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ABSTRACT 
 

Introduction and Aims: Recently HPV-16 and 18 have been found in the oral cavity and have 
been significantly linked as causative agents of oral cancer.  Research has also shown the effects 
of HPV on breast cancer cells.  More recently, HPV-16 and 18 have been found in normal breast 
tissue.  The carcinogenic effects of HPV on oral and breast tissues have been demonstrated; 
however, the effect of HPV on non-cancerous breast tissue cells has not yet been studied. Based 
upon this information, the objective of this study was to evaluate the effects of HPV on normal 
breast tissue.   
Study Design: This is an observational laboratory-based study of human cell cultures. 
Place and Duration of Study: This study was conducted in the Department of Biomedical Sciences 
at the University of Nevada, Las Vegas – School of Dental Medicine between May 2017 and May 
2019. 
Methodology: HPV16 and HPV18 strains were used to infect normal, non-cancerous breast 
tissue cell lines Bst-Hs578 and 18485 in vitro.  Cellular growth and viability was evaluated to 
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determine if HPV mediated any of these cellular phenotypes.  Cells were plated into 96-well assay 
plates to measure proliferation. Viability was measured using a BioRad TC20 automated cell 
counter.  
Results: The addition of HPV-16 and HPV-18 had significant effects on cellular phenotypes in 
both Bst-Hs578 and 184B5 cells. For example, cell viability increased between 21% and 41% in 
Bst-Hs578 cells and 23% to 53% in 184B5 cells over three days. In addition, cellular proliferation 
was also significantly altered with both HPV strains in each of the cell lines, increasing 
approximately two-fold at each of the three-day assay time points. Each of these phenotypes was 
sustained over the course of one week and three week assays.  
Conclusion: Although studies have demonstrated that HPV can modulate oral and breast cancer 
cells, no studies to date have demonstrated that HPV has the potential to mediate the growth or 
viability of normal, non-cancerous breast tissue.  This study may be among the first to 
demonstrate that HPV is capable of modulating these phenotypes in normal, non-cancerous 
breast tissue – which will be important for dentists, oral healthcare professionals and 
epidemiologists who are interested in HPV prevention and vaccination. 
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ABBREVIATIONS 
 

HPV : Human papillomavirus  
DNA : Deoxyribonucleic acid  
CIN : Cervical intraepithelial neoplasia  
ATCC : American Type Culture Collection  
RPMI : Roswell Park Memorial Institute  
PABA : Para-aminobenzoic acid  
MEM : Minimal Essential Media  
DMEM : Dulbecco’s Modified Eagle’s Medium  
 

1. INTRODUCTION 
 

The Human Papillomavirus (HPV) family 
encompasses a group of closely related non-
enveloped DNA viruses that are known to infect 
skin and mucosal tissues [1]. The induction of 
early viral promotion genes are known 
oncoproteins that concomitantly inactivate two of 
the key critical tumor suppressor pathways linked 
with p53 and retinoblastoma (Rb) - first 
elucidated in cervical intraepithelial neoplasia 
(CIN)  [2,3]. This knowledge has led to the 
widespread adoption of HPV-related screening to 
increase early treatment and prevention of CIN 
[4].  
 
As screening and research into HPV-associated 
pathology and tumorigenesis in cervical            
cancers advanced, research uncovered many 
additional forms of HPV-associated cancers in 
mucosal and epithelial tissues [5]. This             
research has mainly focused on anogenital 
cancers, such as penile and anal tumors [6-8]. 
However, more recently HPV-16 and 18 have 
been found in the oral cavity and have been 
significantly linked as causative agents of oral 
cancer – as well as other cancers of the head 
and neck [9-11].  

Most recently, evidence has emerged linking 
HPV infection with breast cancer [12,13]. Most 
studies of this phenomenon have traditionally 
focused on whether HPV may be an ancillary 
factor that modulates already developing breast 
tumors rather than answering the question if it 
may, in fact, be oncogenic in these tissues 
[14,15]. Much of this research has found 
contradictory and conflicting evidence, which has 
contributed to the urgency for more focused and 
targeted research in this area [16-18]. Because 
most of the studies to date have focused on the 
effects of HPV in already developing or 
developed breast cancers, far less is known 
about the effects of HPV on non-cancerous 
breast tissue cells [19].  Based upon this 
information, the objective of this study was to 
evaluate the effects of HPV on normal breast 
tissue.   
 

