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Abstract
Poly (ADP-ribose) polymerase (PARP) inhibitors have emerged as a significant class of targeted therapies in 

oncology, particularly in the treatment of cancers with homologous recombination deficiency, such as those with BRCA 
mutations. This review explores the molecular mechanisms underlying PARP inhibitors, their clinical efficacy, and the 
challenges associated with their use. By providing a detailed examination of the pharmacodynamics, clinical trials, and 
potential future directions of PARP inhibitors, this article aims to enhance understanding of their therapeutic potential 
and limitations in cancer treatment.
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Introduction
PARP inhibitors have emerged as a promising class of drugs in the 

treatment of various cancers, including ovarian, breast, and prostate 
cancers. Their mechanism of action is primarily based on the inhibition 
of poly (ADP-ribose) polymerase, an enzyme crucial for the repair of 
single-strand DNA breaks. This inhibition leads to the accumulation of 
DNA damage, ultimately inducing cell death, particularly in cancer cells 
with defective DNA repair mechanisms. The use of PARP inhibitors 
has been most effective in cancers associated with mutations in the 
BRCA1 and BRCA2 genes, which play key roles in the homologous 
recombination repair pathway. This article aims to provide an in-depth 
analysis of PARP inhibitors, discussing their development, clinical 
applications, challenges, and future perspectives in oncology [1,2].

Description

The mechanism of action of PARP inhibitors revolves around the 
disruption of the DNA damage repair process. In cells with intact 
BRCA1/2, the repair of DNA double-strand breaks is efficiently carried 
out through homologous recombination. However, in cells harboring 
BRCA mutations, this repair pathway is compromised. PARP inhibitors 
exploit this deficiency by preventing the repair of single-strand DNA 
breaks, leading to the accumulation of DNA damage. In normal cells, 
PARP inhibition results in synthetic lethality, wherein the inability to 
repair both single- and double-strand breaks leads to cell death. This 
strategy selectively targets cancer cells with defective DNA repair while 
sparing normal cells [3].

Several PARP inhibitors, including olaparib, rucaparib, niraparib, 
and talazoparib, have received approval for clinical use in various 
cancer types. Their efficacy has been particularly notable in ovarian 
cancer, where they have shown significant improvements in 
progression-free survival in patients with BRCA mutations. Clinical 
trials have also demonstrated the potential of PARP inhibitors in other 
cancers, including breast, prostate, and pancreatic cancers, often in 
combination with other chemotherapies or immunotherapies. Despite 
the promising results, the clinical application of PARP inhibitors is not 
without challenges. Drug resistance, toxicity, and patient heterogeneity 
remain significant hurdles that need to be addressed to maximize their 
therapeutic potential [4].

Results
Numerous clinical trials have demonstrated the efficacy of PARP 
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inhibitors in treating cancers with BRCA mutations. In ovarian cancer, 
olaparib has shown a substantial improvement in progression-free 
survival, particularly in patients with platinum-sensitive recurrent 
disease. Similarly, rucaparib and niraparib have demonstrated 
significant antitumor activity in ovarian cancer patients who have 
previously been treated with chemotherapy. In breast cancer, patients 
with BRCA mutations have also benefitted from the use of PARP 
inhibitors, with significant improvements in progression-free survival. 
Moreover, PARP inhibitors have shown promise in prostate cancer, 
particularly in metastatic castration-resistant prostate cancer with 
DNA repair deficiencies. Clinical data have also suggested that the 
combination of PARP inhibitors with other therapeutic modalities, such 
as immune checkpoint inhibitors, may enhance their efficacy, although 
more research is needed to fully understand these combinations [5-7].

Discussion
While PARP inhibitors have demonstrated promising clinical 

efficacy, several challenges remain. One of the major limitations is 
the development of resistance to PARP inhibitors, which may occur 
through various mechanisms, including restoration of homologous 
recombination repair, upregulation of drug efflux pumps, and 
alterations in drug metabolism. Identifying biomarkers to predict 
resistance and guide treatment decisions is an area of active research. 
Additionally, the toxicity profile of PARP inhibitors, though generally 
manageable, can include hematologic toxicities, gastrointestinal issues, 
and fatigue. Strategies to minimize these side effects, such as dose 
optimization or combination therapies with lower toxicity profiles, are 
under investigation [8].

