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EXECUTIVE SUMMARY 

 

The support of the Emer Casey Foundation has enabled the DISCOVARY consortium to 

make significant progress in the fight against ovarian cancer and the consortium are 

deeply grateful for this funding. 2011 has been a successful year for the consortium with 

a major highlight being the publication [Egan et al, 2011] in PLoS ONE, one of the top 

scientific journals. This publication outlined the importance of platelets in cancer 

metastasis using ovarian cancer as a model. The idea of platelets cloaking tumour cells 

and preventing them from being recognised by the immune system has now gained 

significant interest in the scientific community and is becoming the subject of high impact 

publications. The support of the foundation led to the enabling work for this study and 

assisted the consortium in attracting funding from Science Foundation Ireland to 

continue this work as part of the Biomedical Devices Institute-2 [BDI-2] SFI CSET [Centres 

for Science Engineering and Technology]. This programme [Oncology 1] is examining 

circulating tumour cells [CTCs] in ovarian and other cancer models.  

The Emer Casey fellows have had a busy year as all three have now generated substantial 

results which they have presented at national and international meetings. Lynda McEvoy 

and Mairead Murphy are due to complete their PhDs in the first quarter of 2012 and 

have very exciting and novel results to present.  

 

Mairead Murphy presented some of her initial results at the Ovarian Cancer Screening 

Meeting in London in November 2011. Her work examining auto antibody profiles in 

ovarian cancer generated significant interest from the diagnostic industry as this 

technology is now a major focus of interest in ovarian cancer diagnostics. This is a major 

boost to the consortium and to Mairead and we are currently in discussion with Roche 

diagnostics and Ayanda Biosystems to take this forward.  

The work supported by the Emer Casey foundation has now produced a hugely 

important set of biomarkers that can be taken to develop a diagnostic and therapeutic 

platform in collaboration with industry partners. 

 

Lynda McEvoy has generated some very exciting results in relation to the development of 

chemoresistance and is currently examining patient samples from the bioresource for 

these novel markers. Lynda has presented her work at national and international 

meetings this year.  

 

Brendan Ffrench has successfully isolated cancer stem cells in an ovarian cancer model 

and is currently validating this in his mouse studies. This groundbreaking work will have 

important implications in the treatment of cancer and we look forward with anticipation 

to these results. 

 

In addition to concentrating on their own project, the fellows have also been developing 

their future research careers and gaining important supervisory skills. They have been 

involved in supervising medical and science students detailed below. The research 

carried out by the consortium has made an enormous contribution to the scientific 

community and has resulted in 19 peer reviewed articles and 32 abstracts listed below. 

This work has been presented at both national and international conferences and 

generated enormous interest from the scientific and pharmaceutical community.  
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RESEARCH OUTPUTS [PEER REVIEWED PUBLICATIONS] 

 

Murphy MA*, O'Connell DJ*, O’Kane SL, O'Brien JK, O’ Toole S, Martin C, Sheils O, O’Leary 

JJ, Cahill DJ. Epitope presentation is an important determinant of the utility of antigens 

identified from protein arrays in the development of autoantibody diagnostic assays. 

[submitted Nov 2011] [*Joint first authors]. 

 

Murphy MA, O’Leary JJ, Cahill D.  Cloak and Dagger: Profiling the interplay of cancer with 

the immune system. [submitted Nov 2011] 

 

D’Adhemar CJ, Gallagher MF, O’Toole S, Murphy C, Smyth PC, Stordal B, Crowley D, 

Cooke AA, Martin C, Sheils O, O’Leary JJ. The MyD88+ phenotype is an adverse prognostic 

factor in epithelial ovarian cancer [submitted]. 

 

Laios A*, Mohamed BM*, Kelly L, Flavin R, McEvoy L, Martin C, Sheils O, Gallagher M, 

Ring M, Davies T, Mc Guinness EPJ, Gleeson NC, D’Arcy T, Sheppard BL, O’Leary JJ, 

O’Toole SA. Pre-treatment of ovarian cancer cell lines with an MMP-9 inhibitor prior to 

cisplatin treatment increases cytotoxicity as determined by high content screening cell-

based assays [submitted] [*Joint first authors]. 

