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Between January, 1974 and December 1988, fifty eight patients with locoregional recurrent
breast carcinoma who did not have evidence of distant metastasis after initial treatment of surgery
with or without adjuvant chemotherapy were treated with radiation therapy. Among them, five
patients were excluded from this study because of incomplete record or incomplete treatment.

The 5-year overall survival and disease free survival from the time of locoregional recurrence
was 27% and 15% respectively. In univariate analysis of prognostic variables, the clinical stage
at initial diagnosis, recur duration,number of recurrence sites, size of recurrences, response to the
treatment, remission duration were all found to have no significant effect on survival or disease
free survial. On the other hand, menopausal status at initial diagnosis, number of positive node at
initial surgery, whether or not the use of adjuvant chemotherapy after initial mastectomy had
definite prognositc significance. In multivariate analysis of prognostic variables, remission dura-
tion, menopausal status at diagnosis, number of axillary node at mastectomy had definite
prognostic significance. On the other hand, remission duration more than 12 months,
premenopaus at initial mastectomy, less than four positive axillary lymph nodes at mastectomy
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predicted a good prognosis.
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INTRODUCTION

Local and/or regionai recurrence of breast
carcinoma is expected in about 10 to 17% of
patients initially treated by radical or modified
radical mastectomy, and it continues to represent a
significant problem in patients with operable breast
cancer undergoing mastectomy'~®. Once present,
locally recurrent disease may be relatively difficult
to control, and it present an ominous prognostic
sign, as only a small number of such patients will
remain free of disease during a sufficiently long
follow-up period*®.

This review is a retrospective analysis of
patients with breast cancer who developed chest
wall and/or nodal recurrence after radical or
modified radical mastectomy treated at Yonsei
University Hospital with either chemotherapy,

*Supported by a grant from the Yonsei University College
of Medicine (1990)

radiotherapy, or a combination of both, to evaluate
the results of treatment of gross recurrences. Prog-
nostic factors affecting patient’s survival will also
be reviewed and therapeutic implications are dis-
cussed.

MATERIAL AND METHOD

Between January 4, 1974 and December 31,
1986, fifty eight patients without evidence of distant
metastases were treated for locoregional recur-
rences of breast cancer after mastectomy. Of them,
five pateints were excluded because of incomplete
clinical record or incomplete treatment. Therefore,
53 patients were analyzed. The patient’s age ran-
ged from 31 to 73 years (mean 49). There were 26
premenopauses and 27 postmenopauses. All of the
cases were stagd according to the American Joint
Committee Staging System (1978). Treatment for
the initial breast cancer was mastectomy alone in
31 patients (58.4%). Surgery and chemotherapy in
12 patients, surgery and radiotherapy in 8 patients,
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and two patients were received surgery and radio-
therapy followed by chemotherapy. Distribution of
patients by the stage, the number of positive axillar-
y node, the treatment modalities at initial mas-
tectomy were shown in Table 1. The locoregional
area of the breast was divided into four sites: 1.
Chest wall (CW) 2. Supraclavicular Area (SCL) 3.
Axilla (AX) 4. Internal Mammary Node Area (IM).
Thirty two of fifty three patients (60.4%) had
recurrent disease confined to only one site. the

chest wall was the -most common site of locor-.

egional recurrence. Twnety one of fifty three
patiients (39.6%) had recurrent disease involving
two or more sites (Table 2). All patients were treat-
ed with radiotherapy for their locoregional recur-
rent tumor. In addition, 27 patients also recived
chemotherapy either right before or after radiation
to the chest wall either alone or in combination with
other sites. Thirty-three patients had radiotherapy
to the chest wall and regional lymph node bearing
areas and twenty patients had radiotherapy to the
involved site only. the administered tumor doses
were more than 5000 cGy/25~28 fractions in all
patients except for ten, who received lower doses
because of previous radiotherapy.

Survival was measured from the time of first
recurrence. Univariate survival distributions were
estimated using the method of Kaplan and Meier™

Table 1. Patient Characteristics

and compared with the method using the log rank
test®. Potential prognostic factors were analyzed in
a mulivariate analysis using Cox’s partially nonpar-
ametric proportional hazards model®. Bacause of
the small sample size all test were performed at the
level of 0.05 level of significance. All analyses were
performed using BMDP statistical software'®.

