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Extensive research over the last 50 years has revealed that

cancer is a genetic condition in which a cell loses its genomic

integrity. Tumorigenesis is associated with the accrual in

cells of multiple genomic alterations. Base substitutions can

inactivate tumor suppressor genes or cause constitutive acti-

vation of proto-oncogenes. Alternative mechanisms of

tumorigenesis include large genomic deletions, large and

small intragenic deletions, chromosomal translocations,

aberrant promoter methylation and other epigenetic events.

These alterations allow the cell to escape the normal tissue-

dependent restraints on growth and differentiation that may

be cell-autonomous or cell-dependent. It has been proposed

that the accumulation of genetic abnormalities enables the

cell to escape the physiological tissue framework by the

acquisition of six essential cell-transformation traits:

growth-signal autonomy; evasion of apoptosis; insensitivity

to growth-inhibitory signals; sustained angiogenesis; limit-

less replicative potential; and the capacity to invade and

grow metastatically [1]. The molecular aberrations and cellu-

lar mechanisms required to effect these cellular phenotypes

no doubt vary greatly between different types of tumor, and

even within tumor types classified by current histopathology

as similar. Furthermore, the molecular route by which the

tumor cell achieves certain biological endpoints may be as

important as the endpoints themselves in terms of clinical

prognosis and response to therapy.

The accurate diagnosis and classification of tumors is thus of

fundamental clinical importance both as a prognostic indicator

and as the determinant of the most effective treatment

modality. Although the current basis of tumor taxonomy is

tumor grade, stage and type in conjunction with other

histopathological indices, it is becoming increasingly appar-

ent that an individual’s family history, as an indirect marker

of inherent genetic susceptibility, also provides valuable

prognostic and therapeutic indicators, both for the patient

and for their extended family. The research attempting to re-

classify tumors according to their molecular evolution has

focused mainly on breast cancer, the commonest form of

female cancer, which affects one in eight women at some-

time in their lives, but the principles discussed here are

equally applicable to all types of cancer, whether of child-

hood or adult onset. 

Major breast-cancer susceptibility genes 
Although the majority of cancers are ‘sporadic’, occurring in

individuals with no family history of the condition, 20% of

all colorectal and 30% of breast cancer patients have some

family history of the condition, which in itself confers one of

the strongest risk factors for developing the disease; for

example, there is a two-fold increase in breast cancer in first

degree relatives of the index case [2]. In approximately 5% of

breast cancer cases the individual is found to be part of a

large multi-case ‘cancer family’, in which the genetic predis-

position to cancer is inherited as a single autosomal domi-

nant trait, due in the majority of cases to a germ-line

heterozygous mutation in either BRCA1 or BRCA2 [3,4].

Abstract

Molecular profiling of the transcripts or proteins within an individual tumor may in future provide
important prognostic and therapeutic clinical information both for the affected individual and for
their extended family, but for the time being traditional genetics and pathology retain their place in
the clinic. 



Both these genes have products that appear to function in

pathways involved in DNA repair, gene transcription and

chromatin structure [5,6]. In each case the mutant suscepti-

bility allele is inherited as an autosomal dominant germ-line

trait, whilst transformation occurs as a recessive phenotype

after loss of the wild-type allele in the transformed cell [7,8].

Importantly, the presence of a germ-line BRCA mutation

does increase the possibility of the patient developing both

ipsilateral and contralateral breast disease and other distinct

tissue-specific tumors, such as male breast cancer, pancre-

atic and prostate cancer in the case of a BRCA2 mutation [9],

and ovarian cancer in the case of a BRCA1 mutation [10].

The tissue-specific nature of the cancer predisposition seen

in the inherited cancer syndromes has yet to be explained.

The discovery of a germ-line BRCA mutation in a family

means that predictive testing can be offered to unaffected

individuals. On the basis of an estimation of their risk, afforded

by predictive testing, such individuals can make better-

informed decisions as to surveillance regimes, prophylactic

surgery (mastectomy and/or salpingo-oophorectomy) or

experimental chemoprevention strategies such as tamoxifen.

The corollary of this is that mutation-negative patients

within these families can be reassured that they are at

normal population risk and can be withdrawn from high-risk

screening programs.

