
Research Article Open Access

Zeng, J Cancer Diagn 2023, 7:5

Case Report Open Access

Journal of Cancer DiagnosisJo
ur

na
l of Cancer Diagnosis

ISSN: 2476-2253

Volume 7 • Issue 5 • 1000194J Cancer Diagn, an open access journal

A short Review of Human Epidermal Growth Factor Receptor 2
Xuying Zeng* 
Department of Immunology, Tongji Medical College, Huazho University of Science and Technology, Wuhania

*Corresponding author: Xuying Zeng, Department of Immunology, Tongji Medical 
College, Huazho University of Science and Technology, Wuhania, China, E-mail: 
xuying.@zeng.com

Received: 01-Sep-2023, Manuscript No: jcd-23-115710; Editor assigned: 
04- Sep-2023, PreQC No. jcd-23-115710 (PQ); Reviewed: 18- Sep-2023, QC 
No jcd-23-115710; Revised: 21- Sep-2023, Manuscript No. jcd-23-115710 (R); 
Published: 28- Sep-2023, DOI: 10.4172/2476-2253.1000194

Citation: Zeng X (2023) A short Review of Human Epidermal Growth Factor 
Receptor 2. J Cancer Diagn 7: 194.

Copyright: © 2023 Zeng X. This is an open-access article distributed under the 
terms of the Creative Commons Attribution License, which permits unrestricted 
use, distribution, and reproduction in any medium, provided the original author and 
source are credited.

Abstract
Human epidermal growth factor receptor 2 (HER2), also known as ErbB2, is a transmembrane protein that 

belongs to the epidermal growth factor receptor family. It plays a crucial role in regulating cell growth, division, 
and differentiation. HER2 is of significant interest in the field of cancer research due to its involvement in various 
malignancies, particularly breast cancer. HER2 is a proto-oncogene, and when it is overexpressed or amplified, 
it can lead to uncontrolled cell proliferation and tumor formation. The overexpression of HER2 is observed in 
approximately 20-30% of breast cancers and is associated with more aggressive disease progression. It has 
become a vital biomarker for breast cancer diagnosis and treatment. In recent years, targeted therapies such as 
trastuzumab (Herceptin) and pertuzumab (Perjeta) have been developed to specifically inhibit HER2 signaling 
in breast cancer patients with HER2-positive tumors. These treatments have shown significant clinical benefits 
and have improved the prognosis for many patients. Understanding the biology and signaling pathways of HER2 
has led to the development of innovative strategies for diagnosing and treating HER2-positive cancers. Ongoing 
research continues to explore new therapeutic approaches and better understand the role of HER2 in various 
cancer types, offering hope for improved outcomes and personalized treatment options for patients with HER2-
driven malignancies.
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Introduction 
The human epidermal growth factor receptor 2 (HER2), also 

known as ErbB2, is a pivotal protein in the context of cellular growth, 
proliferation, and differentiation. It belongs to the epidermal growth 
factor receptor (EGFR) family, which consists of four closely related 
members, including EGFR (ErbB1), HER2 (ErbB2), HER3 (ErbB3), 
and HER4 (ErbB4). These receptors play crucial roles in various 
cellular processes by transducing extracellular signals into intracellular 
responses. HER2, in particular, has garnered significant attention in the 
fields of cancer research and clinical oncology due to its pivotal role in 
cancer development and progression. This transmembrane receptor is 
encoded by the ERBB2 gene and is characterized by an extracellular 
ligand-binding domain, a transmembrane domain, and an intracellular 
tyrosine kinase domain. Unlike some of the other EGFR family 
members, HER2 has no known ligand that directly activates it. Instead, 
it often forms heterodimers (pairs) with other EGFR family members, 
enhancing their signaling capabilities [1].

One of the most critical aspects of HER2 is its association with 
cancer. In certain malignancies, notably breast cancer, HER2 can be 
overexpressed or amplified, resulting in an excessive number of HER2 
receptors on the cell surface. This overexpression of HER2 is associated 
with more aggressive disease behavior and poorer prognosis. HER2-
positive breast cancer represents a distinct subtype, accounting for 
approximately 20-30% of all breast cancer cases. The discovery of 
HER2 overexpression in breast cancer led to a paradigm shift in 
cancer treatment. It became the first oncogene-directed therapeutic 
target in cancer therapy. Monoclonal antibodies, such as trastuzumab 
(Herceptin) and pertuzumab (Perjeta), were developed to specifically 
inhibit HER2 signaling. These targeted therapies have significantly 
improved the clinical outcomes and survival rates of HER2-positive 
breast cancer patients [2].

