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No	clean	IV	large	fluid	RCTs	in	
early	resus	in	adults	



Systematic	Review	



Methods	

•  	Population:	Adult	hospitalized	patients	with	

sepsis		

•  	Intervention:	Separation	in	fluid	volumes	or	

balances	during	resuscitation	

	

	

	
	



Results	

•  7	trials	included		

–  2	sepsis,	5	septic	shock	

–  High-income	countries	

–  Contemporary	trials	–	2015	and	onwards		

–  Perceived	restrictive	intervention	vs	standard-

care	
	

	
	



Mortality	with	lower	vs.	higher	fluid	volume	in	
adults	with	sepsis	

Unpublished	
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Effects	of	Restricting	Intravenous	Fluids	in	Patients	
with	Septic	Shock	on	Patient-important	Outcomes	

	
1554	patient	randomized	trial	

	
50	ICUs	in	

	
DK,	S,	FIN,	N,	NL,	F,	CH,	UK,	I,	Cz,	Esp	

	
1st	pt	enrolled	27th	November	2018	

	

Funded	by	NNF…	





•  No	IV	fluids	match	plasma	
•  Unphysiologic	load	of	chloride	154	mmol/l	
•  Unphysiologic	load	of…	

– Acetate	25	mmol/l	
– Lactate	25	mmol/l	
– Acetate	25	mmol/l	+	Gluconate	25	mmol/l	

which	crystalloid?	





Allocation	to	saline	vs.	balanced	solutions	





Chloride 	 	 	Bicarbonate	



Primary	outcome	

NNT	100	

Alternative	explanations:	Cluster	trial,	bias	



Individual	patient	RCT	

BASICs	trial	–	13.000	pts	

PLUS	trial	–	8500	pts	





Mortality	

At	90-days:	28	vs	29%	
OR	0.95	(0.82	to	1.10)	
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1.	
TITRE	PRÉSENTATION	

•  Low	dose	hydrocortison	appears	to	cause	
•  No	effect	on	mortality	
•  Faster	shock	reversal	
•  Reduced	time	ventilated	
•  Reduced	ICU	length	of	stay	
•  More	adverse	effects	
•  Recovery?	
•  HRQoL?	

Low	-	moderate	-	high	quality	evidence	



•  Give	steroids	to	all	if	you	favor	reducing	time	on	
– Vasopressor	
– MV	
–  ICU	

•  Don’t	if	you	are	concerned	about	
–  Side-effects	–	hypernatremia,	hyperglycemia	
– Recovery	
– QoL	

Use	of	low-dose	steroid	in	septic	shock…	











•  Patients	
–  3	x	200	in	MIND	
–  In	all	RCTs,	600	pts	randomized			
–  Selected,	very	sick	group	
–  90%	hypoactive	at	randomization	

•  Protocol	
–  20%	cross	over	
– QoL	&	cognitive	function?	

Should	we	stop	using	haloperidol?	