2. METHODOLOGY 
 

2.1 Cell Culture 
 

Normal, non-cancerous breast tissue cell lines 
Bst-Hs578 (HTB-125) and 184B5 (CRL-8799) 
were obtained from American Type Culture 
Collection (ATCC). Cells were maintained in 
Roswell Park Memorial Institute (RPMI) 1640 
media, which has been deemed suitable for 
many mammalian epithelial cell lines due to high 
concentrations of biotin, vitamin B12 and para-
aminobenzoic acid (PABA) – constituents not 
found in Minimal Essential Media (MEM) or 
Dulbecco’s Modified Eagle’s Medium (DMEM) 
[19,20]. Cell culture media was supplemented 
with 10% Fetal Bovine Serum (FBS) and                
1% Penicillin-Streptomycin and cells were 
maintained in tissue culture treated flasks at 
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37°C and 5% CO2 in a humidified tissue culture 
chamber [21,22]. All cells used in these 
experiments were early passage (Passage 4-6), 
which was well within the manufacturer 
recommendation for use of non-immortalized, 
non-cancerous normal cells prior to passage 
twenty (P20), where some cells may have begun 
reaching replicative senescence or the Hayflick 
limit [21,22]. 
 

2.2 HPV Transient Transfection 
 

Bst-Hs578 and 184B5 cells were seeded into 
tissue culture-treated flasks with the appropriate 
media until approximately 70% confluence was 
achieved. Transient transfection was 
accomplished using the Stratagene Mammalian 
Transfection Kit and protocol for CaPO4 
transfection, as previously described [19,23-25]. 
The full length HPV type 16 (ATCC#45113) and 
HPV type 18 (ATCC#4152) cloned into 
pBluescript SK- (suitable for transient 
transfection) were added at 1.0 ug/mL to each 
cell line, as previously described [23-25].  
 

The mock transfection or negative controls were 
established by performing the same protocol but 
without the addition of the full length HPV virus. 
In brief, Bst-Hs578 and 184B5 cells were seeded 
into tissue culture-treated flasks with the 
appropriate media until approximately 70% 
confluence was achieved. Mock transfection was 
accomplished using the Stratagene Mammalian 
Transfection Kit and protocol for CaPO4 
transfection without the addition of any plasmid 
vector, as previously described [19,23-25].  
 

2.3 Cellular Viability 
 

Cellular viability was measured using the Trypan 
Blue exclusion assay. In brief, Trypan Blue 0.4% 
solution (Gibco) was added to control and 
experimental cells to create a 1:1 dilution, which 
was incubated at room temperature. Each plate 
was placed on a hemocytometer grid on a Zeiss 
Axiovert inverted microscope. Four to six grids 
(1.0 mm

2
) were counted and averaged to 

determine cell number. To verify these results 
control and experimental cells were also 
trypsinized and diluted 1:1 with trypan blue for 
viability using a BioRad TC20 automated cell 
counter.  
 

2.4 Cellular Proliferation 
 

Cells were plated in 96-well flat bottom tissue-
culture treated assay plates from Corning Costar 
(Fisher Scientific) at a concentration of 1.2 x 10

4
 

cells per well. In brief, cells were fixed at several 
time points, including 24 hours (1 day), 48 hours 
(2 days), 72 hours (3 days), 168 hours (1 week) 
and 504 hours (3 weeks) using 10% buffered 
formalin. After 24 hours of fixation, formalin was 
aspirated and cells were stained with Gentian 
Violet 2% aqueous solution (Fisher Scientific) 
and washed with 1x Phosphate Buffered Saline 
(PBS). Proliferation of cells was measured as 
absorbance in each of the assay plates using a 
BioTek ELx808 microplate reader at 595 nm.   
 

2.5 Statistical Analysis 
 

All experiments were performed in triplicate, with 
all data in figures presented using standard 
deviation (SD). Differences between control (no 
transfection), negative control (mock 
transfection) and experimental (transfected) cells 
were measured using two-tailed t-tests, which 
are appropriate for parametric biological data. 

Significance was set at alpha =0.05.  
 

