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Abstract

mination of ethnic differences.

Background: New Zealand Maori have a poorer outcome from breast cancer than non-Maori, yet prognostic data
are sparse. The objective of this study was to quantify levels of prognostic factors in a cohort of self-declared Méaori
and European breast cancer patients from Christchurch, New Zealand.

Methods and Results: Clinicopathological and survival data from 337 consecutive breast cancer patients (27
Maori, 310 European) were evaluated. Fewer tumours were high grade in Maori women than European women (p
= 0.027). No significant ethnic differences were detected for node status, tumour type, tumour size, human
epidermal growth factor receptor, oestrogen and progesterone receptor (ER/PR) status, or survival.

In addition, tumour and serum samples from a sub-cohort of 14 Maori matched to 14 NZ European patients were
analyzed by immunohistochemistry and enzyme linked immunosorbent assay for molecular prognostic factors. Sig-
nificant correlations were detected between increased grade and increased levels of hypoxia inducible factor-1
(HIF-1Ta), glucose transporter-1 (GLUT-1), microvessel density (MVD) and cytokeratins CK5/6 (p < 0.05). High nodal
status correlated with reduced carbonic anhydrase IX (CA-IX). Negative ER/PR status correlated with increased
GLUT-1, CA-IX and MVD. Within the molecular factors, increased HIF-1aw correlated with raised GLUT-1, MVD and
CK5/6, and CK5/6 with GLUT-1 and MVD (p < 0.05). The small number of patients in this sub-cohort limited discri-

Conclusions: In this Christchurch cohort of breast cancer patients, Maori women were no more likely than
European women to have pathological or molecular factors predictive of poor prognosis. These data contrast with
data from the North Island NZ, and suggest potential regional differences.

Background

Breast cancer remains the most common malignancy in
New Zealand women, with over 2400 women diagnosed
each year [1]. The current trend of earlier detection, due
to regular mammography, and increased use of adjuvant
chemotherapy have improved breast cancer survival, yet
almost half of women with localised breast cancer
develop metastases [2] and over 600 women each year
in New Zealand die from their disease [1]. Standard
prognostic indicators for breast cancer, as recognized by
the National Cancer Institute in 1990, include lymph
node status, tumour size, nuclear grade, hormone
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receptor status, tumour type, and human epidermal
growth factor receptor (Her2) status [3].

The lack of oxygen (hypoxia) in breast tumours has
been proposed as an additional prognostic and predic-
tive marker [4,5]. Tissue hypoxia leads to an adaptive
response regulated via hypoxia inducible factor-1 (con-
sisting of HIF-1o. and HIF-1B) [6], and raised HIF-1a
levels have been associated with reduced survival, che-
motherapy failure, relapse and risk of metastases in
breast cancer [5,7,8].

Tissue banking to collect cancer tissue for research
was initiated in 1996 by clinicians and scientists at
Christchurch Hospital and University of Otago,
Christchurch [9]. The Cancer Society Tissue Bank
(CSTB) now holds tissue samples from over 4500 con-
sented cancer patients, including samples from over
1000 women with breast cancer. The collection of
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ethnicity data is relatively recent, having been intro-
duced in 2003 [9]. Although the incidence rate of breast
cancer is reportedly similar across the two main ethnic
groups in New Zealand, age-standardised (World Health
Organisation) mortality rate of breast cancer is signifi-
cantly higher in Maori women (36.2/100 000) than in
non-Maori/non-Pacific women (mostly European, 24.5/
100 000) [10,11]. In addition, 5-year relative survival
ratios are reportedly lower in Maori (74%) than in non-
Maori/non-Pacific women (83% [12]).

The causes underlying the ethnic disparity in cancer
outcomes in New Zealand are unknown. High mortality
from all types of cancer in Maori have been attributed
to deprivation [13] and socioeconomic status [14], low
health care utilisation [12], and presence of risk factors
such as smoking and obesity [15]. Several national stu-
dies have demonstrated that Maori women had a higher
likelihood of disease spread at diagnosis [12-14,16]. It
has been suggested that the difference in stage at diag-
nosis, localised disease vs. regional or distant spread, is
one of the major factors contributing to the ethnic dis-
parity in mortality and survival [12,17]. However, a
report to the Ministry of Health has shown that adjust-
ing for stage at diagnosis accounted for only one third
of the survival difference [11]. A recent study of Auck-
land women with breast cancer suggested that Maori
women presented with a more aggressive disease (high
grade, large size tumours with increased lymph node
involvement) [18].

Internationally, there is increasing evidence that mole-
cular factors may be contributing to discrepancies in
cancer survival between different ethnicities [19]. For
example, African-American women tend to get breast
cancer at a much younger age and exhibit different
tumour characteristics, such as a negative hormonal
receptor status, which is frequently associated with posi-
tive axillary lymph node status even in small tumours,
and high nuclear grade [20-22]. In addition, Her2 status
in African American breast cancer patients did not pre-
dict outcome, unlike in European patients [22].

These reports have led us to investigate the clinico-
pathological and molecular features of breast cancer
patients with self-identified Maori and European ethni-
city within the Christchurch population.

Methods

Human ethics

Ethical approval for this study was granted by the Upper
South B Regional Ethics Committee, New Zealand
(Ethic approval numbers URB/05/08/102 and URB/06/
10/078). The use of tissue and serum samples donated
to CSTB was approved by the CSTB Board. All partici-
pants have given written informed consent.
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Breast cancer patients

As ethnicity data collection was first implemented on
the 12" of May 2003 [9], data from all female breast
cancer patients who have gifted tissue to the CSTB
between 12" of May 2003 and 31°* of December 2007
was investigated. Follow-up was recorded until 14™ of
September 2009. The tissue banking consent form offers
the declaration of ethnicity according to the New Zeal-
and Census (2001/2006) format, and as such includes
individuals with multiple ethnic affiliations. For this
study, a prioritised ethnic classification system was used
where individuals were classified as Maori if Maori was
self-reported as one of the ethnic groups in any ethni-
city field. Of the 443 female breast cancer patients on
the CSTB database for this time period, 67 did not sup-
ply ethnicity data, and 20 were of other ethnicities
representing groups too small to be analysed separately,
and were thus excluded. Patients with ductal carcinoma
in situ (DCIS) but no invasive carcinoma (n = 12), and
patients with evidence of prior cancer (breast or other,
according to their medical notes, n = 7), were also
excluded. Of the remainder, 310 women were self-
declared European (including NZ European and Other
European) and 27 women were self-declared Maori
(including 17 sole Maori, i.e. those who identified with
no other ethnicity). Ethnicity of the cohort is shown in
Table 1.

