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SUMMARY

The clinical and pathologic data of the 221 patients with breast carcinoma primarily treated in the
Servigo de Cirurgia 3 of Hospital S. Jodo from 1960 to 1979 were reviewed. The 5, 10 and 15-year survival
rates of the 215 patients with follow-up information were 63.4 %, 48.2 % and 20.2 %, respectively. Patho-
logic staging of the axilla was found to be the most important prognostic factor. Tumor size, histologic
classification and histologic grading also provided valuable prognostic information and in women
without lymph node metastases contributed to define a high-risk subpopulation. Postmenopausal women
and women less than 35-year-old had in general a more advanced neoplastic disease and a worse outcome
than the other women. The survival of patients undergoing modified radical mastectomy was similar to
that of patients submitted to Halsted radical mastectomy thus reinforcing the assumption that modified
radical mastectomy is a satisfactory alternative to the standard radical procedure.

RESUMO

Estudo clinico-Patologico de 221 casos de carcinoma da mama.

Foram revistos os achados clinicos e patologicos relativos a 221 doentes com carcinoma da mama, tra-
tados no Servico de Cirurgia 3 do Hospital de S. Jodo, de 1960 a 1979. As taxas de sobrevida aos 5, 10 ¢
15 anos das 215 doentes com follow-up foram respectivamente de 63,4 %, 48,2% e 20,2%. O estadio
patolégico dos ganglios axilares revelou-se como o factor prognéstico mais importante. O tamanho do
tumor, a classificagdo histolégica e o grau histoldgico também trouxeram informac¢des importantes para
o progndstico e, nas mulheres sem metastases ganglionares, contribuiram para definir uma subpopulacdo
de alto risco. As doentes no periodo pés-menopausa e as com menos de 35 anos de idade tinham, em
geral, na altura do diagnéstico, uma doenga neoplasica mais avancada e vieram a sofrer evolucdo pior do
que as restantes. A sobrevida das doentes submetidas a mastectomia radical modificada foi semelhante
a das doentes submetidas & mastectomia radical de Halsted, refor¢ando a ideia que a mastectomia radical
modificada é uma alternativa satisfatoria ao procedimento radical standard.

INTRODUCTION

The therapeutic approach to mammary carcinoma has
been in a state of flux since several authors began challen-
ging Halsted radical mastectomy alone or in combination
with radiotherapy as the standard procedure.!

This has led to multiple clinico-pathological studies
which have added an impressive quantity of information
but failed to define an undisputable alternative to radical
mastectomy.!> 2 The aforementioned controversy is due,
partly at least, to the heterogeneity of most of the series in
what concerns both the clinical and the pathological para-
meters of the cases.!
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It is also very difficult to compare series from centers
specialized in mammary oncqlogy with those from depart-
ments of general surgery.

We undertook the present review of all the cases prima-
rily treated in our department from 1960 until 1979 in an at-
tempt to find if some obvious shortcomings at the diagnos-
tic and therapeutic levels had significantly interfered with
the survival of the patients. We also intended to verify if it
is possible to define, in such conditions, a few reliable para-
meters which can be used as major prognostic and thera-
peutic guides.
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MATERIAL AND METHODS

The hospital charts of the 221 patients with previously
untreated, histologically confirmed breast carcinoma admit-
ted to the Servico de Cirurgia 3 of the Hospital S. Jodo
from 1960 to 1979 were reviewed. Two hundred and seven-
teen patients had unilateral breast cancer while 4 had proven
bilateral disease.

Several types of treatment reflecting different clinical
situations and different therapeutic policies were used
throughout the study period (Tables 1 and 2). Almost all
Halsted radical mastectomies were performed in the first years
while most modified mastectomies were performed in the
second half of the study period.

TABLE 1 Distribution of patients according to types
of treatment

Treatment N2 of patients
Surgery 67
Surgery + radiotherapy * 90
Surgery + chemotherapy 4
Surgery + radiotherapy * + chemotherapy 22
Surgery + radiother.* + chemother. + others ** 38
Total 221

* Orthovoltage or cobalt source

** Bilateral oophorectomy (31 patients) or hypophysectomy (2 patients) or hormonal
treatment (4 patients). One patient was submitted to a bilateral oophorectomy and,
afterwards, to a hypophysectomy.