3. RESULTS 
 

The transfection of HPV-16 and HPV-18 was 
sufficient to induce significant effects on Bst-
Hs578 cells (Fig. 1). More specifically, the 
addition of HPV-16 was sufficient to significantly 
increase viability ranging between 31.6% and 
49.9% over three days. This represented an 
increase from the baseline control (non-
transfected) cell viability of 19-22% to 25%-31%, 
p<0.05. This increase was sustained over one 
week (1.95-fold increase to 39%) extending to 
three weeks (3-fold increase to 54%), p<0.05.  
Similar results were observed with HPV-18, 
demonstrating an increase in viability between 
21.1% and 38.1% (23%-29%) over three days – 
peaking with a two-fold increase at weeks one 
and three to 40%-41%, p<0.05. 
 

The transfection of HPV-16 and HPV-18 was 
also sufficient to induce significant effects on 
184B5 cells (Fig. 2). More specifically, the 
addition of HPV-16 was sufficient to significantly 
increased viability between 31.2% and 46.7% 
over three days. This represented an increase 
from the baseline control (non-transfected) cell 
viability of 15-17% to 21%-32%, p<0.05. This 
increase was sustained over one week (61% 
increase to 29%) extending to three weeks 
(72.2% increase to 31%), p<0.05.  Furthermore, 
the addition of HPV-18 induced an increase in 
viability between 23.5% and 53.3% (21%-23%) 
over three days, which was sustained over one 
week (66.7% increase to 30%) to week three 
(55.6% increase to 28% viability), p<0.05.
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Fig. 1. Changes in cellular viability in Bst-Hs578 cells following HPV transfection. The addition 
of high-risk HPV-16 and HPV-18 strains increased viability over three days between 21 and 

41%. Sustained increases in viability were observed at Week 1 (2-fold increase) and Week 3 (3- 
and 2-fold increase, respectively) 

 

 
 

Fig. 2. Changes in cellular viability in 184B5 cells following HPV transfection. The addition of 
high-risk HPV-16 and HPV-18 strains increased viability over three days between 23% and 
53%. Sustained increases in viability were observed at Week 1 (67% increase) and Week 3 

(56% increase) 
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Fig. 3. Changes to cellular proliferation among Bst-Hs578 cells with HPV. The addition of high-
risk HPV-16 and HPV-18 significantly increased growth over three days by approximately two-

fold. These increases were sustained over Week 1 and Week 3 with a more robust increase 
observed with HPV-18 at the final time point 

 

 
 
Fig. 4. Changes to cellular proliferation among 184B5 cells with HPV. The addition of high-risk 
HPV-16 and HPV-18 significantly increased growth over three days by approximately two-fold. 

These increases were sustained over Week 1 and Week 3 with a more robust increase 
observed with HPV-16 at the final time point 
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To evaluate whether the observed increases in 
cellular viability were correlated with other 
cellular phenotypes, 96-well growth assays were 
performed (Fig. 3) above. These data 
demonstrated significant changes over the first 
three days. For example, the addition of HPV-16 
increased growth among the Bst-Hs578 cells 
between 1.92- and 2.01-fold at 24, 48 and 72 
hrs. (Day 1, Day 2, Day 3). Similar increases 
between 1.77- and 1.91-fold were observed with 
the addition of HPV-18. These increases in 
growth with the addition of HPV-16 and HPV-18 
were apparent at both of the additional time 
points of Week 1 (1.74-fold and 2.2-fold 
increase) and Week 3 (2.81-fold and 3.66-fold 
increase), which were all significantly different 
from the non-transfected control cells, p<0.05.  
 

These proliferation and growth assays were also 
performed with 184B5 cells and the addition of 
HPV-16 and HPV18 (Fig. 4). These results              
also demonstrated significant changes over               
the entire time course of the assay. More 
specifically, HPV-16 increased 184B5 growth 
between 1.91- and 2.01-fold at 24, 48 and 72 
hrs. (Day 1, Day 2, Day 3).Similar increases 
between 1.69- and 1.72-fold were observed with 
the addition of HPV-18. These increases 
associated with HPV-16 and HPV-18 were 
sustained through Week 1 (2.63-fold and 2.1-fold 
increase, respectively) and Week 3 (3.38-fold 
and 2.81-fold increase), which were all 
significantly different from the non-transfected 
control cells, p<0.05.  
 

