MULTICENTRIC CARCINOMA
A REPORT OF FOUR CASES AND SOME GYNAECOLOGICAL AND SURGICAL ASPECTS
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Malignant disease is an ever-increasing problem in modern
medicine. Since the advent of antibiotics, chemotherapeutic
agents and hormones, many of the infections and metabolic
diseases have been brought under control. Cancer is
usually associated with the older age group. Increasing
expectation of life thus accounts in some measure for the
increasing frequency of malignant disease. When malig-
nant disease attacks the younger age group, it becomes an
even greater problem.

Surgery and radiotherapy have been effective in eradi-
cating many early forms of cancer, but the increased life
span has brought forth a new hazard—that of new
carcinomas originating in other sites. These tumours show
no resemblance to the original malignant condition.

Willis,” in summarizing the aetiology of multicentric
carcinoma, stated that:

“The effective stimuli are supplied, not to one cell or one
small group of cells, but to a more or less extensive area of
epithelial tissue. All the epithelium in that area is acted upon
similarly, though of course not equally. Neoplasia will com-
mence where stimuli have been maximal, but the neoplastic
response will later be manifested by neighbouring tissue that
was subjected to the same original stimulus. The timing and
distributing of this progressive response will depend on the
distribution and intensity gradients of the causative stimulus.’
There appears to be a 15% chance of developing a

second carcinoma,? and a 4% chance of developing a third
primary growth. Alternatively 15% of all cancers are
bifocal in origin, whereas 4% are trifocal in origin. Many
patients previously did not survive long enough to develop
a second or third cancerous lesion.

In gynaecological practice there appears to be a correla-
tion between carcinomas of the breast and of the female
genital organs. It has been found that should a patient
with a mammary carcinoma develop a second new carci-
noma elsewhere, the pelvic genital organs are involved in

40% of these patients.

There is evidence that in some cases therapeutic proce-
dures employed in the treatment of a specific malignant
neoplasm, may exert a carcinogenic influence on other
organs or tissues. There is also evidence for believing that
roentgen therapy or large doses of radioactive isotopes may
have a carcinogenic or leukaemogenic effect.

Recently it has been our misfortune to have been asso-
ciated with 4 such cases.

Short descriptions of these patients follow :

Case 1

Mrs. G.T., aged 33 years, para O, gravida 4, was admitted on
13 May 1963 complaining of a mass in the upper, outer
quadrant of the left breast. This mass had been present since
January 1963 and was noticed to be progressively enlarging.

In her past history the significant feature was that she had
aborted 4 times, this being related to severe cyanotic heart
disease, from which the patient suffered. The latter was caused
by a Fallot’s tetralogy which was later successfully repaired
in February 1963.

On examination the general condition was satisfactory. The
right breast was normal. The left breast revealed a mass
2 inches in diameter in the upper, outer quadrant which was
ilire%uslar and quite mobile. There were no palpable axillary
glands.

A biopsy by excision was performed. Frozen section showed
a poorly differentiated, invasive carcinoma of the breast. A
radical mastectomy was then performed. This was followed
by a full course of deep X-ray therapy (Fig. 1a).

The patient was also found to have a mass arising out of the
pelvis, mainly on the left side. Vaginal examination revealed
a normal uterus displaced to the right side by an enlarged.
firm, irregular tumour of the left ovary. A smaller ovarian
mass could be felt in the right adnexal region.

Laparotomy was performed on 2 July 1963. This revealed
bilateral ovarian carcinomas, with secondary deposits above
the right kidney, all over the peritoneum and the bowel. Both
tumours were removed, and histological examination revealed
bilateral papillary serous cyst adenocarcinomata (Fig. 1b).
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Fig. la. A section of the comedo carcinoma of the breast.

Fig. 1b. A section of the papillary serous cyst adenocarcinoma of
the breast.

Fig. 2a. A section of the irtraduct carcinoma of the breast.