TABLE 2 Distribution of patients according to types
of surgical procedure

NZ° of patients

Surgery Surgery + Other

Type of surgery alone therap. Total
Radical mastectomy (Halsted) 25 48 73
Modified radical mastectomy 39 92 131
(Patey, Madden)
Total (simple) mastectomy 1 3
Extended tylectomy 1 6 7
Tylectomy (excision) — 7 7
Total 67 154 221
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Figure I: Distribution of 221 patients with breast carcinoma according to age.
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Figure 2: Overall survival curve of 215 patients.

Age of patients at the time of admission was always
recorded. Menopausal status was also recorded at the time of
admission in 188 women; they were considered as perimeno-
pausal if the last period had occurred whithin the last year
and as post-menopausal if the last period had occurred more
than one year ago; perimenopausal women were grouped,
for statistical purposes, with premenopausal women.3

Tumors were classified according to size, as measured in
surgical specimens, into three groups: T;, less than 2 cm
(n=78); T, between 2 and 5 cm (n=138) and Ts, larger
than 5 cm (n=S5). Axillary lymph node involvement was
pathologically evaluated in all but 16 patients; there were 80
patients without lymph node metastases and 125 with nodal
metastases.

The microscopic slides from all cases were reviewed and
the histologic classification, as well as the histologic grading
of the tumors, were made according to the WHO
classification 4 and Bloom and Richardson * by an experienced
pathologist not aware of the clinical and follow-up data.

Estrogen receptor protein determinations were not made
in any patient.

Current follow-up information was obtained in 215
patients (97.3 % of the total). Survival curves were calculated
according to Berkson’s actuarial method.® Results are
expressed in percentage or in mean =+ standard deviation.
Chi-square method and Student’s two sided ¢ test were
used to perform statistical analysis of the results. No statis-
tical mehod was used to compare survival curves.
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Figure 3: Survival curves of 205 patients according to the presence of lymph
node metastases. Sixteen cases were excluded due to lack of information on

regional lymph node involvement.
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RESULTS

All patients were women with a mean age of 53.1x12.2
years and a range from 25 to 84 years (Fig. 1).

The 5, 10 and 15-year survival rates of the 215 patients
with follow-up data are 63.4 %, 48.2 % and 20.2 %, respec-
tively (Fig. 2).

The survival curve of patients without lymph node me-
tastases is much higher than that of patients with pathologi-
cally positive axillary nodes (Fig. 3). Within this last group
of patients the 5-year survival rate decreases as the number
of positive nodes increases (1 or 2 —63.8%; 3 or 4
—55.9%; 5 or more —19.8 %).

Patients with T; tumors have a better survival curve than
patients with T, and T3 tumors (Fig. 4).

The S-year survival rate of patients with tumors histo-
logically graded as I (93.3 %) is much better than those of
patients with tumors which were graded as II (57.4%)
or III (54.9 %).

The analysis of the pathologic parameters of the 16
patients without lymph node metastases who died during the
study period is summarized in Table 3 and demonstrates the
prognostic importance of the size and histological grading
of tumors (all patients had grade II or grade III carcinomas
and those dying within eleven years had T, tumors). On
the other hand, there are 4 women with No, T, or T3, and
grade II or grade III tumors who are alive more than six
years after the diagnosis (Table 4).

Patients less than 35 years at the time of diagnosis have a
worse survival curve than older patient (Fig. 5). Patients
ranging from 35 to 55 years have a better survival curve
than patients older than 55 years (Fig. 5). Women less than
35 years had a significantly (p<0.05) greater percentage
of cases with lymph node metastases (30.9 %) than older
patients (59.3 %). The percentages of tumors classified as T
and grade 1 were not significantly different is women less
than 35 years (41.7 % and 0.0%, respectively) and in older
patients (34.9 % and 10.9 %, respectively).

Women that were in postmenopausal status at the time
of diagnosis have a worse survival curve than pre and peri-

TABLE 3 Summary of the pathologic parameters
of the 16 patients without lymph node metasta-
ses (No) who died during the study period

Survival Grading

Age (months) Size Classification
43 10 T2 II
56 16 T2 1I
48 19 T2 111
46 22 T2 II
46 38 T2 I
62 39 T2 II

31 41 T2 I
67 61 T2 II
68 62 T2 II
53 126 T2 II
45 131 T2 II
46 142 T II
60 142 T I
56 164 T II*
54 178 T II
46 184 T n*

* Ductal invasive carcinomas with predominant intraductal component. All the other
tumors were ductal invasive carcinomas.
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Figure 4: Survival curves of patients according to the size of tumors (T} vs
T2/Ts.
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Figure 5: Survival curves of patients according to age at the time of diagnosis.

menopausal women (Fig. 6). Postmenopausal women had a
greater, though not significantly, percentage of cases with
positive axillary nodes (51.0 %) than pre and perimenopau-
sal women (33.8 %). The percentages of tumors classified as
T, or T3 and grade II or III were also greater, though not
significantly, in post-menopausal (68.6% and 90.7 %, res-
pectively) than in the other groups of women (50.1% and
84.7 %, respectively).