4. DISCUSSION 
 

Because most studies to date have focused on 
the effects of HPV in already developing or 
developed breast cancers, far less is known 
about the effects of HPV on non-cancerous 
breast tissue cells [19]. Based upon this 
information, the objective of this study was to 
evaluate the effects of HPV on normal breast 
tissue.  The results of this study demonstrated 
that the addition of high-risk HPV strains HPV-16 
and HPV-18 were sufficient to induce significant 
changes to cellular phenotypes, including viability 
and growth. 
 

These data support the observations from other 
researchers that high-risk HPV strains may be 
found in normal tissue from breast cancer 
patients, suggesting a potential role in the 
oncogenesis and development of these HPV-
positive tumors [14,26,27]. In fact, several 
studies have suggested this mechanism and 
pathway for the development of some breast 

cancers – although further research into these 
areas will be needed to fully understand the 
oncogenic potential of high-risk HPV in these 
tissues [28,29].  
 

In fact, new research has suggested that high-
risk HPV strains, such as HPV-16 and HPV-18, 
may in fact be considered primary etiologic 
agents in the development of some breast 
cancers [30]. Some evidence supports these 
hypotheses, with findings that suggest these 
high-risk HPV strains may be associated with 
other clinical and pathological conditions that 
may present prior to the development of breast 
cancer [31,32]. In fact, as more data become 
available the association between these high-risk 
HPV strains and the development of breast 
cancer becomes more compelling [5,12,33].  
 

As public health awareness regarding the 
potential benefits of HPV vaccination becomes 
more prevalent, each potential benefit and 
aspect of HPV prevention should be considered 
by both healthcare providers and parents 
considering these measures for the prevention of 
HPV-related disease [34,35]. Given that HPV 
may modulate or even initiate a variety of 
cancers, that are not just restricted to cervical 
and gynecological cancers, an increased 
awareness and understanding of HPV-related 
diseases and pathologies will be needed to guide 
public health and healthcare officials in their 
recommendations for patient care and disease 
prevention [36].  
 

5. CONCLUSION 
 

Although studies have demonstrated that HPV 
can modulate oral and breast cancer cells, no 
studies to date have demonstrated that HPV has 
the potential to mediate the growth or viability of 
normal, non-cancerous breast tissue.  This study 
may be among the first to demonstrate that HPV 
is capable of modulating these phenotypes in 
normal, non-cancerous breast tissue – which will 
be important for dentists, oral healthcare 
professionals and epidemiologists who are 
interested in the mechanisms of HPV-induced 
disease and HPV-related prevention and 
vaccination. 
 

CONSENT 
 

It is not applicable. 
 

ETHICAL APPROVAL 
 
It is not applicable. 



 
 
 
 

Heske et al.; IRJO, 2(2): 98-106, 2019; Article no.IRJO.51639 
 

 

 
104 

 

ACKNOWLEDGEMENTS 
 
The authors would like to thank the Office of 
Research at the UNLV School of Dental 
Medicine and the Graduate and Professional 
Student Association for their assistance with this 
project. 

 

COMPETING INTERESTS 
 
Authors have declared that no competing 
interests exist. 
 

REFERENCES 
 
1. Vashisht S, Mishra H, Mishra PK, Ekielski 

A, Talegaonkar S. Structure, genome, 
infection cycle and clinical manifestations 
associated with human papillomavirus. 
Curr Pharm Biotechnol; 2019.  
DOI:10.2174/13892010206661908021157
22 
[Epub ahead of print] [PMID: 31376818] 

2. Balasubramaniam SD, Balakrishnan V, 
Oon CE, Kaur G. Key molecular events in 
cervical cancer development. Medicina 
(Kaunas). pii: E384. 2019;55(7). 
DOI: 10.3390/medicina55070384  
[PMID: 31319555] 

3. Taghizadeh E, Jahangiri S, Rostami D, 
Taheri F, Renani PG, Taghizadeh H, 
Gheibi Hayat SM. Role of E6 and E7 
human papillomavirus proteins in 
molecular pathogenesis of cervical cancer. 
Curr Protein Pept Sci; 2019.  
DOI:10.2174/13892037206661906181014
41  
[Epub ahead of print] [PMID: 31244421] 

