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Abstract
Ovarian cancer, with high-grade serous ovarian cancer (HGSOC) as the 

most common histological subtype, has the highest mortality among all 

gynaecological cancers. HGSOC is generally diagnosed in an advanced stage 

with the majority of cases showing platinum resistant relapses. Therefore, 

5-year survival rates for advanced stage disease remained low over the last 

decades. Genomic interrogation of large numbers of patient samples has 

improved our understanding about the complexity of HGSOCs in terms of 

genetic aberrations and intra-tumoural heterogeneity and underscored their 

lack of targetable mutations. Clearly, experimental models are required in 

which resistance to platinum therapy and the use of novel therapeutics can 

be studied. Several novel genetically engineered mouse models (GEMMs) 

have recently emerged, in which pathogenic mutations are introduced 

that mimic human pathogenesis. With patient-tailored therapy as a new 

treatment modality in multiple cancer types, also more personalised models 

for HGSOC are arising. DNA repair status of the tumour can be obtained using 

ex vivo tumour tissue slices and novel therapeutic strategies can be tested 

using patient-derived xenografts (PDXs). Previously, tracking changes in 

tumours during treatment and after relapse was hardly possible because of 

the invasiveness of serial sampling without contributing to personal care of 

patients. This problem might be solved in the near future by profiling tumours 

and analysing circulating cell-free tumour DNA or circulating tumour cells. 

This review will focus on recently developed models and platforms suitable 

for investigating responses to platinum-based chemotherapy, with BRCA1/2-

mutation carriers and BRCAness ovarian cancer patients as an example. 

We will discuss how various models can be combined to study resistance 

mechanisms, to predict responses by measuring DNA repair capacity of 

tumours and to use synthetic lethality as a way to improve therapy outcomes 

in specific subgroups among ovarian cancer patients.
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Introduction
Due to late symptoms, ovarian cancer is diagnosed at an advanced stage in 

the majority of cases and therefore has the highest mortality rate among 

all gynaecological cancers (1). In the 1980s, first-line treatment consisted 

of cisplatin in combination with cyclophosphamide. Soon after, carboplatin 

was introduced, which was found to have a more favourable toxicity profile 

than cisplatin, while resulting in comparable outcome in survival (2-3). By 

forming inter- and intrastrand DNA adducts, platinum-based chemotherapy 

induces lethal damage to dividing cells, such as cancer cells, by interfering 

with DNA replication. Paclitaxel replaced cyclophosphamide as part of first-

line regimen in the 1990s when proven to give significant survival benefit 

(4). Current standard of care for patients with advanced stage ovarian cancer 

consists of surgical debulking of tumour mass combined with neo-adjuvant 

or adjuvant treatment with 3-weekly paclitaxel and carboplatin for 6 cycles 

(5). To date, the extent of cytoreduction after debulking surgery is considered 

the most important prognostic factor for survival when combined with a 

platinum-based regimen (6). Despite high initial response rates, the majority 

of advanced stage patients will relapse, with the progression free interval 

being a direct predictor of sensitivity to second-line platinum therapy (7-8). 

The majority of relapses is platinum resistant (i.e. with a short progression 

free interval less than 6 months) and shows little to no long-lasting responses 

to other agents. As a result, survival rates have not improved over the last 

decades, with a 5-year survival rate of 19-28% in advanced stage disease (1). 

A big leap in achieving upfront selection of ovarian cancer patients is the 

radical change in the definition of ovarian cancer, which is no longer 

conceived as one entity. It is now widely accepted that histological subtypes 

of ovarian cancer, i.e. high-grade serous, low-grade serous, endometrioid, 

mucinous and clear cell carcinoma, are derived via different routes of 

tumourigenesis, divided in low-grade and high-grade pathways (9). Low-
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grade, slow growing tumours encompass histological subtypes such as low-

grade serous, endometrioid, mucinous and some clear cell carcinomas, and 

are now recognised to harbour mutations in KRAS, BRAF, PTEN, CTNNB1 and 

TGFBR2 (10-11). The tumour suppressor gene ARID1A is mutated in 46%-57% 

and 30% of clear cell and endometrioid ovarian cancers, respectively, without 

showing mutations in high-grade serous ovarian cancer (HGSOC), indicating a 

difference in pathogenesis (12-13). The presence of KRAS and BRAF mutations 

solely in low-grade serous carcinomas and borderline tumours, but not in 

HGSOC, again underscores that these tumours develop through independent 

pathways (14). HGSOC is characterised by an almost ubiquitous presence of 

TP53 mutations (10). In 20% of the HGSOC cases a mutation in BRCA1 or BRCA2 

is found, predisposing these women to hereditary breast and ovarian cancer. 

BRCA1 and BRCA2 are both important players in homologues recombination 

(HR), which together with the nucleotide excision repair (NER) pathway, is 

one of the two most common pathways for repairing platinum-induced DNA 

damage. In addition to BRCA1/2 mutations, aberration of the HR pathway 

can also happen via BRCA1 promoter hypermethylation (15-18). Remarkably, 

HGSOC were shown to have relatively few other gene mutations (10). In 

striking contrast, a remarkable degree of copy number aberrations is present, 

suggesting disruption of DNA repair pathways in an early stage of tumour 

development (19). In line with the ensuing genomic instability, a high degree 

of intra-tumoural heterogeneity with remarkable genomic rearrangements 

was observed using spatially taken samples of primary tumour and metastatic 

sites (20-21). 

The different histological subtypes are known for their variation in platinum 

sensitivity. The majority of HGSOC patients respond well to first-line 

platinum-based chemotherapy whereas clear cell, mucinous and low-grade 

serous tumours are known to be more resistant (22-23). Especially HGSOC 

patients that harbour a BRCA1 or BRCA2 mutation are known to be sensitive 
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towards platinum-based chemotherapy resulting in a significant better 

response rate and longer survival (24). A further sub-classification was made 

for HGSOC based on gene expression (10, 25). These expression subtypes 

(termed ‘differentiated’, ‘immunoreactive’, ‘mesenchymal’ and ‘proliferative’) 

were shown to have prognostic value, with those patients harbouring 

the mesenchymal signature having the poorest outcome. However, this 

classification is not exclusive and multiple signatures can be found within 

one tumour (26).

Resistance to platinum-based chemotherapy is hypothesised to be a Darwinian 

evolutionary process, driven by selective pressure of chemotherapy (27). It has 

been postulated that at time of presentation already minor subpopulations 

of intrinsically resistant cancer cells are present (28). Because of the high 

level of genomic instability in HGSOC, the development of intrinsically 

resistant subclones during the numerous cell divisions before clinical 

presentation seems a plausible hypothesis. This hypothesis is supported by 

the observation that some patients are minimally or only for a very short 

time responding to treatment. Residual disease after surgery is the strongest 

prognostic factor for survival despite a partial or complete clinical response 

to first-line platinum-based chemotherapy, which also supports the concept 

of intrinsically resistant subclones being already present. Alternatively, it 

cannot be excluded that acquired resistant cells arise during treatment as 

a result of the high genomic instability in HGSOC. Assuming that requiring 

resistance mutations is a stochastic event, more residual disease implies a 

higher tumour cell load and will thus increase the chances on subclones that 

have acquired resistance.

Mechanisms underlying resistance to platinum-based chemotherapy 

have been extensively studied. Several mechanisms were identified, 

including reduced intracellular cisplatin accumulation due to changes in 
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transmembrane transport, activation of cell growth-promoting and DNA 

damage repair pathways, aberrant DNA methylation, enhanced epithelial 

to mesenchymal transition and reduced endocytosis of cisplatin (29-31). 

However, this has not resulted in translational relevance for the clinical setting. 

A better understanding of factors determining response to therapy in ovarian 

cancer patients requires multiple approaches, with more representative 

experimental models being an important step in improving bench-to-bedside 

translation of results (32). Favourable responses have consistently been 

reported for a small subset of patients, emphasizing the need for upfront 

selection of eligible patients. In this respect, patient-tailored therapy, based 

on tumour characteristics of each individual patient, is widely considered as 

the next step in improving outcome, decreasing side effects and overcoming 

resistance (33-34). 

In the past decades much progress has been made in developing representative 

ovarian cancer models using both in vitro and in vivo approaches that mimic 

ovarian cancer pathogenesis, tumour microenvironment, angiogenesis and 

therapy response (35). In this review we will focus on recently developed 

models and platforms suitable for investigating response to platinum-based 

chemotherapy and biomarker-based personalised strategies to overcome 

resistance. Finally, integration of several of these models in current preclinical 

studies on Poly(ADP)ribose polymerase (PARP) inhibitors in BRCA1/2-

mutation carriers and sporadic ovarian cancer patients will be discussed.

Modelling ovarian cancer in a petri dish
Current in vitro ovarian cancer research is hampered by the low number of 

well-defined cell lines (36). Investigating large panels of cell lines may help 

in finding novel biomarkers of response towards certain (targeted) therapies 

(37-38). However, in the Broad-Novartis Cancer Cell Line Encyclopaedia 



2

  Models for studying platinum sensitivity and resistance in HGSOC            

25

(CCLE) only 60 ovarian cancer cell lines are described, of which only a few are 

depicted as serous (37). Most of them were established over a decade ago 

and were often derived from ascites instead of primary tumour. Comparison 

of these CCLE ovarian cancer cell lines with primary ovarian cancer samples 

from the TCGA database identified distinct differences, with more mutations 

in the cell lines than expected on the basis of their claimed high-grade serous 

histology in literature (36). Alarmingly, the cell lines SKOV3 and A2780 are 

least likely to be obtained from a HGSOC patient, while they are the most 

frequently used in vitro models for HGSOC (36, 39). Therefore, a shift in in 

vitro ovarian cancer research is warranted, restricting in vitro experiments to 

well-defined cell lines that have been characterised extensively (39-40).

With different ovarian cancer subtypes, harbouring distinct mutations 

and displaying different behaviour, attention is now being focused on 

understanding the pathogenesis in order to develop ovarian cancer models that 

better reflect the different histological subtypes (41). There is accumulating 

evidence suggesting the fallopian tube fimbriae as the site of origin for HGSOC 

(42). In an ex vivo primary human fallopian tube epithelium culture system, 

a delayed DNA damage repair response of fallopian tube secretory cells to 

DNA damaging agents was found when compared to fallopian tube ciliated 

epithelial cells, potentially making them more susceptible to mutagenic 

events (43). Immortalised human fallopian tube epithelial cells (FTECs) cell 

lines have been established using an in vitro approach by transducing primary 

FTECs with the hTERT gene, encoding the catalytic subunit of telomerase, 

the SV40 large-T and small-T antigens, targeting among others p53 and Rb1, 

and either the HRAS or MYC oncogenes (44). A slightly different approach 

by exposing FTECs to a cocktail of retroviral vectors also led to immortalised 

FTECs by p53 and Rb1 inactivation and c-Myc and HRAS overexpression (45). 