Fig. . A section of the papillary serous cyst adenocarcinoma of
the ovary.

Fig. 3a A section of the skin ulcer showing recurrent breast carci-
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noma (H. & E. x 90.)

Fig. 3b. A section of the de-differentiated carcinoma of the cervix
(H &E. x

Fig. 4a. A section of the second breast tumour showing a spher=idal
cell alveolar noma of mammary origin.

Fig. 4b. A section of the ovary showing the de-differentiated papil-
lary serous cyst adenocarcinoma (H. & E. x 90.)
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Mrs. SP.. aged 66 years, para 3, gravida 3, was admitted on
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It would be well at this stage to remember the criteria
which distinguish a second, primary lesion, from a recur
rence or metastatic growth from a primary carcinoma
According to Warren and Gates:*

(@) Each of the tumours must present a definite picture of

1.)) wﬁmym metastatic lesion f
(o onc was a rom
the other must be excluded.”

In other words it means that each new cancer must be
completely distinct from the other and each must show a
different histological picture-than the original malignancy

The average interval between first and second cancers
was 69 years according to Moertal er al® (64 years in the
male, and 7-7 years in the female). The range was from 6
months to 36 years.

The pelvis, it would appear, is associated with neoplasms
elsewhere in the body in a significant proportion of cases
Meigs' found that 10% of malignancies were associated
with carcinoma of the cervix, corpus uteri or owvary
Taussig® found that 64" of vulvar carcinomas were asso
ciated with neoplasms outside the pelvis. It has also been
found that 83% of ovarian carcinomas were associated
with an additional primary carcinoma.®

In summary, it appears that the female pelvic organs
particularly the ovaries, are a common site for cancerou:
growths. The 4 cases described here, as well as evidence
in the literature, particuiarly regarding breast carcinoma
and second primary malignancies in the pelvis, makes
essential to review the therapy of breast carcinoma.

It has been advocated by many people that bilatera
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oophorectomy should be performed in breast cancer where
there has been gland involvement.

In view of the above findings, we should like to suggest that
because of the importance of a second primary growth deve-
loping in the pelvis, total abdominal hysterectomy and bilateral
salpingo-oophorectomy should be performed in all cases of
breast carcinoma, whether glands are present or not, in those
patients past the child-bearing age.

If glands are involved this radical treatment should be
employed no matter what the patient’s age. If no glands are
involved and the woman wishes to have further children, the
surgeon would have to ‘stay his hand’.

This would appear to be rather radical treatment, but we
feel in retrospect that in at least 3 of the patients described,
this would definitely have been justified.

Although there is no definite evidence, the ovaries and
breasts appear to be under the influence of abnormal
oestrogenic activity. This may have a bearing on the high
incidence of associated breast and ovarian cancer.

There appears little reason for leaving the uterus and
tubes in patients who have had both ovaries removed,
particularly in view of the above evidence.

Radiological destruction of the ovaries has no place
because of its association with future malignancies. The
organs are also still present in the pelvis and may develop
secondary malignancies.

SUMMARY
Four cases of muiticentric carcinoma are presented with
particular reference to the association of breast carcinoma
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and carcinoma of the female genital organs.

The high incidence of carcinoma of the female genitalia
following breast carcinoma is discussed.

Total hysterectomy and bilateral salpingo-oophorectomy
are advocated in most cases of breast carcinoma.

It is interesting to note that in all the cases of ovarian
carcinoma described, the ovarian pathology was papillary
serous-cyst adenocarcinoma.

ADDENDUM

Since this article was prepared a fu rther 8 cases of multicentric
carcinoma have been seen by J

We are greatly indebted to Prof. O. S. Heyns for his criti-
cism, comments and advice, and to the Superintendent of the
Johannesburg Hospital for allowing us to use the cases
described.

Our thanks are also due to Mr. J. I. van Niekerk for his
assistance with microphotography.
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