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TRIPLE CARCINOMA IN A PATIENT WITH PRIMARY BREAST CANCER 

Čufer T, Cerar O 

Abstract - The case of a patient with triple malignoma is reported. On surgery for primary breast carcinoma the 
pathohistologic examination of the removed axillary lymph nodes revealed the presence of non-Hodgkin 
lymphoma of low-grade malignancy. Further clinical, laboratory and diagnostic investigations confirmed that, apart 
from breast cancer, the patient also had a non-Hodgkin lymphoma of KLL type, stage IV A. Two years later, an 
invasive transilional celi carcinoma of the pyelon of the right kidney was diagnosed as well. The incidence of 
multiple primary neoplasms in patients with primary breast cancer is discussed. 
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introduction - It has been exactly a hundred 
years since Billroth in 1889 first described a 
patient with multilple primary neoplasms (MPN). 
In 1932, Warren and Gates first reported on a 
large number of such cases, and proved that 
cancer patients were at greater risk of developing 
a second or even a third neoplasm sometime in 
their life. The authors also set the criteria for 
MPN diagnosis which have later become gene­
rally accepted: 1) each of the tumors must 
presen! a definite picture of malignancy; 2) each 
must be distinct; and 3) the probability that one 
was a metastatic lesion from the other must be 
excluded. In studying MPN, Moertel distinguis­
hed multiple primary neoplasms according to the 
site of origin, i.e. those appearing multicentrically 
in one and the same organ, and others origina­
ting in different organs (Table 1 ). He was convin­
ced that the patients with a particular epithelial 
neoplasm are at much greater risk of developing 
a second or even third neplasm ih the same 
organ or tissue (multiple carcinomas of the aero­
digestive and urogenital tracts). As to the appear­
nce of MPN in different organs, Moertel was, 
however, sceptical about their presumably grea­
ter incidence in cancer patients (1). In 1977; 
Schoenberg published his findings on the inci-
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Table 1 - Classification of Multiple Primary Malignant 
Neoplasms 

l. Multiple primary malignant neoplasms of
multicentric origin 
A. The same tissue and organ 
B. A common contiguous tissue shared by 

different organs 
C. The same lissue in bilaterally paired organs 

II. Multiple primary malignant neoplasms of different
tissues or organs 

III. Multiple primary malignant neoplasms of 
multicentric origin plus a lesion(s) of a different
tissue or organ

dence of MPN in Connecticut and Denmark (2) 
which inequivocally proved that cancer patients 
were at 31 % increased risk of developing anot­
her primary malignoma in the same tissue, whe­
reas their risk of developing a second primary 
malignoma in a different organ was increased by 
23%., many studies on MPN in breast cancer 
patients publiched since the 60's have proved 
that breast cancer patients run higher risk of 
developing a second or even third primary malig­
noma (3, 4, 5, 6, 7, 8), among these ovarian, 
uterine and colonic carcinomas are believed to 
be most frequent. 
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Case report - A 71-year old housewi!e, who 
had been free of any major health problems so 
far, noted a lump in her left breast, which proved 
to be a breast carcinoma on cytology. Based on 
the clinical status as well as the findings of 
examinations tor evaluating the extent of disease 
(blood count and chemistry indlucing liver tests, 
chest X-ray and bone scintiscan) a breast cancer 
in clinical stage T 2N 0M0 was diagnosed. The 
patient underwent a modified radical mastecto­
my. Pathologic examination of breast tissue re­
vealed an invasive ductal carcinoma, G II. The 
axillary lymph nodes were not involved by carci­
noma though all the examined lymph node speci­
mens contained cells of non-Hodgkin lymphoma 
of KLL type. No adjuvant treatment tor breast 
cancer was indicated. Later on, some additional 
examinations tor staging of NHL were pertormed. 
Peripheral lymph nodes were not enlarged, and 
the remaining clinical findings were within normal 
limits. On CT ot the abdomen, however, enlarged 
lett iliacal lymph nodes were found. Further 
biopsy ot the bone marrow revealed the presence 
on NHL cells in the bone marrow. The findings ot

