Review proposal of TA118 (Bevacizumab and cetuximab for the treatment of metastatic colorectal cancer) and TA212 (Bevacizumab in combination with oxaliplatin and either fluorouracil plus folinic acid or capecitabine for the treatment of metastatic colorectal cancer)

TA118 was published in 2008 (updated in 2012) & TA212 was published in 2010
Proposal
A review of the guidance should be planned into the appraisal work programme. The review will be conducted through the proportionate approach as outlined in appendix D.
Rationale
Since the publication of the most recent guidance looking into bevacizumab for the treatment of untreated metastatic carcinoma of the colon or rectum, several bevacizumab biosimilars have been authorised for use. Biosimilars are believed to be associated with a price that is significantly less than the originators list price. Following the introduction of biosimilars the company marketing the originator may also choose to offer a lower price. It is possible that due to their lower prices, biosimilars could represent a cost-effective use of NHS resources. It is also possible that following a reduction in its price the originator bevacizumab could also represent a cost-effective use of NHS resources.
Summary of new evidence and implications for review
The technology
Bevacizumab (Avastin, Roche Products) is a recombinant humanised monoclonal IgG1 antibody that inhibits the formation of blood vessels (angiogenesis inhibitor). It targets the biological activity of human vascular endothelial growth factor (VEGF), which stimulates new blood vessel formation in the tumour. Bevacizumab is administered as an intravenous infusion. Bevacizumab treatment is given in combination with chemotherapy. Bevacizumab biosimilars are highly similar to bevacizumab in terms of structure, biological activity and efficacy, safety and immunogenicity profile
	Intervention(s)
	Bevacizumab and bevacizumab biosimilars

	Population(s)
	People with untreated metastatic carcinoma of the colon or rectum

	Subgroups
	If evidence allows, subgroups will be considered based on 
· RAS mutation status 
· High microsatellite instability (MSI) or mismatch repair (MMR) deficiency status

	Comparators
	For all people: 
· Folinic acid plus fluorouracil plus oxaliplatin (FOLFOX) 
· Folinic acid plus fluorouracil plus irinotecan (FOLFIRI) 
· Capecitabine plus oxaliplatin (CAPOX) 
· Capecitabine
For people with high microsatellite instability (MSI) or mismatch repair (MMR) deficiency
· Pembrolizumab
· Nivolumab with ipilimumab (subject to NICE evaluation) 
For people with RAS-mutant metastatic colorectal cancer:
· Folinic acid plus fluorouracil plus oxaliplatin plus irinotecan (FOLFOXIRI)
For people with RAS wild-type metastatic colorectal 
cancer:
· Panitumumab in combination with FOLFOX or FOLFIRI
For people with EGFR expressing, RAS wild-type metastatic colorectal cancer:
· Cetuximab in combination with FOLFOX or FOLFIRI

	Outcomes
	The outcome measures to be considered include:
· overall survival
· progression-free survival
· response rates
· adverse effects of treatment
· health-related quality of life

	Economic analysis
	The reference case stipulates that the cost effectiveness of treatments should be expressed in terms of incremental cost per quality-adjusted life year.
If the technology is likely to provide similar or greater health benefits at similar or lower cost than technologies recommended in published NICE technology appraisal guidance for the same indication, a cost comparison may be carried out.
The reference case stipulates that the time horizon for estimating clinical and cost effectiveness should be sufficiently long to reflect any differences in costs or outcomes between the technologies being compared.
Costs will be considered from an NHS and Personal Social Services perspective.
The availability of any commercial arrangements for the intervention, comparator and subsequent treatment technologies will be taken into account.
The availability and cost of biosimilar and generic products should be taken into account.

	Other considerations 
	[bookmark: Text54]Guidance will only be issued in accordance with the marketing authorisation. Where the wording of the therapeutic indication does not include specific treatment combinations, guidance will be issued only in the context of the evidence that has underpinned the marketing authorisation granted by the regulator.

