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Introduction
Breast cancer is one of the most prevalent malignancies worldwide, 

with a significant number of patients developing metastasis during 
the course of the disease. HER2-positive breast cancer, characterized 
by the overexpression of the human epidermal growth factor receptor 
2 (HER2), accounts for a substantial subset of breast cancer patients. 
These tumors tend to be more aggressive, with a higher likelihood of 
distant metastasis compared to HER2-negative breast cancers. Among 
the various sites of metastasis, the brain is a particularly challenging 
and crucial location due to its impact on patient prognosis and quality 
of life. Brain metastases in HER2-positive breast cancer patients 
are associated with poor survival rates and significant neurological 
morbidity, making early detection and treatment essential. Magnetic 
resonance imaging (MRI), coupled with advanced imaging techniques 
such as magnetic resonance spectroscopy (MRS), has become a pivotal 
tool in evaluating brain metastases. This article explores the role of MRI 
and MR spectroscopy in assessing brain metastasis in HER2-positive 
breast cancer, highlighting their diagnostic and prognostic significance 
[1].

Brain Metastasis in HER2-Positive Breast Cancer

Brain metastasis is a common complication in patients with 
HER2-positive breast cancer. It is estimated that up to 30-40% of 
patients with advanced HER2-positive breast cancer will develop brain 
metastases, a figure that is significantly higher compared to other breast 
cancer subtypes. Brain metastases in HER2-positive breast cancer 
are typically diagnosed at later stages of disease progression when 
the cancer has disseminated beyond the primary tumor site. These 
metastases are often multiple and can be located in various regions of 
the brain, including the cerebrum, cerebellum, and brainstem. Due to 
the blood-brain barrier, the management of brain metastases can be 
complicated, as many systemic therapies do not effectively penetrate 
the central nervous system (CNS). This has led to a greater emphasis 
on imaging technologies that can facilitate early detection and assist 
in guiding treatment decisions [2]. The clinical presentation of brain 
metastasis can vary depending on the location and size of the lesions, 
with symptoms such as headaches, seizures, focal neurological deficits, 
and cognitive changes being common. Given the adverse impact of 
brain metastases on patient outcomes, precise imaging techniques are 
essential for diagnosing brain metastasis early, evaluating its extent, and 
monitoring therapeutic responses [3].

Role of MRI in Brain Metastasis Detection

Magnetic resonance imaging (MRI) is the gold standard imaging 
modality for detecting brain metastasis in HER2-positive breast cancer 
patients. MRI is highly sensitive for identifying both small and large 
brain metastases, providing detailed anatomical images of the brain. The 
superior soft-tissue contrast of MRI allows for the clear visualization of 
brain lesions and differentiation from other brain abnormalities, such 
as primary brain tumors or benign lesions. Typically, brain metastases 
appear as well-defined, enhancing lesions on post-contrast T1-weighted 
images, reflecting the presence of disrupted blood-brain barrier 
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integrity. On T2-weighted and FLAIR (fluid-attenuated inversion 
recovery) images, brain metastases may appear hyperintense, helping 
to identify both the tumor itself and the surrounding edema. Contrast-
enhanced MRI with gadolinium is particularly useful in assessing the 
size, location, and number of metastatic lesions, as well as evaluating 
the effect of treatment. Gadolinium contrast agents highlight areas 
of active metastasis by improving the differentiation between tumor 
tissue and normal brain parenchyma [4]. In addition to identifying 
brain metastases, MRI is essential for assessing the effects of metastasis 
on surrounding structures, such as the involvement of peritumoral 
edema, midline shift, or compression of critical brain regions. MRI also 
plays a role in treatment planning, particularly when determining the 
suitability for surgical resection, stereotactic radiosurgery, or whole-
brain radiation therapy (WBRT). However, while MRI is highly effective 
in detecting brain metastasis, it may not always distinguish between 
benign lesions, necrotic tissue, and active metastasis, particularly in 
patients with prior treatment history [5].

Magnetic Resonance Spectroscopy (MRS) in Brain Metastasis 
Evaluation

Magnetic resonance spectroscopy (MRS) is an advanced imaging 
technique that complements traditional MRI by providing metabolic 
information about tissue composition. MRS allows for the non-invasive 
assessment of the biochemical environment within the brain, offering 
insights into tumor metabolism and cellular characteristics that can aid 
in distinguishing brain metastasis from other lesions or normal brain 
tissue. MRS can provide valuable metabolic data, such as the levels 
of key metabolites like choline, creatine, N-acetylaspartate (NAA), 
and lactate, which are important for evaluating tumor activity [6]. In 
the context of brain metastasis, HER2-positive breast cancer lesions 
typically show elevated choline levels due to increased cell membrane 
turnover, which is characteristic of malignant tissues. Additionally, 
MRS may reveal decreased N-acetylaspartate (NAA) levels, reflecting 
neuronal loss and gliosis surrounding the metastatic lesions. Elevated 
lactate and lipid peaks are also commonly seen in areas of necrosis within 
metastatic tumors. These metabolic alterations can help differentiate 
between brain metastases and other conditions such as abscesses, 
gliomas, or infarcts, where the metabolic profiles may differ [7]. MRS 
has also shown promise in monitoring treatment response in HER2-
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positive breast cancer patients with brain metastasis. For instance, a 
decrease in choline levels and a normalization of the NAA/Choline 
ratio following therapy may indicate a positive response to treatment, 
such as chemotherapy or targeted therapies. Conversely, persistently 
high choline levels or the appearance of new lactate peaks may signal 
disease progression or treatment resistance. These metabolic insights 
can therefore guide clinicians in adapting therapeutic approaches based 
on the metabolic response of the tumor.