Injecting these immortalised FTECs in severe combined immunodeficiency 

(SCID) mice resulted in xenografts closely resembling HGSOC with respect 
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to histological characteristics and genomic instability, indicating that serous 

ovarian cancer may indeed be originating from FTECs (44-45). Clearly, these 

models seem well suited to gain mechanistic insight into the putative 

contributions of different genetic alterations to the early oncogenic events 

inducing malignant transformation of the fallopian tube epithelium. Whether 

FTECs can also be used in understanding the development of resistance and 

whether resistant subclones arise during oncogenesis of these FTECs has yet 

to be determined. 

Identifying the genetic alterations and mutations acquired during cancer 

treatment is considered a key-factor in understanding the mechanisms that 

are responsible for treatment-resistant relapses. In order to obtain drug-

resistant subclones, various ovarian cancer cell lines have been treated with 

chemotherapeutic drugs, leading for instance to the cisplatin-resistant C30 

and CP70 and the paclitaxel-resistant PTX10 and PTX22 cell lines, all derived 

from the primary cell line A2780 (46-47). However, resistance mechanisms as 

seen in the clinic might not be well mimicked using this approach. Therefore, 

efforts have been made to expand the number of patient-derived ovarian 

cancer cell lines (48-49). In 1988, a series of cell lines were established at 

different time points during treatment of three patients (50). A non-linear 

relationship of genomic duplications was found between cells before and 

after developing cisplatin resistance, with more genomic complexity at 

presentation than at relapse (51). Sampling and (short-term) culturing of 

tumour cells derived from relapsed disease may offer a tool for identifying 

clinically relevant mechanisms underlying platinum resistance, or provide 

material to test personalised therapy combinations to overcome resistance. 

Feasibility of this approach was shown with cell lines derived from both ascites 

as well as primary tumour material that could be cultured up to 8 passages 

before going into senescence (52). A positive predictive value for resistance of 

approximately 90% was shown, using patient-derived cell lines in clonogenic 
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assays (53-54). It was shown that responsiveness to platinum compounds 

in vitro, using primary cultures of ovarian cancer patient samples, was an 

independent predictor of progression-free survival and overall survival (55-

56). Furthermore, other effective anticancer compounds, such as etoposide 

and doxorubicin, could be identified in vitro, pointing towards possible 

treatment alternatives for tumours that were non-responsive to platinum 

(56). However, multiple sampling might be necessary as discrepancies in 

sensitivity between tumour cells derived from primary tumour sites and 

metastatic lesions have been reported (57).

In conclusion, long-established ovarian cancer cell lines have many drawbacks 

in their clinical relevance. However, HGSOC cell lines are now being 

characterised in depth and may be especially useful when analysed in larger 

panels for sensitivity assays to identify key players in platinum resistance. 

Furthermore, patient-derived short-term tumour cell cultures may be used 

as screening tools for the identification of effective drug treatments and as a 

screening tool for treatment alternatives when all other therapies have failed.

HGSOC: A 3-dimensional disease
Several 3-dimensional ovarian cancer models have been established 

and previously reviewed (35, 58). These models incorporate a tumour 

microenvironment, thus achieving better resemblance to the mixture of 

tumour, stromal, endothelial and immune cells ovarian cancers largely consist 

of. 3-Dimensional models are considered to be more predictive and reliable 

in investigating resistance mechanisms compared to their 2-dimensional 

counterparts (58). By culturing ovarian cancer cells in a 3-dimensional 

system using agarose hydrogel or an alternative scaffold, more proliferative 

and platinum-resistant phenotypes were seen as compared to 2-dimensional 

cultures (59-61). Whereas the EZH2 inhibitor GSK343 showed limited effects 
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on a monolayer culture, it was able to sensitise OVCAR10 and SKOV3 ovarian 

cancer cell lines to EZH2 methyltransferase inhibition in a 3-dimensional 

matrigel basement membrane extracellular matrix (62). Cell migration and 

invasion were enhanced and resistance to cisplatin was promoted, when 

ovarian cancer cells were co-cultured with mesenchymal cells (63). This 

observation is in line with in vivo observations that mesenchymal cells are 

capable of inducing chemoresistance in tumour cells by releasing fatty acids in 

response to platinum-based chemotherapy (64-65). These so-called platinum-

induced fatty acids (PIFAs) activate macrophages to secrete polyunsaturated 

lysophosphatidylcholines, which induce resistance by altering the DNA 

damage response with a rapid decrease in the DNA damage marker γH2AX 

and thus restoring cell cycle progression (65). Several other explanations 

for the enhanced platinum resistance have been proposed, for example 

passively by preventing drug penetration, and actively by mechanisms such 

as secreting protective cytokines and soluble factors promoting survival 

and growth or by stimulating epithelial-to-mesenchymal transition (66). 

Also adipocytes are known to be involved in enhanced ovarian cancer cell 

proliferation via the secretion of leptin and by actively acting as a source of 

energy (67-68), further underscoring that 3-dimensional co-culture mixtures 

of tumour, stromal, endothelial and immune cells better reflect the in vivo 

situation for ovarian cancer with regard to proliferation and drug sensitivity.

Another example of implementing the 3-dimensional tumour structure 

with a mixture of normal and tumour cells in an ex vivo setting is the use of 

whole tissue slices, using for instance the Krumdieck tissue slicer (69). Such 

tumour tissue slices can be kept viable ex vivo for over 96 hours, while they 

maintain the interactions between tumour cells and surrounding stroma (70-

72). Even after more than 96 hours, the 3-dimensional structure is preserved 

as demonstrated by the presence of tumour cells, vessels and stromal 

and inflammatory cells. These fresh tumour samples are likely to be more 
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representative with respect to cellular response to cytotoxic drugs and were 

reported to display different, or even completely opposite, drug responses 

than those observed using in vitro cultured cells (70-72). However, this 

technique is quite laborious with complicated logistics, strongly depending 

on a good collaboration between clinic and laboratory, and can only be used 

to measure short-term cytotoxicity. 

Recapitulating, although incorporating a 3-dimensional culture model is a 

laborious technique with a clear need for optimisation, it is worth the effort 

in order to obtain more relevant and translational results when it comes to 

drug sensitivity and resistance.

Genetically engineered ovarian cancer mouse models
The use of genetically engineered mouse models (GEMMs) to study ovarian 

cancer has been reviewed extensively (35, 73-74). Most of the ovarian cancer 

GEMMs described thus far have been used to study the development and 

pathogenesis of the disease (75-79). Similar GEMMs have been proven useful 

for investigating mechanisms of resistance to platinum therapy and response 

to targeted therapy in other cancer types, however not yet for ovarian cancer 

(80). Indeed, GEMMs are being implemented in so-called co-clinical trials for 

other cancer types, like lung cancer, aiming to identify drug responses and 

uncover resistance mechanisms as observed in the clinic (81-82).

Recently, several studies reported responses to platinum-based chemotherapy 

and possible resistance mechanisms in breast cancer GEMMs. Tumours that 

arose from mammary-tissue-specific inactivation of Brca1 and p53 displayed 

hypersensitivity to cisplatin (83). Disease recurrence was invariably observed, 

but remarkably, these relapsed tumours never developed resistance towards 

cisplatin with identical time to regrowth over time during concurrent cisplatin 

regimens (83-84). In these specific models, treatment resistance due to 
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Brca1/2 reading frame restoration could not develop due to the engineered 

large deletions in the Brca1/2 genes. In more recently described models, 

cancer-relevant mutations have been introduced which could allow Brca1/2 

restoration through secondary mutations (85-87). Currently available GEMMs, 

however, do offer opportunities to study resistance mechanisms beyond  

Brca1/2 reactivation. For instance, by developing a breast cancer GEMM 

with a large irreversible Brca1 mutation, it was shown that inactivation 

of the p53-binding protein-1 (53BP1), and thereby restoration of HR, is a 

possible mechanism of resistance to PARP inhibition (88). This mechanism 

was previously proposed based on a large cohort of breast cancer patients in 

which reduced 53BP1 expression was observed in triple-negative and BRCA-

associated breast cancers (89). Also Rif1 and Rev7 have recently been shown 

to be involved in partly rescuing checkpoint activation in Brca1 deficient cells 

(90). Although these results were obtained in a breast cancer GEMM setting, 

results may also be relevant for ovarian cancer in respect of sensitivity and 

resistance observed in BRCA1/2 mutation carriers.

Additionally, allograft mouse models, so-called syngeneic mouse models, 

are arising, allowing to study tumour microenvironment, immune cell 

infiltration and anti-tumour response. By orthotopic implantation of ovarian 

cancers derived from Rb/p53 and Rb/p53/Brca1/2- mutant GEMMs in 

immunocompetent mice, it was shown that treatment with cisplatin and the 

PARP inhibitor olaparib was more efficient in Brca1-deficient cancers than in 

their Brca1 wild-type counterparts (91-92).

In conclusion, GEMMs offer unique opportunities to study mechanisms of 

resistance in a clearly defined genetic background.  Efficacy of treatment 

strategies also depends on the tumour microenvironment and immune 

responses and therefore GEMMs appears to represent the clinical situation 

more closely. A major drawback are the high costs of GEMMs. Furthermore, 
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GEMMs only reflect a specifically defined genetic route of tumourigenesis 

and therefore do not take into account the intertumoural heterogeneity 

observed in human tumours. Moreover, species-specific differences with 

regard to proteins expressed, signalling pathways, and responses to (species-

specific) drugs have to be considered as well.

Patient-derived ovarian cancer xenografts models  
Patient-derived xenograft (PDX) models can take into account the 

intertumoural and intratumoural heterogeneity, as well as possible resistant 

subpopulations using multiple engraftments of tumour tissue from a single 

patient. The use, benefits and drawbacks of these models in studying cancer 

pathogenesis and drug resistance have been reviewed extensively (93-97). 

However, the concord between clinical response to treatment and the in 

vivo response in the PDX counterparts is unequivocal (54, 98). For some 

solid tumours that harbour targetable mutations, an upfront selection 

of certain therapies is very well possible, for example in lung cancers and 

melanomas with EGFR and BRAF oncogenes, respectively (99). Mechanisms 

of intrinsic resistance to the EGFR-antibody cetuximab have already been 

discovered for colorectal cancer using a panel of PDXs (100). Besides 

identification of predictive biomarkers in order to select the right patient for 

a certain drug, other approaches are arising in which PDXs can be useful. By 

implanting tumour specimens obtained by laparoscopy or biopsy into mice, 

a personalised in vivo drug screening can be performed, either using tumour 

material taken at initial presentation or at relapse (101-102). This way, PDXs 

can be used as a drug-testing platform, as well as a model to investigate 

resistance mechanisms. However, tumour tissue should be taken from the 

platinum-resistant relapse, as this tumour probably harbours a majority of 

resistant subclones not, or limitedly, present in the primary tumour or the 

metastasis at presentation. Furthermore, this methodology requires rapid 

establishment and expansion of a panel of PDXs in order to find the right 
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therapy for the individual patient on time.  

