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Thirty eight women with recurrent breast carcinoma involving chest wall and/or regional lymph
nodes after surgery with or without systemic therapy were treated with radiation between 1979 and
1986. Among them, 5 patients were excluded from analysis because of incompiete treatment.
The median follow up of survivors was 30 months (randged 1-79 months). Fifteen (45%) patients
had their disease confined to the chest wall and eighteen patients had lymph node involvement
as some of their locoregional recurrent disease. Within 36 months after the initial treatment, 87
% of recurrences manifested themselves. All patients had radiotherapy to at least the site of
involvement. In 8 patients, recurrent tumors were treated with complete excision followed by
radiation. Of the remaining 25 patients, 18 (72%) had complete response (CR) following radiother-
apy. The actuarial 3-year survival of all patients following locoregional recurrence was 50%.
Three year survival was 24% in those 25 patients who had recurrences within 24 months of the
initial treatment. For those 8 patients whose recurrences occurred after more than 24 month
disease free interval, the 3-year survival was 100%. For those patients with recurrences confined
to chest wall alone, 3-year survival was 57%. The patients who had lymph node involvement as
part of their locoregional recurrences had a 43% 3-year survival. The majority of them developed
distant metastases. Those patients who had a CR showed 63% 3-year survival. On the other hand,
1 year survival was only 33% for those patients who had a less than CR. Three patients developed
carcinoma of the contralateral breast following radiotherapy. Three year survival following loco-
regional recurrence was 40% for patients whose initial treatment for their primary breast car-
cinoma was surgery and adjuvant systemic therapy. For those patients whose primary breast
carcinoma was treated by surgery alone, the 3-year survival following locoregional recurrence
was 71%. In patients who had subsequent recurrence after radiotherapy, the actuarial survival
was 25% at 2 years.
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INTRODUCTION

A significant proportion of breast carcinoma
patients treated with mastectomy will ultimately
present with recurrent tumor involving the chest
wall and/or the regional lymph node areas as the
first sign of relapse. Donegan et al* reported chest
wall recurrence as the first sign of relapse in 80 out
of 704 patients undergoing a radical mastectomy.
Fisher et al® reported loco-regional recurrence as
the first evidence of relapse in 10.4% of 654
patients treated with radical mastectomy.

* This work was partly supported by 1988 SNUH Research
Fund.

The role of radiotherapy in the treatment of
isolated loco-regional recurrence of breast car-
cinoma after mastectomy is quite important. Aber-
izk et al® have reported 42% of 5 year actuarial
probability of local control after treatment. Janjan
et al? have pronounced 65% of loco-regional
contol, Deutch et al® have reported 78.5% of com-
plete response rate. Donegan et al¥ and Haagen-
sen et al®, both recommended radiotherapy as the
treatment of loco-regional recurrence.

However, 5 year survival was less than 12% in
both series. Bedwinek et al™® and more recently
Deutch et al® have reported 5 year survival of 36%
and 34.6%, each. And they have emphasized the
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importance of agressive radiotherapy in the man-
agement of loco-regional recurrent breast car-
cinoma.

In this report, we review our experiences in
treating patients with loco-regional recurrence
after mastectomy. The purpose of this study is to
assess more fully the results of radiotherapy with
respect to local tumor controt and overali survival.
In addition, we analyze the patterns of failure after
radiotherapy in an attempt to understand better the
nature of isolated loco-regional recurrence and to
identify patients who might benefit from such treat-
ment.

MATERIAL AND METHOD

Thirty eight women with locoreginal (LR) recur-
rent breast carcinoma were treated with radiother-
apy at the Department of Therapeutic Radiology,
Seoul National University Hospital between March
1979 and December 1986. Of them, 5 patients were
excluded,; two patients had incomplete treatment,
two patients because of lung metastases during
radiotherapy,and remaining one patient had been
excluded because of histology of cystosarcoma
phylloides. Therefore, 33 patients were analyzed.

Table 1. Patient Characteristics

No. of pts (%)

Stage
" 18 (55)
1A 9(27)
1B 4(12)
unknown 21( 6)
No. of axillary node
0 7 (21)
1-3 7 (21)
>4 8 (24)
unknowm 11 (34)

Table 2. Site of Recurrence

ingl . . No. of
g;r;g € No. of pts (%) Multiple sites ° &)pts
CW 15 (45} CW, SCL 3(9
SCL 3(9) CW, AX 4(12)
AX 3(9) CW, SCL, AX 2( 8l
SCL, AX 3(9)
Total 21 (64) Total 12 (36}

All patients had isolated LR recurrences of
breast carcinoma after previous mastectomy with
or without adjuvant systemic therapy. And none of
them had received radiotherapy as a initial treat-
ment. Surgical staging and axillary lymph node
status at the time of mastectomy are shown inTable
1.