 

Sheils O, Crowley D, O’Toole S, Smyth P, Martin C, Norris L, Laois A, Flavin R, Conlon N, 

McEvoy L, Finn S, O’Leary JJ. Examining the relationship between expression of tumour 

expressed genes, patient platelet count, disease free period and survival [submitted]. 

 

Canney A, Gallagher M, Smyth P, Spillane C, Cooke A, Ffrench B, Martin C, O’Toole S, 

Sheils O, O’Leary JJ.  EMT transition in relation to CTCs [submitted]. 

 

Gallagher M, Heffron CCBB, Laios A, O'Toole SA, Smyth PC, Flavin RJ, ElBaruni SA, Spillane 

CD, Martin CM, Sheils OM, O'Leary JJ. Suppression of Cancer Stemness p21-regulating 

mRNA and miRNA Signatures in Recurrent Ovarian Cancer Patient Samples. Journal of 

Ovarian Research [In Press]. 

 

Egan K, Crowley D, Smyth P, O'Toole S, Spillane C, Martin C, Gallagher M, Canney A, 

Norris L, Conlon N, McEvoy L, Ffrench B, Stordal B, Keegan H, Finn S, McEneaney V, Laios 

A, Ducrée J, Dunne E, Smith L, Berndt M, Sheils O, Kenny D, O'Leary J. Platelet adhesion 

and degranulation induce pro-survival and pro-angiogenic signalling in ovarian cancer 

cells. PLoS One. 2011;6(10):e26125. Epub 2011 Oct 12. PubMed PMID: 22022533; 

PubMed Central PMCID: PMC3192146. 

 

Furlong F, Fitzpatrick P, O'Toole S, Phelan S, McGrogan B, Maguire A, O'Grady A, 

Gallagher M, Prencipe M, McGoldrick A, McGettigan P, Brennan D, Sheils O, Kay EW, 

O'Leary J, McCann A. Low MAD2 expression levels associate with reduced progression 

free survival in patients with high-grade serous epithelial ovarian cancer. J Pathol. 2011 

Nov 8. doi: 10.1002/path.3035. [Epub ahead of print] PubMed PMID: 22069160. 
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Astbury K, McEvoy L, Brian H, Spillane C, Sheils O, Martin C, O’Leary JJ.  MYBL2 (B-MYB) in 

Cervical Cancer: Putative Biomarker. International Journal of Gynaecological Cancer. 

2011; 21[2] 206 – 12.  

 

O’Toole SA, O’Leary JJ. Chemoresistance of ovarian cancer. Encyclopedia of Cancer 2010 

[In Press]. 

 

Sheedy FJ, Palsson-McDermott E, Hennessy EJ, Martin C, O’Leary JJ, Ruan Q, Johnson DS, 

Chen Y, O’Neill LA. Negative regulation of TLR4 via targeting of the proinflammatory 

tumor suppressor PDCD4 by the microRNA miR-21. Nature Immunol. 2010;11[2]:141-7. 

PubMed PMID: 19946272. 

 

Gallagher MF, Flavin RJ, Elbaruni SA, McInerney JK, Smyth PC, Salley YM, Vencken SF, 

O’Toole SA, Laios A, Lee MY, Denning K, Li J, Aherne ST, Lao KQ, Martin CM, Sheils OM, 

O’Leary JJ. Regulation of microRNA biosynthesis and expression in 2102Ep embryonal 

carcinoma stem cells is mirrored in ovarian serous adenocarcinoma patients. J Ovarian 

Res. 2009;2:19. PubMed PMID: 20015364. 

 

Flavin R, Smyth P, Barrett C, Russell S, Wen H, Wei J, Laios A, O’Toole S, Ring M, Denning 

K, Li J, Aherne S, Sammarae D, Aziz NA, Alhadi A, Finn SP, Loda M, Sheppard B, Sheils O, 

O’Leary JJ. miR-29b expression is associated with disease-free survival in patients with 

ovarian serous carcinoma. Int J Gynecol Cancer 2009;19[4]:641-7. PMID: 19509563  

 

Flavin R, Jackl G, Finn S, Smyth P, Ring M, O’Regan E, Cahill S, Unger K, Denning K, 

Jinghuan Li, Aherne S, Tallini G, Gaffney E, O’Leary JJ, Zitzelsberger H, Sheils O. RET/PTC 

rearrangement occurring in primary peritoneal carcinoma. Int J Surg Pathol. 