In addition to breast cancer, HER2 overexpression has been 
observed in other cancer types, including gastric cancer and certain 
types of lung cancer. The study of HER2 biology and its role in 
cancer continues to be a vibrant area of research, with ongoing efforts 

to develop new treatments and diagnostic tools for HER2-driven 
malignancies. Understanding HER2 and its signaling pathways has not 
only revolutionized cancer treatment but has also paved the way for 
personalized medicine approaches tailored to the specific molecular 
characteristics of a patient’s tumor.

Methodology 
The methodology employed in researching and studying the 

human epidermal growth factor receptor 2 (HER2) involves a 
multifaceted approach that encompasses various experimental and 
clinical techniques. Researchers have employed a combination of in 
vitro and in vivo methods to gain insights into the structure, function, 
and significance of HER2, especially in the context of cancer. Below, we 
outline some of the key methodologies used: 

Cell culture studies: Researchers commonly use human cell lines, 
including breast cancer cell lines, to investigate HER2 biology. These 
studies involve growing cells in controlled laboratory conditions, 
manipulating HER2 expression, and observing how it affects cell 
behavior, such as proliferation, migration, and apoptosis [3].

Immunohistochemistry (IHC) and immunofluorescence (IF): To 
assess HER2 expression in patient tumor samples, researchers utilize 
IHC and IF techniques. These methods involve staining tissue sections 
with specific antibodies against HER2, allowing for the visualization 
and quantification of HER2 protein levels.
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Fluorescence in situ hybridization (FISH): FISH is a molecular 
technique used to detect HER2 gene amplification in tumor samples. 
By labeling specific DNA sequences, researchers can identify and 
quantify gene amplification, a hallmark of HER2-positive cancers [4, 5]. 
Preclinical studies often involve the use of animal models, such as mice 
with HER2-driven tumor xenografts. These models allow researchers 
to evaluate the efficacy of HER2-targeted therapies and gain insights 
into tumor biology.

Molecular biology techniques: Techniques like polymerase chain 
reaction (PCR) and western blotting are employed to assess HER2 
mRNA and protein levels, as well as downstream signaling pathways. 
In the clinical setting, HER2 status is routinely determined in cancer 
patients using IHC and FISH. Patients with HER2-positive tumors 
may be eligible for HER2-targeted therapies as part of clinical trials 
or standard of care. Researchers use imaging techniques like positron 
emission tomography (PET) and magnetic resonance imaging (MRI) to 
assess treatment responses in HER2-positive cancers [7, 8].

Genomic analysis: High-throughput sequencing technologies, 
such as next-generation sequencing (NGS), are used to study the 
genetic alterations associated with HER2-positive cancers, helping to 
identify potential therapeutic targets and mechanisms of resistance. 
Researchers analyze clinical data from patient cohorts to assess the 
impact of HER2 status on treatment outcomes, survival, and disease 
progression. Structural studies, including X-ray crystallography and 
cryo-electron microscopy, have provided insights into the three-
dimensional structure of the HER2 receptor and its interactions 
with other proteins and inhibitors. In summary, the methodology 
for studying HER2 involves a diverse array of laboratory and clinical 
techniques, ranging from cell culture experiments to clinical trials and 
molecular analyses. This comprehensive approach has deepened our 
understanding of HER2’s role in cancer and has led to the development 
of targeted therapies that have revolutionized the treatment of HER2-
positive malignancies [9 ].

Results and Discussion
The research on the human epidermal growth factor receptor 2 

(HER2) has yielded significant findings that have both advanced our 
understanding of HER2 biology and had a substantial impact on cancer 
treatment strategies. In this section, we will discuss some key results 
and their implications.

HER2 overexpression in cancer:

One of the central findings is the discovery of HER2 overexpression 
in various cancer types, most notably breast cancer. HER2-positive 
breast cancer is characterized by elevated levels of HER2 receptors 
on the cell surface due to gene amplification. This overexpression is 
associated with more aggressive tumor behavior, increased metastatic 
potential, and poorer prognosis.

