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Abstract 

With process improvements in treatment including image guidance and intensity modulation, 

radiation therapy remains an important component of care for patients affected with prostate 

carcinoma. Although radiation therapy coupled with hormone therapy can provide exceptional cure 

rates in patients with low and intermediate risk factors, more progress is needed for patients with 

high risk of failure. These patients often can present with large volume disease in the prostate with 

unfavorable Gleason grade and risk for disease at and beyond the prostate capsule. These patients 

are predominantly treated with radiation therapy for local treatment. Developing strategies to 

augment control with radiation therapy in parallel to hormone therapy is important for the next 

generation of prostate cancer patients. This paper reviews potential molecular pathways that can 

sensitize prostate cancer cells to radiation therapy and potentially improve the therapeutic index for 

patients with this disease. 
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Introduction 

Prostate carcinoma remains a significant 

issue for oncology clinical care. The disease 

affects a large percentage of our population 

and can have a disproportionate malevolent 

outcome on vulnerable populations1. While 

favorable outcomes are seen in patients with 

low-risk disease with local therapy including 

surgery and radiation therapy in multiple 

formats, a significant percentage of men 

present with unfavorable and high-risk 

features including high Gleason grade, 

neuroendocrine features, and nodal 

involvement. With clinical nihilism now seen 

in PSA screening and lassitude in 

surveillance follow up, more high-risk 

patients are again seen at younger ages. It is 

important to pursue process improvements in 

therapy. 

Radiation therapy remains an important 

component to the care of patients with this 

disease. Process improvements in radiation 

therapy including image guidance and 

intensity modulation have provided a 

significant increase in tumor control and 

limitation in normal tissue injury. Cure rates 

with radiation therapy have been improved 

with the addition of hormone therapy, 

therefore providing a strategy to offer better 

patient care with improved long-term 

outcome. Hormone therapy may function 

through multiple mechanisms. While it is 

common to associate the success of hormone 

therapy with testosterone interruption, 

hormone may also interfere with tumor cell 

adhesion serving to inhibit tumor growth and 

metastasis2. Therefore, identifying multiple 

pathways including hypoxia conditions, 

DNA damaging as well as signaling 

pathways become the important vehicles for 

interaction to augment the success of 

radiation therapy.  

In this manuscript, we review recent 

advances in the understanding of the 

molecular biology of prostate cancer and 

identify strategies for optimizing patient care 

moving forward. 

Role of Adhesion Molecules 

Although we traditionally associate the 

mechanism of hormone therapy with 

interruption of the testosterone pathway, 

hormone therapy contributes to prostate 

cancer cell death through multiple 

mechanisms, many are not yet well 

characterized. In order to proliferate, cancer 

cells must adhere to a structure and in turn 

develop a blood supply for support3,4. Often 

cells adhere to stroma for structural support 

and the development of tumor associated 

angiogenesis. Although promising therapies 

have been directed to angiogenesis 

inhibition, often these therapies serve to 

stabilize established tumor blood vessels and 

not always generate a predictable response to 

therapy. It may prove to be more important to 

inhibit the initial development of tumor 

vascularity at the initiation of angiogenesis to 

abate tumor cell growth and development.  

We have demonstrated in early publications 

that bicalutamide inhibits androgen mediated 

adhesion of prostate cancer cells when 

exposed to radiation therapy 5. In a series of 

experiments our group was able to study the 

role of bicalutamide on cell adhesion 

properties in LNCaP prostate cancer cells. 

