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INTRODUCTIDN

Progress in two areas of clinical research provided us with arguments to
start a multi-center randomized trial 1982 in breast-conserving therapy in
the Uppsala/Urebro health care region, Sweden. On one hand, the early out-
comes of screening showed a marked shift towards detection of small tumours
without nodal metastases (15). On the other, empirical evidence (6é) and two
randomized trials (4, 17) strongly supported the hypothesis that breast-con-
serving therapy - at least in breast cancer stage I - give the same survival

rates as procedures implying a mastectomy.
THE CW-1 TRIAL

When the trial on breast-conserving therapy was planned, it was known that
at least three other studies (8, 12, 16) was under way to produce more data
on the comparability between mastectomy and different breast preserving tech-
nigues. The trial was therefore designed as an explanatory experiment to
study if a standardized surgical sector resection (3) with meticoulus control
of tumour radicality and axillary dissection can bring the local recurrence
rate down to an acceptable level even without postoperarive radiotherapy
(Fig. 1). Only women with tumours < 20 mm without axillary metastases are
eligible for the study. Local tumour radicality is controlled with peroperat-
ive radiography of the specimen and with histopathological examination of the
margins. Statistical power calculations with 90% study power and 5% signifi-
cance level (two-tailed test) resulted in a total sample size of 360 patients
to be able to detect a local recurrence rate of 15% in the non-irradiated
women, assuming that women the control group have a local recurrence rate of
about 5% (1). In November 1987 altogether 307 women were randomized into the

trial.
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Mammogram: tumour well-defined,
unifocal, with diameter <20 mm

b

Clinical protocol: sector
resection + axillary dissection

l

Histopathology: free margins,
unifocal, no metastases

|
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XRT to remaining Na XRT
breast 54 Gy/5 weeks

Figure 1. The CW—? pFotocol for TO_,'apNOM0 cancer.
XRT=radiation therapy.

Evaluation of the cosmetic result

Evaluations of the cosmetic result and of the psycho-social adjustment
after breast-conserving therapy were coupled to the CW-1 trial. The cosmetic
result was assessed by a mailed questionnaire to 285 women treated with
sector resection for benign and malignant breast disease (9). The investi-
gation has two special features as compared to other studies in the litera-
ture: Firstly, the result was evaluated on the basis of the women’s own
opinion, which presumably is the important one if the cosmetic result has any
importance for the quality of life. Secondly, women treated for lesions that
mammographically strongly suggested a breast cancer, but postoperatively was
proved to be benign histopathologically were included. We wanted to know if a
sector resection gave cosmetic results that were acceptable also to women

where the surgery was only diagnostic.

The overall result was favourable: 96.5% of the patients found the new
appearance of the breast very good (30.7%), good (44.0%) or acceptable
(21.8%). The rate of reported side effects was so low that the importance of
single explanatory variables must be interpreted cautiously. The influence of
variables such as demographic background data and variations in the treatment
on the satisfaction with the cosmetic result was investigated with multivari-
ate statistical analysis. The outcome for three of the main result variables

are displayed as odds ratics in Table 1, where an odds ratio significantly
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>1.0 for a certain background factor means a risk to have a more unfavourable
result when the background factor was present. The main finding was that it

is possible to perform a local radical operation that is highly acceptable to

the woman from a cosmetic point of view.

Table 1. Odds ratios and 95% confidence intervals for having a less

favourable cosmetic result (OR>1), when a certain background factor

was present.

Result variable Background factor OR C.I. 95%
What do you think Gainfully employed 2.3 (1.4 -~ 3.7)
of the appearance of Benign or ca in situ
the treated breast? (vs malignant) 2.1 (1.3 - 3.4)

Curvilinear incision

(vs radial) 1.8 (1.1 - 3.2)

Has the changed Preop. anxiousness about
appearance of the the cosmetic result 3.3 (1.5 - 7.1)
breast been a psycho- Tumour in medial part
logical strain for you? of the breast 2.2 1.1 - 3.9)
Have your sexual Tumour in medial part
relations changed of the breast 4.0 (1.5 - 10.6)

since the operation?

Psycho-social adjustment

The psycho-social adjustment was measured in an interview study designed
to compare the outcome after breast-conserving treatment and after modified
radical mastectomy (10). 99 women participated and the interviews were sched-
uled 4 and 13 months postoperatively. The interviews were semi-structured and
based on the Social Adjustment Scale (SAS) and two additional scales on

anxiety, depression and adjustment to a normal sexual relationship.

