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Histopathology of breast cancer in relation to age
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Summary Histological reports of 1869 consecutive women with invasive breast cancer have been reviewed to determine whether
histological features of the tumours were related to the patients' age. The patients, treated between 1983 and 1992, were divided into four
groups, based on age. There were 148 aged < 39 years, 355 aged 40-49 years, 984 aged 50-69 years and 382 aged 70 years or more. The
most outstanding finding was the increase in incidence of grade IlIl infiltrating ductal carcinoma in those aged < 39 years (P< 0.0001). Certain
tumour types, in particular lobular, were reported more frequently in the oldest age group. Additionally, there was a significant reduction of
axillary lymph node metastases, vascular invasion and lymphoplasmacytic stromal reaction with increasing age, all of which were
independent of tumour grade. These data suggest that there may be age-related changes in the histology of breast cancer and, in some
cases, less aggressive features in the elderly. However, as the life expectancy of women over the age of 70 may be many years, treatment
should be based on histological prognostic features of the primary tumour rather than age alone.
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There are reports indicating that breast cancer has a relatively
unfavourable prognosis in young women (Jacquemier et al, 1985;
Rosen et al, 1985; Rochefordiere et al, 1993), but is a disease of
good prognosis among the elderly (Rosen et al, 1985). However,
others have suggested that age does not influence the behaviour of
the disease (Schaefer et al, 1984). Relatively few comparative
studies of histological features of breast cancer in the young and
old have been conducted. It has been reported that there is a signif-
icantly lower mean age for patients with medullary carcinoma,
while lobular and mucoid carcinomas are relatively more frequent
in the elderly (Rosen et al, 1985). Intracystic papillary carcinoma
is also found more frequently in older women (Carter et al, 1983).
In addition, it has been suggested that younger women have more
aggressive high-grade tumours than the elderly (Jacquemier et al,
1985; Rosen et al, 1985).
The aim of the present investigation was to review a large series

of patients with invasive breast cancer and to analyse a variety of
histopathological findings in relation to age, in order to determine
whether there were any indications of less or more aggressive
features in different age groups.

PATIENTS AND METHODS

The study comprised 1869 women with invasive breast cancer
who were treated consecutively at the Breast Unit, Guy's Hospital,
in the 10-year period 1983-1992. The patients were divided into
four age groups, < 39 years, 40-49 years, 50-69 years and > 70
years. These age groups were selected for the following reasons.
The cut-off age for young women has ranged from 30-45 years in
previous studies (Jacquemier et al, 1985; Rosen et al, 1985; Lee et
al, 1992). We selected 39 years or under, as this gave a group of a
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reasonable size, which was compatible with previous studies. Age
over 70 years is the usual cut-off for considering women to be
elderly. Forty to 49 years was taken as mostly premenopausal and
50-69 years as post-menopausal. As the age group 50-59 years
will include some pre and perimenopausal patients, a comparison
of 50-59 years and 60-69 years was conducted, which showed no
significant differences, and so the two groups were combined.
Patients with bilateral tumours were included only once. In those
with asynchronous tumours, the pathological findings and age at
presentation of the first tumour were included. When the tumours
were synchronous, the pathology of the larger was included.
Pathological reports were reviewed in respect of histological type,
tumour grade, presence of vascular invasion (lymphatic and/or
blood vessel), tumour necrosis and degree of stromal lymphoplas-
macytic reaction. The great majority of cases were reported by one
pathologist (RRM) and the remainder under her close supervision.
Where an axillary clearance had been performed either as part of

a mastectomy or breast conservation therapy, the total number of
lymph nodes and the number of involved nodes was determined.
Axillary clearance was performed on all patients with invasive
carcinoma, stage I, II and operable III, with the exception of some
elderly patients participating in a randomized trial (EORTC 10850).
Other patients who did not have an axillary clearance were those
with inoperable stage III or IV disease. A small number of patients
who had their initial or subsequent treatment elsewhere also did not
have an axillary or complete axillary clearance. The tumours were
typed according to the WHO classification (International Histo-
logical Classification of Tumours, 1981). Infiltrating ductal carci-
nomas were graded by the method of Bloom and Richardson
(1957), with modifications as suggested by Elston (1982).
The amount of stromal lymphoplasmacytic reaction was scored

subjectively as absent, mild, moderate or marked (mild=sparse,
usually peripheral infiltrates or widely scattered denser foci;
moderate=denser, usually more uniform infiltrate but less than
in medullary carcinoma; marked=dense, uniform infiltrate as in
medullary carcinoma). Tumour necrosis was also scored subjec-
tively as absent, mild or marked (mild=one or more small but
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Table 1 Distribution of histological type of invasive tumours in relation to age