	Related NICE recommendations 
	Related technology appraisals:
‘Pembrolizumab for untreated metastatic colorectal cancer with high microsatellite instability or mismatch repair deficiency’ (2021) NICE technology appraisal guidance TA709.
‘Cetuximab and panitumumab for previously untreated metastatic colorectal cancer’ (2017) NICE technology appraisal guidance TA439‘Bevacizumab and cetuximab for the treatment of metastatic colorectal cancer’ (2012) NICE technology appraisal guidance TA118.
‘Bevacizumab in combination with oxaliplatin and either fluorouracil plus folinic acid or capecitabine for the treatment of metastatic colorectal cancer’ (2010) NICE technology appraisal guidance TA212.
‘Laparoscopic surgery for colorectal cancer’ (2006) NICE technology appraisal guidance TA105.
‘Guidance on the use of capecitabine and tegafur with uracil for metastatic colorectal cancer’ (2003) NICE technology appraisal guidance TA61.
Related technology appraisals in development:
‘Nivolumab with ipilimumab for untreated metastatic colorectal cancer with high microsatellite instability or mismatch repair deficiency’. NICE technology appraisal guidance [ID1136] Publication date to be confirmed.
Related NICE guidelines:
Colorectal cancer (2021) NICE guideline NG151
Colorectal cancer prevention: colonoscopic surveillance in adults with ulcerative colitis, Crohn's disease or adenomas (2022) NICE guideline CG118
Related interventional procedures:
Selective internal radiation therapy for unresectable colorectal metastases in the liver (2020) NICE interventional procedures guidance 672
Radiofrequency ablation for colorectal liver metastases (2009) NICE interventional procedures guidance 327
Related quality standards:
Colorectal cancer (2022) NICE quality standard 20.
Suspected cancer (2017) NICE quality standard 124.

	Related National Policy 
	The NHS Long Term Plan (2019) NHS Long Term Plan
NHS England (2023) Manual for prescribed specialist services (2023/2024)



Has there been any change to the price of the technology(ies) since the guidance was published?
TA118 and TA212: Bevacizumab 100-mg and 400-mg vials at net prices of £242.66 and £924.40 respectively
Current BNF prices:
Avastin (Roche): 100-mg and 400-mg vials at net prices of £242.66 and £924.40 respectively 
Biosimilars BNF: 
Almsys (Zentiva Pharma UK Ltd): 100-mg and 400-mg vials at net prices of £205.55 and £810.10 respectively 
Aybinitio (Organon Pharma (UK) Ltd): 100-mg and 400-mg vials at net prices of £218.39 and £831.96 respectively 
Oyavas (Thornton and Ross Ltd): 100-mg and 400-mg vials at net prices of £230.00 and £877.80 respectively 
Vegzelma (Celltrion Healthcare UK Ltd): 100-mg and 400-mg vials at net prices of £205.00 and £810.00 respectively
Versavo (Dr Reddys Laboratories (UK) Ltd): 100-mg and 400-mg vials at net prices of £242.66 and £924.40 respectively 
Zirabev (Pfizer Ltd): 100-mg and 400-mg vials at net prices of £225.67 and £902.70 respectively 
Are there any existing or proposed changes to the marketing authorisation that would affect the existing guidance?
N/A
Were any uncertainties identified in the original guidance? Is there any new evidence that might address this?
In TA118 differences in the cost per QALY gained between the company’s model and the assessment group’s model are likely to have been caused by the difference in the methods used to calculate survival
In TA212
a. The population in the trial that informed the analysis were slightly younger and fitter than patients with metastatic colorectal cancer in the UK
b. The Committee considered that the proposed patient access scheme was complex, with requirements for a number of financial transactions between the manufacturer, healthcare providers and commissioners. Therefore, the operating costs of the scheme were still likely to be greater than those presented by the manufacturer. 
c. The Committee concluded that bevacizumab provided a modest increase in progression free and overall survival when compared with regimens without bevacizumab but was mindful that there was a significant degree of uncertainty in the clinical evidence.
d. The committee concluded that the utility values used in the model increased the uncertainty associated with the base-case ICERs 
e. The Committee concluded that the ICERs would increase if the disutility due to adverse events related to bevacizumab treatment was included
f. The Committee concluded that if higher administration costs were included, then this would result in an increase in the ICER estimates.
g. The Committee concluded that bevacizumab in combination with oxaliplatin and either fluorouracil plus folinic acid or capecitabine for the treatment of metastatic colorectal cancer did not meet all of the criteria for a life extending, end-of-life treatment.
Given the time that has passed since TA118 and TA212 were published it is expected that the evidence that informed these appraisals will now be more mature. The current price of bevacizumab and bevacizumab biosimilars is expected to be lower than the bevacizumab prices used in TA118 and TA212. 
Are there any related pieces of NICE guidance relevant to this appraisal? If so, what implications might this have for the existing guidance?
N/A
Questions for consultation
Where do you consider bevacizumab and bevacizumab biosimilars will fit into the existing care pathway for metastatic carcinoma of the colon or rectum?
Do you consider that the use of bevacizumab and bevacizumab biosimilars can result in any potential substantial health-related benefits that are unlikely to be included in the QALY calculation? 
Please identify the nature of the data which you understand to be available to enable the committee to take account of these benefits.
NICE is committed to promoting equality of opportunity, eliminating unlawful discrimination and fostering good relations between people with particular protected characteristics and others.  Please let us know if you think that the proposed remit and scope may need changing in order to meet these aims.  In particular, please tell us if the proposed remit and scope: 
1. could exclude from full consideration any people protected by the equality legislation who fall within the patient population for which bevacizumab and bevacizumab biosimilars are licensed; 
1. could lead to recommendations that have a different impact on people protected by the equality legislation than on the wider population, e.g. by making it more difficult in practice for a specific group to access the technology; 
1. could have any adverse impact on people with a particular disability or disabilities.  
Please tell us what evidence should be obtained to enable the committee to identify and consider such impacts.

