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National Clinical Guidelines 

Providing standardised clinical care to patients in healthcare is challenging. This is due to a number of 
factors, among them diversity in environments of care and complex patient presentations. It is self-
evident that safe, effective care and treatment are important in ensuring that patients get the best 
outcomes from their care.

The Department of Health is of the view that supporting evidence-based practice, through the clinical 
effectiveness framework, is a critical element of the health service to deliver safe and high quality care. 
The National Clinical Effectiveness Committee (NCEC) is a Ministerial committee set up in 2010 as a key 
recommendation of the report of the Commission on Patient Safety and Quality Assurance (2008). The 
establishment of the Commission was prompted by an increasing awareness of patient safety issues in 
general and high profile health service system failures at home and abroad.

The NCEC on behalf of the Department of Health has embarked on a quality assured National Clinical 
Guideline development process linked to service delivery priorities. Furthermore, implementing 
National Clinical Guidelines sets a standard nationally, to enable healthcare professionals to deliver 
safe and effective care and treatment while monitoring their individual, team and organisation’s 
performance.

The aim of NCEC National Clinical Guidelines is to reduce unnecessary variations in practice and provide 
a robust basis for the most appropriate healthcare in particular circumstances. As a consequence of 
Ministerial mandate, it is expected that NCEC National Clinical Guidelines are implemented across all 
relevant services in the Irish healthcare setting.

The NCEC is a partnership between key stakeholders in patient safety. NCEC’s mission is to provide a 
framework for national endorsement of clinical guidelines and clinical audit to optimise patient and 
service user care. The NCEC has a remit to establish and implement processes for the prioritisation and 
quality assurance of clinical guidelines and clinical audit so as to recommend them to the Minister for 
Health to become part of a suite of National Clinical Guidelines and National Clinical Audit. The aim of 
the suite of National Clinical Guidelines is to provide guidance and standards for improving the quality, 
safety and cost-effectiveness of healthcare in Ireland. The implementation of these National Clinical 
Guidelines will support the provision of evidence-based and consistent care across Irish healthcare 
services.

NCEC Terms of Reference

1. Provide strategic leadership for the national clinical effectiveness agenda.
2. Contribute to national patient safety and quality improvement agendas.
3. Publish standards for clinical practice guidance.
4. Publish guidance for National Clinical Guidelines and National Clinical Audit.
5. Prioritise and quality assure National Clinical Guidelines and National Clinical Audit.
6. Commission National Clinical Guidelines and National Clinical Audit.
7. Align National Clinical Guidelines and National Clinical Audit with implementation levers.
8. Report periodically on the implementation and impact of National Clinical Guidelines and the 

performance of National Clinical Audit.
9. Establish sub-committees for NCEC workstreams.
10. Publish an annual report.
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1 Background

1.1 Impact of ovarian cancer in Ireland
Cancer is a major healthcare challenge. Each year in Ireland, approximately 22,641 people are diagnosed 
with invasive cancer (excluding non-melanoma skin cancer)(National Cancer Registry Ireland (NCRI), 
2018b). Cancer is the second leading cause of death in Ireland after diseases of the circulatory system. 
Deaths from cancer averaged about 8,875 deaths per year during 2013-2015, representing about 30.7% 
of all deaths in that period (NCRI, 2018b). 

Ovarian cancer was ranked the fourth most common cause of cancer deaths amongst women in Ireland 
2013-2015, with an average of 269 deaths annually (NCRI, 2018b). Ireland has one of the highest rates of 
ovarian cancer in Europe. Figures from the European Cancer Information System for 2018 estimate that 
in Ireland the incidence rate (European old age-standardised rate) of ovarian cancer is 16.1 per 100,000, 
compared with an average of 11.8 across the EU28 (European Cancer Information System, 2018).

Cancer incidence data from the NCRI and population projections from the Central Statistics Office (CSO) 
have been combined by the NCRI to estimate the number of new cancer cases expected in five-year 
bands from 2020 to 2045. The total number of new invasive cancer cases (including non-melanoma skin 
cancer) is projected to increase by 84% for females and 111% for males between 2015 and 2045, based 
only on changes in population size and age distribution (demographic projections) (NCRI, 2019). 

The incidence of ovarian cancer in Ireland is projected to rise. By 2045 the cases of ovarian cancer 
are projected to increase by between 67% (model median estimate projection) to 80% (demographic 
projections) with proportionate increases in treatment rates (NCRI, 2019).

The National Cancer Strategy 2017-2026 (Department of Health (DoH), 2017) was published on the 
5th of July 2017 and focuses on prevention, early diagnosis, treatment and quality of life and works 
towards improving the treatment, health & wellbeing, experiences and outcomes of those living with 
and beyond cancer.

1.2 Cancer Centres, multidisciplinary teams and Hospital Groups
In Ireland, currently there are nine hospitals designated as cancer centres, seven of these centres 
specialise in Gynaecology Oncology — Mater Misericordiae University Hospital, St James’s Hospital, St 
Vincent’s Hospital, Cork University Hospital, University Hospital Limerick, University Hospital Galway 
and Waterford University Hospital. A cancer centre is characterised by the geographic concentration of 
all oncology disciplines with sub-specialised expertise on a tumour specific/discipline basis to provide 
the critical mass and support to achieve best practice in cancer care. As well as these designated cancer 
centres, other hospitals provide cancer services such as chemotherapy (Figure 1). 

The National Cancer Control Programme (NCCP) established a National Cancer Lead Clinicians Network 
in 2012 for Surgical Gynaecology Oncology. The purpose of the Network is to ensure that the Cancer 
Centres and their associated hospitals build on robust local clinical governance arrangements in order 
to operate as a cohesive national clinical network for the purpose of sharing of good practice, problem 
solving, and clinical audit in relation to gynaecological cancer.

The NCCP engages regularly with the individual cancer centres and with Hospital Group structures. 
Discussion of performance data, improvement plans, resources including manpower, service planning 
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and development takes place at regular review meetings between the NCCP and senior management at 
cancer centre and Hospital Group level. This provides an opportunity to share good practice from other 
cancer centres, if relevant. Discussion of multidisciplinary team location, composition and centralisation 
of services are also currently underway. Where resource issues are identified, these are included in the 
service planning process.

Figure 1: Cancer services in Ireland

1.3 Centralisation of Services
Cancer patients should have access to high quality care staffed by appropriate specialists to ensure 
optimal treatment and improve patient outcomes. Recommendation 21 of The National Cancer Strategy 
2017-2026 states “The NCCP will draw up a plan setting out which number/location of designated cancer 
centres in which surgery will take place for the various tumour types. Timescales for the implementation 
of the plan will be included for each tumour type” (DoH, 2017).

The National Cancer Strategy 2017-2026 has set a target that 95% of cancer surgeries will be conducted 
in approved centres by 2020. It is acknowledged throughout the implementation plan for this guideline, 
that service centralisation for gynaecology services is required in order to implement a number of its 
recommendations. The NCCP, in consultation with the Department of Health, is currently undertaking 
a programme of work in relation to cancer surgery centralisation with a view to obtaining Ministerial 
approval. Funding for centralisation of cancer surgeries will be sought through normal service planning 
processes.
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1.4 Context and scope of this National Clinical Guideline
The National Cancer Strategy (2017-2026) (DoH, 2017) recommendation 37 states that: 

 “The NCCP will develop further guidelines for cancer care in line with National Clinical Effectiveness 
Committee (NCEC) Standards. Audits will also be developed in accordance with the NCEC Framework 
for National Clinical Audit.” 

The National Clinical Leads Group for gynaecological oncology advise on the governance arrangements 
for their services within the cancer centres. In 2014, the NCCP in co-operation with the Chair for the 
National Clinical Leads Group for Gynaecology Oncology and the NCCP Gynaecology Leads Group 
proposed the prioritisation of the diagnosis and staging of patients with ovarian cancer guideline. This 
was due to the fact that ovarian cancer is one of the top five causes of cancer death in Irish women, 
accounting for 6.4% of all female cancer deaths (NCRI, 2018b). 

The National Clinical Leads Group for gynaecology oncology highlighted that early diagnosis for ovarian 
cancer is critical for the improvement of survival rates of women. The diagnosis and staging of patients 
with ovarian cancer guideline was considered a priority, as the symptoms experienced by women 
who have ovarian cancer are vague and present challenges in relation to early diagnosis. One of the 
main goals of the National Cancer Strategy is to reduce cancer burden by increasing early diagnosis. 
It emphasises that enhancing early diagnosis will alter the landscape of cancer in Ireland by reducing 
mortality and improving survival and quality of life. When cancers are diagnosed at stages I and II, longer 
term survival is considerably better than for those patients diagnosed with stage III and IV disease (DoH, 
2017). 

This guideline focuses on the diagnosis and staging of patients with ovarian cancer. It does not include 
recommendations covering every detail of diagnosis and staging. It focuses solely on areas of clinical 
practice that are known to be controversial or uncertain, where there is practice variation, where there 
is new or emerging evidence, or where there is potential for most impact. The aims and objectives of 
this guideline, along with the clinical question which addresses each one, are explicitly stated in Section 
3.3 Aims and objectives. A systematic review of cost-effectiveness (Carty et al., 2018) was also carried 
out as part of the scope of work in collaboration with the Health Research Board - Collaboration in 
Ireland for Clinical Effectiveness Reviews (HRB-CICER). A budget impact analysis including the expected 
service and staff costs of implementing the recommendations is available in Section 3.15 Budget impact 
analysis. In areas where additional resources are required these will be sought through the service 
planning process. 



11| A National Clinical Guideline |	Diagnosis	and	staging	of	patients	with	ovarian	
cancer

2 National Clinical Guideline

2.1 Summary of clinical recommendations, practical considerations around patient care 
and summary of budget impact analysis
Here follows a list of all the recommendations in this guideline, along with the quality of evidence and 
strength of that recommendation. The quality of evidence and strength of recommendation system 
used is defined in Appendix 11: Level of evidence and grading systems.

A list of practical considerations around patient care were generated through collaboration with patient 
members of the Guideline Development Group and patient representative organisations.

Section Recommendation Quality of 
evidence

Strength of 
recommendation

Ra
di

ol
og

y

2.2.1.1
In patients with suspected ovarian carcinoma a combination 
of transabdominal and transvaginal ultrasound should be 
performed and interpreted using the IOTA (International 
Ovarian Tumour Analysis) simple rules in conjunction with 
clinical assessment.

High Strong

2.2.2.1
In patients with an indeterminate ovarian mass MRI is the 
recommended imaging modality, if the MRI findings will 
affect patient management.

Moderate Strong

2.2.3.1
CT thorax, abdomen and pelvis with oral and intravenous 
contrast is recommended for the staging of ovarian cancer.

Low Strong 

2.2.3.2
If the CT is indeterminate patients should be discussed at a 
multidisciplinary team meeting. 

Low Weak 

2.2.4.1
For patients with a high suspicion of relapse of ovarian 
cancer either clinically or biochemically, CT thorax, abdomen 
and pelvis is recommended as the first line imaging test. 

High Strong

2.2.4.2
For patients with a high suspicion of relapse of ovarian 
cancer either clinically or biochemically, if the CT thorax, 
abdomen and pelvis does not demonstrate recurrence 
PET-CT should be considered, following discussion at a 
multidisciplinary team meeting.

High Strong

2.2.5
Staging algorithm for patients with suspected ovarian cancer (Figure 2).

2.2.6
Staging algorithm for patients with suspected recurrence of ovarian cancer (Figure 3). 
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Section Recommendation Quality of 
evidence

Strength of 
recommendation 

Pa
th

ol
og

y

2.3.1.1
Diagnosis of tubo-ovarian cancer is recommended by 
histological examination of tissue sample and should allow 
for sub-typing by morphology and immunohistochemistry. 
If this is not possible, a cytological specimen may suffice. 
Decisions on treatment should only be undertaken after 
correlation with clinical, radiological, pathological and 
cytological findings in the multidisciplinary team setting.

Low Strong 

2.3.2.1
Immunohistochemical panels should be appropriate to 
definitively sub-type tubo-ovarian carcinoma while excluding 
metastatic disease and non-epithelial malignancies. If 
complex immunohistochemistry marker testing is required 
this should be performed at a specialist accredited 
laboratory.

High  Strong

Section Recommendation Quality of 
evidence

Strength of 
recommendation

Ge
ne

tic
s

2.4.1.1
All patients with tubo-ovarian carcinoma should be offered 
germline mutation testing appropriate to sub-type. 
Specifically, testing of all high grade non-mucinous carcinoma 
for BRCA gene mutations is recommended.

Moderate Strong

2.4.1.2
All tubo-ovarian carcinoma patients with a genetic test which 
shows either a pathogenic variant or a variant of uncertain 
significance should be offered post-test counselling. If 
the patient has a significant cancer family history, even if 
BRCA1/2 testing is normal, a referral to genetic services is 
advised.

Low Strong

2.4.2.1
The tumours of all women with a diagnosis of endometrioid 
or clear cell carcinoma regardless of age should 
undergo mismatch repair (MMR) protein testing by 
immunohistochemistry.

Low Weak
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Practical considerations around patient care

•	 In patients with suspected ovarian cancer, confirmation of malignancy requires sensitive 
communication in an appropriate environment, with follow-up contact from appropriate clinical 
staff who can provide necessary psychological and practical support, in a timely manner.

•	 In patients with ovarian cancer, a holistic and empathetic approach for communications is required 
regarding disease, prognosis, and disease-related treatment choices in addition to management of 
intolerable symptoms and psychosocial issues.

•	 All patients with ovarian cancer should have access to psychological support.

•	 Patient information including preparation instructions should be supplied to patients with suspected 
ovarian cancer prior to an ultrasound examination.

•	 All patients with ovarian cancer should have access to a gynaecology nurse specialist.

•	 All patients with ovarian cancer should be made aware of expected timelines for clinical  
investigations.

•	 In patients with ovarian cancer, written information should be provided at the time of genetic 
testing. 

•	 Advance care planning for women with ovarian cancer should be provided to ensure women recieve 
a palliative care consultation when appropriate.

•	 There should be integration of palliative care with gynaecology oncology for patients with ovarian 
cancer so that palliative interventions and end-of-life care can be considered. 

Cost 2020 2021 2022 Total cost

Total operational costs 
for implementing 
recommendations

€545,161 €543,962 €543,962 €1,633,0851( €1,542,662-€1,688,471)2 

Total staff costs of 
implementing the 
recommendations

€3,572,498 €3,572,498 €3,572,498 €10,717,494

Total cost of 
implementing the 
guideline

€4,117,659 €4,116,460 €4,116,460 €12,350,579 (€12,260,156-€12,385,965)

1 Based on the median projected cases of ovarian cancer in 2020 (n=445) used to calculate the operational cost of implementing the 
guideline recommendations (NCRI, 2019).

2 Based on the minimum/maximum range of projected cases of ovarian cancer in 2020 (Nordpred model (n=426) and Demographic 
model (n=455)) which was used to calculate the potential minimum and maximum expected operational costs of implementing the 
guideline recommendations (NCRI, 2019).
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2.2 Radiology
The following are responsible for implementation of the radiology recommendations
While the CEO, General Manager and the Clinical Director of the hospital have corporate responsibility 
for the implementation of the recommendations in this National Clinical Guideline, each member 
of the multidisciplinary team is responsible for the implementation of the individual guideline 
recommendations relevant to their discipline.
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Clinical Question 2.2.1
In patients with suspected ovarian carcinoma, what ultrasound features are suspicious for malignancy 
and require further investigation?

Evidence summary
Four meta-analyses (Meys et al., 2016, Nunes et al., 2014, Kaijser et al., 2014, Dodge et al., 2012) and 
a recent international cross-sectional cohort (Timmerman et al., 2016) addressed this clinical question. 
The Guideline Development Group found the evidence base to be of high quality and the population in 
the included studies were applicable to the Irish population. 