TABLE 4 Summary of the pathologic parameters
of the 11 patients with No, Tzor T3, and Grade
II or Grade III tumors who did not die during the
study period

Survival Grading
Age {months) Size Classification *
58 12 Ts II
46 19 T2 111
49 20 T2 I
54 22 T2 I1I
43 20 T2 II
56 29 T2 II
37 40 T2 II
57 80 T2 II
56 89 T2 II
62 101 T2 II
47 112 T2 II

* All tumors were ductal invasive carcinomas.
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Figure 6: Survival curves of patients according to menopausal status at time
of diagnosis. Under the description of premenopausal both pre and perime-
nopausal women were included.

The survival curve of patients treated by radical mastec-
tomy (alone or in combination with radiotherapy) is similar
to that of patients submitted to modified radical mastec-
tomy (alone or in combination with radiotherapy) (Fig. 7).
The mean age of women was similar in both groups
(56.6 9.8 and 55.7 +8.9 years, respectively) which also had
similar percentages of cases free of lymph node metastases
(48.1 and 50.0 %, respectively) and of T; tumors (37.9 %
and 42.4 %, respectively).

The survival curve of patients submitted to modified
radical mastectomy alone was much better than that of
patients undergoing radical mastectomy as the sole type of
treatment (Fig. 8). However, these two groups are not com-
parable, since patients submitted to modified radical mas-
tectomy had a suggestively (p<0.1) greater percentage of
cases free of lymph node metastases (100.0 %), as well as a
significantly (p <0.05) greater percentage of grade I tumors
(23.1%) than patients treated by radical mastectomy
(62.5% and 4.0 %, respectively).

The survival curve of patients submitted to radical mas-
tectomy as the sole type of treatment is worse than that of
patients undergoing this procedure in combination with
radiotherapy (Fig. 8) despite the fact that the first group
of patients had a significantly (p = 0.05) greater percentage
of cases free of lymph node metastases (62.5 %) than the
second group (36.7 %).

The 10 year-survival rate of patients undergoing radical
or modified radical mastectomy as the sole type of treat-
ment (76.6 %) is better than that of patients undergoing sur-
gery plus radiotherapy (52.5 %). However, these two groups
of patients are not comparable since patients undergoing
surgery alone had a significantly (p <0.001) less percentage
of cases with lymph node metastases (15.0 %) than patients
undergoing surgery plus radiotherapy (77.0 %).

Chemotherapy was used as the sole adjuvant therapy in 4
patients and in combination with several other therapeutic
procedures, almost exclusively after recurrences and in ter-
minal diseases, in 38 patients (Table 1).

Bilateral oophorectomy was the most frequently used
endocrine therapy (Table 1). Hypophysectomy was performed
in three patients with advanced, terminal disease (Table 5).
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DISCUSSION

The overall survival of our patients is similar to that of
patients included in the National Surgical Adjuvant Breast
Project 7 and worse than most of those reported elsewhere. 89

Although it is difficult to compare the results obtained in
such heterogenous and necessarily different series we think
that the poorer outcome of our patients depend mainly
upon the high percentage of tumors (about 63% in our
series) which had already extended beyond the limits of the
mammary gland at the time of surgery. This assumption is
supported by the similarity of the ten-year survival rate of
our patients (73.6 %) and of those of other series ”° when
the comparison is limited to cases without lymph node
metastases.

The worse overall survival in our series is also influenced
by the worse outcome of patients with lymph node metastases
in our series (10-year survival of 27.4 %) than in most of
the others in which the 10-year survival rates vary from
24.9% to 48.3%.7-1 This worse outcome probably de-
pends, partly at least, upon the relatively high percentage of
cases with 5 or more than 5 histologically positive nodes
(about 40 % of our cases with nodal metastases) and there-
fore also reflects the larger extension of the neoplastic disease
at the time of surgery.