LNCaP cells were stimulated with androgen 

prior to radiation treatment with 0, 5, 10, and 

15 Gy. Cell adhesion to fibronectin was 

measured to ascertain the role of androgen in 

integrin mediated prostate cancer cell 

adhesion with flow cytometry used to define 

the expression of integrin subtypes in LNCaP 

cells exposed to both androgen and radiation 
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therapy. LNCaP cell adhesion to fibronectin 

was significantly increased by stimulation by 

androgen alone and with androgen coupled 

with radiation therapy. The stimulation of 

cell adhesion was abrogated with the 

application of bicalutamide. In parallel, cells 

exposed to radiation at higher dose likewise 

demonstrated an increase in v1 integrin 

expression which was likewise abolished 

with the addition of bicalutamide. The data 

supported the premise that bicalutamide 

played an important role in abrogating 

increased cell adhesion seen in LNCaP cells 

with androgen and surprisingly with radiation 

therapy. While reasonable to assume that the 

increase in cell adhesion seen after radiation 

therapy can be an immediate response to 

injury, it is worrisome to think on balance 

that the initiation of therapy can have an 

initial deleterious impact on outcome by 

supporting tumor cell adhesion and support 

growth and development of disease with the 

initiation of management. Therefore, the use 

of hormone therapy as radiation therapy is 

initiated may be an important aspect to 

clinical care transparent to the duration of 

hormone therapy which requires further 

study. Likewise, the mechanism of action of 

bicalutamide is not clear, nevertheless one of 

the roles supported by hormone therapy is the 

impact of hormone on tumor cell adhesion. It 

will be important to explore the mechanism 

of action in greater depth to optimize both 

timing, dose, and duration of hormonal 

therapy and its role as a co-partner to 

radiation therapy 2,6,7. Identifying cell 

adhesion specific therapy in lieu of hormone 

treatment may also serve to reserve hormone 

therapy for first or secondary treatment 

failure4,8-12. This would potentially limit risk 

of the cardiovascular, muscular-skeletal, and 

neurocognitive sequelae of hormone therapy. 

MAP kinase pathway and the role of 

radiotherapy 

Extracellular signal regulated kinases (ERK) 

are one of major classes of mitogen-activated 

protein (MAP) kinases that transduces and 

activates a variety of extracellular signals to 

regulate cell functions involving 

proliferation, differentiation and cell death 
13,14. ERKs are well known as key signaling 

transducers that mediates cell proliferation in 

response to the growth factor, much evidence 

shows that ERK pathway, like JNK and p38, 

can be activated by environmental stresses 

such as reactive oxygen species 15 and 

radiation16,17. In prostate cancer patients, an 

elevated level of phosphorylated ERK1/2 has 

been found in castration resistant prostate 

cancer as compared to untreated primary 

prostate cancer16,17. Signal transduction-

based therapy can, by disrupting the 

MEK/ERK/c-Myc axis, reduce human 

prostate cancer (PCa) radioresistance caused 

by increased c-Myc expression in vivo and in 

vitro and restore apoptosis signals 18. This 

suggests pharmacologic targeting of the 

MEK/ERK pathway may be a viable 

treatment strategy adjunct with radiotherapy 

for patients with refractory metastatic 

prostate cancer.  

Our laboratory has been fortunate to study the 

impact of ERK1 and ERK2 expression and 

the impact of molecular expression products. 

ERK1 and ERK2 have multiple functions in 

tumor cells including influencing cell 

growth/development and senescence. The 

pathways also have influence in the function 

of mitochondria.  We have been able to grow 

and develop cells from prostate cancer cell 

lines (DU145 and LNCaP) lineage that are 

resistant to radiation therapy 19. In a series of 

experiments, we were able to isolate the 

maintain cells that survived long term and 
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regrowth after 40 Gy of radiation therapy. We 

have referred to them as DUIR or LI. While 

both cells have the capability of expressing 

neuroendocrine biomarkers, DUIR has 

demonstrated epithelial-mesenchymal 

transformation (EMT) in addition. Both cell 

lines have features associated with modern 

defined malevolent subtypes of prostate 

cancer. These cells express significant 

enhancement of ERK1 and ERK2 

phosphorylation and are resistant to radiation 

therapy. Treating DUIR cells with ERK 

inhibition (sh-RNA) abolished radiation 

resistance and returned DUIR cells back to 

the sensitivity profile of their cell of origin 20. 

