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Dear Editor,

Obtaining the patient’s informed consent is a fundamen-
tal ethical prerequisite for clinical trials. However, sep-
sis patients frequently lose their ability to give informed
consent. The short inclusion windows in emergency care
usually render it impossible to designate and inform a
legal representative in time. Therefore, the concept of a
“deferred consent” has been introduced [1], albeit some
investigators argue this might violate the patient’s right
to participate of their own free will. Consequently, state
authorities and ethical boards may insist on restricting
research to patients capable of giving informed consent
[2].

As we were confronted with this issue when design-
ing the IMMUNOSEP-trial (ClinicalTrials.gov-ID
NCT04990232), we aimed to describe patients’ charac-
teristics and outcome depending on the informed con-
sent process in a post hoc analysis, hypothesizing that
patients with sepsis able to consent differ from those
that are not. We conducted a post hoc analysis of the
randomized multicenter trials MAXSEP, SISPCT, and
CandiSep, all with interventions not affecting mortality
[3-5]. The informed consent process is outlined in sup-
plementary table 1.

SISPCT (1089 patients), MAXSEP (550 patients), and
CandiSep (342 patients) contributed to a total of 1981
analyzed patients. Of these, 1574 (79.5%) patients were
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unable to give consent, while 407 (20.5%) patients gave
consent themselves. Patients unable to give informed
consent were either enrolled by obtaining consent from
a legal representative (n=259, 16.5%) or by a deferred
consent process (n=1315, 83.5%). Of the 16,105 patients
assessed for eligibility, 568 patients (3.5%) were excluded
as informed consent could not be obtained. Baseline
characteristics stratified by status of consent are reported
in supplementary table 2. Pneumonia and intraabdominal
infections were the most frequent underlying infections,
with pneumonia occurring more often in the “unable”
and urogenital infection more often in the “able” group.
Patients unable to give informed consent had higher lac-
tate concentrations and were more likely on mechani-
cal ventilation and vasopressor support as also reflected
in higher Sequential Organ Failure Assessment (SOFA)
scores. Mortality was significantly higher in the “una-
ble” compared to the “able” group (Fig. 1), albeit “renal
replacement-free days” were paradoxically and unexpect-
edly lower in those able to give consent.

The pooled data from these multicenter trials show
marked differences in outcome depending on the abil-
ity to give informed consent. Thus, enrollment of criti-
cally ill patients into trials remains an ethical challenge
where validity of the results needs to be weighed against
patient autonomy. The European Union (EU) regulation
No 536/2014 allows to enroll patients without informed
consent in emergency situations. This, however, inflicts
additional challenges as informed consent needs to be
obtained later. In this case, a legal representative has
to stand for the patient’s presumed will or the patient
consents after regaining the appropriate mental ability,
which is impossible in case of early death. Results would
be heavily biased when study participation depends on
time to death. As an alternative, restricting enrollment
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Fig. 1 Kaplan—-Meier curve for survival within 28 days after study inclusion stratified by the ability to give informed consent. Log-rank test: p <0.001

to patients able to give informed consent would fully pre-
serve patient autonomy, but would severely affect exter-
nal validity.
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