The prognostic significance of a BRCA mutation is still

unclear for breast cancer, when it is separated from indirect

effects such as earlier age of onset, or higher mitotic index

and the higher histopathological grade associated with

BRCA1 tumors [11-14], although it appears to be an indicator

of good prognosis in ovarian cancer [15,16]. Studies prospec-

tively addressing this question are still ongoing. Interest-

ingly, however, recent insights into BRCA2 [17] and BRCA1

[18] protein function, respectively, suggest that this group of

breast tumors may not respond as well to taxanes, a current

common chemotherapeutic agent, or indeed may be more

sensitive to cisplatin than is sporadic breast cancer. These

mechanistically driven hypotheses have yet to be shown to

have clinical significance.

Knowing the BRCA status of a breast tumor has important

clinical implications not only for the affected individuals

themselves but also for their extended family. Unfortunately,

the current means of ascertaining the BRCA status of tumors

is dependent on the prospective identification of genetically

predisposed families on the basis of their large multi-case

affected kinships. Recently, however, with completion of the

Human Genome Project comes the potential for ‘reverse

genetic diagnosis’, based on the genetic phenotype of the

tumors themselves, independent of family structure. 

Redefining tumor taxonomy
Since completion of the draft human genome sequence,

there has been great interest in identifying novel diagnostic,

prognostic and potential therapeutic markers by establishing

the genome-wide expression profiles (transcriptomes) of

various tumor groups; this has been achieved through the

rapid adoption of high-throughput microarray technologies.

This type of approach is in contrast to the previous, labor-

intensive candidate-gene-based approaches and has the

major advantage of potentially measuring simultaneously

the expression of all human genes and not merely a pre-

selected, and thus biased, subgroup. The cancer phenotype is

only partially described by its transcriptome, however, as

functional protein levels are also modulated by post-transla-

tional modifications. 

Somatic mutations in the BRCA genes are not found in spo-

radic breast cancers. This is in contrast to the molecular

pathology of mutations in other cancer-predisposition genes,

such as the familial adenomatous polyposis (APC),

retinoblastoma (RB1) and P53 tumor suppressors, and sug-

gests that breast tumors arising in cells with a heterozygous

BRCA mutation may form a distinctive pathological group.

Down-regulation of BRCA1 transcription has been noted in a

few cases of sporadic breast cancer and found to correlate

with epigenetic methylation of the BRCA1 promoter [19].

This epigenetically mediated diminution in gene expression

in sporadic tumors has not been shown with BRCA2 [20]. It

is significant, then, that gene-expression profiles [21,22] of

BRCA1- and BRCA2-linked tumors allow them to be distin-

guished and classified separately from a group of sporadic

breast tumors with similar hormone-receptor expression

patterns, emphasizing once more the unique nature of these

tumors. Unfortunately, the BRCA-associated tumor cohort

size is small in the recent studies of gene expression in

breast tumors [21,22]. 

In the case of ovarian cancer, Jazaeri et al. [23] showed that

BRCA1- and BRCA2-associated cancers show distinct gene-

expression profiles, but it is striking that, in comparison with

the results from sporadic breast cancer, sporadic ovarian

cancers displayed an expression motif mimicking the profile

of either a BRCA1- or a BRCA2-linked germ-line ovarian

tumor and do not form a separate third group. These findings

could be explained by postulating that sporadic ovarian

cancer can occur by two major, mutually exclusive pathways

in which the BRCA genes are major players, evidenced by the

loss of heterozygosity occurring at their genomic loci despite

the absence of somatic mutations in BRCA1 or BRCA2. More

intriguingly, these distinct expression profiles could repre-

sent differing cellular origins for the various ovarian tumors.

Germ-line mutations in either the BRCA1 or BRCA2 gene

could predispose different ovarian cell types to cellular trans-

formation. Germane to this suggestion in ovarian cancer is

the expression profiling of breast cancer samples [24], which

has allowed their stratification into two subtypes - luminal

(similar expression profiles to cells that line the duct and are

implicated in the majority of breast cancer) and basal (similar

expression profiles to cells in the basal epithelium) - hinting
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at two distinct cellular origins for breast cancer cells. It is

notable that all the expression profiles from a group of

BRCA1-linked breast tumors fell into the latter, basal sub-

classification, suggesting a possible common, homogenous

cellular origin for BRCA1 breast tumors [25]. These profile

classifications were also found to have prognostic signifi-

cance, as the tumors with a basal signature had a poorer

prognosis than the luminal group. These results would

suggest that a unique gene-expression signature may be one

possible mechanism for the identification of BRCA1- and

BRCA2-type breast tumors in families for which a detailed

family history is not known or is small.