This is an important finding as it begins to 

place emphasis on patient care management 

defined by molecular expression products for 

radiation therapy. There are defined cohorts 

of patients at high risk that do not have the 

same clinical outcome to their low and 

intermediate risk counterparts, and this is the 

group of patients we need to target for 

process improvements in care. Further 

characterization of molecular profiles will 

increase our knowledge in this important area 

and serve to further improve patient care by 

potentially tailoring therapy to specific 

targets personalized to each patient. 

Hypoxia-inducible factor 1 (HIF-1) and 

radiotherapy resistance 

Hypoxia-inducible factor (HIF) is a 

transcriptional complex that plays a central 

role in mammalian oxygen homeostasis21. 

Among two subunits of HIF, HIF-1 and 

HIF-1 22, HIF-1 is a critical regulator in 

cells under multiple stressful conditions 23. 

Almost half of the all solid tumors contain 

hypoxia subregions with various sizes and 

extents 24. Meanwhile, in advanced and 

castrate resistant disease, HIF-1  is a 

biomarker for therapeutic resistance. PCa is 

one of the major malignancies within which 

hypoxia has a significant impact on treatment 

resistance and metastasis 25,26. HIF-1 is 

associated with gene expression in patients 

and is found to be correlate with higher 

Gleason score, T stage, and malevolent 

outcome in PCa 27,28. The findings that HIF-

1  expression with greater frequency in 

patients with more advanced disease suggests 

the possible need for therapy beyond the 

application of traditional hormone/radiation 

therapy 29. There is increasing information 

that expression of HIF-1 is associated with 

resistance to chemotherapy and due to 

activation in areas of hypoxia, may contribute 

to resistance in radiation therapy 30. The 

mechanism of therapeutic resistance is likely 

diversified in disease origin and includes 

adaptive changes within cells to hypoxia 

including glycolysis, limitation of vascularity 

including drug concentration in areas of 

disease, and expression of other molecular 

pathways associated with resistance 

including angiogenesis  epithelial-

mesenchymal transition 31-33 and possibly 

associated with regulation of mammalian 

target of rapamycin (mTOR) signaling 

pathway 34. A retrospective analysis of two 

randomized radiotherapy trials and one 

surgical cohort study indicates increased 

HIF-1 expression is a significant predictor 

of biochemical failure after radiotherapy or 

surgery for prostate cancer 35.  

The relationship of HIF and therapeutic 

resistance for radiation treatment in prostate 

cancer is not well understood. This is an 

important issue to study. Although there has 

been considerable progress in the application 

of radiation therapy to prostate cancer 

patients, identifying higher risk patients and 

studying how to improve outcome in 
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conjunction with radiation therapy become 

important. In a manner similar to the use of 

hormone therapy, adding strategic therapy 

with radiation therapy has the potential of 

improving outcome for patients thought to be 

at higher risk for failure. Our laboratory has 

investigated this question. Preliminary data 

in prostate cancer cells has shown that cells 

resistant to radiation therapy expressed HIF-

1 indicating this as an important target for 

future investigation. 

PARP inhibition and radiosensitivity 

Poly (ADP-ribose) polymerase-1 (PARP-1) 

is a ubiquitous enzyme found mostly in the 

nucleus. PARP1 plays an important role in 

the base excision repair (BER) pathway for 

DNA single strand breaks (SSBs).  It 

catalyzes the covalent binding of polymers of 

ADP-ribose (PAR) moieties on itself and its 

target nuclear proteins from donor 

nicotinamide adenine dinucleotide (NAD+) 

