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Appendix A: decision matrix 

Summary of new evidence from 

Evidence Update 

Summary of new evidence from 4-year 

surveillance 

Summary of new intelligence from 4-

year surveillance 

Impact 

Detection in primary care 

 What are the symptoms and signs of ovarian cancer? (1.1.1.1 – 1.1.1.5) 122 – 01

No relevant evidence identified. 

 

No relevant evidence identified. None identified relevant to this question. No new evidence was identified that would 

affect recommendations. 

 What is the relationship between the duration of pre-diagnostic symptoms of ovarian cancer and survival? (1.1.1.1 – 1.1.1.5) 122 – 02

No relevant evidence identified. No relevant evidence identified. None identified relevant to this question. No new evidence was identified that would 

affect recommendations.  

 For women with suspected ovarian cancer, what are the most effective first tests in primary care? (1.1.2.1 - 1.1.2.4) 122 – 03

No relevant evidence identified. 

 

No relevant evidence identified. The British Gynaecological Society 

commented the following in the 

stakeholder consultation for the guideline 

on suspected cancer: “Ovarian Cancer – 

NICE guidelines in 2011 recommend 

symptom triggered testing in Ovarian 

Cancer. Is the GDG aware that both 

prospective studies evaluating this have 

not shown evidence of stage shift in 

diagnosis …” 

They also noted that “NICE could take 

this opportunity to clarify actions where 

Ca125 is raised and ultrasound is normal 

(repeat Ca125 in 6 weeks) and indeed 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from two 

prospective cohort studies and one 

prognostic study. Two new prospective 

cohort studies were non-comparative to 

CA125 or ultrasound alone and only 

investigates use in combination. The 

studies refer symptomatic patients for 

ultrasound and CA125 and report the rate 

of diagnosis of ovarian cancer. The rates of 

diagnosis found are only small percentages 

of the symptomatic women tested for both 

CA125 and ultrasound. One prognostic 

http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#detection-in-primary-care
http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#detection-in-primary-care
http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#detection-in-primary-care
http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#detection-in-primary-care
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Summary of new evidence from 

Evidence Update 

Summary of new evidence from 4-year 

surveillance 

Summary of new intelligence from 4-

year surveillance 

Impact 

what constitutes an ultrasound suspicious 

of ovarian cancer as that would provide 

clear guidance to primary care.” 

However, British Gynaecological Society 

noted that they did not have any 

published evidence on suggesting a 

repeat of a CA125 in 6 weeks. 

The British Gynaecological Society 

identified two prospective cohort 

studies
90,91 

that tested transvaginal 

ultrasonography and CA125 in women 

with symptoms of ovarian cancer. In the 

first study
90

 211 out of 241 symptomatic 

women underwent transvaginal 

ultrasound and CA125. Surgery was 

performed in 20 women. Diagnosis of 

ovarian cancer occurred in 8 out of 211 

women, 2 within 6 months of a symptom 

index, 1 of which had a symptom positive 

result. The second study
91

 found that 1 

per 132 women were found to have 

invasive ovarian cancer. Seven out of 

239 with a slightly raised CA125 and only 

minimal or no ovarian abnormalities had 

high-grade serous cancer. 

One prognostic study
74 

was identified 

through consultation on CA125 compared 

to ultrasound for the diagnosis of 

malignancy in 103 women with adnexal 

tumours. The study reports that 

ultrasound has a higher specificity and 

study
 
compared CA125 to ultrasound. The 

study reports that ultrasound has a higher 

specificity and sensitivity than CA125. It 

does not state if these differences are 

significant. 

CG122 also recognised that “no single test 

on its own adequately selected a 

manageable number of women for referral 

to secondary care. The combination of 

raised serum CA125 and sequential 

ultrasound of the abdomen and pelvis 

reduced significantly the number of women 

who would be referred.” Considering the 

trade-offs the topic experts on the original 

guideline felt that it was a sequential testing 

strategy sensible and pragmatic decision. 

Additionally, “the health economic 

modelling unequivocally identified that 

serum CA125 was the most cost-effective 

first test as opposed to ultrasound or 

ultrasound and serum CA125 in 

combination.” 

As the decision by the committee in the 

guideline was made by comparing the tests 

alone and in combination and considering 

the cost-effectiveness of these tests by a 

health economic model, the addition of non-

comparative clinical studies only on the 

diagnostic rates is unlikely to contribute any 

additional information that would have an 

impact the sequential testing 
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Summary of new evidence from 4-year 
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Impact 

sensitivity than CA125. It does not state if 

these differences are significant. 

The topic experts also raised concern 

about the way the recommendations list 

the symptoms and felt that some clarity 

would be helpful. Clarification would also 

be useful on what should be done in 

women with a raised CA125 score and a 

normal ultrasound.  

recommendations.  

This question is relevant to a primary care 

setting. CG122 noted that “the clinical 

evidence was of limited applicability 

because it did not come from symptomatic 

women in primary care.” It is unclear from 

the abstracts whether this new evidence is 

in primary or secondary care.  

The new evidence is therefore unlikely to 

change the current recommendations, 

which were made by clinical and cost-

effectiveness data. However, the 

surveillance team will note this area as an 

important area for future surveillance, if any 

additional evidence is identified. 

Establishing the diagnosis in secondary care 

  For women with suspected ovarian cancer, what serum tumour marker tests should be routinely carried out to aid in diagnosis? (1.2.1.1 – 1.2.2.2) 122 – 04

No relevant evidence identified. 

 

CA125, ROMA and HE4 

HE4 

Eight systematic reviews were identified on 

the diagnostic accuracy of Human 

epididymis protein 4 (HE4) for ovarian 

cancer.  

One review
3
 included 25 studies comparing 

the diagnostic accuracy of HE4 to CA125. A 

meta-analysis found similar sensitivities of 

HE4 and CA125 but that HE4 had a higher 

specificity, diagnostic odds ratio and AUC 

One topic expert noted that there may be 

alternate tumour markers to CA125 but 

that they were not aware of any new 

quality evidence that would impact on the 

guideline. 

 

The topic experts advised there is a 

screening study (UKCTOCS) that is likely 

to publish in December and this may add 

to the evidence base for the question on 

tumour markers. The trial will be noted in 

CA125, ROMA and HE4 

New evidence identified that may change 

current recommendations. 

The new evidence comes from systematic 

reviews and diagnostic studies that indicate 

that HE4 has a higher specificity than 

CA125. For comparisons between CA125 

and HE4 the results for diagnostic odds 

ratio and AUC differed between systematic 

reviews. The evidence indicates that CA125 

and HE4 have similar sensitivities. The 

http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#establishing-the-diagnosis-in-secondary-care
http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#establishing-the-diagnosis-in-secondary-care
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than CA125. Nine studies compared the 

combination of CA125 and HE4 and found 

that the combination had a higher sensitivity 

than both HE4 or CA125 alone but not a 

higher specificity than HE4 alone. 

Two systematic reviews
1,2

 were identified on 

the diagnostic accuracy of HE4, Risk for 

Ovarian Malignancy Algorithm (ROMA) and 

CA125 for predicting ovarian cancer. One 

systematic review included 11 studies
1
, 

including 4 studies on HE4 compared with 

CA125 and 3 studies that compared ROMA, 

CA125 and HE4, and the other systematic 

review included 32 studies
2
, including 28 

that compared CA125 and HE4.  

In the first review the pooled results showed 

HE4 had a lower area under the curve 

(AUC) than CA125 for both epithelial ovarian 

cancer and ovarian cancer. However, the 

meta-analysis of the second review reported 

that CA125, HE4 and ROMA had similar 

AUC. 

Pooled results in the first review comparing 

HE4 to CA125 showed that HE4 had a 

higher specificity than CA125 for epithelial 

ovarian cancer. When comparing ROMA to 

HE4 and CA125, ROMA had a higher 

sensitivity HE4, however HE4 had a higher 

specificity than ROMA and then CA125.  

The second review reported meta-analysis 

the ongoing trials and will be reviewed at 

the next surveillance of CG122. 

 

Consultation highlighted 10 diagnostic 

accuracy studies on HE4 and/or ROMA. 

One was a diagnostic study
78

 on CA 125, 

HE4 and ROMA on 56 women with 

malignancy and 54 with non-malignancy. 

Women had histopathological confirmed 

malignancy and then had CA125 and 

HE4 measured. ROMA had a higher 

specificity than CA125 or HE4 and a 

lower sensitivity. It does not state if these 

difference were significant. 

Another study
79

 on 319 women with a 

confirmed pelvic mass after imaging and 

who were scheduled for surgery. The 

study reported that HE4, CA125 and 

ROMA were useful for diagnosis of type II 

EOC but HE4 and ROMA may be useful 

for diagnosis of type I EOC. It does not 

state whether or not there were any 

significant differences between HE4, 

CA125 and ROMA. 

One diagnostic study
80

 was identified on 

HE4, CA125 and ROMA. The study 

included 96 women with benign 

gynecological diseases, 47 with ovarian 

cancer and 106 who were healthy. HE4 

was significantly higher in the ovarian 

systematic reviews are limited by the 

heterogeneity of included studies and the 

meta-analysis of different cut-off values for 

HE4. However, many of the included 

studies in these systematic reviews were 

published after the search date cut-off of 

the original guideline and therefore would 

be new evidence in addition to the studies 

included in the original guideline. 

New evidence was also found on ROMA. 

The topic experts noted that ROMA takes 

into account menopausal status and in pre-

menopausal women the ROMA score may 

reduce the number of patients going to 

tertiary care.  

The original guideline only included 5 

studies on HE4 compared to CA125. The 

topic experts advised that the studies 

included in the original guideline on HE4 

were not validation studies and had a 

number of methodological issues. It’s 

unclear how much of the new evidence 

identified comes from validation studies and 

what the methodological quality of these 

papers may be but it’s possible that the 

quality of these studies will have now 

improved.  