For HGSOC, with no clear targetable driver mutations and a lack of biomarkers, 

choosing the right drug remains challenging. Although the first PDXs were 

established already more than a decade ago (103-104), these models only 

recently emerged as potential drug-testing platforms and developed models 

hitherto have been described extensively (35, 41, 105-106). There are several 

studies on therapy responses in ovarian cancer PDXs worth elaborating 

on. Validation of PDXs as models for predicting response to therapy in the 

individual patient requires a response to conventional chemotherapeutic 

agents comparable to the clinical response. Vidal et al. developed an ovarian 

cancer PDX model by engrafting treatment naïve tumour samples directly 

onto the ovarian surface and induced resistance to cisplatin using repetitive 

cycles of cisplatin (107). In this study, lurbinectidin, a novel DNA minor groove 

covalent binder, was potent in inhibiting tumour growth in both the cisplatin-

sensitive as well as their cisplatin-resistant counterparts, with a synergistic 

effect when combined with cisplatin (107). As secondary resistance to 

carboplatin/paclitaxel after primary good response is the most important 

reason for the poor survival rates of HGSOC, the PDX model by Vidal et al. 

appears to be clinically relevant to identify mechanisms that underlie the 

development of resistance and to study drugs that can overcome resistance. 

One of the first studies to investigate treatment with conventional therapies, 

showed similar chemosensitivity towards cisplatin in 15 subcutaneous 

ovarian cancer PDX models (48%) when compared to average response rates 

in ovarian cancer patients (40%) (108). However, no direct link between the 

PDX and the patients from whom they were derived was made. A recent 

study by Topp et al. studied the responses of 12 HGSOC PDXs to 3 cycles 

of cisplatin treatment and found variable responses varying from complete 

responses up to more than 150 days to complete refractory tumours (109). 

Observed responses were stable over generations. When mice with recurrent 

tumours were re-treated, they developed cisplatin-refractory disease as 
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observed in the clinical setting. All PDX tumours refractory to treatment, 

had overexpression at baseline by amplification of one or more oncogenes 

that have been linked to platinum resistance before, like CCNE1, BCL-2 and 

members of the MYCN-pathway. In contrast, the cisplatin-sensitive PDXs 

overexpressed none of these genes. More importantly, in vivo responses 

of PDXs were linked to clinical responses. Patients with a progression free 

survival longer than 6 months all had sensitive PDX models, while the 

majority of patients with a progression free survival shorter than 6 months 

had refractory PDXs (109). Recently, Weroha et al. published a study on a 

biobank encompassing 168 ovarian cancer PDX models together with clinical 

data and follow-up from corresponding patients (110). In a small subset of 4 

resistant and 4 sensitive patients, it was shown that the PDXs displayed the 

same pattern of sensitivity to carboplatin/paclitaxel as their corresponding 

patients. The similar pattern of sensitivity towards carboplatin/paclitaxel was 

again shown in another study, also comparing response of ovarian cancer 

PDXs with the response of the patients they were derived from (111). A 

key point that needs further investigation is whether the stochastic process 

of resistance development in PDXs after repetitive platinum exposure is 

representative for resistance mechanisms observed in patients. Pinpointing 

these mechanisms of resistance will then also allow further investigation of 

the origin of resistance, i.e. acquired or intrinsic.

One of the biggest concerns regarding PDX models is the gradual replacement 

of human by murine stroma and vasculature, shown to occur already in the first 

generation within 3-9 weeks (110-112). Although human tumour-associated 

lymphocytes and fibroblasts remained present in established ovarian 

tumours after engraftment, these human stromal cells were mostly lost 

after several passages (113). By measuring production of human interferon-

gamma, the responsiveness to human IL-12 injection of functional tumour-

associated T-lymphocytes was detectable at least 100 days after engraftment, 
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indicating that the human tumour-associated T-lymphocytes stay viable and 

responsive despite changes in their micro-environment (113). However, the 

functionality of tumour-associated T-lymphocytes in further PDX generations 

was not studied. It is well accepted that tumour progression, response to 

chemotherapy and platinum resistance are significantly influenced by the 

ovarian tumour microenvironment (114-115). Therefore, observed responses 

to therapy in later PDX generations could be influenced by a lack of human 

stromal factors and could therefore be less representative. On the other hand, 

many growth factors are not species-specific, with mouse ligands able to bind 

human receptors and vice versa, possibly reducing this drawback. The lack of 

an intact immune system in these severe immune compromised mice (e.g. 

NOD/SCID-gamma, BALB/C nude mice) is considered to be another major 

drawback in studying the biological features of tumours and their response 

to therapy in the context of a chemotherapy-induced anti-tumour immune 

response or immunotherapy (73). However, it might be possible to study the 

anti-tumour activity of the patient’s own immune system, by co-engrafting 

autologous T-cells matched to the primary ovarian tumour in the PDX model. 

By retrovirally transducing patient T-cells with artificial T-cell receptors, so-

called chimeric antigen receptors (CARs), tumour-associated antigens can be 

targeted (116). These model systems could well be used for studying recently 

developed antibodies against co-factors like PD-L1 (117), but have not been 

applied in ovarian cancer models yet. 

Amongst other reasons, PDX models are also considered to be more 

representative of the human tumour than cell line models, as they exhibit 

increased tumour heterogeneity because of the implantation of larger 

tumour pieces. However, it is likely that the complete heterogeneous 

spectrum of one ovarian tumour will never be fully represented by a single 

PDX model. A study by Hoogstraat et al. showed that treatment-naïve ovarian 

cancers display diverse genomic rearrangements and heterogeneous gene 
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expression profiles, present in only certain subsets of a tumour from a single 

patient (21). Using unsupervised hierarchical clustering, it was shown that 

the primary tumour at the ovary site displayed a completely different cluster 

of genomic rearrangements when compared to lesions from the omentum 

or peritoneum (21). This finding, together with the possible presence of a 

minority of primary resistant subclones in the chemo-naïve primary tumour, 

possesses significant challenges to use the PDX model as a representative 

model for the individual patient. Studying the attribution of heterogeneity 

to platinum resistance would require multiple sampling and the generation 

of multiple PDX models derived from different tumour sub-populations 

of the same patient. Despite the fact that PDXs might not cover the full 

heterogeneity of the parental tumour, observed responses were found to be 

grossly translational and therefore relevant. Humanisation of the immune 

system will be an important step to further advance PDXs models.

Platforms for genomic profiling and serial blood sampling in HGSOC.
The above-mentioned models are all used to select the most effective drugs, 

to study mechanisms of drug resistance and to test strategies to overcome 

drug resistance. However, it is obvious that one model will never recapitulate 

the full spectrum of ovarian cancer patients, if even subgroups. Therefore, 

patients’ tumours and their models need to be carefully characterised at the 

genomic level.  Genomic profiles of models can then be related to treatment 

sensitivity and resistance and compared to genomic profiles of patients. This 

could allow upfront selection of individual patients that will benefit from a 

specific treatment, based on the genomic profile of a patient’s tumour. 

In search for identifying subgroups of ovarian cancer patients with a different 

survival pattern or response to platinum-based chemotherapy, several 

studies on gene expression profiling have been published (10, 26, 118-121). It 
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is likely that changes in expression of gene sets belonging to different cellular 

pathways have more relevance in response than changes in single genes as 

identified by such arrays. Therefore, pathway analysis is indispensable (122). 

However, these studies are also criticised for their limited overlap with respect 

to individual genes, lack of reproducibility of predictive and prognostic gene 

profiles, low clinical use and high amount of experimental noise (123-124). 

	

Not only gene expression arrays can be used to identify subgroups, but also 

mapping of recurrent amplification/deletions. For this purpose array-CGH can 

be used, although the number of publically available ovarian cancer samples 

is limited. As an alternative method, amplifications and deletions can be 

inferred using ‘Functional Genomic mRNA (FGM) profiling’, which removes 

the large majority of variation in gene expression and is a good proxy of copy 

number variation (125). By applying FGM profiling to the publicly available 

microarray gene expression data from 16,172 solid tumours, recurrent copy 

number alterations were identified in genomically unstable cancers such 

as HGSOC (n=1,255). Genes that were negatively associated with genomic 

instability included well-known genes such as TP53, CDKN2A, RB1, BRCA1, 

BRCA2 and ATM, which are frequently inactivated in serous ovarian cancers. 

Genes positively associated with genomic instability were, among others, 

MYC, CCNE1, PIK3CA and BIRC5  and are often found to be amplified in these 

cancers. Using this platform, high levels of genomic instability were related to 

a better progression free survival of HGSOC patients (125).

Identification of secondary genetic changes leading to platinum resistance 

is paramount for the selection of appropriate second-line therapy. However, 

in ovarian cancer patients, serial tumour sampling during treatment is 

invasive, entails complication risks, and so far has not been shown so far to 

contribute to better care. Therefore, this tool can only be used within the 

protection of clinical trials on identification of driving factors in resistance. 
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A less invasive method to analyse tumour characteristics with no need for 

serial biopsies, is exome sequencing of circulating cell-free tumour DNA 

(ctDNA) during treatment (126). In two cases of breast and ovarian cancer, 

copy number aberrations and mutations detected in ctDNA were shown to 

be largely representative for genomic alterations found in the metastases. 

For instance, during the course of treatment, in one patient, an increase in 

abundance of a truncating mutation in the RB1 tumour-suppressor gene 

was found in both ctDNA and the biopsy taken from the metastatic tumour 

(126). Another promising possibility is the isolation of circulating tumour 

cells (CTCs) from patients peripheral blood (127). A high number of CTCs 

has already been shown to be an adverse prognostic marker in several solid 

cancers (128-130), while its prognostic value in ovarian cancer remains to be 

defined (131-135). Recently however, it has been shown that ovarian cancer 

spreads preferentially through haematogenous metastases to the omentum, 

emphasizing that CTCs are important cells to study and are pathogenic in 

ovarian cancer metastasis (136). By analysing ERCC1 mRNA expression in 

isolated CTCs, a subgroup with unfavourable prognosis and platinum resistant 

disease could be identified, which was not picked up by analysing ERCC1 

expression in the primary tumour (132). Now that it has become possible 

to sequence the genome of a tumour up to the level of a single cell (137), 

CTCs could be used as a replacement not only for diagnosis and selecting 

therapeutic targets for certain mutations, but also for following mutational 

status over time during treatment, follow-up and relapse. Furthermore, 

these isolated CTCs can be cultured and later used to establish so-called CTC-

derived xenografts (CDXs), which can serve as a platform for studying therapy 

response and therapy decision making, as has been shown in small-cell lung 

cancer and breast cancer (138-139). 

To fully understand the mechanism of resistance, the occurrence of resistance 

in time has to be monitored in patients as well as in in vivo models. This 
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requires repeated sampling and thus more easily accessible tumour material, 

in which circulating tumour DNA or circulating tumour cells in blood might 

be of great help.   

