


Erik Roman-Pognuz MD, PhD 

This Photo by Unknown Author is licensed under CC BY

Erik Roman-Pognuz MD, PhD 
UNITs Università di Trieste

https://www.universetoday.com/1105/happy-hubble-holidays/
https://creativecommons.org/licenses/by/3.0/


https://directpoll.com/r?XDbzPBd3ixYqg8pE
sI9oo4Yx5F8TvGfYEe5WxUw

Why interventions have 
consistently failed in 
clinical trials despite 
promising results in 
experimental models?
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Why interventions have 
consistently failed in 
clinical trials despite 
promising results in 
experimental models?

Complexity of Real-World Settings

One size             fits all solutionNOT

Translation Challenges

Heterogeneity in Cardiac Arrest Cases
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A Closer Look  on CA

1. Statistics : 300,000 annually

2. The Challenge of ICU & Survival Rates

3. Neurological Outcomes
CPC, GOS, mRS

10% severe disability

30-55% discharged alive



• 50% of survivors

• lower quality of life and 
increased caregiver strain.
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SEDATION
TEMPERATURE
PRESSURE

CHALLENGING 
THE STATUS QUO

Innovative approches



Daily Interruptions and Light SED

Less ventilation days & ICU’s stays

Interrupt sedation vs light sedation

Not replicate in the subsequent 

multicenter

RANDOMISED TRIALS

Non-sedation group has more 

ventilator-free days
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Deep sedation vs light sedation



Brain protective 

Seizure prophylactic

LIMITED RANDOMIZED DATA

1986 Trial involging a 
single dose of thiopental

No outcome difference
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DEEP SEDATION IN TTM Reduce discomfort and side effects

Facilitate the cooling process

CA trials have consequently targeted DEEP SEDATION
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SEDATION IN VENTILATION

Ventilator synchrony, comfort, reduce agitation

PROS CONS

Seizure management

Inconclusive mortality impact

Pneumonia, circulatory compromise, 
delayed awakening & ICU stay

Conflicting for and against deep sedation in the first days

Neuro metabolic waste
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Interference neurological prognostication

BALANCING ACT

Sedation potentially increase the risk of adverse effects 

Confounds clinical examination and EEG-patterns
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Fever prevention, limited evidence

Global practice variability

Similar outcomes

• survival
• functional status
• health-related quality of life (HRQoL)
• cognitive impairment

Grounded in animal data, supported 
by clinical observations

Active TEMPERATURE 
MANAGEMENT

Pivotal role but questions on its optimal parameters and long terms effects persist
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Subnormal temperatures doesn't provide 
benefits

33°C for 24 hours

No decrease mortality or improve
functional outcomes.

TTM2's neutral results, mirroring TTM1

1900 - 33 vs normothermia
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Moderate or deep hypothermia may be harm

TTM at 32-34°C did not result in improved 
outcomes

GL were updated to recommend JUST active fever 
prevention 

META-ANALYSIS FINDINGS

ILCOR

The emphasis shifted from cooling to maintaining normothermia and actively preventing fever
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UNRESOLVED 
QUESTION

Epiphenomenon?

Linked to higher 
mortality risk

Active prevention is beneficial?

Directly harms neuro impaired patients?

FEVER Recommend to treat

based on Non RCT
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• 45% of OHCA not TTM had fever
• High fever < 5% 

195

Similar prevalence in SAH & TBI

Fever is not a predominant factor influencing outcomes

• No difference in outcomes
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No evidence on mortality

FEVER THERAPY

No difference on mortality

Device vs no device

Fever therapy may not provide a benefit on all-cause mortality
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REDEFINE TARGETS

Safety target ranging from 85 to 

100 mmHg

Potential organ protective effects

PRESSION MEANS PERFUSION?

Observational data
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NEUROPROTECTION

Surrogate endpoints: 

Biomarkers, MRI scans

MAP targets on VF

65-75 VS 80-100 mmHg

No difference NSE

NFL significant reductions in 

the higher MAP group

Potential benefits of 
higher MAP target

COMACARE Trial
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NEUROPROTECTION

NEUROPROTECT Study

Optimize SvO2 (inotropes, flids, RBC)

MAP targets on any rhithm

65-70 VS 85-100 mmHg

No difference MRI 

in follow up
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NEUROPROTECTION

NEUROPROTECT Study

Higher MAP turns to lower hsTNT

Combining analysis in MI and 

vasopressor need

Potential reduction of  MI, HR and 

arrithmiasCOMACARE Trial

+

Potential myocardial 

protection on higher 
MAP target
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Higher MAP is safe?

Works both with and without chronic 
hypertension? Or any other PMH?

targeting a higher MAP to mitigate the 
risk of inadequate CBF in the early post-
arrest phase.

COMACARE Trial

BOX Trial

Possible benefits of a higher MAP target in 
patients with ST elevation
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KEY TAKEAWAY

In brain-injured depth, duration and 
benefits of sedation are uncertain

Active temperature optimal parameters 
and long-term effects remain unclear

Treating post-cardiac arrest fever it's still 
unresolved matter

Meta-analysis change recent GL, focusing 
on preventing fever rather than cooling.

Fever is common in OHCA , but its exact 
effect on long-term outcomes is unclear

Recent trials indicating benefits from 
higher MAP targets for neuroprotection.



N
E

X
T

 S
T

E
P

?

STEP CARE
Follow-up: mortality, functional 
outcome and quality of life

1. Continuous sedation for 36 h or minimal sedation (SEDCARE)

2. Fever management with or without a TTM device for 72 h 
(TEMPCARE)

3. A mean arterial pressure target of > 85mmHg or > 65mmHg for 
36 hours (MAPCARE)

1. Detailed cognitive outcome with 
focus on patients and caregivers

2. Prognostication to identify and 
validate early and accurate 
instruments and algorithm

3. Biobank with blood samples at 0, 
24, 48, and 72 hours after the cardiac 
arrest