The original guideline recommended CA125 

as the serum tumour marker for the 

diagnosis of ovarian cancer. The guideline 

linking evidence to recommendations 
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Evidence Update 

Summary of new evidence from 4-year 
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Summary of new intelligence from 4-
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Impact 

results that HE4 had a higher specificity than 

CA125 and ROMA. A subgroup analysis 

was conducted in the second review on 

premenopausal and postmenopausal was 

performed. HE4 had a higher specificity in 

the premenopausal subgroup. CA125 and 

ROMA had a significantly higher AUC than 

HE4 in the postmenopausal subgroup. This 

review states that more high quality RCTs 

are needed. 

Another systematic review
4
 included 16 

studies on HE4 and CA125 for the diagnosis 

of ovarian cancer. Meta-analysis reported 

LR+ was higher for HE4 then CA125 with 

similar LR-, however it does not report if 

these changes were significant. 

One systematic review
76

 was identified on 

HE4 compared to paraffin-embedded 

sections for the diagnosis of ovarian cancer. 

It included 45 studies on 10,671 women. It 

reported a sensitivity of 78%, a specificity of 

86% and an AUC of 0.916. 

One systematic review
77

 was identified on 

HE4 for the diagnosis of ovarian cancer or 

benign disease. It included 11 studies on 

3395 women. Meta-analysis reported a 

sensitivity of 0.74 and a specificity of 0.87. 

The PLR was 8.04 and NLR was 0.27. The 

review states that when HE4 is combined 

with CA125 the sensitivity is higher but the 

specificity is lower, however it does not state 

cancer women compared to benign 

gynaecological diseases. ROC was 

significantly higher for ROMA and HE4 

than CA125. HE4 and ROMA sensitivity 

was higher in postmenopausal women 

than premenopausal. 

A prospective study
81

 was identified on 

ROMA in 461 women with a pelvic mass 

who had an initial clinical risk assessment 

(ICRA). Sensitivity for ICRA was 85.4%, 

specificity was 84.3% and NPV was 

97.8%. For ICRA plus ROMA sensitivity 

was 93.8%, specificity was 67.2% and 

NPV was 98.8%. For malignancies 

sensitivity and NPV was significantly 

higher in ICRA plus ROMA. 

One study
82

 was identified on HE4, 

CA125 and ROMA for the diagnosis of 

ovarian cancer compared to benign 

gynaecological disease. The population 

consisted of healthy women as well as 

women with ovarian cancer and it is 

unclear whether these were women with 

suspected ovarian cancer. AUC for 0.92 

for HE4, 0.911 for CA125, 0.945 for 

ROMA. For the diagnosis of ovarian 

cancer compared to benign 

gynaecological disease sensitivity was 

86.2% for HE4 and CA125 and 93.1% for 

ROMA. Sensitivity was 87.4% for HE4, 

78.9% for CA125 and 90.7% for ROMA. 

(LETR) table stated that the “GDG therefore 

did not feel the data on HE4 was substantial 

enough to enable it to be recommended 

instead of serum CA125 – the only serum 

tumour marker with widely accepted clinical 

utility in women with ovarian cancer. They 

therefore recommended the routine use of 

serum CA125.” 

The new evidence provides further 

comparative data on the diagnostic 

accuracy of HE4. Topic experts noted that 

an increased specificity may be useful in 

the pre-menopausal population as it may 

prevent unnecessary referrals.   

The topic experts advised that HE4 is not 

widely used or available within the NHS or 

within a primary care setting. However 

stakeholders highlighted at consultation that 

there may be a role for HE4 within the 

clinical pathway for the diagnosis of ovarian 

cancer. The consultation identified a 

number of diagnostic accuracy studies 

relating to the serum tumour marker tests, 

indicating that HE4 and ROMA have a 

higher specificity than CA125, which is the 

tumour marker recommended by CG122 for 

the diagnosis of ovarian cancer. Comments 

received from stakeholders at consultation 

expressed a need for NICE to review the 

recommendations on serum tumour 

markers for the diagnosis of ovarian cancer, 
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if these differences were significant. 

One systematic review
78

 was identified on 

HE4 for diagnosis of ovarian cancer in 

women with pelvic or gynaecological 

masses. It included 9 studies of 1807 

women. Meta-analysis reported sensitivity 

as 83% and specificity as 90%. SROC curve 

was 0.8853. 

Another systematic review
5
 also reported 

only results for HE4 included 31 studies on 

the diagnostic accuracy of HE4 for ovarian 

cancer. A meta-analysis was performed, 

although authors cautioned that there was 

heterogeneity present. The sensitivity, 

specificity, PLR and NLR all indicated that 

HE4 could be a tumour marker used in the 

diagnosis of ovarian cancer. The authors 

conclude that the sensitivity and specificity 

of HE4 was higher than CA125, however the 

sensitivity and specificity of CA125 is not 

specified. 

 

 

HE4 compared with mesothelin 

A systematic review
3
 on HE4 and 

mesothelin for predicting ovarian cancer 

included 18 studies. The specific details of 

the population of included studies, including 

the stages of ovarian cancer, was not 

specified in the abstract. In a pooled 

LR+ for HE4 was 6.84, CA125 was 4.1 

and ROMA 10.01. In premenopausal 

women only LR+ for HE4 was 11.86, 

CA125 was 2.02 and ROMA was 5.11. 

One prospective study
83

 was identified on 

ROMA for the diagnosis of ovarian 

cancer compared to benign 

gynaecological disease in 99 women with 

adnexal masses. Sensitivity of CA125 

was lower than in HE4. Specificity, AUC 

and the diagnostic accuracy were higher 

in ROMA than HE4 or CA125 alone, 

however it does not state if this difference 

was significant. 

One study
84 

was identified on HE4. 

CA125, RMI and ROMA and CT scan for 

the diagnosis of ovarian cancer in 361 

women, including controls. HE4 had the 

highest AUC, but it was not state if this 

difference was significant. CT scan in 

addition to HE4 was significantly higher 

than HE4 alone. HE4 had a higher 

specificity than CA125 but they had 

similar sensitivities. 

One study
85

 was identified on HE4, 

CA125 and HE4 plus CA125 for the 

diagnosis of ovarian cancer. The study 

reports HE4 alone to have a higher 

specificity but a lower sensitivity than 

CA125 alone. HE4 plus CA125 is 

reported to have a higher diagnostic 

in particular the role of HE4 and ROMA. 

 

Mesothelin 

New evidence is unlikely to impact on 

guideline recommendations.  

Mesothelin was not identified in the initial 

review protocol. The review protocol for 

CG122 specified the following serum 

tumour markers index tests: CA 19.9, CA 

72.4, CEA, germ cell tumour markers, (AFP 

and beta-HCG), HE4 and CDX2, compared 

with CA125. Evidence for CA125, HE4 and 

mesothelin combinations was identified in 

CG122 but was reported to be less effective 

than CA125 and HE4. 

The new evidence reports HE4 has a better 

diagnostic accuracy than mesothelin. 

Mesothelin was not recommended in 

CG122. 

 

MMP-9 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence does not provide 

comparative data for MMP-9 compared with 

other markers and therefore the applicability 

and the potential impacts of the evidence 

on the guideline is limited. MMP-9 was not 

identified in the initial review protocol and is 
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analysis sensitivity was significantly higher 

for HE4 than for mesothelin, however 

specificity was higher for mesothelin than 

HE4. Diagnostic odds ratios, summary ROC 

was higher HE4 than for mesothelin. 

Positive likelihood ratio (PLR) and negative 

likelihood ratio (NLR) was higher for 

mesothelin than HE4. The authors conclude 

that HE4 has a better diagnostic accuracy 

than mesothelin. 

 

MMP-9 

A systematic review
6
 included 30 studies on 

the prognostic role of matrix 

metalloproteinase-9 (MMP-9) in people with 

ovarian cancer. The specific details of the 

population of included studies, including the 

stages of ovarian cancer, was not specified 

in the abstract. Results from the meta-

analysis indicated that MMP-9 was 

significantly associated with a poorer 

prognosis in people with ovarian cancer. 

The pooled results also reported that MMP-9 

was significantly higher in benign tumours 

and significantly associated with FIGO 

staging of disease, lymph node metastasis 

and differentiation grade, however there was 

no significant association for histological 

type. The review suggests that MMP-9 

regulation may be useful as part of 

accuracy than HE4 or CA125 alone. The 

study does not report if these differences 

were significant. 

One study
86

 on the diagnostic accuracy 

of HE4 compared to CA125 in 32 women 

with ovarian cancer and 62 women with a 

benign ovarian tumour. HE4 has a higher 

AUC than CA125, however it is not 

reported if these differences are 

significant. 

 

Topic experts advised that it would be 

unlikely that HE4 would be used as a first 

line test in primary care and they did not 

think it would change the care pathway, 

however CA125 is used as a test in 

symptomatic women. In current practice 

HE4 may only be used in Tertiary 

(Cancer Centre) Services, usually in 

addition to risk of malignancy index (RMI) 

I. Therefore if HE4 is used, it is used 

further down the pathway, with many 

women having a HE4 after they have had 

an ultrasound and a CA125. They 

advised that therefore there are not many 

benign cases referred on to Tertiary 

(Cancer Centre) Services, so an 

increased specificity of HE4 over CA125 

would be unlikely to affect a patient’s 

clinical pathway. Once women have 

reached secondary care they are also 

not mentioned in the guideline. 

 

RASSF1A promoter methylation 

New evidence is unlikely to impact on 

guideline recommendations.  

The new evidence does not provide 

comparative data for RASSF1A promoter 

methylation compared with other markers 

and therefore the applicability and the 

potential impacts of the evidence on the 

guideline is limited. RASSF1A promoter 

methylation was not identified in the initial 

review protocol and is not mentioned in the 

guideline. 

 

Osteopontin 

New evidence is unlikely to impact on 

guideline recommendations.  

The authors of the newly identified 

systematic review noted that the evidence 

was limited. 

Osteopontin was not identified in the initial 

review protocol. Evidence for osteopontin 

was in an identified review included in the 

original guideline, but data on this was not 

included in the review.  

 

VEGF 

New evidence is unlikely to impact on 
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treatment for ovarian cancer. 