Age (years)

<39 40-49 50-69 .70

Total 148 355 984 382
Infiltrating ductal 130 (88%) 281 (79%) 748 (76%) 279 (73%)*
Grade 6 (5%) 34 (12%) 97 (13%) 32 (11%)
Grade II 39 (30%) 128 (46%) 368 (49%) 142 (51%)
Grade III 85 (65%) 119 (42%) 283 (38%) 105 (38%)**

Infiltrating lobular 10 (7%) 44 (12%) 131 (13%) 64 (17%)...
Mucinous 1 4 12 12
Medullary 0 4 8 3
Tubular 1 5 18 3
Others (mixed tumours 6 10 67 21
and rare subtypes)

*X2 heterogeneity=14.64, d.f.=3, P=0.002; X2 trend=1 3.23, d.f.=1, P=0.0003.
**X2 heterogeneity=36.51, d.f.=3, P<0.0001; X2 trend=23.19, d.f.=1,
P=0.0001. ***X2 heterogeneity=25.18, d.f.=3, p<0.0001; %2 trend=19.36,
d.f.=1, P<0.0001. ****X2 heterogeneity=8.19, d.f.=3, P-0.04; x2 trend=5.25,
d.f.=1, P=0.02.

Table 2 Distribution of axillary metastases in relation to age

Age (years)

<39 40-49 50-69 .70

Total 148 355 984 382
Negative 53 141 436 93
Positive 78 (60%) 166 (54%) 406 (48%) 67 (42%)*
1-3 42 100 250 43
> 4 36 66 156 24

Unknown 17 (11%) 48 (14%) 142 (14%) 222 (58%)**

*X2 heterogeneity=1 2.08, d.f.=3, P=0.007; x2 trend=1 2.06, d.f.=1, P=0.0005.
**X2 heterogeneity=336.3, d.f.=3, P<0.0001; x2 trend=1 78.37, d.f.=1,
P<0.0001.

definite foci of necrosis; marked=large, sheet-like areas of
necrosis). Only necrosis within the invasive component of
tumours was assessed. Vascular invasion was reported as present
or absent. No attempt was made to distinguish between lymphatic
and small blood vessel invasion. Vascular invasion was defined
as neoplastic cells identified within an endothelial lined space.

Statistical analysis

The chi-squared test was used to determine statistical differences
between age groups. A multivariate logistical regression was used
to determine independent predictions of age subgroups, using the
STATA software package. A result was considered statistically
significant if P < 0.05.

RESULTS

There were 148 women aged 39 years and younger (8%); 355
(19%) aged 40-49 years; 984 (53%) aged 50-69 years and 382
(20%) aged 70 years and over. The distribution of different types
of invasive tumours is shown in Table 1. Infiltrating ductal carci-
noma NOS accounted for 77% of all invasive tumours. Only these
tumours were graded. There was a significant difference between
the groups in terms of patients with infiltrating ductal cancers,

Table 3 Distribution of stromal lymphoplasmacytic reaction in relation to age

Age (years)

<39 40-49 50-69 .70

Total 148 355 984 382
Mild or absent 71 (48%) 218 (61%) 674 (68%) 289 (76%)*
Moderate 54 (36%) 99 (28%) 226 (23%) 75 (20%)
Marked 23 (16%) 38 (11%) 84 (9%) 18 (5%)

*X2 heterogeneity=43.18, d.f.=3, P<0.0001; X2 trend=41.79, d.f.=1, P<0.0001.