Equality issues
No Equality issues were raised in TA118 and TA212 or in recent metastatic colorectal cancer appraisals.   
Scope review paper sign off
Programme Manager – Planning and Operations, TA and HST
10 February 2025
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Information from existing guidance
TA118:
[bookmark: _Hlk172753214]Original remit
To appraise the clinical and cost effectiveness of bevacizumab (Avastin, 
Roche Products Ltd), and cetuximab (Erbitux, Merck Pharmaceuticals) for the 
treatment of metastatic colorectal cancer, and to provide guidance to the NHS 
in England and Wales.
Current guidance 
Bevacizumab in combination with 5-fluorouracil plus folinic acid, with or without irinotecan, is not recommended for the first-line treatment of metastatic colorectal cancer.
Research recommendations from original guidance
The Committee was aware of other ongoing clinical trials with bevacizumab and cetuximab as part of different treatment regimens. 
· The TREE-2 trial is a randomised multicentre study comparing three regimens of oxaliplatin plus bolus, infusional or oral 5-FU with bevacizumab to evaluate safety and tolerability in the first-line treatment of patients with advanced colorectal cancer. 
· The NO16966C trial is a randomised phase III study of intermittent oral capecitabine in combination with intravenous oxaliplatin (CAPOX) with or without bevacizumab for the first-line treatment of patients with advanced colorectal cancer. (Was identified in the company’s systematic review for TA212) 
· The CONcePT trial aims to develop an optimised schedule of administration of FOLFOX plus bevacizumab in the first-line treatment of patients with advanced colorectal cancer
TA212:
Original remit
To appraise the clinical and cost effectiveness of bevacizumab within its licensed indication in combination with oxaliplatin and either 5FU or capecitabine for the treatment of metastatic colorectal cancer.
Current guidance
Bevacizumab in combination with oxaliplatin and either fluorouracil plus folinic acid or capecitabine is not recommended for the treatment of metastatic colorectal cancer. 
Research recommendations from original guidance
No research recommendation were included in the guidance
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