RESULTS

Thirty-one of 53 patients (58.4%) obtained initial

Table 2. Distribution of Locoregional Recurrence Site

Sites No. of pts (%)
Isolated single 32 (60.4%)
Chest wall 14
SCL 9
Axilla 5
Internal mammary 4
Multiple recurrence 21 (39.6%)
CW + SCL ' 8
SCL + 1M 4
SCL + AX 3
CW + SCL + AX 3
CW + AX 2
CW + IM 1
Total 53 cases

total No. of pts. 53
median age b2
median follow up 40 month
(2 -92)

menopausal state

premenopause 26

postmenopause 27
initial stage

I &Il 34

HE& IV 19
initial axillary node

0-3 24

>3 14

unknown 16
initial treatment

opP 31

OP+CT 8

OP+CT+RT 2

OP + RT 12

YUMC (1974 — 1986)

Table 3. Summary of Treatment Result

[J Response to the treatment
CR 31/53 (58.4%)

non—-CR  22/53 (41.6%)

3 Locoregional failure 29/53 (54.7%)
persistant diseae 22/53
subsequent failure 7/31

in-field 6
out-field 1

1 Distant metastasis 24/53 (39.6%)

bone 9

lung 7

brain 4

bone + brain 2

) bone + lung 2

O Overall survival
B-year survival rate 27%
B-year disease free survival rate 15%




complete response of all the locoregional recurrent
tumérs following radiotherapy. We performed an
analysis of failure among the 31 pateints who had a
second local failure after an initial complete clinical
response. Seven of the 31 pateints had a subse-
quent local failure. six of these 7 patients failed
within the radiation field (“in field"). Twenty-three of
the 53 pateints (40%) had a distant failure after
radiotherapy (Table 3). The 5 year survival after
treatment for locoregional recurrence was 27%,
and the 5 year disease free survival was 15% (Fig.
1).

We atempted to determine factors that might
influence the probability of patient’s survival. The
results of analyzing the potential prognostic factors
one at time are presented in Table 4. Menopausal
status, the number of positive axillary nodes at
diagnosis and previous chemotherapy were signifi-
cantly associated with survival from first recur-
rence. Initial stage, disease free interval, the num-
ber of recurrence sites, recur size, response to the
treatment after first recurrence, and remission
duration were not significant predictors of survival.
The relationship between each significant prognos-
tic factors and survival are shown in Fig. 2, Fig. 3,
and Fig. 4. Table 5 shows the results of analyzing
the potential prognostic factors in a multivariate
manner. Remission duration after treatment of first
recurrence, menopausal status and axillary node
condition at initial diagnosis, and recur size
continued to correlate significantly with patients
survival, but other factors no longer significant
predicators of survival.
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Table 4. Univariate Analysis of Prognostic Variables

Variables N  5—survival P-value

Menopausal status at Dx. 0.04
Premenopause 27 20%
Postmenopause 26 43%

Initial stage 0.56
I'& I 34 29%
i & 1v 19 21%

No. of positive nodes 0.006
0-3 24 46%
4 or more 13 10%

Adjuvant chemotherapy 0.008
No 39 34%
Yes 14 7%

Disease free interval 0.96
Within 2 year 36 32%
Later than 2 year 17 10%

No. of recurrence sites 0.6
Single 32 20%
Multiple 21 25%

Recur size 0.09
<2cm 17 51%
>2cm 16 19%

Response to the treatment 0.14
CR 31 34%
non—-CR 22 17%

Remission duration 0.77
< 12 mon 25 15%
> 12 mon 28 36%

P-values by log rank test
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Fig. 1. Overall and disease Free Survival.
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Fig. 3. Survival by nodal stage.
isolated locoregional recurrent breast carcinoma
DISCUSSION 13~18)

In this retrospective étudy, we have analyzed the
survival, local tumor control, failure patterns, and
prognostic factors affecting survival in patients with
isolated locoregional recurrence of breast cancer
after mastectomy. Our results indicate that these
patients have a poor prognosis similar to that noted
by other investigators®*512 The great majority of
the patients ultiimately developed distant metas-
tasis and died of disease. However, the overall
5-year survival in this study is 27%. This is rather
similar to the overall 5-year survival of 21 to 31%
reported by other investigators for patients with

Local tumor control after treatment in this study
was not found to be permanent and does not
significantly influenced patient's survival. Regard-
less of survival statistics, the importance of control-
ling tumor cannot be overemphasized, not only
becases it improves the quality of life, but also
because some authors reported significantly better
survival rates in patients with controlled chest wall
disease than those whose disease is uncontrolled.
this improvement on survival is in agreement with
the report of Chu et al*®, but was not reported by
Bedwinek et al'®. However, Bedwinek et al report-
ed 157 cases of local recurrent breast carcinoma
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Fig. 4. Survival by previous chemotherapy.