Another critical area of interest is the potential for extending the 
use of PARP inhibitors to other cancer types beyond those with BRCA 
mutations. Clinical trials are exploring the efficacy of PARP inhibitors 
in cancers without BRCA mutations, including those with defects in 
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other DNA repair pathways, such as ATM or PALB2 mutations. The 
potential for combining PARP inhibitors with immunotherapies or 
targeted therapies is also being explored to enhance their effectiveness 
and overcome resistance mechanisms. Furthermore, the role of PARP 
inhibitors in adjuvant settings, as well as their potential in combination 
with chemotherapy, is an area of ongoing investigation [9,10].

Conclusion
PARP inhibitors represent a groundbreaking advancement in 

cancer therapy, offering significant clinical benefits, particularly in 
cancers with homologous recombination deficiencies, such as those 
harboring BRCA mutations. Their ability to exploit the weaknesses of 
DNA repair mechanisms in cancer cells has transformed the treatment 
landscape for several cancer types. However, challenges related to 
resistance, toxicity, and the need for better patient selection and 
biomarker identification persist. Ongoing clinical trials and research 
into combination therapies, as well as the exploration of their use in 
a broader range of cancers, hold great promise for the future of PARP 
inhibitors in oncology. As the understanding of their mechanisms and 
clinical applications deepens, PARP inhibitors are likely to become an 
integral component of personalized cancer treatment strategies.

References
1.	 Simona G, Elena M, Laura F (2018) Cervical cancer prevention in Senegal: an 

International Cooperation Project Report. Acta Biomed 89: 29-34.

2.	 Aurelija V, Vilmantas G, Ruta K, Juozas VV (2012)  Cervical smear 
photodiagnosis by fluorescence. photomed laser surg 30: 268-274.

3.	 Naoto I, Yohei K, Hiroyuki S, Saori K (2019) Syphilitic Cervicitis with Cervical 
Cancer Presenting as Oropharyngeal Syphilis. Intern Med 58: 2251-2255.

4.	 Jennifer MO, Lyudmila M (2016) Cystic Cervicitis: A Case Report and Literature 
Review of Cystic Cervical Lesions. J Comput Assist Tomogr 40: 564-566.S

5.	 Ashfaq MK, Albert S (2008) Biomarkers in cervical precancer management: the 
new frontiers. Future Oncol 4: 515-524.

6.	 Poojan A, Pooja B, Kusum V (2021) Liquid-based cytology of amoebic cervicitis 
clinically mimicking cervical cancer. Diagn Cytopathol 49: 433-435.

7.	 Zondervan KT, Becker CM, Koga K, Missmer SA, Taylor RN, et al. 
(2018) Endometriosis Nat Rev Dis Primers 4: 9.

8.	 Stephansson O, Falconer H, Ludvigsson JF (2011) Risk of endometriosis in 
11,000 women with celiac disease. Hum Reprod 26: 2896-2901.

9.	 Selam B, Kayisli UA, Garcia-Velasco JA, Arici A (2002)  Extracellular matrix-
dependent regulation of Fas ligand expression in human endometrial stromal 
cells. Biol Reprod 66: 1-5.

10.	Sampson JA (1927)  Peritoneal endometriosis due to the menstrual 
dissemination of endometrial tissue into the peritoneal cavity.  Am J Obstet 
Gynecol 14: 422–469. 

https://www.mattioli1885journals.com/index.php/actabiomedica/article/view/7460
https://www.mattioli1885journals.com/index.php/actabiomedica/article/view/7460
https://www.liebertpub.com/doi/10.1089/pho.2011.3092
https://www.liebertpub.com/doi/10.1089/pho.2011.3092
https://www.jstage.jst.go.jp/article/internalmedicine/58/15/58_2426-18/_article
https://www.jstage.jst.go.jp/article/internalmedicine/58/15/58_2426-18/_article
https://pubmed.ncbi.nlm.nih.gov/27331927/
https://pubmed.ncbi.nlm.nih.gov/27331927/
https://www.futuremedicine.com/doi/10.2217/14796694.4.4.515
https://www.futuremedicine.com/doi/10.2217/14796694.4.4.515
https://onlinelibrary.wiley.com/doi/10.1002/dc.24628
https://onlinelibrary.wiley.com/doi/10.1002/dc.24628
https://www.nature.com/articles/s41572-018-0008-5
https://academic.oup.com/humrep/article/26/10/2896/611791?login=false
https://academic.oup.com/humrep/article/26/10/2896/611791?login=false
https://academic.oup.com/biolreprod/article/66/1/1/2723282?login=false
https://academic.oup.com/biolreprod/article/66/1/1/2723282?login=false
https://academic.oup.com/biolreprod/article/66/1/1/2723282?login=false
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1931779/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1931779/

	Abstract

