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• Sepsis	 is	an	important	cause	of	mortality,	causing	an	estimated	60K	
deaths	yearly.	
• Sepsis	 is	also	expensive	to	treat,	associated	with	expensive	
procedures,	 life	support,	 and	intensive	care.	
• Despite	advances	in	supportive	 care,	the	mortality	rates	have	
remained	high.
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• Recombinant	human	 activated	protein	C	or	dotrecogin alfa	– aka	
Xigris,	by	Eli	Lilly	was	approved	for	treatment	of	severe	sepsis	 in	2001
• Xigris'	FDA	was	approved	despite	 a	split	 10-10	vote,	based	on	the	Eli	
Lilly-funded	 PROWESS	study,	a	phase	3	randomized	trial	that	was	
stopped	 early	because	Xigris'	results	seemed	remarkable
• an	absolute	mortality	reduction	of	6%	(number	needed	 to	treat	to	
save	a	life	was	~	17)

Source:	http://pulmccm.org/2012/randomized-controlled-trials/xigris-epitaph-prowess-shock-results-nejm/
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$7000	per	patient,	The	cost	per	life-year	gained	by	
treating	all	patients	with	activated	protein	C	
estimated	at	$27,936.	
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Eickhacker 2003	– we	need	more	trials

Address	trial
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2005
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Saving	Sepsis

Eli	Lilly	funded	researcher	
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Nufs nuf!

No	further	study	has	confirmed	the	efficacy	results	of	the	single	pivotal	trial	
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Source:	http://pulmccm.org/2012/randomized-controlled-trials/xigris-epitaph-prowess-shock-results-nejm/
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Source:	http://pulmccm.org/2012/randomized-controlled-trials/xigris-epitaph-prowess-shock-results-nejm/
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• Continuing	 to	search	for	elusive	so-called	 “magic	bullets”	in	sepsis	 is	a	
losing	strategy.	As	cited	in	a	recent	article	about	the	failure	of	anti-
TNF-α	in	sepsis:
• “Success	 is	the	ability	to	go	from	one	failure	to	another	with	no	loss	
of	enthusiasm,”	 a	quotation	attributed	to Sir	Winston	Churchill.	
• On	the	other	hand,	 repeating	same	thing	while	expecting	different	
results	is	also…well	you	know	the	cliché.
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