling of carboplatin resistance
in early-stage epithelial ovarian carcinoma.  Cytogenet Genome
Res 2009, 125(1):8-18.

16. Kudoh K, Takano M, Koshikawa T, Hirai M, Yoshida S, Mano Y,
Yamamoto K, Ishii K, Kita T, Kikuchi Y, et al.: Gains of 1q21-q22
and 13q12-q14 are potential indicators for resistance to cis-
platin-based chemotherapy in ovarian cancer patients.  Clin
Cancer Res 1999, 5(9):2526-2531.

17. Wasenius VM, Jekunen A, Monni O, Joensuu H, Aebi S, Howell SB,
Knuutila S: Comparative genomic hybridization analysis of
chromosomal changes occurring during development of
acquired resistance to cisplatin in human ovarian carcinoma
cells.  Genes Chromosomes Cancer 1997, 18(4):286-291.

18. Takano M, Kudo K, Goto T, Yamamoto K, Kita T, Kikuchi Y: Analy-
ses by comparative genomic hybridization of genes relating

Additional file 1
Clinical characteristics. Clinical characteristics of the forty patients. 
Tumors were analyzed routinely by flow cytometry for DNA content. W = 
well differentiated; M = moderately differentiated; P = poorly differenti-
ated; † = deceased; S = sensitive; R = resistant; An = aneuploid; Di = dip-
loid
Click here for file
[http://www.biomedcentral.com/content/supplementary/1471-
2407-9-368-S1.XLS]

Additional file 2
Primer sequences. Primers sequences for the target genes in the QPCR 
analysis.
Click here for file
[http://www.biomedcentral.com/content/supplementary/1471-
2407-9-368-S2.XLS]

Additional file 3
Array data. Segmented ternary array CGH data. All clones were desig-
nated lost, not changed, or gained, giving a ternary scale (-1, 0, 1). The 
segmented BAC clone data was transformed into a virtual probe set with 
probes spaced at every 50 kbp throughout the entire genome by associating 
each probe to the closest virtual probe.
Click here for file
[http://www.biomedcentral.com/content/supplementary/1471-
2407-9-368-S3.ZIP]
Page 11 of 12
(page number not for citation purposes)

http://www.biomedcentral.com/content/supplementary/1471-2407-9-368-S1.XLS
http://www.biomedcentral.com/content/supplementary/1471-2407-9-368-S2.XLS
http://www.biomedcentral.com/content/supplementary/1471-2407-9-368-S3.ZIP
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8941409
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8941409
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8941409
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10793106
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10793106
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10793106
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17161157
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17161157
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9428769
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9428769
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17530726
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17530726
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17530726
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16103712
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16103712
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2244936
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2244936
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2244936
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11008124
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11008124
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11008124
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8564971
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8564971
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8564971
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1348364
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1348364
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=1348364
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12869652
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12869652
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12869652
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16036111
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16036111
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16036111
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17044060
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17044060
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17044060
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18273836
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18273836
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18273836
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19617691
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19617691
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=19617691
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10499629
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10499629
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10499629
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9087568
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9087568
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9087568
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11925927
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11925927


BMC Cancer 2009, 9:368 http://www.biomedcentral.com/1471-2407/9/368
with cisplatin-resistance in ovarian cancer.  Hum Cell 2001,
14(4):267-271.

19. Osterberg L, Levan K, Partheen K, Helou K, Horvath G: Cytoge-
netic analysis of carboplatin resistance in early-stage epithe-
lial ovarian carcinoma.  Cancer Genet Cytogenet 2005,
163(2):144-150.

20. Jonsson G, Staaf J, Olsson E, Heidenblad M, Vallon-Christersson J,
Osoegawa K, de Jong P, Oredsson S, Ringner M, Hoglund M, et al.:
High-resolution genomic profiles of breast cancer cell lines
assessed by tiling BAC array comparative genomic hybridi-
zation.  Genes Chromosomes Cancer 2007, 46(6):543-558.

21. Saal LH, Troein C, Vallon-Christersson J, Gruvberger S, Borg A,
Peterson C: BioArray Software Environment (BASE): a plat-
form for comprehensive management and analysis of micro-
array data.  Genome Biology 2002, 3(8):.

22. Staaf J, Jonsson G, Ringner M, Vallon-Christersson J: Normalization
of array-CGH data: influence of copy number imbalances.
BMC Genomics 2007, 8:382.

23. Autio R, Hautaniemi S, Kauraniemi P, Yli-Harja O, Astola J, Wolf M,
Kallioniemi A: CGH-Plotter: MATLAB toolbox for CGH-data
analysis.  Bioinformatics 2003, 19(13):1714-1715.