The most up to date meta-analysis (Meys et al., 2016) found that the simple rules (as outlined by the 
International Ovarian Tumour Analysis (IOTA) group (Table 1)) in conjunction with clinical assessment 
(subjective assessment) performed best in patients with suspected ovarian carcinoma. 

Table 1: IOTA group simple ultrasound rules

B-rules (For predicting a benign tumour) M-rules (For predicting a malignant tumour)

•	 Unilocular cysts •	 Irregular solid tumour

•	 Ascites

•	 At least four papillary structures

•	 Irregular multilocular solid tumour with largest 
diameter ≥100 mm

•	 Prominent blood flow on colour Doppler

•	 Presence of solid components where the 
largest solid component <7 mm

•	 Presence of acoustic shadowing

•	 Smooth multilocular tumour with largest 
diameter <100 mm

•	 No blood flow on colour Doppler

Table 2 below outlines the sensitivity and specificity values provided in Meys et al. (2016). The simple 
rules scoring system can be supplemented with the risk of malignancy index (RMI) criteria to increase 
specificity. The Guideline Development Group highlighted that this data applies to transvaginal 
ultrasound, as all current literature used to address this clinical question does not utilise transabdominal 
ultrasound alone.

Table 2: Pooled summary point estimates of all methods included in Meys et al. (2016)

Sensitivity (95% CI) Specificity (95% CI)

SA 0.93 (0.92–0.95) 0.89 (0.86–0.92)

SR+SA 0.91 (0.89–0.93) 0.91 (0.87–0.94)

SR+Mal 0.93 (0.91–0.95) 0.80 (0.77–0.82)

LR2 0.93 (0.89–0.95) 0.84 (0.78–0.89)

RMI-I 0.75 (0.72–0.79) 0.92 (0.88–0.94)

RMI-II 0.75 (0.72–0.77) 0.87 (0.85–0.89)

RMI-III 0.71 (0.67–0.75) 0.91 (0.88–0.93)

Abbreviations: CI, confidence interval; SA, subjective assessment; SR+SA, simple rules, if inconclusive 
classified by subjective assessment; SR+Mal, simple rules, if inconclusive classified as malignant; LR2, 
logistic regression model 2; RMI, risk of malignancy index.
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Recommendation 2.2.1.1
In patients with suspected ovarian carcinoma a combination of transabdominal and transvaginal 
ultrasound should be performed and interpreted using the IOTA (International Ovarian Tumour 
Analysis) simple rules in conjunction with clinical assessment.

Quality of evidence: High Strength of recommendation: Strong 

Good Practice Point
Transabdominal ultrasound and transvaginal ultrasound should be performed and interpreted by an 
appropriately trained sonographer/radiologist/gynaecologist.

Good Practice Point
Chaperones will be made available.

Practical considerations around patient care

•	 Patient information including preparation instructions should be supplied to patients with suspected 
ovarian cancer prior to an ultrasound examination.

•	 In patients with suspected ovarian cancer, confirmation of malignancy requires sensitive 
communication in an appropriate environment, with follow-up contact from appropriate clinical 
staff who can provide necessary psychological and practical support, in a timely manner.



17| A National Clinical Guideline |	Diagnosis	and	staging	of	patients	with	ovarian	
cancer

Clinical question 2.2.2
In patients with an indeterminate ovarian mass on ultrasound, what is the utility of CT, MRI and PET-
CT, for confirmation of malignancy?

Evidence summary
There is currently limited high quality evidence comparing CT, MRI and PET-CT for the diagnosis of an 
indeterminate ovarian mass.

MRI
The utility of MRI for the diagnosis of an indeterminate ovarian mass was addressed by a meta-analysis 
(Meng et al., 2016), and two systematic reviews (Anthoulakis and Nikoloudis, 2014, Medeiros et al., 
2011). There was great variability in the reported sensitivities and specificities.

Meng et al. (2016) conducted a meta-analysis to assess the diagnostic accuracy of diffusion weighted 
imaging (DWI) in differentiating between benign and malignant ovarian neoplasms. The results showed 
a pooled sensitivity (0.93; 95% confidence interval (CI) 0.91-0.95), pooled specificity (0.89; 95% CI 
0.86-0.91), pooled positive likelihood ratio (7.58; 95% CI 6.00-9.56) and pooled negative likelihood ratio 
(0.10; 95% CI 0.06-0.16).

This is supported by the European Society of Urogenital Radiology recommendations for MR imaging of 
the sonographically indeterminate adnexal mass published in 2017 (Forstner et al., 2017).

CT
The utility of CT for the diagnosis of indeterminate ovarian mass was addressed by a meta-analysis and 
a prospective study (Dodge et al., 2012, Khattak et al., 2013).

Dodge et al. (2012) conducted a meta-analysis which found the sensitivity was 87.2% (95% CI 74.2-
94.1%) and specificity of 84.0% (95% CI 66.6-93.3%) for the diagnosis of ovarian cancer. Khattak et al. 
(2013) conducted a prospective cross-sectional study which found the sensitivity of 92%, (95% CI 0.83-
0.97) and specificity 86.7% (95% CI 0.68-0.96). 

CT has a lower sensitivity and specificity when compared to contrast enhanced MRI. CT has limited value 
in characterisation of an indeterminate mass. 

PET-CT
There is currently not enough high quality evidence to address the utility of PET-CT for confirmation of 
malignancy.

Recommendation 2.2.2.1
In patients with an indeterminate ovarian mass MRI is the recommended imaging modality, if the 
MRI findings will affect patient management.

Quality of evidence: Moderate Strength of recommendation: Strong

Good Practice Point
The addition of contrast enhanced MRI with diffusion weighted MRI sequences will improve 
diagnostic accuracy. 
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Good Practice Point
MRI of an indeterminate mass should be interpreted by a radiologist with a specialist interest in 
gynaecological cancer.

Good Practice Point
Prior imaging should be available to the reporting radiologist. 

Good Practice Point
Guidance on appropriate MRI sequences should be made available.
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Clinical question 2.2.3
In patients with ovarian carcinoma, what is the utility of CT, MRI and PET-CT for staging ovarian 
cancer?

Evidence summary
There is a paucity of recent primary research to address this clinical question. 

International guidelines are consistent in recommending CT abdomen and pelvis as the staging modality 
of choice (Scottish Intercollegiate Guideline Network (SIGN), 2018, Ledermann et al., 2013 - ESMO, 
National Institute for Health and Care Excellence (NICE), 2011).

The evidence regarding PET-CT for staging ovarian cancer is inconsistent. A single moderate quality 
study (Nam et al., 2010) favoured PET-CT over CT for the staging of ovarian cancer. However, further 
evidence is necessary prior to implementing the use of PET-CT in routine practice. It may have a role in a 
subgroup of patients following discussion by a multidisciplinary team. 

There is insufficient evidence to make a recommendation on MRI as a staging tool in ovarian cancer. 

Recommendation 2.2.3.1
CT thorax, abdomen and pelvis with oral and intravenous contrast is recommended for the staging of 
ovarian cancer.

Quality of evidence: Low Strength of recommendation: Strong

Recommendation 2.2.3.2
If the CT is indeterminate patients should be discussed at a multidisciplinary team meeting.

Quality of evidence: Low Strength of recommendation: Weak 

Good Practice Point
Prior imaging should be available to the reporting radiologist.

Practical considerations around patient care

•	 In patients with ovarian cancer, an holistic and empathetic approach for communications is required 
regarding disease, prognosis, and disease-related treatment choices in addition to management of 
intolerable symptoms and psychosocial issues.

•	 All patients with ovarian cancer should have accces to a gynaecology nurse specialist.
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Clinical question 2.2.4
In women who have a suspected relapse of ovarian carcinoma, what is the utility of PET-CT and CT for 
re-staging?

Evidence summary
There are two high quality meta-analyses to address this clinical question (Gu et al., 2009, Limei et al., 
2013). The papers show that PET-CT is superior to CT for demonstrating recurrence (Table 3).

Table 3 Pooled sensitivity and specificities of PET-CT and CT in diagnosing recurrent ovarian carcinoma 
(Gu et al., 2009, Limei et al., 2013)

Study Imaging 
modality 

Pooled-sensitivity
(95% CI)

Pooled-specificity
(95% CI)

Area under curve

Gu et al., 2009 PET-CT 0.91 (0.88–0.94) 0.88 (0.81–0.93) 0.96

Limei et al., 
2013

PET-CT 88.6% 
(86.6%-90.3%)

90.3% 
(87.6%-92.7%)

0.95

Gu et al., 2009 CT 0.79 (0.74–0.84) 0.84 (0.76–0.90) 0.88

For high pre-test probabilities CT and PET-CT are similar in their ability to rule in disease recurrence. 
However, if test negative, PET-CT is better at ruling out disease recurrence.

Therefore, if there is a high suspicion of recurrence (clinically or biochemically) CT may be a more 
appropriate first line test given the limited availability and cost of PET-CT. 

If CT is negative, a PET-CT should be considered following discussion at an MDT. 

Diffusion weighted MRI may provide an adjunct to other imaging.

Recommendation 2.2.4.1
For patients with a high suspicion of relapse of ovarian cancer either clinically or biochemically, CT 
thorax, abdomen and pelvis is recommended as the first line imaging test. 

Quality of evidence: High Strength of recommendation: Strong

Recommendation 2.2.4.2
For patients with a high suspicion of relapse of ovarian cancer either clinically or biochemically, if 
the CT thorax, abdomen and pelvis does not demonstrate recurrence PET-CT should be considered, 
following discussion at a multidisciplinary team meeting.

Quality of evidence: High Strength of recommendation: Strong

Good Practice Point
Prior imaging should be available to the reporting radiologist.

Practical considerations around patient care

•	 All patients with ovarian cancer should have accces to a gynaecology nurse specialist.

•	 All patients with ovarian cancer should be made aware of expected timelines for clinical investigations.
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2.2.5 Staging algorithm for patients with suspected ovarian cancer
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Figure 2: Staging algorithm for patients with suspected ovarian cancer recommended by the Guideline 
Development Group
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2.2.6 Staging algorithm for patients with suspected recurrence of ovarian cancer

Patient with a high suspicion 
of relapse of ovarian cancer 
(clinically or biochemically)

CT thorax, abdomen and 
pelvis

Disease recurrence Indeterminate for disease 
recurrence

MDT

PET-CT

Figure 3: Staging algorithm for patients with suspected recurrence of ovarian cancer recommended by 
the Guideline Development Group
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2.3 Pathology
Responsibility for the implementation of pathology recommendations
While the CEO, General Manager and the Clinical Director of the hospital have corporate 
responsibility for the implementation of the recommendations in this National Clinical Guideline, each 
member of the multidisciplinary team is responsible for the implementation of the individual guideline 
recommendations relevant to their discipline.
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Clinical question 2.3.1
In women with a suspected tubo-ovarian carcinoma, how does biopsy histology compare with fluid 
cytology for the definitive diagnosis and sub-typing of suspected tubo-ovarian carcinoma?

Evidence summary
Three clinical guidelines address this clinical question (NICE, 2011, Fotopoulou et al., 2017 - British 
Gynaecological Cancer Society, Royal College of Physicians of Ireland (RCPI), 2017).

In the absence of a strong evidence-base the Guideline Development Group refer to the following 
guidelines (NICE, 2011, Fotopoulou et al., 2017 - British Gynaecological Cancer Society).

Confirmation of a histological tissue diagnosis should be obtained in women with suspected advanced 
tubo-ovarian cancer where this can be safely achieved prior to treatment with cytotoxic chemotherapy.

If it is not possible to obtain histological tissue confirmation of suspected tubo-ovarian cancer a 
cytological specimen may suffice. 

Decisions on treatment should only be undertaken after correlation with clinical, radiological 
pathological and cytological findings in the multidisciplinary team setting.

The histological specimen and/or the cytological specimen must be adequate in terms of quantity and 
quality to facilitate adequate diagnosis and sub-typing.

If possible a cell block should be made so that a full panel of immunohistochemistry can be more easily 
undertaken.

In most cases a tissue diagnosis can be obtained via a radiological procedure usually of an omental cake 
but rarely laparoscopy may be required if a radiological core biopsy is not possible.

All pathology laboratories making the diagnosis of tubo-ovarian carcinoma must participate and abide 
by the procedures of the HSE National Quality Improvement Programme, Faculty of Pathology Royal 
College of Physicians Ireland. 

Recommendation 2.3.1.1
Diagnosis of tubo-ovarian cancer is recommended by histological examination of tissue sample and 
should allow for sub-typing by morphology and immunohistochemistry. If this is not possible, a 
cytological specimen may suffice. Decisions on treatment should only be undertaken after correlation 
with clinical, radiological, pathological and cytological findings in the multidisciplinary team setting.

Quality of evidence: Low Strength of recommendation: Strong 

Good Practice Point
Patients should be discussed at a specialist centre multidisciplinary team meeting in a timely manner.

Good Practice Point
All pathology laboratories making the diagnosis of ovarian carcinoma must participate and abide by 
the procedures of the National Quality Improvement Programme, Faculty of Pathology, Royal College 
of Physicians Ireland. 
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Clinical question 2.3.2
In women with a suspected tubo-ovarian carcinoma, what immunohistochemistry antibody panels 
should be considered for diagnosis and sub-typing of tubo-ovarian carcinoma?

Evidence summary
A clinical guideline addressed this clinical question (McCluggage et al., 2015). 

It is not possible to deal with each diagnostic scenario in this guideline. Assessment should be performed 
based on guidelines such as the International Collaboration on Cancer Reporting (ICCR) (McCluggage 
et al., 2015). Given that the most common and clinically relevant carcinoma is high-grade serous 
carcinoma, centres diagnosing ovarian cancer should have access to the following antibodies (either on 
site or through a linked cancer centre):

•	 CEA
•	 CA 125
•	 TTF1
•	 HNF1B
•	 WT1
•	 P53
•	 PAX8
•	 P16
•	 Estrogen receptor
•	 Progesterone receptor
•	 BER EP4
•	 Keratin 7
•	 Keratin 20
•	 CDX2
•	 Keratin 5 and 6
•	 Calretinin 
•	 Napsin A
•	 CA 19.9
•	 GCDFP 15
•	 Mammaglobin
•	 GATA3

Not all immunohistochemical markers may be readily available in all centres. This list may change 
depending on the diagnostic scenario and is not exhaustive. 

Recommendation 2.3.2.1
Immunohistochemical panels should be appropriate to definitively sub-type tubo-ovarian carcinoma 
while excluding metastatic disease and non-epithelial malignancies. If complex immunohistochemistry 
marker testing is required this should be performed at a specialist accredited laboratory.

Quality of evidence: High Strength of recommendation: Strong

Good Practice Point
Immunohistochemistry laboratories should be accredited.

Good Practice Point
All pathology laboratories making the diagnosis of ovarian carcinoma must participate and abide by 
the procedures of the HSE National Quality Improvement Programme, Faculty of Pathology Royal 
College of Physicians Ireland. 
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2.4 Genetics
Responsibility for the implementation of genetics recommendations
While the CEO, General Manager and the Clinical Director of the hospital have corporate 
responsibility for the implementation of the recommendations in this National Clinical Guideline, each 
member of the multidisciplinary team is responsible for the implementation of the individual guideline 
recommendations relevant to their discipline.
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Clinical question 2.4.1
Which women with tubo-ovarian carcinoma should be offered genetic testing to diagnose familial 
cancer syndromes and/or to guide patient management?

Evidence summary
A case-control study (Alsop et al., 2012), a prospective study (Norquist et al., 2016) and two retrospective 
studies (Evans et al., 2017, Hoberg-Vetti et al., 2016) addressed this clinical question. 