 

RASSF1A promoter methylation  

One systematic review
7
 identified 12 cohort 

studies on RASSF1A promoter methylation 

in ovarian cancer. The specific details of the 

population of included studies, including the 

stages of ovarian cancer, was not specified 

in the abstract. The study reported meta-

analysis results that found RASSF1A 

promoter methylation significantly higher in 

cancer tissues compared with adjacent, 

benign and normal tissues. 

 

Osteopontin 

A systematic review
8
 included 13 studies on 

the diagnostic accuracy of osteopontin for 

ovarian cancer. The specific details of the 

population of included studies, including the 

stages of ovarian cancer, was not specified 

in the abstract. A meta-analysis of the 

sensitivity, specificity and AUC indicated that 

osteopontin may be useful in the diagnosis 

of ovarian cancer, however the authors not 

limitations of the studies and the need more 

robust evidence. 

 

VEGF 

A systematic review
9
 identified 10 studies on 

the diagnostic accuracy of vascular 

likely to already have had a CA125 

and/or an ultrasound confirming their 

diagnosis. 

guideline recommendations.  

The new evidence does not provide 

comparative data for VEGF compared with 

other markers and therefore the applicability 

and the potential impacts of the evidence 

on the guideline is limited. VEGF was not 

identified in the initial review protocol and is 

not mentioned in the guideline. 

 

HIF-1alpha 

New evidence is unlikely to impact on 

guideline recommendations.  

The new evidence does not provide 

comparative data for HIF-1alpha compared 

with other markers. HIF-1alpha was not 

identified in the initial review protocol and is 

not mentioned in the guideline. 

 

Bcl-2, EGFR, GST, LRP, p21, P-gp and 

TNF-alpha 

New evidence is unlikely to impact on 

guideline recommendations.  

The new evidence comes from one 

systematic review, where the author’s 

conclusions were that the biomarkers are 

unlikely to be useful for ovarian cancer. The 

biomarkers were not identified in the initial 

review protocol and are not mentioned in 

the guideline. EGFR was identified in one 

study in the initial review, but data was not 
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endothelial growth factor (VEGF) for ovarian 

cancer. The specific details of the population 

of included studies, including the stages of 

ovarian cancer, was not specified in the 

abstract. The pooled results of the 

sensitivity, specificity, positive likelihood 

ratio, negative likelihood ratio, diagnostic 

odds ratio, and the summary ROC curves 

showed a moderate diagnostic accuracy of 

vascular endothelial growth factor (VEGF) 

for ovarian cancer. 

Another systematic review
10

 include 6 

studies on the association between high 

vascular endothelial growth factor (VEGF) 

expression and PFS and OS in people with 

ovarian cancer. The specific details of the 

population of included studies, including the 

stages of ovarian cancer, was not specified 

in the abstract. A meta-analysis of high 

serum VEGF was significantly associated 

with lower PFS and OS. High tissue VEGF 

was also significantly associated with lower 

PFS and OS in studies including early stage 

ovarian cancer, however not in advanced 

stage ovarian cancer. 

 

HIF-1alpha 

A systematic review
11

 included 25 studies on 

hypoxia-inducible factor-1alphas (HIF-

1alpha) association to clinicopathological 

included in the review. 

 

ERCC1 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one 

systematic review that found ERCC1 was 

significantly associated with response to 

platinum-based therapy. Platinum-based 

therapy the recommended first line 

treatment for ovarian cancer in the UK. 

CG122 only includes initial treatment and 

second-line treatment is out of the remit of 

CG122 and CG122 did not look at markers 

for response to platinum-based therapy.  
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characteristics in epithelial ovarian cancers. 

The review reported significantly higher HIF-

1alpha expression in cancer or borderline 

tissue compared with benign tissue and 

stages III-IV or lymph node metastasis 

compared with stage I-II or with no lymph 

node metastasis. HIF-1alpha expression 

was also significantly associated with 

histological cancer grade and 5-year 

survival, but not with histological type. 

 

Bcl-2, EGFR, GST, LRP, p21, P-gp and 

TNF-alpha 

One systematic
12

 investigated the prognostic 

role of different biomarkers for response to 

platinum-based chemotherapy or survival in 

epithelial ovarian cancer. The review 

included: 27 studies on B-cell lymphoma 2 

(Bcl-2), 22 studies on epidermal growth 

factor receptor (EGFR), 29 studies on 

glutathione transferase (GST), 12 studies on 

labelled reference peptide (LRP), 16 studies 

on p16, 22 studies on p21, 27 studies on P-

glycoprotein (P-gp) and 3 studies on TNF-

alpha. The specific details of the population 

of included studies, including the stages of 

ovarian cancer, was not specified in the 

abstract. Meta-analysis reported higher GST 

expression was associated with higher OS 

and PFS and high P-gp or EGFR expression 

was associated with lower OS. The authors 
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of the study conclude that the biomarkers 

are not likely to have a useful prognostic role 

in epithelial ovarian cancer. 

 

ERCC1 

A systematic review
13

 included 5 studies on 

the association between negative excision 

repair cross-complementation group 1 

enzyme (ERCC1) and platinum-based 

chemotherapy response. The specific details 

of the population of included studies, 

including the stages of ovarian cancer, was 

not specified in the abstract. The results 

from the meta-analysis indicated that 

ERCC1 was significantly associated with 

response to platinum-based chemotherapy 

in people with ovarian cancer. 

 For women with suspected ovarian cancer, which malignancy index is the most effective? (1.2.2.1) 122 – 05

No relevant evidence identified. 

 

No relevant evidence identified. CT and CA-125 

One prospective non-randomised trial
14

 

was identified through topic expert 

feedback that assessed the predictive 

ability of preoperatively scanning the 

pelvis/abdomen using computed 

tomography (CT) at 35 days prior to 

surgery and serum CA-125 at 14 days 

prior to surgery, in people undergoing 

primary cytoreduction in people with 

advanced (stage III-IV) ovarian, 

CT and CA-125 

New evidence is unlikely to impact on 

guideline recommendations.  

The new evidence comes from one non-

randomised study. The study appears from 

the abstract to only be a development of a 

predictive model but not a validation of the 

predictive model. 

CG122 did not search for models prior to 

surgery and does not make any 

recommendations in this area. Additionally, 

http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#establishing-the-diagnosis-in-secondary-care
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peritoneal or fallopian tube cancer. The 

study found 3 out of 4 clinical and 6 out of 

20 radiological criteria were found 

significantly associated, at multivariate 

analysis, with suboptimal cytoreduction. 

A prognostic model was developed from 

these 9 criteria that had a predictive 

accuracy of 0.758, which may be useful 

in assessment prior to surgery. 

 

IOTA 'simple-rules' tool 

A validation trial and systematic review
15

 

was identified on the International 

Ovarian Tumor Analysis (IOTA) 'simple-

rules' tool. The specific details of the 

population of included studies, including 

the stages of ovarian cancer, was not 

specified in the abstract. In the validation 

trial the population included 55.4% 

benign, 6.3% borderline and 38.3% 

malignant tumours. The validation trial 

and a further 6 studies identified from the 

systematic review were included in a 

meta-analysis and it was found that the 

IOTA ‘simple rules’ tool and reported that 

it could be a useful tool for the accurate 

diagnosis of ovarian cancer, when 

compared to 'pattern recognition' 

(undefined) and histological findings. 

One prospective study
87

 was identified on 

the guideline makes a recommendation for 

performing a risk of malignancy index I 

(RMI I) score and CT is recommended as 

the second imaging, after performing 

ultrasound. 

 

IOTA 'simple-rules' tool 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one 

systematic review that included a 

systematic review and three validation 

studies of IOTA 'simple-rules' tool.  

CG122 did not search for IOTA 'simple-

rules' tool. CG122 included evidence on 

one systematic review that included 83 

validated risk of malignancy indices and 

found RMI I to be superior to the other 

indices, and therefore recommended 

calculating an RMI I.  

The studies do not provide information on 

whether there are significant differences to 

RMI and further research is therefore 

needed before considering this area for 

inclusion in the guideline. This has been 

noted through topic expert feedback and 

consultation as an important area and will 

be reviewed again at the next surveillance. 
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IOTA compared to HE4 for the diagnosis 
of ovarian cancer. All 2048 women 
underwent transvaginal ultrasonography. 
It included women with benign, malignant 
and no gynaecological disease. The 
study reported that IOTA had a higher 
sensitivity and specificity than RMI but it 
does not say whether this difference was 
significant. 

One diagnostic study
88

 was highlighted 

through consultation on 376 women with 

adnexal masses for the discrimination of 

benign compared to malignant ovarian 

tumours. IOTA simple rules could not be 

applied to all adnexal masses. In the 

ones it was used sensitivity was 82.9% 

and specificity was 95.3%. 

Another prospective validation study
89

 

was highlighted through consultation on 

IOTA, RMI and other risk of malignancy 

indexes in 997 women with adnexal 

masses for the discrimination of benign 

compared to malignant ovarian tumours. 

The study reported that IOTA had a 

higher AUC than RMI, but it did not report 

if these differences were significant. 

  For women with suspected ovarian cancer, what is the most appropriate imaging to be done to determine future management? (1.2.3.1 – 1.2.3.3) 122 – 06

No relevant evidence identified. 

 

Contrast-enhanced ultrasound 

A systematic review
16

 identified 10 studies 

assessing the diagnostic accuracy of 

Topic expert feedback identified the 

DISCOVAR trial addressing the utility of 

MRI in Ovarian Cancer, however this trial 

Contrast-enhanced ultrasound 

New evidence is unlikely to impact on 

guideline recommendations. 

http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#establishing-the-diagnosis-in-secondary-care
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contrast-enhanced ultrasound for 

distinguishing between benign and 

malignant ovarian cancer. The specific 

details of the population of included studies, 

including the stages of ovarian cancer, was 

not specified in the abstract. The pooled 

results of these studies on the sensitivity, 

specificity, diagnostic odds ratio and area 

under the receiver operating characteristic 

(ROC) curve showed a high diagnostic 

accuracy for distinguishing between benign 

and malignant ovarian tumour. The abstract 

did provide any comparative data. 

is ongoing and will be reviewed again at 

the next surveillance review. 