Microarray profiling has also been successfully used to delin-

eate gene-expression signatures associated with poor clinical

outcome [22,26], response to neoadjuvant therapy [27] and

a priori potential to metastasis [28]. This latter finding runs

contrary to current belief that primary tumors grow locally

and evolve with time into aggressive tumors capable of

metastasis. The common expression signature indicative of

metastatic potential was delineated over a range of different

tumor tissue types and thus would suggest that metastatic

capacity is already inherent in the primary tumor at first

diagnosis; this finding, if clinically substantiated, could form

the basis of tailoring post-operative adjuvant treatment to

individual tumor genotypes. 

The clinical implications of this large body of research, both

in identifying familial breast cancers from the larger cohort of

sporadic tumors and in finding prognostic molecular markers

for tailoring future therapy, are potentially huge. Even with

conservative estimates of their influence on the identification

of future novel therapeutic markers, gene-expression signa-

tures would allow a more focused, targeted application of the

treatment regimes currently available. But such a radical

change in clinical emphasis from empiric treatment regimes

to those based on individual tumor-specific molecular

markers is highly dependent on our ability to take transcrip-

tion profiles and translate them into a simple, fast, cost-

effective and highly robust clinically applicable form.

Alternatively, it may well be that, once the dust has settled

from the microarray explosion, gene-expression motifs will

emerge that directly correlate with protein levels and would

therefore be amenable to immunohistochemical approaches,

which are already in widespread use in pathology depart-

ments. One example of this would be to identify the basal

breast cancer subgroup associated with poor prognosis [24]

by means of keratin 5/6 and keratin 17 immunostaining. 

Validation of protein expression on multiple paraffin-

embedded tumor samples can be achieved easily and

cheaply through the use of tissue microarrays. These com-

prise core samples of multiple individual tumors embedded

and sectioned onto an individual slide; this has the effect of

reducing the cost of the test and of intra-sample variation.

Numerous studies [29,30] have validated the use of between

one and four core 0.6 mm biopsies, rather than immuno-

staining of the whole tissue section as is current practice in

pathology departments. Tissue arrays can contain multiple

different tumor types, collections of histologically similar

tumors with different clinical prognosis (based on clinical

follow-up data), or samples representing different stages in

tumor progression. This approach is highly dependent on

the capacity to reduce a highly complex gene-expression

profile to a feasibly small protein profile, the availability of

antibodies and the ability to assay expression of the relevant

proteins in a quantifiable manner. 

Identifying novel tumor-susceptibility genes 
To date, classical linkage analysis and candidate-gene

approaches have yet to identify the genetic cause of the 80%

of familial moderate- to high-risk breast cancer families not

associated with BRCA mutations or another familial breast

cancer syndrome (Table 1). This is due wholly or in part to

complications from genetic heterogeneity, low penetrance or

polygenic mechanisms. Arguably, the clustering of breast

cancer seen in these families could be due to environmental

factors, but twin studies [31] and the pattern of inheritance

[32] would point towards a genetic susceptibility (although

the two models are not mutually exclusive). A recent model

[33] based on population and multi-case non-BRCA breast

cancer families suggested a polygenic mode of inheritance in

which genetic susceptibility is the product of multiple low- to

moderate-penetrance alleles; this model predicts that half of

all breast cancers will arise in the most susceptible 12% of
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Table 1 

Breast cancer susceptibility syndromes

Syndrome Gene(s) responsible Other main tumor types

Familial breast and ovarian cancer syndrome BRCA1 and BRCA2 Ovary, prostate and pancreas

Li-Fraumeni syndrome P53 Sarcoma and brain

Cowdens syndrome PTEN Thyroid and endometrial

Mismatch repair syndrome MLH1 and MSH2 Gastrointestinal

Peutz-Jegher syndrome STK11 Gastrointestinal

Genome Biology 2004, 5:113 



the population. If this susceptible population could be iden-

tified, it would have major clinical implications for the most

effective targeting of population surveillance regimes.