We have confirmed the major prognostic significance of
the pathologic staging of the axilla % 1113 a5 well as the close
relationship between survival and number of metastatic
lymph nodes.”> 19

We have also confirmed the prognostic value of tumor
size and histopathologic evaluation (grading + histologic
classification) in patients without lymph node metastases.!4 15
In fact, most of the women free of regional metastases at
the time of surgery and with ductal invasive carcinomas
larger than 2 cm and graded as II or III were dead within
10-years after treatment. This finding indicates that these
parameters may be used together with skin infiltration !6
to define a so-called high-risk subpopulation of patients
with no histologic evidence of nodal involvement. It seems
that this subpopulation which fairly corresponds to those 25
to 35 per cent of patients with early or limited disease who
die within 10 years after mastectomy in almost every series % 7
would benefit from an adjuvant therapy but the discussion
of this hypothesis is far beyond the scope of the present
study.

We have observed in accordance with Goldenberg and
colleagues !7 and most other authors 2 8. 19 that survival is
low in women less than 35 years and also decreases from
age 55 onward. The worse outcome of young patients
was, however, found to be linked to a more advanced exten-
sion of the neoplastic disease and therefore, age of patients
can not be considered by itself a statistically significant prog-
nostic index like it had already been stressed in several se-
ries. 13, 14, 20, 21

The outcome of postmenopausal women was worse than
that of pre and perimenopausal women. This finding fits
the previously advanced better prognosis of those women
who are menopausal or in the immediate premenopausal
interval 3: 7 and also reflects the relatively small number of
young premenopausal women in our series.

Since we do not possess any data concerning estrogen
receptors, nor precise information about the reasons for most
oophorectomies performed in the first years of the study
period, we ignore if our results regarding the influence of age
and menstrual state on survival can be related with any spe-
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Figure 7: Sulvival curves of patients according to type of treatment.
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Figure 8: Survival curves of patients according to type of treatment.

TABLE 5 Summary of data of the three patients submitted to hypophysectomy

Age, Menopausal status Pathology Therapy Follow-up

53 postmenopausal Ty; N+ > 5 Halsted mastectomy Death (35 months)
Ductal invasive Radioth. (cobalt source) with distant metastases
Grade 11 Hypophysectomy No autopsy

46 perimenopausal Ty; N+ > 5 Patey mastectomy Death (8 months)
Ductal invasive Radioth. (cobalt source) with distant metastases
Grade 11 Bilateral oophorectomy No autopsy

Hypophysectomy

60 postmenopausal Ty; N+ > 5 Halsted mastectomy Death (13 months)
Ductal invasive Radioth. (cobalt source) with distant metastases
Grade 11 Hypophysectomy No autopsy

cial features of the tumors, namely in what concerns their
hormonal response. No conclusions can also be drawn from
the exceedingly few cases treated with hypophysectomy
or with other forms of endocrine therapy.

The survival of patients undergoing Halsted radical mas-
tectomy was similar to that of patients submitted to Patey
or Madden modified radical mastectomies. This result, toge-
ther with the finding that both groups of patients were com-
parable regarding the most important prognostic factors,
supports the assumption that modified radical mastectomy
is a satisfactory alternative to Halsted radical mastectomy
adjuvant.??

Our results also suggest that adjuvant postoperative radio-
therapy increases the survival rate. This is particularly evi-
dent when we compare the results obtained using Halsted
radical mastectomy in combination with radiotherapy since
this second group had worse prognostic indexes than
patients undergoing Halsted mastectomy alone. This finding
is in keeping with those of Chabazian and colleagues 2 and
Wallgren and colleagues 2 but contradicts most of those
reported so far in the literature.!> 2 25 26

We are aware of the fact that our series apart from being
too small lacks strict scientific requirements for bias control

and therefore does not allow any definite conclusions in
such a controversial matter.!> 2 It must be stressed, however,
that all cases submitted to Halsted mastectomy (alone or in
combination with radiotherapy) were operated in the first
half of the study period and the only bias one can disclose
from reviewing the patient charts is that radiotherapy was
generally used in those cases in which the clinical and/or
pathologic evaluation pointed to a more advanced disease.

No definite conclusions can also be drawn from the use,
in the second half of the study period, of limited surgical
procedures with or without radiotherapy and/or chemothe-
rapy due to the small size of the sample.

The good results obtained so far with modified radical
mastectomy in patients without nodal metastases reinforce
the assumption that this procedure should be recognized as
the current standard treatment in these cases.?? The ques-
tion, now, is to be able to define which of these cases
should be considered in high risk of developing a syste-
mic disease and therefore treated with adjuvant therapy. As
we have previously stressed it is possible that tumor size and
histopathologic evaluation (grading + histopathologic clas-
sification) may constitute, together with the immunological
study of the patients,?” a good therapeutic guide.
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