The site of locoregional recurrencs were classi-
fied into three; chest wall (CW), supraclavicular
area (SCL), and axilla (AX). Twenty-one patients (64
%) had recurrent disease confined to only one site.
The chest wall was the most common site of LR
recurrence (Table 2). Twelve patients had recur-
rences involving two or more sites. The majority of
cases of recurrent tumor became evident within 2
years of mastectomy (Table 3). By 3 years, 87% of
the patients had recurrent tumor.

Therapy for the initial breast carcinoma was
surgery alone in 14 patients (42%), surgery and
chemotherapy in 14 patients, and five patients were
treated with surgery and hormonal manipulation.

The recurrences were diagnosed by excisional
biopsy in 13 patients and by incisional biopsy in 4
patients (Table 4). All the patients were treated with
radiation for their locoregional recurrent tumors. In
addition, 12 patients also received systemic therapy
either right before or after radiotherapy. In the

Table 3. Interval from Operation to Recurrence

Interval {year) No. of pts. (%) Cumulative %

<1 16 (48) 48
1-2 9 (27) 75
2-3 4 (12) 87
3-4 1(3) 90
4-5 1(3) 93
5-6

2( 6} 100

Table 4. Present Treatment

No. of pts (%)

Biopsy
no 16 (48)
excision 13°{40)
incision 4(12)
RT alone 12 (36)
RT + chemotherapy 6 (18)
RT + hormone 6 (18)
RT+ ? 9 (27)




remaining 9 patients, we have no information about
further treatment because they were referred to
other hospital soon after radiotherapy.

Of the 15 patients who had chest wall recurrence
only, 4 patients received radiotherapy to chest wall
alone and 11 patients to chest wall and lymphatic
area. Nine patients with recurrences in chest wall
and lymphatic area had irradiation of the chest wall
and lymphatic area. Of the 9 patients with recur-
rences in lymph node only, 7 had radiotherapy to
chest wall and lymphatic area and two patients
received radiotherapy to involved area only. Both
of these latter two patients received adjuvant sys-
temic therapy (Table 5).

Radiation was delivered with 6-15 MeV electron
and/or Co-60 gamma ray. Patients were typically
treated to a dose of about 5000 cQy in 25-28
fraction over 5 weeks to the chest wall and/or
draining lymph node region. Additional irradiation
of 1,000-1,500 ¢cGy was given to gross tumor sites.

RESULTS

We have reviewed the radiation response in 25
patients excluding 8 patients who had been biop-
sied completely by excision of their single recurrent
tumor. In 18 patients(72%), there was complete
diappearance of all the locoregional recurrent
tumors tollowing radiotherapy. Five patients (20%)
had a partial response. Of the 18 patients who had
a complete response, 12 had subsequent locor-

Table 5. Radiation Treatment

. Treated volume
Site (No. of pts)

CW only CW+LN LN only
CW only (15) 4 (2)* 11 (1) —
CW+LN( 9) — 9 {3} -
LN only ( 9) — 7 (4) 2(2)
* () ; No. of pts received adj. systemic tx.
Table 6. Response

Response No. of pts (%)
CR 18/25 (72)

continuous control 6/18 (33)

subsequent recurrence 12/18 (67)
PR 5/25 (20)
MR 1/25 ( 4)
NR 1/25 ( 4)

—
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egional recurrences (Table 6).

The 3 year survival after treatment for locor-
egional recurrence was 50%, 3 year NED survival
was 29%, and the 3 year locoregional control rate
was 50% (Fig. 1).

We reviewed the factors that seemed to affect
the survival. Patients whose initial therapy prior to
development of recurrence was surgery alone did
fairly well with post-recurrence 3 year survival of 71
%. Surprisingly, patients whose initial therapy was
surgery and systemic therapy had a poor 3 year
survival subsequent to recurrence (40%) (Fig. 2).
The interval from initial therapy to recurrence
affected survival. Patients whose disease recurred
after 2 year survival from mastectomy had a 100%
3-year survival in contrast to 24% for the patients
whose LR recurrence occurred within 2 years of
initial therapy (p<0.05). Survival was especially

Table 7. 3 Year Survival by Interval to Recurrence

Interval (year) No. of pts 3 YSR (%)
<1 16 20
1-2 9 32
2-3 4 100
>3 4 100
Total < 2 25 24
Total > 2 8 100

S
U
R
A
I
v
A
L
%
10
o A I\ ' L J
0 12 24 36 48 60
MONTHS
Fig. 1. Survival of recurrent breast carcinoma. The

overall 3-year survival after treatment for locore-
gional recurrence was 50%, 3-year NED survival
was 29%, and the 3-year actuarial locoregional
control rate was 50%.
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poor for patients with a recurrence within 1 year of
initial treatment (Table 7).