 

The new evidence comes from one 

systematic review that found contrast-

enhanced ultrasound useful for diagnosis of 

benign versus malignant ovarian tumour. 

The evidence is non-comparative and 

therefore the applicability and the potential 

impacts of the evidence on the guideline is 

limited. 

CG122 recommends ultrasound as the first 

imaging for suspected ovarian cancer. 

CG122 did not search for evidence on 

contrast-enhanced ultrasound.  

 For women with suspected advanced ovarian cancer, when is it appropriate not to have a tissue diagnosis before starting chemotherapy? (1.2.4.1 – 122 – 07

1.2.4.2) 

No relevant evidence identified. No relevant evidence identified. None identified relevant to this question. No new evidence was identified that would 

affect recommendations.  

 What is the best method of tissue diagnosis before chemotherapy, samples from image guided biopsy or laparoscopic biopsy? (1.2.4.3) 122 – 08

No relevant evidence identified. 

 

Laparoscopy compared with laparotomy  

A Cochrane systematic review
17

 was 

identified on the use of laparoscopy 

compared with laparotomy in people with 

stage I ovarian cancer (stages Ia, Ib and Ic). 

The review identified no studies eligible for 

inclusion. 

Another systematic review
18

 identified 11 

studies on laparoscopic staging surgery in 

women with suspected early-stage ovarian 

None identified relevant to this question. Laparoscopy compared with laparotomy  

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one 

systematic review that found no evidence 

and another systematic review that only 

reported the outcome of estimated blood 

loss, so the outcomes may therefore not be 

applicable to inform recommendations in 

this area. 

http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#establishing-the-diagnosis-in-secondary-care
http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#establishing-the-diagnosis-in-secondary-care
http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#establishing-the-diagnosis-in-secondary-care
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cancer. The specific details of the population 

of included studies were not specified in the 

abstract, however its focus appears to be on 

early-stage ovarian cancer. A pooled 

analysis of 3 studies showed significantly 

lower estimated blood loss in laparoscopy 

compared with laparotomy. 

 

Open laparoscopy to predict resectability 

A Cochrane systematic review
19

 identified 7 

studies on the use of open laparoscopy to 

predict resectability in people with suspected 

advanced ovarian cancer who were 

scheduled for primary debulking surgery. A 

meta-analysis was not performed as only 

two studies provided information for the 

calculation of sensitivity and specificity. The 

studies showed a moderate sensitivity and a 

high specificity. There was heterogeneity in 

the studies that provided data for the 

calculation of negative predictive values. 

One study showed a moderate NPV and the 

other a high NPV. Three studies also 

involved a development or validation of a 

prediction model, however due to verification 

bias these were not meta-analysed. The 

models had a lower sensitivity and 

specificity than laparoscopy alone. The 

authors noted the difficulties in meta-

analysis due to the different populations of 

CG122 searched for evidence on image-

guided biopsy compared with laparoscopic 

biopsy and found no direct comparisons. A 

recommendation was made to ‘consider 

laparoscopic biopsy if percutaneous image-

guided biopsy is not feasible or has not 

produced an adequate sample’. 

 

Open laparoscopy to predict 

resectability 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one 

systematic review on open laparoscopy. 

The review includes prognostic studies and 

is non-comparative and therefore the 

applicability and the potential impacts of the 

evidence on the guideline is limited. 

CG122 searched for evidence on image-

guided biopsy compared with laparoscopic 

biopsy and found no direct comparisons. A 

recommendation was made to ‘consider 

laparoscopic biopsy if percutaneous image-

guided biopsy is not feasible or has not 

produced an adequate sample’.  
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the included studies. 

Management of suspected early (stage I) ovarian cancer  

 For women with ovarian cancer whose disease appears confined to the ovaries, what is the effectiveness of systematic retroperitoneal 122 – 09

lymphadenectomy in surgical management? (1.3.1.1 – 1.3.1.2) 

Treatment for borderline ovarian 

cancer  

Ovarian Cancer: Evidence Update 

(January 2013) identified a Cochrane 

review
59

 that included 7 RCTs on 

treatment for borderline ovarian cancer 

(BOT). Meta-analysis was not 

performed due to the different 

treatments. Six RCTs included people 

with FIGO stage I ovarian cancer and 

compared different adjuvant 

chemotherapies after radical surgery. 

Another RCT compared conservative 

compared with ultra-conservative 

surgery. The review reported that for all 

studies there was no difference in 

survival, however one study reported 

people who received thiotepa had a 

significantly lower death rate.  

The evidence update concluded that 

the review is unlikely to have an impact 

on CG122, as CG122 currently has no 

recommendations on the management 

of BOT and the review authors noted 

further research was needed. 

Conservative management for the 

outcome of fertility for borderline ovarian 

cancer 

Two systematic reviews
20 21

 on conservative 

management in borderline ovarian tumours 

(BOT) were identified.  

The first review
20

 included 120 studies and 

reported that for conservative management 

of early stage BOT pooled results showed a 

spontaneous pregnancy rate of 54% and a 

low risk of fatal relapse. However 

conservative management for advanced 

BOT spontaneous pregnancy rates 

decreased and fatal relapse increased. 

The second systematic review
21

 identified 39 

studies. The studies included different 

stages of ovarian cancers, 8 studies 

included people with stage I, 14 studies 

>90% of people with stage I, 5 studies 

included people with advanced ovarian 

cancer, 7 studies included people with 

serous borderline ovarian tumour and 2 

studies included people with mucinous 

borderline ovarian tumour. The meta-

analysis found a significant difference 

None identified relevant to this question. Treatment for borderline ovarian cancer  

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one study in 

the evidence update that found no 

difference in survival for adjuvant 

chemotherapy. 

The evidence update concluded that the 

review is unlikely to have an impact on 

CG122, as CG122 currently has no 

recommendations on the management of 

BOT and the review authors noted further 

research was needed. 

 

Conservative management for the 

outcome of fertility  

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from two 

systematic reviews. One shows a benefit for 

conservative management in early stage 

BOT, but not advanced. The second review 

the studies were meta-analysed and it is 

unclear from the abstract whether studies 

http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#management-of-suspected-early-stage-i-ovarian-cancer
http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#management-of-suspected-early-stage-i-ovarian-cancer
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
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favouring unilateral salpingo-oophorectomy 

when compared with cystectomy. 

Cumulative pregnancy was also noted to be 

higher in unilateral salpingo-oophorectomy 

when compared with cystectomy, however 

the abstract did not state whether this was 

statistically significant. 

from different stages were grouped together 

and if so, whether heterogeneity was 

present. It also only gives results comparing 

unilateral salpingo-oophorectomy to 

cystectomy, so its applicability to the 

guideline is uncertain. 

CG122 does not search for evidence on 

conservative surgery, however in the 

introduction to chapter 4.1 it does make 

note that ‘in women where the disease 

appears to be confined to one ovary and 

who wish to conserve fertility, then 

conservative surgery can be considered’.  

CG122 does not make any 

recommendations regarding conservative 

management, but does not recommend 

‘systematic retroperitoneal 

lymphadenectomy’ in women with stage I 

ovarian cancer. 

 For women with stage I ovarian cancer, what is the most effective first line chemotherapy? (1.3.2.1 – 1.3.2.3) 122 – 10

Maintenance treatment  

Ovarian Cancer: Evidence Update 

(January 2013) identified one RCT
58

 

which compares the recurrence-free 

period in patients with completely 

resected stage IA/B (grade 3 or clear 

cell), IC or II epithelial ovarian cancer, 

who received carboplatin AUC 6 and 

paclitaxel 175 mg/m² for 3 courses for 

Surgery alone compared with platinum-

based adjuvant treatment in people with 

borderline ovarian tumours  

A systematic review
22

 included 31 studies on 

surgery alone compared with platinum-

based adjuvant treatment in people with 

borderline ovarian tumours. The exact 

treatments in the studies are unclear from 

the abstract. The review reports that >90% 

PARP inhibitors 

Topic expert feedback identified a 

systematic review
27

 that searched for 

RCTs on the following comparisons: poly 

(ADP-ribose) polymerase (PARP) 

inhibitors compared with no treatment, 

PARP inhibitors compared with 

conventional chemotherapy, or PARP 

inhibitors plus conventional 

Maintenance treatment  

New evidence is unlikely to impact on 

guideline recommendations. 

Maintenance treatment is treatment to 

maintain remission and as the remit of 

CG122 only covers initial management 

maintenance treatment is outside the remit 

of this guideline. 

 

http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#management-of-suspected-early-stage-i-ovarian-cancer
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
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3 weeks and were then randomised to 

receive either observation or 

maintenance treatment with paclitaxel 

40 mg/m² per week for 24 weeks. 

The evidence update concluded that it 

is unlikely to impact on the guideline. 

of people had stage I ovarian cancer in 9 of 

the studies and advanced ovarian cancer in 

11 of the studies. The stages of cancer in 

the population in the other included studies 

was not specified in the abstract. 13 studies 

reported mortality rates and were meta-

analysed with moderate heterogeneity. The 

study reported that surgical treatment alone 

was the favoured treatment in the meta-

analysis. Four studies had survival data and 

found 4 studies no difference between the 

two groups. The review concluded that there 

is not enough evidence to support the use of 

adjuvant chemotherapy 

 

Intraperitoneal bevacizumab and 

cisplatin compared with intraperitoneal 

cisplatin alone 

One RCT
23

 was identified on the efficacy 

and safety of intraperitoneal bevacizumab 

and cisplatin compared with intraperitoneal 

cisplatin alone for treatment of malignant 

ascites in people with ovarian epithelial 

cancer. All people received their randomly 

assignment treatment every 2 week for 6 

weeks, in addition to paclitaxel and 

carboplatin every 3 weeks. The study 

reported significant differences in overall 

response rate and quality of life in the 

intervention group compared with the control 

group. VEGF level in ascites was also 

chemotherapy compared with 

conventional chemotherapy. The 

population was people with histologically 

proven epithelial ovarian cancer. Four 

RCTs were included. The review stated 

that veliparib data was low quality and 

limited and no further details were 

provided. For olaparib the results from 

two studies of moderate quality were 

presented for both its addition to 

conventional treatment and its use as 

maintenance treatment and showed PFS 

but not OS improved in the olaparib 

group. The review presents results from 

maintenance treatment, which is outside 

the remit of CG122. The review does not 

specifically state that the population 

searched for was people with reoccurring 

disease, however the author’s conclusion 

are focused on people with recurrent 

platinum-sensitive disease, which is 

outside the scope of this guideline. 