DNA repair capacity as a personalised response predictive marker 
The identification of the synthetic lethal interaction between mutated BRCA1/2 

and the inhibition of PARP led to the clinical development of a novel type of 

drugs, namely PARP inhibitors (PARPi) (140-141). By exploiting the intrinsic 

error in the HR repair pathway, PARPi have already shown promising results 

in BRCA1/BRCA2 mutation carriers (142-143). Furthermore, a ‘BRCAness’ 

phenotype is present in approximately half of the HGSOC cases, with defects 

in the HR pathway caused by other mechanisms than BRCA1/2 mutations. 

The fact that BRCA1/2 mutation carriers but also BRCA1/2 wild-type patients 

can potentially benefit from PARPi, highlights a possible therapeutic gain in a 

potentially large group of ovarian cancer patients (144-145). 

Treatment with PARPi has resulted in favourable responses in BRCA1/BRCA2 

mutation carriers, which led to the registration of olaparib (Lynparza) for 

this group of patients. Clinical trials with PARPi have shown effectiveness, 

improving progression-free survival not only in BRCA1/2 mutation 

carriers (146), but also in platinum sensitive sporadic HGSOCs (147). 

Unfortunately, overall survival did not significantly differ when PARPi was 

given as maintenance therapy (147). These findings underscore the need for 

biomarkers to select patients that will benefit from a PARPi treatment (148). 

In future trials, HGSOC patients will receive platinum-based chemotherapy 

combined with PARPi as a first line treatment. However, only patients with 

HR-deficient tumours are likely to benefit and adequate patient selection is 

therefore warranted. 
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Selecting tumours with inactivated BRCA1 could theoretically be done 

using immunohistochemistry, which would detect both germline, somatic 

as well as epigenetic mechanisms of BRCA1 inactivation (149). However, 

immunohistochemistical analysis of BRCA1 does not correlate with either 

in vitro determined HR-status or response to therapy in patients (148, 150). 

As most commercially available antibodies against BRCA1 are raised against 

the N-terminal part of the protein, truncating mutations in the BRCA1 gene, 

conflicting with the function of the BRCA1 protein, may not necessarily be 

picked up by immunohistochemistry. In addition, BRCAness can be caused 

by mutations in genes other than BRCA1, such as BRCA2, PALB2 and others, 

and therefore a different methodology is needed that takes into account also 

other abnormalities in the HR pathway as well.

Rad51 foci formation in response to irradiation has been shown to be 

a reliable read-out for HR function, both in primary patient-derived 

epithelial ovarian cancer cells and PDXs. Importantly, the inability to form 

irradiation-induced Rad51 foci correlated with responses to PARPi in vitro 

(151-152). Furthermore, by treating ex vivo tumour slices with PARPi and 

determining their HR function by Rad51 foci formation, patients with HR-

deficient tumours were shown to have a better response to platinum-based 

chemotherapy and a better progression-free and overall survival (150). This 

ex vivo approach offers a diagnostic assay for upfront selection of HGSOC 

patients with HR deficiency that may benefit from PARPi and/or platinum-

based chemotherapy as first-line chemotherapy (Figure 1). Integration of this 

assay in future clinical trials investigating PARPi efficacy will hopefully allow a 

proper assessment of its predictive value. 

Another approach to predict HR-deficiency is the development of a BRCAness 

gene expression profile associated with responsiveness to platinum and PARPi 

(153). First validated on a subset of tumours of known BRCA1/2 germline 
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mutati on carriers, this profi le was able to disti nguish a subgroup of sporadic 

HGSOC pati ents with a BRCA-like profi le and a signifi cantly longer disease-

free and overall survival from sporadic HGSOC pati ents with a non-BRCA-

like profi le (153). Whether such a profi le allows predicti on for sensiti vity 

to PARPi, and thus proper selecti on of eligible pati ents, must be elucidated 

prospecti vely in clinical trials.

Resistance to plati num-based chemotherapy and / or PARPi is clinically of 

great signifi cance with several mechanisms proposed (154-155). One of 

the mechanisms of acquired resistance to plati num-based chemotherapy 

in pati ents with hereditary ovarian cancer encompasses the reversion of 

BRCA1 and BRCA2 mutati ons. Restorati on of BRCA2-functi on as a mechanism 

of resistance fi rst has been identi fi ed in CAPAN1 pancreati c cancer cells 

harbouring a BRCA2 frameshift  mutati on. Aft er clones of CAPAN1-cells 

resistant to cisplati n or PARP inhibiti on were obtained, it was found that 

cells had acquired secondary mutati ons restoring the open reading frame 

of BRCA2 (156-157). Similar observati ons were made in BRCA2 and BRCA1-

mutated cancers in pati ents (156-158). By acquiring secondary mutati ons that 

restore the reading frame for BRCA1 and BRCA2, these recurrent tumours 

had acquired resistance aft er fi rst line carboplati n, in contrast to plati num 

HR deficient
HR proficient

Ex vivo DNA 
break induction

Assessment of
Rad51 foci formation

Carboplatin/
Taxol

Carboplatin/
Taxol + PARP

inhibitor

OR

Biopsy

Fresh surgery 
material

Figure 1

Figure 1. Ex vivo Rad51 foci formati on in primary pati ent-derived epithelial ovarian tumours 
is a reliable readout for HR status and allows upfront selecti on of HGSOC pati ents with HR 
defi ciency that will possibly benefi t from PARPi treatment.
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sensitive recurrences showing no secondary mutations in BRCA1/2 (156-158). 

Furthermore, in a small subset of BRCA1/2-mutated patients, a secondary 

mutation at relapse appeared to be predictive for PARPi resistance in second 

line treatment (159). With only 6.3% of the BRCA1/2 mutated ovarian 

cancers being primary resistant to platinum-based chemotherapy, and only 

one case of a secondary mutation restoring the open reading frame of BRCA1, 

restoration of BRCA1/2 mutations seems to be rather rare and more involved 

in acquired resistance rather than in intrinsic resistance (159). Whether or 

not secondary mutations with restoration of BRCA1/2 function also play a 

role in sporadic BRCAness ovarian cancer patients in developing platinum 

resistance remains to be elucidated. 

Conclusions and future perspectives
Platinum resistance in HGSOC has been studied for decades without great 

impact on clinical outcome for these patients. Since the introduction of 

platinum-based chemotherapeutic regimens in the eighties and nineties of 

the last century, overall survival has been stable around 40%. Studying the 

mechanisms of acquired resistance requires multiple approaches combining 

pre-clinical in vitro experiments together with clinically obtained patient 

samples for in vivo and ex vivo analysis. In table 1, the pros and cons of the 

aforementioned models are summarised (Table 1). Recapitulating, in vitro 

research would benefit from the use of newly developed, better-defined 

ovarian cancer cell lines, which should represent different histological 

subtypes other than current widely used cell lines, such as A2780 and SKOV3. 

Furthermore, using in vitro 3-dimensional structures and incorporating 

micro-environmental factors may allow a better representation of patient 

responses towards platinum-based chemotherapy, which needs to be proven 

yet. To obtain a good reflection of the stochastic process of resistance as 

seen in the clinic, multiple and sequential sampling before and during 

treatment and at time of recurrence is necessary. However, in practice, this 
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is hard to incorporate due to ethical and practical reasons and will always 

have limitations because of sampling errors due to the heterogeneity in both 

primary tumours and metastatic sites in the individual patient. Resistance 

induction can be simulated in PDXs and in depth analysed at the molecular 

level. In the coming years, with the help of newly developed techniques to 

isolate circulating tumour cells and by analysing the mutational status of 

single cells or ctDNA with next generation sequencing, the appearance of 

resistant CTCs or mutations in ctDNA can be monitored in blood from PDXs 

and patients, allowing further investigation of the predictive value of PDXs. 

GEMMs can be used to selectively study mechanisms by patient-specific 

mutations of genes known to be involved in platinum sensitivity or resistance.

The incorporation of several recently developed models and platforms 

allows prediction of sensitivity towards platinum-based chemotherapy and 

the identification of subgroups among ovarian cancer patients that could 

potentially benefit from PARPi (Figure 2). In the future, the focus should be on 

identifying more subgroups with associated appropriate treatment strategies. 

By using an integrated approach of in vitro and ex vivo investigations, PDXs 

and GEMMs, and CTC- and ctDNA-based biomarker development, upfront 

selection of eligible patients will be possible.
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Genetically engineered mouse model:
- Brca1/2 GEMMs
- Platinum/ PARPi treatment
- Identify resistance mechanisms 
  beyond Brca1/2 reactivation
- Test new (targeted) drugs 

Ex vivo:
- Ovarian tumor cells /biopsies
- Tissue slicer
- Damage inducing agents
- Irradiation/platinum/ PARPi 
- Measuring HR-function 

Patient-derived xenograft:
- Platinum/ PARPi treatment
- Test HR-function 
- At presentation and relapse
- Correlate with clinical response
- Test new (targeted) drugs

Circulating tumor cells:
- Repetitive liquid biopsies
- single cell sequencing 
- secondary mutations 
  restoring BRCA1/2 function
- capture heterogeneity by
sequencing multiple CTCs

Tumor:
- Sequencing 
- BRCA1/2 mutations
- Genomic instability 
- Gene expression

Figure 2

Circulating tumor DNA:
- Repetitive liquid biopsies
- BRCA1/2 methylation
- Mutations

Figure 2. Incorporati on of recently developed models and platf orms for investi gati ng 
sensiti vity towards plati num-based chemotherapy and PARP inhibiti on.



Chapter 2 

46

1 .	 Siegel R, Naishadham D, Jemal A. 

Cancer statistics, 2012. CA: a cancer 

journal for clinicians. 2012;62(1):10-

29.

2.	 du Bois A, Luck HJ, Meier W, Adams 

HP, Mobus V, Costa S, et al. A 

randomized clinical trial of cisplatin/

paclitaxel versus carboplatin/

paclitaxel as first-line treatment 

of ovarian cancer. Journal of 

the National Cancer Institute. 

2003;95(17):1320-9.

3.	 Ozols RF, Bundy BN, Greer BE, Fowler 

JM, Clarke-Pearson D, Burger RA, 

et al. Phase III trial of carboplatin 

and paclitaxel compared with 

cisplatin and paclitaxel in patients 

with optimally resected stage III 

ovarian cancer: a Gynecologic 

Oncology Group study. Journal of 

clinical oncology : official journal 

of the American Society of Clinical 

Oncology. 2003;21(17):3194-200.

4.	 McGuire WP, Hoskins WJ, Brady 

MF, Kucera PR, Partridge EE, Look 

KY, et al. Cyclophosphamide and 

cisplatin compared with paclitaxel 

and cisplatin in patients with stage 

III and stage IV ovarian cancer. The 

New England journal of medicine. 

1996;334(1):1-6.

5.	 Aebi S, Castiglione M, Group EGW. 

Epithelial ovarian carcinoma: ESMO 

clinical recommendations for 

diagnosis, treatment and follow-up. 