Up to 20% of women presenting with high grade serous tubal/ovarian cancer carry BRCA1/2 mutations 
(Alsop et al., 2012, Norquist et al., 2016). This supports universal testing of non-mucinous epithelial 
ovarian cancer as opposed to restricting testing to specific populations based on scoring systems such as 
the Manchester Scoring System (Evans et al., 2017).

Universal testing offers the opportunity to utilise preventative medicine and to tailor treatments based on 
genetic test results. The absence of a genetic mutation does not rule out the inherited nature of cancer in 
a family, further genetic assessment or screening may be necessary despite a negative test result. 

Direct ordering of genetic testing and pre-test counselling by oncology staff has been found to be 
acceptable (Hoberg-Vetti et al., 2016). Post-test genetic counselling should be offered within four to six 
weeks to people with a positive test.

Recommendation 2.4.1.1
All patients with tubo-ovarian carcinoma should be offered germline mutation testing appropriate to 
sub-type. Specifically, testing of all high grade non-mucinous carcinoma for BRCA gene mutations is 
recommended.

Quality of evidence: Moderate Strength of recommendation: Strong

Recommendation 2.4.1.2
All tubo-ovarian carcinoma patients with a genetic test which shows either a pathogenic variant or a 
variant of uncertain significance should be offered post-test counselling. If the patient has a significant 
cancer family history, even if BRCA1/2 testing is normal, a referral to genetic services is advised.

Quality of evidence: Low Strength of recommendation: Strong

Good Practice Point
Patients should have access to staff with cancer genetics expertise.

Good Practice Point
Genetics liaison nurses should be appointed in cancer centres and integrated into multidisciplinary 
service.

Good Practice Point
There should be training for physicians and surgeons who order genetic testing. 

Good Practice Point
There should be training for nurses who are involved in genetic testing. 

Practical considerations around patient care

•	 In patients with ovarian cancer, written information should be provided at the time of genetic 
testing. 
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Clinical question 2.4.2
Which women with tubo-ovarian carcinoma should be considered for mismatch repair (MMR) protein 
analysis to diagnose familial cancer syndromes and/or to guide patient management?

Evidence summary
A systematic review (Murphy and Wentzensen, 2011) and two retrospective studies (Vierkoetter et al., 
2014, Rambau et al., 2016) addressed this clinical question.

There is evidence from a systematic review (Murphy and Wentzensen, 2011) and two retrospective 
studies (Vierkoetter et al., 2014, Rambau et al., 2016) that 10-20% of patients with endometrioid or 
clear cell carcinoma will have mismatch repair protein abnormalities, therefore MMR protein analysis by 
immunohistochemistry should be performed in these patients as screening for genetic abnormalities.

Testing involves initial screening by a 4 antibody immunohistochemistry panel, looking for loss of DNA 
mismatch repair proteins MLH1, PMS2, MSH2 and MSH6.
 
As MLH1/PMS2 and MSH2/MSH6 each form linked dimer pairs with MLH1 and MSH2 being dominant 
respectively, loss of MLH1 will lead to PMS2 loss and loss of MSH2 will be accompanied by MSH6 loss. 
 
In the majority of cases of immunohistochemical loss of MLH1, this loss reflects sporadic 
hypermethylation of the MLH1 gene rather than a genetic mutation. Hence, MLH1 loss by 
immunohistochemistry should prompt testing of tumour and normal tissue for MLH1 hypermethylation. 
In the event of MLH1 hypermethylation, this supports sporadic rather than germline loss of MLH1.
 
In the event of MLH1 hypermethylation being absent, referral for consideration of genetic testing for 
MLH1 germline mutation is appropriate.
 
Loss of other proteins (isolated PMS2 loss, MSH2 and MSH6 loss or isolated MSH6 loss) should lead to 
referral for genetic testing to consider whether such loss is due to germline mutation of the relevant 
genes.
 
The aim of this process is to identify cases of Lynch Syndrome and to allow a strategy for prevention of 
associated cancers including colorectal carcinoma, endometrial carcinoma and ovarian carcinoma.

Recommendation 2.4.2.1
The tumours of all women with a diagnosis of endometrioid or clear cell carcinoma regardless of age 
should undergo mismatch repair (MMR) protein testing by immunohistochemistry.

Quality of evidence: Low Strength of recommendation: Weak
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3 Development of a National Clinical Guideline

3.1 Epidemiology

3.1.1 Incidence 
The annual average incidence of ovarian cancer diagnosed in Ireland between 2013-2015 and estimated 
2016-2018 are shown in Table 4. The annual average of 394 cases of ovarian cancer represents 1.7% of 
all invasive cancers, excluding non-melanoma skin cancer (National Cancer Registry (NCRI), 2018b).

Table 4: Annual average incidence of ovarian cancer (NCRI, 2018b)

Ovarian cancer (C56) Female incidence

Annual average incident cancer cases 2013-2015 394

Annual average incident cancer cases estimated 2016-2018 392

From 2016-2018, the estimated annual age-standardised rate of ovarian cancer per 100,000 of the 
population was 14.2 (based on european standard population 1976)(NCRI, 2018b). 

Ireland has one of the highest rates of ovarian cancer in Europe. Figures from the European Cancer 
Information System (ECIS) for 2018 estimate that in Ireland the incidence rate (European old age-
standardised rate) of ovarian cancer is 16.1 per 100,000, compared with an average of 11.8 across the 
EU28 (ECIS, 2018).

The NCRI reported on cancer presentation type and stage of disease (Table 5). In Ireland the majority of 
ovarian cancer cases are diagnosed as Stage III-IV (NCRI, 2017).

Table 5: Stage distribution of ovarian cancer by stage of presentation (2010-2013) (NCRI, 2017)

Ovarian Cancer (C56) Stage distribution by cancer site (2010-2013)

Stage I 17.5%

Stage II 9.1%

Stage III 30.1%

Stage IV 25.3%

Unstaged 18.0%

3.1.2 Mortality
The annual average mortality attributed to ovarian cancer in Ireland (2013-2015) was 269 which 
contributed to 3.0% of all cancer deaths, ranking ovarian cancer the 11th most common mortality-
causing cancer in the overall population, and the fourth most common mortality-causing cancer in 
women (NCRI, 2018b).

Figures from the European Cancer Information System showed that in Ireland the estimated mortality 
(age-standardised) of ovarian cancer was 9.7 per 100,000 compared with an average of 7.1 across the 
EU28 (ECIS, 2018).
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3.1.3 Survival
There has been an increase in 5-year net survival for ovarian cancer from 30.3% (27.8-32.9%) in the 
1994-1998 cohort to 35.1% (32.2-38.1%) in the 2009-2013 cohort (NCRI, 2018a).

3.1.4 Cancer projections 2015-2040
The incidence of ovarian cancer has seen a significant upward trend in cases of ovarian cancer since 
1994. Table 6 shows the projected number of ovarian cancer cases between 2020-2045 (NCRI, 2019). 
According to the latest projections from the NCRI (2019), assuming that the average age-standardised 
rates during 2011-2015 continue to apply (‘demographic’ projection), annual numbers of cases of cancer 
of the ovary are projected to increase from 407 in 2015 to 731 in 2045 (+80%).

Table 6: Projected number of ovarian cancer cases for females 2020-2045 (based on demography only)
(NCRI, 2019)

Cases of ovarian cancer in females

Year Projected number of incident cases 
2020-2045 (based on demography only)

% increase compared with 2015 

2020 455 12%

2025 513 26%

2030 573 41%

2035 630 55%

2040 684 68%

2045 731 80%

3.2 Rationale for this National Clinical Guideline
The National Cancer Strategy (DoHC, 2006) recommended that national site-specific multidisciplinary 
groups be convened to develop national evidence-based clinical guidelines for cancer care. The National 
Cancer Strategy 2017-2026 recommendation 37 also states: The NCCP will develop further guidelines for 
cancer care in line with National Clinical Effectiveness Committee (NCEC) standards (DoH, 2017).

The overall purpose of developing these guidelines is to improve the quality of care received by patients. 

3.3 Aims and objectives 
The overall objectives of the NCCP’s National Clinical Guideline ‘Diagnosis and staging of patients with 
ovarian cancer’ are outlined below, along with the clinical question number that addresses that specific 
aim:

• To improve the quality of clinical care, improving patient outcomes by reducing morbidity and 
mortality (Clinical Questions 2.2.1, 2.2.2, 2.2.3, 2.2.4, 2.3.1, 2.3.2, 2.4.1, 2.4.2),

• To reduce variation in practice and improve consistency and standards of care by promoting 
interventions of proven benefit and discouraging ineffective ones (Clinical Questions 2.2.1, 2.2.2, 
2.2.3, 2.2.4, 2.3.1, 2.3.2, 2.4.1, 2.4.2),

• To address areas of clinical care with new and emerging evidence (Clinical Questions 2.4.1).

The guideline is based on the best research evidence in conjunction with clinical expertise, patient 
preferences and is developed using a clear evidence-based internationally used methodology.
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3.4 Financial impact of ovarian cancer
A population-based cost analysis (Luengo-Fernandez et al., 2013) illustrated the economic burden of 
cancer on the European Union (EU). In 2009, cancer is estimated to have cost the EU €126 billion, with 
healthcare costs accounting for €51 billion (40%). Across the EU, the cost of cancer healthcare was 
equivalent to €102 per person, but varied substantially from €33 per person in Lithuania to €171 per 
person in Germany.

In Ireland, in-patient care costs were estimated to account for €417 million of cancer-related healthcare 
costs out of a total of €619 million. Drug expenditure accounted for a further €127 million while primary, 
outpatient and emergency care were estimated at €32 million, €30 million and €13 million respectively 
(Luengo-Fernandez et al., 2013). 

Ovarian cancer is one of the most costly cancers for household production losses per death. A recent 
productivity loss analysis carried out in an Irish context (Pearce et al., 2016) projected that by 2030, 
premature death will cost a value of €367,284 household production losses per ovarian cancer death. 

The NCCP collaborated with HRB-CICER to conduct a systematic review of cost-effectiveness (Carty et 
al., 2018) which will be available on the NCCP and NCEC websites. 

3.5 Guideline scope

3.5.1 Target population: 
Patients that are covered by this guideline:

•	 Adults (over 18 years old) with newly diagnosed ovarian cancer, 
•	 Adults that have a suspected diagnosis of ovarian cancer, 
•	 Adults that have a suspected recurrence of ovarian cancer. 

3.5.2 Target audience:
This guideline is intended for all health professionals involved in the diagnosis and staging of patients 
with ovarian cancer. While the CEO, General Manager and the Clinical Director of the hospital have 
corporate responsibility for the implementation of the recommendations in this Clinical Guideline, each 
member of the multidisciplinary team is responsible for the implementation of the individual guideline 
recommendations relevant to their discipline.

This guideline is also relevant to those involved in clinical governance, in both primary and secondary 
care, to help ensure that arrangements are in place to deliver appropriate care for the population 
covered by this guideline. 

Whilst the guideline is focused on clinical care, it is expected to be of interest to patients with ovarian 
cancer and their significant others. A list of medical abbreviations used throughout the guideline can be 
found in Appendix 10: Glossary and abbreviations. 

3.6 Conflicts of Interest statement
A conflict of interest form developed by the NCEC was signed by all Guideline Development Group 
members and reviewers. The Guideline Development Group was managed by the Chair to promote the 
highest professional standard in the development of this guideline. Where a conflict arises a Guideline 
Development Group member absents themselves from discussion pertaining to their area of conflict.
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3.6.1 Governance
Governance of the guideline development process was provided by a multidisciplinary Guideline 
Steering Group which was chaired by the Director of the NCCP. Details of Guideline Development Group 
members and Guideline Steering Group members are provided in Appendix 3: Guideline Development 
Group terms of reference and logic model. 

A Guideline Development Group was responsible for the development and delivery of the National 
Clinical Guideline and included representatives from relevant professional groups (radiology, pathology, 
gynaecology, genetics, medical oncology, radiation oncology and nursing) with expertise in the diagnosis 
and staging of patients with ovarian cancer, patients, a project manager, a methodologist, research 
officers, and a clinical librarian.

3.7 Source of funding
The guideline was commissioned and funded by the NCCP; however, the guideline content was not 
influenced by the NCCP or any other funding body. This process is fully independent of lobbying powers. 
All recommendations were based on the best research evidence integrated with clinical expertise.

3.8 Guideline methodology and literature review
The methodology for the development of the guideline was designed by a research methodologist and 
is based on the principles of Evidence-Based Practice (EBP) (Sackett et al., 2000). The methodology is 
described in detail in the NCCP Methodology Manual for guideline development. Figure 4 outlines the 
stages of guideline development.

3.8.1 Step 1: Formulate the clinical questions 
Guideline Development Group members met and through clinician led experience identified areas of 
new and emerging evidence or areas where there was variance in practice and formulated the list of 
clinical questions. These questions then formed the basis for the types of evidence being gathered, the 
search strategy, and the inclusion and exclusion criteria.

The questions were broken down into their component parts using the PICO(T) framework:
• Participant/Population
• Intervention/Exposure
• Control/Comparison
• Outcome
• Time.

The Guideline Development Group signed off the entire list of clinical questions to ensure a 
comprehensive guideline. The resulting 8 clinical questions are listed in Appendix 4: Clinical and 
economic questions in PICO format.

3.8.2 Step 2: Search methodology
The clinical questions formulated in step one were used to conduct literature searches of the primary 
literature. The systematic literature review protocol was developed for the guideline development 
process by the HSE librarians in conjunction with the NCCP (Appendix 6: Systematic Literature Review 
Protocol). 
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The following bibliographic databases were searched in the order specified below using keywords 
implicit in the PICO(T) question and any identified subject headings:

• Cochrane Library
• Point-of-Care Reference Tools
• Medline
• Embase (where available)
• Other bibliographic databases such as PsycINFO, CINAHL, as appropriate. 

The literature was searched based on the hierarchy of evidence. The literature searches and flowcharts 
are detailed in a supporting document available upon request. This is a live document, updates and 
reviews are carried out at three year intervals.

3.8.3 Step 3: Screen and appraise the evidence
Primary papers were appraised using validated checklists developed by the Scottish Intercollegiate 
Guideline Network (SIGN).

There were three main points considered when appraising all the research evidence:
• Are the results valid? (internal validity)
• What are the results? (statistical and clinical significance)
• Are the results applicable/generalisable to the patient/population of this guideline? (external 

validity)

After literature appraisals were completed, the data selected for possible inclusion in the guideline were 
compiled in the data extraction tables by the research officers. The data extraction tables are available 
upon request.

3.8.4 Step 4: Formulation and grading of recommendations
The evidence which addressed each clinical question, both from international guidelines and primary 
literature, was extracted into evidence tables. Recommendations were formulated through a formal 
structured process. A ‘considered judgment form’ (adapted from SIGN) was completed for each clinical 
question.

At Guideline Development Group meetings members discussed the following items which were 
considered and documented:

• What evidence is available to answer the clinical question?
• What is the quality of the evidence?

o Consistency of the evidence
o Generalisability/directness of the evidence
o Imprecision of results
o Risk of bias/publication bias

• What is the potential benefit versus harm to the patient?
• What are the patient preferences and values?
• Is the intervention implementable and applicable in the Irish context?
• Are there resource implications?
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The evidence summaries and recommendations were then written. Each recommendation was assigned 
a quality of evidence and strength of recommendation by the Guideline Development Group using 
the Grading of Recommendations Assessment, Development and Evaluation (GRADE). The strength 
of recommendation reflects the balance of the following items:

• The quality of the evidence
• The benefit and harm to patient
• Patient preferences and values
• Cost.

The quality of evidence and strength of recommendation system used is defined in Appendix 11 Level of 
evidence and grading systems.