molecules 36. Modern sequencing techniques 

have identified DNA repair deficits in 

patients with advanced prostate carcinoma 

and those with the presence of BRCA 

mutations. In metastatic castration resistance 

prostate cancer (CRPC), genomic aberrations 

have been shown to interfere with DNA 

repair 37,38. PARP-1 inhibitors are now an 

important component to the treatment of 

advanced and castrate resistant prostate 

cancer 39-41. Coupled with next generation 

androgen therapy, inhibition of DNA repair 

adducts appear to be an important component 

to patient care for patients with advanced 

disease and those that require therapy 

independent of androgen pathways. Serval 

clinical trials indicate that PARP inhibitor 

can enhanced survival in PCa patients. In a 

recent Olaparib trial, for example, among 

men with metastatic CRPC who had tumors 

with at least one alteration 

in BRCA1, BRCA2, or ATM 42,43 and whose 

disease had progressed during previous 

treatment with a next-generation hormonal 

agent, those who were initially assigned to 

receive Olaparib had a significantly longer 

duration of overall survival than those who 

were assigned to receive enzalutamide or 

abiraterone plus prednisone as the control 

therapy 44. 

Radiation therapy damages DNA and cellular 

response to radiation has been shown to 

correlate with the proportion of cells in 

replication 45. Therefore, agents that serve to 

further inhibit DNA repair may be an 

important addition to radiation treatment in 

order to determine if selected addition of 

targeted therapy with radiation therapy can 

improve outcome for patients. It is well 

known that  tumors contain a higher 

proportion of replicating cells than normal 

tissues, and the cell-cycle checkpoint 

responses of these cells are often defective 46.  

Radiation-induced DSBs are often repaired 

through nonhomologous end joining (NHEJ). 

Ionizing radiation in the clinical treatment of 

cancer generates mainly SSBs rather than 

DSBs. The major effect of PARP inhibition 

is to delay the repair of SSBs. Since DSBs are 

the most important cytotoxic lesions, the 

effect on SSB repair may have a minimal 

impact on the survival of nonreplicating cells.  

In contrast, PARP inhibition increases 

radiosensitivity of proliferating cells. Thus, 

PARP inhibitors may improve the outcome 

of radiotherapy in tumors by promoting 

damage in highly replicating tumor cells 

while having limited impact on noncycling 

normal tissues that have dose-limiting late 

damage in response to radiotherapy.  Our 

laboratory has begun to investigate this point 

to see if the application of PARP inhibition to 

radiation therapy can serve to increase tumor 

cell kill (Fig 1). There is preliminary 
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evidence that PARP inhibition increase cell 

kill with radiation therapy is previously 

resistant cell lines. 

 

Fig. 1.  The clonogenic assay was performed when cells were exposed up to 6 Gy ionizing radiation.  Cells 

were cultured in the presence of Olaparib (Selleckchem Co., Houston, TX) for 48 hours before exposed to 

ionizing radiation (IR). Surviving fraction is expressed by a log scale.  Colony formation was scored two 

weeks post radiation. 

 

Conclusion 

Radiation therapy remains an important 

pathway to care for patients with prostate 

cancer and plays an increasingly important 

role in patients with high risk of treatment 

failure. Identifying agents that can increase 

cell kill in conjunction with radiation therapy 

is an important next step for progress in 

therapy including situations that will apply 

advanced technology radiation therapy 

techniques to the treatment of patients with 

oligometastatic disease. Our laboratory has 

evaluated opportunities to increase tumor cell 

kill in prostate cancer with radiation therapy. 

Therapies directed to cell adhesion, ERK and 

mTOR, HIF, PARP pathways and apoptosis 

associated molecules appear to improve cell 

kill with radiation therapy and may prove to 

be good strategies to apply in clinical trials 

moving forward in selected patients with 

these biomarkers as expression products. 

The cost of additional therapy will decrease 

as they become more popular and used at an 

enterprise function. The therapies will reduce 

failure and accordingly decrease cost as 

secondary relapse therapy becomes less 

necessary.

 



Tao Wang, et al.     Medical Research Archives vol 9 issue 5. May 2021           Page 7 of 9 

Copyright 2021 KEI Journals. All Rights Reserved                         htttp://journals.ke-i.org/index.php/mra 

Reference 

1. Siegel RL, Miller KD, Jemal A. 

Cancer statistics, 2019. CA Cancer J 

Clin. 2019;69(1):7-34. 

2. Wo JY, Zietman AL. Why does 

androgen deprivation enhance the 

results of radiation therapy? Urol 

Oncol. 2008;26(5):522-529. 