Breast cancer treatment

All patients were treated following standard protocols
within the Surgical and Oncology Services at Christch-
urch Hospital, facilitated by a weekly Breast Multidisci-
plinary Team Meeting. Following fine needle aspirate
(FNA) or core biopsy diagnosis of breast cancer, women
were staged with full blood count, biochemistry profile,
and chest X-Ray. Those with clinically or pathologically
determined extensive axillary lymphadenopathy, locally
advanced disease, or abnormal signs, or symptoms sus-
picious of distant metastatic disease, underwent CT ima-
ging of chest, abdomen and pelvis, and nuclear medicine
bone scan, to rule out distant metastases. Breast surgery
was wide local excision or simple mastectomy, with
elective immediate reconstruction for node-negative
women according to patient preference. At least level 2
axillary dissection or sentinel lymph node dissection fol-
lowed by level 2 dissection for an involved sentinel node
was carried out in all women. Staging was by American
Joint Committee on Cancer (AJCC) TNM classification
[23]. Radiation therapy was routinely given for invasive
disease exceeding 40 mm diameter, 4 or more axillary
nodes involved, or involved deep margins. Radiation fol-
lowed chemotherapy if both modalities were given.
Adjuvant chemotherapy was offered to all fit women
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Table 1 Ethnicity data of breast cancer patients

Self-declared Ethnicity No. Ethnic classification
Maori 16 Maori

Maori/Indian or NZ European/Maori or NZ European/Maori/Kiwi 11 Maori

NZ European 290 European

Other, American Caucasian or American Irish or British or Dutch or English or European or German or Irish or 20 European

New Zealander or Scottish or Russian or NZ European/British or Dutch

Other, Filipino or Thai or Australian or Malaysian Chinese or Chinese 15 excluded
Samoan or NZ European/Samoan 5 excluded
No ethnicity stated 67 excluded
Total 424 27 310 (87)

Ethnicity data of female breast cancer patients who gifted tissue to the Cancer Society Tissue Bank between May 2003 and December 2007.

with node-positive and poor risk node-negative tumours,
using standard anthracycline/cyclophosphamide combi-
nation regimens with or without paclitaxel. Trastuzu-
mab was added for women with HER2 positive tumours
(IHC3+ or FISH amplified) following the FInHER proto-
col [24] according to funding by New Zealand’s PHAR-
MAC drug funding agency. Adjuvant hormonal therapy
was given for all oestrogen and/or progesterone receptor
positive tumours, for a minimum of 5 years. Tamoxifen
was used for pre- and peri-menopausal women and aro-
matase inhibitors following menopause, confirmed using
blood hormone levels. Follow-up was by clinical exami-
nation, 3-monthly for 2 years, then 6-monthly, with
annual mammography.

Maori-NZ European sub-cohort

A smaller sub-cohort of patients was selected for mole-
cular studies. Breast cancer patients in the CSTB data-
base, who had identified themselves as Maori, and who
had sufficient and appropriate biological material for
molecular analysis, were identified for this study. For
each self-declared Maori patient, the closest match by
clinicopathological data was chosen from those identify-
ing themselves as NZ European. The characteristics of
the patients that were used to match were, in order of
priority: age (< 50 years or > 50 years), histological type
of tumour, lymph node status, oestrogen and progester-
one receptor (ER and PR) status. A total of 14 Maori
and 14 NZ European patients were identified, consisting
of: 6 pairs under and 8 pairs over 50 years of age; 9
pairs with ductal carcinoma, 2 pairs with mixed ductal/
lobular carcinoma, 1 pair with mixed ductal/tubular car-
cinoma and 2 mismatched pairs; 6 pairs with node nega-
tive disease, 5 pairs with 1-3 nodes involved, 1 pair with
more than 3 nodes involved, and 2 mismatched pairs;
11 pairs with ER positive tumours, 2 with ER negative
tumours and 1 mismatched pair; 10 pairs with PR posi-
tive tumours, 2 with PR negative tumours and 2 mis-
matched pairs.

Clinicopathological data

Clinicopathological data from all 27 self-declared Maori
patients and 310 self-declared European patients were
analysed for the following characteristics: patient age,
histological tumour type (ductal, lobular and mixed),
maximum tumour size (mm), grade (1-3), metastasis to
the lymph nodes (node status: NO, N1-3, N > 3), Not-
tingham Prognostic index (NPI = (tumour size (cm) x
0.2) + grade + node status) [25]). Grade was re-analysed
by a specialist breast pathologist (GCH), blinded to eth-
nicity, prior histology reports and clinical data, for a
random subset of patients (n = 15) from both ethnicities
and was confirmed in all. Recommendations for report-
ing tumour prognostic factors were followed [26].

Immunohistochemistry

Diagnostic immunohistochemistry (IHC) had been per-
formed on samples for ER (1/200, Labvision, Hallam,
Australia), PR (1/200, Novocastra, Newcastle Upon
Tyne, UK) and Her2 status (Hercep test, Dako,
Christchurch, NZ), as appropriate. Equivocal Her2 status
was confirmed by FISH (LabPlus, Auckland, NZ).

Tissue sections for additional IHC of the sub-cohort
were selected from H&E stained diagnostic slides by a
specialist pathologist. Corresponding formalin-fixed, par-
affin-embedded tumour tissue blocks were cut, deparaf-
finised and rehydrated, followed by EDTA antigen
retrieval, using standard anatomical pathology proce-
dures. Immunohistochemistry was performed on serial
3-4 pm thick sections.

IHC was performed using Cell and Tissue Staining
Kits (R&D Systems, Minneapolis, MN, USA) for HIF-1a
(1/25, BD Biosciences, San Jose, CA, USA), CA-IX (1/
2000, Novus Biologicals, Redfurn, Australia), Glut-1 (1/
200, Abcam, Cambridge, UK), cytokeratins CK5/6 (1/50,
Zymed, San Francisco, USA), and CD31 (1/40, Dako,
Christchurch, NZ) following manufacturers’ protocols.
Staining was followed by automated counterstaining
with hematoxylin (Leica Autostainer XL). Two slides
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were stained per antibody and each was read twice by a
pathologist on two separate occasions, according to sta-
tistical advice.

Quantification of IHC
Receptor status data was available through the CSTB
database, and presented as follows: QuickScore (QS) as
a score out of 8 measuring intensity and area [27], and
Histoscore (H-score) as a score out of 300: intensity of
staining on a scale of 0-3, and a percentage (0-100) area
stained [28]. For statistical analysis Her2 status was
separated into positive or negative, and ER/PR status
was separated into negative (QS = 0, H-score = 0),
weak/moderate positive (QS = 1-6, H-score = 1-150)
and strong positive (QS = 7-8, H = 151-300).
Immunostaining was evaluated by an independent
pathologist who was blinded to patient clinico-patholo-
gical data, including ethnicity. IHC staining for all
hypoxia markers was quantified using H-score. For HIF-
la, only staining of the nucleus of tumour cells was
considered. Cytoplasmic and membrane staining of
tumour cells was considered for Glut-1 and CA-IX.
Cytokeratin CK5/6 staining was scored as positive or
negative. Microvessel density (MVD) according to CD31
positive cells was quantified as described before [29].
Briefly, slides were scanned at low power (x40-100) for
three areas of highest vascularity, then were examined at
high power (x250-400) and placed into high vs. med-
ium/low categories.

Immunoassay of serum samples

VEGEF-A and IGF-1 levels in serum samples of the sub-
cohort of breast cancer patients were measured using
Quantikine Human Immunoassay kits (R&D Systems),
following manufacturer’s recommendations. Serum sam-
ples were assayed in duplicate on two separate occasions
with associated standards as controls. Of the corre-
sponding tumour samples, 22/28 breast cancer serum
samples in the sub-cohort were available for analysis.