2009;17[3]:187-97. PMID: 19147513. 

 

Flavin RJ, Smyth PC, Laios A, O’Toole SA, Barrett C, Finn SP, Russell S, Ring M, Denning 

KM, Li J, Aherne ST, Sammarae DA, Aziz NA, Alhadi A, Sheppard BL, Lao K, Sheils OM, 

O’Leary JJ. Potentially important microRNA cluster on chromosome 17p13.1 in primary 

peritoneal carcinoma. Mod Pathol. 2009;22[2]:197-205. PMID: 18677302  

 

Laios A, O’Toole S, Flavin R, Martin C, Kelly L, Ring M, Finn SP, Barrett C, Loda M, Gleeson 

N, D’Arcy T, McGuinness E, Sheils O, Sheppard B, O’ Leary J. Potential role of miR-9 and 

miR-223 in recurrent ovarian cancer. Molecular Cancer, 7, 2008, p35. PMID: 18442408  

 

Flavin RJ, Smyth PC, Finn SP, Laios A, O’Toole SA, Barrett C, Ring M, Denning KM, Li J, 

Aherne ST, Aziz NA, Alhadi A, Sheppard BL, Loda M, Martin C, Sheils OM, O’Leary JJ. 

Altered eIF6 and Dicer expression is associated with clinicopathological features in 

ovarian serous carcinoma patients. Modern Pathology, 21, [6], 2008, p676 – 684. PMID: 

18327211  

 

Laios A, O’Toole SA, Flavin R, Martin C, Ring M, Gleeson N, D’Arcy T, McGuinness EP, 

Sheils O, Sheppard BL, O’ Leary JJ. An integrative model for recurrence in ovarian cancer. 

Molecular Cancer, 7, 2008, p8. PMID: 18211683 
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ABSTRACTS 

 

 

MA Murphy, DJ O’Connell, JK O’Brien, S O’ Toole, SL O’Kane, C Martin, O Sheils, JJ 

O’Leary, DJ Cahill. To Identify Autoantibody Biomarkers of Ovarian Cancer. The School of 

Medicine Postgraduate Research Day, TCD, 2011. 

 

MA Murphy, DJ O’Connell, JK O’Brien, S O’ Toole, SL O’Kane, C Martin, O Sheils, JJ 

O’Leary, DJ Cahill. Autoantibodies: Novel Biomarkers of Ovarian Cancer? The 2011 

Festival of Research and Innovation, Conway Institute, UCD. 

 

MA Murphy, DJ O’Connell, JK O’Brien, S O’ Toole, SL O’Kane, C Martin, O Sheils, JJ 

O’Leary, DJ Cahill. Circulating Autoantibodies as Biomarkers of Ovarian Cancer. The "8th 

International Cancer Conference, TCD, 2011. 

 

MA Murphy, DJ O’Connell, JK O’Brien, S O’ Toole, SL O’Kane, C Martin, O Sheils, JJ 

O’Leary, DJ Cahill. Identification of autoantibodies as novel OC biomarkers. Young life 

scientists Ireland symposium 2011. 

 

MA Murphy, DJ O’Connell, JK O’Brien, S O’ Toole, SL O’Kane, C Martin, O Sheils, JJ 

O’Leary, DJ Cahill. Autoantibody Profiling to determine Biomarkers of Ovarian Cancer. 

Ovarian Cancer Screening Conference, London 2011. 

 

MA Murphy, DJ O’Connell, JK O’Brien, S O’ Toole, SL O’Kane, C Martin, O Sheils, JJ 

O’Leary, DJ Cahill. Identification of circulating autoantibodies as novel OC biomarkers. 

Submitted to USCAP 2012 Annual Meeting.  

 

B Ffrench, MF Gallagher, V McEneaney, AA Cooke and JJ O'Leary. Differentiated cells 

Inhibit the Proliferation of the Pluripotent Cancer Stem Cell Pool. Cardiff 2011 

Rediscovering Pulripotency Conference. 