The SAS

between the groups concerning adjustment to work,

inventory revealed no statistically significant differences
family and social 1life,
sexual relationship, and parental role. The SAS interview also implies that
the interviewer at the end of the meeting with the women rates for his/her
opinion of the women’s adjustment. In the interviewer’s rating there was a
trend for the conservatively treated women to do better, as is shown in Table
2. The same trend was discerned in the scales for anxiety, depression and
adjustment to a normal sexual relationship. The differences were small,

however, and the main conclusion is that larger studies with longer follow-up
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are needed to reveal if there are any clinically important differences
between the groups. These findings agrees with the similar studies publisheq
so far (5, 7, 11, 13, 14, 18), which bave found a less damaged body image and
better appraisal of the cosmetic result among women with a preserved breast,
but not any striking differences in other aspects of psycho-social adjust-

ment.

Table 2. Mean scores in the interviewer’s rating in the SAS protocol of the
psychosocial adjustment 13 months postoperatively for women treated
with mastectomy or breast-conserving therapy. The scale ranges from
1 to 7, where 1 and 2 are normal or near normal, and 5 or more is a
disturbance which the women is unable to manage on her awn.

Mastectomy Breast-conserv.
Adjustment n mean score N mean score  t-test
to (sb) (sD) p value

(two-tailed)

Work 59  1.73(0.57) 37 1.62(0.51) 0.32
Social and
leisure
activities 59  1.74(0.63) 37 1.67(0.50) 0.58
Marriage 43  1.40(0.65) 25 1.31(0.39) 0.49
Sexual
relationship 43 2.34(1.65) 23 2.71(1.75) 0.41

Rationale for new studies

Several factors encouraged us to continue our investigations in breast
conserving therapy: The publication of the NSABP protocol B-06 (8)
strengthened our hypotheses in the CW-1 protocol. The NSABP study showed that
mastectomy and conservative procedures combined with systemic adjuvant treat-
ment when nodes were positive produced equal results concerning survival in
tumours up to 4 cm in diameter with or without axillary involvment. The
postoperative irradiation in breast-conserving therapy lowered the rate of
local recurrences, but did not influence over all survival. The results of
the NSABP study show that the local recurrecne rate after breast-conserving
operation is high without radiotherapy - but a non-standardized surgical
technique was used. It might be argued that the method required in the CW-1
protocol ~ using well-defined anatomical landmarks and meticolous control of
the local radicality (3) - can prevent local recurrences more efficiently.
Furthermore, the early results on cosmetic outcome from our study were
encouraging and the findings in the study of psycho-social adjustment dis-

cussed above raised new interesting questions to be studied. Finally, the
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randomization into the CW-1 study was steady over time (Fig. 2) and control
of patient-log in the participating centers was good, 74% of all eligible
patients were randomized up to October 1986 as is shown in Table 3. Thus, a

new protocol have been introduced under 1987: the CW-2 protocol.
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Figure 2. Randomization into the CW-1 trial.

Table 3. Inclusion of patients in breast cancer stage I into the CW-1 trial
up to 1986-10-01.

Eligible, randomized 223
" not randomized 76
Not eligible 306
Total, pTNM, stage 1 605

THE CW-2 PROTOCOL

The protocol (2) is parallel to the CW-1 study, with the only principal
difference that women with breast cancers 21-30 mm in diameter are randomized

into the trial. Still, only women with histopathologically negative nodes are
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included. Power calculations were made on the same assumptions as for the
CW-1 trial, but a one-tailed test of significance was now accepted, since
data from the literature unequivocally points to the conclusion that posf—
operative radiotherapy cannot increase the rate of local recurrences during

the first five years of follow-up. A total of 200 evaluable patients is

needed.

The CW-1 and CW-2 protocols will in the future give us a range of data to
evaluate many important aspects of breast-conserving therapy: We will be able
to investigate the local recurrence rate in relation to surgical margins in
the specimen, to histopathological characteristics of the primary tumour, and
to the radiotherapy. It will help us to reveal the natural history of the
multicentric lesions that inevitably will be left behind in the breast in a
proportion of cases. Cosmetic and psycho-social viewpoints can be further
studied. In the long run, late effects of the radiotherapy can be studied in

the two protocols combined.
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