There was no relationship between survival and
the treatment modality after recurrence (Table 8).
Patients whose locoregional recurrence was lim-
ited just to the chest wall did fairly well with 3-year
survival of 57% and 3-year NED survival of 36%
(Table 9). Patients with recurrence in the lymph
node area did poorly with 43% of 3-year survival,
and none of them lived 3 year without evidence of
disease (Table 10).

Of the 18 patients with recurrence in lymph
nodes, 61% developed ultimately distant metas-
tases compared with 33% in isolated chest wall
recurrence group. Patients whose locoregional
recurrence was limited to lymph node area had
3-year survival of 31%. Patints with a single site of
locoregional recurrence had 50% 3-year survival
and this was not different from 3 year survival of

Table 8. Survival by Treatment

Treatment No. of pts 3 YSR (%)
RT alone 12 €2
RT + Syst. Tx 12 52

Table 9. Isolated Chest Wall Recurrence  (N=15)

Subsequent result No. of pts (%)

Recurrence
LR only 2(13)
LR + DM 1(7)
DM only 4 (26)
contralateral 1(7)

3 year NED survival 36%

3 year survival 57%

Table 10. Lymph Node Recurrence N=18
Subsequent result No. of pts (%)
Recurrence

LR only 2 (11)
LR + DM 5 {28}
DM only 6 (33)
contralateral 2(11)
3 year NED survival 0
3 year survival 43%

patients with multipie site involvement (Tabie 11).
Patients with a CR had 3 year survival of 63%,
and patients who had a less than CR did very poorly
with 1 year survival of 33%. And the latter group,
most of them died with distant metastases within 2
years (Fig. 3). The 3 year survival was 37% in

Table 11. 3 Year Survival by Site of Recurrence

Site No. of pts 3 YSR (%)
‘CW only 15 57
SCL only 3 -

AX only 3 —
Total single site 21 50
Multiple sites 12 50

All W 24 56

Al SCL 11 63

All AX 12 43

Table 12. Site of Subsequent LR Recurrence

No. of pts (%)

Within field 6 (67)
Out of field ; 1(11)
Ipsilateral not specified 2(22)
S 100 —=— OP only (n=14)
U 90 = OP + Syst.Tx (n=19)
7
5 sof (71%)
I 70r
v 60}
A 60 |
L 40F
(%) 30}
20} 0.1< p <0.6
10
0 n R : : ;
(1] 12 24 36 48 60
MONTHS

Fig. 2. Survival by initial treatment. Patients whose
initial therapy prior to development of recurre-
nce was surgery alone did fairly weil with post-
recurrence 3-year survival of 71%. Surprisingly
patients whose initial therapy was surgery and
systemic therapy had a poor 3-year survival
subseguent to recurrence (40%). (0.1 <p < 0.5).
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Fig. 3. Survival by response. Patients with a CR had a 3-
yeuar survival of 63%, and patinets who had a less
than CR did ver/ poorly with a 1-year survival of
33%. And, In _.ie latter group, all died with
distant metastases within 2 years of recurrence.
{p < 0.005).
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Fig. 4. Survival by menopausal status. Three year survi-
val was 37% in premenopausal women and 71%
in postmenopausal women at the time of recurre-
nce. {0.1 <p < 0.5)

premenopausal women and 71% in postmeno-
pausal women according to the status at the time of
recurrence (Fig. 4).

The pattern of subsequent locoregional recur-
rence was reviewed. All 9 patients failed in ipsilater-
al site; 6 patients (67%) within radiation field and 1
patient out of field. The majority of patients came to
have distant metastases with bone being the most
common site; 3 year actuarial distant metastasis
free survival was 30%.

Three patients developed tumor involving oppo-
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Fig. 5. Survival after subsequent recurrence, Twenty
patients who showed subsequent recurrence had
a 2-year survival of 25%.

site breast following locoregional recurrence. It is
not possible to state whether the confralateral
breast tumors represented metastatic involvemnt
or new primaries. However, all of them ultimately
developed other evidence of metastases (Table
13). Twenty patients who showed subsequent recur-
rence had a 2-year survival of 25% (Fig. 5).