 

B Ffrench, M Gallagher, A Cooke, B Stordal, S O'Toole, O Sheils, J O'Leary. Isolation and 

Interrogation of Ovarian Cancer Stem Cells. USCAP 2012 Annual Meeting. 

 

B Ffrench, A Cooke, B Stordal, S O'Toole, O Sheils, M Gallagher, J O'Leary. A systematic 

approach to the study of cancer stem cells applied to ovarian cancer. Submitted to AACR 

2012 

 

LM McEvoy, SA O’Toole, CD Spillane, CM Martin, O Sheils, JJ O’Leary.  Downregulation of 

Genes Contributes to Chemoresistance Induced by Hypoxia.  United States and Canadian 

Academy of Pathology Conference 2012.  

 

LM McEvoy, SA O’Toole, CD Spillane, CM Martin, O Sheils, JJ O’Leary.  The Role of 

Hypoxia in the Response of Ovarian Cancer Cells to Chemotherapy.  International Cancer 

Conference 2011. 
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F Furlong, S Phelan, A McGoldrick, A Maguire, P Fitzpatrick, S O'Toole, O Sheils, JJ. 

O'Leary, A McCann. Stabilisation of MAD2 expression through inhibition of miR-433; A 

novel mechanism for restoring chemo-responsiveness in ovarian tumours. Proceedings of 

102
nd

 annual meeting of the American association for cancer research, 2011, Orlando, 

Florida. 

 

LM McEvoy, SA O'Toole, CD Spillane, CM Martin, O Sheils, JJ O'Leary. Hypoxia Potentiates 

the Inverse Relationship between Resistance to Cisplatin and Paclitaxel in Ovarian Cancer 

Cell Lines. Modern Pathology/ Laboratory Investigations 2011. 

 

DJ Crowley, K Egan, E Dunne, SA O'Toole, C Martin, PC Smyth, D Kenny, OM Sheils, JJ 

O'Leary. Platelet Cloaking of Cancer Cells: Platelet Adhesiveness, Effect of Vascular Shear 

and Access of Chemotherapeutic Agents. Modern Pathology/ Laboratory Investigations 

2011. 

 

C D'Adhemar, SA O'Toole, B Stordal, CM Martin, L McEvoy, DJ Crowley, OM Sheils, JJ 

O'Leary. Alterations in MyD88 and microRNA Expression Are Associated with 

Chemoresistance in Epithelial Ovarian Cancer. Modern Pathology/ Laboratory 

Investigations 2011. 

 

AA Cooke, MF Gallagher, SA O'Toole, CM Martin, OM Sheils, JJ O'Leary. TLR4 and MyD88 

Expression in Cancer Stem Cells. Modern Pathology/ Laboratory Investigations 2011. 

 

DJ Crowley, PC Smyth, SA O'Toole, K Egan, D Kenny, OM Sheils, JJ O'Leary. The Epithelial 

Mesenchymal Transition (EMT) Profile of Platelet Cloaked Cancer Cells. Modern 

Pathology/ Laboratory Investigations 2011. 

 

DJ Crowley, PC Smyth, CD Spillane, SA O'Toole, K Egan, D Kenny, OM Sheils, JJ O'Leary. 

Platelet Cloaking of Cancer Cells Alters Apoptotic Potential: Implications for Metastasis. 

Modern Pathology/ Laboratory Investigations 2011. 

 

F Furlong, S Phelan, A McGoldrick, A Maguire, E Gallagher, P McGettigan, P Fitzpatrick, S 

O’ Toole, O Sheils, L McEvoy, C Martin, A O'Grady, E Kay, J O'Leary, A McCann. 

Stabilisation of MAD2 expression through inhibition of mir-433; a novel mechanism for 

restoring chemo-responsiveness in ovarian tumours. Proceedings of the Irish Association 

for Cancer Research, Cork 2011. 

 

A Laios, M Bashir, R Flavin, L Kelly, L McEvoy, C Martin, O Sheils, M Gallagher, N Gleeson, 

T D'Arcy, E McGuinness, B Sheppard, J O'Leary, S O'Toole. Pre-treatment of ovarian 

cancer cell lines with an mmp-9 inhibitor prior to cisplatin treatment increases 

cytotoxicity as determined by high content screening cell-based assays. Proceedings of 

the Irish Association for Cancer Research, Cork 2011. 