Table 4 Distribution of vascular invasion in relation to age

Age (years)

<39 40-49 50-69 >70

Total 148 355 984 382
Absent 88 (60%) 232 (65%) 723 (74%) 278 (73%)
Present 60 (41%) 123 (35%) 261 (27%) 104 (27%)*

*X2 heterogeneity=21.69, d.f.=3, P<0.0001; X2 trend=15.86, d.f.=1, P<0.0001.

which constituted 88% of those aged < 39 years, 79% of those
aged 40-49 years, 76% of those aged 50-69 years and 73%
of those aged > 70 years (%2 heterogeneity = 14.64, d.f. = 3, P =
0.002; X2 trend = 13.23, d.f. = 1, P = 0.0003). Grade III tumours
were significantly more frequent among those aged < 39 years,
constituting 65% of that group (%2 heterogeneity = 36.51, d.f. = 3,
P < 0.0001; %2 trend = 23.19, d.f. = 1, P < 0.0001).

Infiltrating lobular carcinomas showed a gradual increase in
incidence with increasing age and were most common among the
oldest age group (%2 heterogeneity = 25.18, d.f. = 3, P < 0.0001; %2
trend = 19.36, d.f. = 1, P < 0.0001). Similarly, in the oldest age
group, there were more mucinous carcinomas (%2 heterogeneity =
8.19, d.f. = 3, P = 0.04; X2 trend = 5.25, d.f. = 1, P = 0.02). The
majority of tubular and medullary carcinomas were reported in
the 50-69 age group, but this finding did not reach significance.

Table 2 shows that there was a progressive reduction in the inci-
dence of axillary nodal metastases with increasing age (%2 hetero-
geneity = 12.08, d.f. = 3, P = 0.007; X2 trend = 12.06, d.f. = 1, P =
0.0005). This was independent of tumour grade and applied to the
presence of axillary nodal metastases, but not to the total number
of nodes involved. However, there was a more significant increase
in the number-of patients with unknown axillary nodal status in
the group aged 70 years or over, 222/382 (58%), because of the
use of wide excision and tamoxifen (x2 heterogeneity = 336.3,
d.f. = 3, P < 0.0001).

There was also a significant reduction in lymphoplasmacytic reac-
tion with increase in age, with mild or absent reaction being seen in
48% of those in the youngest age group compared with 76% of those
aged 70 years or over (%2 trend = 41.79, d.f. = 1, P < 0.0001), as
shown in Table 3. Similarly, vascular invasion (lymphatic and/or
blood vessel), present in 29% of all cases of invasive tumour,
showed a progressive reduction with increasing age (Table 4).
Among those aged < 39 years, vascular invasion was observed in
41 %, but in only 27% of tumours from women in the two oldest age
groups (%2 trend = 15.86, d.f. = 1, P < 0.0001). Although vascular
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Table 5 Distribution of tumour necrosis in relation to age

Age (years)

.39 40-49 50-69 .70

Total 148 355 984 382
Absent 78 (53%) 238 (67%) 682 (69%) 251 (66%)
Mild 50 (34%) 80 (23%) 234 (24%) 92 (24%)
Marked 20 (14%) 37 (10%) 68 (7%) 39 (10%)

X2 heterogeneity = 16.28, d.f. = 3, P = 0.001; X2 trend = 4.73, d.f. = 1,
P= 0.03.

invasion and lymphoplasmacytic reaction were independently
related to patient age, both were also related to tumour grade with
increased lymphoplasmacytic reaction and the presence of vascular
invasion being more frequent in association with grade III tumours.
Tumour necrosis was present in 47% of cases aged < 39 years, but in
only 34% of those aged 70 years or over (X2 heterogeneity = 16.28,
d.f. = 3, P = 0.001), as shown in Table 5.

In order to determine whether the relationship between lympho-
plasmacytic reaction, vascular invasion, nodal status, necrosis and
age was independent of grade, logistic regression was performed.
In each case, except necrosis, these factors were related indepen-
dently to age. However, these results apply only to the ductal
group, in which grading was performed.

