Supplement: PICO Questions

	Massive Bleeding

	Theme
	Population
	Intervention
	Comparison
	Outcomes

	1. Point of Care vs Conventional 

	





Massively bleeding critically ill patients, irrespective of patient type (trauma, OB, neuro, medical, etc.) or setting (eg. ER, ICU)
	Use of point of care testing (TEG, ROTEM)

	Use of point of care testing (TEG, ROTEM)

	Critical outcomes:
· mortality (all-cause or bleeding-related)
· quality of life
· functional recovery
· stroke

Important outcomes:
· myocardial infarction
· renal failure requiring renal replacement therapy (RRT),
· acute respiratory distress syndrome (ARDS)
· transfusion related lung injury (TRALI)
· volume overload
· venous thrombosis
· length of stay (ICU and hospital)
· post transfusion infections,
· hemodynamic stability


	2. Massive transfusion protocol (MTP) and TXA verses No TXA
	
	Use of point of care testing (TEG, ROTEM)

	no TXA

	

	3. MTP + fibrinogen vs lab based

	
	Empiric or early fibrinogen
	Lab-based or late fibrinogen
	

	4. MTP+ Prothrombin versus plasma
	
	Prothrombin complex concentrate
	Plasma
	

	5. Cold stored platelets versus room temperature stored platelets
	
	Cold stored platelets
	Regular platelets
	

	6. High ratio versus low ratio  massive transfusion (Red blood cell concentrate:Plasma: Platelets)
	
	High ratio massive transfusion (Red blood cell concentrate:Plasma: Platelets)
	Low ratio massive transfusion
	

	Non-Massive Bleeding

	Theme
	Population
	Intervention
	Comparison
	Outcomes

	7. Point of care versus conventional testing
	Non-massively bleeding critically ill patients, irrespective of patient type (trauma, OB, neuro, medical, etc.) or setting (eg. ER, ICU)
	Use of point of care testing (TEG, ROTEM)
	Usual care or sham 

	Critical outcomes:
· mortality (all-cause or bleeding-related)
· quality of life
· functional recovery
· stroke

Important outcomes:
· myocardial infarction
· renal failure requiring renal replacement therapy (RRT),
· acute respiratory distress syndrome (ARDS)
· transfusion related lung injury (TRALI)
· volume overload
· venous thrombosis
· length of stay (ICU and hospital)
· post transfusion infections,
· hemodynamic stability


	8. TXA vs placebo

	
	TXA (any dose, route, timing)

	No TXA

	

	9. Liberal vs restrictive RBC strategy

	
	Restrictive RBC threshold (Hb, HCT)

	Liberal RBC threshold (Hb, RCT)
	

	10. Liberal vs restrictive plasma strategy

	
	Restrictive plasma strategy

	Liberal plasma strategy

	

	11. Liberal vs restrictive fibrinogen strategy

	
	Restrictive fibrinogen strategy
	Liberal fibrinogen strategy
	

	12. Liberal vs restrictive platelet strategy (thrombopenic)

	
	Restrictive platelet strategy
	Liberal platelet strategy 
	

	13. Liberal vs restrictive platelet strategy (patients on antiplatelet agents)

	
	Restrictive platelet transfusion, in patients on anti platelet agents 

	Liberal platelet transfusion, in patients on anti platelet agents 

	

	14. Cold stored platelets vs room temp stored platelets
	
	Cold stored platelets
	Regular platelets

	