 

LM McEvoy, SA O'Toole, CD Spillane, CM Martin, O Sheils, JJ O'Leary. Hypoxia Potentiates 

the Inverse Relationship between Resistance to Cisplatin and Paclitaxel in Ovarian Cancer 

Cell Lines. Proceedings of the Irish Association for Cancer Research, Cork 2011. 
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RI Langhe, SA O' Toole, LM McEvoy, LA Norris, NC Gleeson, T D'Arcy, D O'Donnell, O 

Sheils, JJ O'Leary.  Microrna profiling in serum/ blood of ovarian cancer. Proceedings of 

the Irish Association for Cancer Research, Cork 2011. 

 

LM McEvoy, SA O’Toole, CD Spillane, CM Martin, O Sheils, G Kijanka, JJ O’Leary.  ‘The Role 

of Hypoxia in the Response of Ovarian Cancer Cells to Chemotherapy’ American Society 

for Human Genetics 60
th

 Annual Meeting Nov 2010. 

 

DJ Crowley, RJ Flavin, SA O’Toole, ST Ahern, PC Smyth, K Egan, E Dunne, D Kenny, JJ 

O’Leary, OM Sheils. Examining the relationship between expression of selected tumour 

associated genes, platelet count and survival in ovarian cancer. Modern Pathology 2010 

suppl 238A. 

 

CJ d’Adhemar, MF Gallagher, S O’Toole, C Murphy, PC Smyth, C Martin, O Sheils, JJ 

O’Leary. Functional expression analysis of TLR-4 and MyD88 in epithelial ovarian cancer. 

Modern Pathology 2010 suppl 239A. 

 

M Gallagher, S Elbaruni, R Flavin, C Martin, A Laios, S O'Toole, O Sheils, JJ O'Leary. 

Regulation of toll-like receptors in cancer stemness: a pro-inflammatory switch model.     

Lab Invest 2009 suppl. 

 

A Laios, SA O’Toole, R Flavin, C Martin, BL Sheppard, NC Gleeson, T D’Arcy, EPJ 

McGuinness, M Ring, O Sheils, JJ O’Leary. Altered Expression of miR-223 and miR-9 in 

Recurrent Ovarian Cancers may target the FGF Family. PathSoc conference 2008, Oxford. 

 

LM McEvoy, SA O’Toole, CD Spillane, CM Martin, O Sheils, G Kijanka, B MacCraith, JJ 

O’Leary. Hypoxia Induces Chemoresistance in Ovarian Cancer Model Centre for Cancer 

Research and Cell Biology’s 2
nd

 International Symposium ‘Cancer: Found in Translation’ 

September 2009. 

 

RJ Flavin, M Gallagher, S Elbaruni, CC Heffron, S O'Toole, P Smyth, A Laios, S Aherne, C 

Martin, K Lao, O Sheils, JJ O'Leary. Downregulation of miRNAs in pluripotent cancer stem 

cells is mirrored in advanced serous carcinoma. Lab Invest 2009 suppl. 

 

R Flavin, P Smyth, A Laios, S Aherne, K Denning, J Li, SA O’Toole, C Martin, BL Sheppard, C 

Martin, O Sheils,  JJ O’Leary. Downregulation of miR-195 and miR-497 from the microRNA 

cluster at chromosome 17p13.1 in papillary serous carcinomas of the peritoneum. 

Laboratory Investigation, 2008 

 

R Flavin, P Smyth, A Laios, S Aherne, K Denning, J Li, SA O’Toole, C Martin, BL Sheppard, C 

Martin, O Sheils, JJ O’Leary. Dysregulated microRNA expression in primary serous 

peritoneal/ovarian serous carcinoma. Laboratory Investigation, 2008 

 

R Flavin, P Smyth, A Laios, S Aherne, K Denning, J Li, SA O’Toole, C Martin, BL Sheppard, C 

Martin, O Sheils, JJ O’Leary. Decreased expression of microRNA processing machinery 

(Dicer and Drosha) in human ovarian and primary peritoneal serous carcinomas. 