Attempts to identify low-penetrance genes have used candi-

date-gene-based linkage-disequilibrium approaches, focus-

ing on polymorphisms that may either be causally related to

the cancer risk or are in strong linkage disequilibrium with

the disease-causing variants in breast cancer patients com-

pared with unaffected controls. Common polymorphisms in

candidate breast cancer genes have been studied by looking

for an association between a common polymorphism in a

candidate gene and breast cancer in a large series of affected

individuals compared to an age- and ethnicity-matched

unaffected control group. Unfortunately, many studies

appear contradictory in their conclusions, whilst the size of

many studies may also preclude the identification of low-

penetrance genes. Possible low-penetrance alleles have been

identified in the estrogen-metabolism gene CYP19, the

carcinogen-metabolism gene GSTP1, and the general tumor-

suppressor P53, each of which confers 1.2- to 2-fold increase

in the relative risk of developing breast cancer [34]. Other

studies have included common variants of BRCA1 [35] and

other genes implicated in DNA repair [36]. Indeed the

1100delG polymorphism in the DNA-repair gene CHK2, first

described in a family with Li-Fraumeni syndrome (see

Table 1), has been found to cause a 1.7-fold relative risk of

familial breast cancer. Interestingly, however, this increased

risk is not found in families with a known BRCA mutation,

suggesting an epistatic overlap in function between these

proteins [37,38]. The relative lack of success of the candi-

date-gene approach underlines our lack of knowledge of

normal breast tissue physiology, cell biology and the mecha-

nism of cellular transformation. The choice of candidate

genes for screening is at best speculative. There is a need to

identify novel candidate tumor-susceptibility genes without

the bias of our current knowledge of the pathways involved

in tumorigenesis, or to attempt non-hypothesis-driven

genome-wide linkage-disequilibrium studies [39,40]. 

An alternative approach to identifying novel tumor suppres-

sor genes has involved interrogation of the transformed

genome of established tumors. The Cancer Genome Project

[41], based at the Wellcome Trust Sanger Institute (Hinxton,

UK), is using the information and high-throughput tech-

nologies established by the Human Genome Project to char-

acterize large genomic homozygous deletions and somatic

mutations in an initial panel of 48 common adult epithelial

tumors, as a means of identifying novel genetic events

important in carcinogenesis. This approach will produce an

extremely detailed unbiased description of the transformed

genome. Alterations found in the initial panel of tumors will

be sought in a larger tumor cohort. In addition, further cell-

biological investigation will be required to separate those

aberrations that are causative in nature from those that

merely correlate with tumorigenesis. Array comparative

genomic hybridization (array CGH) can also be used to identify

chromosomal gains and losses within tumor cells, with a

high resolution even in the presence of 60% normal cell

contamination [42]. This makes it an excellent technique for

the identification of chromosomal events early in tumor

formation and, used in conjunction with human genome

sequence, can generate a list of candidate genes very quickly. 

What are the rate-limiting steps?  
The completion of the Human Genome Project marked a

paradigm shift in human genetic research. The knowledge of

the human genome sequence allows in theory the characteri-

zation of all genomic diversity in both disease-associated

and non-disease-associated genomes. This information, in

association with high-throughput technologies, has allowed

non-hypothesis-driven interrogation of tumor phenotypes at

both the genomic and gene-expression levels. Proteomic

research has not been considered in this article, but it consti-

tutes the next descriptive level being pursued in ‘transla-

tional’ research that aims to bring the insights of the lab

bench to bear on clinical practice. Unlike previous

approaches, genome-wide scans have the advantage of

painting a picture based on unbiased, non-pre-selected data

points but - like pointillistic images - if viewed too closely the

abundance of primary brushstrokes will obscure the actual

image. The interpretation and reproducibility of the data

thus become key rate-limiting steps. These problems will be

solved by establishing functional, biological assays through

which observational data can be filtered. When considering

tumors, functional biological assays include establishing bio-

logically relevant, mechanistically defined end-points in

patient treatment and response. From a clinical perspective,

substratification of tumors is only relevant if it can be

achieved within a time scale relevant to the patient’s care

and, more importantly, can have a significant clinical impact

on either treatment or prognosis. Similarly, the identifica-

tion of low-penetrance genetic susceptibility alleles will only

become clinically important if intervention, either at the

environmental/behavioral level or by population surveil-

lance, becomes a feasible reality both from the practical and

the financial points of view. At present, for example, the clin-

ical utility of the CHK2 1100delG allele, conferring a two-

fold increase in breast cancer but present in 1.1% of the

normal population, is extremely limited.