4. Swailes AL, Hossler CE, Kesterson JP. 
Pathway to the Papanicolaou smear: The 
development of cervical cytology in 
twentieth-century America and implications 
in the present day. Gynecol Oncol. 2019; 
154(1):3-7.  
DOI: 10.1016/j.ygyno.2019.04.004 
[Epub 2019 Apr 15. Review]  
[PMID: 30995961] 

5. Gheit T. Mucosal and cutaneous human 
papillomavirus infections and cancer 
biology. Front Oncol. 2019;9:355.  
DOI: 10.3389/fonc.2019.00355  
[PMID: 31134154] 

6. Emmanuel A, Nettleton J, Watkin N, 
Berney DM. The molecular pathogenesis 
of penile carcinoma-current developments 
and understanding. Virchows Arch; 2019.  
DOI: 10.1007/s00428-019-02607-8  

[Epub ahead of print] [PMID: 31243533] 

7. Siddharthan RV, Lanciault C, Tsikitis VL. 
Anal intraepithelial neoplasia: Diagnosis, 
screening, and treatment. Ann 
Gastroenterol. 2019;32(3):257-263.  

DOI: 10.20524/aog.2019.0364 

[Epub 2019 Feb 18. Review] 

[PMID: 31040622] 

8. Serrano B, Brotons M, Bosch FX, Bruni L. 
Epidemiology and burden of HPV-related 
disease. Best pract res clin obstet 
gynaecol. 2018;47:14-26.  

DOI: 10.1016/j.bpobgyn.2017.08.006  

[Epub 2017 Sep 2] [PMID: 29037457] 

9. Shewale JB, Gillison ML. Dynamic factors 
affecting HPV-attributable fraction for head 
and neck cancers. Curr Opin Virol. 2019; 
39:33-40.  

DOI: 10.1016/j.coviro.2019.07.008  

[Epub ahead of print]  

[PMID: 31465959] 

10. Trzcinska A, Zhang W, Gitman M, Westra 
WH. The prevalence, anatomic distribution 
and significance of HPV genotypes in head 
and neck Squamous Papillomas as 
detected by real-time PCR and sanger 
sequencing. Head Neck Pathol; 2019.  

DOI: 10.1007/s12105-019-01057-7 

[Epub ahead of print] [PMID: 31352627] 

11. Timbang MR, Sim MW, Bewley AF, 
Farwell DG, Mantravadi A, Moore MG. 
HPV-related oropharyngeal cancer: A 
review on burden of the disease and 
opportunities for prevention and early 
detection. Hum Vaccin Immunother. 2019; 
15(7-8):1920-1928.  

DOI: 10.1080/21645515.2019.1600985  

[Epub 2019 May 7. PMID: 31050595] 

12. Malhone C, Longatto-Filho A, Filassi JR. Is 
human papilloma virus associated with 
breast cancer? A review of the molecular 
evidence. Acta Cytol. 2018;62(3):166-177.  

DOI: 10.1159/000487700 

[Epub 2018 Apr 25] [PMID: 29694946] 

13. Gannon OM, Antonsson A, Bennett IC, 
Saunders NA. Viral infections and breast 
cancer - A current perspective. Cancer 
Lett. 2018;420:182-189.  

DOI: 10.1016/j.canlet.2018.01.076  

[Epub 2018 Feb 21] [PMID: 29410005] 

14. Lawson JS, Glenn WK, Whitaker NJ. 
Human papilloma viruses and breast 
cancer - Assessment of causality. Front 
Oncol. 2016;6:207.  

