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The aim of this study was to evaluate the clinical and pathological features of breast cancer patients with bilateral breast
cancer and to assess the impact of the second breast cancer on their prognosis.

Thirty six breast cancer patients with bilateral (metasynchronous) cancer were treated in Greatpoland Cancer Center
from 1983 to 1995. It constituted 4.1% of all breast cancer patients treated in those years. S-year survival rates were
compared with clinical data (age, clinical stage, histological diagnosis), methods of treatment and length of interval between
occurring of both tumors.

Five year survival of patients treated for second breast cancer was 55.6% (20/36), disease-free survived - 15/36 (41.7%).
S-year survival rate was greater in group of patients with clinical stage T1 or T2 (69.6%, 16/23) than in group with T3 or T4
(30.8%,4/13) (p=0.009). In group of 20 patients without nodal involvement (N0) 5 years survived 75.0% of patients (15/20),
in group with N1-11.1% (1/9) (p=0.01). Length of interval between both breast tumors influenced 5-year survival rate. In
group of patients with interval longer than 5 ycars, 5-year survival rate was 73.9% (17/23), in group of patients with interval
shorter than 2 years — 0% (0/6) (p=0.002). No corrclations were observed between survival rate and age, histological

diagnosis, methods of treatment.
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Second primary breast cancer occurs in contralateral
breast in 1.4% to 12% of all breast cancer patients [19,
33]. Risk of incidence after previous treatment due to breast
cancer is estimated from 0.5 to 0.8% yearly and is several
times greater than in healthy population [23, 39]. Familiar
breast cancer is also an important risk factor for second
breast cancer [2, 29, 31]. Higher incidence of second breast
cancer was observed in families where breast cancer oc-
curred in first-degree relatives [7, 37].

Some factors have an influence on rising incidence of
second breast cancer. First, an increase in overall survival
and longer free survival times from the first breast cancer
can lead to arise in the incidence of second cancer. The most
common second cancer for breast cancer patients is second
breast cancer [17,25,26]. Second, more tumors are detected
in earlier stages due to better mammographic equipment
and more accurate patients care. Other risk factors include
nulliparity, younger age at first breast cancer, lobular can-
cer, coexistence with carcinoma in sifu and multicentricity of
first breast cancer [3, 4, 14, 19].

Prognosis for patients with second breast cancer is worse
than for patients with unilateral breast cancer. Prognosis is
probably dependent on clinical stage in time of recognition
and on length of time between both cancers.

We have analyzed the outcome of bilateral breast cancer
patients in comparison with chosen clinical factors.

Material and methods

Thirty-six patients with contralateral breast cancer were
treated in Greatpoland Cancer Center between January
1983 and December 1995, what represents 4.1% (36/878)
of all breast cancer patients treated in this period.

Median age of patients with primary breast cancer was
46.2 years, that of patients with second breast cancer 52.4
years. Median time between both tumors was 69.4 months,
in 23/36 cases (63.9%) was longer than 5 years. Most of
patients had the second cancer in clinical stage T2 (n = 17)
and T3 or T4 (n = 13) and stage NO (n = 20). In one case
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clinical stage was T2N1MI1 due to metastasis in supraclavi-
cular lymph nodes. Histologically they were diagnosed as:
solid cancer (n = 14), ductal invasive cancer (n=11), tubular
cancer (n = 5), lobular invasive cancer (n = 2).

Patients with primary breast cancer were treated in all
cases by mastectomy and, in majority of cases by radiother-
apy and/or chemotherapy. They underwent second mas-
tectomy with the exception of two cases with advanced
stage. After surgical treatment patients were treated by
radiotherapy (in 6 cases) with fraction dose 200 cGy up to
total dose 5000 cGy (n = 6). In two inoperable cases whole
breast was irradiated up to 5000 cGy.

Chemotherapy was used in 11 cases, usually after mas-
tectomy; CMF schema (6 cycles) or FAC schema were used.
In 15 cases hormonotherapy with tamoxifen was used (20
mg daily).

S-year survival rate was compared with clinical data (age,
clinical stage, histological diagnosis), methods of treatment
and length of interval between occuring of both tumors.

Median follow-up was 74 months (6-134).

Statistical analysis was performed using F. Cox test. Sur-
vival rates were analyzed using Kaplan-Meier method.

Results

Out of 36 patients treated for second breast cancer 20
survived 5 years (55.6%), disease free 5 years survived 15
patients (41.7% ). Histology did not influence survival rates.
Prognosis according to TNM staging was analyzed (Tab. 1).
In group of patients with T1 all patients (n = 6) survived 5
years, with T2 tumor 5 years survived 58.8% (10/17), with
T3 tumor - 25.0% (2/8) and with T4 tumor — 40.0% (2/5).
Statistically important difference was observed between pa-
tients with T1 or 2 and T3 or 4 (p = 0.009) (Fig. 1).

In the group of 20 patients without nodal involvement
(NO) 5 years survived 75.0% patients (15/20), in the group
with N1 —11.1% (1/9), in the group with N2 — 57.1% (4/7).
Difference was noted between NO and N1 group (p = 0.01)
(Fig. 2).