Statistics

For the entire cohort, ER and PR status (negative, weak
to moderate and strong positive) in the two ethnic
groups was compared using chi-square tests for contin-
gency tables. Ordinal categories were compared using
proportional odds logistic regression. If the proportional
odds assumption was violated, a Cochran-Armitage test
for trend was used. Continuous variables were compared
using t-tests. Tumour size had a skewed distribution and
so both square root and log transformations were
explored. Patient survival was calculated from the date
of primary surgery to the date of death or the last fol-
low-up according to the Kaplan-Meier method. Disease-
free survival was calculated similarly with date of
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detection of metastases as the endpoint. Differences in
survival distributions were evaluated by a log-rank test.
Values of p < 0.05 were considered significant.

For the matched subcohort, comparisons between the
two ethnic groups used paired t-tests for continuous vari-
ables, McNemar’s test for the significance of changes for
binary variables and Bowker’s test of symmetry for
ordered categories. Within the matched-cohort it was
necessary to take account of the matching when examin-
ing relationships between clinico-pathological variables
and serum- and tumour-associated factors, and correla-
tions among the serum- and tumour-associated factors.
This was done by treating each matched pair as a cluster
and carrying out analyses in SUDAAN using jackknifing
to obtain appropriate standard errors and p values.

All other analyses were carried out in SAS 9.1.

Results

Breast cancer patient cohort

During the period of 2003-2007 the CSTB had accumu-
lated samples gifted from 357 breast cancer patients with
associated ethnicity data (Table 1). Data showed that
7.6% of breast cancer donors identified themselves as
Maori and 86.8% as European (NZ European and other
European). Mean age at diagnosis of Maori patients was
3.4 years younger than that of European patients, but this
was not significant (p = 0.63) (Table 2).

A higher proportion of Maori patients presented with
grade 2 than grade 3 tumours, whereas a similar propor-
tion of European patients had grade 2 and 3 tumours.
Maori patients had odds ratio of 0.4 of European
patients of a higher grade tumour (p = 0.027) (Table 2).
A marginal difference in ER status between Maori and
European patients was apparent (p = 0.095), with a ten-
dency for Maori patients to have a positive ER status.
Similar proportions of tumours were negative, weak or
positive for PR, with no ethnic differences. No differ-
ences in node status, histological tumour type, maxi-
mum tumour size or NPI were apparent between the
two ethnicities. However, European women had
tumours on average 2.1 mm smaller than Maori women,
and a lower percentage with any positive nodes (47.2%
vs. 60.0%) (Table 2).

Her2 status had not been determined for 46% of all
tumours, in accordance with local protocols at the time.
Her2 status was known for 95% of patients under 50
years of age, and for 41% of patients over 50 years of
age. Of those patients with known Her2 status (n = 186)
the intrinsic subtypes were as follows: 1 Maori and 34
European were triple negative (Her2-, ER/PR-), 13
Maori and 111 European were luminal A (Her2-, ER
and/or PR+), 1 Maori and 13 European were luminal B
(Her2+, ER and/or PR+), and 1 Maori and 12 European
were Her2 (Her2+, ER/PR-).
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Table 2 Clinicopathological characteristics of breast cancer patients

1

Measure European Maori Ethnic difference Statistical test Test value df p
(n =310) (n =27) (95% ClI)

Age mean 61.1 mean 57.7 34 years 1 test 1.19 335 0.63

(years) (sd 14.4) (sd 13.3) (-2.2,9.1)

Ductal 74.2% (230) 66. 7% (18) % ductal ductal vs rest y° 0.72 1 0.39

Lobular 14.8% (46) 22.2% (6) 7.5%

Other 11.0% (34) 11.1% (3) (-10.9, 26.0)

Unknown 0 0

Tumour mean 21.5 mean 23.6 -2.1 mm t test -0.78 332 043

size (mm) (sd 13.2) (sd 144) (-7.3,3.2)

unknown 3 0

Grade: 1 13.0% (40) 18.5% (5) % Grade 3 vs 1 or 2 Wald 5?2 477 1 0.027*

2 43.7% (134) 63.0% (17) 24.8%

3 43.3% (133) 18.5% (5) (9.1, 40.5)

unknown 3 0

Node: NO 52.8% (160) 40.0% (10) Any +ve Wald xz 173 1 0.19

N1-3 31.0% (94) 36.0% (9) -12.8%

N>3 16.2% (49) 24.0% (6) (-328,7.2)

unknown 7 2

NPI mean 4.4 mean 4.3 0.05 t test 0.18 326 0.85

(sd 1.3) (sd 1.4) (-0.5, 0.6)

unknown 7 2

ER: -ve 19.7% (60) 11.5% (3) % Strong Wald xz 278 1 0.095

weak +ve 10.8% (33) 0% (0) -19.0%

strong +ve 69.5% (212) 88.5% (23) (-32.3, -5.6)

unknown 5 1

PR: -ve 31.0% (94) 23.1% (6) % Strong Wald XZ 1.65 1 0.20

weak +ve 36.0% (109) 30.8% (8) -13.2%

strong +ve 33.0% (100) 46.1% (12) (-33.0,6.7)

unknown 7 1

Her2: +ve 15.0% (25) 12.5% (2) % +ve X’ 0.07 1 0.79

-ve 85.0% (142) 87.5% (14) 2.5

unknown 143 11 (-14.6, 19.6)

Clinicopathological characteristics of all Maori and European female breast cancer patients who gifted tissue to the Cancer Society Tissue Bank between May
2003 and December 2007 (sd = standard deviation, df = degrees of freedom). *significant at p < 0.05.

! t test for two independent samples (pooled variance as no indication from folded F of unequal variances), x> from chi-square test for contingency tables, Wald
2 from ordinal logistic regression for which the proportional odds assumption was not violated.

Median follow-up time for Maori and European
women was similar (1085 and 1061 days, respectively).
Four Maori patients and 42 European patients had died
during follow-up, and 3 Maori and 50 European women
had a recorded recurrence or metastasis during follow
up (up to 14™ September 2009). Kaplan-Meier survival
analysis showed no significant difference in overall sur-
vival (log rank, p = 0.86) (Figure 1) or disease-free survi-
val (log rank, p = 0.50) (Figure 2) between Maori and
European breast cancer patients. Median survival was
not reached, i.e. more than 50% of the cohort were alive
and/or disease-free at the end of follow up. No further
recurrences were observed in the Maori group after 556
days following surgery, while metastases continued to be
recorded in the European group for up to 2028 days.
Death in Maori women was recorded up to 1323 days

after surgery, and for up to 1969 days in European
women. The low number of Maori patients who had
recorded recurrence/metastasis or death (total n = 5)
limited significant conclusions.

Molecular data in sub-cohort of breast cancer patients

Due to careful matching, there were no significant eth-
nic differences by clinicopathological criteria in the sub-
cohort (n = 28). Due to low patient numbers in this
sub-cohort, ethnic differences could not be clarified, and
no statistically significant differences were observed
between the two ethnic groups for IHC staining for
either intrinsic hypoxia markers (HIF-1a p = 0.98,
GLUT-1 p = 0.69, CA-IX p = 0.61), or microvascular
density (p = 0.65), or cytokeratins (CK5/6 p = 0.65) in
tumours (Table 3). Similarly, there were no significant
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differences in circulating factors in serum from Maori
and NZ European cancer patients for either VEGF-A (p
= 0.10) or IGF-1 (p = 0.27).

