Appendix C – Case study: Pembrolizumab

[bookmark: _GoBack]We consider our findings in the context of a new type of regulatory approval for precision medicines in oncology that are licensed for use in patients with tumours containing a specific genetic marker, regardless of location (tissue/site agnostic or histology-independent indication). A recent example is the license granted for pembrolizumab, an oncological immunotherapy drug, by the Federal Drug Administration in the United States for tumours [85]. Figure A1 outlines the potential implications of this type of decision at each stage of the decision-making process, illustrating how some of these issues are already being encountered by decision-makers.

[bookmark: _Ref4996267431]Figure A1: Effect of histology-independent indications on health technology assessment process
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