 

Pegylated liposomal doxorubicin  

One systematic review
28

, identified by 

topic experts, included studies on first-

line pegylated liposomal doxorubicin 

(PLD) alone or in combination compared 

to a comparator for first-line treatment in 

women with epithelial ovarian cancer. 

Two large, low risk of bias RCTs were 

Surgery alone compared with platinum-

based adjuvant treatment in people with 

borderline ovarian tumours 

New evidence is unlikely to impact on 

guideline recommendations.  

The new evidence is from one systematic 

review where the review authors concluded 

that there is not enough evidence to support 

the use of adjuvant chemotherapy in people 

with stage I borderline ovarian tumours. 

CG122 makes a do not offer 

recommendation for adjuvant 

chemotherapy in people with low-risk stage 

I ovarian cancer. 

 

Intraperitoneal bevacizumab and 

cisplatin compared with intraperitoneal 

cisplatin alone 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence is from one RCT where 

the staging of ovarian cancer and the line of 

treatment is unclear. 

Cisplatin and bevacizumab are not licensed 

in the UK for the indication of management 

of malignant ascites. NICE CG122 does not 

make any specific recommendations on the 

management of malignant ascites. 
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reported as significantly lower in the 

intervention group compared with the control 

group. No serious adverse events were 

reported. The line of treatment and the 

population (staging) is unclear from the 

abstract. 

 

Pegylated liposomal doxorubicin  

A systematic review
24

 included 3 RCTs on 

the efficacy of carboplatin and paclitaxel 

compared carboplatin with pegylated 

liposomal doxorubicin (PLD) and 5 RCTs 

comparing PLD to another single therapy, in 

women with ovarian cancer. The stages of 

cancer in the population in the other 

included studies was not specified in the 

abstract. PFS was higher in the carboplatin 

and PLD group compared to carboplatin and 

paclitaxel, however overall survival (OS) 

rates were similar. Adverse events were 

higher in the carboplatin and PLD group for 

gastrointestinal toxicity, anemia, cutaneous 

toxicity, thrombocytopenia and 

mucositis/stomatitis. However neutropenia, 

neuropathy, and alopecia were higher in the 

carboplatin and paclitaxel group. OS and 

PFS were similar when comparing PLD to 

other single therapies, but had increased 

tolerability. 

 

included, with different comparators and 

were not combined in a meta-analysis. 

One trial was on 3 weekly carboplatin 

plus PLD compared with paclitaxel plus 

carboplatin. For both trials no significant 

differences were found for PFS or OS 

between the two groups. The other was a 

4 arm trial which included the comparison 

of PLD (every 6 weeks) and 3 weekly 

paclitaxel plus carboplatin compared with 

3 weekly paclitaxel plus carboplatin. The 

first study also reported significantly 

higher severe anaemia and 

thrombocytopenia in the PLD group, 

however alopecia and severe 

neurotoxicity were significantly higher in 

the paclitaxel plus carboplatin group. The 

second study reported significantly higher 

severe haematological adverse events in 

those receiving PLD. 

 

PARP inhibitors 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one 

systematic review that indicates the 

population is recurrent ovarian cancer, and 

therefore is unlikely to be relevant to the 

population of this guideline. 

 

Pegylated liposomal doxorubicin 

New evidence is unlikely to impact on 

guideline recommendations.  

The new evidence is from two systematic 

reviews that reported no significant 

differences for OS for PLD treatment 

compared to a comparator first-line 

treatment. The evidence for PFS is 

inconsistent. One systematic review found 

no differences. The other systematic review 

included two comparisons; for carboplatin 

and PLD compared with carboplatin and 

paclitaxel, PFS was higher, but not for PLD 

compared with other single therapies. 

PLD (specifically the Caelyx brand) is not 

licensed as first-line treatment for ovarian 

cancer in the UK and is only licensed in 

advanced ovarian cancer for women who 

have failed first-line platinum-based 

treatment. PLD is not mentioned in CG122. 

 

https://www.medicines.org.uk/emc/medicine/7017
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Sorafenib 

One RCT
25

 was identified on paclitaxel and 

carboplatin compared with paclitaxel and 

carboplatin plus sorafenib 400 mg in women 

with maximally debulked, histologically 

confirmed and not previously treated 

epithelial ovarian carcinoma (stage III/IV). 

Treatment was administered 3 weekly for 6 

cycles in both groups and sorafenib was 

continued for 52 weeks. Progression-free 

survival (PFS) at 2 years and OS were not 

significantly different between the two 

groups. 

 

IP Catumaxomab compared with IP 

catumaxomab plus prednisolone 

One RCT
26

 compared the safety and 

efficacy of catumaxomab administered by 

intraperitoneal infusion compared to 

catumaxomab administered by 

intraperitoneal infusion plus prednisolone in 

patients with malignant ascites because of 

epithelial cancer. The study reported no 

significant difference between the two 

groups for safety, puncture-free survival, OS 

and time until subsequent therapeutic 

puncture. 

Sorafenib 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one RCT 

that found no significant difference on PFS 

or OS for treatment with sorafenib. 

Sorafenib in not mentioned in CG122 and is 

not licensed in the UK for any type or stage 

of ovarian cancer. 

 

IP Catumaxomab compared with IP 

catumaxomab plus prednisolone 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one RCT 

that found no difference in OS for IP 

Catumaxomab compared with IP 

catumaxomab plus prednisolone. 

CG122 does not make any 

recommendations or search for evidence on 

catumaxomab. Catumaxomab is only 

licensed in the UK for the management of 

malignant ascites in people with epithelial 

cell adhesion molecule (EpCAM) positive 

carcinomas, where standard therapy is not 

available or no longer feasible. 
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Management of suspected early (stage II–IV) ovarian cancer  

 What is the effectiveness of surgery in the primary management of women with ovarian cancer who will receive chemotherapy? (1.4.1.1) 122 – 11

Primary cytoreductive surgery  

Ovarian Cancer: Evidence Update 

(January 2013) identified a Cochrane 

review
69

 on optimal primary 

cytoreductive surgery in people with 

surgically staged advanced stage III 

and IV epithelial ovarian cancer. 

No significant differences were found 

for OS and only a slight difference for 

PFS when comparing tumour diameter 

>2cm to <2cm. However OS was 

greater in those that received optimal 

reduction with a tumour diameter 

<1cm. 

The evidence review summarised that 

the results were consistent with the 

guideline, indicating that the goal 

should be complete cytoreduction.  

Neoadjuvant chemotherapy compared 

with primary debulking surgery (PDS) 

followed by chemotherapy 

A systematic review
29

 included 2 RCTs on 

neoadjuvant chemotherapy compared with 

primary debulking surgery (PDS) followed by 

chemotherapy in people with stage IIIC and 

IV ovarian cancer. No significant differences 

were reported for OS or PFS. 

 

Platinum-based adjuvant chemotherapy 

compared with no adjuvant 

chemotherapy 

One RCT
30

 compared platinum-based 

adjuvant chemotherapy with no adjuvant 

chemotherapy. Recurrence-free and overall 

survival at 10 years was significantly higher 

in intervention group than the control group. 

However, the population of the original trial 

had 93% with stage I ovarian cancer. 

 

Interval debulking surgery after primary 

surgery compared with primary 

debulking surgery with adjuvant 

chemotherapy 

A Cochrane systematic review
31

 identified 3 

RCTs on interval debulking surgery after 

Topic expert feedback noted that there is 

still uncertainty about the value of primary 

debulking surgery. They noted that there 

are two trials that may be starting soon 

(TOPCAT and TRUST) that may provide 

further evidence, although it is unlikely 

that they will answer the clinical question. 

The progress of these trials will be 

reviewed at the next surveillance. 

 

Disease score and complexity of 

surgery 

Topic expert feedback identified a non-

randomised study
72

 in women with 

advanced epithelial ovarian cancer. The 

study reported that the initial disease 

score was a significant prognostic factor 

but complexity of surgery was not. 

Topic expert feedback noted that this 

study’s conclusion that complex surgery 

does not affect prognosis is consistent 

with what was concluded at original 

committee meetings. 

 

Primary chemotherapy compared with 

primary surgery 

An RCT
73

was identified from topic expert 

Primary cytoreductive surgery 

The evidence update states that the new 

evidence is consistent with CG122. 

The evidence review summarised that the 

results were consistent with the guideline, 

indicating that the goal should be complete 

cytoreduction 

 

Neoadjuvant chemotherapy compared 

with primary debulking surgery (PDS) 

followed by chemotherapy 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one 

systematic review which reported no 

significant differences for OS or PFS. 

The new evidence is consistent with CG122 

recommendations. CG122 recommends 

that ‘if performing surgery for women with 

ovarian cancer, whether before 

chemotherapy or after neoadjuvant 

chemotherapy, the objective should be 

complete resection of all macroscopic 

disease.’ 

 

Platinum-based adjuvant chemotherapy 

http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#management-of-advanced-stage-iiiv-ovarian-cancer
http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#management-of-advanced-stage-iiiv-ovarian-cancer
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
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primary surgery compared with primary 

debulking surgery with adjuvant 

chemotherapy in women with advanced 

epithelial ovarian cancer. Meta-analysis of 3 

RCTs found no statistically significant 

difference between the 2 groups for OS. 

Subgroup analysis was conducted for two 

trials and found that when surgery not as 

extensive or was carried out by 

gynaecologic oncologists, adjuvant 

chemotherapy was favoured over primary 

debulking surgery alone for OS. In a meta-

analysis of two trials there was no 

statistically significant difference for PFS 

between interval debulking surgery than with 

chemotherapy alone. The adverse event of 

toxicity was not significant but data on other 

adverse events was limited. 