HIF-1a was expressed in 93% of the breast tumours,
and all samples showed some degree of GLUT-1 and
CA-IX staining. In tumour and vascular endothelial
cells, both nuclear and cytoplasmic staining of HIF-1la
was observed, as well as patchy, diffuse and increased
staining adjacent to necrosis, but only nuclear staining
of tumour cells was quantified. GLUT-1 and CA-IX
staining showed patchy as well as increased expression
adjacent to necrosis. CK5/6 staining was very low or
absent in most tumour samples. High microvascular
density was detected in 40% of samples.

Comparisons of molecular factors and clinicopatholo-
gical details showed several significant relationships
(Table 4). High nodal status correlated with reduced
CA-IX (p = 0.0068). Grade showed a positive association
with HIF-1a (p = 0.0064), GLUT-1 (p = 0.013), MVD
(0.0009) and CK5/6 (p = 0.0069). Negative ER status
was associated with increased GLUT-1 (p = 0.046) and
high MVD (p = 0.038). PR status showed similar asso-
ciations with GLUT-1 (p = 0.024), CA-IX (p = 0.018)
and MVD (p = 0.013).

A comparison among molecular factors showed strong
positive correlations between HIF-1la and Glut-1 (p =
0.001), MVD (p = 0.01), and CK5/6 (p = 0.002). CK5/6
correlated positively with Glut-1 (p < 0.0001) and MVD
(p = 0.001) (Table 5).

Circulating molecular factors in serum did not show
significant associations with any clinicopathological or
tumour associated factors. However, VEGF-A concen-
trations tended to be higher in patients with PR positive
tumours (p = 0.069), and IGF-1 higher in ER/PR posi-
tive tumours (p = 0.075/0.074) (Table 4).

Median follow-up time for Maori and NZ European
women in the sub-cohort was similar (1227 and 1281
days, respectively). Of the 14 Maori patients, 3 died
within the follow-up period, whereas none of the NZ
European patients died. Two of the NZ European
women had a recorded metastasis in the follow-up per-
iod, but none of the Maori women did.

Discussion

Analysis of clinical, pathological and molecular data of
the CSTB cohort of breast cancer patients found no evi-
dence of worse prognostic indicators in self-declared
Maori compared to self-declared European women.
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Furthermore, our study demonstrated that Maori breast
cancer patients presented with significantly lower grade
tumours than European breast cancer patients, which is
in contrast to other published reports from elsewhere in
New Zealand [11,12,18,30,31].

Specifically, a recent report by the Auckland Breast
Cancer Study Group showed that NZ Maori participants
(n = 133) had higher grade tumours than European par-
ticipants (n = 1220) [18]. Weston et al. also demon-
strated that NZ Maori participants had larger tumours

Table 3 Molecular data of Maori and NZ European sub-cohort of breast cancer patients

Maori Maori NZ European NZ European Mean difference t? df® p
no. no. (95% ClI)
HIF-1a 14 755 (+ 55.5) 14 752 0.36 0.02 13 0.98
H-score © (+ 589) (-34.4, 35.1)
GLUT-1 14 1129 (+ 45.2) 14 1204 (+ 46.4) -7.5 -040 13 0.69
H-score © (-47.6, 32.6)
CA-IX 14 56.6 (+ 32.6) 14 64.0 -74 -0.53 13 061
H-score® (+ 59.1) (-37.7,229)
MVD 14 5/14 14 6/14 72% 02 1 0.65
high/low? (35.7%) (42.9%)
CK5/6 14 2/14 14 3/14 7.1% 02 1 0.65
pos/neg d (14.3%) (21.4%)
VEGF-A 11 2999 (+ 162.7) 1 3596 (+ 174.8) -59.8 -1.79 10 0.10
pg/ml ¢ (-134, 14.5)
IGF-1 11 1145 (+ 314) 1 1006 (+ 24.7) 14.0 1.18 10 0.27
ng/ml (-12.4, 404)

@ t from a t-test for paired samples or S from McNemar's test for significance of changes

P degrees of freedom
€ mean (+ sd)
9 frequency (%) high/positive



Dachs et al. BMC Cancer 2010, 10:543
http://www.biomedcentral.com/1471-2407/10/543

Page 8 of 11

Table 4 Molecular data of matched Maori and European sub-cohort of breast cancer patients arranged by predictive

clinicopathological factors

Measure HIF-10 GLUT-1 CA-IX MVD CK 5/6 VEGF-A IGF-1
(n=) H-score H-score H-score frequency frequency pg/ml ng/ml

Mean Mean Mean high positive Mean Mean

(£ sd) (£ sd) (£ sd) (%) (%) (+ sd) (£ sd)
Nodal status’ 0.073 022 0.0068 0.65 0.10 040 0.77
NO (12) 44.38 107.08 63.65 1712 1/12 32339 103.2

(£ 27.08) (£ 4347) (£ 24.79) (8.33%) (8.33%) (£ 167.41) (£ 2227)
N1 (12) 100.21 131.88 64.17 8/12 4/12 370.00 109.93

(£ 67.46) (£ 46.19) (£ 67.78) (66.7%) (33.33%) (£ 189.65) (£ 3557)
N2 (4) 93.75 99.38 38.75 2/4 0/4 230.13 11467

(£ 47.72) (£ 42.93) (£ 7.77) (50%) (0.0%) (£ 50.22) (£ 3240)
Grade' 0.0064 0.013 0.075 0.0009 0.0069 0.15 0.29
1(5) 415 108.50 725 0/5 0/5 348.75 102.03

(£ 19.57) (£ 31.60) (£ 19.04) (0.0%) (0.0%) (£ 126.36) (£ 21.77)
2 (13) 50.96 94.23 4231 2/13 0/13 401.92 119.19

(£ 36.29) (£ 37.63) (£ 16.09) (15.38%) (0.0%) (£ 209.77) (£ 34.50)
3 (10) 124.0 149.75 77.63 9/10 5/10 236.67 97.92

(£ 5847) (+ 42.22) (£ 72.38) (90.0%) (50%) (+ 89.36) (£ 2248)
ER status’ 0.18 0.046 0.052 0.038 0.18 0.14 0.075
Negative (5) 131.50 142.0 120.50 5/5 2/5 24598 87.49

(£ 70.83) (£ 53.19) (£ 73.56) (100%) (40%) (£ 109.29) (£ 17.57)
Positive (23) 63.15 111.09 47.23 6/23 3/23 354.38 11346

(+ 4572) (£ 4243) (£ 26.94) (26.09%) (13.04%) (+176.18) (+ 28.75)
PR status’ 0.15 0.024 0.018 0.013 0.059 0.069 0.074
Negative (6) 122.08 151.25 118.13 6/6 3/6 23744 90.77

(+ 6742) (= 52.70) (+ 66.05) (100%) (50%) (+ 99.96) (+ 17.66)
Positive (22) 62.61 107.16 44.54 5/22 2/22 364.36 113.85

(+ 46.72) (+ 3892 (+2422) (22.73%) (9.09%) (+ 176.92) (+ 29.64)

'Overall comparisons of outcomes for categorical predictors are shown; significant comparisons are shown in bold (p < 0.05). Analysis took account of the paired
design by treating each pair as a cluster and using jackknifing of clusters, in SUDAAN.

with more involved lymph nodes than European partici-
pants [18], which is supported by an analysis of prog-
nostic factors of 21,586 breast cancer cases in the New
Zealand Cancer Registry, showing that tumours in
Maori women were more likely to be larger, less well
differentiated (grade), Her2 positive, and ER and PR
negative than tumours in non- Maori/non-Pacific
women [31]. Our data showed no significant difference
in tumour size (upper 95% CI showed a difference of
7.3 mm) which could have indicated a difference in
delay in presentation. Node status, which could have

indicated a difference in extent of disease spread, was
not significantly different either, although 95% CI were
well within the estimates from national studies [18,31].
Receptor status was somewhat more favourable for
Maori women and not compatible with a major disad-
vantage for them. Survival did not differ between the
two ethnicities during the limited follow-up period,
which is in accord with our clinicopathological and
molecular data.

