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Lapatinib and capecitabine in a heavily-pretreated patient 
with HER2-positive metastatic breast cancer

M. S. Ahmed, Y. M. Sadiq

ABSTRACT

Introduction: Lapatinib is a dual tyrosine 
kinase inhibitor of both epidermal growth 
factor receptor (EGFR) and human epidermal 
growth factor receptor type 2 (HER2 or ErbB2). 
It is approved in combination with capecitabine 
for the treatment of HER2-receptor positive 
advanced or metastatic breast cancer (MBC) that 
has progressed on trastuzumab therapy. Case 
Report: A 49-year-old lady, who was previously 
treated for right sided breast cancer, presented 
to the National Centre of Cancer Care and 
Research in Qatar with local recurrence and 
multiple metastases to the liver. Her disease 
progressed within one year of diagnosis despite 
lumpectomy and adjuvant chemotherapy. 
For unknown reason, she was not offered 
adjuvant radiotherapy. HER2-receptor analysis 
was not available back in her home country 
and was not accessible for the patient either. 
The recurrent disease treated with modified 
radical mastectomy. Surgery was followed by 
two cycles of Carboplatin and Vinorelbine at 
first then shifted to a combination of Paclitaxel 
and Trastuzumab when Her-2 receptor 
analysis came as 90% positive, and followed 
by maintenance monotherapy of Trastuzumab 
for eight cycles. The patient progressed with 
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brain metastases that were treated with whole 
brain irradiation followed by Lapatinib and 
Capecitabine combination therapy for a period 
of 12 months. Conclusion: Based on this case, 
medical oncologists would realize the effectivity 
of lapatinib plus Capecitabine to treat patients 
with metastatic breast cancer, mainly those with 
brain metastases, but also to provide stability 
of other soft tissue metastases. Lapatinib based 
therapy achieved an excellent control of the brain 
metastases despite interruption of treatment 
for two months; a response that is translated 
into prolonged overall survival and or time to 
progression.
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INTRODUCTION

Lapatinib is a dual tyrosine kinase inhibitor of both 
epidermal growth factor receptor (EGFR) and human 
epidermal growth factor receptor type 2 (HER2 or ErbB2) 
[1–3]. It is approved in combination with capecitabine 
for the treatment of HER2- receptor positive advanced or 
metastatic breast cancer (MBC) that has progressed on 
trastuzumab therapy [4].
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CASE REPORT

A 49-year-old female was diagnosed with infiltrating 
ductal carcinoma of the right breast in May 2006. The 
patient underwent lumpectomy and histopathology 
showed T2N1M0 with ER-ve, PR-ve but no HER2- 
receptor analysis was available for the patient. Surgery 
was followed by six cycles of adjuvant chemotherapy with 
AC (doxorubicin and cyclophosphamide). She received 
no radiotherapy at that time. In February 2007, the 
patient presented to our center with right breast lump 
associated with palpable right axillary mass that were 
radiologically and pathologically confirmed to be a local 
recurrence with liver metastases. She underwent radical 
mastectomy with axillary clearance. The tumor measured 
3x2 cm, and 13 out of 13 lymph nodes were involved. 
Histopathology showed infiltrating ductal carcinoma, 
grade 2, T2N3M1, ER-, PR-, HER2- testing was sent 
abroad, so the patient began carboplatin and vinorelbine. 
In May 2007, a CT scan showed progressive disease with 
dorsal spine metastasis in addition to the liver metastasis 
and HER2- was received as 90% positive; accordingly, 
therapy was changed to trastuzumab, paclitaxel, and 
zoledronic acid. The patient showed clinical improvement 
with a decreasing CA 15-3 and stable disease by CT scan. 
She completed 8 cycles of chemotherapy and continued 
on maintenance trastuzumab therapy. After single-agent 
trastuzumab for 8 more cycles, she developed right-sided 
weakness with generalized tonic-clonic seizures. She 
was confirmed to have brain metastasis and was given 
a course of palliative whole brain irradiation, which 
completed in April 2008. She also started lapatinib 1250 
mg/day and capecitabine 2000 mg/m2/day in March 
2008. By mid-October 2008, lapatinib treatment was 
interrupted due to its unavailability, and the patient was 
kept on capecitabine with resumption of trastuzumab 
to sustain the clinical and the biochemical response 
achieved with lapatinib (Graph 1). In December 2008, 
lapatinib was resumed with capecitabine, trastuzumab, 
and zoledronic acid. While on lapatinib, CT scan re-
assessment demonstrated dis-appearance of the brain 
metastases (Figure 1) and stable metastatic lesions in the 
liver (Figures 2 & 3).