Laboratory Investigation, 2008 
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EDUCATIONAL VALUE OF EMER CASEY FUNDING: 

 

The funding from the Emer Casey foundation has allowed DISCOVARY to add educational 

value and in addition to the three PhD fellows the following projects have been 

undertaken which support the work of the fellows: 

  

• 4
TH

 year medical student [UCC] 

Ann Marie Coughlan joined the group for a short research project as part of her 

medicine degree. Her project focused on elucidating the mechanism of action of 

MMP9 in chemoresistant ovarian cancers. Initial work by the consortium 

established MMP9 as an important marker in chemoresistance of ovarian cancer 

and Ann Marie examined this closer by also investigating an inhibitor of MMP9 

and a regulator of MMP9. She found all markers increased in recurrent tumours 

and this work feeds into ongoing work into this molecule by the group. Ann Marie 

gained valuable laboratory experience, writing and presentation skills during her 

time with the group. 

 

 

• Dublin City University (Biomedical Diagnostics Institute) MSc Students 

The Emer Casey fellows have been involved in the direct laboratory supervision of 

3 summer students from BDI-2 in Dublin City University. These projects have 

yielded valuable pilot results which are now forming the basis of further grant 

applications and the students gained valuable laboratory experience from the 

fellows and in turn the fellows gained valuable supervisory experience which will 

benefit their future research careers. 

 

Student 1 [Padraig Kearney]: The Role of Platelets in Placentation 

Padraig’s project looked at the role of platelets in placentation. In the process of 

placentation, trophoblasts invade into the maternal tissue and spiral arteries. This 

results in the remodelling of the arteries for the purpose of preparing them to 

efficiently supply blood to the developing fetus. Our work which was recently 

published in PLoS ONE demonstrated the importance of platelets in the spread of 

cancer and we thought a similar process may be taking place in early pregnancy. 

In ovarian cancer we found that the tumour cells could activate platelets and we 

wanted to determine if trophoblasts [the cells that invade during implantation] 

could do the same. Padraig did find some evidence for activation of platelets and 

the ability of platelets to induce changes in the trophoblast. This pilot study will 

be the basis for a future grant application to investigate this further. Padraig 

received supervision from the Lynda McEvoy and Brendan Ffrench to enable the 

successful completion of this project. 

 

Student 2 [Tanya Englishby]: Evaluating the antineoplatic activity of free and 

formulated sulindac 

Tanya also received supervision from the Emer Casey fellows to perform this 

project. Sulindac is a non steroidal anti inflammatory drug and our group has 

demonstrated its anti cancer potential in the treatment of cervical cancer and pre 

cancer. Tanya project was to evaluate various formulations of sulindac and she 
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found a particular formulation was most effective. Tanya will now apply for an 

Irish Cancer Society Scholarship to continue this work. 

 

Student 3 [Patrick Kerr]: CERVIVA-HPV testing in the management of women post 

treatment for high grade cervical dyplasia.   

The standard treatment for high grade cervical lesions in colposcopy is LLETZ. 

However, the risk of disease recurrence post treatment with LLETZ for high grade 

CIN ranges from 5-35%. Women with evidence of persistent Human Papilloma 

Virus (HPV) infection following treatment have a higher incidence of disease 

recurrence than those who clear HPV post-treatment. The aim of this study was 

to evaluate the utility of HPV DNA and mRNA testing in the follow-up of women 

post treatment. This work forms part of CERVIVA the Irish cervical screening 

research consortium and again involved supervisory roles by the fellows. 

 

 

• Trinity College Dublin Medical Students 

Funding from the Emer Casey foundation has enabled the extension and 

maintenance of the DISCOVARY bioresource which has been a valuable resource 

for many projects ongoing in the laboratory and in particular it has enabled 

students gain valuable laboratory experience as part of their college education. 

The bioresource was utilised for 3 second year medicine students (TCD).   

 

Louise Rice and Wan Nornadhirah Wan Rosdi: Examination of MMP-9 nad TIMP-2 

in serum from ovarian cancer patients 

Louise and Wan Nornadhirah examined the expression of a chemoresistant 

marker MMP-9 and its inhibitor TIMP-2 in the serum of patients and found that 

they increased in recurrent disease. This would be a valuable marker to determine 

this chemoresistance by a blood test and this forms part of a recently submitted 

paper by the group, Laios et al [Submitted]. 