DISCUSSION

Opinions are much divided as to how age relates to both the prog-
nosis and histopathology of breast cancer. For many years, there
has been a widespread impression among clinicians that breast
cancer in younger women is an aggressive disease, whereas among
older women (2 70 years) the disease has a more indolent nature.
This study has, to some extent, supported these ideas. While
tumours known to have an aggressive nature occur in all age
groups, the increased incidence of grade III cancers among younger
women does suggest a less favourable prognosis for this age group.
The high incidence of such tumours in the under-40 age group is

in agreement with previous published findings (Jacquemier et al,
1985; Rosen et al, 1985). Coupled with this, there was a higher
incidence of lymph node metastases in this age group, a finding
which was independent of tumour grade. This is in contrast to
another study, which found an increase in lymph node metastases
in the elderly, despite their having fewer grade III tumours (Rosen
et al, 1985). In a further study of age as a determinant of axillary
node involvement (Holmberg et al, 1992), the lowest prevalence
was found in the youngest and oldest age groups with the highest
incidence in women aged 40-59 years.

In the current study, lymph node metastases were less frequent
in the oldest age group, but in those with metastases the total
number of involved nodes did not differ with age. Additionally,
there were significantly more cases in the oldest age group in
which the axillary nodal status was unknown. It has been
suggested that a non-metastasizing variant of breast cancer may be
more common in elderly patients (Hunt et al, 1980).

Together with the higher incidence of grade III tumours in the
youngest age group, there was also an increased incidence of
vascular invasion in this group. No attempt was made to differen-
tiate between blood vessel and lymphatic invasion in this study.
When vascular invasion is recorded without separation into these

categories, an incidence of 23-57% has been reported (Pinder et
al, 1994). Our incidence of 29% is well within this range.
An association was also noted between high-grade tumours and

the degree of lymphoplasmacytic reaction. The significance of
lymphoplasmacytic reaction has been debated for many years
(Cutler et al, 1969; Alderson et al, 1971; Rosen et al, 1981a;
Dawson et al, 1982). Although considered by many to be an
expression of host defence reaction and, therefore, indicative of a
favourable prognosis, this has not been confirmed by others. An
increase in lymphoplasmacytic reaction has been associated with
high-grade tumours in some studies (Rosen et al, 1981b; Elston et
al, 1982). In one study, lymphoplasmocytic reaction, although not
of overall prognostic significance, was found to be associated with
a more favourable prognosis when considered in relation to grade
III tumours alone (Elston et al, 1982). As it is has been suggested
that the natural killer cells (NK) are less active in premenopausal
women (Kirkham, 1982), it is obviously important to evaluate the
relative prognostic significance of lymphoplasmacytic reaction in
high-grade tumours in patients of different ages.

In agreement with other workers, some tumours of special type,
namely lobular and mucinous, were noted as occuring more
frequently in older age groups (Rosen et al, 1985). In one recent
study, although mucinous carcinomas were found more frequently
in the elderly, lobular carcinomas were less common in this age
group (Stalsberg and Thomas, 1993). Both are associated with a
more favourable prognosis than infiltrating ductal carcinoma NOS.

However, in contrast, medullary carcinoma was not found to be
associated with young age in this study. The number of tumours of
this type, however, is so small that no significance can be drawn
from these findings. The majority of tubular carcinomas was
reported in the 50-69 age group, and it is interesting to note that
most of these were diagnosed since the National Breast Cancer
Screening Programme was instituted in the United Kingdom.

It does appear, therefore, that specific tumour types and patterns
of metastasis associated with a more favourable prognosis are
found more frequently among the elderly. Nevertheless, it remains
clear that invasive breast cancer in any age group requires
adequate treatment in order to achieve maximum survival and,
furthermore, when women 70 years or over are so treated, there is
no increase in morbidity and the 5 year survival rate is similar to
women under 70 years of age (Amsterdam et al, 1987). The find-
ings in this paper do not suggest that breast cancer in the elderly
warrants less aggressive treatment than that for the young.
Although, obviously, the general health, both physical and mental,
of patients should always be considered, treatment options should
be based on histological features of the disease, rather than on the
age of the patient.
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