3. Wagner EF, Nebreda AR. Signal 

integration by JNK and p38 MAPK 

pathways in cancer development. Nat 

Rev Cancer. 2009;9(8):537-549. 

4. Wang T, Languino LR, Lian J, Stein 

G, Blute M, Fitzgerald TJ. Molecular 

targets for radiation oncology in 

prostate cancer. Front Oncol. 

2011;1:17. 

5. Wang T, Alavian MR, Goel HL, 

Languino LR, Fitzgerald TJ. 

Bicalutamide inhibits androgen-

mediated adhesion of prostate cancer 

cells exposed to ionizing radiation. 

Prostate. 2008;68(16):1734-1742. 

6. Alonzi R, Padhani AR, Taylor NJ, et 

al. Antivascular effects of 

neoadjuvant androgen deprivation for 

prostate cancer: an in vivo human 

study using susceptibility and 

relaxivity dynamic MRI. Int J Radiat 

Oncol Biol Phys. 2011;80(3):721-

727. 

7. Schmidt-Hansen M, Hoskin P, 

Kirkbride P, Hasler E, Bromham N. 

Hormone and radiotherapy versus 

hormone or radiotherapy alone for 

non-metastatic prostate cancer: a 

systematic review with meta-

analyses. Clin Oncol (R Coll Radiol). 

2014;26(10):e21-46. 

8. Goel HL, Sayeed A, Breen M, et al. 

beta1 integrins mediate resistance to 

ionizing radiation in vivo by 

inhibiting c-Jun amino terminal 

kinase 1. J Cell Physiol. 

2013;228(7):1601-1609. 

9. Lu H, Wang T, Li J, et al. alphavbeta6 

Integrin Promotes Castrate-Resistant 

Prostate Cancer through JNK1-

Mediated Activation of Androgen 

Receptor. Cancer Res. 

2016;76(17):5163-5174. 

10. Park CC, Zhang H, Kim S, Lee R, 

Bissell MJ. β1 Integrin inhibition 

enhances apoptosis post-ionizing 

radiation (IR) in breast cancer in 3 

dimensional culture and in vivo. 49th 

Annual Meeting of the American 

Society for Therapeutic Radiology 

and Oncology. 2007;November 1, 

2007. 

11. Albert JM, Cao C, Geng L, Leavitt L, 

Hallahan DE, Lu B. Integrin αvβ3 

antagonist Cilengitide enhances 

efficacy of radiotherapy in 

endothelial cell and non-small-cell 

lung cancer models. Int J Radiat 

Oncol Biol Phys. 2006;65(5):1536-

1543. 

12. Simon EL, Goel HL, Teider N, Wang 

T, Languino LR, Fitzgerald TJ. High 

dose fractionated ionizing radiation 

inhibits prostate cancer cell adhesion 

and β1 integrin expression. Prostate. 

2005;64(1):83-91. 

13. Davis RJ. Transcriptional regulation 

by MAP kinases. Mol Reprod Dev. 

1995;42(4):459-467. 

14. Karin M. Signal transduction from 

the cell surface to the nucleus through 

the phosphorylation of transcription 

factors. Curr Opin Cell Biol. 

1994;6(3):415-424. 

15. Guyton KZ, Spitz DR, Holbrook NJ. 

Expression of stress response genes 

GADD153, c-jun, and heme 

oxygenase-1 in H2O2- and O2-

resistant fibroblasts. Free Radic Biol 

Med. 1996;20(5):735-741. 

16. Nickols NG, Nazarian R, Zhao SG, et 

al. MEK-ERK signaling is a 



Tao Wang, et al.     Medical Research Archives vol 9 issue 5. May 2021           Page 8 of 9 

Copyright 2021 KEI Journals. All Rights Reserved                         htttp://journals.ke-i.org/index.php/mra 

therapeutic target in metastatic 

castration resistant prostate cancer. 

Prostate Cancer Prostatic Dis. 