It is becoming evident that the current models used in

cancer genetics studies for defining and using information

about familial cancer risk will see a radical change as our

knowledge increases. It will be interesting to see whether, in

the next decade, current genetic practice will be turned on its

head and ‘reverse genetic diagnostics’ will mean that tumor

phenotype will alert us to increased family risk. The ethical

implications of this approach in terms of informed consent

and pre-test counseling for clinical diagnostic tests that may

have wider genetic implications for unaffected relatives will
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need to be addressed. Genome-wide unbiased approaches

are already beginning to shed light both on the genetic

changes that give rise to tumors and on the expression pro-

files that characterize established tumors with different

origins and different prognoses. As these findings move ever

closer to having specific implications for individual patients

and their families, we will face new challenges in interpreting

and applying them in the clinic. 

Acknowledgement
A.H.T is a Senior lecturer in Cancer Genetics funded by

Cancer Research UK.

References
1. Hanahan D, Weinberg RA: The hallmarks of cancer. Cell 2000,

100:57-70.
2. Pharoah PD, Day NE, Duffy S, Easton DF, Ponder BA: Family

history and the risk of breast cancer: a systematic review
and meta-analysis. Int J Cancer 1997, 71:800-809.

3. Miki Y, Swensen J, Shattuck-Eidens D, Futreal DA, Harshman K,
Tavtigian S, Liu Q, Cochran C, Bennett LM, Ding W, et al.: A strong
candidate for the breast and ovarian cancer susceptibility
gene BRCA1. Science 1994, 266:66-71.

4. Wooster R, Bignell G, Lancaster J, Swift S, Seal S, Mangion J, Collins
N, Gregory S, Gumbs C, Micklem G: Identification of the breast
cancer susceptibility gene BRCA2. Nature 1995, 378:789-792.

5. Tutt A, Ashworth A: The relationship between the roles of
BRCA genes in DNA repair and cancer predisposition. Trends
Mol Med 2002, 8:571-576.

6. Venkitaraman AR: Cancer susceptibility and the functions of
BRCA1 and BRCA2. Cell 2002, 108:171-182.

7. Collins N, McManus R, Wooster R, Mangion J, Seal S, Lakhani SR,
Ormiston W, Daly PA, Ford D, Easton DF, et al.: Consistent loss
of the wild type allele in breast cancers from a family linked
to the BRCA2 gene on chromosome 13q12-13. Oncogene 1995,
10:1673-1675.

8. Osorio A, de la Hoya M, Rodriguez-Lopez R, Martinez-Ramirez A,
Cazorla A, Granizo JJ, Esteller M, Rivas C, Caldes T, Benitez J: Loss
of heterozygosity analysis at the BRCA loci in tumor
samples from patients with familial breast cancer. Int J Cancer
2002, 99:305-309.

9. The Breast Cancer Linkage Consortium: Cancer risks in BRCA2
mutation carriers. J Natl Cancer Inst 1999, 91:1310-1316.

10. Ford D, Easton DF, Bishop DT, Narod SA, Goldgar DE: Risks of
cancer in BRCA1-mutation carriers. Breast Cancer Linkage
Consortium. Lancet 1994, 343:692-695.

11. Robson ME, Chappuis PO, Satagopan J, Wong N, Boyd J, Goffin JR,
Hudis C, Roberge D, Norton L, Begin LR, et al.: A combined
analysis of outcome following breast cancer: differences in
survival based on BRCA1/BRCA2 mutation status and
administration of adjuvant treatment. Breast Cancer Res 2004,
6:R8-R17.

12. Stoppa-Lyonnet D, Ansquer Y, Dreyfus H, Gautier C, Gauthier-
Villars M, Bourstyn E, Clough KB, Magdelenat H, Pouillart P, Vincent-
Salomon A, et al.: Familial invasive breast cancers: worse
outcome related to BRCA1 mutations. J Clin Oncol 2000,
18:4053-4059.

13. Moller P, Borg A, Evans DG, Haites N, Reis MM, Vasen H, Anderson
E, Steel CM, Apold J, Goudie D, et al.: Survival in prospectively
ascertained familial breast cancer: analysis of a series strati-
fied by tumour characteristics, BRCA mutations and
oophorectomy. Int J Cancer 2002, 101:555-559.

