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Has the Surviving Sepsis Campaign been successful in

Spain?
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¢Ha tenido éxito la campana sobrevivir a la sepsis en Espana?
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Although overall mortality related to sepsis has been
increasing due to the increased incidence of sepsis, the
case-fatality rate has been decreasing over a similar period
of time." During the last 20 years there has not been any
scientific breakthrough in the sepsis field, thus, many of
the recent improvements might be due to the performance
improving program *‘Surviving Sepsis Campaign’’ (55C).2 The
initial aims of the SSC, which arose from the Declaration of
Barcelona in October 2002, were to raise public and pro-
fessional awareness of sepsis and its treatment, and the
development of practice guidelines. In partnership with
the Institute of Healthcare Improvement, key elements
of the first edition guidelines published in 2004 were iden-
tified and organized in short treatment protocols called
“bundles’’. A recent update was published in 2013 with
removal of the 24-hour bundle and changes in recommen-
dations for fluids and vasopressor administration based on
recent scientific evidence.

In Spain, a wide national educational program based on
the SSC guidelines (Edusepsis study) was launched in 2006.
It was associated with improved guideline compliance and
lower hospital mortality.> In 2011 a second education pro-
gram was launched to promote the early use of antibiotics
(ABISS-Edusepsis study).

In this issue of Medicina Intensiva Sanchez and
colleagues* analyze the evolution of sepsis-related mortality
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in Spain by comparing two cohorts of patients with severe
sepsis or septic shock treated in 41 Spanish ICUs during
two time periods: the first group (630 patients with data
collected between November-December 2005) was the pre-
intervention group in the Edusepsis study, and the second
group (718 patients with data collected between April-June
2011) was the pre-intervention group in the ABISS-Edusepsis
study. In addition, they examined the association between
compliance with the bundles and in-hospital mortality in
both cohorts. Compliance with resuscitation bundle was sig-
nificantly higher in the 2011 group (5.7% vs. 9.9%) and was
associated to lower risk of mortality [OR 0.60 (0.36-0.99)].
The 2011 group had lower in-hospital mortality (44.0% vs.
32.6%). They conclude that the observed reduction in the
in-hospital mortality rate *‘is attributable to improvements
in early sepsis care including a higher compliance with resus-
citation bundle’’.

The major methodological weakness of this study is the
lack of a control group. Even though various logistic regres-
sion models were developed using the baseline risk factors
available to the investigators, comparing mortality rates
before and after an intervention ignores the underlying
secular trend and may lead to misleading conclusions.® Fur-
thermore, baseline patients’ characteristics were different
regarding location before ICU admission and the source of
infection. A time series analysis would have been helpful to
determine whether the rate of change of mortality changed
significantly once the campaign was introduced. A cluster
randomized trial including hospitals with and without an SSC
program would provide better scientific evidence.
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Several questions arise from the findings of this study:
First, the reduction in mortality was seen with modest
improvements in bundle compliance, which could suggest
that either the interventions included are powerful ele-
ments in decreasing mortality or other factors like earlier
patient identification, better coordination among depart-
ments, or other institutional cultural changes could have
accounted for the mortality benefit. Nevertheless, the bun-
dle implementation process itself could also explain in part
that discrepancy. ‘‘Bundles’’ were described as ‘‘a group of
interventions that, when executed together, result in bet-
ter outcomes than when implemented individually’’. In one
single-center quasi-experimental study with a resuscitation
bundle compliance of 11%, the accomplishment of more than
four out of seven interventions of the bundle was associated
with a significant reduced risk of mortality.® The mortality
has been also found to be lower even if completion of the
bundle was achieved a little beyond the specific time limits.
All these findings suggest that it might not be strictly nec-
essary to complete all the tasks to obtain benefits. Second,
¢how long did the participant ICUs maintain the SSC pro-
gram? A first observational analysis of the international
SSC database showed that the longer a hospital continued
the SSC program, the better its compliance with the bun-
dles, and the lower observed in-hospital mortality.” The
implementation of a national sepsis program in the Nether-
lands during 3.5 years decreased mortality in both sepsis
and non-sepsis patients but only in participating hospitals.?
Finally, the 2011 study group showed statiscally significant
improvements in compliance with the elements of the Early
goal-directed therapy (EGDT). Recent trials addressed to
validate the EGDT strategy in the emergency department
showed no differences in comparison with less invasive
hemodynamic resuscitation protocols, what raises questions
about whether the original study was flawed. However,
recent comprehensive analysis suggest the low mortality
reported in the studies ProCESS, ARISE, and ProMISe might
reflect not only patient selection but also improvements in
care during the last decade.’

Despite the observed decrease in mortality there is
still a room for improvement. The main challenge remains
early recognition and rapid response to patients with sep-
sis. Screening for sepsis in the emergency department and
hospital wards is essential. Integration of clinical assess-
ment, laboratory and microbiological results using clinical
informatics will provide rapid diagnostic and prognostic
information. Biomarkers such as procalcitonin and advanced
PCR/electrospray ionization mass spectrometry are helpful
for early invasive bacterial infection detection and prompt
pathogens identification respectively. In addition, strategies
to reduce ICU delayed transfer such as the setting-up of
Rapid Response Systems (RRS) supported by automated alert
systems should be considered. According to recent research
the National New Early Warning Score which is widely used
by RRSs is more accurate than the qSOFA score for predicting
death and ICU transfer in non-ICU patients with suspected
infection.°

The results of this study should encourage efforts to
implement the SSC revised protocols as a means to improve

outcomes, even if the mechanisms of how change occurred
are still unclear. It makes sense to continue with the quality
improvement strategy based on multifaceted intervention,
powerful educational program, recruitment of multidisci-
plinary leaders, and a database allowing for audit and
feedback.
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