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First-line treatment of metastatic breast cancer
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Although metastatic breast cancer is an incurable dis-
ease, chemotherapy has had an impact on survival since
the use of anthracycline drugs has become widespread.
The optimal time for chemotherapeutic intervention for
disseminated disease is in the first-line setting, but opti-
mal treatments vary amongst patients, and the treatment
must be chosen after consideration of the characteris-
tics of the patient and the disease. Amongst the new drugs
which have been used in the treatment of metastatic breast
cancer, vinorelbine and the taxoids, docetaxel (Taxotere®)
and paclitaxel (Taxol®), challenge monotherapy with
anthracycline drugs, and even combination therapies, with
regard to the response rate obtainable. In five multicentre
phase Il trials, the response rate to docetaxel, 75 or 100
mg/m?, given intravenously over 1 hour every 3 weeks,
varied from 38 to 68%, with a median survival of 16.4
months across all studies. Good performance status and
treatment with the higher dose improved response rates,
though these effects were not statistically significant.
Docetaxel has proved to be a highly active monotherapy
for metastatic breast cancer in the first-line setting.
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Introduction

Since metastatic breast cancer remains an incurable
disease, the aims of chemotherapy for metastatic dis-
ease are palliation of symptoms, improved quality of
life, and disease regression. These aims may correlate
with response to treatment [1—4] but it is always im-
portant to balance the efficacy of the treatment against
its toxicity.

Chemotherapy is not the treatment of first choice
for all patients who have relapsed after adjuvant
therapy, or have been initially diagnosed with meta-
static disease. Candidates for chemotherapy include
patients with:

* oestrogen and/or progesterone receptor-negative
tumours;

* disease refractory to hormonal therapies;

a short disease-free interval after adjuvant therapy;

rapidly progressive disease;

* a visceral crisis.
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It is difficult to prove that there has been prolonga-
tion of survival with the use of chemotherapy in meta-
static breast cancer. The MD Anderson Cancer Center
used retrospective historical controls to look at sur-
vival of patients in the 1950s, 1960s and 1970s [4,5].
The median survival for the 1950s and 1960s, before
the widespread use of chemotherapy for metastatic
disease was approximately 18 months, but during the
1970s when more aggressive chemotherapy became
commonplace, largely because of the development of
anthracycline drugs, the average survival increased to
24 months. These data indicate that improvements in
chemotherapy, particularly the use of anthracyclines,
may have had some impact on the overall survival of
breast cancer patients.

Amongst those patients who are candidates for
chemotherapy, there are prognostic factors which are
associated with responsiveness to chemotherapy and
good response duration or survival [6-8], including:
* good performance status;

* limited number of disease sites (one or two);

* prior response to hormone therapy;

* the presence of lymph node metastases.
Conversely, there are also prognostic factors which
are associated with a decreased probability of response
to chemotherapy, which include:

® prior chemotherapy;

* three or more sites of disease;

* liver metastases;

® receptor-negative tumour.

Doxorubicin therapy has the highest response rate
amongst the standard therapies for metastatic breast
cancer, with response rates from 43-54%. The other
commonly used therapies have lower response rates,
with a 36% response rate for cyclophosphamide, 28%
for 5-fluorouracil, 26% for methotrexate, and 25% for
melphalan [6]. The optimal place in which to test new
agents for chemotherapy is in first-line treatment for
metastatic disease, and several new agents, other than
docetaxel (Taxotere®), have been introduced into this
setting in the past decade (Table 1).

Vinorelbine and the taxoids challenge doxorubicin
with regard to the response rate achieved. The re-
sponse rate for paclitaxel given in Table 1 is derived
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Table 1. Single-agent chemotherapy in the first-line set-
ting: agents introduced in recent years

Table 2. Combination chemotherapy in the first-line setting

Regimen Trials Evaluable Overall Time to Survival

Overall (n) patients (n) response progression (months)
Drug response rate (%) References rate (%) (months)
Paclitaxel 30-62 [9-15] CMF 7 434 30-62 6-8 16-20
Vinorelbine 37-60 [4,16-18] CAF 8 709 43-82 9-12 18-26
Edatrexate 34-41 [19,20]
Gemcitabine 18-40 [21-23] CMF, regimens including cyclophosphamide, methotrexate and 5-

from results obtained with the various doses (135-
250 mg/m?) and schedules (3-96-h i.v. infusion) which
have been used in different studies. The lower re-
sponse rates are generally from those studies which
have used lower doses (135 mg/m?) and shorter infu-
sion durations (3-h), whereas higher response rates
derive from studies using higher doses (225-250 mg/
m?) given over longer periods (24-96-h).

Combination chemotherapies are often used in the
first-line setting, and results for the two most
commmonly used combinations are shown in Table 2
[61.