24. Gunnarsson R, Staaf J, Jansson M, Ottesen AM, Goransson H, Liljedahl
U, Ralfkiaer U, Mansouri M, Buhl AM, Smedby KE, et al.: Screening
for copy-number alterations and loss of heterozygosity in
chronic lymphocytic leukemia--a comparative study of four
differently designed, high resolution microarray platforms.
Genes Chromosomes Cancer 2008, 47(8):697-711.

25. Willenbrock H, Fridlyand J: A comparison study: applying seg-
mentation to array CGH data for downstream analyses.  Bio-
informatics 2005, 21(22):4084-4091.

26. Frank E, Hall M, Trigg L, Holmes G, Witten IH: Data mining in bio-
informatics using Weka.  Bioinformatics 2004, 20(15):2479-2481.

27. Partheen K, Levan K, Osterberg L, Helou K, Horvath G: Analysis of
cytogenetic alterations in stage III serous ovarian adenocar-
cinoma reveals a heterogeneous group regarding survival,
surgical outcome, and substage.  Genes Chromosomes Cancer
2004, 40(4):342-348.

28. Gehan EA: A Generalized Wilcoxon Test for Comparing Arbi-
trarily Singly-Censored Samples.  Biometrika 1965, 52:203-223.

29. Partheen K, Levan K, Osterberg L, Horvath G: Expression analysis
of stage III serous ovarian adenocarcinoma distinguishes a
sub-group of survivors.  Eur J Cancer 2006, 42(16):2846-2854.

30. Nanjundan M, Nakayama Y, Cheng KW, Lahad J, Liu J, Lu K, Kuo WL,
Smith-McCune K, Fishman D, Gray JW, et al.: Amplification of
MDS1/EVI1 and EVI1, located in the 3q26.2 amplicon, is
associated with favorable patient prognosis in ovarian can-
cer.  Cancer Res 2007, 67(7):3074-3084.

31. Sunde JS, Donninger H, Wu K, Johnson ME, Pestell RG, Rose GS, Mok
SC, Brady J, Bonome T, Birrer MJ: Expression profiling identifies
altered expression of genes that contribute to the inhibition
of transforming growth factor-beta signaling in ovarian can-
cer.  Cancer Res 2006, 66(17):8404-8412.

32. Brooks DJ, Woodward S, Thompson FH, Dos Santos B, Russell M,
Yang JM, Guan XY, Trent J, Alberts DS, Taetle R: Expression of the
zinc finger gene EVI-1 in ovarian and other cancers.  Br J Can-
cer 1996, 74(10):1518-1525.

33. Liu Y, Chen L, Ko TC, Fields AP, Thompson EA: Evi1 is a survival
factor which conveys resistance to both TGFbeta- and taxol-
mediated cell death via PI3K/AKT.  Oncogene 2006,
25(25):3565-3575.

34. Soubeyran P, Kowanetz K, Szymkiewicz I, Langdon WY, Dikic I: Cbl-
CIN85-endophilin complex mediates ligand-induced down-
regulation of EGF receptors.  Nature 2002, 416(6877):183-187.

35. Cao C, Lu S, Sowa A, Kivlin R, Amaral A, Chu W, Yang H, Di W, Wan
Y: Priming with EGFR tyrosine kinase inhibitor and EGF sen-
sitizes ovarian cancer cells to respond to chemotherapeuti-
cal drugs.  Cancer Lett 2008, 266(2):249-262.

36. Chan JK, Pham H, You XJ, Cloven NG, Burger RA, Rose GS, Van Nos-
trand K, Korc M, Disaia PJ, Fan H: Suppression of ovarian cancer
cell tumorigenicity and evasion of Cisplatin resistance using
a truncated epidermal growth factor receptor in a rat
model.  Cancer Res 2005, 65(8):3243-3248.

37. Huang KC, Rao PH, Lau CC, Heard E, Ng SK, Brown C, Mok SC,
Berkowitz RS, Ng SW: Relationship of XIST expression and
responses of ovarian cancer to chemotherapy.  Mol Cancer Ther
2002, 1(10):769-776.

38. Hartmann LC, Lu KH, Linette GP, Cliby WA, Kalli KR, Gershenson
D, Bast RC, Stec J, Iartchouk N, Smith DI, et al.: Gene expression
profiles predict early relapse in ovarian cancer after plati-
num-paclitaxel chemotherapy.  Clin Cancer Res 2005,
11(6):2149-2155.

39. Tetu B, Popa I, Bairati I, L'Esperance S, Bachvarova M, Plante M, Harel
F, Bachvarov D: Immunohistochemical analysis of possible
chemoresistance markers identified by micro-arrays on
serous ovarian carcinomas.  Mod Pathol 2008, 21(8):1002-1010.

40. Yang YL, Chu JY, Luo ML, Wu YP, Zhang Y, Feng YB, Shi ZZ, Xu X,
Han YL, Cai Y, et al.: Amplification of PRKCI, located in 3q26,
is associated with lymph node metastasis in esophageal squa-
mous cell carcinoma.  Genes Chromosomes Cancer 2008,
47(2):127-136.