 

Primary debulking surgery compared 

with neo-adjuvant chemotherapy and 

then interval debulking surgery 

One RCT
32

 was identified on the EORTC 

55971 trial primary debulking surgery 

compared with neo-adjuvant chemotherapy 

and then interval debulking surgery in 

people with stages IIIc or IV ovarian cancer. 

The study reports similar quality of life and 

survival between the two groups. 

 

feedback on 3 cycles of platinum-based 

primary chemotherapy then surgery and 

another 3 cycles of chemotherapy 

compared with surgical debulking then 6 

cycles of platinum-based chemotherapy 

in women with advanced ovarian cancer. 

No significant differences in effect sizes 

for the outcome of death were reported. 

 

Chemotherapy before compared with 

after cytoreductive surgery 

A Cochrane systematic review
36

 was 

identified by topic experts and included 1 

high quality RCT on chemotherapy 

before compared with after cytoreductive 

surgery people with stage IIIc/IV 

advanced epithelial ovarian cancer. 

There were no significant differences 

between the 2 groups for OS and PFS. 

Adverse events were lower in the 

intervention group than the control group 

and quality of life was similar. The review 

also noted 3 ongoing trials. The review 

authors note that people should have 

tailored treatment. 

 

compared with no adjuvant 

chemotherapy 

The new evidence is consistent with CG122 

recommendations.  

The new evidence is from one systematic 

review where platinum-based adjuvant 

chemotherapy was more effective than no 

adjuvant chemotherapy. However, the 

population of the original trial had 93% with 

stage I ovarian cancer. CG122 does 

recommend adjuvant chemotherapy in high 

risk stage I ovarian cancers. 

 

Interval debulking surgery after primary 

surgery compared with primary 

debulking surgery with adjuvant 

chemotherapy 

The Cochrane systematic review identified 

contains 3 RCTs and a previous version of 

the review was included in CG122, the 

updated version published in 2013 contains 

no new studies and the conclusions of the 

systematic review have not changed. 

 

Primary debulking surgery compared 

with neo-adjuvant chemotherapy and 

then interval debulking surgery 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence is from one RCT that 
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Primary cytoreductive surgery 

A systematic review
33

 included 18 studies on 

primary cytoreductive surgery in women with 

advanced ovarian cancer. The review 

reported that complete cytoreduction 

resulted in an increase in PFS and that 

intraperitoneal chemotherapy increased 

survival. 

 

Tranexamic acid 

One RCT
34

 was identified on single-dose 

tranexamic acid administered prior to radical 

debulking surgery compared with placebo 

prior to surgery in people with suspected 

advanced ovarian cancer. The primary 

outcomes of total blood loss and red blood 

cell transfusions were significantly lower in 

the intervention group compared with the 

control group. 

 

Electrosurgical bipolar vessel sealing 

An RCT
35

 on electrosurgical bipolar vessel 

sealing (EBVS) device versus standard 

clamps and suture ligature in women with 

ovarian, primary peritoneal, or fallopian tube 

cancer, undergoing abdominal 

omentectomy. The study reported no 

significant differences for the outcome of 

total operative time. 

found no difference between primary 

debulking surgery compared with neo-

adjuvant chemotherapy and then interval 

debulking surgery. 

The new evidence is consistent with CG122 

recommendations.  

 

Chemotherapy before compared with 

after cytoreductive surgery 

New evidence is unlikely to impact on 

guideline recommendations.  

The new evidence is from one systematic 

review where there were no significant 

differences between the 2 groups for OS 

and PFS. 

CG122 does not make any 

recommendations on cytoreductive surgery. 

CG122 did include evidence on 

cytoreductive surgery but emphasised the 

results of the study, which indicated there 

may be a benefit of cytoreductive surgery, 

should be interpreted with caution. 

 

Primary chemotherapy compared with 

primary surgery 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence is from one RCT that 

found no significant differences in death 
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between the 2 groups. 

The new evidence is consistent with CG122 

recommendations.  

 

Disease score and complexity of surgery 

The new evidence is consistent with CG122 

recommendations. 

The new evidence is from one non-

randomised study that found disease 

burden but not surgery complexity to be a 

significant prognostic factor. 

 

Primary cytoreductive surgery 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence is from one systematic 

review that reported that complete 

cytoreduction resulted in an increase in 

PFS and that intraperitoneal chemotherapy 

increased survival. 

The new evidence is consistent with CG122 

recommendations for surgery and adjuvant 

therapy. For details on intraperitoneal 

chemotherapy please see 122-12. 

 

Tranexamic acid 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence is from one systematic 
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review that found a significant difference for 

total blood loss and red blood cell 

transfusions.  

CG122 did not make any recommendations 

or search for evidence on treatments 

administered for surgery.  

 

Electrosurgical bipolar vessel sealing 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence is from one systematic 

review that found no differences for 

operative time. CG122 did not search for 

EBVS.  

 For women with ovarian cancer, is intra-peritoneal chemotherapy effective in primary management? (1.4.2.1) 122 – 12

Intra-peritoneal chemotherapy 

Ovarian Cancer: Evidence Update 

(January 2013) identified one 

systematic review
70

 that indicated 

intraperitoneal (IP) chemotherapy had 

higher OS and PFS  than IV 

chemotherapy. This is an updated 

version of a review included in the 

guideline and the conclusions do not 

substantially differ to the original 

conclusions. The evidence update 

summarises that the evidence is 

unlikely to impact on the guideline. 

IV compared with IP cisplatin/paclitaxel 

One RCT
37

 was identified on the change in 

CA125, monitored weekly, in intravenous 

(IV) cisplatin/paclitaxel chemotherapy 

compared with IV carboplatin followed by IP 

cisplatin/paclitaxel for ovarian cancer. The 

study reported that for IP cycles CA125 did 

not significantly differ between the two 

groups. CA125 regression was also similar 

between the two groups. 

None identified relevant to this question. Intra-peritoneal chemotherapy 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one 

systematic review that indicated IP 

chemotherapy had higher OS than IV 

chemotherapy. 

CG122 makes a do not offer 

recommendation for IP chemotherapy. The 

committee for CG122 acknowledged that IP 

chemotherapy may be useful but “was 

associated with more toxicity/adverse 

events than standard intravenous 

http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#management-of-advanced-stage-iiiv-ovarian-cancer
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
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chemotherapy and that one study had 

shown health-related quality of life to be 

adversely affected by intra-peritoneal 

chemotherapy in the short term. The GDG 

also recognised that the administration of 

intra-peritoneal chemotherapy was more 

complex and more expensive than that for 

standard intravenous chemotherapy.” 

 

IV compared with IP cisplatin/paclitaxel 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one RCT 

that compares IV to IP cisplatin/paclitaxel. 

The RCT reports no difference in CA125 

between the 2 groups. 

The new evidence is consistent with 

CG122. CG122 makes a recommendation 

of ‘do not offer intraperitoneal 

chemotherapy to women with ovarian 

cancer except as part of a clinical trial.’ 

Support needs of women with newly diagnosed ovarian cancer  

 For women diagnosed with ovarian cancer, what support should be offered? (1.5.1.1 – 1.5.1.2) 122 – 13

Ovarian Cancer: Evidence Update 

(January 2013) identified one RCT
71

 in 

women undergoing surgery for 

suspected ovarian cancer. 

It compared patients’ self-reported use 

None identified relevant to this question. None identified relevant to this question. The new evidence is consistent with the 

recommendations. 

The evidence update states that the new 

evidence is consistent with CG122.  

http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#support-needs-of-women-with-newly-diagnosed-ovarian-cancer
http://www.nice.org.uk/guidance/cg122/chapter/1-recommendations#support-needs-of-women-with-newly-diagnosed-ovarian-cancer
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
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of healthcare provided by oncology 

advanced practice nurses (APNs) and 

a psychiatric consultation-liaison nurse 

(PCLN) with a control group that 

received the same amount of 

healthcare attention as the intervention 

group. The evidence update notes the 

authors conclusion that those in the 

intervention group received assistance 

for any depression symptoms and the 

control group had significantly higher 

primary care consultation. The 

evidence update states that the new 

evidence is consistent with CG122. 

Research recommendations 

RR – 01 Further research should be undertaken on the relationship between the duration and frequency of symptoms in women with ovarian cancer before 
diagnosis, the stage of disease at diagnosis and subsequent survival. 

No relevant evidence identified. None identified relevant to this question. None identified relevant to this question. No new evidence was identified that would 

affect recommendations. 

RR – 02 Further research should be undertaken to determine the optimum RMI I threshold that should be applied in secondary care to guide the management of 
women with suspected ovarian cancer. 

No relevant evidence identified. None identified relevant to this question. None identified relevant to this question. No new evidence was identified that would 

affect recommendations. 

RR – 03 Large multicentre case–control studies should be conducted to compare the accuracy of CT versus MRI for staging and for predicting optimal 
cytoreduction in women with ovarian cancer. 

No relevant evidence identified. None identified relevant to this question. None identified relevant to this question. No new evidence was identified that would 

affect recommendations. 
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RR – 04 A prospective randomised trial should be undertaken to evaluate the therapeutic effect, associated risks and cost effectiveness of systematic 
retroperitoneal lymphadenectomy in women with ovarian cancer whose disease appears to be confined to the ovaries. 

Refer to 122-09. Refer to 122-09. Refer to 122-09. Refer to 122-09. 

RR – 05 Research should be undertaken to determine the effectiveness of primary surgery for women with advanced ovarian cancer whose tumour cannot be 
fully excised. 

No relevant evidence identified. Refer to 122-11. Refer to 122-11. Refer to 122-11. 

Areas not currently covered in the guideline 

NQ – 01 What are the risk factors for ovarian cancer that should be identified in primary care? 

N/A None identified relevant to this question. 
 

Feedback from stakeholder consultation 
indicated that a new question on the risk 
factors for ovarian cancer in primary care 
should be added to the guideline. 