peripheral blood examination were wihtin the 
limits ot normal values. A NHL ot KLL type, stage 
IV A was; diagnosed, which required no treat­
ment. Twenty months later the patient presented 
with pain in the lett shoulder and the left upper 
extremity. Bone scintiscan revealed a pathologic 
uptake in the left humerus and the lumbar verte­
brae. X-ray ot the affected region showed the 
presence of osteolitic metastases. No metasta­
ses in the sott tissue or viseral organs could be 
established. Hormona! therapy with tamoxiten 
and irradiation ot the lett humerus were aplied. 
This treatment resulted in a partial regression of 
bone metastases. Three months later the patient 
presented with massive hematuria. Apart trom 
the enlarged iliac lymph nodes, the abdominal 
CT pertormed at that tirne revealed a tumor in 
the region ot the right kidney, which required 
nephroureterectomy with lymphadenectomy. On 
histopathologic examination, the renal tumor was 
found to be an intiltrative transitional celi carci­
noma of the pyelon, G III, whereas the hilar and 
paraaortic lymph nodes contained NHL infiltrates 
of KLL type. An additional treatment tor this 
carcinoma was not indicated. During the tollo­
wing two years the patient was receiving conti­
nuous hormona! treatment and was subject to 
regular tollow up. The bone metastases were in 
remission, but enlarged neck and bilateral ingui­
nal lymph nodes appeared. The tindings ot aspi­
ration biopsy suggested a NHL-KLL type involve­
ment ot the lymph nodes, which, however, did 
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not seem to cause any difticulty to the patient; as 
the findings of blood examinations were all the 
tirne within the limits ot normal values, no treat­
ment tor NHL was considered necessary. In 
December 1989, i. e. four years after the diagno­
sis of primary brfeast cancer and NHL, 2 years 
from the appearance of carcinoma of the right 
renal pyelon, and 30 month after the confirmation 
of skeleta! metastases, the patient presented 
with clinically and radiologically evident progress 
of osteolitic skeletal metastases. CT of the abdo­
men, pertormed to explain pain in the lumbar 
region, showed enlarged iliacal lymph nodes as 
well as a tumorous mass in the apical part ot the 
left kidney. Angiography of the lett kidney imaged 
an irregular vascularization of the apical part ot

the left kidney, which was not of hypernephrotic 
type. Angiographic findings indicated a very high 
probability of a tumor of the left renal pyelon. 
Based on the investigations performed so far, in 
our patient with praven triple malignoma, the 
appearance of a tourth neoplasm has been 
suspected, which is most probably another malig­
noma of multicentric origin in the uropoietic sy­
stem. Extirpation of the tumor and histologic 
veritication ot the process in the left kidney were 
not indicated because of the patients' advanced 
age and her poor general condition due to the 
progress ot bone metastases. Encouraged by 
the favorable effect ot first-line hormona! treat­
ment on skeletal metastases, we introduced a 
second-line hormona! therapy and palliative irra­
diation tor alleviation ot skeleta! pain as the only 
treatment. 

Discussion - Results ot the studies performed 
on a large number of breast cancer patients 
during the past tew years have contirmed that 
breast cancer patients are at an increased risk ot

being affected by other neoplasms as well (6, 7, 
8). The largest study carried out in Finland 
comprised 26 000 patients with breast cancer 
(Table 2). AII the results published so far unifor­
mly confirm the exposure ot breast cancer pa­
tients to an increased risk ot developing a new 
primary carcinoma in the contralateral breast (1, 
2, 3, 6, 7, 8). As to the appearance of new 
malignomas in other organs, breast cancer pa­
tients are believed to be more frequently attected 
by carcinoma ot the genital organs, i. e. ovarian, 
endometrial and cervical carcinomas (3, 4, 7, 8). 
The studies analysing the appearance of a se­
condary malignoma of the genital organs accor­
ding to the patient's age at breast cancer diagno­
sis have pointed out that younger women, parti-
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Table 2 - Subsequent multiple primary malignant tu 
mors in patients with cancer of the breast 

(No = 26 617 females) in Finland in 
1953-79 

Cancer designation 

Site of first cancer: Breast 
Site or type of new cancer 

Any site (excluding breast) 
Esophagus 
Stomach 
Colon 
Rectum 
Gallbladder, bile ducts 
Lung 
Cervix uteri 
Corpus uteri 
Ovary 
Bladder 
Thyroid gland 
Leukemia 

P < 0.05 

Observed SIR 

720 1.17* 
16 0.78 

107 1.11 
62 1.36* 
33 0.97 

8 0.43* 
46 1.67* 
33 0.95 
62 1.33* 
64 1.73* 
20 1.65* 
22 1.95* 
36 1.91 * 

SIR= ratio of observed to expected number of cases 

cularly those less than 45 years of age at the 
tirne of breast cancer diagnosis, are at greater 
risk of developing a second malignoma in the 
ovary (6). A secondary malignoma of the uterus 
more often appears in women older than 60 
years at the tirne of breast cancer diagnosis (6, 
7). Many studies (7, 8) though not ali (6) give 
evidence of an increased risk of breast cancer 
patients for developing a second primary carci­
noma in the colon. Some authors claim that in 
breast cancer patients the observed morbidity for 
other neoplasms such as carcinoma of the lung, 
bladder and thyroid as well as soft tissue sarco­
mas exceed the expected numbers (7, 8) whe­