MRI and MRS in Prognosis and Treatment Planning

The combination of MRI and MRS offers a comprehensive 
approach to evaluating brain metastasis in HER2-positive breast 
cancer patients, providing both anatomical and metabolic data that 
are essential for treatment planning. MRI allows for the identification 
of the location, number, and size of metastases, while MRS provides 
additional functional information about tumor characteristics that 
may be critical in determining the most appropriate therapy. For 
example, the identification of a single, well-defined brain metastasis in 
an operable location may suggest that surgical resection or stereotactic 
radiosurgery is a viable treatment option. In contrast, the presence of 
multiple metastases or widespread infiltration may indicate a need for 
systemic therapies, such as whole-brain radiation therapy (WBRT), 
targeted therapy, or chemotherapy. The use of MRS can provide 
prognostic insights by identifying tumors with high metabolic activity, 
which are more likely to be aggressive and resistant to treatment. This 
information can help clinicians select patients who may benefit from 
more intensive therapies or those who require closer monitoring. 
Furthermore, MRI and MRS are essential in the follow-up of patients 
with brain metastasis, allowing for early detection of recurrent disease 
or progression of existing lesions. In HER2-positive breast cancer, the 
development of brain metastasis during treatment can occur despite 
systemic therapy, particularly in patients who develop resistance to 
HER2-targeted treatments such as trastuzumab. By using MRI and 
MRS to closely monitor these patients, clinicians can detect early signs 
of resistance and adjust therapeutic strategies accordingly.

Limitations and Challenges
Despite the significant advantages of MRI and MRS in evaluating 

brain metastasis in HER2-positive breast cancer, there are several 
limitations. MRI, while highly sensitive, may miss small lesions or 
those located in areas that are difficult to visualize, such as deep brain 
structures. Additionally, while MRS provides valuable metabolic data, 
its resolution is often limited, and it may be challenging to obtain high-

quality spectra from small lesions or from tumors located near critical 
brain structures. Moreover, the interpretation of MRS data requires 
expertise and experience, as metabolic changes can sometimes overlap 
between different types of brain lesions. In particular, distinguishing 
between radiation necrosis and tumor recurrence can be difficult, as 
both conditions may present with similar metabolic profiles [8].

Conclusion
MRI and MR spectroscopy play a crucial role in the assessment 

of brain metastasis in HER2-positive breast cancer, offering detailed 
anatomical and metabolic insights that are essential for diagnosis, 
treatment planning, and monitoring. MRI remains the gold standard 
for detecting and localizing brain metastasis, while MRS provides 
complementary metabolic information that can help differentiate 
brain metastases from other lesions and evaluate treatment response. 
The combination of these imaging techniques enables clinicians 
to make more informed decisions regarding the management of 
brain metastasis, ultimately improving patient outcomes. However, 
the limitations of both modalities highlight the need for continued 
research and technological advancements to enhance the sensitivity 
and specificity of these imaging tools, ensuring that HER2-positive 
breast cancer patients with brain metastasis receive the most effective 
and personalized care.

References
1. Ng SC, Shi HY, Hamidi N, Underwood FE, Tang W, et al. (2018) Worldwide 

incidence and prevalence of inflammatory bowel disease in the 21st century: a 
systematic review of population-based studies. Lancet 390: 2769-2778.

2. Torres J, Mehandru S, Colombel JF, Peyrin-Biroulet L (2017) Crohn’s disease. 
Lancet 389: 1741-1755.

3. Dogramaci Y, Kalaci A, Sevinç TT, Atik E, Esen E,  et al. (2009) Lipoma 
arborescens of the peroneus longus and peroneus brevis tendon sheath: case 
report. J Am Podiatr Med Assoc 99: 153–156.

4. Khor B, Gardet A, Xavier RJ (2011) Genetics and pathogenesis of inflammatory 
bowel disease. Nature 474: 307-317.

5. Siva C, Brasington R, Totty W, Sotelo A, Atkinson J (2002) Synovial lipomatosis 
(lipoma arborescens) affecting multiple joints in a patient with congenital short 
bowel syndrome. J Rheumatol 29: 1088–1092.

6. Hanauer SB, Sandborn WJ (2019) Management of Crohn’s disease in adults. 
Am J Gastroenterol 114: 529-554.

7. Lichtenstein GR, Loftus EV, Isaacs KL, Regueiro MD, Gerson LB, et al. (2018) 
ACG clinical guideline: management of Crohn’s disease in adults. Am J 
Gastroenterol 113: 481-517.

8. Baumgart DC, Sandborn WJ (2012) Crohn’s disease. Lancet 380: 1590-1605.

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32448-0/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32448-0/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32448-0/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(16)31711-1/fulltext
https://japmaonline.org/view/journals/apms/99/2/0980153.xml
https://japmaonline.org/view/journals/apms/99/2/0980153.xml
https://japmaonline.org/view/journals/apms/99/2/0980153.xml
https://www.nature.com/articles/nature10209
https://www.nature.com/articles/nature10209
https://www.jrheum.org/content/29/5/1088.short
https://www.jrheum.org/content/29/5/1088.short
https://www.jrheum.org/content/29/5/1088.short
https://journals.lww.com/ajg/citation/2001/03000/management_of_crohn_s_disease_in_adults.7.aspx
https://journals.lww.com/ajg/Fulltext/2018/04000/ACG_Clinical_Guideline__Management_of_Crohn_s.10.aspx
https://linkinghub.elsevier.com/retrieve/pii/S0140-6736(12)60026-9

	Corresponding author