New intelligence was identified that may 
impact on the guideline. 
 
Feedback from stakeholder consultation 
indicated that there is a gap in the 
recommendations in CG122 on risk factors 
for ovarian cancer in primary care. This is 
also not covered by any NICE guidance. 
This new question will be added to the 
guideline. This would align with the recently 
published referral for suspected cancer 
NICE guideline. 

NQ – 02 Service delivery 

No relevant evidence identified. 

 

Centralisation of care  

A Cochrane systematic review
38

 on 

centralisation of care for people with 

gynaecological cancer included 5 

retrospective observational studies that used 

multivariable analysis. Meta-analysis of 3 

studies indicated that survival may be longer 

in women with gynaecological cancer 

None identified relevant to this question. Centralisation of care  

New evidence is unlikely to impact on 

guideline recommendations. Service 

delivery was not included in CG122. For 

cancer service delivery please refer to 

‘Improving outcomes in gynaecological 

cancers. Cancer service guidance (1999)’. 

Department of Health, National Cancer 
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attending healthcare facilities with 

gynaecologic oncologists compared with 

community or general hospitals. Another 

meta-analysis of 3 studies indicated that 

survival may be longer in women with 

ovarian cancer attending teaching centres or 

regional cancer centres compared with 

community or general hospitals. One study 

indicated no significant difference in women 

with gynaecological cancer attending 

community hospitals with semi-specialised 

gynaecologists compared with general 

hospitals. This study also reported no 

significant difference for disease-specific 

survival between all comparators. 

Consistency amongst the studies was high. 

The authors concluded that the evidence 

indicates that treatment in specialised 

centres resulted in prolonged survival in 

women with gynaecological cancer.  

Guidance Steering Group. 

NQ – 03 Treatment for advanced (stage II-IV) ovarian cancer 

Topotecan 

Ovarian Cancer: Evidence Update 

(January 2013) identified two RCTs
60,61 

on the use of topotecan as a first-line 

treatment for advanced (stage II-IV) 

ovarian cancer. One RCT compared 

topotecan plus paclitacel plus 

carboplatin to paclitaxel plus carbolatin 

and another RCT compared topotecan 

Bevacizumab 

One RCT
39

 on the efficacy, one RCT
40

  on 

patient reported outcomes and one RCT
41

 

comparing the risk of gastrointestinal 

adverse events, were identified on standard 

chemotherapy compared with standard 

chemotherapy plus bevacizumab in women 

with ovarian cancer. The stage of the 

population was not specified in the 

Paclitaxel and carboplatin 

Topic expert feedback noted that there 

may be a need to assess the use of 

weekly paclitaxel for advanced ovarian 

cancer. However, it was also noted that 

this may fall into a TA. 

One RCT
57

 was identified through topic 

expert feedback on the efficacy of 6 

doses of 3 weekly carboplatin and 

Bevacizumab 

New evidence is unlikely to impact on 

guideline recommendations.  

For first-line guidance on bevacizumab 

please refer to TA284 Bevacizumab in 

combination with paclitaxel and carboplatin 

for first-line treatment of advanced ovarian 

cancer. (May 2013) and for first-

reoccurrence TA285 Bevacizumab in 

http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/ta284
http://www.nice.org.uk/guidance/ta284
http://www.nice.org.uk/guidance/ta284
http://www.nice.org.uk/guidance/ta284
http://www.nice.org.uk/guidance/ta285
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plus cisplatin plus paclitacel plus 

carboplatin to paclitaxel plus carbolatin. 

Both RCTs reported no significant 

difference for the addition of topotecan 

or topotecan plus cisplatin compared to 

paclitacel plus carboplatin for OS, PFS 

and response rate. The evidence 

update concluded that these results 

are consistent with NICE TA55 

Guidance on the use of paclitaxel in 

the treatment of ovarian cancer 

(January 2003). 

 

Pegylated liposomal doxorubicin 

Ovarian Cancer: Evidence Update 

(January 2013) identified one RCT
62

 

that compared carboplatin plus 

pegylated liposomal doxorubicin (PLD) 

to carboplatin plus paclitaxel. The 

evidence update reported the study did 

not find the addition pegylated 

liposomal doxorubicin superior to 

carboplatin plus paclitaxel. However, it 

also reported that there were 

differences in adverse event rates 

between the two groups, notably the 

evidence update refers to PLD having 

lower hair loss and neuropathy. The 

evidence update concluded that any 

potential impact was outside the scope 

abstracts. Three systematic reviews
42

 
43

 
44

 

were also identified on standard 

chemotherapy compared with standard 

chemotherapy plus bevacizumab in women 

with ovarian cancer. 

However, for guidance on bevacizumab 

please refer to TA284 Bevacizumab in 

combination with paclitaxel and carboplatin 

for first-line treatment of advanced ovarian 

cancer. (May 2013). 

 

Paclitaxel and carboplatin 

One RCT
45

 was identified on 8 cycles 

carboplatin and paclitaxel compared with 8 

cycles carboplatin and 4 cycles paclitaxel in 

people with advanced (FIGO stages IIC-IV 

OC) ovarian, fallopian, or primary peritoneal 

carcinoma. The study reported PFS was 

significantly shorter in the group that 

received only 4 cycles of paclitaxel, however 

OS was not significant. 

One RCT
46

 compared first-line weekly 

paclitaxel, cisplatin or carboplatin at a lower 

dose for 6 cycles compared with 3 cycles at 

a higher dose and then followed by 3 or 6 

cycles of the higher dose. No significant 

differences were found for OS or PFS 

between the two treatment groups. 

An RCT
47

 was identified on weekly 

compared with 3 weekly carboplatin and 

paclitaxel, at a higher dose compared 

with a lower dose of carboplatin and 

paclitaxel given weekly for 18 doses in 

people with advanced (FIGO stage IC-IV) 

ovarian cancer. The study reported a 

significant difference between the two 

groups with Functional Assessment of 

Cancer Therapy-Ovarian (FACT-O)/Trial 

Outcome Index (TOI) scores favouring 

weekly compared with 3 weekly 

treatment. 

 

 

combination with gemcitabine and 

carboplatin for treating the first recurrence 

of platinum-sensitive advanced ovarian 

cancer. (May 2013).  

 

Paclitaxel 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from 8 RCTs and 

comparing varying dosages and regimes of 

paclitaxel and carboplatin. The RCTs that 

compared weekly compared with 3 weekly 

carboplatin and paclitaxel appear to have 

significantly longer survival, favouring 

weekly. The evidence for other 

comparisons did not find any significant 

differences. 

CG122 does not make recommendations 

for chemotherapy for advanced ovarian 

cancer and states: “that recommendations 

on first-line chemotherapy for ovarian 

cancer can be found in CG122 does not 

review the use of paclitaxel and refers to 

TA55 Guidance on the use of paclitaxel in 

the treatment of ovarian cancer (January 

2003). The recommendations which relate 

to first-line treatment are 1.1. and 1.2. 

These recommendations refer to both early 

and advanced disease and should be read 

in conjunction with chapter 4” of CG122.” 

http://www.nice.org.uk/guidance/ta55
http://www.nice.org.uk/guidance/ta55
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/ta285
http://www.nice.org.uk/guidance/ta285
http://www.nice.org.uk/guidance/ta285
http://www.nice.org.uk/guidance/ta285
http://www.nice.org.uk/guidance/ta55
http://www.nice.org.uk/guidance/ta55
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of the evidence update. 

 

Gemcitabine 

Ovarian Cancer: Evidence Update 

(January 2013) identified one RCT
63

 

that compared carboplatin plus 

paclitaxel to carboplatin plus paclitaxel 

plus gemcitabine. 

The evidence update reported the RCT 

did not find OS improved with the 

addition of gemcitabine to carboplatin 

/paclitaxel. The evidence update 

summarises that the RCT is consistent 

with NICE TA55 Guidance on the use 

of paclitaxel in the treatment of ovarian 

cancer (January 2003). 

 

Paclitaxel and carboplatin 

Ovarian Cancer: Evidence Update 

(January 2013) identified one RCT
64

 

that compared dose-dense weekly 

carboplatin plus paclitaxel to 3 weekly 

carboplatin plus paclitaxel. OS at 2 

years and 3 years was higher in the 

dose-dense group than the 3 weekly 

group. Overall response was similar. 

Withdrawals were higher in the dose-

dense group due to toxicity, notably 

haematological toxicity. 

The evidence update also identified a 

paclitaxel in women with advanced ovarian 

cancer. Median PFS did not significantly 

between the 2 groups. 

One RCT
48

 compared dose-dense paclitaxel 

and carboplatin to standard treatment with 

paclitaxel and carboplatin in people with 

stage II-IV advanced epithelial ovarian 

cancer. PLS and median OS was 

significantly higher in the dose-dense group 

compared to the control group. 

One RCT
49

 was identified on dose-dense 

weekly paclitaxel (Taxol) and carboplatin 

compared with 3 weekly paclitaxel and 

carboplatin in people with stage II-IV ovarian 

cancer. The primary outcome of quality of 

life (QoL) did not significantly differ between 

the two groups. However on the scale of 

Functional Assessment of Cancer Therapy-

taxane subscale there was a significant 

difference, with QoL significantly lower in 

dose-dense weekly paclitaxel (Taxol) and 

carboplatin group compared with 3 weekly 

paclitaxel and carboplatin group. 

An RCT
50

 was identified on dose-dense 

treatment with paclitaxel and carboplatin 

compared with lower dose of paclitaxel and 

carboplatin 3 weekly in women with stage II 

to IV ovarian cancer. The study reported that 

OS at 5 years and median PFS was 

significantly higher in the dose-dense 

Chapter 4 of the guideline recommends 

treatment for stage I ovarian cancer. The 

new evidence is on advanced ovarian 

cancer. 

 

Topotecan 

New evidence is unlikely to impact on 

guideline recommendations. 

Ovarian Cancer: Evidence Update (January 

2013) identified two RCTs on topotecan that 

reported no significant difference between 

the intervention and the control groups. 