Good practice points were based on the clinical expertise of the Guideline Development Group. 

Practical considerations around patient care are statements developed with the patients on issues that 
were important to them with regards to their own experience of the diagnosis and staging of their 
cancer.
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Figure 4: The stages of guideline development

The Stages of Guideline Development

National Cancer Control Programme (NCCP)
NCCP Executive Team mandates the development of a National Cancer Guideline

NCCP Guideline Steering Group
Provides overall governance of guideline development

Draft Guideline

Pre-publication check (incl. literature update)

Draft Guideline

Implementation

NCCP guideline submitted to NCEC

Draft Guideline

Evaluation/Audit

Guideline Development Group (GDG)
Is established and a Chair is appointed

Conflicts of interest must be declared by all members
Guideline development training is completed

National Stakeholder Review
National opinion is sought

Feedback reviewed
Draft guideline amended

International Expert Review
International expert opinion is sought

Feedback reviewed
Draft guideline amended

Methodology
Step 1: Develop clinical questions
Step 2: Search for the evidence
Step 3: Appraise the literature for validity and applicability
Step 4: Formulation and grading of recommendations
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3.9 Consultation process

3.9.1 Patient involvement
The NCCP worked in close co-operation with Irish Society of Gynaecology Oncology (ISGO) and the 
ISGO Public and Patient Group (ISGO PPI) in identifying patients who were willing to participate as 
members of the Guideline Development Group. The patient representatives were given training in 
guideline development that was designed specifically for patients by the NCCP as required by the NCEC 
Framework for Public Involvement (DoH, 2018). The training included the following topics;

• Objectives of the NCCP guideline
• Governance 
• Guideline methodology
• Developing clinical questions
• Important outcomes for patients
• Searching for evidence
• Appraising Evidence
• Generating recommendations
• Patient preferences and values
• Patient practical issues

Prior to all Guideline Development Group meetings, pre-meetings were held with patient representatives 
to consider the agenda for the meeting, to review the evidence being covered, to answer questions 
and any issues of concern that needed to be clarified or addressed. Patients were encouraged to ask 
questions and to participate as full members of the Guideline Development Group. 

At Guideline Development Group meetings members discussed and documented the potential benefits 
and harms and patients preferences and values using the Grading of Recommendations Assessment, 
Development and Evaluation (GRADE) process. Practical considerations around patient care for specific 
questions were generated based on the experiences of the patients and the groups they represented. A 
broader list of practical considerations around patient care were then generated through collaboration 
with patient members of the Guideline Development Group and patient representative organisations 
and can be found in 2.1 Summary of clinical recommendations, practical considerations around patient 
care.

3.10 External review

3.10.1 National review
The draft guideline was signed off by the entire Guideline Development Group, and the NCCP Guideline 
Steering Group before going to National Stakeholder Review. It was placed on the NCCP website and 
circulated to relevant organisations and individuals for comment between 30th of March and 1st June 
2018. A full list of those invited to review this guideline is available in Appendix 7: Details of consultation 
process.

Stakeholders were asked to comment on the comprehensiveness of evidence used to form the 
recommendations. Stakeholders were required to submit feedback with supporting evidence on a form 
provided (see ‘NCCP Methodology Manual’) along with a completed conflict of interest form. A time-
period of six weeks was allocated to submit comments.

All feedback received was reviewed by the Guideline Development Group. Suggested amendments and 
supporting evidence were reviewed by the Guideline Development Group and consensus reached to 
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accept or reject the amendments. All modifications were documented and the report is available upon 
request.

3.10.2 International expert review
The amended draft guideline was also submitted for international expert review. The Guideline 
Development Group nominated Professor Glenn McCluggage, Department of Pathology, Belfast and 
Professor Evis Sala, Professor of Oncological Imaging at the University of Cambridge, UK, as International 
reviewers to provide feedback on the draft guideline. These reviewers were chosen by the Guideline 
Development Group based on their in-depth knowledge of the subject area and guideline development 
processes. The review followed the same procedure as the National Stakeholder Review. The guideline 
was circulated for comment between the 30th of March and 27th August 2018.

A log was recorded of all submissions and amendments from the national stakeholder review and 
international expert review process and is available on request.

3.11 Implementation 
The implementation plan (Appendix 8: Implementation plan) was developed based on the NCEC 
Implementation guide (DoH, 2018). The implementation plan outlines the actions required to 
implement the recommendations, who has lead responsibility for delivering the action, the timeframe 
for completion and the expected outcomes of implementation (Appendix 8: Implementation plan).

This National Clinical Guideline including the implementation plan should be reviewed by the 
multidisciplinary team and senior management in the hospital which outlines the actions required to 
implement the recommendations.

The CEO, General Manager and the Clinical Director of the hospital have corporate responsibility for the 
implementation of the National Clinical Guideline and to ensure that all relevant staff are appropriately 
supported to implement the guideline. 

All medical staff with responsibility for the care of patients with ovarian cancer are required to:
• Comply with this National Clinical Guideline and any related procedures or protocols.
• Adhere to their code of conduct and professional scope of practice guidelines as appropriate to 

their role and responsibilities.
• Maintain their competency in the management and treatment of patients with ovarian cancer.

The National Clinical Guideline will be circulated and disseminated through the professional networks 
who participated in developing and reviewing this document. The guideline will also be available via the 
NCEC and NCCP websites.

A summary of tools to assist in the implementation of this National Clinical Guideline is available in 
Appendix 5: Supporting tools.

The following documents are also available on the NCCP website:
• NCCP Methodology Manual for guideline development
• Ovarian cancer GP Referral Guideline for symptomatic women
• Ovarian cancer GP Referral form for symptomatic women
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3.12 Monitoring and audit
The NCCP engages regularly with the individual cancer centres and with Hospital Group structures. 
Discussion of performance data, improvement plans, resources including manpower, service planning 
and development takes place at regular review meetings between the NCCP and senior management at 
cancer centre and Hospital Group level.

It is important that both the implementation of the guideline and patient outcomes are audited to 
ensure that this guideline positively impacts on patient care. The implementation plan clearly lays out 
the actions and verification criteria to implement each recommendation in the guideline (Appendix 8: 
Implementation plan). Relevant Cancer Strategy KPIs and recommendations that should be considered 
for audit are suggested in Appendix 9: Monitoring and audit.

3.13 Recommendations for research
The areas that require further research to implement the recommendations are identified in Appendix 
8: Implementation plan.

3.14 Systematic review of cost-effectiveness
The NCCP collaborated with HRB-CICER to conduct a systematic review of cost-effectiveness (Carty et 
al., 2018), which is available on the NCCP and NCEC websites.

The systematic review of cost-effectiveness included nine economic questions (see Appendix 4: Clinical 
and economic questions in PICO format). Following screening of 3,019 citations, a total of 109 full 
text articles were assessed for eligibility. A total of six studies were identified for inclusion following 
examination of the reference lists of identified papers. 

Of the nine review questions in the systematic review, economic evidence was available to address 
economic review questions 4 and 7. 

Radiology - economic review question 4
One economic evaluation by Mansueto et al. (2009) was identified in relation to economic question 
4 and is relevant to clinical question 2.2.4 (see Appendix 4: Clinical and economic questions in PICO 
format). The study sought to determine the cost-effectiveness of PET-CT versus CT for restaging in 
women who have had a relapse of ovarian cancer. The study found that PET-CT for all women with a 
suspected recurrence of ovarian cancer was the most cost-effective strategy compared with CT only. 
The generalisability of these findings are restricted by the methodological limitations of the study. The 
study included a small group of patients (n=32), and time horizon and discounting of costs was not 
specified. The relevant guideline recommendations (2.2.4.1, 2.2.4.2) were based on two high quality 
meta-analyses and takes into account the current limited availability of PET-CT in the Irish setting.

Genetics - economic review question 7
Five economic papers (Eccleston et al., 2017, George et al., 2016, Plaskocinska et al., 2016, Kwon et al., 
2010, Slade et al., 2016) were identified that addressed economic review question 7 and are relevant to 
clinical question 2.4.1 and 2.4.2.

The papers are discussed in detail in the systematic review of cost-effectiveness (Carty et al., 2018). In 
summary, there is no published literature to date on the cost-effectiveness of genetic testing in Ireland. 
Based on the limited international literature identified in the systematic review the international 
economic evidence is contradictory in its findings and may not be applicable to the Irish context given 
that genetic testing of relatives of the index case is not explicitly recommended in this guideline.
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3.15 Budget impact analysis
The resource implications of implementing the recommendations were identified by the clinicians 
during meetings to discuss and develop the clinical recommendations. 

The implementation plan (Appendix 8: Implementation plan) based on the NCEC Implementation 
guide (DoH, 2018) details the guideline recommendation(s), the implementation barriers/enablers and 
gaps, the actions/tasks to implement the recommendation, which group/unit/organisation has lead 
responsibility for the task; an indicative timeframe for completion; some detail on expected outcomes 
and how they will be verified or measured. The implementation plan also details if there is an additional 
cost related to implementing the guideline in the context of an ovarian cancer patient. 

The expected service costs of implementing the recommendations in the guideline are summarised 
in Table 7 and the staff costs are summarised in Table 8. Each table details the additional resources 
required, the unit cost, unit of analysis, total cost per annum (2020-2022), and the total cost. In areas 
where additional resources are required these will be sought through the service planning process. 
Figures for funding approved by the National Service Plan may differ to those quoted below.
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3.16 Plan to update this National Clinical Guideline
This guideline, published in August 2019, will be considered for review by the NCCP in three years. 
Surveillance of the literature base will be carried out periodically by the NCCP. Any updates to the 
guideline in the interim period or as a result of the three year review will be subject to the NCEC 
approval process and noted in the guidelines section of the NCCP and NCEC websites.
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Appendix 1: Fédération Internationale de Gynécologie et d'Obstétrique 
(FIGO) staging

2014 FIGO ovarian, fallopian tube, and peritoneal cancer staging system and corresponding TNM
I Tumour confined to ovaries or fallopian tube(s) T1
IA Tumour limited to one ovary (capsule intact) or fallopian tube T1a

No tumour on ovarian or fallopian tube surface
no malignant cells in the ascites or peritoneal washings

IB Tumour limited to both ovaries (capsules intact) or fallopian tubes T1b
No tumour on ovarian or fallopian tube surface
No malignant cells in the ascites or peritoneal washings

IC Tumour limited to one or both ovaries or fallopian tubes, with any of the 
following:

T1c

IC1 Surgical spill intraoperatively
IC2 Capsule ruptured before surgery or tumour on ovarian or fallopian 
tube surface
IC3 Malignant cells present in the ascites or peritoneal washings

II Tumour involves one or both ovaries or fallopian tubes with pelvic 
extension (below pelvic brim) or peritoneal cancer (Tp)

T2

IIA Extension and/or implants on the uterus and/or fallopian tubes/and/or 
ovaries

T2a

IIB Extension to other pelvic intraperitoneal tissues T2b

III Tumour involves one or both ovaries, or fallopian tubes, or primary 
peritoneal cancer, with cytologically or histologically confirmed 
spread to the peritoneum outside the pelvis and/or metastasis to the 
retroperitoneal lymph nodes

T3

IIIA Metastasis to the retroperitoneal lymph nodes with or without 
microscopic peritoneal involvement beyond the pelvis

T1,T2,T3aN1

IIIA1 Positive retroperitoneal lymph nodes only (cytologically or histologically 
proven)

IIIA1 (i) Metastasis ≤ 10 mm in greatest dimension (note this is tumour 
dimension and not lymph node dimension)

T3a/T3aN1

IIIA1 (ii) Metastasis N 10 mm in greatest dimension
IIIA2 Microscopic extrapelvic (above the pelvic brim) peritoneal involvement 

with or without positive retroperitoneal lymph nodes
T3a/T3aN1

IIIB Macroscopic peritoneal metastases beyond the pelvic brim ≤ 2 cm in 
greatest dimension, with or without metastasis to the retroperitoneal 
lymph nodes

T3b/T3bN1

III C Macroscopic peritoneal metastases beyond the pelvic brim N 2 cm in 
greatest dimension, with or without metastases to the retroperitoneal 
nodes (Note 1)

T3c/T3cN1

IV Distant metastasis excluding peritoneal metastases Any T, Any N, M1
Any T, Any N, M1Stage IV A: Pleural effusion with positive cytology

Stage IV B: Metastases to extra-abdominal organs (including inguinal 
lymph nodes and lymph nodes outside of abdominal cavity) (Note 2)
(Note 1: includes extension of tumour to capsule of liver and spleen without parenchymal 
involvement of either organ)
(Note 2: Parenchymal metastases are Stage IV B)

Source: (Mutch and Prat, 2014)
Notes:
1. Includes extension of tumour to capsule of liver and spleen without 

parenchymal involvement of either organ.
2. Parenchymal metastases are Stage IV B.
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Appendix 2: Classification for ovarian cancer (SIGN Guideline 135 
Annex 3)

Ovarian neoplasms are a heterogeneous group of tumours classified according to morphological and 
clinical features. The main subgroups are:

•	 epithelial tumours
•	 sex cord–stromal tumours
•	 germ cell tumours
•	 miscellaneous and metastatic tumours.

The majority of ovarian tumours (approximately 60% of all ovarian tumours and up to 90% of all primary
ovarian malignancies) are epithelial. Epithelial tumours can be further classified as follows:

•	 serous
•	 mucinous
•	 endometrioid
•	 carcinosarcoma
•	 clear cell
•	 transitional cell
•	 mixed epithelial
•	 undifferentiated carcinomas.

The most common tumours are serous lesions.

Carcinosarcomas are now considered to be carcinomas with areas of metaplastic sarcomatous 
differentiation.

The terms mixed mesodermal tumour and malignant mixed Mullerian tumour are no longer 
recommended.

A benign tumour has no abnormal cytological or proliferative features and no evidence of stromal 
invasion. There is no significant malignant potential.

A borderline (low malignant potential or atypically proliferating) tumour is a lesion which has abnormal
cytological and proliferative features within its epithelium but which has no evidence of invasion into 
the stromal supporting tissues. Extra-ovarian disease can occur and these tumour deposits are referred 
to as implants. Non-invasive implants, including non-invasive desmoplastic implants, are associated 
with a good prognosis. Invasive implants are usually deposits of low-grade serous carcinoma and are 
associated with adverse outcome. Most borderline tumours present as stage I lesions and are cured by 
surgery. Stage by stage the overall survival of women with borderline tumours is superior to women 
with epithelial ovarian cancer.

A malignant tumour is present when there is evidence of invasion into the stromal tissues of the 
ovary. This is usually associated with cytological atypia and increased proliferative activity. Invasion is 
best defined as the presence of irregular speculated or ragged epithelial islands with individual cells 
extending into the stromal tissues. These stromal tissues can display reactive changes such as necrosis 
or an immature fibroblastic response. These cytological and proliferative changes can occur focally with 
the ovarian mass. An ovarian tumour must be adequately sampled for histological examination.

Primary peritoneal cancer is a tumour which shows similar morphological characteristics to ovarian 
cancer but which has no or minimal ovarian involvement.
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GRADING OF OVARIAN CANCER
There is no single universally accepted system for grading ovarian cancers. Many studies have used 
different systems proposed either by the Fédération Internationale de Gynécologie et d'Obstétrique 
(FIGO) or the World Health Organisation (WHO) or the American Gynecologic Oncology Group (GOG). 
A proposed grading system, based on the Nottingham system of breast cancer grading, assesses the 
architectural pattern of the ovarian tumour, cytological atypia and the mitotic activity with the tumour 
(Silverberg, 2000, Elston and Ellis, 1991). This system has not been widely accepted and is of doubtful 
prognostic value. Current recommendations are that serous carcinomas are graded as low and high 
grade; endometrioid and mucinous tumours are graded using the FIGO system for endometrioid 
carcinomas of the endometrium; and that clear cell carcinomas, carcinosarcomas and undifferentiated 
carcinomas are considered by definition grade 3 (The Royal College of Pathologists, 2010). The FIGO 
staging system described in Annex 2 is a surgical staging system which does not incorporate the grade of 
the tumour.