reas the reports of other authors do not support 
this belief (6). The risk of developing a second 
primary neoplasm increases by observation 
years. The younger the patient at the tirne of 
breast cancer diagnosis is, the greater the risk 
she runs of developing a new primary carcinoma. 
The causes for the appearance of multiple pri­
mary neoplasms in a person could be ascribed 
to environmental and genetic factors which are 
presumably responsible for the rise of multiple 
neoplasms of different origin. Thus a simulta­
neous appearance of breast carcinoma and en­
dometrial carcinoma could be ascribed to exces­
sive body weight in these patients as well as to 
their typical hormona! milieu (9). Familial and 
hereditary factors are believed to be responsible 
tor a simultaneous rise of breast cancer and 
ovarian carcinoma, particularly in young patients. 
As to the frequently reported simultaneous ap-
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pearance of breast carcinoma and colonic carci­
noma, severa! authors ascribe this phenomenon 
to particular nutritional habits, as well as to the 
high socio-economic status of these patients 
(1 O). 

Considering the differing results and opinions 
of severa! prominent authors, it is stili questiona­
ble whether the observed number of other pri­
mary neoplasms in breast cancer patients is 
actually greater than expected, or it is just a 
consequence of a more accurate medica! follow 
up of these patients, as it has been presumed by 
Moertel (1 ). Also in our patient the second malig­
noma (NHL of KLL type) was diagnosed on the 
pathohistologic examination of the lymph nodes 
removed on surgery for breast cancer. More 
effective treatment methods result in a prolonged 
overall survival of cancer patients, and so also of 
breast cancer patients, which on the other hand 
represents a greater possibility of appearance 
and detection of a second or even third neoplasm 
some tirne in their life. According to the results of 
recent studies (6, 7, 8) it can be concluded that 
at least certain age groups of breast cancer 
patients are undoubtedly exposed to a greater 
risk of being affected by particular malignomas. 
Thus, women with breast cancer have 3-4 times 
greater possibility of developing another carci­
noma in the contralateral breast. Younger breast 
cancer patients are more frequently affected by 
ovarian carcinoma, whereas women having 
breast cancer detected in their older age are 
more likely to develop endometrial carcinoma. 
The mentioned correlations are, at presently 
known facts, the only ones that could justify 
preventive diagnostic examinations performed in 
search of a second malignoma. AII other possible 
correlations between breast carcinoma and other 
neoplasms have not been supported by inconte­
stable and convincing enough evidence so as to 
allow tor any preventive diagnostic measures to 
be taken in this respect. It is of essential impor­
tance, however, that the possibility of a new 
primary malignoma in breast cancer patients is 
taken into account, and any possible appearance 
of new tumorous masses is not automatically 
regarded as a metastatic spread from breast 
cancer. Particular attention is required with soli­
tary tumorous lesions in the organs that do not 
represent a common site of breast cancer meta­
static involvement. In such cases histologic veri­
fication of the lesions is recommended in indivi­
dual cases the relevant findings can esentially 
influence the treatment and prognosis of these 
patients. Apart from severa! epidemiologic stu-
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dies which prove and confirm an increased risk 
of MPN in breast cancer patients, the available 
literature stili lacks dala on the influence of a 
second or even third primary malignoma on the 
treatment and survival of these patients. 

Conclusion - In comparison with other wo­
men, breast cancer patients are at greater risk of 
acquiring new primary malignomas some tirne in 
their lite. In breast cancer patients, the incidence 
of another primary carcinoma in the contralateral 
breast is five limes greater Ihan in other women. 
These patients are also more frequently affected 
by ovarian and endometrial carcinomas. Opinion 
on other cancer types that are presumed to 
appear more frequently in breast cancer patients 
are stili differing. It is important, however, that the 
possibility of second malignoma in breast cancer 
is taken into account. The appearance of a new 
tumorous mass must not invariably be interpreted 
as a metastasis from the primary malignoma. 
Histologic verification of the tumorous mass can 
significantly influence the course of treatment 
and patient's prognosis. 

Povzetek 

TROJNI KARCINOM PRI BOLNICI S PRIMARNIM 
KARCINOMOM DOJKE 

V članku poročava o bolnici s trojnim malignomom. 
Ob operaciji primarnega karcinoma dojke je bil s 
patohistološkim pregledom pazdušnih bezgavk odstra­
njenih ob operaciji karcinoma dojke ugotovljen ne-Hod­
gkinov limfam nizke malignostne stopnje v le teh. 
Nadaljnje klinične, laboratorijske in diagnostične prei­
skave so pokazale, da ima bolnica poleg karcinoma 
dojke še ne-Hodgkinov limfam tipa KLL stadij IVA. Dve 
leti kasneje je bil pri banici ugotovljen invazivni tranzi­
ciocelularni karcilnom pielona desne ledvice. V diskusiji 
razpravljava o pojavnosti (incidenci) multiplih primarnih 
neoplazem pri primarnem karcinomu dojke. 
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