Annals of oncology : official journal 

of the European Society for Medical 

Oncology / ESMO. 2008;19 Suppl 

2:ii14-6.

6.	 Bristow RE, Tomacruz RS, Armstrong 

DK, Trimble EL, Montz FJ. Survival 

effect of maximal cytoreductive 

surgery for advanced ovarian 

carcinoma during the platinum 

era: a meta-analysis. Journal of 

clinical oncology : official journal 

of the American Society of Clinical 

Oncology. 2002;20(5):1248-59.

7.	 Bolis G, Scarfone G, Luchini L, 

Ferraris C, Zanaboni F, Presti M, et 

al. Response to second-line weekly 

cisplatin chemotherapy in ovarian 

cancer previously treated with 

a cisplatin- or carboplatin-based 

regimen. European journal of cancer. 

1994;30A(12):1764-8.

8.	 Gore ME, Fryatt I, Wiltshaw E, 

Dawson T. Treatment of relapsed 

carcinoma of the ovary with 

cisplatin or carboplatin following 

initial treatment with these 

compounds. Gynecologic oncology. 

1990;36(2):207-11.

9.	 Landen CN, Jr., Birrer MJ, Sood AK. 

References



2

  Models for studying platinum sensitivity and resistance in HGSOC            

47

Early events in the pathogenesis of 

epithelial ovarian cancer. Journal 

of clinical oncology : official journal 

of the American Society of Clinical 

Oncology. 2008;26(6):995-1005.

10.	Cancer Genome Atlas Research 

Network. Integrated genomic 

analyses of ovarian carcinoma. 

Nature. 2011;474(7353):609-15.

11.	Shih Ie M, Kurman RJ. Ovarian 

tumourigenesis: a proposed model 

based on morphological and 

molecular genetic analysis. The 

American journal of pathology. 

2004;164(5):1511-8.

12.	Jones S, Wang TL, Shih Ie M, Mao 

TL, Nakayama K, Roden R, et al. 

Frequent mutations of chromatin 

remodeling gene ARID1A in ovarian 

clear cell carcinoma. Science. 

2010;330(6001):228-31.

13.	Wiegand KC, Shah SP, Al-Agha OM, 

Zhao Y, Tse K, Zeng T, et al. ARID1A 

mutations in endometriosis-

associated ovarian carcinomas. The 

New England journal of medicine. 

2010;363(16):1532-43.

14.	Singer G, Oldt R, 3rd, Cohen Y, 

Wang BG, Sidransky D, Kurman RJ, 

et al. Mutations in BRAF and KRAS 

characterize the development of 

low-grade ovarian serous carcinoma. 

Journal of the National Cancer 

Institute. 2003;95(6):484-6.

15.	Esteller M, Silva JM, Dominguez G, 

Bonilla F, Matias-Guiu X, Lerma E, 

et al. Promoter hypermethylation 

and BRCA1 inactivation in sporadic 

breast and ovarian tumours. Journal 

of the National Cancer Institute. 

2000;92(7):564-9.

16.	Catteau A, Harris WH, Xu CF, Solomon 

E. Methylation of the BRCA1 

promoter region in sporadic breast 

and ovarian cancer: correlation with 

disease characteristics. Oncogene. 

1999;18(11):1957-65.

17.	Baldwin RL, Nemeth E, Tran 

H, Shvartsman H, Cass I, Narod 

S, et al. BRCA1 promoter region 

hypermethylation in ovarian 

carcinoma: a population-based study. 

Cancer research. 2000;60(19):5329-

33.

18.	Chan KY, Ozcelik H, Cheung AN, Ngan 

HY, Khoo US. Epigenetic factors 

controlling the BRCA1 and BRCA2 

genes in sporadic ovarian cancer. 

Cancer research. 2002;62(14):4151-

6.

19.	Berns EM, Bowtell DD. The 

changing view of high-grade serous 

ovarian cancer. Cancer research. 

2012;72(11):2701-4.



Chapter 2 

48

20.	Bashashati A, Ha G, Tone A, Ding J, 

Prentice LM, Roth A, et al. Distinct 

evolutionary trajectories of primary 

high-grade serous ovarian cancers 

revealed through spatial mutational 

profiling. The Journal of pathology. 

2013;231(1):21-34.

21.	Hoogstraat M, de Pagter MS, Cirkel GA, 

van Roosmalen MJ, Harkins TT, Duran 

K, et al. Genomic and transcriptomic 

plasticity in treatment-naive 

ovarian cancer. Genome research. 

2014;24(2):200-11.

22.	Itamochi H, Kigawa J, Terakawa N. 

Mechanisms of chemoresistance 

and poor prognosis in ovarian clear 

cell carcinoma. Cancer science. 

2008;99(4):653-8.

23.	Pisano C, Greggi S, Tambaro R, 

Losito S, Iodice F, Di Maio M, et 

al. Activity of chemotherapy in 

mucinous epithelial ovarian cancer: 

a retrospective study. Anticancer 

research. 2005;25(5):3501-5.

24.	Zhong Q, Peng HL, Zhao X, Zhang 

L, Hwang WT. Effects of BRCA1- 

and BRCA2-Related Mutations on 

Ovarian and Breast Cancer Survival: 

A Meta-analysis. Clinical cancer 

research : an official journal of the 

American Association for Cancer 	

Research. 2015;21(1):211-20.

25.	Tothill RW, Tinker AV, George J, 

Brown R, Fox SB, Lade S, et al. Novel 

molecular subtypes of serous and 

endometrioid ovarian cancer linked 

to clinical outcome. Clinical cancer 

research : an official journal of the 

American Association for Cancer 

Research. 2008;14(16):5198-208.

26.	Verhaak RG, Tamayo P, Yang JY, 

Hubbard D, Zhang H, Creighton 

CJ, et al. Prognostically relevant 

gene signatures of high-grade 

serous ovarian carcinoma. The 

Journal of clinical investigation. 

2013;123(1):517-25.

27.	Gerlinger M, Swanton C. How 

Darwinian models inform 

therapeutic failure initiated by 

clonal heterogeneity in cancer 

medicine. British journal of cancer. 

2010;103(8):1139-43.

28.	Cooke SL, Brenton JD. Evolution of 

platinum resistance in high-grade 

serous ovarian cancer. The Lancet 

Oncology. 2011;12(12):1169-74.

29.	Balch C, Huang TH, Brown R, Nephew 

KP. The epigenetics of ovarian cancer 

drug resistance and resensitization. 

American journal of obstetrics and 

gynecology. 2004;191(5):1552-72.

30.	Galluzzi L, Senovilla L, Vitale I, Michels 

J, Martins I, Kepp O, et al. Molecular 



2

  Models for studying platinum sensitivity and resistance in HGSOC            

49

mechanisms of cisplatin resistance. 

Oncogene. 2012;31(15):1869-83.

31.	Shen DW, Pouliot LM, Hall MD, 

Gottesman MM. Cisplatin resistance: 

a cellular self-defense mechanism 

resulting from multiple epigenetic and 

genetic changes. Pharmacological 

reviews. 2012;64(3):706-21.

32.	Vaughan S, Coward JI, Bast RC, Jr., 

Berchuck A, Berek JS, Brenton JD, 

et al. Rethinking ovarian cancer: 

recommendations for improving 

outcomes. Nat Rev Cancer. 

2011;11(10):719-25.

33.	Bast RC, Jr. Molecular approaches 

to personalizing management of 

ovarian cancer. Annals of oncology 

: official journal of the European 

Society for Medical Oncology / ESMO. 

2011;22 Suppl 8:viii5-viii15.

34.	Bast RC, Jr., Mills GB. Personalizing 

therapy for ovarian cancer: 

BRCAness and beyond. Journal of 

clinical oncology : official journal 

of the American Society of Clinical 

Oncology. 2010;28(22):3545-8.

35.	Lengyel E, Burdette JE, Kenny 

HA, Matei D, Pilrose J, Haluska 

P, et al. Epithelial ovarian cancer 

experimental models. Oncogene. 

2014;33(28):3619-33.

36.	Domcke S, Sinha R, Levine DA, Sander 

C, Schultz N. Evaluating cell lines 

as tumour models by comparison 

of genomic profiles. Nature 

communications. 2013;4:2126.

37.	Barretina J, Caponigro G, Stransky N, 

Venkatesan K, Margolin AA, Kim S, et 

al. The Cancer Cell Line Encyclopedia 

enables predictive modelling of 

anticancer drug sensitivity. Nature. 

2012;483(7391):603-7.

38.	Garnett MJ, Edelman EJ, Heidorn SJ, 

Greenman CD, Dastur A, Lau KW, et al. 

Systematic identification of genomic 

markers of drug sensitivity in cancer 

cells. Nature. 2012;483(7391):570-5.

39.	Beaufort CM, Helmijr JC, Piskorz AM, 

Hoogstraat M, Ruigrok-Ritstier K, 

Besselink N, et al. Ovarian cancer cell 

line panel (OCCP): clinical importance 

of in vitro morphological subtypes. 

PloS one. 2014;9(9):e103988.

40.	Anglesio MS, Wiegand KC, Melnyk N, 

Chow C, Salamanca C, Prentice LM, et 

al. Type-specific cell line models for 

type-specific ovarian cancer research. 

PloS one. 2013;8(9):e72162.

41.	Jones PM, Drapkin R. Modeling 

High-Grade Serous Carcinoma: How 

Converging Insights into  Pathogenesis 

and Genetics are Driving Better 

Experimental Platforms. Frontiers in 

oncology. 2013;3:217.



Chapter 2 

50

42.	Kurman RJ, Shih Ie M. The origin and 

pathogenesis of epithelial ovarian 

cancer: a proposed unifying theory. 

The American journal of surgical 

pathology. 2010;34(3):433-43.

43.	Levanon K, Ng V, Piao HY, Zhang Y, 

Chang MC, Roh MH, et al. Primary ex 

vivo cultures of human fallopian tube 

epithelium as a model for serous 

ovarian carcinogenesis. Oncogene. 

2010;29(8):1103-13.

44.	Karst AM, Levanon K, Drapkin 

R. Modeling high-grade serous 

ovarian carcinogenesis from the 

fallopian tube. Proceedings of the 

National Academy of Sciences 

of the United States of America. 

2011;108(18):7547-52.

45.	Jazaeri AA, Bryant JL, Park H, Li H, 

      Dahiya N, Stoler MH, et al. Molecular 

requirements for transformation 

of fallopian tube epithelial cells 

into serous carcinoma. Neoplasia. 

2011;13(10):899-911.

46.	Giannakakou P, Poy G, Zhan Z, 

Knutsen T, Blagosklonny MV, Fojo 

T. Paclitaxel selects for mutant or 

pseudo-null p53 in drug resistance 

associated with tubulin mutations 

in human cancer. Oncogene. 

2000;19(27):3078-85.