SEROUS CARCINOMAS
It has become apparent that there are two distinct biological types of ovarian serous carcinoma referred 
to by some as type 1 and type 2. However, rather confusingly, they are more commonly referred to as 
low-grade and high-grade despite being two different biological entities. They can be distinguished by 
differences in architecture, cytology, mitotic activity and pattern of necrosis. There are also significant 
molecular differences with high-grade serous carcinomas being associated almost universally with 
TP53 mutation and low-grade serous carcinomas often containing BRAF or KRAS mutations. High-grade 
tumours are much more common, making up approximately 90% of serous carcinomas (The Royal 
College of Pathologists, 2010).

MUCINOUS CARCINOMAS
Primary mucinous carcinoma of the ovary is a rare tumour as many tumours are now recognised to 
represent metastatic tumours, often from the gastrointestinal tract. It is, in essence, a diagnosis 
by exclusion of a primary lesion elsewhere. Mucinous carcinomas are often found to have benign, 
borderline and malignant elements with the same tumour. This is not, however, proof of an origin at 
this site as metastatic mucinous tumours can exhibit a ‘maturation phenomenon’, producing a ‘benign’ 
or ‘borderline’ appearance.

IMMUNOHISTOCHEMICAL ANALYSIS
The different types of epithelial ovarian cancer can be identified by their immunohistochemical profile. 
A potentially useful panel of antibodies includes CK7, CK20, WT-1, Pax8, Ca125, ER, PR, p53, p16 and 
possibly HNF-1beta. A suitable combination of these potentially helpful antibodies can be used at the 
discretion of the reporting pathologist.

PSEUDOMYXOMA PERITONEI
Pseudomyxoma peritonei is a clinical condition characterised by the presence of mucinous material 
within the peritoneal cavity. This condition may originate from either the ovary or gastrointestinal 
tract. In gynaecological pathology it is more often seen in association with borderline mucinous ovarian 
tumours. In view of the debate about the primary site of origin of these tumours the appendix should 
be examined. Pathological examination of the mucinous material and associated tissues should specify 
whether epithelial cells are present or not. The cytological characteristics of the cells should also be 
described.

BRCA1 AND BRCA2
Germline mutations in BRCA1, a gene on chromosome 17 and BRCA2, a gene on chromosome 13, 
increase susceptibility to breast and ovarian cancer.
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Appendix 3: Guideline Development Group terms of reference and logic 
model

Membership of the Guideline Development Group is outlined at the beginning of this document.

Terms of Reference
To develop a national evidence-based clinical guideline for the diagnosis and staging of patients with 
ovarian cancer. Full terms of reference are available in the NCCP Methodology Manual for guideline 
development.
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Appendix 4: Clinical and economic questions in PICO format 

Radiology

Clinical question 2.2.1
In patients with suspected ovarian carcinoma, what ultrasound features are suspicious for malignancy 
and require further investigation?

Population Patients with suspected ovarian carcinoma

Intervention Ultrasound - Complex cyst (any age), new simple cyst (post menopausal)

Comparison

Outcome Further investigation

Clinical question 2.2.2
In patients with an indeterminate ovarian mass on ultrasound, what is the utility of CT, MRI and PET-
CT, for confirmation of malignancy?

Population Patients with an indeterminate ovarian mass on ultrasound

Intervention CT, MRI, PET-CT

Comparison CT, MRI, PET-CT

Outcome Diagnosis of tubal/ovarian carcinoma

Clinical question 2.2.3
In patients with ovarian carcinoma, what is the utility of CT, MRI and PET-CT for staging ovarian 
cancer?

Population Patients with suspected ovarian carcinoma

Intervention CT, MRI, PET-CT

Comparison CT, MRI, PET-CT

Outcome Staging of ovarian carcinoma

Clinical question 2.2.4 
In women who have a suspected relapse of ovarian carcinoma, what is the utility of PET-CT and CT for 
re-staging?

Population Women who have a relapse of ovarian carcinoma

Intervention PET-CT

Comparison CT

Outcome Sensitivity and specificity, 
Re-staging ovarian carcinoma
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Pathology

Clinical question 2.3.1
In women with a suspected tubo-ovarian carcinoma, how does biopsy histology compare with fluid 
cytology for the definitive diagnosis and sub-typing of suspected tubo-ovarian carcinoma?

Population Women with suspected tubal/ovarian carcinoma

Intervention Biopsy histology

Comparison Fluid cytology

Outcome Definitive diagnosis of tubal/ovarian carcinoma
Sub-typing of tubal/ovarian carcinoma

Clinical question 2.3.2
In women with a suspected tubo-ovarian carcinoma, what immunohistochemistry antibody panels 
should be considered for diagnosis and sub-typing of tubo-ovarian carcinoma?

Population Women with suspected tubal/ovarian carcinoma

Intervention Immunohistochemistry antibody panels 

Comparison

Outcome Diagnosis of tubal/ovarian carcinoma
Sub-typing of tubal/ovarian carcinoma

Genetics
Clinical question 2.4.1
Which women with tubo-ovarian carcinoma should be offered genetic testing to diagnose familial 
cancer syndromes and/or to guide patient management?

Population Women with tubal/ovarian carcinoma

Intervention Germline or somatic mutation testing

Comparison No germline of somatic mutation testing

Outcome Diagnosis of familial cancer syndromes
Guide patient treatment/management 

Clinical question 2.4.2
Which women with tubo-ovarian carcinoma should be considered for mismatch repair (MMR) protein 
analysis to diagnose familial cancer syndromes and/or to guide patient management?

Population Women with tubal/ovarian carcinoma

Intervention Mismatch repair protein analysis

Comparison No mismatch repair protein analysis

Outcome Diagnosis of familial cancer syndromes
Guide patient treatment/management 
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Economic review questions

Economic review question 1
In patients with suspected ovarian carcinoma, is combined transvaginal and transabdominal 
ultrasound cost-effective when compared with transabdominal ultrasound alone?

Population Patients with suspected ovarian carcinoma or adnexal mass 

Intervention Combined transabdominal and transvaginal ultrasound 

Comparator Transabdominal ultrasound only 

Outcomes Any relevant measures of costs and benefits 

Study design Full economic evaluation studies (cost-effectiveness analysis, cost-utility analysis 
and cost-benefit analysis), cost analysis and comparative resource use studies 

Economic review question 2
On the basis of cost-effectiveness, what is the preferred imaging modality (CT, MRI or PET-CT) 
to confirm malignancy in women diagnosed with an indeterminate ovarian mass detected by 
ultrasound?

Population Patients with an indeterminate ovarian mass on ultrasound 

Intervention Diagnosis by MRI with/without diffusion-weighted imaging 

Comparator Diagnosis by CT or PET-CT 

Outcomes Any relevant measures of costs and benefits 

Study design Full economic evaluation studies (cost-effectiveness analysis, cost-utility analysis 
and cost-benefit analysis), cost analysis and comparative resource use studies 

Economic review question 3
On the basis of cost-effectiveness, what is the preferred imaging modality (CT, MRI or PET-CT) for 
staging women with ovarian carcinoma?

Population Women with ovarian carcinoma 

Intervention Staging by MRI or PET-CT 

Comparator Staging by CT 

Outcomes Any relevant measures of costs and benefits 

Study design Full economic evaluation studies (cost-effectiveness analysis, cost-utility analysis 
and cost-benefit analysis), cost analysis and comparative resource use studies 

Economic review question 4
In women who have had a relapse of ovarian carcinoma, what is the cost-effectiveness of PET-CT 
versus CT for re-staging?

Population Women who have a relapse of ovarian carcinoma 

Intervention PET-CT to restage 

Comparator CT to restage (with/without MRI as an adjunct) 

Outcomes Any relevant measures of costs and benefits 

Study design Full economic evaluation studies (cost-effectiveness analysis, cost-utility analysis 
and cost-benefit analysis), cost analysis and comparative resource use studies 
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Economic review question 5
What is the cost-effectiveness of biopsy histology compared with fluid cytology for the definitive 
diagnosis and sub-typing of suspected tubal/ovarian/peritoneal carcinoma?

Population Women with suspected tubo-ovarian carcinoma 

Intervention Biopsy histology to confirm diagnosis and subtype 

Comparator Fluid cytology to confirm diagnosis and subtype 

Outcomes Any relevant measures of costs and benefits 

Study design Full economic evaluation studies (cost-effectiveness analysis, cost-utility analysis 
and cost-benefit analysis), cost analysis and comparative resource use studies 

Economic review question 6
What are the costs of the preferred immunohistochemistry antibody panels for diagnosis and 
subtyping of women with suspected tubo-ovarian carcinoma?

Population Women with suspected tubo-ovarian carcinoma 

Intervention Immunohistochemistry antibody panels containing any or a combination of the 
following immunohistochemical markers:

•	 WT1
•	 P53
•	 PAX8
•	 P16
•	 Estrogen receptor
•	 Progesterone receptor
•	 BER EP4
•	 Keratin 7
•	 Keratin 20
•	 CDX2
•	 Keratin 5 and 6
•	 Calretinin
•	 Napsin A
•	 CA 19.9
•	 GCDFP 15
•	 Mammoglobin
•	 GATA3
•	 CEA
•	 CA125
•	 TTF1
•	 HNF1B

Comparator -

Outcomes Any relevant measures of costs 

Study design Cost analysis 
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Economic review question 7
In women with non-mucinous tubo-ovarian carcinoma, is universal genetic testing cost-effective 
compared with genetic testing of subpopulations for diagnosing familial cancer syndromes and/or 
guiding patient management?

Population Women with non-mucinous tubo-ovarian carcinoma 

Intervention Universal genetic testing 

Comparator Genetic testing of at-risk subpopulations identified by scoring systems (such as 
the Manchester scoring system) 

Outcomes Any relevant measures of costs and benefits 

Study design Full economic evaluation studies (cost-effectiveness analysis, cost-utility analysis 
and cost-benefit analysis), cost analysis and comparative resource use studies. 

Economic review question 8
In women with non-mucinous tubo-ovarian carcinoma that receive a positive diagnosis following 
genetic testing, is it cost-effective to offer post-test counselling?

Population Women with non-mucinous tubo-ovarian carcinoma that receive a positive 
diagnosis following genetic testing 

Intervention Post-test counselling 

Comparator Pre-test counselling or a combination of pre- and post-test counselling 

Outcomes Any relevant measures of costs and benefits 

Study design Full economic evaluation studies (cost-effectiveness analysis, cost-utility analysis 
and cost-benefit analysis), cost analysis and comparative resource use studies. 
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Appendix 5: Supporting tools

Downloading this guideline 
This National Clinical Guideline will be available to download on the following websites:

NCCP: https://www.hse.ie/eng/services/list/5/cancer/profinfo/guidelines/ 
NCEC: https://health.gov.ie/national-patient-safety-office/ncec/national-clinical-guidelines/

Guide for health professionals
Resource Available 

•	 Ovarian cancer GP Referral Guideline for 
symptomatic women

https://www.hse.ie/eng/services/list/5/cancer/
profinfo/resources/gpreferrals/gp%20ovarian%20
cancer%20referral%20guideline%20and%20
referral%20form.html

•	 Ovarian cancer GP Referral form for 
symptomatic women

•	 National Consent Policy 2017 https://www.hse.ie/eng/about/who/qid/other-
quality-improvement-programmes/consent/

•	 Health Service Executive Guidance 
for Decontamination of Semi-critical 
Ultrasound Probes; Semi-invasive and Non-
invasive Ultrasound Probes 

https://www.hse.ie/eng/about/who/qid/
nationalsafetyprogrammes/decontamination/

•	 NCCP (2015) Prevention of clinical 
lymphoedema after cancer treatment: Early 
detection and risk reduction

https://www.hse.ie/eng/services/list/5/
cancer/patient/leaflets/prevention-of-clinical-
lymphoedema-after-cancer-treatment.pdf

•	 Algorithms available in this guideline for clinicians:
 Figure 2: Staging algorithm for patients with suspected ovarian cancer
 Figure 3: Staging algorithm for patients with suspected recurrence of ovarian cancer

Patient information booklets/leaflets/website
•	 NCCP (2018) Sexual wellbeing after breast or pelvic cancer treatment: https://www.hse.ie/eng/

services/list/5/cancer/patient/leaflets/sexual-wellbeing-after-breast-or-pelvic-cancer-treatment.
pdf

•	 Cancer Genetics website https://www.cancergenetics.ie/

Service Quality 
•	 Department of Health (2017) National Cancer Strategy 2017-2026
•	 NCEC (2018) Framework for Public Involvement in Clinical Effectiveness Processes 
•	 Health Information and Quality Authority (HIQA). National Standards for Safer Better Healthcare 
•	 Your service, your say: https://www2.hse.ie/file-library/your-service-your-say/your-service-your-

say-feedback-form-english.pdf

https://www.hse.ie/eng/services/list/5/cancer/profinfo/guidelines/
https://health.gov.ie/national-patient-safety-office/ncec/national-clinical-guidelines/
https://www.hse.ie/eng/services/list/5/cancer/profinfo/resources/gpreferrals/gp ovarian cancer referral guideline and referral form.html
https://www.hse.ie/eng/services/list/5/cancer/profinfo/resources/gpreferrals/gp ovarian cancer referral guideline and referral form.html
https://www.hse.ie/eng/services/list/5/cancer/profinfo/resources/gpreferrals/gp ovarian cancer referral guideline and referral form.html
https://www.hse.ie/eng/services/list/5/cancer/profinfo/resources/gpreferrals/gp ovarian cancer referral guideline and referral form.html
https://www.hse.ie/eng/about/who/qid/other-quality-improvement-programmes/consent/
https://www.hse.ie/eng/about/who/qid/other-quality-improvement-programmes/consent/
https://www.hse.ie/eng/about/who/qid/nationalsafetyprogrammes/decontamination/
https://www.hse.ie/eng/about/who/qid/nationalsafetyprogrammes/decontamination/
https://www.hse.ie/eng/services/list/5/cancer/patient/leaflets/prevention-of-clinical-lymphoedema-after-cancer-treatment.pdf
https://www.hse.ie/eng/services/list/5/cancer/patient/leaflets/prevention-of-clinical-lymphoedema-after-cancer-treatment.pdf
https://www.hse.ie/eng/services/list/5/cancer/patient/leaflets/prevention-of-clinical-lymphoedema-after-cancer-treatment.pdf
https://www.hse.ie/eng/services/list/5/cancer/patient/leaflets/sexual-wellbeing-after-breast-or-pelvic-cancer-treatment.pdf
https://www.hse.ie/eng/services/list/5/cancer/patient/leaflets/sexual-wellbeing-after-breast-or-pelvic-cancer-treatment.pdf
https://www.hse.ie/eng/services/list/5/cancer/patient/leaflets/sexual-wellbeing-after-breast-or-pelvic-cancer-treatment.pdf
https://www.cancergenetics.ie/
https://www2.hse.ie/file-library/your-service-your-say/your-service-your-say-feedback-form-english.pdf
https://www2.hse.ie/file-library/your-service-your-say/your-service-your-say-feedback-form-english.pdf
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Appendix 6: Systematic literature review protocol 

SYSTEMATIC LITERATURE REVIEW PROTOCOL
Literature searches to answer clinical questions identified by the relevant tumour group will be conducted using the following 
procedure. Questions should only be submitted if they have not been adequately answered in the guidelines adopted by the 
tumour group, or where guidelines need to be updated. Guidelines should be identified in consultation with library services.

