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‘ / Treatment of Malignant Melanoma

Results of Topic Selection Process & Next Steps

The nomination, Treatment of Malignant Melanoma with Immunotherapy, is a topic with many interventions. Current
guidance related to checkpoint inhibitors, including Ipilimumab, is extensive, and includes five sets of NICE
technology appraisal guidelines (2012, 2014, two in 2015, and 2016), two systematic reviews (2012 and 2015), and
one in-progress systematic review examining the efficacy and safety of PD-1 and PD-L1 inhibition agents for
advanced melanoma (anticipated completion date: August 2015). Related to cytokines, a 2006 cancer care guideline
on single agent interleukin-2 for malignant melanoma was reaffirmed in 2010, a 2013 Cochrane systematic review
examined the disease-free survival and overall survival effects of interferon alpha as adjuvant treatment for people
with high-risk cutaneous melanoma, and a 2010 systematic review evaluated the development, pharmacologic
properties, safety profile and current clinical efficacy of recombinant IL-21. In addition, an in-process Cochrane
review will compare all systemic therapies for the treatment of metastatic cutaneous melanoma, including
immunotherapy that includes cytokines, checkpoint inhibitors, and immunochemotherapy. Due to the existing
evidence reviews, no further activity will be taken on checkpoint inhibitors and cytokines.

Research examining cancer vaccines, oncolytic virus therapy, adoptive T-cell therapy, and monoclonal antibodies is
too limited at this time for consideration for a systematic review. No further activity will be taken for this topic.

* Mocellin S, Lens MB, Pasquali S, et al. Interferon alpha for the adjuvant treatment of cutaneous melanoma.
Cochrane Database Syst Rev 2013; 6:Cd008955.

* Dequen P, Lorigan P, Jansen JP, et al. Systematic review and network meta-analysis of overall survival
comparing 3 mg/kg ipilimumab with alternative therapies in the management of pretreated patients with
unresectable stage Il or IV melanoma. Oncologist 2012; 17(11):1376-1385.

* Mahoney KM, Freeman GJ, McDermott DF. The next immune-checkpoint inhibitors: Pd-1/pd-11 blockade in
melanoma. Clin Ther Apr 1 2015; 37(4):764-782.

*  XiuWen Guan. A meta-analysis on the efficacy and safety of PD-1 and PD-L1 inhibition agents for advanced
melanoma. PROSPERO 2015:CRD42015024184 Available from
http://www.crd.york.ac.uk/PROSPERO/display_record.asp?ID=CRD42015024184

* Hashmi MH, Van Veldhuizen PJ. Interleukin-21: Updated review of phase | and ii clinical trials in metastatic
renal cell carcinoma, metastatic melanoma and relapsed/refractory indolent non-hodgkin's lymphoma.
Expert Opin Biol Ther May 2010; 10(5):807-817.

» Petrella T, Quirt |, Verma S, Haynes A, Charette M, Bak K, Melanoma Disease Site Group. Single-agent
interleukin-2 in the treatment of metastatic melanoma: a clinical practice guideline. Toronto (ON): Cancer
Care Ontario (CCQ); 2006 Mar 20. 32 p. (Evidence-based series; no. 8-5). [32 references] (reaffirmed
August 2010) http://www.guideline.gov/content.aspx?id=9378&search=melanoma

* National Institute for Health and Care Excellence (NICE). Ipilimumab for previously untreated advanced
(unresectable or metastatic) melanoma. London (UK): National Institute for Health and Care Excellence
(NICE) 2014:Jul. 52 p. (Technology appraisal guidance; no. 319).

* National Institute for Health and Clinical Excellence (NICE). Ipilimumab for previously treated advanced
(unresectable or metastatic) melanoma. London (UK): National Institute for Health and Clinical Excellence
(NICE); 2012 Dec. 45 p. (Technology appraisal guidance; no. 268).

* National Institute for Health and Clinical Excellence (NICE). Nivolumab for treating advanced (unresectable
or metastatic) melanoma. London (UK): National Institute for Health and Clinical Excellence (NICE); 2016
Feb. 35p. (Technology appraisal guidance; no. 384).
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» National Institute for Health and Care Excellence (NICE).Pembrolizumab for advanced melanoma not
previously treated with ipilimumab.London (UK): National Institute for Health and Care Excellence (NICE);
2015 Nov 25. 33 p. (Technology appraisal guidance; no. 366).

* National Institute for Health and Care Excellence (NICE). Pembrolizumab for treating advanced melanoma
after disease progression with ipilimumab. London (UK): National Institute for Health and Care Excellence
(NICE); 2015 Oct 7. 33 p. (Technology appraisal guidance; no. 357).

Topic Description

Nominator(s): Patient with melanoma
Nomination The nominator was treated with ipilimumab and unfortunately suffered significant side effects
Summary: with no delay in the progression of the disease. The nominator states that he/she now has two

significant conditions. The nominator feels that had he/she known about the statistics on the
incidence of a person getting the side effects from this drug, he/she may have chosen not to
take the drug. The nominator asserts that research on this topic would assist him/her and similar
patients in making an informed decision on the harms and benefits of immunotherapy on
malignant melanoma and whether he/she should take the prescribed drugs.

Key Questions 1. What are the harms and benefits of treatment of malignant melanoma with immunotherapy
from Nominator:  such as ipilimumab?
2. Although the nominator refers to ipilimumab in the nomination, we also considered other
immunotherapies in addition to ipilimumab after consulting with our clinical reviewer.

Considerations

* The topic meets EHC Program selection criteria. (For more information, see
http://effectivehealthcare.ahrqg.gov/index.cfm/submit-a-suggestion-for-research/how-are-research-topics-
chosen/.)

* Melanoma is a type of cancer with a poor prognosis. The 5-year survival rate is around 97% for stage IA
melanoma and about 15%-20% for stage IV melanoma.! Advances in medical treatment options for metastatic
melanoma now include immunotherapy in addition to surgery and conventional cytotoxic chemotherapies. The
nominator has specifically focused on ipilimumab, which is an immunotherapy drug used to treat advanced
melanoma. However, challenges still remain concerning optimization of dosing and avoidance of toxicities
associated with the use of immunotherapy drugs. Future research is also needed to establish how combination
treatments of immunotherapy drugs with conventional agents can be effective for the treatment of melanoma.
Evidence-based knowledge of the evolving immunological treatments for melanoma will help clinicians and
patients to understand the risks and benefits of these treatments and assist clinicians and their patients in
making an informed decision about the most appropriate treatment options to consider.

» Five NICE Technology Appraisal Guidelines were published between 2012-2016 examined various treatments
for melanoma and made recommendations such as ipilimumab for previously untreated advanced melanoma,?
ipilimumab for previously treated advanced melanoma,? nivolumab as monotherapy,* pembrolizumab for treating
advanced melanoma that had not been previously treated with ipilimumab,5and pembrolizumab for treating
advanced malignant melanoma that had been previously treated with ipilimumab but had progressed.®

* A new AHRQ systematic review would have only a limited impact at this time, given the recent systematic
reviews and guidelines on this topic. Additionally, there are several ongoing systematic reviews related to this
topic.
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