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Long-term remission of excessive liver metastases in a breast
cancer patient with chronic alcohol abuse using a

monotherapy with trastuzumab

Michael H. R. Eichbaum?, Andreas Schneeweiss® and Gunther Bastert®

We report on the successful treatment of a 43-year-old
breast cancer patient with excessive liver metastases and
chronic alcohol abuse. After first occurrence of hepatic
metastases, systemic and interventional therapies were
performed, and resulted in short-term partial remission.
Finally, an excessive progression of the hepatic
metastases was diagnosed. A systemic therapy with
weekly trastuzumab (Herceptin) infusions was induced and
a complete remission was achieved that is ongoing now for
over 45 months. Anti-Cancer Drugs 16:199-200 © 2005
Lippincott Williams & Wilkins.

Introduction

The prognosis of patients with disseminated liver
metastases from breast cancer is poor. A median survival
of 1-14 months after first diagnosis of hepatic metastases
is reported [1]. Breast cancer liver metastases are
considered to be less responsive to chemotherapy and,
furthermore, a relevant hepatic dysfunction often limits
the possibility of delivering standard dose regimen [2,3].

The humanized monoclonal antibody trastuzumab (Her-
ceptin; Genentech, South San Francisco, CA) is a safe and
well-tolerated agent approved for the therapy of HER2-
overexpressing metastatic breast cancer [4—-6]. Herceptin
single-agent therapies are reported to have response rates
up to 35% in HERZ2-overexpressing metastatic breast
cancer [6]. The presented case shows an excellent, long-
term remission of excessive breast cancer liver metastases
using monotherapy with trastuzumab after cytotoxic and
interventional pre-treatment. Remarkably, the reported
patient suffers from chronic alcohol abuse that is ongoing
for years.

Case report

We report on a 43-year-old patient with liver metastases
from breast cancer who presented at our clinic for further
therapy. Primary therapy consisted of mastectomy with
histological proof of a low-graded pT2 pN1b invasive
ductal carcinoma. Estrogen and progesterone receptors
were negative and an overexpression of the HERZ protein
was found (3 + by immunohistochemistry with Hercept-
est). Adjuvant chemotherapy was performed with 4 cycles
of epirubicin/cyclophosphamide (90/600 mg/m? day 1 q 3
weeks), followed by 3 cycles of a CMF regimen (500/40/
600 mg/m* day 1, 8 q 4 weeks).
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Eight months after primary therapy the first occurrence
of hepatic metastases was diagnosed. Six cycles of a
chemotherapy with gemcitabine resulted in a partial
remission with a single residual lesion of about 2cm
(ultrasound). Subsequently, two interventions of laser-
induced thermoablation therapy were performed, but
only 2 months later was a massive progression with
disseminated liver metastases detected by computed
tomography (CT) scan. Liver enzymes were significantly
elevated: CEA was at 2.6 pg/l, Ca 15-3 at 41 U/ml.

In addition to the metastatic breast cancer, this patient
was suffering from chronic alcohol abuse for several years
with a maximum of more than two bottles of wine per day.

We started systemic therapy with infusions of trastuzu-
mab in weekly applications of 2 mg/kg body weight after a
loading dose of 4 mg/kg body weight. Echocardiography
was normal at the beginning of the therapy and no
significant change occurred. Liver enzymes and tumor
marker levels normalized rapidly, and 4 months later a
complete remission of all hepatic lesions was found by
CT scan. The patient is actually in fine condition and the
alcohol consumption has decreased, but is still chronic.
The remission of the liver metastases is now ongoing for
over 45 months.

Discussion

There is increasing evidence that trastuzumab is an
effective drug in treatment regimens for HERZ2-over-
expressing metastatic breast cancer, not only in combina-
tion with cytotoxic agents, but also as single-agent
therapy in settings of chemotherapy resistance [4-7].
Several authors report successful remissions of metastatic
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breast cancer using trastuzumab single-agent therapies.
"Takahashi ez /. achieved a good clinical remission of bone
and lymph node metastases after chemo-endocrine pre-
treatment with severe myelotoxicity [8]. Rossi ez a/. found
a complete remission of symptomatic bone marrow
metastases after heavy cytotoxic pre-treatment [9].
Finally, Sawaki ez a/. present 27 pre-treated patients, but
found durable response rates only in cases with non-
visceral metastases [10].

The chronic alcohol abuse in this patient with initially
disseminated hepatic lesions merits special attention.
The possible molecular interactions between ethanol and
breast cancer cells have not yet been clearly elucidated.
Singletary ¢ a/. showed that ethanol, added in physiolo-
gically relevant concentrations, enhances cell prolifera-
tion in ER-positive breast cancer cell lines, whereas ER-
negative cell lines were not influenced [11]. Fan e 4/
found a dose-dependent increase up to 10- to 15-fold in
the transcriptional activity of the liganded estrogen
receptor (ERa) after ethanol exposure to MCF-7 and
T47D cell lines [12].

Different effects of ethanol on the growth of human
breast cancer cells were described by lzevbigie ez al. in
oitro [13]. In their experiments, stimulation of MCF-7
cells with ethanol at physiologically relevant concentra-
tions (0.3%) resulted in a significant increase of cell
growth of more than 200%. These results completed the
findings from Meng ¢ 4/ who had already reported a
significant stimulation of cell adhesion, migration and
invasion of MCF-7 cells by physiological concentrations of
ethanol [14].

Another possible interaction between ethanol and breast
cancer cells was shown by Zhu ez 4/ [15]. In an i vitro
study, the authors found an ethanol-induced alteration of
the expression of the ribosomal large subunit protein
rpL.7a in T47D cells, which could mediate transforma-
tion, tumor growth and aggressiveness in breast cancer.

Luo et al. studied the effects of ethanol on the migration
of breast cancer cells in culture, with special regard to the
erbB growth factor receptors [16]. An increased expres-
sion of erbB2, erbB3 and erbB4 after ethanol exposure
was found with a modest increase of the invasion
potential of the T47D cells studied. Interestingly,
knocking out erbBZ with anti-sense oligonucleotides

could block the ethanol-induced migration of the breast
cancer cells. Possibly, this phenomenon could in part
explain the efficacy of the trastuzumab therapy in the
presented patient.

The reported case underpins the therapeutic option of
Herceptin single-agent therapy even in settings of
massive pre-treatment and resistance to chemotherapy.
Whether the chronic consumption of alcohol influenced
the successful remission of the hepatic lesions remains
speculative.
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