Tumour 
Group

1 PICO(T) Analyse the clinical question using PICO(T) and complete a Clinical Query 
Request form.
See below Annex 1: Clinical Query Request.

Tumour 
Group or 
Library 

Services

2 Question 
Category

Assign a question category, if appropriate: 
Therapy/Intervention □  Aetiology/Risk Factors □  
Diagnosis □  Prognosis/Prediction □  Frequency/Rate □  
Phenomena □   Other □

Library 
Services

3 Literature 
Search

Conduct searches of the following bibliographic databases in the order 
specified below using keywords implicit in the PICO(T) strategy and any 
identified subject headings:

Cochrane 3.1 Cochrane Library
Comprising: the Cochrane Database of Systematic Reviews; the Cochrane 
Central Register of Controlled Trials (Central); the Database of Abstracts of 
Reviews of Effects; the Health Technology Assessment Database; the NHS 
Economic Evaluation Database. 
Use MeSH and keyword searches to identify systematic reviews and other 
relevant studies.

Point-of-Care 3.2 Point-of-Care Reference Tools
One or more of the following point-of-care reference tools: BMJ Best Practice; 
DynaMed; UpToDate.

Medline 3.3 Medline
Use MeSH and keyword searches. Limit results using the ‘Human’ search filter. 
Unless otherwise specified by the tumour group or warranted by the specific 
clinical question, limit results to studies from the previous 5 years. 
Where appropriate, limit intervention questions according to the following 
priority: Medline clinical queries; Cochrane systematic reviews; other 
systematic reviews or meta-analyses; RCTs; systematic reviews of cohort or 
cross-sectional studies; cohort or cross-sectional studies; general Medline or 
other sources.
Where appropriate, limit diagnosis, prognosis or aetiology questions 
according to the following priority: Medline clinical queries; systematic 
reviews of cohort or cross-sectional studies; cohort or cross-sectional studies; 
general Medline or other sources.

Embase 3.4 Embase
Repeat the Medline search strategy above using Embase, if available.

Other Database 3.5 Other Bibliographic Databases
Repeat the Medline search strategy above using the Cumulative Index to 
Nursing and Allied Health Literature and/or PsycINFO, as appropriate.

Other Sources 3.6 Other Sources
Use any other sources for background or additional information, as appropriate. 
Other sources may include: PubMed, particularly for in-process or ahead-of-
print citations; quality-assured, subject-specific Internet resources; clinical 
reference books; patient information materials; etc.

HSE Library Services
NCCP Guideline Development

www.hselibrary.ie

file:///Volumes/Public/COMMERCIAL%20JOBS/JOBS%202018/NCEC/214372_Adult%20Type%201%20Diabetes%20Mellitus%20No%2017%20NCG/%2b%2bFiles%20Supplied%2b%2b/ 
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Trial Registers 3.7 Trial Registers
When a relevant trial is identified through searching the bibliographic 
databases, a search of trial registers should be carried out to identify any 
related trials which have been completed but whose findings have not been 
published or made available. The tumour group should be alerted to the 
presence of these unpublished trials. The following sources may be included:

3.7.1 ClinicalTrials.gov: http://clinicaltrials.gov/

3.7.2 Cochrane Central Register of Controlled Trials (Central): 
http://www.thecochranelibrary.com/

3.7.3 EU Clinical Trials Register: https://www.clinicaltrialsregister.eu/

3.7.4 International Prospective Register of Systematic Reviews (Prospero): 
http://www.crd.york.ac.uk/prospero/search.asp

3.7.5 WHO International Clinical Trials Registry :http://apps.who.int/trialsearch/

3.8 For questions relating to economic evaluations, use the SIGN economic 
studies filter for Medline as a basis for the search strategy: 
http://www.sign.ac.uk/methodology/filters.html#econ. 
The following source may also be consulted, if available:
HEED: Health Economic Evaluations Database:
http://onlinelibrary.wiley.com/book/10.1002/9780470510933.

Library 
Services

4 Reference 
Management

Retain an electronic record of the search strategy and all search results using 
the Zotero reference management utility.

Library 
Services

5 Search Results Respond to the tumour group using the Clinical Query Response form to 
include:

• a copy of the search strategy
• bibliographic details of all search results identified
• optionally, a note of studies that seem to the librarian to be of particular 

relevance to the clinical question
See below Annex 2: Clinical Question Response.

Library 
Services

6 Retracted 
Publications

6.1 Set up an alert to review results lists returned to the tumour group to rapidly 
capture any articles that are subsequently retracted or withdrawn, and notify 
the tumour group accordingly.

Tumour 
Group or 
Library 

Services

Retracted 
Publications

6.2 Review all articles included in recommendations of the completed guideline 
to confirm that they have not been subsequently retracted or withdrawn.

Library 
Services

7 Summary of 
Search Strategy

A summary of the search strategy is included as an addendum to the 
completed guideline. Complete the Clinical Question: Summary of Search 
Strategy form and return to the tumour group. 
See below Annex 3: Clinical Question: Summary of Search Strategy.

Library 
Services

8 [Pre-External 
Review] Update 

of Literature 
Search

Once internal review of the guideline has been completed, literature searches 
for all clinical questions should be updated to capture articles published in 
the interim between the original literature search and the final draft of 
the guideline. Updated literature searches should be conducted prior to 
submission of the guideline for external review.
Respond to the tumour group as previous using the Clinical Query Response 
form to include:

• a copy of the search strategy
• bibliographic details of all search results identified
• optionally, a note of studies that seem to the librarian to be of particular 

relevance to the clinical question
See below Annex 2: Clinical Question Response.

http://clinicaltrials.gov/
http://www.thecochranelibrary.com/
http://www.thecochranelibrary.com/
https://www.clinicaltrialsregister.eu/
http://www.crd.york.ac.uk/prospero/search.asp
http://www.crd.york.ac.uk/prospero/search.asp
http://apps.who.int/trialsearch/
http://www/
http://onlinelibrary/
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ANNEX 1
CLINICAL QUESTION REQUEST TO LIBRARY

Your Contact Details
Name
Job Title
Work Address
Telephone
Email
Employee Number
Please state your clinical question

… and list any relevant keywords

… or (optional) enter keywords under the following headings (PICO)
PICO

Population/Problem

Intervention/Indicator

Comparator/Control

Outcome

Is your question specific to any of the categories below?
GENDER AGE GROUP DATE OF PUBLICATION

Male r
Female r

Infant (0–23 months) r
Child (2–12 years) r
Adolescent (13–18 years) r
Adult (19–65 years) r
Aged (>65 years) r

Current year only r
0–5 years r
>5 years r

Question Type

Therapy/Intervention r

Aetiology/Risk Factors r

Diagnosis r

Prognosis/Prediction r

Frequency/Rate r

Phenomena r

Other r
Additional Information
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ANNEX 2
CLINICAL QUESTION RESPONSE FROM LIBRARY

Dear _______________,

Thank you for your email. Please see attached in response to your clinical query and, below, details of the search 
strategy applied to your question. If you wish to source any of the references contained in these results, or to 
search further, please do not hesitate to contact us.

Best wishes,

_______________.

[ATTACH CLINICAL QUESTION REQUEST HERE]

Search Strategy

Primary Database(s)
Searched

Search Strategy

Other/Secondary Resources 
Searched

Comments

Contact

Your Library Staff Contact

Date 
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ANNEX 3
CLINICAL QUESTION: SUMMARY OF SEARCH STRATEGY

Clinical Question

PICO
Population/Problem

Intervention/Indicator

Comparator/Control

Outcome

Is your question specific to any of the categories below?
GENDER AGE GROUP DATE OF PUBLICATION

Male r
Female r

Infant (0 – 23 months) r
Child (2 – 12 years) r
Adolescent (13 – 18 years) r
Adult (19 – 65 years) r
Aged (> 65 years) r

Current year only r
0 – 5 years r
> 5 years r

Question Type

Therapy/Intervention r

Aetiology/Risk Factors r

Diagnosis r

Prognosis/Prediction r

Frequency/Rate r

Phenomena r

Other r
Search Strategy

Primary Database(s) Searched

Search Strategy [Copy of base Medline and/or PubMed search strategy HERE. Include subject 
headings and search hits].

Other/Secondary Resources 
Searched
Search Strategy: 
Other Resources

[Copy of other search strategies HERE. Include subject headings and search 
hits].

Comments [Short paragraph describing search].

Date
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ANNEX 4
SYSTEMATIC LITERATURE REVIEW WORKFLOW*

* Based in part on “Figure 10: Systematic Literature Review” of SIGN 50: A Guideline Developer’s Handbook. - Scottish 
Intercollegiate Guidelines Network (2011). SIGN 50: A Guideline Developer’s Handbook. Revised ed. Edinburgh: Scottish 
Intercollegiate Guidelines Network.

Protocol designed by the HSE/hospital librarians in conjunction with the NCCP.

STEP 1
IDENTIFYING GAPS IN EXISTING CLINICAL GUIDELINES

STEP 2
FORMULATE CLEARLY DEFINED CLINICAL QUESTIONS

STEP 4
CRITICALLY APPRAISE SEARCH RESULTS

“NO”

“YES”

Is evidence sufficient to 
answer clinical question?

STEP 5
RECOMMENDATIONS________________________________________________

Recommendations should incorporate:
• expert opinion
• patient values
•  cost implications

STEP 3
SEARCH LITERATURE USING KEYWORDS IMPLICIT IN 

PICO(T) AND ANY IDENTIFIED SUBJECT HEADINGS

PICO(T)__________________________
• Population or Problem
• Intervention or Indicator
•  Comparator or Control
• Outcome
•  Time

SEARCH STRATEGY__________________________
Retain copy of search strategy 
and include as appendix 
(“Summary of Search Strategy”) 
in completed guideline.

SEARCH STRATEGY__________________________
Re-formulate clinical question 
and search again AND/OR seek 
expert consensus.

LITERATURE SEARCH__________________________
• Cochrane
• Point-of-Care Reference 

Tools
•  Medline/PubMed
• Embase
•  Other Bibliographic 

Databases
•  Other Sources
• Trial Registers
•  Retracted Studies

Clinical Question
Request Form

Clinical Question
Response Form

Clinical Question: 
Summary of Search 
Strategy

SYSTEMATIC
LITERATURE REVIEW

WORKFLOW
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Appendix 7: Details of consultation process 

As part of the consultation process, the draft guideline was circulated for review to this list of groups, 
committees and organisations. The guideline was also available on the NCCP website so it was accessible 
to all who wished to comment and provide feeback.

Clinical leaders and 
healthcare managers 

National Gynaecology Oncology Clinical Leads 
HSE Clinical Programme in Surgery 
HSE Clinical Programme in Radiology 
HSE Clinical Programme in Pathology 
HSE Clinical Programme in Palliative Care 
HSE Clinical Programme in Medicines management & pharmacological 
interventions 
HSE Clinical Programme in Obstetrics and Gynaecology 
HSE Clinical Programmes in Renal Failure 
HSE Clinical Programme in Primary Care 
CEOs of the Hospital Groups 
CEOs of the designated Cancer Centres 
CEO/managers of the Cancer Network Hospitals 

National groups, 
organisations, faculties 
& committees

Faculty of Surgery, RCSI 
Faculty of Radiology, RCSI 
Faculty of Pathology, RCSI 
Institute of Obstetrics and Gynaecology 
Chairs of Obstetrics and Gynaecology in GUH, CUH, TCD and UL 
Irish Society for Medical Oncologists (ISMO) 
Irish Association for Nurses in Oncology (IANO) 
Irish College of General Practitioners (ICGP) 
Irish Association of Emergency Medicine 
Irish Association of Directors of Nursing and Midwifery 
Hospital Pharmacists Association of Ireland 
Oncology Pharmacists Special Interest Group 
National Screening Service
Irish Association of Practice Nurses
Association for Improvement in Maternity Services
Masters and Obstetrics and Gynaecology leads in Maternity Hospitals
MDT co-ordinators 
Clinical Trials Groups

Patient support and 
advocacy groups 

HSE Patient Forum 
Irish Cancer Society 
Cancer Care West 
Marie Keating Foundation 
Gary Kelly Cancer Support Centre 
Purple House Support Centre 
All Ireland Institute of Hospice and Palliative Care 
The Irish Hospice Foundation 
The Irish Association for Palliative Care 
Ovacare
Patient Section of the Irish College of Obstetrics and Gynaecology
Miscarriage Association of Ireland
Irish Society of Gynaecological Oncology-Public Patient Involvement

International Expert 
Review 

Professor Glenn McCluggage, Department of Pathology, Belfast and Social Care 
Trust, Belfast, UK 
Professor Evis Sala, Department of Radiology, University of Cambridge, UK
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Below are a list of National Cancer Strategy (2017) recommendations that are mentioned in the 
implementation plan above:

Table 13: National Cancer Strategy (2017) recommendations that enable implementation of this 
guideline 

No. National Cancer Strategy Recommendations Relevant to Implementation

Recommendation 6 The NCCP will draw up a plan by end-2017 for the development of an 
integrated cancer control and surveillance service for defined population 
subgroups with an inherited familial predisposition to cancer (e.g. breast, 
ovarian and colorectal).

Recommendation 10 The Department of Health will liaise with the Health and Education 
authorities with a view to increasing the training of radiographers and 
sonographers.

Recommendation 13 Patients diagnosed with cancer will have their case formally discussed at 
a multidisciplinary team meeting. The NCCP, working with the hospital 
groups, will oversee and support MDT composition, processes and 
reporting of outcomes.

Recommendation 14 The NCCP, working with the other Directorates in the HSE and with the 
Department of Health, will develop a rolling capital investment plan, to 
be reviewed annually, with the aim of ensuring that cancer facilities meet 
requirements.

Recommendation 16 The NCCP will ensure that consultant appointments for radiology, 
endoscopy and histopathology, where necessary, are made in conjunction 
with appointments in other disciplines such as surgery and medical 
oncology.

Recommendation 19 The NCCP will further develop the Programme for Hereditary Cancers to 
ensure that evaluation, counselling, testing and risk reduction interventions 
are available as appropriate, and that services are available to patients on 
the basis of need.

Recommendation 29 The NCCP will appoint a National Clinical Lead for Psycho-oncology to drive 
the delivery of networked services.

Recommendation 30 Each designated cancer centre will establish a dedicated service to address 
the psychosocial needs of patients with cancer and their families. This will 
operate through a hub and spoke model, utilising the MDT approach, to 
provide equitable patient access.

Recommendation 31 Designated cancer centres will have a sufficient complement of specialist 
palliative care professionals, including psycho-oncologists, to meet the 
needs of patients and families (such services will be developed on a phased 
basis to be available over seven days a week).

Recommendation 45 The NCCP will work with the private sector providers to achieve voluntary 
participation in cancer data collection, audit, compliance with guidelines 
and reporting of outcomes.

Recommendation 50 The NCCP, aided by a cross-sector group, will draw up a comprehensive 
workforce plan for cancer services. This will include an interim assessment 
of staffing needs at medical, nursing and health & social care professional 
levels by mid-2018.
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Implementation of the overall guideline
Governance
Governance of the guideline is provided by a multidisciplinary Guideline Steering Group chaired by 
the Director of the NCCP. Membership includes representatives from all relevant disciplines and the 
chairs of each Cancer Guideline Development Group. The group meets quarterly to assess progress, 
to provide oversight and leadership to guideline groups, to address any queries and to ensure the 
guideline development and implementation process use an evidence-based approach.  At hospital level, 
CEOs, General Managers and Clinical Directors have corporate responsibility for implementation of 
recommendations.

Implementation Team  
A Steering/Implementation committee will be set up by the NCCP and the HSE to guide the 
implementation of this guideline. The Steering/Implementation Group will include all relevant 
stakeholders including – pathologists, radiologists, gynaecology oncologists, palliative care, hospital 
managers, nursing, ICT, informatics, laboratory scientists, patients and a representative from the NCCP. 