2019;22(4):531-538. 

17. Rodriguez-Berriguete G, Fraile B, 

Martinez-Onsurbe P, Olmedilla G, 

Paniagua R, Royuela M. MAP 

Kinases and Prostate Cancer. J Signal 

Transduct. 2012;2012:169170. 

18. Ciccarelli C, Di Rocco A, Gravina 

GL, et al. Disruption of MEK/ERK/c-

Myc signaling radiosensitizes 

prostate cancer cells in vitro and in 

vivo. J Cancer Res Clin Oncol. 

2018;144(9):1685-1699. 

19. Wang T, Carraway R, Chen H, Briggs 

J, FitzGerald TJ. ERK1 Mediated 

Epithelial-Mesenchumal Transition 

and Neuroendocrine Development in 

Prostate Cancer Cells that Survive 

High Dose Ionizing Radiation. 

International J of Radiation 

Oncology, Biology and Physics. 

2012;84:S667-668. 

20. Wang T, Carraway RE, LeRoche D, 

FitzGerald TJ. Disruption of ERK1/2 

sensitizes radiation resistance 

prostate cancer cells to paclitaxel and 

ionizing radiation. International J of 

Radiation Oncology, Biology and 

Physics. 2014;90:S806. 

21. Loenarz C, Coleman ML, 

Boleininger A, et al. The hypoxia-

inducible transcription factor 

pathway regulates oxygen sensing in 

the simplest animal, Trichoplax 

adhaerens. EMBO Rep. 

2011;12(1):63-70. 

22. Wang GL, Semenza GL. Purification 

and characterization of hypoxia-

inducible factor 1. J Biol Chem. 

1995;270(3):1230-1237. 

23. Bhandari V, Hoey C, Liu LY, et al. 

Molecular landmarks of tumor 

hypoxia across cancer types. Nat 

Genet. 2019;51(2):308-318. 

24. Dhani N, Fyles A, Hedley D, 

Milosevic M. The clinical 

significance of hypoxia in human 

cancers. Semin Nucl Med. 

2015;45(2):110-121. 

25. Fraga A, Ribeiro R, Principe P, Lopes 

C, Medeiros R. Hypoxia and Prostate 

Cancer Aggressiveness: A Tale With 

Many Endings. Clin Genitourin 

Cancer. 2015;13(4):295-301. 

26. Hompland T, Hole KH, Ragnum HB, 

et al. Combined MR Imaging of 

Oxygen Consumption and Supply 

Reveals Tumor Hypoxia and 

Aggressiveness in Prostate Cancer 

Patients. Cancer Res. 

2018;78(16):4774-4785. 

27. Stewart GD, Gray K, Pennington CJ, 

et al. Analysis of hypoxia-associated 

gene expression in prostate cancer: 

lysyl oxidase and glucose transporter-

1 expression correlate with Gleason 

score. Oncol Rep. 2008;20(6):1561-

1567. 

28. Ambrosio MR, Di Serio C, Danza G, 

et al. Carbonic anhydrase IX is a 

marker of hypoxia and correlates with 

higher Gleason scores and ISUP 

grading in prostate cancer. Diagn 

Pathol. 2016;11(1):45. 

29. Ranasinghe WK, Xiao L, Kovac S, et 

al. The role of hypoxia-inducible 

factor 1alpha in determining the 

properties of castrate-resistant 

prostate cancers. PLoS One. 

2013;8(1):e54251. 

30. Al-Ubaidi FL, Schultz N, Egevad L, 

Granfors T, Helleday T. Castration 

therapy of prostate cancer results in 

downregulation of HIF-1alpha levels. 

Int J Radiat Oncol Biol Phys. 

2012;82(3):1243-1248. 