Docetaxel has been studied as first-line monothera-
py in metastatic breast cancer in five multicentre studies
involving 209 women in North America and Europe,
the results of which will be summarized in this re-
view.

Methods

The entry criteria for all of these phase II studies were
standardized and all the women recruited had pro-
gressive metastatic disease more than 1 year after the
end of adjuvant therapy, and bidimensionally meas-
urable lesions. All responses were reviewed by an
independent panel. As well as the 209 women re-
cruited into trials of first-line chemotherapy, eight
patients were included from a phase II study which
involved mainly second-line therapy. The patient char-
acteristics for these studies are shown in Table 3.
Adjuvant chemotherapy had been used in about 50%
of these patients, and the majority of these regimens
had contained an anthracycline. About 40% of patients
had three or more organs involved in metastatic dis-
ease, and 75% had visceral involvement. The dose
used was 75 mg/m?in 46 evaluable patients, and
100 mg/m?in 142 evaluable patients.

Docetaxel was infused at a dose of 100 or 75 mg/
m? as a 1-h infusion in an outpatient setting, and cy-
cles were repeated every 3 weeks. The lower dose of
75 mg/m? was the starting dose used in one study
[24], and was used in one cohort of patients in a sec-
ond study [25].
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fluorouracil; CAF, regimens including cyclophosphamide, doxorubicin
and 5-fluorouracil.

Table 3. Patient characteristics: first-line treatment with
docetaxel

Initial dose 100 mg/m? 75 mg/m?
n=>54 (%) n=>55 (%)
Age <50 years 40 46
Performance status 0-1 84 84
Adjuvant chemotherapy
No 49 51
Yes 51 49
Anthracyclines 38 40
Organs involved
<2 57 62
>3 43 38
Metastatic sites
Visceral 75 78
Lung 36 33
Liver 44 51
Non-visceral 25 22
Bone 45 49
Results

The overall response rate with docetaxel, 100 mg/m?’,
given over 1-h was 61% and varied from 68% in two
first-line European Organization for Research and
Treatment of Cancer (EORTC) studies, to only 38% in
the group of eight patients from a predominantly sec-
ond-line EORTC study. The overall response rate for
patients given 75 mg/m?as the initial dose was 48%.
These results are shown in Table 4. Responses were
not significantly affected by age, by high organ in-
volvement, or by visceral involvement, as shown in
Table 5. Patients with good performance status did
somewhat better than patients with poor performance
status, especially at the lower dose, and patients given
the higher dose had a higher response rate than those
given the lower dose, but this was not statistically
significant. Response was not affected by prior adjuvant
chemotherapy received. The median duration of re-
sponse was 8.3 months (range 2-22.8+), median time
to disease progression was 4.9 months (range



Table 4. Response: first-line treatment with docetaxel

Institution CR PR
(evaluable patients) (n) (n)

CR + PR
(%, 95% ClI)

Initial dose

75mg/m?  NCI-C (15) [25] 5 40 (16-68)
EORTC (31) [24,26] 12 52(33-70)
100 mg/m?  EORTC (8) [27) 2 38(8-75)

MSKCC (34) [28]
NCI-C (32) [25]

EORTC (31) [29]
EORTC (37) [30]

17 56 (38-79)
16 56 (44-79)
16 68 (49-83)
23 68 (50-82)

NONN = A

NCI-C, National Cancer Institute of Canada; MSKCC, Memorial Sloan-
Kettering Cancer Center; EORTC, European Organization for
Research and Treatment of Cancer; CR, complete response; PR,
partial response; Cl, confidence interval.

Table 5. Response by subgroup: first-line treatment with
docetaxel in evaluable patients

Initial planned 75 mg/m? 100 mg/m?
dose (n=46) (n=142)
Reponse rate (%) Response rate (%)

Age

18-49 years 52 66

250 years 44 57
Organs involved

<2 59 60

23 29 63
Visceral disease 49 58
Target lesions

Liver 45 60

Lung 58 26

Soft tissue 44 64
WHO performance status

0 50 66

1 53 62

2 33 56

WHO, World Health Organization

0.2-22.8+), and median survival was 16.4 months
(range 0.2-24.1+).

Conclusions

The response rates for docetaxel, at the recommended
dose of 100 mg/m?, challenge the responses seen with
standard therapies, and illustrate the impressive activ-
ity of docetaxel in patients with multiple organs in-
volved in metastatic disease, and in patients with vis-
ceral disease. These results support the contention
that docetaxel is a highly active first-line monotherapy
for patients with metastatic breast cancer, regardless
of prior adjuvant chemotherapy received, whether

First-line treatment of metastatic breast cancer

cyclophosphamide, methotrexate, fluorouracil-based
or anthracycline-based.
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