The implementation of this guideline will be supported by the organisations that are represented on 
the Guideline Development Group which include The Faculty of Radiologists, Royal College of Surgeons 
in Ireland, The Faculty of Pathologists Royal College of Physicians Ireland, National Lead Clinician for 
Hereditary Cancer and Patient Advocate Groups. The implementation of this guideline will also be 
supported by the National Leads for Gynaecology Oncology and the HSE in co-operation with the NCCP. 

Gynaecology Oncology Leads Group 
The Surgical Gynaecology Oncology Clinical Leads group was established in 2012. The purpose of the 
National Leads group for Surgical Gynaecology Oncology is to ensure that the seven centres designated 
for Surgical Gynaecology Oncology build on robust local clinical governance arrangements, in order to 
operate as a cohesive national clinical network for the purpose of clinical audit, sharing of good practice 
and problem solving.

Dissemination and communication plan 
The National Clinical Guideline will be circulated and disseminated through the professional networks 
who participated in developing and reviewing this guideline (HSE Clinical Programmes in Surgery/
Radiology/Palliative Care, Faculty of Surgery/Radiology/Pathology, RCSI, HSE Patient Forum, Irish Cancer 
Society, Cancer Care West etc.). The guideline will also be available via the NCEC and NCCP websites.

The NCCP will co-ordinate with HSE Communications to distribute, share and disseminate through 
the media (HSE Broadcast, Health Matters, and Twitter). The guideline will be officially launched and 
circulated to all relevant faculties and colleges for dissemination to their members. The implementation 
of the guideline will also be supported by communication, training and education.

Potential dissemination and communication strategies:
•	 Create slide for inclusion in presentations by clinical leads, sub-group chairs, NCCP Director around 

published guidelines.
•	 Included link to guidelines in NCCP email signatures.
•	 Liaise with Irish Cancer Society and Faculties to ensure guidelines are represented in their patient 

and public information.
•	 Promote through NCCP website and social media.
•	 Direct communication from NCCP Director/CCO/Acute Operations to hospital managers raising 

awareness and setting out expectations/ actions.
•	 Include discussion on implementation at launch.

Implementation tools
The tools to assist in the implementation of this clinical guideline can be found in Appendix 5: Supporting 
tools.
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Appendix 9: Monitoring and audit

It is important that both the implementation of the guideline and patient outcomes are audited to 
ensure that this guideline positively impacts on patient care. A number of recommendations identified 
as areas suitable for audit are presented in Table 14. A supplementary audit criteria document is 
available on the NCCP website.

The HSE’s ‘A Practical Guide to Clinical Audit’ details the five stage approach to clinical audit which 
includes planning for audit, standard/criteria selection, measuring performance, making improvements 
and sustaining improvements. Each audit carried out will be expected to follow this process (HSE, 2013). 

Key Performance Indicators for Gynaecology Cancers are currently in development and are being piloted 
(Table 15).

Table 14: Recommendations identified as areas suitable for audit

Recommendation No. Recommendation for audit

Radiology
Recommendation 2.2.1.1
In patients with suspected ovarian carcinoma a combination of 
transabdominal and transvaginal ultrasound should be performed 
and interpreted using the IOTA (International Ovarian Tumour 
Analysis) simple rules in conjunction with clinical assessment.

The number of women with 
suspected ovarian cancer 
having access to transvaginal 
ultrasound.

Genetics
Recommendation 2.4.1.1
All patients with tubo-ovarian carcinoma should be offered germline 
mutation testing appropriate to sub-type. Specifically, testing of all 
high grade non-mucinous carcinoma for BRCA gene mutations is 
recommended.
 
Recommendation 2.4.2.1
The tumours of all women with a diagnosis of endometrioid or clear 
cell carcinoma regardless of age should undergo mismatch repair 
(MMR) protein testing by immunohistochemistry.

Resources for genetic testing. 

Genetics
Recommendation 2.4.1.1
All patients with tubo-ovarian carcinoma should be offered germline 
mutation testing appropriate to sub-type. Specifically, testing of all 
high grade non-mucinous carcinoma for BRCA gene mutations is 
recommended.

Audit that all patients with 
high grade non-mucinous 
carcinoma are offered 
germline mutation testing.

Provision of patient 
information on genetic testing.
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Table 15: KPIs from the National Cancer Strategy 2017-2026

KPI No. Objective/Action Performance 
Indicators

Target Target date

12 Ensure that 
patients have their 
case
discussed at an 
MDT meeting

Percentage of 
patients
diagnosed with 
invasive cancers
formally discussed 
at MDT
meetings

95% End 2020
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Appendix 10: Glossary and abbreviations

Glossary
Definitions within the context of this document

Case Control Study The observational epidemiologic study of persons with the disease (or other 
outcome variable) of interest and a suitable control (comparison, reference) 
group of persons without the disease. The relationship of an attribute to the 
disease is examined by comparing the diseased and non-diseased with regard 
to how frequently the attribute is present or, if quantitative, the levels of the 
attribute, in each of the groups. (CEBM website)

Case Series A group or series of case reports involving patients who were given similar 
treatment. Reports of case series usually contain detailed information about 
the individual patients. This includes demographic information (for example, 
age, gender, ethnic origin) and information on diagnosis, treatment, response 
to treatment, and follow-up after treatment. (NCI Dictionary)

Cohort study The analytic method of epidemiologic study in which subsets of a defined 
population can be identified who are, have been, or in the future may be 
exposed or not exposed, or exposed in different degrees, to a factor or factors 
hypothesized to influence the probability of occurrence of a given disease 
or other outcome. The main feature of cohort study is observation of large 
numbers over a long period (commonly years) with comparison of incidence 
rates in groups that differ in exposure levels. (CEBM website) 

Validity The extent to which a variable or intervention measures what it is supposed 
to measure or accomplishes what it is supposed to accomplish. The internal 
validity of a study refers to the integrity of the experimental design. The 
external validity of a study refers to the appropriateness by which its results can 
be applied to non-study patients or populations. (CEBM website)

Meta-analysis A systematic review may or may not include a meta-analysis, which is a 
quantitative summary of the results. (CEBM website)

Randomised trial An epidemiological experiment in which subjects in a population are randomly 
allocated into groups, usually called study and control groups, to receive or 
not receive an experimental preventive or therapeutic procedure, manoeuvre, 
or intervention. The results are assessed by rigorous comparison of rates of 
disease, death, recovery, or other appropriate outcome in the study and control 
groups. (CEBM website)

Systematic review The application of strategies that limit bias in the assembly, critical appraisal, 
and synthesis of all relevant studies on a specific topic. Systematic reviews 
focus on peer-reviewed publications about a specific health problem and 
use rigorous, standardised methods for selecting and assessing articles. A 
systematic review differs from a meta-analysis in not including a quantitative 
summary of the results. (CEBM website)
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Abbreviations
The following abbreviations are used in this document:

AGREE II Appraisal of Guidelines for Research and Evaluation II
AJCC American Joint Committee on Cancer 
ANP Advanced Nurse Practitioner
BGCS British Gynaecological Cancer Society
BH Beaumont Hospital 
CAP College of American Pathologists
CEA Carcinoembryonic Antigen 
CEBM Centre for Evidence-Based Medicine
CEO Chief Executive Officer
CI Confidence Interval
COM-B Capability; Opportunity; Motivation; Behaviour
CQ Clinical Question
CSO Central Statistics Office 
CT Computed Tomography
CUH Cork University Hospital
DFS Disease-Free Survival
DoH Department of Health 
DoHC Department of Health and Children
DWI Diffusion Weighted Imaging 
EBP Evidence-Based Practice 
ECIS European Cancer Information System 
ESMO European Society of Medical Oncology
EU European Union
EUS Endoscopic Ultrasound 
FIGO Fédération Internationale de Gynécologie et d'Obstétrique
GDG Guideline Development Group 
GOG American Gynecologic Oncology Group
GRADE Grading of Recommendations Assessment, Development and Evaluation
GUH Galway University Hospital
HIQA Health Information and Quality Authority
HR Hazard Ratio
HRB-CICER Health Research Board - Collaboration in Ireland for Clinical Effectiveness Reviews
HSE Health Service Executive
IANO Irish Association for Nurses in Oncology 
ICCR International Collaboration on Cancer Reporting
ICD-O International Classification of Diseases for Oncology
ICGP Irish College of General Practitioners
IOTA International Ovarian Tumour Analysis 
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ISMO Irish Society for Medical Oncologists 
ISGO Irish Society for Gynaecology Oncology
ISGOPPI Irish Society for Gynaecology Oncology Public Patient Involvement
KPI Key Performance Indicators 
MMR Mismatch Repair
MMUH Mater Misericordiae University Hospital
MRI Magnetic Resonance Imaging
MSK Memorial Sloan Kettering 
MUH Mercy University Hospital
NALA National Adult Literacy Agency
NCCN National Comprehensive Cancer Network
NCCP National Cancer Control Programme 
NCEC National Clinical Effectiveness Committee
NCRI National Cancer Registry Ireland 
NHS National Health Service
NICE National Institute for Health and Care Excellence
OR Odds Ratio 
PET-CT Positron Emission Tomography-Computed Tomography
PICO Population/Patient; Intervention; Comparison/Control; Outcome
QUB Queens University Belfast
RCPath The Royal College of Pathologists
RCPI Royal College of Physicians Ireland
RCSI Royal College of Surgeons in Ireland
RCT Randomised Controlled Trial
RMI Risk of Malignancy Index
SIGN Scottish Intercollegiate Guideline Network 
SJH St. James’ Hospital
SLRON St Luke's Radiation Oncology Network
SUH Sligo University Hospital
SVUH St. Vincent's University Hospital
TCD Trinity College Dublin
TUH Tallaght University Hospital 
UCD University College Dublin
UHW University Hospital Waterford 
WHO World Health Organisation
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Appendix 11 Level of evidence and grading systems

The Guideline Development Group assigned each recommendation a quality of evidence and strength 
of recommendation.  The Grading of Recommendations Assessment, Development and Evaluation 
(GRADE) approach provides an explicit system for rating the quality of evidence and whether the 
recommendation is strong or weak (Guyatt et al., 2008).  

Quality of evidence
It is recognised that in guideline development that just assessing the level of evidence does not take into 
account the methodological quality of each individual study or the quality of the body of evidence as a 
whole (Harbour and Miller, 2001).  The Guideline Development Group used the GRADE system which 
considers the following factors when classifying the quality of evidence; high, moderate or low (Guyatt 
et al., 2008):

• Study design
• Study design limitations
• Consistency of results 
• Directness of the evidence 
• Imprecision of results
• Reporting bias

Table 16: Quality of evidence 
Adapted from GRADE working group 2013

High We are very confident that the true effect lies close to that of the estimate of the effect.

Moderate We are moderately confident in the effect estimate: The true effect is likely to be close 
to the estimate of the effect, but there is a possibility that it is substantially different.

Low Our confidence in the effect estimate is limited: The true effect may be substantially 
different from the estimate of the effect.

Strength of recommendation 
There are two grades of recommendation: strong or weak.  The strength of recommendation reflects 
the balance of the following items:

• The quality of the body of evidence
• The balance between benefit and harm to patient
• Patient preferences and values
• Resources/cost
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Table 17: Strength of recommendation 
Adapted from GRADE working group 2013

Strong A strong recommendation is one for which the Guideline Development Group is 
confident that the desirable effects of an intervention outweigh its undesirable 
effects (strong recommendation for an intervention) or that the undesirable effects 
of an intervention outweigh its desirable effects (strong recommendation against 
an intervention).

Strong recommendations are not necessarily high priority recommendations. A 
strong recommendation implies that most or all individuals will be best served by 
the recommended course of action.

Weak A weak recommendation is one for which the desirable effects probably outweigh 
the undesirable effects (weak recommendation for an intervention) or undesirable 
effects probably outweigh the desirable effects (weak recommendation against an 
intervention) but appreciable uncertainty exists.

A weak recommendation implies that not all individuals will be best served by the 
recommended course of action. There is a need to consider more carefully than 
usual the individual patient’s circumstances, preferences, and values. 

When there are weak recommendations caregivers need to allocate more time to 
shared decision making, making sure that they clearly and comprehensively explain 
the potential benefits and harms to a patient.

Good practice points
Good practice points were based on the clinical expertise of the Guideline Development Group. 

Practical considerations around patient care
Practical considerations around patient care are statements developed with the patients on issues that 
were important to them with regards to their own experience of the diagnosis and staging of their 
cancer.



88 |	Diagnosis	and	staging	of	patients	with	ovarian	
cancer

| A National Clinical Guideline

References

ALSOP, K., FEREDAY, S., MELDRUM, C., DEFAZIO, A., EMMANUEL, C., GEORGE, J., DOBROVIC, A., BIRRER, 
M. J., WEBB, P. M., STEWART, C., FRIEDLANDER, M., FOX, S., BOWTELL, D. & MITCHELL, G. 2012. 
BRCA mutation frequency and patterns of treatment response in BRCA mutation-positive 
women with ovarian cancer: a report from the Australian Ovarian Cancer Study Group. J Clin 
Oncol, 30, 2654-63.

ANTHOULAKIS, C. & NIKOLOUDIS, N. 2014. Pelvic MRI as the "gold standard" in the subsequent 
evaluation of ultrasound-indeterminate adnexal lesions: a systematic review. Gynecol Oncol, 
132, 661-668.

CARTY, P., MURPHY, L., KILGALLEN, N., GIBBONS, H., O'NEILL, M., HARRINGTON, P., DUFFY, C., O'TOOLE, 
E., SMITH, S. & RYAN, M. 2018. Diagnosis and staging of ovarian cancer -- Systematic review of 
cost-effectiveness. Dublin: HRB-CICER, HIQA.

DEPARTMENT OF HEALTH 2018. NCEC Implementation Guide and Toolkit.

DEPARTMENT OF HEALTH (DOH) 2017. National Cancer Strategy 2017-2026.

DEPARTMENT OF HEALTH (DOH) 2018. Framework for Public Involvement in Clinical Effectiveness 
Processes. Hawkins House.

DEPARTMENT OF HEALTH AND CHILDREN (DOHC) 2006. A strategy for Cancer Control in Ireland.

DEPARTMENT OF HEALTH AND CHILDREN (DOHC) 2008. Building a Culture of Patient Safety - Report of 
the Commission on Patient Safety and Quality Assurance.

DODGE, J. E., COVENS, A. L., LACCHETTI, C., ELIT, L. M., LE, T., DEVRIES-ABOUD, M. & FUNG-KEE-FUNG, 
M. 2012. Preoperative identification of a suspicious adnexal mass: a systematic review and 
meta-analysis. Gynecol Oncol, 126, 157-166.

ECCLESTON, A., BENTLEY, A., DYER, M., STRYDOM, A., VEREECKEN, W., GEORGE, A. & RAHMAN, N. 2017. 
A Cost-Effectiveness Evaluation of Germline BRCA1 and BRCA2 Testing in UK Women with 
Ovarian Cancer. Value Health, 20, 567-576.

ELSTON, C. W. & ELLIS, I. O. 1991. Pathological prognostic factors in breast cancer. I. The value of 
histological grade in breast cancer: experience from a large study with long-term follow-up. 
Histopathology, 19, 403-10.

EUROPEAN CANCER INFORMATION SYSTEM, E. 2018. Available: https://ecis.jrc.ec.europa.eu [Accessed 
July 2018].

EVANS, D. G., HARKNESS, E. F., PLASKOCINSKA, I., WALLACE, A. J., CLANCY, T., WOODWARD, E. R., 
HOWELL, T. A., TISCHKOWITZ, M. & LALLOO, F. 2017. Pathology update to the Manchester 
Scoring System based on testing in over 4000 families. J Med Genet, 54, 674-681.

