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                A decade ago, at least ten startups were developing therapeutic platforms around the use of small interfering RNA (siRNA) moleculesâ€”double-stranded RNA usually 20â€“24 bpâ€”that could downregulate genes (Nat. Biotechnol. 21, 1441â€“1446, 2003). Big pharma followed soon after, including Pfizer of New York; Abbott Laboratories of Abbott Park, Illinois; Roche and Novartis, both in Basel; and, most notably, Merck of Whitehouse Station, New Jersey. In 2006, Merck paid $1.1 billion to acquire Sirna Therapeutics of Boulder, Colorado.
But with the economic downturn of 2008, disappointing clinical results from some early startup programs and unresolved delivery challenges, the patience of big pharma ran out. In November 2010, Roche killed its entire RNAi program after investing $500 million into the area. Just two months earlier, after exercising two single-year options and selecting 31 gene targets for further development of RNAi therapeutics, Novartis declined to exercise a final option to acquire broad, nonexclusive access to Alnylam's intellectual property and technologies, leading the biotech to lay off 25â€“30% of its workforce (Nat. Biotechnol. 29, 93â€“94, 2011).
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