47.	Godwin AK, Meister A, O’Dwyer PJ, 

Huang CS, Hamilton TC, Anderson 

ME. High resistance to cisplatin in 

human ovarian cancer cell lines is 

associated with marked increase of 

glutathione synthesis. Proceedings 

of the National Academy of Sciences 

of the United States of America. 

1992;89(7):3070-4.

48.	Letourneau IJ, Quinn MC, Wang LL, 

Portelance L, Caceres KY, Cyr L, et 

al. Derivation and characterization 

of matched cell lines from primary 

and recurrent serous ovarian cancer. 

BMC cancer. 2012;12:379.

49.	Ouellet V, Zietarska M, Portelance 

L, Lafontaine J, Madore J, Puiffe ML, 

et al. Characterization of three new 

serous epithelial ovarian cancer cell 

lines. BMC cancer. 2008;8:152.

50.	Langdon SP, Lawrie SS, Hay FG, 

Hawkes MM, McDonald A, Hayward 

IP, et al. Characterization and 

properties of nine human ovarian 

adenocarcinoma cell lines. Cancer 

research. 1988;48(21):6166-72.

51.	Cooke SL, Ng CK, Melnyk N, Garcia MJ, 

Hardcastle T, Temple J, et al. Genomic 

analysis of genetic heterogeneity 

and evolution in high-grade serous 

ovarian carcinoma. Oncogene. 

2010;29(35):4905-13.

52.	O’Donnell RL, McCormick A, 



2

  Models for studying platinum sensitivity and resistance in HGSOC            

51

Mukhopadhyay A, Woodhouse 

LC, Moat M, Grundy A, et al. The 

use of ovarian cancer cells from 

patients undergoing surgery to 

generate primary cultures capable of 

undergoing functional analysis. PloS 

one. 2014;9(6):e90604.

53.	Berger DP, Henss H, Winterhalter 

BR, Fiebig HH. The clonogenic assay 

with human tumour xenografts: 

evaluation, predictive value and 

application for drug screening. 

Annals of oncology : official journal 

of the European Society for Medical 

Oncology / ESMO. 1990;1(5):333-41.

54.	Fiebig HH, Maier A, Burger AM. 

Clonogenic assay with established 

human tumour xenografts: 

correlation of in vitro to in vivo 

activity as a basis for anticancer 

drug discovery. Eur J Cancer. 

2004;40(6):802-20.

55.	Gallion H, Christopherson WA, 

Coleman RL, DeMars L, Herzog 

T, Hosford S, et al. Progression-

free interval in ovarian cancer 

and predictive value of an ex vivo 

chemoresponse assay. International 

journal of gynecological cancer : 

official journal of the International 

Gynecological Cancer Society. 

2006;16(1):194-201.

56.	Herzog TJ, Krivak TC, Fader AN, 

Coleman RL. Chemosensitivity 

testing with ChemoFx and overall 

survival in primary ovarian cancer. 

American journal of obstetrics and 

gynecology. 2010;203(1):68 e1-6.

57.	Hetland TE, Kaern J, Skrede M, 

Sandstad B, Trope C, Davidson B, et 

al. Predicting platinum resistance in 

primary advanced ovarian cancer 

patients with an in vitro resistance 

index. Cancer chemotherapy and 

pharmacology. 2012;69(5):1307-14.

58.	Fuller ES, Howell VM. Culture models 

to define key mediators of cancer 

matrix remodeling. Frontiers in 

oncology. 2014;4:57.

59.	Chen J, Wang J, Zhang Y, Chen D, 

Yang C, Kai C, et al. Observation 

of ovarian cancer stem cell 

behavior and investigation of 

potential mechanisms of drug 

resistance in three-dimensional cell 

culture. Journal of bioscience and 

bioengineering. 2014;118(2):214-22.

60.	Lee JM, Mhawech-Fauceglia P, Lee 

N, Parsanian LC, Lin YG, Gayther 

SA, et al. A three-dimensional 

microenvironment alters protein 

expression and chemosensitivity of 

epithelial ovarian cancer cells in vitro. 

Laboratory investigation; a journal 



Chapter 2 

52

of technical methods and pathology. 

2013;93(5):528-42.

61.	Xu G, Yin F, Wu H, Hu X, Zheng L, Zhao J. 

In vitro ovarian cancer model based on 

three-dimensional agarose hydrogel. 

Journal of tissue engineering. 

2014;5:2041731413520438.

62.	Amatangelo MD, Garipov A, Li 

H, Conejo-Garcia JR, Speicher 

DW, Zhang R. Three-dimensional 

culture sensitises epithelial 

ovarian cancer cells to EZH2 

methyltransferase inhibition. Cell 

cycle. 2013;12(13):2113-9.

63.	Lis R, Touboul C, Raynaud CM, 

Malek JA, Suhre K, Mirshahi M, et 

al. Mesenchymal cell interaction 

with ovarian cancer cells triggers 

pro-metastatic properties. PloS one. 

2012;7(5):e38340.

64.	Castells M, Thibault B, Delord 

JP, Couderc B. Implication of 

tumour microenvironment in 

chemoresistance: tumour-associated 

stromal cells protect tumour cells 

from cell death. International 

journal of molecular sciences. 

2012;13(8):9545-71.

65.	Houthuijzen JM, Daenen LG, 

Roodhart JM, Voest EE. The role 

of mesenchymal stem cells in anti-

cancer drug resistance and tumour 

progression. British journal of cancer. 

2012;106(12):1901-6.

66.	Castells M, Milhas D, Gandy C, 

Thibault B, Rafii A, Delord JP, et al. 

Microenvironment mesenchymal 

cells protect ovarian cancer cell lines 

from apoptosis by inhibiting XIAP 

inactivation. Cell death & disease. 

2013;4:e887.

67.	Li S, Shen D, Shao J, Crowder R, Liu 

W, Prat A, et al. Endocrine-therapy-

resistant ESR1 variants revealed by 

genomic characterization of breast-

cancer-derived xenografts. Cell Rep. 

2013;4(6):1116-30.

68.	Nieman KM, Kenny HA, Penicka 

CV, Ladanyi A, Buell-Gutbrod 

R, Zillhardt MR, et al. Adipocytes 

promote ovarian cancer metastasis 

and provide energy for rapid 

tumour growth. Nature medicine. 

2011;17(11):1498-503.

69.	Krumdieck CL, dos Santos JE, Ho 

KJ. A new instrument for the rapid 

preparation of tissue slices. Analytical 

biochemistry. 1980;104(1):118-23.

70.	Estes JM, Oliver PG, Straughn JM, 

Jr., Zhou T, Wang W, Grizzle WE, et 

al. Efficacy of anti-death receptor 

5 (DR5) antibody (TRA-8) against 

primary human ovarian carcinoma 

using a novel ex vivo tissue slice 



2

  Models for studying platinum sensitivity and resistance in HGSOC            

53

model. Gynecologic oncology. 

2007;105(2):291-8.

71.	Frederick PJ, Kendrick JE, Straughn 

JM, Jr., Della Manna DL, Oliver 

PG, Lin HY, et al. Effect of TRA-8 

anti-death receptor 5 antibody in 

combination with chemotherapy 

in an ex vivo human ovarian cancer 

model. International journal of 

gynecological cancer : official journal 

of the International Gynecological 

Cancer Society. 2009;19(5):814-9.

72.	Meijer A, Kruyt FA, van der Zee AG, 

Hollema H, Le P, ten Hoor KA, et al. 

Nutlin-3 preferentially sensitises 

wild-type p53-expressing cancer 

cells to DR5-selective TRAIL over 

rhTRAIL. British journal of cancer. 

2013;109(10):2685-95.

73.	House CD, Hernandez L, Annunziata 

CM. Recent technological advances 

in using mouse models to study 

ovarian cancer. Frontiers in oncology. 

2014;4:26.

74.	Konstantinopoulos PA, Matulonis 

UA. Current status and evolution of 

preclinical drug development models 

of epithelial ovarian cancer. Frontiers 

in oncology. 2013;3:296.

75.	Clark-Knowles KV, Senterman 

MK, Collins O, Vanderhyden BC. 

Conditional inactivation of Brca1, p53 

and Rb in mouse ovaries results in the 

development of leiomyosarcomas. 

PloS one. 2009;4(12):e8534.

76.	Kim J, Coffey DM, Creighton CJ, Yu 

Z, Hawkins SM, Matzuk MM. High-

grade serous ovarian cancer arises 

from fallopian tube in a mouse model. 

Proceedings of the National Academy 

of Sciences of the United States of 

America. 2012;109(10):3921-6.

77.	Kinross KM, Montgomery KG, 

Kleinschmidt M, Waring P, Ivetac 

I, Tikoo A, et al. An activating 

Pik3ca mutation coupled with 

Pten loss is sufficient to initiate 

ovarian tumourigenesis in mice. 

The Journal of clinical investigation. 

2012;122(2):553-7.

78.	Xing D, Orsulic S. A mouse model for 

the molecular characterization of 

brca1-associated ovarian carcinoma. 

Cancer research. 2006;66(18):8949-

53.

79.	Orsulic S, Li Y, Soslow RA, Vitale-Cross 

LA, Gutkind JS, Varmus HE. Induction 

of ovarian cancer by defined multiple 

genetic changes in a mouse model 

system. Cancer cell. 2002;1(1):53-62.

80.	Rottenberg S, Jonkers J. Modeling 

therapy resistance in genetically 

engineered mouse cancer models. 

Drug resistance updates : reviews 



Chapter 2 

54

and commentaries in antimicrobial 

and anticancer chemotherapy. 

2008;11(1-2):51-60.

81.	Chen Z, Cheng K, Walton Z, Wang 

Y, Ebi H, Shimamura T, et al. A 

murine lung cancer co-clinical 

trial identifies genetic modifiers 

of therapeutic response. Nature. 

2012;483(7391):613-7.

82.	Nardella C, Lunardi A, Patnaik 

A, Cantley LC, Pandolfi PP. The 

APL paradigm and the “co-clinical 

trial” project. Cancer discovery. 

2011;1(2):108-16.

83.	Rottenberg S, Nygren AO, Pajic 

M, van Leeuwen FW, van der 

Heijden I, van de Wetering K, et al. 

Selective induction of chemotherapy 

resistance of mammary tumours 

in a conditional mouse model 

for hereditary breast cancer. 

Proceedings of the National Academy 

of Sciences of the United States of 

America. 2007;104(29):12117-22.

84.	Pajic M, Kersbergen A, van Diepen 

F, Pfauth A, Jonkers J, Borst P, et 

al. Tumour-initiating cells are not 

enriched in cisplatin-surviving 

BRCA1;p53-deficient mammary 

tumour cells in vivo. Cell cycle. 

2010;9(18):3780-91.

85.	Bouwman P, van der Gulden H, van 

der Heijden I, Drost R, Klijn CN, 

Prasetyanti P, et al. A high-throughput 

functional complementation 

assay for classification of BRCA1 

missense variants. Cancer discovery. 

2013;3(10):1142-55.