FORSTNER, R., THOMASSIN-NAGGARA, I., CUNHA, T. M., KINKEL, K., MASSELLI, G., KUBIK-HUCH, 
R., SPENCER, J. A. & ROCKALL, A. 2017. ESUR recommendations for MR imaging of the 
sonographically indeterminate adnexal mass: an update. Eur Radiol, 27, 2248-2257.

FOTOPOULOU, C., HALL, M., CRUICKSHANK, D., GABRA, H., GANESAN, R., HUGHES, C., KEHOE, 
S., LEDERMANN, J., MORRISON, J., NAIK, R., ROLLAND, P. & SUNDAR, S. 2017. British 
Gynaecological Cancer Society (BGCS) epithelial ovarian/fallopian tube/primary peritoneal 
cancer guidelines: recommendations for practice. Eur J Obstet Gynecol Reprod Biol, 213, 123-
139.

https://ecis.jrc.ec.europa.eu


89| A National Clinical Guideline |	Diagnosis	and	staging	of	patients	with	ovarian	
cancer

GEORGE, A., RIDDELL, D., SEAL, S., TALUKDAR, S., MAHAMDALLIE, S., RUARK, E., CLOKE, V., SLADE, 
I., KEMP, Z., GORE, M., STRYDOM, A., BANERJEE, S., HANSON, H. & RAHMAN, N. 2016. 
Implementing rapid, robust, cost-effective, patient-centred, routine genetic testing in ovarian 
cancer patients. Sci Rep, 6, 29506.

GRADING OF RECOMMENDATIONS ASSESSMENT DEVELOPMENT AND EVALUATION (GRADE) WORKING 
GROUP 2013. GRADE Handbook.

GU, P., PAN, L.-L., WU, S.-Q., SUN, L. & HUANG, G. 2009. CA 125, PET alone, PET-CT, CT and MRI in 
diagnosing recurrent ovarian carcinoma: a systematic review and meta-analysis. Eur J Radiol, 
71, 164-174.

GUYATT, G. H., OXMAN, A. D., VIST, G. E., KUNZ, R., FALCK-YTTER, Y., ALONSO-COELLO, P. & 
SCHUNEMANN, H. J. 2008. GRADE: an emerging consensus on rating quality of evidence and 
strength of recommendations. BMJ, 336, 924-6.

HARBOUR, R. & MILLER, J. 2001. A new system for grading recommendations in evidence based 
guidelines BMJ, 323(7308), pp.334-336.

HEALTH SERVICE EXECUTIVE (HSE) 2013. A Practical Guide to Clinical Audit. In: DIVISION, Q. A. P. S. (ed.).

HOBERG-VETTI, H., BJORVATN, C., FIANE, B. E., AAS, T., WOIE, K., ESPELID, H., RUSKEN, T., EIKESDAL, 
H. P., LISTOL, W., HAAVIND, M. T., KNAPPSKOG, P. M., HAUKANES, B. I., STEEN, V. M. & 
HOOGERBRUGGE, N. 2016. BRCA1/2 testing in newly diagnosed breast and ovarian cancer 
patients without prior genetic counselling: the DNA-BONus study. Eur J Hum Genet, 24, 881-8.

KAIJSER, J., SAYASNEH, A., VAN HOORDE, K., GHAEM-MAGHAMI, S., BOURNE, T., TIMMERMAN, D. & 
VAN CALSTER, B. 2014. Presurgical diagnosis of adnexal tumours using mathematical models 
and scoring systems: a systematic review and meta-analysis. Hum Reprod Update, 20, 449-462.

KHATTAK, Y. J., HAFEEZ, S., ALAM, T., BEG, M., AWAIS, M. & MASROOR, I. 2013. Ovarian masses: is multi-
detector computed tomography a reliable imaging modality? Asian Pac J Cancer Prev, 14, 
2627-2630.

KWON, J. S., DANIELS, M. S., SUN, C. C. & LU, K. H. 2010. Preventing future cancers by testing women 
with ovarian cancer for BRCA mutations. J Clin Oncol, 28, 675-82.

LEDERMANN, J. A., RAJA, F. A., FOTOPOULOU, C., GONZALEZ-MARTIN, A., COLOMBO, N. & SESSA, C. 
2013. Newly diagnosed and relapsed epithelial ovarian carcinoma: ESMO Clinical Practice 
Guidelines for diagnosis, treatment and follow-up. Ann Oncol, 24 Suppl 6, vi24-32.

LIMEI, Z., YONG, C., YAN, X., SHUAI, T., JIANGYAN, X. & ZHIQING, L. 2013. Accuracy of positron emission 
tomography/computed tomography in the diagnosis and restaging for recurrent ovarian 
cancer: a meta-analysis. Int J Gynecol Cancer, 23, 598-607.

LUENGO-FERNANDEZ, R., LEAL, J., GRAY, A. & SULLIVAN, R. 2013. Economic burden of cancer across the 
European Union: a population-based cost analysis. Lancet Oncol, 14, 1165-74.

MANSUETO, M., GRIMALDI, A., MANGILI, G., PICCHIO, M., GIOVACCHINI, G., VIGANÒ, R., MESSA, C. 
& FAZIO, F. 2009. Positron emission tomography/computed tomography introduction in 
the clinical management of patients with suspected recurrence of ovarian cancer: a cost-
effectiveness analysis. Eur J Cancer Care (Engl), 18, 612-9.



90 |	Diagnosis	and	staging	of	patients	with	ovarian	
cancer

| A National Clinical Guideline

MCCLUGGAGE, W. G., JUDGE, M. J., CLARKE, B. A., DAVIDSON, B., GILKS, C. B., HOLLEMA, H., 
LEDERMANN, J. A., MATIAS-GUIU, X., MIKAMI, Y., STEWART, C. J. R., VANG, R. & HIRSCHOWITZ, 
L. 2015. Data set for reporting of ovary, fallopian tube and primary peritoneal carcinoma: 
recommendations from the International Collaboration on Cancer Reporting (ICCR). Mod 
Pathol, 28, 1101-1122.

MEDEIROS, L. R., FREITAS, L. B., ROSA, D. D., SILVA, F. R., SILVA, L. S., BIRTENCOURT, L. T., EDELWEISS, M. 
I. & ROSA, M. I. 2011. Accuracy of magnetic resonance imaging in ovarian tumor: a systematic 
quantitative review. Am J Obstet Gynecol, 204, 67.e1-10.

MENG, X.-F., ZHU, S.-C., SUN, S.-J., GUO, J.-C. & WANG, X. 2016. Diffusion weighted imaging for the 
differential diagnosis of benign vs. malignant ovarian neoplasms. Oncol Lett, 11, 3795-3802.

MEYS, E. M. J., KAIJSER, J., KRUITWAGEN, R. F. P. M., SLANGEN, B. F. M., VAN CALSTER, B., AERTGEERTS, 
B., VERBAKEL, J. Y., TIMMERMAN, D. & VAN GORP, T. 2016. Subjective assessment versus 
ultrasound models to diagnose ovarian cancer: A systematic review and meta-analysis. Eur J 
Cancer, 58, 17-29.

MURPHY, M. A. & WENTZENSEN, N. 2011. Frequency of mismatch repair deficiency in ovarian cancer: a 
systematic review This article is a US Government work and, as such, is in the public domain of 
the United States of America. Int J Cancer, 129, 1914-22.

MUTCH, D. G. & PRAT, J. 2014. 2014 FIGO staging for ovarian, fallopian tube and peritoneal cancer. 
Gynecol Oncol, 133, 401-4.

NAM, E. J., YUN, M. J., OH, Y. T., KIM, J. W., KIM, J. H., KIM, S., JUNG, Y. W., KIM, S. W. & KIM, Y. T. 2010. 
Diagnosis and staging of primary ovarian cancer: correlation between PET/CT, Doppler US, and 
CT or MRI. Gynecol Oncol, 116, 389-394.

NATIONAL CANCER REGISTRY (NCRI) 2017. Cancer in Ireland 1994-2015 with estimates for 2015-2017: 
Annual Report of the National Cancer Registry. NCR Cork Ireland.

NATIONAL CANCER REGISTRY IRELAND (NCRI) 2018a. Cancer Factsheet: Ovary. NCR, Cork, Ireland.

NATIONAL CANCER REGISTRY IRELAND (NCRI) 2018b. Cancer in Ireland 1994-2016 with estimates for 
2016-2018: Annual report of the National Cancer Registry. NCR, Cork, Ireland.

NATIONAL CANCER REGISTRY IRELAND (NCRI) 2019. Cancer incidence projections for Ireland 2020-2045. 
National Cancer Registry, Cork.

NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE (NICE) 2011. Ovarian Cancer: the recognition 
and initial management of ovarian cancer. UK.

NORQUIST, B. M., HARRELL, M. I., BRADY, M. F., WALSH, T., LEE, M. K., GULSUNER, S., BERNARDS, S. S., 
CASADEI, S., YI, Q., BURGER, R. A., CHAN, J. K., DAVIDSON, S. A., MANNEL, R. S., DISILVESTRO, P. 
A., LANKES, H. A., RAMIREZ, N. C., KING, M. C., SWISHER, E. M. & BIRRER, M. J. 2016. Inherited 
Mutations in Women With Ovarian Carcinoma. JAMA Oncol, 2, 482-90.

NUNES, N., AMBLER, G., FOO, X., NAFTALIN, J., WIDSCHWENDTER, M. & JURKOVIC, D. 2014. Use of IOTA 
simple rules for diagnosis of ovarian cancer: meta-analysis. Ultrasound Obstet Gynecol, 44, 
503-514.

PEARCE, A., BRADLEY, C., HANLY, P., O'NEILL, C., THOMAS, A. A., MOLCHO, M. & SHARP, L. 2016. 
Projecting productivity losses for cancer-related mortality 2011 - 2030. BMC Cancer, 16, 804.

PLASKOCINSKA, I., SHIPMAN, H., DRUMMOND, J., THOMPSON, E., BUCHANAN, V., NEWCOMBE, B., 
HODGKIN, C., BARTER, E., RIDLEY, P., NG, R., MILLER, S., DANN, A., LICENCE, V., WEBB, H., TAN, 



91| A National Clinical Guideline |	Diagnosis	and	staging	of	patients	with	ovarian	
cancer

L. T., DALY, M., AYERS, S., RUFFORD, B., EARL, H., PARKINSON, C., DUNCAN, T., JIMENEZ-LINAN, 
M., SAGOO, G. S., ABBS, S., HULBERT-WILLIAMS, N., PHAROAH, P., CRAWFORD, R., BRENTON, J. 
D. & TISCHKOWITZ, M. 2016. New paradigms for BRCA1/BRCA2 testing in women with ovarian 
cancer: results of the Genetic Testing in Epithelial Ovarian Cancer (GTEOC) study. J Med Genet, 
53, 655-61.

RAMBAU, P. F., DUGGAN, M. A., GHATAGE, P., WARFA, K., STEED, H., PERRIER, R., KELEMEN, L. E. & 
KOBEL, M. 2016. Significant frequency of MSH2/MSH6 abnormality in ovarian endometrioid 
carcinoma supports histotype-specific Lynch syndrome screening in ovarian carcinomas. 
Histopathology, 69, 288-97.

ROYAL COLLEGE OF PHYSICIANS OF IRELAND (RCPI) 2017. Investigation and Management of Ovarian 
Cysts in Postmenopausal Women. In: INSTITUTE OF OBSTETRICIANS AND GYNAECOLOGISTS 
(ed.) Guideline no: 39.

SACKETT, D. L., STRAUS, S. E., RICHARDSON, W. S., ROSENBERG, W. & HAYNES, R. B. 2000. Evidence 
based medicine. How to practice and teach EBM. 2nd ed. Churchill Livingstone, Edinburgh.

SCOTTISH INTERCOLLEGIATE GUIDELINE NETWORK (SIGN) 2018. Management of epithelial ovarian 
cancer (SIGN 135).

SILVERBERG, S. G. 2000. Histopathologic grading of ovarian carcinoma: a review and proposal. Int J 
Gynecol Pathol, 19, 7-15.

SLADE, I., HANSON, H., GEORGE, A., KOHUT, K., STRYDOM, A., WORDSWORTH, S. & RAHMAN, N. 2016. A 
cost analysis of a cancer genetic service model in the UK. J Community Genet, 7, 185-94.

THE ROYAL COLLEGE OF PATHOLOGISTS 2010. Standards and datasets for reporting cancers - Datasets 
for the histopathological reporting of neoplasms of the ovaries and fallopian tubes and 
primary carcinomas of the peritoneum (GO79). 3rd ed.

TIMMERMAN, D., VAN CALSTER, B., TESTA, A., SAVELLI, L., FISCHEROVA, D., FROYMAN, W., WYNANTS, 
L., VAN HOLSBEKE, C., EPSTEIN, E., FRANCHI, D., KAIJSER, J., CZEKIERDOWSKI, A., GUERRIERO, 
S., FRUSCIO, R., LEONE, F. P. G., ROSSI, A., LANDOLFO, C., VERGOTE, I., BOURNE, T. & VALENTIN, 
L. 2016. Predicting the risk of malignancy in adnexal masses based on the Simple Rules from 
the International Ovarian Tumor Analysis group. Am J Obstet Gynecol, 214, 424-437.

VIERKOETTER, K. R., AYABE, A. R., VANDRUNEN, M., AHN, H. J., SHIMIZU, D. M. & TERADA, K. Y. 2014. 
Lynch Syndrome in patients with clear cell and endometrioid cancers of the ovary. Gynecol 
Oncol, 135, 81-4.



The Department of Health, Block 1, Miesian Plaza, 
50-58 Lower Baggot Street, Dublin 2, D02 XW14, Ireland

Tel: +353 1 6354000  •  Fax: +353 1 6354001  •  www.health.gov.ie


	Diagnosis and staging of patients withovarian cancerNational Clinical Guideline No. 20
	Background
	1.1 Impact of ovarian cancer in Ireland
	1.2 Cancer Centres, multidisciplinary teams and Hospital Groups
	1.3 Centralisation of Services
	1.4 Context and scope of this National Clinical Guideline

	National Clinical Guideline
	2.1 Summary of clinical recommendations, practical considerations around patient care and summary of budget impact analysis

	2.2 Radiology
	2.3 Pathology
	2.4 Genetics
	Development of a National Clinical Guideline
	3.1 Epidemiology
	3.2 Rationale for this National Clinical Guideline
	3.3 Aims and objectives 
	3.4 Financial impact of ovarian cancer
	3.5 Guideline scope
	3.6 Conflicts of Interest statement
	3.7 Source of funding
	3.8 Guideline methodology and literature review
	3.9 Consultation process
	3.10 External review
	3.11 Implementation 
	3.12 Monitoring and audit
	3.13 Recommendations for research
	3.14 Systematic review of cost-effectiveness
	3.16 Plan to update this National Clinical Guideline
	 
	  

	Appendices
	Appendix 1: Fédération Internationale de Gynécologie et d'Obstétrique (FIGO) staging
	Appendix 2: Classification for ovarian cancer (SIGN Guideline 135 Annex 3)
	Appendix 3: Guideline Development Group terms of reference and logic model
	Table 10: Membership of the Steering Group  
	Table 11: Contributors  
	Table 12: Acknowledgements  

	Appendix 4: Clinical and economic questions in PICO format 
	Appendix 5: Supporting tools
	Appendix 6: Systematic literature review protocol 
	Appendix 7: Details of consultation process 
	Appendix 8: Implementation plan
	Implementation of the overall guideline

	Appendix 9: Monitoring and audit
	Appendix 10: Glossary and abbreviations
	Glossary
	Abbreviations

	Appendix 11 Level of evidence and grading systems
	References