The majority of tumours (with known Her2 status)
from both ethnicities were intrinsic subtype luminal A.

Table 5 Associations of tumour and circulating factors in breast cancer patients

Correlations’ GLUT-1 CA-IX MVD CK5/6 VEGF-A IGF-1
HIF-1a r(p) 0.66(0.001) 045(0.27) 0.57(0.01) 0.59(0.002) -0.16(0.45) -0.15(0.63)
GLUT-1 r(p) 040(0.11) 0.38(0.03) 0.73(< 0.0001) 0.06(0.82) -0.00(0.98)
CA-IX r(p) 0.25(0.36) 0.34(0.27) 0.01(0.95) -0.35(0.23)
MVD r(p) 0.58(0.001) 041(0.10) 0.29(0.18)
CK5/6 r(p) 0.27(0.12) 0.17(0.12)
VEGF-A r(p) -0.03(0.96)

Associations of tumour-associated (HIF-1a,, GLUT-1, CA-IX, MVD, CK5/6) and circulating (VEGF-A, IGF-1) factors in sub-cohort of breast cancer patients (n = 28).
Pearson product moment correlations, 2-tailed, reported as r, with p in brackets, significant correlations are shown in bold p < 0.05 (VEGF-A n = 22, and IGF-1 n

=21).

'Analysis took account of the paired design by treating each pair as a cluster and using jackknifing of clusters, in SUDAAN.
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Different prevalence of intrinsic subtypes of breast cancer
in different ethnic groups in the US had been reported
[32]. Compared to Caucasians, African Americans
showed a higher, whereas Japanese showed a lower pre-
valence of basal-like breast tumour subtype (triple nega-
tive and cytokeratin 5/6+ and/or HERI1+), with
associated poorer prognosis for African American
women and better prognosis for Japanese women [32,33].

Clearly, the main limitation of our study is the small
number of patient samples (n = 337). The constraint is
due to availability of samples from breast cancer
patients who identified themselves as Maori (n = 27).
Molecular research is of concern for indigenous people,
and needs to be carried out with cultural sensitivity. In
New Zealand, Maori traditionally consider that human
tissue and the information derived from it, is collectively
owned by the whanau (family), hapa (sub-tribe) and iwi
(tribe). Hence, tissue donation may require iwi and wha-
nau approval. The accrual of Maori samples by the
CSTB, which holds the largest collection of tumour
samples for research in New Zealand, is considered an
achievement [9,10]. The samples analysed in this study
represent all available samples from Maori breast cancer
patients since accurate ethnicity data collection was
introduced in 2003 up to the end of 2007.

This study was performed specifically with breast can-
cer patients treated through Christchurch Hospital in
Canterbury, South Island NZ. Reports into ethnic
inequalities in cancer mortality do not report data by
region [11] and studies into regional inequalities in can-
cer mortality do not report ethnicity data [34]. The
Ministry of Health’s Atlas of Cancer Mortality (1994-
2000) has ‘insufficient’ ethnicity data (less than 16 can-
cer deaths over 7 year time period’) at the level of Dis-
trict Health Board for most of the South Island for most
cancer types, and no regional data on breast cancer
mortality by ethnicity is available for Canterbury [35].
Hence, as 87% of Maori live in the North Island [36], all
national data on ethnic inequalities in cancer incidence,
mortality and survival are necessarily shaped by data
from the North Island. This may partly explain why our
data differs from previous publications, but also urges
further research into potential regional variability.

It is of note that most published epidemiological data
on breast cancer have utilised the New Zealand Cancer
Registry data set. A recent paper has quantified the dis-
crepancy between ethnicity data of the registry and cen-
sus statistics between 1981 and 2004 [37]. Maori were
initially undercounted by as much as 31% in the registry
compared to self-reported data, but even the 2001 data
showed undercounting of Maori by 15%. Hence most
recent studies incorporate adjustment factors to take
account of undercounting (e.g. [15]).
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The selection of breast cancer patients may account for
differences in the studies. All patients attending the
Christchurch Hospital pre-admission clinic, prior to can-
cer surgery, are considered potential donors, and are
given the opportunity to donate part of their tumour to
research [9]. However, the CSTB currently only consents
breast cancer patients who attend Christchurch Hospital,
and not those who are treated through the private sector.
In addition, only patients who have operable cancers of
sufficient size are consented, and only tumour samples
excess to diagnosis can be banked, thus possibly selecting
for larger tumours. On the other hand, the percentage of
patients who identified themselves as Maori in this study
(7.4%) compared well with the New Zealand census data
for the Canterbury region, which showed that 7.2% of
people identified themselves as Maori [38], indicating
that this cohort is representative of the region.

This is the first study to analyse hypoxia-related prog-
nostic factors in a sub-cohort of Maori breast cancer
patients. Due to low numbers it could not clarify ethnic
differences between the groups. However, it demon-
strated significant associations between clinicopathologi-
cal data and several molecular factors in tumours and
serum across both ethnicities, confirming their strong
predictive value even in this small cohort. A significant
association of CK5/6 with microvessel density and
hypoxia (HIF-1lo and GLUT-1) was detected, a first
report to our knowledge. Presence of CK5/6 is a hall-
mark of basal-like carcinoma, which is an aggressive
form of breast cancer with, reportedly, the worst prog-
nosis of all molecular breast cancer subtypes [39,40].
However, the prognostic significance of CK5/6 expres-
sion is controversial, as some studies have shown that
poor prognosis was determined by ER absence and not
by CK5/6 expression [41]. In a group of 30 hereditary
breast cancer patients, an association between HIF-1a
and CK5/6 was indicated, but did not reach significance
[42]. Our study did not confirm the reported association
between CK5/6 and CA-IX [43].

Correlations detected in this study of hypoxia markers
with nodal status and grade confirm previous studies in
breast cancer [e.g. [44,45]]. Our study supported an
inverse relationship between tumour hypoxia and hor-
mone receptor status, although the relationship between
hypoxia markers and ER status remains controversial
[46-49].

Conclusions

This study could find no evidence of poorer prognostic
indicators in Maori compared to European women with
breast cancer in the Canterbury region, suggesting regio-
nal differences within New Zealand. As regional ethni-
city data on cancer is extremely sparse, further studies



Dachs et al. BMC Cancer 2010, 10:543
http://www.biomedcentral.com/1471-2407/10/543

are warranted. Future studies are supported by the
launch in August 2009 of the Christchurch Breast Can-
cer Patient Register. Our data may also assist a recent
memorandum of understanding which was signed
between Manawhenua ki Waitaha, a representative col-
lective of the seven Ngai Tahu Rananga (Maori tribal
organisation/authority), and the Canterbury District
Health Board to assist in improving the health outcomes
for the Canterbury Maori population [50].

