
Dynamic studies GRADE explanations

1) Fluid balance:

Risk of bias: Serious‐Based Cochrane Risk of Bias tool, all studies w ere found to be at a high 
risk of bias; m ost often due to lack of blinding and lack of allocation assessm ent.

Inconsistency:  Not serious- Consistent results am ong the studies and low  level of 
heterogeneity 

Indirectness: Not serious- 3 out of the 4 studies w ere prim arily focused on fluid-based 
outcom es. 

Im precision: Serious- W ide confidence intervals and change the true effect outcom e.

Publication bias: Not serious- The authors detected no evidence of publication bias for 
these trials

Large effect: No, unclear effect based on confidence intervals. 

Confounding: No- All RCTs, no evidence of confounding. 

Dose response gradient: No. 

2) Fluid infusion: 
Risk of bias: Serious‐Based Cochrane Risk of Bias tool, all studies w ere found to be at a high 
risk of bias; m ost often due to lack of blinding and lack of allocation assessm ent.

Inconsistency:  Serious- Inconsistent results am ong the studies and high level of 
heterogeneity 

Indirectness: Not serious- 3 out of the 4 studies w ere prim arily focused on fluid-based 
outcom es. 

Im precision: Serious- W ide confidence intervals and change the true effect outcom e from
large effect to m inim al.

Publication bias: Not serious- The authors detected no evidence of publication bias for 
these trials

Large effect: An effect of negative 627m ls is a significant effect and ~ 2x the effect size 
used in a recent trial assessing difference in fluid balance in septic shock.

Confounding: No- All RCTs, no evidence of confounding. 

Dose response gradient: No. 

Static studies GRADE explanations

1) Fluid balance
Risk of bias: Serious‐Based Cochrane Risk of Bias tool, all studies w ere found to be at a high 
risk of bias; m ost often due to lack of blinding and lack of allocation assessm ent. Also, 
one prospective cohort study included.

Inconsistency:  Serious- Inconsistent results am ong the studies and high level of 
heterogeneity (100% ) 



Indirectness: Not serious- 2 out of the 3 studies w ere prim arily focused on fluid-based 
outcom es. 

Im precision: Not serious- Narrow  confidence intervals and does not change the true 
effect outcom e.

Publication bias: Not serious- The authors detected no evidence of publication bias for 
these trials

Large effect: Yes, w ith 300m ls being considered significant 

Confounding: Yes, introduction of prospective cohort m ay have reduced true effect seen. 

Dose response gradient: No. 

2) Fluid infusion: 
Risk of bias: Serious‐Based Cochrane Risk of Bias tool, all studies w ere found to be at a high 
risk of bias; m ost often due to lack of blinding and lack of allocation assessm ent. Also, 
one prospective cohort study included. 
 
Inconsistency:  Serious- Inconsistent results am ong the studies and low  level of 
heterogeneity 

Indirectness: Not serious- 3 out of the 4 studies w ere prim arily focused on fluid-based 
outcom es. 

Im precision: Serious- W ide confidence intervals and change the true effect outcom e from
large effect to m inim al.

Publication bias: Not serious- The authors detected no evidence of publication bias for 
these trials

Large effect: An effect of negative 627m ls is a significant effect and ~ 2x the effect size 
used in a recent trial assessing difference in fluid balance in septic shock.

Confounding: No- All RCTs, no evidence of confounding. 

Dose response gradient: No. 

O verall TPTD m orbidity/m ortality GRADE explanations

1) Mechanical Ventilation: 

Risk of bias: Serious‐Based Cochrane Risk of Bias tool, all studies w ere found to be at a high 
risk of bias; m ost often due to lack of blinding and lack of allocation assessm ent.

Inconsistency:  Serious- Inconsistent results am ong the studies and high level of 
heterogeneity (78% )

Indirectness: Serious- O nly 2 studies of the 7 w ere prim arily focused on m orbidity 
outcom es including LO S or duration of m echanical ventilation.



Im precision: Not serious- Low  as confidence intervals are relatively narrow  and do not 
change the true effect outcom e.

Publication bias: Not serious- The authors detected no evidence of publication bias for 
these trials

Large effect: No- The true effect is less than one day. Trof et al. estim ated a significant 
effect w ould be at least 2 days difference in m echanical ventilation. 

Confounding: No- All RCTs, no evidence of confounding. 

Dose response gradient: No. 

2)Length of stay:
Risk of bias: Serious- Based Cochrane Risk of Bias tool, all studies w ere found to be at a high 
risk of bias; m ost often due to lack of blinding and lack of allocation assessm ent.

Inconsistency: Serious- High level of heterogeneity (81% ) but consistent effect across 6 of
the 7 studies 

Indirectness: Serious- O nly 2 studies of the 7 w ere prim arily focused on m orbidity 
outcom es including LO S or duration of m echanical ventilation.

Im precision: Low  as confidence intervals are relatively narrow  and do not change the true
effect outcom e.

Publication bias: The authors detected no evidence of publication bias for these trials

Large effect: Yes, the true effect is betw een 2-3 days less in ICU on TPTD, that is a large 
effect in term s of length of stay. 

Confounding: All RCTs, no evidence of confounding.

Dose response gradient: No. 

3) M ortality: 

Risk of bias: Serious- Based Cochrane Risk of Bias tool, all studies w ere found to be at a high 
risk of bias; m ost often due to lack of blinding and lack of allocation assessm ent.

Inconsistency: Serious- High level of heterogeneity (81% ) but consistent effect across 5 of
the 6 studies 

Indirectness: Serious- O nly 1 study of the 6 w ere prim arily focused on m ortality as a 
prim ary outcom e. 

Im precision: Serious as confidence intervals are change the true effect outcom e.

Publication bias: The authors detected no evidence of publication bias for these trials

Large effect: No

Confounding: All RCTs, no evidence of confounding. 
Dose response gradient: No. 