DISCUSSION

The results of this retrospective study confirm
the conclusion of others concerning the overall
poor prognosis of locoregional recurrent breast
carcinoma. The great majority of the patients ulti-
mately develop distant metastases and die of
tumor. However, the actuarial 3-year survival in this
series is 50%. This is rather similar to the overall
5-year survival of 34.6% reported by Deutch et al
for patients with isolated locoregional recurrent
breast carcinoma®. For patients with isolated chest
wall recurrence, the 3 year survival is 57%. These
results support the aggressive treatment of locore-
gional recurrent breat carcinoma in hopes of
achieving at least long term locoregional control.

Factors associated with a relatively high likeli-
hood of 3-year survival following locoregional
recurrence were recurrence confined to the chest
wall and a long disease free interval following initial
therapy. Factors that had little, if any, influnce on
survival following locoregional recurrence were
initial treatment that did not include systemic ther-
apy and menopausal status at the time of recur-
rence. The poor survival of the patients who were
initially treated with surgery and systemic therapy
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Table 13. Contralateral Breast Carcinoma

Pt Stage Recurred site Subsequent Tx Status

1 1] AX +SCL horm. Tx* 35 Mo dead"
111B AX + SCL RT** 9 Mo dead
1B AX RT + horm Tx + chemo Tx*** 60 Mo dead

*  Hor. Tx = hormonal therapy

** RT = radiotherapy
*** Chemo Tx = chemotherapy

seemed to be related to the earlier onset of distant
metastasis.

From this retrospective review, it is not possible
to define the role of systemic therapy-in the man-
agemeni of locoregional recurrence. Although
there was no clear benefit of systemic therapy for
recurrence in this study, the systemic therapy ad-
ministered varied widely and there probably. some
selection’ factors involved in- determining who
received systemic therapy in addition to radiother-
apy. Aberizk et al® have emphasized that local
radiotherapy should not be used routinely as a
initial treatment for patient ‘who develop loco-
regional recurrence soon after mastectomy, since
these patients typically manifest systemic metas-
tasis after such treatment. Janjan et al® reported
that addition of chemotherapy produced a trend
toward improved disease free survival and irradia-
tion should be followed by elective aggressive
chemotherapy.

The question arises whether the likelihood of
freedom from distant metastasis and survival would
be improved by an increased level of local tumor
control. In a report from Chen et al® in which
somewhat higher doses of radiotherapy were used,
survival was not greatly improved. Aberizk et a®
pronounced that locoregional recurrence after
mastectomy was nearly always associated with
systemic involvement and increase in focal tumor
control would be- unlikely to resuit in improved
survival.

Neverthless, in our study, overall response rate
is 92% (CR; 72%), and 3-year actuarial locor-
egional control rate is 50%. And patients with CR
has higher survival rate than patient with PR or fess
than PR.

It must be emphasized that patients who have
locoregional recurrent breast carcinomas are at
high risk for further locoregional recurrent disease
and distant metastasis. Further locoregional recur-
rence involving the chest wall should be treated

aggressively since there have beenoccasional long
term disease free survivors following re-irradiation
and/or adjuvant systemic therapy?®.

CONCGCLUSION

We analyzed 34 patients with loco-regional
recurrent breast carcinoma treated at Department
of Therapeutic Radiology, Seoul National Univer-
sity Hospital between March, 1979 and December,
1986. Within 3 year after the initial treatment, 87% of
recurrences manifested themselves. After radiation
to locoregional recurrenttumor, the response rate
was 92% (CR; 72%). Overall 3-year survival and 3
year NED survival were 50% and 29%, respectively.

Three year actuarial locoregional control was 50
%, and 3-year actuarial distant metastasis free
survival was 30%. Favorable prognostic factors
were recurrence confined to chest wall and long
disease free interval following initial treatment.
Factors that had little, if any, influence on survival
were initial treatment (not include systemic therapy)
and menopausal status (postmenopausal women).

In conclusion, the importance of controlling
focoregional recurrent.breast carcinoma by radia-
tion cannot be overemphasized, not only because it
improves the gquality of life, but also because
patients with controlled disease displayed signifi-
cantly better survival rates. In addition, because
most of locoregional recurrent breast carcinoma

~developed distant metastasis, a combination of

aggressive local therapy and intensive multiagent
chemotherapy can alter the natural history of
patients with isolated locoregional recurrent breast
carcinoma.
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