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CASE REPORT

High safety profile and activity of oral vinorelbine
in an elderly patient with metastatic breast cancer
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Abstract Visceral metastases of breast cancer have been
commonly treated with “aggressive” anthracyclines/tax-
anes-based chemotherapy. In contrast, this case report
concerns an elderly patient with advanced breast cancer
(pleural effusion, peritoneal carcinosis, and bone metasta-
ses) who firmly declined intravenous chemotherapy and
was treated for a long time (28 months) with oral vino-
relbine. The oral formulation of this drug had activity and a
high safety profile, enabling the patient’s wishes to be
respected.
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Introduction

For many years, the management of breast cancer has been
a major challenge for oncologists. As a result, the treatment
of advanced disease has undergone continuous evolution
not only with the aim of improving the duration of
remissions and, possibly, of survival, but also of paying
particular attention to the role of patients’ quality of life,
which cannot be underestimated. Intravenous vinorelbine,
in particular, turned out to be very suitable in this setting on
account of its efficacy in both previously treated and
untreated patients and on account of its favorable toxicity
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profile. In this regard, it is worth mentioning the experi-
ences of Romero et al. [1] who reported 60% response rate
with median survival of 17 months using vinorelbine
combined with paclitaxel, and of Vici et al. [2] who
achieved 70% response rate by combining vinorelbine with
epirubicin. However, whereas most of the new agents
developed in recent years have mainly achieved improve-
ments in terms of efficacy, toxicity still remains a problem
not completely solved. The introduction of the oral for-
mulation of vinorelbine has disclosed new and very inter-
esting perspectives: in fact, not only has it offered further
opportunities to the general population for more flexible
and suitable treatments which could result in an even
higher enhancement of the therapeutic index, but it has also
widened the possibility of tailoring appropriate treatments
to selected patient populations, for example elderly patients
or those who, for many reasons, are no longer amenable to
intravenous treatment. Pharmacokinetic data in humans
using gel-filled capsules have shown that peak plasma
levels of vinorelbine are achieved within 1-2 h after oral
administration, with a 43% availability of the parent
compound, moderate interindividual variability, and a
negligible effect of food on drug absorption. Clinical
studies comparing weekly administration of 60 mg/m? oral
vinorelbine and 25 mg/m? i.v. vinorelbine have demon-
strated very similar levels of activity of the two forms with
a toxicity profile slightly in favor of the oral formulation
[3, 4]. A study by Freyer et al. [5] with oral vinorelbine
60 mg/m?* weekly as first-line treatment of patients with
locally advanced and metastatic breast cancer yielded
response rates of 31% and progression-free survival of
17.4 months. Another study by Baweja et al. [6] carried out
on elderly patients who had received at most one prior
chemotherapy regimen for metastatic disease has shown
that oral vinorelbine 60 mg/m?, along with a good safety
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profile, is still able to induce control of the disease with a
benefit rate of 12% and a median time to progression of
4.7 months.

Case report

In November 1991, a 57-year-old woman underwent left
Madden mastectomy for infiltrating ductal carcinoma.
Post-operative staging was: pT2 N+ (six out of 22 positive
axillary lymph nodes) MO, ER+PgR+. Thus, we decided
to start adjuvant chemotherapy with tamoxifen 30 mg/daily
continuous dosing. In September 1996, the chest-CT-scan
revealed a mediastinal adenopathy (diameter 3 cm), sus-
pected of being disease progression. A bronchoscopy was
performed without histological findings. In October the
patient underwent minimal toracothomy with mediastinal
adenopathy biopsy which led to the histological diagnosis
of “lung sarcoidosis”. From 1996 to 2002, periodical
clinical and instrumental evaluations consisting of chest
X-ray and liver ultrasonography did not show any evidence
of disease. In August 2002, after 11 years of treatment, it
was decided to stop tamoxifen. In November 2005 the
patient presented dyspnea, and a chest-X-ray revealed right
pleural effusion; cytological exam confirmed “neoplastic
cells of breast cancer”. Chest-abdomen CT scan showed
right pleural effusion, peritoneal carcinosis, bilateral idro-
ureteronephrosis, and enlargement of abdominal lymph
nodes; bone-scan showed bone metastasis. Because of
progressive creatinine increase, a nephrostomy was per-
formed. Because the patient refused any intravenous
treatment mainly for fear of alopecia as possible side effect
(the patient accepted only i.v. infusion of zoledronic acid),
in December 2005 chemotherapy with capecitabine
1000 mg/m? twice daily for 14 days followed by seven
days rest was started. In April 2006, total-body CT-scan
revealed partial remission of pleural effusion and stable
disease of peritoneal carcinosis with a volume reduction of
abdominal lymph nodes.

In August 2006, after nine capecitabine cycles, evaluation
with CT-scan revealed progression of pleural effusion
(Fig. 1). The patient continued to refuse intravenous treat-
ment; therefore, we decided to start oral vinorelbine 60 mg/m2
onday 1, 8, 15,22 every 28 days. In December 2006, after 12
weekly administrations, disappearance of pleural effusion and
stable disease of peritoneal carcinosis were reported (Fig. 2).
Subsequent evaluations with CT-scans carried out in April
2007, September 2007, and May 2008 confirmed a stable
disease; also the bone-scan confirmed a stable disease even on
bone metastasis. In December 2008, total body CT-scan
revealed progression of peritoneal carcinosis and vinorelbine
was stopped. To date (March 2009), the patient has ECOG PS
0 and does not report noteworthy symptoms; moreover, during
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Fig. 1 CT-scan image of right pleural effusion before starting
vinorelbine

Fig. 2 CT-scan image of lung without pleural effusion after four
months of vinorelbine

28 months of treatment the patient did not report any serious
side effect except mild hematological toxicity (grade 2 leu-
kopenia and grade 2 anemia).

Discussion

This experience raises some very important considerations.
When planning a long-lasting therapeutic approach in an
old woman with advanced breast cancer, a series of factors
such as characteristics of the tumor, performance status,
previous treatment in adjuvant setting, co-morbidities,
patients’ considerations about convenience, compliance,
type, incidence, and severity of toxicity strongly influencing
the quality of life of patients, esthetic aspects (alopecia, i.v.
port) extremely crucial for a lady, and, last but not least,
organizational and medical-economic concerns should be
carefully evaluated and taken into serious consideration.
There are in fact situations where a soft treatment could turn
out extremely advantageous for the patients. Typical are
cases of women who, after having taken advantage of
hormone manipulations, no longer respond and show slow-
progressive, non-immediately life-threatening disease; in
such situations the availability of a drug able to achieve
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disease control and, simultaneously, strongly reduce all the
inconveniences of an heavy chemotherapy negatively
affecting quality of life seems very useful. It is unlikely,
in fact, that this could be achieved with most of the drugs
currently available for treatment of breast cancer; toxicity
risks linked with the prolonged use of taxanes (risk of
cumulative fluid retention with docetaxel, risk of cumula-
tive neurotoxicity with paclitaxel) and cardiac toxicity risks
linked to cumulative doses of anthracyclines are facts which
cannot be disregarded and which strongly limit any alter-
native therapeutic approach; at the present time, on the
contrary, oral vinorelbine seems to be the only drug meeting
all these aspects and needs.

Our case report confirms the possibility of delivering
oral vinorelbine for a long time and of controlling disease
progression with a high safety profile. This is essential for
patients who decline intravenous chemotherapy or with a
number of concurrent co-morbidities that increase the risk
of severe side effects.
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