[eCollection 2016] 

[PMID: 27747193] 



 
 
 
 

Heske et al.; IRJO, 2(2): 98-106, 2019; Article no.IRJO.51639 
 

 

 
105 

 

15. Simões PW, Medeiros LR, Simões Pires 
PD, Edelweiss MI, Rosa DD, Silva FR, 
Silva BR, Rosa MI. Prevalence of human 
papillomavirus in breast cancer: A 
systematic review. Int J Gynecol Cancer. 
2012;22(3):343-7.  
DOI: 10.1097/IGC.0b013e31823c712e  
 [PMID: 22214962] 

16. Gannon OM, Antonsson A, Milevskiy M, 
Brown MA, Saunders NA, Bennett IC. No 
association between HPV positive breast 
cancer and expression of human papilloma 
viral transcripts. Sci Rep. 2015;5:18081.  
DOI: 10.1038/srep18081 
[PMID: 26658849] 

17. Eslamifar A, Ramezani A, Azadmanesh            
K, Bidari-Zerehpoosh F, Banifazl M, 
Aghakhani A. assessment of the 
association between human papillomavirus 
infection and breast carcinoma. Iran J 
Pathol. 2015;10(1):41-6.  
[PMID: 26516324] 

18. Zhou Y, Li J, Ji Y, Ren M, Pang B, Chu M, 
Wei L. Inconclusive role of human 
papillomavirus infection in breast cancer. 
Infect Agent Cancer. 2015;10:36.  
DOI: 10.1186/s13027-015-0029-6 
[eCollection 2015. PMID: 26504492] 

19. Kingsley K, Zuckerman J, Davis M, 
Matteucci M, Knavel A, Rinehart J, Tran V, 
Woyciehowsky D, Jenskins P, Yu Rui, 
Nguyen DH, O’Malley S.  Induction of 
differential growth in vitro by high-risk 
human papillomavirus in human breast 
cancer cell lines is associated with 
caspase dysregulation.  Journal of Cancer 
Science and Therapy. 2009;1(2):62-71.  

20. Götte M, Kalkhake K, Ploeger S, Kiesel L, 
Stute P. Effect of testosterone on E1S-
sulfatase activity in non-malignant and 
cancerous breast cells in vitro. J Steroid 
Biochem Mol Biol. 2009;117(4-5):168-75.  
DOI: 10.1016/j.jsbmb.2009.09.007  
[Epub 2009 Sep 22] [PMID: 19778611] 

21. Wagner JE, Huff JL, Rust WL, Kingsley K, 
Plopper GE. Perillyl alcohol inhibits breast 
cell migration without affecting cell 
adhesion. J Biomed Biotechnol. 2002;2(3): 
136-140.  
[PMID: 12488578] 

22. Rust W, Kingsley K, Petnicki T, 
Padmanabhan S, Carper SW, Plopper GE. 
Heat shock protein 27 plays two distinct 
roles in controlling human breast cancer 
cell migration on laminin-5. Mol Cell Biol 
Res Commun. 1999;1(3):196-202.  

[PMID: 10425226] 

23. Reddout N, Christensen T, Bunnell A, 
Jensen D, Johnson D, O'Malley S, 
Kingsley K. High risk HPV types 18 and 16 
are potent modulators of oral squamous 
cell carcinoma phenotypes in vitro. Infect 
Agent Cancer. 2007;2:21.  

DOI: 10.1186/1750-9378-2-21  

[PMID: 18001474] 

24. King M, Chatelain K, Farris D, Jensen D, 
Pickup J, Swapp A, O'Malley S, Kingsley 
K. Oral squamous cell carcinoma 
proliferative phenotype is modulated by 
proanthocyanidins: A potential prevention 
and treatment alternative for oral cancer. 
BMC Complement Altern Med. 2007;19(7): 
22.  

[PMID: 17578576] 

25. Kingsley K, Johnson D, O'Malley S. 
Transfection of oral squamous cell 
carcinoma with human papillomavirus-16 
induces proliferative and morphological 
changes in vitro. Cancer Cell Int. 2006;6: 
14.  

DOI: 10.1186/1475-2867-6-14  

[PMID: 16716227] 

26. Cavalcante JR, Pinheiro LGP, Almeida 
PRC, Ferreira MVP, Cruz GA, Campelo 
TA, Silva CS, Lima LNGC, Oliveira BMK, 
Lima LM, Feitosa LMC, Pinheiro AC, Frota 
CC. Association of breast cancer with 
human papillomavirus (HPV) infection in 
Northeast Brazil: molecular evidence. 
Clinics (Sao Paulo). 2018;73:e465.  

