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This month’s clinical questions are… 

 
How do higher‐dose anticoagulants compare with lower‐dose for people with moderate to severe COVID‐
19? 
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Result of one-year, prospective follow-up of intensive care unit survivors after SARS-CoV-2 pneumonia 
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Survival benefit of extracorporeal membrane oxygenation in severe COVID-19: a multi-centre-matched 
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UpToDate 
 
No benefit from prophylactic antiseizure medication in adult survivors of cardiac arrest (March 
2022) 
Whether prophylactic antiseizure medication benefits adult survivors of cardiac arrest who are at risk of 
seizures is unclear and clinical practice varies. In a recent open-label trial of 172 survivors of cardiac 
arrest who had rhythmic and periodic electroencephalographic (RP-EEG) patterns (ie, patterns that 
indicate significant brain injury), poor neurologic outcome (severe disability, coma, or death) at three 
months was not significantly different for individuals assigned to prophylactic antiseizure medication 
compared with standard care alone (90 versus 92 percent, respectively), with approximately 80 percent of 
patients dying by three months in both groups [3]. These findings suggest that antiseizure medications do 
not prevent poor neurologic outcomes or death in survivors of cardiac arrest with RP-EEG and a high risk 
of seizures and support our current practice of not using prophylactic antiseizure medication. 
(See "Intensive care unit management of the intubated post-cardiac arrest adult patient", section on 
'Prophylaxis'.) 
 
Fluid resuscitation with saline or buffered crystalloid in adults (March 2022, Modified March 2022) 
The choice between normal saline (NS) and a buffered salt solution (BSS) for initial fluid resuscitation in 
adults is debated. Recent large trials have failed to show superiority of one over the other [4-6]. In a new 
meta-analysis of six randomized trials with low risk of bias in nearly 35,000 adults requiring fluid 
resuscitation, BSS led to small and statistically nonsignificant reductions in both 90-day mortality (risk ratio 
[RR] 0.96, 95% CI 0.91-1.01) and acute kidney injury (RR 0.96, 95% CI 0.89-1.02) compared with NS [7]. 
Many of the trials had limitations including poor recruitment, low volumes of administered fluid, and 
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unavailable data. In addition, the two types of fluids have differing advantages and disadvantages 
depending on blood chemistries and volume status. We suggest that the choice between fluids be 
individualized and re-evaluated following initial resuscitation. (See "Treatment of severe hypovolemia or 
hypovolemic shock in adults", section on 'Choosing between 0.9 percent saline and buffered crystalloid'.) 
 
 
Fixed versus variable dose PCC for warfarin reversal (March 2022) 
Four-factor prothrombin complex concentrate (4-factor PCC) is used to reverse warfarin anticoagulation 
with serious bleeding. Dosing can be calculated based on weight and international normalized ratio (INR). 
A new randomized trial compared fixed-dose versus weight-based dosing in 199 adults with major 
extracranial bleeding associated with vitamin K antagonist anticoagulation and found equivalent outcomes 
[1]. Effective hemostasis was seen in 88 percent of the fixed-dose group and 89 percent of the calculated-
dose group. The fixed-dose group received treatment more rapidly (109 versus 142 minutes). UpToDate 
authors generally suggest a fixed-dose regimen due to ease of use and faster treatment; institutions 
should determine their own protocols and make them readily available. (See "Management of warfarin-
associated bleeding or supratherapeutic INR", section on 'Dosing'.) 
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