Acknowledgements

We would like to thank the following funding agencies for their support:
Cancer Society of New Zealand (GUD, MJC), Genesis Oncology Trust (Bruce
Blue Award, GUD), Cancer Society Canterbury/West Coast Division (HRM),
New Zealand Breast Cancer Foundation (VCLD), Top Achiever Doctoral
Scholarship from the Tertiary Education Commission (EV). We would like to
thank the Cancer Society Tissue Bank for samples. We would like to thank
Elizabeth Cunningham for helpful discussions on cultural issues.

Author details

! Angiogenesis and Cancer Research Group, University of Otago,
Christchurch, New Zealand. “Cancer Society Tissue Bank, University of Otago,
Christchurch, New Zealand. *Christchurch Breast Cancer Patient Register,
Christchurch Hospital, Christchurch, New Zealand. “Anatomical Pathology,
Christchurch Hospital, Christchurch, New Zealand. *Department of Medicine,
University of Otago, Christchurch, New Zealand. 5Public Health and General
Practice, University of Otago, Christchurch, New Zealand. “Oncology Services,
Christchurch Hospital, Christchurch, New Zealand.

Authors’ contributions

GUD conceived and designed the overall study, acquired some of the
clinical data, made substantial contribution to the analysis of the data,
drafted and revised the initial manuscript, and gave ultimate approval of the
final manuscript. MK contributed to the design, acquisition and analysis of
data of the sub-cohort study, revised and gave final approval of the
manuscript. EV contributed to the acquisition and analysis of data of the
clinical and sub-cohort study, revised and gave final approval of the
manuscript. HRM contributed to the acquisition of data of the study,
critically revised and gave final approval of the manuscript. VCLD
contributed to the acquisition of survival data of the study, revised and gave
final approval of the manuscript. GCH acted as expert pathologist in
gathering and interpreting pathology data, and revised and gave final
approval of the manuscript. MC contributed to the acquisition of data of the
clinical and sub-cohort study, revised and gave final approval of the
manuscript. CF acted as biostatistician in the design of the subcohort study
and statistical interpretation of this data, and revised and gave final approval
of the manuscript. MJC contributed to the design and interpretation of data
of the study, revised and gave final approval of the manuscript. JEW acted
as expert biostatistician in the overall design and statistical interpretation of
data, and critically revised intellectual content, and gave final approval of the
manuscript. BAR contributed to the design and interpretation of all clinical
data of the study, critically revised intellectual and clinical content, and gave
final approval of the manuscript.

Competing interests
The authors declare that they have no competing interests.

Received: 13 April 2010 Accepted: 10 October 2010
Published: 10 October 2010

References

1. Ministry of Health: Cancer: New Registrations and Deaths 2005 Revised
edition. Wellington: Ministry of Health 2009 [http://www.moh.govt.nz/moh.
nsf/indexmh/cancer-reg-deaths-2005], accessed 23 February 2010.

2. Sheehan TJ, Gershman ST, MacDougall LA, Danley RA, Mroszczyk M,
Sorensen AM, Kulldorff M: Geographic assessment of breast cancer

20.

21.

22.

23.

24.

Page 10 of 11

screening by towns, zip codes, and census tracts. J Public Health Manag
Pract 2000, 6(6):48-57.

Masood S: Assessment of prognostic factors in breast fine-needle
aspirates. Am J Clin Pathol 2000, 113(5 Suppl 1):584-96.

Vaupel P, Schlenger K, Knoop C, Hockel M: Oxygenation of human tumors:
evaluation of tissue oxygen distribution in breast cancers by
computerized 02 tension measurements. Cancer Res 1991, 51(12):3316-22.
Milani M, Harris AL: Targeting tumour hypoxia in breast cancer. Fur J
Cancer 2008, 44(18):2766-73.

Schofield CJ, Ratcliffe PJ: Oxygen sensing by HIF hydroxylases. Nat Rev
Mol Cell Biol 2004, 5(5):343-54.

Dales JP, Garcia S, Meunier-Carpentier S, Andrac-Meyer L, Haddad O,
Lavaut MN, Allasia C, Bonnier P, Charpin C: Overexpression of hypoxia-
inducible factor HIF-1alpha predicts early relapse in breast cancer:
retrospective study in a series of 745 patients. Int J Cancer 2005,
116(5):734-9.

Generali D, Berruti A, Brizzi MP, Campo L, Bonardi S, Wigfield S, Bersiga A,
Allevi G, Milani M, Aguggini S, Gandolfi V, Dogliotti L, Bottini A, Harris AL,
Fox SB: Hypoxia-inducible factor-1alpha expression predicts a poor
response to primary chemoendocrine therapy and disease-free survival
in primary human breast cancer. Clin Cancer Res 2006, 12(15):4562-8.
Morrin H, Gunningham S, Currie M, Dachs G, Fox S, Robinson B: The
Christchurch Tissue Bank to support cancer research. N Z Med J 2005,
118(1225):U1735-U1746.

Dachs GU, Currie MJ, McKenzie F, Jeffreys M, Cox B, Foliaki S, Le
Marchand L, Robinson BA: Cancer disparities in indigenous Polynesian
populations: Maori, Native Hawaiians, and Pacific people. Lancet Oncol
2008, 9(5):473-84.

Robson B, Purdie G, Cormack D: Unequal Impact: Maori and Non-Maori
Cancer Statistics. 1996-2001. Wellington: Ministry of Health 2006 [http://
www.moh.govt.nz/moh.nsf/pagesmh/4761], accessed 23 February 2010.
Jeffreys M, Stevanovic V, Tobias M, Lewis C, Ellison-Loschmann L, Pearce N,
Blakely T: Ethnic inequalities in cancer survival in New Zealand: linkage
study. Am J Public Health 2005, 95(5):834-837.

Curtis £, Wright C, Wall M: The epidemiology of breast cancer in Maori
women in Aotearoa New Zealand: implications for screening and
treatment. N Z Med J 2005, 118(1209):U1297.

Jeffreys M, Sarfati D, Stevanovic V, Tobias M, Lewis C, Pearce N, Blakely T:
Socioeconomic inequalities in cancer survival in New Zealand: the role
of extent of disease at diagnosis. Cancer Epidemiol Biomarkers Prev 2009,
18(3):915-21.

Sarfati D, Blakely T, Shaw C, Cormack D, Atkinson J: Patterns of disparity:
ethnic and socio-economic trends in breast cancer mortality in New
Zealand. Cancer Causes Control 2006, 17(5):671-678.

Haynes R, Pearce J, Barnett R: Cancer survival in New Zealand: ethnic,
social and geographical inequalities. Soc Sci Med 2008, 67(6):928-37.
Lethaby AE, Mason BH, Holdaway IM, Kay RG: Age and ethnicity as
prognostic factors influencing overall survival in breast cancer patients
in the Auckland region. Auckland Breast Cancer Study Group. N Z Med J
1992, 105(947):485-488.

Weston MK, Moss DP, Stewart J, Hill AG: Differences in breast cancer
biological characteristics between ethnic groups in New Zealand. Breast
Cancer Res Treat 2008, 111(3):555-8.