Correlation between clinical stage (AJCC classification)
and survival rate didn’t show any important differences
probably due to the small group of examined patients (p =
0.08).

Median age at the time of second breast cancer diagnosis
was compared with length of survival. No significant corre-
lation was found (p = 0.38).

Difference in S-year survival rate was observed when
comparing the length of time interval between both breast
cancers (Tab. 2). In the group of patients where interval
between cancers was longer then S years, 5-year survival
rate after the end of treatment(of the second cancer) was
73.9% (17/23), in the group of patients with interval shorter
than 2 years—0% (0/6), in the group of patients with interval

Table 1. Clinical stage of second breast cancer and survival rates

Clinical stage N= <5 years > 5 years
according to TNM Total Free of
symptoms

T1INO 5 - 5 5
TIN1 1 - 1 1
T2NO 10 - - 10 8
T2N1 6 6 - -
T2N1IM1 1 1 - -
T3NO S 5 - -
T3N1 1 1 - -
T3N2 2 - 2 1
T4N2 S 2 -

Table 2. Length of interval between both breast cancers and 5-years survival
rates

Lenght of interval N= <5 years 25 years
(month) Total Free of
symptoms
<12 - - - ~
12-24 6 6 - -
25-36 3 1 2 1
3748 2 2 - -
49-60 2 1 1 1
>60 23 6 17 13
Total 36 16 20 15
(44.4%) (55.6%) (41.7%)

Table 3. Features helping in differentiating between second primary breast
cancer and metastasis to contralateral breast

Second primary breast cancer Metastasis to contralateral breast

1. Median time of occuring
— 5 years after first primary

1. Median time ofoccuring
- 2 years after first primary

2. Lose of metastasis (excluding
regional lymph nodes)

2. Presence of other metastasis,
sometimes local recurrence

3. Single lesion in breast 3. Multiple lesions in breast (localized
in glandular tissue or adipose tissue)

4. Simultaneously carcinoma
in situ

4. Infiltration in tissue destroying
architecture of breast
S. Frequency — about 1% 5. Frequency — about 5%

6. Histology may differ
between both breasts

6. Histology usually similar or
the same like in another breast

In: Jacek Jassem (ed.) : Rak sutka. Podrecznik dla studentdw i lekarzy.
Springer PWN, Warszawa 1998, 78.

between 2 and 5 years —42.9% (3/7). Statistically significant
difference was noted between first and second group (p =
0.002) (Fig. 3).

Correlations between S-year survival rate after the end of
treatment of second breast cancer and methods of treat-
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Figure 1. Cumulative proportion surviving (Kaplan-Mcier) for summed groups T1 and T2 and summed

groups T3 and T4. F Cox test (p=0.009).
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Figure 2. Cumulative proportion surviving (Kaplan-Meier) for group N0 and N1. F Cox test (p = 0.002).

ment were analyzed. Patients were divided into three
groups. First group contained 17 patients treated surgically
only {mastectomy) — S-year survival rate in this group was
52.9% (9/17). Second group contained 6 patients treated
surgically and then irradiated ~ 5-year survival rate was
33.3% (2/6). Third group contained 11 patients treated sur-
gically and then with chemotherapy - 5-year survival rate in
this group was 81.8% (9/11). Two patients disqualified for
mastectomy survived, respectively 30 and 41 months. Dif-

60 breast cancer and metastases from
' primary breast lesion. In the first
case patient should be treated radi-
cally, in the second in most of cases
— palliatively only.

In the Table 3 histopathological criteria which could help
to differentiate between second cancer and metastasis are
presented. In case of doubts without signs of disseminated
disease, tumor in second breast should be concerned as
second primary.

Early detection remains the cornerstone of effective
breast cancer treatment. Optimal treatment remains con-
troversial.

Treatment of second breast cancer is similar to treatment
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Figure 3. Cumulative proportion surviving (Kaplan-Mcier) for group of patients with interval between
cancers longer then § years (60 months) and 2 years (24 months). F Cox test (p = 0.0006).

of first tumor. Treatment should be appropriate for the
stage of disease. Relatively rare tumorectomy or quadran-
tectomy is used because of preceding radiotherapy and
worse prognosis in this group. Some authors [10, 15, 18,
38] are of the opinion that bilateral conservative treatment
is feasible with acceptable cosmetic results and toxicity by
using carefully designed radiotherapy techniques. Indica-
tions for complementary systemic treatment or radiother-
apy are the same in first and second breast cancer [8, 19].

In the past, when breast cancer occurred, even prophy-
lactic mastectomy of second breast was recommended. Ex-
pansion of mammography and earlier detection of tumor
resulted in the change of this recommendation [19].

Due to more frequently performed mammography sec-
ond breast cancer is recently diagnosed in earlier clinical
stage [22]. It seems, however, that even yearly done mam-
mography may not have influence on survival in this group
of patients [6, 23]. Another point of view presented RosIn-
son et al [34], based on a group of 167 patients with conclu-
sion that yearly mammography of the contralateral breast in
patients with previous breast tumors must be performed in
order to increase the cure rate of contralateral breast can-
cer.

