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Abstract
Cancer immunotherapy has revolutionized the treatment landscape, with Immune Checkpoint Inhibitors (ICIs) playing a pivotal role in harnessing 
the body's immune system to combat cancer. However, not all patients respond equally to ICIs, necessitating the exploration of innovative 
strategies to enhance their effectiveness. This article explores the emerging field of using CRISPR-Cas9 gene editing technology to augment 
the therapeutic potential of ICIs. By targeting specific genes and pathways involved in immune response regulation, CRISPR holds the promise 
of improving the outcomes of cancer patients and advancing the future of precision medicine. Some cancer cells develop resistance to ICIs by 
upregulating alternative immune checkpoints. CRISPR can be employed to disrupt the expression of these checkpoints, making cancer cells more 
susceptible to ICI therapy. The tumor microenvironment plays a pivotal role in cancer progression and response to immunotherapy. CRISPR can 
be used to modify immune cells and stromal cells within the tumor microenvironment, promoting an immune-favorable environment and enhancing 
the response to ICIs.
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Introduction

In recent years, cancer treatment has witnessed a paradigm shift with the 
advent of Immune Checkpoint Inhibitors (ICIs). While ICIs have brought hope 
to countless cancer patients, not all individuals respond to these therapies, and 
the search for ways to enhance their efficacy has led to the intersection of two 
revolutionary fields, CRISPR-Cas9 gene editing and cancer immunotherapy. 
ICIs, often referred to as checkpoint blockers, target specific proteins on 
the surface of immune cells and cancer cells. These proteins, known as 
immune checkpoints, play a crucial role in regulating the immune response. 
By inhibiting these checkpoints, ICIs unleash the immune system, allowing it 
to recognize and attack cancer cells more effectively. Despite their promise, 
ICIs are not universally effective. Response rates vary widely among different 
cancer types and patient populations. Factors such as tumor type, the tumor 
microenvironment, and the patient's overall immune health can influence 
the success of ICIs. This variability underscores the need for innovative 
approaches to enhance the therapeutic potential of these drugs.

CRISPR-Cas9 gene editing technology has garnered significant attention 
for its ability to precisely modify DNA sequences within the human genome. 
It consists of two main components, the CRISPR RNA (crRNA) molecule, 
which guides the system to the target DNA sequence, and the Cas9 enzyme, 
which acts as molecular scissors, cutting the DNA at the specified location. 
Once the DNA is cut, the cell's natural repair mechanisms can be harnessed 
to introduce specific genetic changes. This revolutionary technology opens up 
exciting possibilities for enhancing the effectiveness of ICIs. Researchers are 
exploring several strategies to leverage CRISPR-Cas9 in the context of cancer 

immunotherapy. One of the challenges in cancer immunotherapy is ensuring 
that immune cells can accurately recognize and target cancer cells [1].

Literature Review

CRISPR can be used to modify immune cells (such as T cells) to express 
Chimeric Antigen Receptors (CARs) specific to cancer cell surface markers. 
This modification ensures that immune cells are more precisely targeted 
towards cancer cells, reducing off-target effects. CRISPR's precision enables 
the development of personalized therapies. By analyzing a patient's genetic 
makeup and the specific characteristics of their cancer, researchers can 
design customized CRISPR-Cas9 approaches to optimize the efficacy of ICIs 
for individual patients. While the potential of combining CRISPR-Cas9 and ICIs 
is promising, it is not without challenges and ethical considerations. Off-target 
effects, unintended consequences of gene editing, and long-term safety need 
to be rigorously assessed [2]. 

Ethical concerns surrounding gene editing, particularly in human 
trials, require thoughtful consideration and strict regulatory oversight. The 
convergence of CRISPR-Cas9 gene editing technology and immune checkpoint 
inhibitors represents a transformative approach to cancer immunotherapy. 
By leveraging the precision and versatility of CRISPR, researchers aim to 
enhance the efficacy of ICIs, making them more effective for a broader range 
of cancer patients. While challenges and ethical considerations remain, the 
potential benefits for patients are profound, paving the way for a new era of 
personalized and targeted cancer therapies [3].

As the field of CRISPR-Cas9 gene editing continues to advance, the 
synergy between these two revolutionary approaches holds great promise 
for the future of cancer treatment and precision medicine. The integration of 
CRISPR-Cas9 technology into cancer immunotherapy is still in its nascent 
stages, but it shows immense potential. As researchers continue to refine their 
techniques and deepen their understanding of the immune response, several 
exciting developments are on the horizon. The combination of CRISPR-
enhanced ICIs with other emerging cancer treatments, such as adoptive cell 
therapies and personalized cancer vaccines, is an area of intense research. 
These synergistic approaches aim to maximize the immune system's ability to 
target and eliminate cancer cells [4].