Bowen RL, Stebbing J, Jones LJ: A review of the ethnic differences in
breast cancer. Pharmacogenomics 2006, 7(6):935-42.

Cunningham JE, Butler WM: Racial disparities in female breast cancer in
South Carolina: clinical evidence for a biological basis. Breast Cancer Res
Treat 2004, 88(2):161-176.

Crowe JP Jr, Patrick RJ, Rybicki LA, Grundfest-Broniatowski S, Kim JA, Lee KB:
Race is a fundamental prognostic indicator for 2325 northeastern Ohio
women with infiltrating breast cancer. Breast J 2005, 11(2):124-128.

Stark AT, Claud S, Kapke A, Lu M, Linden M, Griggs J: Race modifies the
association between breast carcinoma pathologic prognostic indicators
and the positive status for HER-2/neu. Cancer 2005, 104(10):2189-2196.
Greene FL, Page DL, Fleming ID, Fritz AG, Balch CM, Haller DG, Morrow M,
editors: AJCC Cancer Staging Manual Philadelphia: Lippincott Raven
Publishers, 6 2002.

Joensuu H, Kellokumpu-Lehtinen PL, Bono P, Alanko T, Kataja V, Asola R,
Utriainen T, Kokko R, Hemminki A, Tarkkanen M, Turpeenniemi-Hujanen T,
Jyrkkié S, Flander M, Helle L, Ingalsuo S, Johansson K, Jadskeldinen AS,
Pajunen M, Rauhala M, Kaleva-Kerola J, Salminen T, Leinonen M, Elomaa |,


http://www.moh.govt.nz/moh.nsf/indexmh/cancer-reg-deaths-2005
http://www.moh.govt.nz/moh.nsf/indexmh/cancer-reg-deaths-2005
http://www.ncbi.nlm.nih.gov/pubmed/18019960?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18019960?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11993712?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11993712?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2040005?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2040005?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2040005?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18990559?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15122348?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15849727?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15849727?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15849727?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16899602?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16899602?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16899602?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16286947?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16286947?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18452858?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18452858?dopt=Abstract
http://www.moh.govt.nz/moh.nsf/pagesmh/4761
http://www.moh.govt.nz/moh.nsf/pagesmh/4761
http://www.ncbi.nlm.nih.gov/pubmed/15855462?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15855462?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15711630?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15711630?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15711630?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19223561?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19223561?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16633914?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16633914?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16633914?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18573580?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18573580?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1461604?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1461604?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1461604?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18026873?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18026873?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16981851?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16981851?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15564799?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15564799?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15730458?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15730458?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16208704?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16208704?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16208704?dopt=Abstract

Dachs et al. BMC Cancer 2010, 10:543
http://www.biomedcentral.com/1471-2407/10/543

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

42.

43.

Isola J, FinHer Study Investigators: Adjuvant docetaxel or vinorelbine with
or without trastuzumab for breast cancer. New Engl J Med 2006,
354:809-820.

Balslev I, Axelsson CK, Zedeler K, Rasmussen BB, Carstensen B,

Mouridsen HT: The Nottingham Prognostic Index applied to 9,149
patients from the studies of the Danish Breast Cancer Cooperative
Group (DBCGQ). Breast Cancer Res Treat 1994, 32(3):281-90.

McShane LM, Altman DG, Sauerbrei W, Taube SE, Gion M, Clark GM,
Statistics Subcommittee of NCI-EORTC Working Group on Cancer
Diagnostics: REporting recommendations for tumor MARKer prognostic
studies (REMARK). Breast Cancer Res Treat 2006, 100(2):229-35.

Detre S, Saclani Jotti G, Dowsett M: A “quickscore” method for
immunohistochemical semiquantitation: validation for oestrogen
receptor in breast carcinomas. J Clin Pathol 1995, 48(9):376-8.

Katz RL, Patel S, Sneige N, Fritsche HA Jr, Hortobagyi GN, Ames FC,
Brooks T, Ordonez NG: Comparison of immunocytochemical and
biochemical assays for estrogen receptor in fine needle aspirates and
histologic sections from breast carcinomas. Breast Cancer Res Treat 1990,
15(3):191-203.

Gunningham SP, Currie MJ, Han C, Robinson BA, Scott PA, Harris AL, Fox SB:

The short form of the alternatively spliced flt-4 but not its ligand
vascular endothelial growth factor C is related to lymph node
metastasis in human breast cancers. Clin Cancer Res 2000, 6(11):4278-86.
Cormack D, Robson B, Purdie G, Ratima M, Brown R: Access to cancer
services for Maori: A report prepared for the Ministry of Health.
Wellington: Ministry of Health 2005 [http://www.moh.govt.nz/moh.nsf/
pagesmh/4106], accessed 23 February 2010.

McKenzie F, Jeffreys M, 't Mannetje A, Pearce N: Prognostic factors in
women with breast cancer: inequalities by ethnicity and socioeconomic
position in New Zealand. Cancer Causes Control 2008, 19(4):403-11.

Carey LA, Perou CM, Livasy CA, Dressler LG, Cowan D, Conway K, Karaca G,
Troester MA, Tse CK, Edmiston S, Deming SL, Geradts J, Cheang MC,
Nielsen TO, Moorman PG, Earp HS, Millikan RC: Race, breast cancer
subtypes, and survival in the Carolina Breast Cancer Study. JAMA 2006,
295(21):2492-502.

Kurebayashi J, Moriya T, Ishida T, Hirakawa H, Kurosumi M, Akiyama F,
Kinoshita T, Takei H, Takahashi K, lkeda M, Nakashima K: The prevalence of
intrinsic subtypes and prognosis in breast cancer patients of different
races. Breast 2007, 16(Suppl 2):572-7.

Pearce J, Tisch C, Barnett R: Have geographical inequalities in cause-
specific mortality in New Zealand increased during the period 1980-
2001? N Z Med J 2008, 121(1281):15-27.

Atlas of Cancer Mortality in New Zealand 1994-2000. [http://www.moh.
govt.nz/moh.nsf/0/CDBC682AE572E9A2CC256FDA0072860F/SFile/
cancermortalityatlas-part02.pdf], accessed 23 February 2010.

Robson B, Harris R, (eds): Hauora: Maori Standards of Health IV. A study
of the years 2000-2005. Wellington: Te Ropu Rangahau Hauora a Eru
Pomare 2007, Chapter 2 [http://hauora.maori.nz/downloads/
hauora_chapter02_web.pdf], accessed 23 February 2010.

Shaw C, Atkinson J, Blakely T: (Mis)classification of ethnicity on the New
Zealand Cancer Registry: 1981-2004. N Z Med J 2009, 122(1294):10-22.
2006 Census, QuickStats about Canterbury region [http://www.stats.govt.nz/
Census/2006CensusHomePage/QuickStats/AboutAPlace/SnapShot.aspx?
type=region&Parent|D=&tab=Culturaldiversity&id=1000013], accessed 23
February 2010.

Sorlie T, Tibshirani R, Parker J, Hastie T, Marron JS, Nobel A, Deng S,
Johnsen H, Pesich R, Geisler S, Demeter J, Perou CM, et al: Repeated
observation of breast tumor subtypes in independent gene expression
data sets. Proc Natl Acad Sci USA 2003, 100(14):83418-23.