DOI: 10.6061/clinics/2018/e465 

[PMID: 30365827] 

27. Islam S, Dasgupta H, Roychowdhury A, 
Bhattacharya R, Mukherjee N, Roy A, 
Mandal GK, Alam N, Biswas J, Mandal S, 
Roychoudhury S, Panda CK. Study of 
association and molecular analysis of 
human papillomavirus in breast cancer of 
Indian patients: Clinical and prognostic 
implication. PLoS One. 2017;12(2): 
e0172760.  

DOI: 10.1371/journal.pone.0172760  

[eCollection 2017] [PMID: 28245287] 

28. Ngan C, Lawson JS, Clay R, Delprado W, 
Whitaker NJ, Glenn WK. Early human 
papilloma virus (HPV) oncogenic 
influences in breast cancer. Breast cancer 
(Auckl). 2015;10;9:93-7. 

DOI: 10.4137/BCBCR.S35692 

[eCollection 2015] [PMID: 26691275] 
29. Eslamifar A, Ramezani A, Azadmanesh K, 

Bidari-Zerehpoosh F, Banifazl M, 
Aghakhani A. Assessment of the 



 
 
 
 

Heske et al.; IRJO, 2(2): 98-106, 2019; Article no.IRJO.51639 
 

 

 
106 

 

association between human papillomavirus 
infection and breast carcinoma. Iran J 
Pathol. 2015;10(1):41-6.  
[PMID: 26516324] 

30. Kudela E, Nachajova M, Danko J. Is the 
HPV virus responsible for the development 
of breast cancer? Breast J; 2019.  
DOI: 10.1111/tbj.13399  
[Epub ahead of print] No abstract 
available. PMID: 31172643 

31. Balci FL, Uras C, Feldman SM. Is human 
papillomavirus associated with breast 
cancer or papilloma presenting with 
pathologic nipple discharge? Cancer Treat 
Res Commun. 2019;19:100122.  
DOI: 10.1016/j.ctarc.2019.100122  
[Epub 2019 Feb 6] [PMID: 30785026] 

32. Khodabandehlou N, Mostafaei S, Etemadi 
A, Ghasemi A, Payandeh M, Hadifar S, 
Norooznezhad AH, Kazemnejad A, 
Moghoofei M. Human papilloma virus and 
breast cancer: The role of inflammation 
and viral expressed proteins. BMC Cancer. 
2019;19(1):61.  
DOI: 10.1186/s12885-019-5286-0  
[PMID: 30642295] 

33. Wang YW, Zhang K, Zhao S, Lv Y, Zhu J, 
Liu H, Feng J, Liang W, Ma R, Wang J. 
HPV Status and Its Correlation with BCL2, 
p21, p53, Rb, and Survivin Expression in 

Breast Cancer in a Chinese Population. 
Biomed Res Int. 2017;6315392.  

DOI: 10.1155/2017/6315392  

[Epub 2017 Dec 20]  

[PMID: 29423411] 

34. Leung SOA, Akinwunmi B, Elias KM, 
Feldman S. Educating healthcare 
providers to increase human papillomavirus 
(HPV) vaccination rates: A Qualitative 
Systematic Review. Vaccine X. 2019;3: 
100037.  

DOI: 10.1016/j.jvacx.2019.100037 

[eCollection 2019 Dec 10]  

[PMID: 31463471] 

35. Murillo R, Ordóñez-Reyes C. Human 
papillomavirus (HPV) vaccination: From 
clinical studies to immunization programs. 
Int J Gynecol Cancer. 2019;ijgc-2019-
000582.  

DOI: 10.1136/ijgc-2019-000582  

[Epub ahead of print]  

[PMID: 31455660] 

36. De Sanjose S, Brotons M, LaMontagne 
DS, Bruni L. Human papillomavirus 
vaccine disease impact beyond expecta-
tions. Curr Opin Virol. 2019;39:16-22.  

DOI: 10.1016/j.coviro.2019.06.006  

[Epub ahead of print]  

[PMID: 31382121] 

_________________________________________________________________________________ 
© 2019 Heske et al.; This is an Open Access article distributed under the terms of the Creative Commons Attribution License 
(http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, distribution, and reproduction in any medium, 
provided the original work is properly cited. 

 
 

 
 

 

Peer-review history: 
The peer review history for this paper can be accessed here: 

http://www.sdiarticle4.com/review-history/51639 

http://creativecommons.org/licenses/by/4.0