Prognosis of bilateral breast cancer depend mainly on
clinical stage and on length of interval between first and
second cancer [5, 11, 19, 28, 32, 34]. The longer the women
survived after the first cancer diagnosis, the greater is the
likelihood of her developing a second cancer; the longer is
the interval between the diagnosis of the two cancers, the
better is the survival rate [27].

Results presented by HormsEeRG et al [21] suggest that two

and radiotherapy. Similar observa-
tions were made by Histor et al
[20]. They concluded that only in
a small group of patients (3% ) sec-
ond breast cancer may be induced
by irradiation. This may appear
when tangential fields cover another breast.

SchELL et al [36] compared in group of 126 patients 20-
years disease-free survival rates. They didn’t observe signif-
icant differences between patients with unilateral tumors
and those with bilateral synchronous or metachronous tu-
mors. They concluded that the doses of radiation given in
the management of the first breast cancer were not condu-
cive to the development of a cancer in the remaining breast.

Hisror et al [20] found two important risk factors for
bilateral cancer within 1 year of the first primary ~ histologic
diagnosis of lobular carcinoma and absence of pathologic
involvement of axillary nodes, after 1 year of the first pri-
mary one risk factor was found - family history of breast
cancer.

SoLiv et al [38] presented results of treatment of 30 wo-
men with bilateral breast cancer. They were definitively
irradiated following breast conserving surgery. S-year sur-
vival rate following treatment of the first breast cancer was
79%, relapse free survival rate — 72%. Results show that
radicaly irradiation following breast-conserving surgery for
patients with bilateral breast cancer can technically be de-
livered with low complication rates and with acceptable
survival and local control rates.

ABpaLLA et al [1] compared two groups — patients with
bilateral breast cancer (n=132) and patients with unilateral
breast cancer (n=2004). Patients with bilateral breast cancer
were slightly younger than patients with unilateral cancer
(51 years vs 54 years). No other significant differences were
observed. The development of second breast cancer was
associated with worse survival. On multivariate analysis,
factors that decreased survival in patients with bilateral
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breast cancer were a higher number of positive lymph nodes
of the first and second cancers, a larger size of the second
cancer, and a shorter interval between the two primaries.

HeaTon et al [18] found positive family history in 29% of
patients with bilateral breast cancer. They concluded that
breast conserving therapy is an acceptable and desirable
option for appropriately selected patients with metachro-
nous or synchronous bilateral breast cancer.

Fung et al [15] determined whether patients with early-
stage bilateral breast cancer can be treated with definitive
irradiation following breast-conserving surgery with accep-
table survival, local control, complications and cosmetic.
For the overall group of 55 patients, the 5- and 10-year
overall survivalrates were 96% and 94%, respectively, after
treatment of the first cancer, and 96% and 92%, respec-
tively, after treatment of the second cancer. They concluded
that bilateral definitive breast irradiation after breast-con-
servation surgery should be considered an acceptable alter-
native treatment to bilateral mastectomy for selected
patients with concurrent or sequential early-stage bilateral
breast cancer.

Gogas et al [16] described a group of 78 patients with
contralateral breast cancer (4.2% of all breast cancers).
The mean interval between metachronous cancers was
117 months. The risk of developing a contralateral breast
cancer was related to the patient’s age, family history of
breast cancer and lobular histology of the tumor.

BRrENNER et al [6] described a group of 251 patients with
contralateral breast cancer (2.6% of all patients). They were
considerably younger at the time of diagnosis of the first
breast cancer than the total group of patients with breast
cancer (mean age 55.7 years vs 60.5 years). The survival
rates after diagnosis of the second breast cancer were much
worse than the survival rates after the first breast cancer
diagnosis. Tumor spread at diagnosis of the second cancer
was the most important predictor of survival among patients
with bilateral breast cancer.

Huncness et al [22] based on a group of 51 patients con-
cluded that bilateral breast cancer is often detected by mam-
mography and is frequently of the same histologic type as
the first cancer. The overall 10-year survival rate was 63%.

NavrieLp et al [30] and Rutovist et al [35] observed lower
risk of second breast cancer in patients treated complemen-
tary with Tamoxifen. Risk was lower in both observations at
about 35%.

In presented group of 36 patients with bilateral breast
cancer treated in Greatpoland Cancer Center we noted
55.6% 5-years survival rate, in most of patients disease free.
Prognosis was correlated with clinical stage (tumor size - T
and locoregional lymph node involvement—N). Differences
between S-year survival rate were observed according to
length of interval between both breast cancers. Longer in-
tervals between two primaries were correlated with longer
survival. Our results were similar to those achieved by other

authors. We didn’t observed strong influence of methods of
treatment on survival. Relatively small group of patients
was qualified for irradiation after mastectomy, perhaps
due to advanced age and earlier irradiation after first pri-
mary.
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