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This book gives an overview of current standards of anaesthesia and intensive 
care in neonates and children.
It is an easy-to-use compilation of several relevant aspects in the acute care of 
neonates, infants and children. The literature is easily accessible so it is written 
in a convenient way to provide an update on the various subjects. Some chapters 
are constructed around conclusions and others around future perspectives. An 
identical approach might have been a more logical choice.
On the one hand, this book gives an impression of several key points in 
paediatric intensive care, anaesthesia and analgesia. On the other hand, the 
actual choice for the various topics seems to be rather arbitrary, whereas each 
subject has its own concern and relevance.
The first part of the book is devoted to intensive care and this section 
summarises different aspects of this field. 
It is hard to understand why scoring systems to assess severity of illness are 
being combined with, for instance, HFO ventilation, non-invasive ventilation 
and long-term home ventilation. From this perspective, it does not contribute 
to standardisation of care. This seems to me one of the major drawbacks of this 
book.
The same holds true for the section on anaesthesia and perioperative medicine. 
This is a combination of subjects on safety and regional anaesthesia. But why is 
there a chapter on single lung ventilation?
So, if you are familiar with paediatric anaesthesia, intensive care and pain, it 
provides a nice update. However, if you are in training as a paediatric intensivist 
or a paediatric anaesthetist, you might look for a book that provides you with a 
more complete overview of the field and that takes the approach by age group.
This book brings you an overview of relevant key points in the Italian intensive 
care community.

A.P. Bos

Pediatric Anesthesia, Intensive Care and Pain: 
Standardization in Clinical Practice
Marinella Astuto (Editor)

B OO  K  R EV  I E W

Springer-Verlag Italia, 2013
200 pages
ISBN 978-88-470-2684-1
e-ISBN 978-88-470-2685-8 (eBook)

Statins inhibit the enzyme HMG-CoA reductase and thereby 
exert their well-known effect on cholesterol metabolism. 
In addition, statins may also exert anti-inflammatory, 
immune-modulating, and antioxidant effects, known as 
pleiotropic effects. The mechanism of action by which statins 
modulate the inflammatory pathways is complex and involves 
increased gene expression of NFκB, lowered expression of 
P-selectin influencing leukocyte-endothelium interaction, 
attenuation of up-regulation of Toll-like receptors and 
subsequent cytokine production, less platelet aggregation 
and less expression of tissue factor, less iNOS expression and 
augmented extracellular adenosine formation.1,2 These effects 
raise the question if statins may play a role in the treatment of 
sepsis patients.
Several animal sepsis models have shown improved outcome 
with statin pre-treatment. It was also demonstrated that mice 
treated with statins six hours after a septic insult had improved 
outcome, although not as good as with statin pre-treatment.3,4 
In addition, there have been several observational studies 
that showed an association between statin treatment 
and improved outcome in humans. The largest of these 
observational studies was a cohort study from a Canadian 
administration database, with almost 70,000 patients.5 There 
are two problems with these studies: First, their observational 
nature makes them prone to bias (for example, patients from 
a higher socioeconomic background are more likely to use 
statins and have a more beneficial prognosis compared with 
patients from a lower socioeconomic background) and second, 
the patients were already on chronic statin treatment and 
therefore no conclusions can be drawn on the acute effects 
of statins in sepsis patients. Over the past few years, several 
small, single-centre acute intervention studies were conducted. 
The ASEPSIS trial had fewer conversions from sepsis to severe 
sepsis in the atorvastatin group,6 and in the HARP study,7 
the simvastatin group suffered less non-pulmonary organ 
dysfunction. However, these studies were too small to be able 
to detect effects on hard endpoints.
In April of this year, Kruger and co-workers published the 
first large, multicentre randomised trial that looked at the 
effect of a statin (atorvastatin) on intensive care patients with 
severe sepsis.8 Patients already on statin therapy were also 
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randomised, which meant that half of chronic statin users had 
to stop their statins. Patients had to be randomised within 48 
hours of the start of their sepsis, and statins were continued for 
14 days. The primary endpoint was the effect on interleukin-6 
levels, as a measure of the immune response. Secondary 
endpoints were C-reactive protein concentrations, sequential 
organ failure assessment scores, intensive care unit (ICU) and 
hospital length of stay, and ICU, hospital, 28-day and 90-day 
mortality. The investigators found no differences between the 
intervention (n=123) and control (n=127) group in the course of 
interleukin (IL)-6 levels. The patients on chronic statin therapy 
had lower IL-6 concentrations, regardless of whether they 
were subsequently randomised to the statin or control group. 
There were no differences in the secondary endpoints between 
the two groups. In subgroup analyses, the patients on chronic 
statin therapy, who were randomised to the intervention group 
(so who continued statin therapy), had a lower 28-day mortality. 
As the survival benefit was only found in patients who were 
already on statins, while their IL-6 was similar to prior statin 
users who were randomised to placebo, these results suggest 
that the value of IL-6 as a marker of the statin effect is limited. 
In conclusion, this study suggests that initiation of statin 
therapy within 48 hours of the start of the SIRS response and 
treatment continued up to day 14 is not beneficial in sepsis 
patients. However, if a patient is already on statin therapy, the 
study suggests that when sepsis develops, continuation of statin 
therapy might be beneficial for the patient. 
Preclinical pharmacodynamic experiments with HMG-CoA 
reductase blockers suggested that it could be the sepsis-wonder 
drug. Animal and observational studies also looked promising; 
however, once again, from evidence obtained in randomised 
prospective studies, the role of statins in sepsis appears to be 
limited. Larger multicentre prospective trials would be needed 
to demonstrate possible beneficial clinical effects and mortality 
advantages with the use of statins in septic patients. For now, 
continuation of statin therapy in a patient with sepsis could be 
recommended.
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