14. Pericay C, Brunet J, Diez O, Sanz J, Cortes J, Baiget M, Alonso C:
Clinical and pathological findings of BRCA1/2 associated
breast cancer. Breast 2001, 10:46-48.

15. Cass I, Baldwin RL, Varkey T, Moslehi R, Narod SA, Karlan BY:
Improved survival in women with BRCA-associated ovarian
carcinoma. Cancer 2003, 97:2187-2195.

16. Ben David Y, Chetrit A, Hirsh-Yechezkel G, Friedman E, Beck BD,
Beller U, Ben-Baruch G, Fishman A, Levavi H, Lubin F, et al.: Effect
of BRCA mutations on the length of survival in epithelial
ovarian tumors. J Clin Oncol 2002, 20:463-466.

17. Lee H, Trainer AH, Friedman LS, Thistlethwaite FC, Evans MJ,
Ponder BA, Venkitaraman AR: Mitotic checkpoint inactivation
fosters transformation in cells lacking the breast cancer sus-
ceptibility gene, Brca2. Mol Cell 1999, 4:1-10.

18. Tassone P, Tagliaferri P, Perricelli A, Blotta S, Quaresima B, Martelli
ML, Goel A, Barbieri B, Costanzo F, Boland CR, Venuta S: BRCA1
expression modulates chemosensitivity of BRCA1-defective
HCC1937 human breast cancer cells. Br J Cancer 2003,
88:1285-1291.

19. Esteller M, Silva JM, Dominguez G, Bonilla F, Matias-Guiu X, Lerma E,
Bussaglia E, Prat J, Harkes IC, Repasky EA, et al.: Promoter hyper-
methylation and BRCA1 inactivation in sporadic breast and
ovarian tumors. J Natl Cancer Inst 2000, 92:564-569.

20. Collins N, Wooster R, Stratton MR: Absence of methylation of
CpG dinucleotides within the promoter of the breast cancer
susceptibility gene BRCA2 in normal tissues and in breast
and ovarian cancers. Br J Cancer 1997, 76:1150-1156.

21. Hedenfalk I, Duggan D, Chen Y, Radmacher M, Bittner M, Simon R,
Meltzer P, Gusterson B, Esteller M, Kallioniemi OP, et al.: Gene-
expression profiles in hereditary breast cancer. N Engl J Med
2001, 344:539-548.

22. van’t Veer LJ, Dai H, van de Vijver MJ, He YD, Hart AA, Mao M,
Peterse HL, van der Kooy K, Marton MJ, Witteveen AT, et al.: Gene
expression profiling predicts clinical outcome of breast
cancer. Nature 2002, 415:530-536.

23. Jazaeri AA, Yee CJ, Sotiriou C, Brantley KR, Boyd J, Liu ET: Gene
expression profiles of BRCA1-linked, BRCA2-linked, and
sporadic ovarian cancers. J Natl Cancer Inst 2002, 94:990-1000.

24. Sorlie T, Perou CM, Tibshirani R, Aas T, Geisler S, Johnsen H, Hastie
T, Eisen MB, van de Rijn M, Jeffrey SS, et al.: Gene expression pat-
terns of breast carcinomas distinguish tumor subclasses with
clinical implications. Proc Natl Acad Sci USA 2001, 98:10869-10874.

25. Sorlie T, Tibshirani R, Parker J, Hastie T, Marron JS, Nobel A, Deng
S, Johnsen H, Pesich R, Geisler S, et al.: Repeated observation of
breast tumor subtypes in independent gene expression data
sets. Proc Natl Acad Sci USA 2003, 100:8418-8423.

26. Ahr A, Karn T, Solbach C, Seiter T, Strebhardt K, Holtrich U, Kauf-
mann M: Identification of high risk breast-cancer patients by
gene expression profiling. Lancet 2002, 359:131-132.

27. Chang JC, Wooten EC, Tsimelzon A, Hilsenbeck SG, Gutierrez MC,
Elledge R, Mohsin S, Osborne CK, Chamness GC, Allred DC,
O'Connell P: Gene expression profiling for the prediction of
therapeutic response to docetaxel in patients with breast
cancer. Lancet 2003, 362:362-369.

28. Ramaswamy S, Ross KN, Lander ES, Golub TR: A molecular signa-
ture of metastasis in primary solid tumors. Nat Genet 2003,
33:49-54.