86.	Shakya R, Reid LJ, Reczek CR, Cole 

F, Egli D, Lin CS, et al. BRCA1 

tumour suppression depends on 

BRCT phosphoprotein binding, but 

not its E3 ligase activity. Science. 

2011;334(6055):525-8.

87.	Drost R, Bouwman P, Rottenberg S, 

Boon U, Schut E, Klarenbeek S, et al. 

BRCA1 RING function is essential for 

tumour suppression but dispensable 

for therapy resistance. Cancer cell. 

2011;20(6):797-809.

88.	Jaspers JE, Kersbergen A, Boon U, Sol 

W, van Deemter L, Zander SA, et al. 

Loss of 53BP1 causes PARP inhibitor 

resistance in Brca1-mutated 

mouse mammary tumours. Cancer 

discovery. 2013;3(1):68-81.

89.	Bouwman P, Aly A, Escandell JM, 

Pieterse M, Bartkova J, van der 

Gulden H, et al. 53BP1 loss rescues 

BRCA1 deficiency and is associated 

with triple-negative and BRCA-

mutated breast cancers. Nature 

structural & molecular biology. 

2010;17(6):688-95.



2

  Models for studying platinum sensitivity and resistance in HGSOC            

55

90.	Feng L, Fong KW, Wang J, Wang W, 

Chen J. RIF1 counteracts BRCA1-

mediated end resection during DNA 

repair. The Journal of biological 

chemistry. 2013;288(16):11135-43.

91.	Szabova L, Yin C, Bupp S, Guerin 

TM, Schlomer JJ, Householder 

DB, et al. Perturbation of Rb, p53, 

and Brca1 or Brca2 cooperate in 

inducing metastatic serous epithelial 

ovarian cancer. Cancer research. 

2012;72(16):4141-53.

92.	Szabova L, Bupp S, Kamal M, 

Householder DB, Hernandez L, 

Schlomer JJ, et al. Pathway-specific 

engineered mouse allograft models 

functionally recapitulate human 

serous epithelial ovarian cancer. PloS 

one. 2014;9(4):e95649.

93.	Das Thakur M, Pryer NK, Singh M. 

Mouse tumour models to guide 

drug development and identify 

resistance mechanisms. The Journal 

of pathology. 2014;232(2):103-11.

94.	Herter-Sprie GS, Kung AL, Wong KK. 

New cast for a new era: preclinical 

cancer drug development revisited. 

The Journal of clinical investigation. 

2013;123(9):3639-45.

95.	Hidalgo M, Amant F, Biankin AV, 

Budinska E, Byrne AT, Caldas C, et al. 

Patient-derived xenograft models: an 

emerging platform for translational 

cancer research. Cancer Discov. 

2014;4(9):998-1013.

96.	Rottenberg S, Borst P. Drug resistance 

in the mouse cancer clinic. Drug 

resistance updates : reviews and 

commentaries in antimicrobial 

and anticancer chemotherapy. 

2012;15(1-2):81-9.

97.	Siolas D, Hannon GJ. Patient-derived 

tumour xenografts: transforming 

clinical samples into mouse models. 

Cancer research. 2013;73(17):5315-

9.

98.	Voskoglou-Nomikos T, Pater JL, 

Seymour L. Clinical predictive value 

of the in vitro cell line, human 

xenograft, and mouse allograft 

preclinical cancer models. Clin 

Cancer Res. 2003;9(11):4227-39.

99.	Das Thakur M, Salangsang F, Landman 

AS, Sellers WR, Pryer NK, Levesque 

MP, et al. Modelling vemurafenib 

resistance in melanoma reveals a 

strategy to forestall drug resistance. 

Nature. 2013;494(7436):251-5.

100.	 Bertotti A, Migliardi G, Galimi 

F, Sassi F, Torti D, Isella C, et al. A 

molecularly annotated platform 

of patient-derived xenografts 

(“xenopatients”) identifies HER2 

as an effective therapeutic 



Chapter 2 

56

target in cetuximab-resistant 

colorectal cancer. Cancer Discov. 

2011;1(6):508-23.

101.	 Garralda E, Paz K, Lopez-Casas 

PP, Jones S, Katz A, Kann LM, et 

al. Integrated next-generation 

sequencing and avatar mouse 

models for personalised cancer 

treatment. Clin Cancer Res. 

2014;20(9):2476-84.

102.	 Hidalgo M, Bruckheimer E, 

Rajeshkumar NV, Garrido-Laguna 

I, De Oliveira E, Rubio-Viqueira 

B, et al. A pilot clinical study of 

treatment guided by personalised 

tumourgrafts in patients with 

advanced cancer. Molecular cancer 

therapeutics. 2011;10(8):1311-6.

103.	 Lee CH, Xue H, Sutcliffe M, Gout 

PW, Huntsman DG, Miller DM, et al. 

Establishment of subrenal capsule 

xenografts of primary human 

ovarian tumours in SCID mice: 

potential models. Gynecol Oncol. 

2005;96(1):48-55.

104.	 Xu Y, Silver DF, Yang NP, Oflazoglu 

E, Hempling RE, Piver MS, et al. 

Characterization of human ovarian 

carcinomas in a SCID mouse model. 

Gynecol Oncol. 1999;72(2):161-70.

105.	 Garson K, Gamwell LF, Pitre 

EM, Vanderhyden BC. Technical 

challenges and limitations of 

current mouse models of ovarian 

cancer. Journal of ovarian research. 

2012;5(1):39.

106.	 Scott CL, Becker MA, Haluska 

P, Samimi G. Patient-derived 

xenograft models to improve 

targeted therapy in epithelial 

ovarian cancer treatment. Front 

Oncol. 2013;3:295.

107.	 Vidal A, Munoz C, Guillen MJ, 

Moreto J, Puertas S, Martinez-

Iniesta M, et al. Lurbinectedin 

(PM01183), a new DNA minor 

groove binder, inhibits growth 

of orthotopic primary graft of 

cisplatin-resistant epithelial 

ovarian cancer. Clin Cancer Res. 

2012;18(19):5399-411.

108.	 Kolfschoten GM, Pinedo HM, 

Scheffer PG, Schluper HM, Erkelens 

CA, Boven E. Development of a 

panel of 15 human ovarian cancer 

xenografts for drug screening and 

determination of the role of the 

glutathione detoxification system. 

Gynecol Oncol. 2000;76(3):362-8.

109.	 Topp MD, Hartley L, Cook M, Heong 

V, Boehm E, McShane L, et al. 

Molecular correlates of platinum 

response in human high-grade 

serous ovarian cancer patient-



2

  Models for studying platinum sensitivity and resistance in HGSOC            

57

derived xenografts. Mol Oncol. 

2014;8(3):656-68.

110.	 Weroha SJ, Becker MA, Enderica-

Gonzalez S, Harrington SC, Oberg 

AL, Maurer MJ, et al. Tumourgrafts 

as in vivo surrogates for women 

with ovarian cancer. Clin Cancer 

Res. 2014;20(5):1288-97.

111.	 Dobbin ZC, Katre AA, Steg AD, 

Erickson BK, Shah MM, Alvarez RD, 

et al. Using heterogeneity of the 

patient-derived xenograft model 

to identify the chemoresistant 

population in ovarian cancer. 

Oncotarget. 2014;5(18):8750-64.

112.	 Hylander BL, Punt N, Tang H, 

Hillman J, Vaughan M, Bshara W, 

et al. Origin of the vasculature 

supporting growth of primary 

patient tumour xenografts. J Transl 

Med. 2013;11:110.

113.	 Bankert RB, Balu-Iyer SV, Odunsi K, 

Shultz LD, Kelleher RJ, Jr., Barnas 

JL, et al. Humanized mouse model 

of ovarian cancer recapitulates 

patient solid tumour progression, 

ascites formation, and metastasis. 

PLoS One. 2011;6(9):e24420.

114.	 Leffers N, Gooden MJ, de Jong 

RA, Hoogeboom BN, ten Hoor 

KA, Hollema H, et al. Prognostic 

significance of tumour-infiltrating 

T-lymphocytes in primary and 

metastatic lesions of advanced 

stage ovarian cancer. Cancer 

immunology, immunotherapy : CII. 

2009;58(3):449-59.

115.	 Zhang L, Conejo-Garcia JR, 

Katsaros D, Gimotty PA, Massobrio 

M, Regnani G, et al. Intratumoural 

T cells, recurrence, and survival 

in epithelial ovarian cancer. The 

New England journal of medicine. 

2003;348(3):203-13.

116.	 Chekmasova AA, Brentjens RJ. 

Adoptive T cell immunotherapy 

strategies for the treatment 

of patients with ovarian 

cancer. Discovery medicine. 

2010;9(44):62- 70.

117.	 Brahmer JR, Tykodi SS, Chow LQ, 

Hwu WJ, Topalian SL, Hwu P, et al. 

Safety and activity of anti-PD-L1 

antibody in patients with advanced 

cancer. The New England journal of 

medicine. 2012;366(26):2455-65.

118.	 Dressman HK, Berchuck A, Chan 

G, Zhai J, Bild A, Sayer R, et al. 

An integrated genomic-based 

approach to individualized 

treatment of patients with 

advanced-stage ovarian cancer. 

Journal of clinical oncology : 

official journal of the American 



Chapter 2 

58

Society of Clinical Oncology. 

2007;25(5):517- 25.

119.	 Etemadmoghadam D, deFazio A, 

Beroukhim R, Mermel C, George J, 

Getz G, et al. Integrated genome-

wide DNA copy number and 

expression analysis identifies 

distinct mechanisms of primary 

chemoresistance in ovarian 

carcinomas. Clinical cancer 

research : an official journal of the 

American Association for Cancer 

Research. 2009;15(4):1417-27.

120.	 Konecny GE, Wang C, Hamidi H, 

Winterhoff B, Kalli KR, Dering J, 

et al. Prognostic and therapeutic 

relevance of molecular subtypes in 

high-grade serous ovarian cancer. 

Journal of the National Cancer 

Institute. 2014;106(10).

121.	 Spentzos D, Levine DA, Ramoni 

MF, Joseph M, Gu X, Boyd J, et 

al. Gene expression signature 

with independent prognostic 

significance in epithelial ovarian 

cancer. Journal of clinical oncology 

: official journal of the American 

Society of Clinical Oncology. 

2004;22(23):4700-10.

122.	 Crijns AP, Fehrmann RS, de Jong 

S, Gerbens F, Meersma GJ, Klip 

HG, et al. Survival-related profile, 

pathways, and transcription factors 

in ovarian cancer. PLoS medicine. 

2009;6(2):e24.

123.	 Fehrmann RS, Li XY, van der Zee 

AG, de Jong S, Te Meerman GJ, de 

Vries EG, et al. Profiling studies 

in ovarian cancer: a review. The 

oncologist. 2007;12(8):960-6.

124.	 Sabatier R, Finetti P, Cervera N, 

Birnbaum D, Bertucci F. Gene 

expression profiling and prediction 

of clinical outcome in ovarian 

cancer. Critical reviews in oncology/

hematology. 2009;72(2):98-109.