 

Sean Tamgumus: Examination of the role of tissue factor in ovarian cancer  

Sean examined the role of tissue factor in ovarian cancer. Tissue factor is 

responsible for starting the clotting cascade and ovarian cancer is known to be 

associated with a higher risk of clotting. Sean investigated whether this was due 

to a higher level of tissue factor being produced by the tumours. He found that 

clear cell cancers on the ovary produced more tissue factor than other tumor 

types and clear cell cancers are most at risk of clotting. This work is being 

continued in the lab as part of an MD project.  

 

• International Students  

Erasmus Student from Germany [Claudia Gasch]:The role of MyD88 in 

chemoresistance 

Claudia has worked on two projects that are linked to ovarian cancer. In the first, 

Claudia has knocked down and over-expressed MyD88 in our cancer stem cell 

model and challenged these cells with ovarian cancer chemotherapy drug 

cisplatin. The results are to be completed next week. This experiment will define 

whether MyD88 if required for these cells to resist chemotherapy or not. 
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In the second experiment Claudia has mixed undifferentiated and differentiated 

cancer cells. This is to model the biology of a solid tumour, where these cell types 

are found in the same location. We asked whether the two types of cells co-exist 

independently or inter-dependently in the tumour. Our results suggest that 

differentiated cells hinder the proliferation of undifferentiated cells, something 

that has never before been contemplated, never mind shown. The obvious 

explanation is that the two cells types A) interact with each other B) secrete 

molecules that influence each others' growth or C) both. To test B we grew 

differentiated cells in media for 24 hours to generate 'conditioned media'. We 

added this conditioned media to undifferentiated cells to see whether the 

secreted products of the differentiated cells are sufficient to influence 

proliferation. After one week they were not. Two week data is pending. The 

results suggest that the presence of differentiated cells is required for this 

suppression of proliferation 

 

  

• PRTLI PhD Rotation Project Student 

Fintan Geoghan: Knockdown of MyD88 in an ovarian cancer model 

Fintan is blocking the expression of MyD88 in an ovarian cancer model and 

determining whether he can make the cells more sensitive to chemotherapy. This 

has important implications for patients who become resistant to chemotherapy. 

 

  

• Doctorate Students 

The work carried out by the Emer Casey fellows has allowed DISCOVARY to also 

enhance education for doctorate students and currently 4 clinical lecturers are 

carrying out PhDs and MDs working closely with the fellows;  Charles D’Adhemar, 

Aoife Canney, Niamh Conlon and Feras Saadeh. 
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FUTURE PROJECTS: 

 

The DISCOVARY consortium looks forward to the opportunity of presenting future novel 

and exciting project ideas to the Emer Casey foundation.  

 
It is our objective to address the compelling issues of ovarian cancer with a view to: 

 

(a) Discovering novel markers for diagnosis, prognosis and response prediction  

(b) Better understanding the disease  

(c) Developing prognostic indicators to assist patient management 

(d) Identifying patients who will benefit from existing chemotherapeutic intervention 

(e) Discovering novel therapeutic targets 

 

 
DISCOVARY will comply with Government’s Strategy for Science, Technology and 

Innovation (SSTI) 2006-2013.  Implicit in the strategy is the recognition that a strong 

research culture is vital if the health service is to offer a world-class standard of care to 

patients and retain professionals of the highest quality. This strategy is intrinsic to our 

studies. The consortium provides an unparalleled opportunity to facilitate and catalyse 

world class research.  
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CONTACT INFORMATION 

 

Prof John O’Leary 

Department of Histopathology 

Trinity College Dublin 

Sir Patrick Dun Research Laboratory 

St. James’s Hospital 

Dublin 8. 

 

Phone: +35318963296 

Email: olearyjj@tcd.ie 

http://medicine.tcd.ie/histopathology/ 

 

 

Dr Sharon O’Toole 

Department of Obstetrics and Gynaecology 

Trinity Centre for Health Sciences 

St. James’s Hospital 

Dublin 8. 

 

Phone:+35318962117 

Email: shotoole@tcd.ie 

http://medicine.tcd.ie/obstetrics-gynaecology/ 

 

 

 

 

 

 

 

 

 

 
 

 


