Appendix B

NATIONAL INSTITUTE FOR HEALTH AND CARE EXCELLENCE
Single Technology Appraisal
MABp1 for previously treated metastatic colorectal cancer

Final scope

Remit/appraisal objective

To appraise the clinical and cost effectiveness of MABp1within its marketing
authorisation for treating metastatic or unresectable colorectal cancer after
oxaliplatin and irinotecan based regimens.

Background

Colorectal cancer is a malignant tumour arising from the lining of the large
intestine (colon and rectum). Metastatic colorectal cancer refers to disease
that has spread beyond the large intestine and nearby lymph nodes. This type
of cancer most often spreads first to the liver, but metastases may also occur
in other parts of the body including the lungs, brain and bones.

In 2012, there were 34,322 people diagnosed with colorectal cancer' and
13,236 deaths'. Between 10% and 25% of people with colorectal cancer have
metastatic disease when first diagnosed'", and approximately 50% of people
who have surgery for early stage disease will eventually develop metastases'.
The overall 5 year survival rate for metastatic colorectal cancer is around
7%\

Treatment of metastatic colorectal cancer may involve a combination of
surgery, chemotherapy, radiotherapy and supportive care. When possible,
surgical removal (resection) or destruction of the primary tumour and
metastases may be considered. For people with metastases only in their
livers, complete resection appears to offer the best chance of long-term
survival, providing 5 year survival rates ranging from 25% to 44%.

Treatment for metastatic colorectal cancer aims to prolong survival, improve
quality of life and/or make the primary tumour or metastases suitable for
resection. Chemotherapy options include oxaliplatin and irinotecan based
regimens. If these chemotherapy treatments are unsuccessful, not tolerated
or contraindicated, people are treated with supportive care to manage the
symptoms and complications of the condition.

The technology

MABp1(Xilonix, Xbiotech) is a monoclonal antibody. It targets an inflammatory
cytokine that is essential for tumour growth and spread, and is responsible for
symptoms commonly observed in advanced cancer, such as weight loss,
fatigue, and appetite loss.
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MABp1 does not currently have a marketing authorisation in the UK for
treating metastatic or unresectable colorectal cancer. It is being studied in
clinical trials in combination with best supportive care compared with placebo
in combination with best supportive care in people with metastatic colorectal
cancer which has been treated with oxaliplatin and irinotecan based

regimens.

Intervention(s)

MABp1 in combination with best supportive care

Population(s)

Adults with metastatic colorectal cancer whose disease
has progressed following treatment with oxaliplatin and
irinotecan based regimens

Comparators

Best supportive care

Outcomes

The outcome measures to be considered include:
e overall survival
e progression-free survival

e cancer associated symptoms (including muscle
loss, appetite loss, fatigue)

e adverse effects of treatment

e 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.

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.

Other
considerations

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
and NICE
Pathways

Related Technology Appraisals:

‘Aflibercept in combination with irinotecan and
fluorouracil-based therapy for treating metastatic
colorectal cancer that has progressed following prior
oxaliplatin-based chemotherapy’ (2014). NICE
Technology Appraisal No. 307. Review date August
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2016.

‘Cetuximab, bevacizumab and panitumumab for the
treatment of metastatic colorectal cancer after first-line
chemotherapy (review of TA150 and part review of
TA118) (2012). NICE Technology Appraisal No. 242.
Guidance on static list.

.‘Bevacizumab and cetuximab for the treatment of
metastatic colorectal cancer’ (2007). Technology
Appraisal No. 118. Guidance on static list. Partially
reviewed as part of TA242.

Terminated appraisals

‘Regorafenib for metastatic colorectal cancer after
treatment for metastatic disease’ (terminated appraisal)
(2015). NICE Technology Appraisal No. 334.

‘Panitumumab in combination with chemotherapy for the
treatment of metastatic colorectal cancer’ (terminated
appraisal) (2011). NICE Technology Appraisal No. 240.
Currently under review [ID794].

Proposed Appraisals

‘Ramucirumab in combination with FOLFIRI for treating
metastatic colorectal cancer after progression with
bevacizumab, oxaliplatin and fluoropyrimidine’.
Proposed NICE technology appraisal [ID867].
Publication date to be confirmed.

Related Guidelines:

‘The diagnosis and management of colorectal cancer’
(2011, partially updated December 2014). NICE Clinical
Guideline No. 131. Review date to be confirmed.

Related Interventional Procedures:

‘Selective internal radiation therapy for non-resectable
colorectal metastases in the liver’ (2011). Interventional
Procedures Guidance No. 401

‘Radiofrequency ablation for colorectal liver metastases’
(2009) Interventional Procedures Guidance No. 327.

‘Preoperative high dose rate brachytherapy for rectal
cancer’ (2006). Interventional Procedures Guidance No.
201.

Related Quality Standards:
‘Colorectal cancer (2012). Quality Standard No. 20.

http://www.nice.org.uk/quidance/qualitystandards/quality
standards.jsp
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Related NICE Pathways:
‘Colorectal cancer’ (2011). NICE Pathway.
http://pathways.nice.org.uk/pathways/colorectal-cancer

Related National Department of Health, 2013, NHS Outcomes Framework
Policy 2014-2015. Domains 1, 2, 4 and 5.

Department of Health, 2011, Improving outcomes: a
strateqy for cancer

Department of Health, 2009, Cancer commissioning
gquidance

Department of Health, 2007, Cancer reform strategy

NHS England, 2014, Manual for prescribed specialised
services 2013/14. Chapter 10.

NHS England, 2015, Cancer Drugs Fund list

Public Health England, 2011, National Screening
Committee policy on bowel cancer screening in adults.
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