31. Maeda A, Chen Y, Bu J, Mujcic H, 

Wouters BG, DaCosta RS. In Vivo 

Imaging Reveals Significant Tumor 

Vascular Dysfunction and Increased 



Tao Wang, et al.     Medical Research Archives vol 9 issue 5. May 2021           Page 9 of 9 

Copyright 2021 KEI Journals. All Rights Reserved                         htttp://journals.ke-i.org/index.php/mra 

Tumor Hypoxia-Inducible Factor-

1alpha Expression Induced by High 

Single-Dose Irradiation in a 

Pancreatic Tumor Model. Int J Radiat 

Oncol Biol Phys. 2017;97(1):184-

194. 

32. Schwartz DL, Bankson J, Bidaut L, et 

al. HIF-1-dependent stromal 

adaptation to ischemia mediates in 

vivo tumor radiation resistance. Mol 

Cancer Res. 2011;9(3):259-270. 

33. Bharti SK, Kakkad S, Danhier P, et al. 

Hypoxia Patterns in Primary and 

Metastatic Prostate Cancer 

Environments. Neoplasia. 

2019;21(2):239-246. 

34. Bernardi R, Guernah I, Jin D, et al. 

PML inhibits HIF-1alpha translation 

and neoangiogenesis through 

repression of mTOR. Nature. 

2006;442(7104):779-785. 

35. Vergis R, Corbishley CM, Norman 

AR, et al. Intrinsic markers of tumour 

hypoxia and angiogenesis in localised 

prostate cancer and outcome of 

radical treatment: a retrospective 

analysis of two randomised 

radiotherapy trials and one surgical 

cohort study. Lancet Oncol. 

2008;9(4):342-351. 

36. D'Amours D, Desnoyers S, D'Silva I, 

Poirier GG. Poly(ADP-ribosyl)ation 

reactions in the regulation of nuclear 

functions. Biochem J. 1999;342 ( Pt 

2):249-268. 

37. Grasso CS, Wu YM, Robinson DR, et 

al. The mutational landscape of lethal 

castration-resistant prostate cancer. 

Nature. 2012;487(7406):239-243. 

38. Beltran H, Yelensky R, Frampton 

GM, et al. Targeted next-generation 

sequencing of advanced prostate 

cancer identifies potential therapeutic 

targets and disease heterogeneity. Eur 

Urol. 2013;63(5):920-926. 

39. Nizialek E, Antonarakis ES. PARP 

Inhibitors in Metastatic Prostate 

Cancer: Evidence to Date. Cancer 

Manag Res. 2020;12:8105-8114. 

40. Gani C, Coackley C, Kumareswaran 

R, et al. In vivo studies of the PARP 

inhibitor, AZD-2281, in combination 

with fractionated radiotherapy: An 

exploration of the therapeutic ratio. 

Radiother Oncol. 2015;116(3):486-

494. 

41. Hussain M, Carducci MA, Slovin S, 

et al. Targeting DNA repair with 

combination veliparib (ABT-888) 

and temozolomide in patients with 

metastatic castration-resistant 

prostate cancer. Invest New Drugs. 

2014;32(5):904-912. 

42. Lloyd RL, Wijnhoven PWG, Ramos-

Montoya A, et al. Combined PARP 

and ATR inhibition potentiates 

genome instability and cell death in 

ATM-deficient cancer cells. 

Oncogene. 2020;39(25):4869-4883. 

43. Farmer H, McCabe N, Lord CJ, et al. 

Targeting the DNA repair defect in 

BRCA mutant cells as a therapeutic 

strategy. Nature. 

2005;434(7035):917-921. 

44. Hussain M, Mateo J, Fizazi K, et al. 

Survival with Olaparib in Metastatic 

Castration-Resistant Prostate Cancer. 

N Engl J Med. 2020;383(24):2345-

2357. 

45. Dungey FA, Loser DA, Chalmers AJ. 

Replication-dependent 

radiosensitization of human glioma 

cells by inhibition of poly(ADP-

Ribose) polymerase: mechanisms and 

therapeutic potential. Int J Radiat 

Oncol Biol Phys. 2008;72(4):1188-

1197. 

46. Kastan MB, Bartek J. Cell-cycle 

checkpoints and cancer. Nature. 

2004;432(7015):316-323.

 