Evans AJ, Rakha EA, Pinder SE, Green AR, Paish C, Ellis IO: Basal phenotype:
a powerful prognostic factor in small screen-detected invasive breast
cancer with long-term follow-up. J Med Screen 2007, 14(4):210-4.
Potemski P, Kusinska R, Watala C, Pluciennik E, Bednarek AK, Kordek R:
Prognostic relevance of basal cytokeratin expression in operable breast
cancer. Oncology 2005, 69(6):478-85.

van der Groep P, Bouter A, Menko FH, van der Wall E, van Diest PJ: High
frequency of HIF-1alpha overexpression in BRCA1 related breast cancer.
Breast Cancer Res Treat 2008, 111(3):475-80.

Rakha EA, Elsheikh SE, Aleskandarany MA, Habashi HO, Green AR, Powe DG,
El-Sayed ME, Benhasouna A, Brunet JS, Akslen LA, Evans AJ, Blamey R, et al:

45.

46.

47.

48.

49.

50.

Page 11 of 11

Triple-negative breast cancer: distinguishing between basal and
nonbasal subtypes. Clin Cancer Res 2009, 15(7):2302-10.

Kronblad A, Jirstrom K, Ryden L, Nordenskjold B, Landberg G: Hypoxia
inducible factor-1alpha is a prognostic marker in premenopausal
patients with intermediate to highly differentiated breast cancer but not
a predictive marker for tamoxifen response. Int J Cancer 2006,
118(10):2609-2616.

Bos R, van der Groep P, Greijer AE, Shvarts A, Meijer S, Pinedo HM,
Semenza GL, van Diest PJ, van der Wall E: Levels of hypoxia-inducible
factor-1alpha independently predict prognosis in patients with lymph
node negative breast carcinoma. Cancer 2003, 97(6):1573-1581.

Bos R, Zhong H, Hanrahan CF, Mommers EC, Semenza GL, Pinedo HM,
Abeloff MD, Simons JW, van Diest PJ, van der Wall E: Levels of hypoxia-
inducible factor-1 alpha during breast carcinogenesis. J Nat/ Cancer Inst
2001, 93(4):309-314.

Cooper C, Liu GY, Niu YL, Santos S, Murphy LC, Watson PH: Intermittent
hypoxia induces proteasome-dependent down-regulation of estrogen
receptor alpha in human breast carcinoma. Clin Cancer Res 2004,
10(24):8720-8727.

Chia SK, Wykoff CC, Watson PH, Han C, Leek RD, Pastorek J, Gatter KC,
Ratcliffe P, Harris AL: Prognostic significance of a novel hypoxia-regulated
marker, carbonic anhydrase ix, in invasive breast carcinoma. J Clin Oncol
2001, 19(16):3660-3668.

Schindl M, Schoppmann SF, Samonigg H, Hausmaninger H, Kwasny W,
Gnant M, Jakesz R, Kubista E, Birner P, Oberhuber G, Austrian Breast and
Colorectal Cancer Study Group: Overexpression of hypoxia-inducible
factor 1alpha is associated with an unfavorable prognosis in lymph
node-positive breast cancer. Clin Cancer Res 2002, 8(6):1831-1837.

Te Whakamahere Hauora Maori Ki Waitaha, Maori Health Plan, 2007-
2011. [http//www.cdhb.govt.nz/communications/documents/
planningandfunding/maorihealthplanmay07.pdf], accessed 23 February
2010.

Pre-publication history
The pre-publication history for this paper can be accessed here:
http://www.biomedcentral.com/1471-2407/10/543/prepub

doi:10.1186/1471-2407-10-543

Cite this article as: Dachs et al.: A profile of prognostic and molecular
factors in European and Maori breast cancer patients. BMC Cancer 2010
10:543.

Submit your next manuscript to BioMed Central
and take full advantage of:

e Convenient online submission

* Thorough peer review

¢ No space constraints or color figure charges

¢ Immediate publication on acceptance

¢ Inclusion in PubMed, CAS, Scopus and Google Scholar

¢ Research which is freely available for redistribution

Submit your manuscript at
www.biomedcentral.com/submit

( BioMed Central



http://www.ncbi.nlm.nih.gov/pubmed/16495393?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16495393?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7865856?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7865856?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7865856?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16932852?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16932852?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7490328?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7490328?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/7490328?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1695528?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1695528?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1695528?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11106244?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11106244?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11106244?dopt=Abstract
http://www.moh.govt.nz/moh.nsf/pagesmh/4106
http://www.moh.govt.nz/moh.nsf/pagesmh/4106
http://www.ncbi.nlm.nih.gov/pubmed/18066672?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18066672?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18066672?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16757721?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16757721?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17714947?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17714947?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17714947?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18797480?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18797480?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18797480?dopt=Abstract
http://www.moh.govt.nz/moh.nsf/0/CDBC682AE572E9A2CC256FDA0072860F/$File/cancermortalityatlas-part02.pdf
http://www.moh.govt.nz/moh.nsf/0/CDBC682AE572E9A2CC256FDA0072860F/$File/cancermortalityatlas-part02.pdf
http://www.moh.govt.nz/moh.nsf/0/CDBC682AE572E9A2CC256FDA0072860F/$File/cancermortalityatlas-part02.pdf
http://hauora.maori.nz/downloads/hauora_chapter02_web.pdf
http://hauora.maori.nz/downloads/hauora_chapter02_web.pdf
http://www.ncbi.nlm.nih.gov/pubmed/19465958?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19465958?dopt=Abstract
http://www.stats.govt.nz/Census/2006CensusHomePage/QuickStats/AboutAPlace/SnapShot.aspx?type=region&ParentID=&tab=Culturaldiversity&id=1000013
http://www.stats.govt.nz/Census/2006CensusHomePage/QuickStats/AboutAPlace/SnapShot.aspx?type=region&ParentID=&tab=Culturaldiversity&id=1000013
http://www.stats.govt.nz/Census/2006CensusHomePage/QuickStats/AboutAPlace/SnapShot.aspx?type=region&ParentID=&tab=Culturaldiversity&id=1000013
http://www.ncbi.nlm.nih.gov/pubmed/12829800?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12829800?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12829800?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18078567?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18078567?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18078567?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16410686?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16410686?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18030615?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18030615?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19318481?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19318481?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16381002?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16381002?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16381002?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16381002?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12627523?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12627523?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12627523?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11181778?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11181778?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15623657?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15623657?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15623657?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11504747?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/11504747?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12060624?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12060624?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12060624?dopt=Abstract
http://www.cdhb.govt.nz/communications/documents/planningandfunding/maorihealthplanmay07.pdf
http://www.cdhb.govt.nz/communications/documents/planningandfunding/maorihealthplanmay07.pdf
http://www.biomedcentral.com/1471-2407/10/543/prepub

	Abstract
	Background
	Methods and Results
	Conclusions

	Background
	Methods
	Human ethics
	Breast cancer patients
	Breast cancer treatment
	Māori-NZ European sub-cohort
	Clinicopathological data
	Immunohistochemistry
	Quantification of IHC
	Immunoassay of serum samples
	Statistics

	Results
	Breast cancer patient cohort
	Molecular data in sub-cohort of breast cancer patients

	Discussion
	Conclusions
	Acknowledgements
	Author details
	Authors' contributions
	Competing interests
	References
	Pre-publication history