41. Gray JW, Suzuki S, Kuo WL, Polikoff D, Deavers M, Smith-McCune
K, Berchuck A, Pinkel D, Albertson D, Mills GB: Specific keynote:
genome copy number abnormalities in ovarian cancer.  Gyne-
col Oncol 2003, 88(1 Pt 2):s16-21. discussion S22-14.

42. Larramendy ML, Lushnikova T, Bjorkqvist AM, Wistuba II, Virmani
AK, Shivapurkar N, Gazdar AF, Knuutila S: Comparative genomic
hybridization reveals complex genetic changes in primary
breast cancer tumors and their cell lines.  Cancer Genet
Cytogenet 2000, 119(2):132-138.

43. Nucifora G, Laricchia-Robbio L, Senyuk V: EVI1 and hematopoi-
etic disorders: history and perspectives.  Gene 2006, 368:1-11.

44. Yokoi S, Yasui K, Iizasa T, Imoto I, Fujisawa T, Inazawa J: TERC iden-
tified as a probable target within the 3q26 amplicon that is
detected frequently in non-small cell lung cancers.  Clin Cancer
Res 2003, 9(13):4705-4713.

45. Morishita K, Parganas E, Douglass EC, Ihle JN: Unique expression
of the human Evi-1 gene in an endometrial carcinoma cell
line: sequence of cDNAs and structure of alternatively
spliced transcripts.  Oncogene 1990, 5(7):963-971.

46. Fears S, Mathieu C, Zeleznik-Le N, Huang S, Rowley JD, Nucifora G:
Intergenic splicing of MDS1 and EVI1 occurs in normal tis-
sues as well as in myeloid leukemia and produces a new
member of the PR domain family.  Proc Natl Acad Sci USA 1996,
93(4):1642-1647.

47. Kaye SB: Reversal of drug resistance in ovarian cancer: where
do we go from here?  J Clin Oncol 2008, 26(16):2616-2618.

48. Wang YC, Juric D, Francisco B, Yu RX, Duran GE, Chen GK, Chen
X, Sikic BI: Regional activation of chromosomal arm 7q with
and without gene amplification in taxane-selected human
ovarian cancer cell lines.  Genes Chromosomes Cancer 2006,
45(4):365-374.

49. Yabuki N, Sakata K, Yamasaki T, Terashima H, Mio T, Miyazaki Y, Fujii
T, Kitada K: Gene amplification and expression in lung cancer
cells with acquired paclitaxel resistance.  Cancer Genet Cytogenet
2007, 173(1):1-9.

50. Kitada K, Yamasaki T: The complicated copy number altera-
tions in chromosome 7 of a lung cancer cell line is explained
by a model based on repeated breakage-fusion-bridge cycles.
Cancer Genet Cytogenet 2008, 185(1):11-19.

51. Codegoni AM, Broggini M, Pitelli MR, Pantarotto M, Torri V, Mangioni
C, D'Incalci M: Expression of genes of potential importance in
the response to chemotherapy and DNA repair in patients
with ovarian cancer.  Gynecol Oncol 1997, 65(1):130-137.

Pre-publication history
The pre-publication history for this paper can be accessed
here:

http://www.biomedcentral.com/1471-2407/9/368/pre
pub
Page 12 of 12
(page number not for citation purposes)

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11925927
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16337857
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16337857
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16337857
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17334996
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17334996
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17334996
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12186655
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12186655
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12186655
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17953745
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17953745
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15593402
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15593402
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18484635
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18484635
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16159913
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16159913
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15073010
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15073010
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15188458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15188458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15188458
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14341275
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14341275
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16996261
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16996261
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16996261
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17409414
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17409414
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17409414
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16951150
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16951150
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16951150
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8932329
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8932329
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16462766
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16462766
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16462766
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11894095
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11894095
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=11894095
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18400375
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18400375
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18400375
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15833856
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15833856
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15833856
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12492109
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12492109
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15788660
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15788660
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=15788660
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18500265
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18500265
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18500265
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17990328
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17990328
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17990328
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12586079
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=12586079
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10867149
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10867149
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=10867149
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16314052
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16314052
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14581340
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14581340
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=14581340
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2115646
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2115646
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=2115646
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8643684
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8643684
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=8643684
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18509172
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18509172
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16382445
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16382445
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=16382445
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17284363
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=17284363
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18656688
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=18656688
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9103402
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9103402
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&dopt=Abstract&list_uids=9103402
http://www.biomedcentral.com/1471-2407/9/368/prepub

	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Tumor material
	Array CGH
	Data analysis
	Statistical analysis

	Quantitative real-time polymerase chain reaction (QPCR)

	Results
	Array CGH
	QPCR

	Discussion
	Conclusion
	Abbreviations
	Competing interests
	Authors' contributions
	Additional material
	Acknowledgements
	References
	Pre-publication history