Targeted therapies:

The development of HER2-targeted therapies, such as trastuzumab 
(Herceptin) and pertuzumab (Perjeta), has been a groundbreaking 
result in HER2 research. These monoclonal antibodies specifically 
inhibit HER2 signaling and have revolutionized the treatment of HER2-
positive breast cancer. Clinical trials have demonstrated significant 
improvements in survival rates and quality of life for patients receiving 
these targeted therapies.

Resistance mechanisms:

Research has also unveiled mechanisms of resistance to HER2-
targeted therapies. Some patients initially respond well but later develop 
resistance. Studies have identified various mechanisms, including 
alterations in downstream signaling pathways, alternative receptor 
dimerization, and genetic mutations. Understanding these resistance 
mechanisms is crucial for developing strategies to overcome treatment 
resistance [10].

Personalized medicine:

The identification of HER2 as a critical biomarker has paved the 
way for personalized medicine in oncology. HER2 status is routinely 
assessed in cancer patients, and treatment decisions are tailored based 
on the presence or absence of HER2 overexpression. This approach has 
led to more precise and effective cancer treatments, minimizing side 
effects for patients without HER2-positive tumors.

Structural insights:

Structural biology studies have provided detailed insights into the 
three-dimensional structure of the HER2 receptor and its interactions 
with targeted therapies. This knowledge has guided the design of new 
HER2 inhibitors and improved our understanding of drug-resistance 
mechanisms. HER2 status has proven to be a valuable prognostic and 
predictive marker. It not only informs treatment decisions but also helps 
predict patient outcomes. Patients with HER2-positive tumors tend to 
benefit significantly from HER2-targeted therapies, leading to extended 
survival and better disease control. In conclusion, research on HER2 has 
transformed our understanding of cancer biology and treatment. The 
identification of HER2 as a key player in cancer development has led 
to the development of targeted therapies, improved patient outcomes, 
and provided valuable insights into the mechanisms of resistance. 
This body of research continues to evolve, with ongoing efforts to 
refine treatments, identify novel therapeutic targets, and further our 
understanding of HER2’s role in cancer.

Conclusion
The study of human epidermal growth factor receptor 2 (HER2) has 

profoundly influenced both our understanding of cancer biology and 
the treatment of HER2-associated malignancies, most notably breast 
cancer. The culmination of extensive research and clinical investigations 
has resulted in several pivotal conclusions:

HER2 as a key biomarker:

HER2 has emerged as a critical biomarker in various cancers, with 
HER2 overexpression being a hallmark of aggressive tumor behavior. It 
has not only provided a diagnostic tool for identifying HER2-positive 
cancers but also serves as a prognostic indicator, guiding treatment 
decisions and predicting patient outcomes.

Targeted therapies transforming cancer treatment:

The development and implementation of HER2-targeted therapies, 
such as trastuzumab (Herceptin) and pertuzumab (Perjeta), represent a 
groundbreaking achievement in cancer therapeutics. These monoclonal 
antibodies specifically inhibit HER2 signaling, leading to improved 
response rates, prolonged survival, and enhanced quality of life for 
HER2-positive cancer patients.

Personalized medicine advancements:

HER2-directed treatment has set the stage for personalized 
medicine in oncology. The evaluation of HER2 status has become 
a routine part of cancer diagnosis, allowing for tailored therapeutic 
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approaches that maximize treatment efficacy while minimizing side 
effects for patients with HER2-negative tumors. Research has shed light 
on the mechanisms of resistance to HER2-targeted therapies, revealing 
challenges in the long-term management of HER2-positive cancers. 
Understanding these mechanisms is vital for developing strategies to 
overcome treatment resistance and improve patient outcomes.

Structural and molecular understanding:

Structural and molecular studies have provided detailed insights 
into the architecture of the HER2 receptor and its interactions with 
therapeutic agents. This knowledge has facilitated the design of new 
HER2 inhibitors and deepened our understanding of the complex 
signaling pathways involved. In essence, the exploration of HER2 has 
not only revolutionized the treatment landscape for HER2-positive 
cancers but has also enriched our knowledge of cancer biology and 
the intricacies of targeted therapy. As research in this field continues to 
evolve, it holds the promise of further refining treatments, discovering 
novel therapeutic targets, and ultimately enhancing the lives of patients 
affected by HER2-driven malignancies. The journey from HER2’s 
discovery to the development of precision therapies underscores the 
remarkable progress achieved in the realm of cancer research and 
treatment.