Table 5. Muitivarlate Analysis of Prognostic Variables

Variables P—value
Remission duration 0.000
Menopausal state 0.006
Axillary node 0.02
Recur size 0.03
Response to the treatment 0.1
Adjuvant chemotherapy 0.14
Initial stage 0.36
Treatment 0.45
Disease free interval 0.52
RT field 0.71
Recur site 0.83

By Cox’s Proportional Hazards Model

about 60% of patients with uncontrolied locor-
egional disease develop sympotms that markedly
impair the quality of life, so that benefit of control-
ling recurrent disease can not be stressed enough.
But we belive that increased locai tumor control in
this situation would be unlikely to result in improved
survival. Nevertherless, local tumor cntrol should
be viewed as a goal in itself since patients generally
consider the presence of cancer to be highly distur-
bing manifestation of the disease. It is not clear that
effective systemic chemotherapy will be required to
imporve the results of treatment in these patients.
The addition of systemic chemotherapy to local
therapy in the management of locoregional recur-
‘rence of breast cancer has produced variable

results. Bedwinek et al'®, Toonke! et al'®, Danofi et
al*®, and Karabali-Dalamaga et al'” have noted no
survival benefit with the addition of systemic ther-
apy. Buzdar et al'® reported a prolonged disease-
free interval from first recurrence, a decreasbed
incidence of re-reurrence, and a trend toward an
improved two-year survival with aggressive chemo-
therapy given at the time of recurrence. Although
there was no clear benefit to systemic therapy for
recurrence in this study the systemic therapies
administered varied widely and there probably
were selection factors involved in determining who
received systemic therapy in addition to rediother-
apy. At the present time, however, it is uncertain if
best results are achieved by local treatment alone,
systemic treatment alone, or combined modality
treatment. These various approaches will require
evaluation using controlled clinical trials in order to
be certain which is preferable.

The authors for the most part confirm the find-
ings of others, that is, that the chest wall is the most
common site of involvement foliowed by the supra-
clavicular region and the most important progostic
factors are the time interval to recurrence as well as
the extent (single versus multiple)'¥ and the site of
recurrence (chest wall versus nodal)*®. The authors
also found that prognosis was related to initial
treatment with those patients receiving mas-
tectomy and chemotherapy having a decreased
five-year suvival compared to those treated by
mastectomy with or without post-operative radio-
therapy. Ths finding, however, may merely reflect
patient selection and the likelihood that women
who received initial chemotherapy had more exten-
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sive nodal involvement and an overall worse prog-
nosis. We analyzed the each prognostic variables
associated with the 5-year acturial survival rate. In
univariate analysis, menopausal status at diagno-
sis, the number of positive axillary node at mas-
tectomy, and adjuvant chemotherapy after mas-
tectomy were found to aftect survival statistics
(Table 4). Interestingly, on univariate analysis prog-
nostic factors affecting survival is related to initial
tumor status at diagnosis. As a result, initial stutus
at mastectomy can predict the prognosis of local
recurrent breast carcinoma. In muiltivariate analy-
sis, remission duration after treatment of locor-
egional recurrence, menopausal statue and the
number of positive axillary lymph node at initial
mastectomy were found to affect survival statistics
(Table 5). As the current results are delivered from
a retrospective study, they shouid be interpreted
with caution, these results strongly suggests that it
is impossible that the natural history of patients with
locoregional recurrent breast carcinoma can be
altered by further local teatment, and that effective
systemic chemotherapy is required to improve the
results in these patients. Radiotherapy is a useful
palliative procedure in patients with long disease
interval. The role of radiotherapy in conjunction
with systemic chemotherapy is, as yet, undefined.
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