29. Simon R, Mirlacher M, Sauter G: Tissue microarrays in cancer
diagnosis. Expert Rev Mol Diagn 2003, 3:421-430.

30. Torhorst J, Bucher C, Kononen J, Haas P, Zuber M, Kochli OR,
Mross F, Dieterich H, Moch H, Mihatsch M, et al.: Tissue micro-
arrays for rapid linking of molecular changes to clinical
endpoints. Am J Pathol 2001, 159:2249-2256.

31. Lichtenstein P, Holm NV, Verkasalo PK, Iliadou A, Kaprio J, Kosken-
vuo M, Pukkala E, Skytthe A, Hemminki K: Environmental and
heritable factors in the causation of cancer - analyses of
cohorts of twins from Sweden, Denmark, and Finland. N Engl
J Med 2000, 343:78-85.

32. Cui J, Antoniou AC, Dite GS, Southey MC, Venter DJ, Easton DF,
Giles GG, McCredie MR, Hopper JL: After BRCA1 and BRCA2 -
what next? Multifactorial segregation analyses of three-gen-
eration, population-based Australian families affected by
female breast cancer. Am J Hum Genet 2001, 68:420-431.

33. Pharoah PD, Antoniou A, Bobrow M, Zimmern RL, Easton DF,
Ponder BA: Polygenic susceptibility to breast cancer and
implications for prevention. Nat Genet 2002, 31:33-36.

34. Dunning AM, Healey CS, Pharoah PD, Teare MD, Ponder BA, Easton
DF: A systematic review of genetic polymorphisms and breast
cancer risk. Cancer Epidemiol Biomarkers Prev 1999, 8:843-854.

35. Dunning AM, Chiano M, Smith NR, Dearden J, Gore M, Oakes S,
Wilson C, Stratton M, Peto J, Easton D, et al.: Common BRCA1
variants and susceptibility to breast and ovarian cancer in
the general population. Hum Mol Genet 1997, 6:285-289.

36. Kuschel B, Auranen A, McBride S, Novik KL, Antoniou A, Lipscombe
JM, Day NE, Easton DF, Ponder BA, Pharoah PD, Dunning A: Variants
in DNA double-strand break repair genes and breast cancer
susceptibility. Hum Mol Genet 2002, 11:1399-1407.

37. Meijers-Heijboer H, van den Ouweland A, Klijn J, Wasielewski M, de
Snoo A, Oldenburg R, Hollestelle A, Houben M, Crepin E, van
Veghel-Plandsoen M, et al.: Low-penetrance susceptibility to

co
m

m
ent

review
s

repo
rts

depo
sited research

interactio
ns

info
rm

atio
n

refereed research

http://genomebiology.com/2004/5/8/113                                                                Genome Biology 2004, Volume 5, Issue 8, Article 113 Trainer  113.5

Genome Biology 2004, 5:113



breast cancer due to CHEK2(*)1100delC in noncarriers of
BRCA1 or BRCA2 mutations. Nat Genet 2002, 31:55-59.

38. Schutte M, Seal S, Barfoot R, Meijers-Heijboer H, Wasielewski M, Evans
DG, Eccles D, Meijers C, Lohman F, Klijn J, et al.: Variants in CHEK2
other than 1100delC do not make a major contribution to
breast cancer susceptibility. Am J Hum Genet 2003, 72:1023-1028.

39. Kruglyak L, Nickerson DA: Variation is the spice of life. Nat
Genet 2001, 27:234-236.

40. Patil N, Berno AJ, Hinds DA, Barrett WA, Doshi JM, Hacker CR,
Kautzer CR, Lee DH, Marjoribanks C, McDonough DP, et al.: Blocks
of limited haplotype diversity revealed by high-resolution scan-
ning of human chromosome 21. Science 2001, 294:1719-1723.

41. The Cancer Genome Project
[http://www.sanger.ac.uk/genetics/CGP/]

42. Hodgson G, Hager JH, Volik S, Hariono S, Wernick M, Moore D,
Nowak N, Albertson DG, Pinkel D, Collins C, et al.: Genome
scanning with array CGH delineates regional alterations in
mouse islet carcinomas. Nat Genet 2001, 29:459-464.

113.6 Genome Biology 2004, Volume 5, Issue 8, Article 113 Trainer http://genomebiology.com/2004/5/8/113

Genome Biology 2004, 5:113