The evidence update reports that these 

results are consistent with NICE TA55 

Guidance on the use of paclitaxel in the 

treatment of ovarian cancer (January 2003). 

CG122 does not make any 

recommendations or search for evidence on 

topotecan. Topotecan is not currently 

licensed in the UK as first-line therapy for 

ovarian cancer. However, for the use of 

second-line treatment, including topotecan 

is covered by TA91 Paclitaxel, pegylated 

liposomal doxorubicin hydrochloride and 

topotecan for second-line or subsequent 

treatment of advanced ovarian cancer: 

Review of Technology Appraisal Guidance 

28, 45 and 55. (May 2005). 

 

Pegylated liposomal doxorubicin 

http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/ta55
http://www.nice.org.uk/guidance/ta55
http://www.nice.org.uk/guidance/ta55
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/ta55
http://www.nice.org.uk/guidance/ta55
https://www.nice.org.uk/guidance/ta91
https://www.nice.org.uk/guidance/ta91
https://www.nice.org.uk/guidance/ta91
https://www.nice.org.uk/guidance/ta91
https://www.nice.org.uk/guidance/ta91
https://www.nice.org.uk/guidance/ta91
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US cost-effectiveness analysis based 

on the RCT
65

 which showed dose-

dense was cost effective in the US 

population of the study with US costs, 

but the results of this are limited and 

cost-effectiveness would need to be 

determined in a UK NHS setting. 

The evidence update summarises that 

any impact is outside the scope of the 

evidence update and that treatment 

regimens are not discussed in the 

guideline. 

 

Maintenance treatment  

Ovarian Cancer: Evidence Update 

(January 2013) identified one cochrane 

systematic review
66

 on maintenance 

treatment, which reported not 

significant benefit in OS or PFS for 

maintenance chemotherapy. The 

evidence update concluded that it was 

unlikely to impact the guideline. 

Maintenance treatment is treatment to 

maintain remission and as the remit of 

CG122 only covers initial management 

maintenance treatment is outside the 

remit of this guideline. 

 

Bevacizumab 

Ovarian Cancer: Evidence Update 

paclitaxel and carboplatin group. 

 

Epirubicin 

One RCT
51

 was identified on carboplatin and 

paclitaxel compared with carboplatin and 

paclitaxel plus epirubicin in people with 

International Federation of Gynecology and 

Obstetrics [FIGO] stage IIB-IV epithelial 

ovarian, tubal or peritoneal cancer. The 

study found no significant difference in 

survival between the two groups. 

 

Lonafarnib 

One RCT
52

 was identified on carboplatin and 

paclitaxel compared with carboplatin and 

paclitaxel plus lonafarnib, a 

farnesyltransferase inhibitor, administered 

twice daily during carboplatin and paclitaxel 

administration and continued for up to 6 

months, in people with advanced ovarian 

cancer (stage IIB-IV). The study found no 

significant difference in PFS or OS between 

the two groups. 

 

Docetaxel and celecoxib 

One RCT
53

 was identified on docetaxel 

(Taxotere) and carboplatin compared with 

docetaxel (Taxotere) and carboplatin plus 

celecoxib, a cyclooxygenase-2 (COX-2) 

inhibitor, administered during chemotherapy 

New evidence is unlikely to impact on 

guideline recommendations. 

Ovarian Cancer: Evidence Update (January 

2013) identified one RCT that did not find 

the addition pegylated liposomal 

doxorubicin superior to standard 

chemotherapy.  

PLD (specifically the Caelyx brand) is not 

licensed as first-line treatment for ovarian 

cancer in the UK and is only licensed in 

advanced ovarian cancer for women who 

have failed first-line platinum-based 

treatment. PLD is not mentioned in CG122. 

For recurrent disease there is an MTA 

planned including pegylated liposomal 

doxorubicin: Ovarian cancer (for recurrent 

disease only) topotecan, pegylated 

liposomal doxorubicin hydrochloride, 

paclitaxel (TA91), trabectedin (TA222) and 

gemcitabine[ID468]. 

 

Gemcitabine 

New evidence is unlikely to impact on 

guideline recommendations. 

Ovarian Cancer: Evidence Update (January 

2013) identified one RCT that did not find 

OS improved with the addition of 

gemcitabine to carboplatin /paclitaxel. 

The evidence update reports that these 

results are consistent with NICE TA55 

http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
https://www.nice.org.uk/guidance/indevelopment/gid-tag325
https://www.nice.org.uk/guidance/indevelopment/gid-tag325
https://www.nice.org.uk/guidance/indevelopment/gid-tag325
https://www.nice.org.uk/guidance/indevelopment/gid-tag325
https://www.nice.org.uk/guidance/indevelopment/gid-tag325
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2


33 
4-year surveillance decision matrix 2016 – Ovarian Cancer (2011) NCIE guideline CG122 

Summary of new evidence from 

Evidence Update 

Summary of new evidence from 4-year 

surveillance 

Summary of new intelligence from 4-

year surveillance 

Impact 

(January 2013) identified 2 RCTs
67,68 

2011 on bevacizumab, however it did 

not write a commentary on these as a 

TA was in progress at the time. 

and continued for up to 3 years, in people 

with advanced ovarian cancer (stage IC to 

IV). The study reported no difference in PFS 

and OS between the two groups. However, 

celecoxib was discontinued early in some 

patients due to skin reactions. 

 

Antigen-specific active immunotherapy 

One systematic review
54

 included 55 studies 

on antigen-specific active immunotherapy 

for ovarian cancer. The review authors 

noted that variation between studies made 

comparisons not reliable and that much of 

the information needed for risk of bias 

assessments was not included in the 

studies. Sixteen studies, including 4 RCTs, 

assessed CA-125 antibody therapy and 

suggested no benefit to therapy. For CA-125 

the review authors conclude that the lack of 

good quality evidence, means strong 

conclusions could not be drawn from the 

studies. Other non-RCTs examined different 

tumour antigens, and while the study reports 

that results indicate some of these may be 

useful, the review states that the lack of 

RCTs for these resulted in inadequate 

evidence to draw any conclusions, so the 

review does not go into any further details 

on these. 

 

Guidance on the use of paclitaxel in the 

treatment of ovarian cancer (January 2003). 

CG122 does not make any 

recommendations or search for evidence on 

gemcitabine. Gemcitabine is not currently 

licensed in the UK for first-line therapy of 

ovarian cancer. However, the use of 

second-line treatment, including 

gemcitabine is covered by TA285 

Bevacizumab in combination with 

gemcitabine and carboplatin for treating the 

first recurrence of platinum-sensitive 

advanced ovarian cancer. (May 2013). 

 

Maintenance treatment  

New evidence is unlikely to impact on 

guideline recommendations. 

Maintenance treatment is treatment to 

maintain remission and as the remit of 

CG122 only covers initial management 

maintenance treatment is outside the remit 

of this guideline. 

 

Epirubicin 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence is from one RCT that 

reports no difference in survival for the 

addition of epirubicin to standard 

http://www.nice.org.uk/guidance/cg122/evidence/cg122-ovarian-cancer-evidence-update2
http://www.nice.org.uk/guidance/ta55
http://www.nice.org.uk/guidance/ta55
http://www.nice.org.uk/guidance/ta285
http://www.nice.org.uk/guidance/ta285
http://www.nice.org.uk/guidance/ta285
http://www.nice.org.uk/guidance/ta285
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Summary of new evidence from 4-year 

surveillance 

Summary of new intelligence from 4-

year surveillance 

Impact 

Goshajinkigan 

An RCT
55

 with a very small population was 

identified that compared vitamin b12 and 

goshajinkigan, a Japanese herbal medicine, 

with vitamin B12 alone in a small population 

of women undergoing treatment with 

paclitaxel/carboplatin for ovarian or 

endometrial cancer. No significant 

differences were found for adverse events. 

However, neurotoxicity and abnormal CPT 

ratio was higher in the vitamin b12 alone 

group. 

 

Shenqi fuzheng injection 

An RCT
56

 was identified on shenqi fuzheng 

injection, a Chinese herb, in a small 

population of people receiving 

chemotherapy for ovarian epithelial cancer. 

The study reported that grade II nausea and 

vomiting were significantly lower in the 

group receiving shenqi fuzheng injection 

than no injection, but not grade I nausea and 

vomiting. The specifics of grade II or I are 

not defined in the abstract. Lymphocyte was 

significantly lower in the group receiving 

shenqi fuzheng injection than no injection 

but no significant differences were found for 

the other adverse reported by the study or 

chemotherapy response. 

chemotherapy. 

CG122 does not refer to or search for 

epirubicin. 

 

Lonafarnib 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence is from one RCT that 

reports no difference in PFS or OS for the 

addition of lonafarnib to standard 

chemotherapy. 

CG122 does not refer to or search for 

lonafarnib. Lonafarnib is not yet available in 

the UK and is still in development. 

 

Docetaxel and celecoxib 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence is from on RCT that 

reports no difference in PFS and OS. 

CG122 does not refer to or search for 

docetaxel or celecoxib. 

 

Antigen-specific active immunotherapy  

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence is from one systematic 

review that suggested no benefit to therapy 

and where the authors state that the 



35 
4-year surveillance decision matrix 2016 – Ovarian Cancer (2011) NCIE guideline CG122 

Summary of new evidence from 

Evidence Update 
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surveillance 

Summary of new intelligence from 4-

year surveillance 

Impact 

evidence is inadequate to draw any 

conclusions. 

 

Goshajinkigan 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one RCT 

with a very small population that did not find 

any significant differences. 

The treatment is not a licensed medicinal 

product available in the UK and it therefore 

unlikely to be applicable to current clinical 

practice. CG122 does not mention 

goshajinkigan. 

 

Shenqi fuzheng injection 

New evidence is unlikely to impact on 

guideline recommendations. 

The new evidence comes from one RCT 

with a very small population that did not find 

any significant differences. The treatment is 

not a licensed medicinal product available 

in the UK and it therefore unlikely to be 

applicable to current clinical practice. 

CG122 does not mention shenqi fuzheng. 

  
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