Clinical trials exploring the safety and efficacy of CRISPR-augmented 

mailto:stefanie@qian.edu


J Immuno Biol, Volume 8:3, 2023Qian S.

Page 2 of 2

ICIs are underway. These trials are essential for validating the potential of this 
approach in a real-world clinical setting and for obtaining regulatory approval. 
Researchers are continually identifying new target genes and pathways 
that can be modified using CRISPR to improve ICI responses. Precision in 
gene editing is paramount to minimizing off-target effects and unintended 
consequences. Long-term follow-up studies will be critical to assessing the 
durability of responses and monitoring any potential late-onset side effects 
associated with CRISPR-Cas9 gene editing [5].

Discussion

The ethical considerations surrounding the use of CRISPR technology 
in cancer immunotherapy are complex. While the potential to save lives and 
reduce suffering is significant, the responsible and ethical use of gene editing 
technology must remain a priority. In clinical trials involving CRISPR-based 
therapies, obtaining informed consent from patients is paramount. Patients 
must be fully informed about the potential risks and benefits of the treatment 
and have the opportunity to make informed decisions about participation. 
Regulatory bodies and ethics committees must rigorously oversee the 
development and deployment of CRISPR-based therapies to ensure safety, 
efficacy, and ethical standards are upheld. Ensuring equitable access to 
these cutting-edge therapies is essential. Researchers and policymakers 
must work together to address issues of affordability and accessibility, making 
sure that these treatments are not limited to a privileged few. Given the global 
nature of gene editing research and the potential for cross-border medical 
tourism, international collaboration and agreements on ethical standards and 
regulations are essential [6].

Conclusion

The convergence of CRISPR-Cas9 gene editing technology and immune 
checkpoint inhibitors represents a promising avenue in the fight against cancer. 
While challenges and ethical considerations must be carefully navigated, the 
potential for improving patient outcomes and reducing the burden of this 
devastating disease is tremendous. As the field of cancer immunotherapy 
continues to evolve, the integration of CRISPR-Cas9 technology offers new 

hope for patients who previously had limited treatment options. While there 
is still much work to be done, the collaborative efforts of scientists, clinicians, 
ethicists, and regulatory bodies hold the promise of a brighter future for cancer 
patients, one where precision medicine and gene editing technologies come 
together to save lives and improve quality of life.

Acknowledgement

We thank the anonymous reviewers for their constructive criticisms of the 
manuscript. 

Conflict of Interest

The author declares there is no conflict of interest associated with this 
manuscript.

References
1.	 Beatty, Gregory L. and Whitney L. Gladney. "Immune escape mechanisms as a 

guide for cancer immunotherapy." Clin Cancer Res 21 (2015): 687-692.

2.	 Schreiber, Robert D., Lloyd J. Old and Mark J. Smyth. "Cancer immunoediting: 
Integrating immunity’s roles in cancer suppression and promotion." Sci 331 (2011): 
1565-1570. 

3.	 Francisco, Loise M., Victor H. Salinas, Keturah E. Brown and Vijay K. Vanguri, et al. 
"PD-L1 regulates the development, maintenance and function of induced regulatory 
T cells." J Exp Med 206 (2009): 3015-3029. 

4.	 Dong, Haidong, Scott E. Strome, Diva R. Salomao and Hideto Tamura, et al. 
"Tumor-associated B7-H1 promotes T-cell apoptosis: A potential mechanism of 
immune evasion." Nat Med 8 (2002): 793-800. 

5.	 Ramsay, Alan G. "Immune checkpoint blockade immunotherapy to activate anti‐
tumour T-cell immunity." Br J Haematol 162 (2013): 313-325.

6.	 Li, Qing, Nathan Johnston, Xiufen Zheng and Hongmei Wang, et al. "miR-28 
modulates exhaustive differentiation of T cells through silencing programmed cell 
death-1 and regulating cytokine secretion." Oncotarget 7 (2016): 53735. 

How to cite this article: Qian, Stefanie. “Enhancing Immune Checkpoint 
Inhibitors with CRISPR: A Revolutionary Approach to Cancer Immunotherapy.” 
J Immuno Biol 8 (2023): 200.

https://aacrjournals.org/clincancerres/article-abstract/21/4/687/176103
https://aacrjournals.org/clincancerres/article-abstract/21/4/687/176103
https://www.science.org/doi/abs/10.1126/science.1203486
https://www.science.org/doi/abs/10.1126/science.1203486
https://rupress.org/jem/article-abstract/206/13/3015/40811
https://rupress.org/jem/article-abstract/206/13/3015/40811
https://www.nature.com/articles/nm730
https://www.nature.com/articles/nm730
https://onlinelibrary.wiley.com/doi/abs/10.1111/bjh.12380
https://onlinelibrary.wiley.com/doi/abs/10.1111/bjh.12380
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5288217/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5288217/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5288217/