125.	 Fehrmann RS, Karjalainen JM, 

Krajewska M, Westra HJ, Maloney D, 

Simeonov A, et al. Gene expression 

analysis identifies global gene 

dosage sensitivity in cancer. Nature 

genetics. 2015;47(2):115-25.

126.	 Murtaza M, Dawson SJ, Tsui DW, 

Gale D, Forshew T, Piskorz AM, et al. 

Non-invasive analysis of acquired 

resistance to cancer therapy by 

sequencing of plasma DNA. Nature. 

2013;497(7447):108-12.

127.	 Alix-Panabieres C, Pantel K. 

Circulating tumour cells: liquid 

biopsy of cancer. Clinical chemistry. 

2013;59(1):110-8.

128.	 Cristofanilli M, Hayes DF, Budd GT, 

Ellis MJ, Stopeck A, Reuben JM, 



2

  Models for studying platinum sensitivity and resistance in HGSOC            

59

et al. Circulating tumour cells: a 

novel prognostic factor for newly 

diagnosed metastatic breast 

cancer. Journal of clinical oncology 

: official journal of the American 

Society of Clinical Oncology. 

2005;23(7):1420-30.

129.	 Danila DC, Heller G, Gignac GA, 

Gonzalez-Espinoza R, Anand A, 

Tanaka E, et al. Circulating tumour 

cell number and prognosis in 

progressive castration-resistant 

prostate cancer. Clinical cancer 

research : an official journal of the 

American Association for Cancer 

Research. 2007;13(23):7053-8.

130.	 Pailler E, Adam J, Barthelemy 

A, Oulhen M, Auger N, Valent 

A, et al. Detection of circulating 

tumour cells harboring a unique 

ALK rearrangement in ALK-positive 

non-small-cell lung cancer. Journal 

of clinical oncology : official journal 

of the American Society of Clinical 

Oncology. 2013;31(18):2273-81.

131.	 Fan T, Zhao Q, Chen JJ, Chen WT, 

Pearl ML. Clinical significance of 

circulating tumour cells detected 

by an invasion assay in peripheral 

blood of patients with ovarian 

cancer. Gynecologic oncology. 

2009;112(1):185-91.

132.	 Kuhlmann JD, Wimberger P, 

Bankfalvi A, Keller T, Scholer 

S, Aktas B, et al. ERCC1-positive 

circulating tumour cells in the 

blood of ovarian cancer patients 

as a predictive biomarker for 

platinum resistance. Clinical 

chemistry. 2014;60(10):1282-9.

133.	 Liu JF, Kindelberger D, Doyle C, 

Lowe A, Barry WT, Matulonis UA. 

Predictive value of circulating 

tumour cells (CTCs) in newly-

diagnosed and recurrent ovarian 

cancer patients. Gynecologic 

oncology. 2013;131(2):352-6.

134.	 Obermayr E, Castillo-Tong DC, Pils 

D, Speiser P, Braicu I, Van Gorp T, et 

al. Molecular characterization of 

circulating tumour cells in patients 

with ovarian cancer improves 

their prognostic significance 

-- a study of the OVCAD 

consortium. Gynecologic oncology. 

2013;128(1):15-21.

135.	 Poveda A, Kaye SB, McCormack 

R, Wang S, Parekh T, Ricci D, et al. 

Circulating tumour cells predict 

progression free survival and 

overall survival in patients with 

relapsed/recurrent advanced 

ovarian cancer. Gynecologic 

oncology. 2011;122(3):567-72.



Chapter 2 

60

136.	 Pradeep S, Kim SW, Wu SY, 

Nishimura M, Chaluvally-Raghavan 

P, Miyake T, et al. Hematogenous 

metastasis of ovarian cancer: 

rethinking mode of spread. Cancer 

cell. 2014;26(1):77-91.

137.	 Wang Y, Waters J, Leung ML, 

Unruh A, Roh W, Shi X, et al. 

Clonal evolution in breast cancer 

revealed by single nucleus 

genome sequencing. Nature. 

2014;512(7513):155-60.

138.	 Hodgkinson CL, Morrow CJ, Li Y, 

Metcalf RL, Rothwell DG, Trapani F, 

et al. Tumourigenicity and genetic 

profiling of circulating tumour cells 

in small-cell lung cancer. Nature 

medicine. 2014;20(8):897-903.

139.	 Yu M, Bardia A, Aceto N, Bersani 

F, Madden MW, Donaldson MC, et 

al. Cancer therapy. Ex vivo culture 

of circulating breast tumour 

cells for individualized testing 

of drug susceptibility. Science. 

2014;345(6193):216-20.

140.	 Bryant HE, Schultz N, Thomas 

HD, Parker KM, Flower D, Lopez 

E, et al. Specific killing of BRCA2-

deficient tumours with inhibitors 

of poly(ADP-ribose) polymerase. 

Nature. 2005;434(7035):913-7.

141.	 Farmer H, McCabe N, Lord CJ, Tutt 

AN, Johnson DA, Richardson TB, 

et al. Targeting the DNA repair 

defect in BRCA mutant cells as 

a therapeutic strategy. Nature. 

2005;434(7035):917-21.

142.	 Fong PC, Boss DS, Yap TA, Tutt 

A, Wu P, Mergui-Roelvink M, et 

al. Inhibition of poly(ADP-ribose) 

polymerase in tumours from 

BRCA mutation carriers. The New 

England journal of medicine. 

2009;361(2):123-34.

143.	 Sonnenblick A, de Azambuja E, 

Azim HA, Jr., Piccart M. An update 

on PARP inhibitors-moving to the 

adjuvant setting. Nature reviews 

Clinical oncology. 2015;12(1):27-

41.

144.	 Ruscito I, Dimitrova D, Vasconcelos 

I, Gellhaus K, Schwachula T, Bellati 

F, et al. BRCA1 gene promoter 

methylation status in high-grade 

serous ovarian cancer patients--a 

study of the tumour Bank ovarian 

cancer (TOC) and ovarian cancer 

diagnosis consortium (OVCAD). 

European journal of cancer. 

2014;50(12):2090-8.

145.	 Turner N, Tutt A, Ashworth 

A. Hallmarks of ‘BRCAness’ in 

sporadic cancers. Nature reviews 

Cancer. 2004;4(10):814-9.



2

  Models for studying platinum sensitivity and resistance in HGSOC            

61

146.	 Gelmon KA, Tischkowitz M, 

Mackay H, Swenerton K, Robidoux 

A, Tonkin K, et al. Olaparib in 

patients with recurrent high-grade 

serous or poorly differentiated 

ovarian carcinoma or triple-

negative breast cancer: a phase 

2, multicentre, open-label, non-

randomised study. The Lancet 

Oncology. 2011;12(9):852-61.

147.	 Ledermann J, Harter P, Gourley C, 

Friedlander M, Vergote I, Rustin 

G, et al. Olaparib maintenance 

therapy in patients with platinum-

sensitive relapsed serous ovarian 

cancer: a preplanned retrospective 

analysis of outcomes by BRCA 

status in a randomised phase 

2 trial. The Lancet Oncology. 

2014;15(8):852-61.

148.	 Wysham WZ, Mhawech-Fauceglia 

P, Li H, Hays L, Syriac S, Skrepnik 

T, et al. BRCAness profile of 

sporadic ovarian cancer predicts 

disease recurrence. PloS one. 

2012;7(1):e30042.

149.	 Meisel JL, Hyman DM, Garg K, 

Zhou Q, Dao F, Bisogna M, et 

al. The performance of BRCA1 

immunohistochemistry for 

detecting germline, somatic, and 

epigenetic BRCA1 loss in high-

grade serous ovarian cancer. 

Annals of oncology : official 

journal of the European Society 

for Medical Oncology / ESMO. 

2014;25(12):2372-8.

150.	 Mukhopadhyay A, Plummer ER, 

Elattar A, Soohoo S, Uzir B, Quinn JE, 

et al. Clinicopathological features 

of homologous recombination-

deficient epithelial ovarian cancers: 

sensitivity to PARP inhibitors, 

platinum, and survival. Cancer 

research. 2012;72(22):5675-82.

151.	 Mukhopadhyay A, Elattar A, 

Cerbinskaite A, Wilkinson SJ, Drew 

Y, Kyle S, et al. Development of a 

functional assay for homologous 

recombination status in primary 

cultures of epithelial ovarian 

tumour and correlation with 

sensitivity to poly(ADP-ribose) 

polymerase inhibitors. Clinical 

cancer research : an official journal 

of the American Association for 

Cancer Research. 2010;16(8):2344-

51.

152.	 Shah MM, Dobbin ZC, Nowsheen S, 

Wielgos M, Katre AA, Alvarez RD, et 

al. An ex vivo assay of XRT-induced 

Rad51 foci formation predicts 

response to PARP-inhibition 

in ovarian cancer. Gynecologic 



Chapter 2 

62

oncology. 2014;134(2):331-7.

153.	 Konstantinopoulos PA, Spentzos D, 

Karlan BY, Taniguchi T, Fountzilas 

E, Francoeur N, et al. Gene 

expression profile of BRCAness that 

correlates with responsiveness to 

chemotherapy and with outcome 

in patients with epithelial ovarian 

cancer. Journal of clinical oncology 

: official journal of the American 

Society of Clinical Oncology. 

2010;28(22):3555-61.

154.	 Bouwman P, Jonkers J. Molecular 

pathways: how can BRCA-mutated 

tumours become resistant to PARP 

inhibitors? Clinical cancer research 

: an official journal of the American 

Association for Cancer Research. 

2014;20(3):540-7.

155.	 Lord CJ, Ashworth A. Mechanisms 

of resistance to therapies targeting 

BRCA-mutant cancers. Nature 

medicine. 2013;19(11):1381-8.

156.	 Edwards SL, Brough R, Lord CJ, 

Natrajan R, Vatcheva R, Levine DA, 

et al. Resistance to therapy caused 

by intragenic deletion in BRCA2. 

Nature. 2008;451(7182):1111-5.

157.	 Sakai W, Swisher EM, Karlan BY, 

Agarwal MK, Higgins J, Friedman 

C, et al. Secondary mutations as a 

mechanism of cisplatin resistance 

in BRCA2-mutated cancers. Nature. 

2008;451(7182):1116-20.

158.	 Swisher EM, Sakai W, Karlan 

BY, Wurz K, Urban N, Taniguchi 

T. Secondary BRCA1 mutations 

in BRCA1-mutated ovarian 

carcinomas with platinuresistance. 

Cancer research. 2008;68(8):2581-

6.

159.	 Norquist B, Wurz KA, Pennil CC, 

Garcia R, Gross J, Sakai W, et al. 

Secondary somatic mutations 

restoring BRCA1/2 predict 

chemotherapy resistance in 

hereditary ovarian carcinomas. 

Journal of clinical oncology : 

official journal of the American 

Society of Clinical Oncology. 

2011;29(22):3008-15.