In April 2009, the patient progressed with recurrence 
of multiple brain metastases. She became severely weak, 
aphasic, and dysphagic. The patient was then admitted 
for palliative supportive care. After improvement of her 
general condition, she was to start bevacizumab and 
topotecan, which was unavailable at that time; meanwhile 
the patient was kept on bevacizumab and vinorelbine. 
In June 2009, the patient changed to bevacizumab and 
topotecan until she died in October 2009.

DISCUSSION

Most studies in the literature show a time to 
progression (TTP) for patients with MBC treated with 
lapatinib of approximately 6 to 8 months. In a previous 
study, the median TTP with lapatinib and capecitabine 
was 8.4 months compared to single-agent capecitabine, 
which showed a median TTP of 4.4 months [5]. In another 
phase III randomized comparison in women with MBC 

Graph 1: This linear graph is showing the decline of CA 15-3 
tumor marker against time as an evidence of disease response 
to lapatinib plus capecitabine.

Figure 1(A and B): Complete remission of Brain metastases 
while on Lapatinib treatment (A) March 2008 CT scan Head 
(B) February 2009 CT scan Head.

Figure 2(A and B): Stable hepatic metastatic lesions while on 
Lapatinib treatment (A) February 2008 CT scan, upper sections 
(B) April 2009 CT scan, upper sections.

Figure 3(A and B): Stable hepatic metastatic lesions while on 
Lapatinibtreabnent (A) February 2008 CT Abdomen, lower 
sections (B) April 2009 CT Abdomen, Lower sections. 
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that had progressed on trastuzumab, the median TTP 
in the lapatinib and capecitabine arm was 27.1 weeks 
compared to the single-agent arm of capecitabine with a 
TTP of 18.6 weeks [6]. 

This case is unique because lapatinib was given for 
one year with very good tolerability and almost no side 
effects [7]. Moreover, during treatment brain disease 
control and visceral “hepatic” disease stability confirmed 
radiologically (Figures 1–3) in addition to the reduction 
and later on plateauing of CA 15-3 levels (Graph 1). There 
was a 2-month period when lapatinib was unavailable and 
treatment was interrupted. If lapatinib was continuously 
available, the outcome might have been positively 
different. Beside if treatment with lapatinib started earlier 
than or as combined with trastuzumab, when patient was 
first discovered to have metastatic disease, the disease 
course might have been a better one [8]. 

In this case of aggressive heavily-pretreated MBC, 
the use of Lapatinib for almost 14 months (including 
two months of interruption) was associated with 
favorable tolerability and disease stability. Continuity 
of treatment is a pre-requisite, especially with such 
aggressive and rapidly progressive cancers. An upfront 
modality of anti-HER-2neu combination were under 
investigation that time [9], although it could have been 
an option; as with the recent hope of Trastuzumab and 
Pertuzumab combination[10]. This alerted us to explore 
trial or experimental agents with clients who are still in a 
good performance status to proceed with chemo and or 
targeted therapies. Finally, genetic expression profiling 
[11, 12] and biological subtyping [13] would have been a 
helpful option for this patient but likely the availability 
of samples and facilities to process them was an issue to 
hinder it. 

CONCLUSION

With all current advances in the treatment of breast 
cancer, the latter still ranked second among other 
malignant disorders as a cause of mortality and morbidity. 
Large scale phase-3 and phase-4 trials are ongoing to 
search for an effective, safe, and convenient therapies to 
tackle this debilitating cancer. Lapatinib plus capecitabine 
have been proved as an excellent option to treat patients 
progressed with brainmetastases after they failed other 
chemotherapies, hormonal therapies, and Radiotherapy. 
The aforementioned regimen has confirmed a response 
in term of time to progression and overall survival. This 
case presented an evidence of response to lapatinib based 
combination even after interruption of treatment to the 
extent of providing stable disease for other soft tissue 
metastases. Considering its safety profile and convenient 
route of administration, further studies have to explore 
the efficacy of lapatinib in combination with other 
chemotherapy agents or Her-2 receptors’ antagonists in 
treating metastatic breast cancer with brain metastases 
or even other soft tissue metastases. 
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