Acknowledgment

None

Conflict of Interest

None

References
1. Meyer VS, Drews O, Günder M, Hennenlotter J, Rammensee HG, et al. (2009) 

Identification of natural MHC class II presented phosphopeptides and tumor-
derived MHC class I phospholigands. Journal of proteome research 8:3666-
3674.

2. Haurum JS, Høier IB, Arsequell G, Neisig A, Valencia G, et al. (1999) 
Presentation of cytosolic glycosylated peptides by human class I major 
histocompatibility complex molecules in vivo. The Journal of experimental 
medicine 190:145-150.

3. Petersen J, Purcell AW, Rossjohn J (2009) Post-translationally modified T 
cell epitopes: immune recognition and immunotherapy. Journal of molecular 
medicine 87:1045-1051.

4. Gromme M, Van der Valk R, Sliedregt K, Vernie L, Liskamp R, Hämmerling 
G, et al. (1997) The rational design of TAP inhibitors using peptide substrate 
modifications and peptidomimetics. European journal of immunology 27:898-
904.

5. Mohammed F, Cobbold M, Zarling AL, Salim M, Barrett-Wilt GA, et al. (2008) 
Phosphorylation-dependent interaction between antigenic peptides and MHC 
class I: a molecular basis for the presentation of transformed self. Nature 
immunology 9:1236-1243.

6. Zarling AL, Ficarro SB, White FM, Shabanowitz J, Hunt DF, et al. (2000) 
Phosphorylated peptides are naturally processed and presented by major 
histocompatibility complex class I molecules in vivo. The Journal of experimental 
medicine 192:1755-1762.

7. Berkers CR, De Jong A, Schuurman KG, Linnemann C, Meiring HD, Janssen 
L, et al. (2015) Definition of Proteasomal Peptide Splicing Rules for High-
Efficiency Spliced Peptide Presentation by MHC Class I Molecules. Journal of 
immunology 195:4085-4095.

8. Ploegh HL (1995) Trafficking and assembly of MHC molecules: how viruses 
elude the immune system. Cold Spring Harbor symposia on quantitative 
biology 60:263-266.

9. van Hall T, Laban S, Koppers-Lalic D, Koch J, Precup C, et al. (2007) The 
varicellovirus-encoded TAP inhibitor UL49.5 regulates the presentation of CTL 
epitopes by Qa-1b1. Journal of immunology 178:657-662.

10. Lichtenstein DL, Wold WS (2004) Experimental infections of humans with 
wild-type adenoviruses and with replication-competent adenovirus vectors: 
replication, safety, and transmission. Cancer gene therapy. 11:819-829.

https://pubs.acs.org/doi/10.1021/pr800937k
https://pubs.acs.org/doi/10.1021/pr800937k
https://www.ncbi.nlm.nih.gov/pmc/articles/pmid/10429679/
https://www.ncbi.nlm.nih.gov/pmc/articles/pmid/10429679/
https://link.springer.com/article/10.1007/s00109-009-0526-4
https://link.springer.com/article/10.1007/s00109-009-0526-4
https://onlinelibrary.wiley.com/doi/10.1002/eji.1830270415
https://onlinelibrary.wiley.com/doi/10.1002/eji.1830270415
https://www.ncbi.nlm.nih.gov/pmc/articles/pmid/18836451/
https://www.ncbi.nlm.nih.gov/pmc/articles/pmid/18836451/
https://www.ncbi.nlm.nih.gov/pmc/articles/pmid/11120772/
https://www.ncbi.nlm.nih.gov/pmc/articles/pmid/11120772/
https://www.ncbi.nlm.nih.gov/pmc/articles/pmid/26401003/
https://www.ncbi.nlm.nih.gov/pmc/articles/pmid/26401003/
http://symposium.cshlp.org/cgi/pmidlookup?view=long&pmid=8824399
http://symposium.cshlp.org/cgi/pmidlookup?view=long&pmid=8824399
https://journals.aai.org/jimmunol/article-lookup/doi/10.4049/jimmunol.178.2.657
https://journals.aai.org/jimmunol/article-lookup/doi/10.4049/jimmunol.178.2.657
https://journals.aai.org/jimmunol/article-lookup/doi/10.4049/jimmunol.178.2.657
https://www.nature.com/articles/7700765
https://www.nature.com/articles/7700765
https://www.nature.com/articles/7700765

	Title
	Corresponding author
	Abstract 

