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Take-home message: Children who
received prophylactic probiotics had a
significantly lower incidence of VAP
compared to the control group. On multiple
logistic regression analysis, use of
prophylactic probiotics reduced the duration
of ICU and hospital stays by an average of
2.1 and 3.3 days, respectively, after
adjusting for the other confounders. No
complications due to administration of
probiotics were observed in the study.
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Abstract Purpose: Ventilator as-
sociated pneumonia (VAP) is one of
the most common nosocomial infec-
tions in the pediatric intensive care
unit (PICU). It is associated with in-
creased mortality and prolonged
hospital stay. Several preventive
strategies have been introduced to
reduce VAP. One novel intervention
is prophylactic administration of
probiotics. Studies on the effect of
probiotics on VAP in pediatric
populations are lacking. Meth-
ods: This was an open-label
randomized controlled trial. A total of
150 children no older than 12 years
admitted to the PICU were recruited
from November 2011 to July 2013.
Children who were likely to require
ventilation for more than 48 h were
eligible for inclusion in the study.
Patients were randomized into two
groups after stratification based on
age groups. Children in the interven-
tion group received probiotic
preparation twice a day beginning
from the day of ICU admission till
7 days or discharge from ICU,
whichever was earlier. The control
group did not receive any placebo.
Children were examined daily for
evidence of VAP and were followed
up till discharge from hospital.

Incidence of VAP, duration of hos-
pital stay, and mortality were
compared. Results: Children who
received prophylactic probiotics had a
lower incidence of VAP compared to
the control group (17.1 % in the
probiotics group vs 48.6 % in the
control group, p \ 0.001; 22 per
1,000 ventilated days vs 39 per 1,000
ventilated days, p = 0.02). On mul-
tiple logistic regression analysis, use
of prophylactic probiotics decreased
the incidence of VAP by 77 % and
reduced the duration of ICU and
hospital stays by an average of 2.1
and 3.3 days, respectively, after ad-
justing for the other confounders. No
complications due to administration
of probiotics were observed in the
study. Conclusion: Prophylactic
probiotics administration resulted in
reduction of the incidence of VAP in
critically ill children in a setting
where baseline VAP rates are high.
The intervention was found to be
safe.
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Introduction

Healthcare associated infections (HAI) represent a sig-
nificant problem in the pediatric intensive care unit
(PICU). Patients hospitalized in ICUs are 5–10 times
more likely to acquire nosocomial infections than patients
admitted to general wards [1]. HAI increase the morbidity
and mortality and are associated with prolonged hospital
stay [2]. VAP is one of the most common nosocomial
infections in the PICU [1]. Crude ICU mortality rates in
individuals with VAP have been reported to be 16–94 %
compared to 0.2–51 % in individuals without VAP [3].
Several preventive strategies have been introduced to
reduce VAP. One novel intervention is administration of
prophylactic probiotics which has been well studied in
adults. Probiotics restore non-pathogenic flora that com-
pete with pathogens, modulate local and systemic
immunity, and decrease intestinal permeability and thus
can be beneficial in preventing nosocomial infections in
critically ill patients [4, 5]. The role of the probiotics in
preventing VAP in mechanically ventilated patients is
inconclusive [6, 7]. A recent meta-analysis of probiotic
prophylaxis for prevention of VAP in adults was incon-
clusive, with no observed effect on the prognosis for
mechanically ventilated patients [8, 9]. In another meta-
analysis done by Siempos et al. [10], which included five
randomized controlled trials (RCTs), it was concluded
that probiotics lead to significant reduction in the inci-
dence of VAP. Although use of probiotics in other
childhood conditions like acute infectious diarrhea, an-
tibiotic associated diarrhea, necrotizing enterocolitis, etc.
have been studied [11–13], studies on the effect of pro-
biotics on VAP in pediatric populations are lacking.

Materials and methods

This non-blinded, non-placebo RCT was conducted in a
PICU of a tertiary care teaching hospital from November
2011 to July 2013. The PICU catered for medical patients.
It had 12 beds with 10 ventilators. The nurse to patient ratio
was 1:4. Infectious diseases contributed to the predominant
proportion (60 %) of the ICU admissions and most of the
patients were admitted with severe sepsis. The study was
approved by the institutional ethics committee (SEC
2011/4/85). The trial was also registered with the clinical
trial registry (CTRI/2014/02/004381). Written informed
consent was obtained from the parents prior to inclusion of
the subjects into the study. All children aged 12 years or
less admitted to PICU and who were likely to need me-
chanical ventilation for more than 48 h were recruited. The
decision whether a child would require ventilation for
more than 48 h was made by an experienced pediatric in-
tensive care consultant on the basis of the clinical status
and past experience with similar cases. Children with

underlying immunodeficiency (HIV infected, children on
steroids and other immunosuppressants), children with
paralytic ileus, and children with gastrointestinal bleeding
were excluded. The primary objective was to find out if
prophylactic probiotics decrease the incidence of VAP in
children admitted to the ICU. Assuming the power of the
study as 80 % and 95 % confidence level with incidence of
VAP among controls taken as 40 %, and 50 % expected
reduction in the incidence of VAP as demonstrated in the
study done by Morrow et al. [7], the sample size was es-
timated as 73 for each group using the OpenEpi software.
To allow for 2.5 % attrition in each group due to possible
deaths, the chosen sample size was 75 in each group.

Interventions

Probiotic capsules containing 2 billion CFU of Lacto-
bacillus, 1 billion CFU of Bifidobacterium, and
300 million CFU of Streptococcus thermophilus were
used in this study. One probiotic capsule contained a total
of 3.3 billion CFU of probiotic organisms. Each capsule
contained 700 million CFU of Lactobacillus acidophilus,
400 million CFU of Bifidobacterium longum, 400 million
CFU of Lactobacillus rhamnosus, 300 million CFU of
Lactobacillus plantaris, 300 million CFU of Lactobacillus
casei, 300 million CFU of Lactobacillus bulgaricus,
300 million CFU of Bifidobacterium infantis, 300 million
CFU of Bifidobacterium breve, and 300 million CFU of
Streptococcus thermophilus. One capsule was adminis-
tered twice a day mixed with milk (or 5 ml of 5 %
dextrose solution if enteral feeding had not been started)
and given through a nasogastric tube. A total of 6.6 billion
CFU of probiotic organisms per day was administered to
each child in the probiotic group for the initial 7 days or
till discharge, whichever was earlier (Fig. 1).

Stratification and randomization

All children admitted to PICU during the study period
were screened. Those who satisfied the inclusion criteria
were recruited. Stratification was done on the basis of age
groups (less than 1 year, 1–5 years, and over 5 to
12 years). On the basis of the 5-year data on proportion of
children admitted to ICU according to age (from ICU
statistics of previous 3 years, i.e., 2007–2010), the sizes
of the strata were computed as 70, 40, and 40 children in
the less than 1 year, 1–5 years, and over 5 to 12 year
groups, respectively. Each group was then randomized
into two groups—the probiotics group and the control
group, according to a computer-generated random num-
bers list. Opaque, sealed, serially numbered envelopes
were used for concealment of allotment. Children were
randomized at admission to PICU. Only those who were
expected to require more than 48 h of ventilation based
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on clinical judgement by an experienced person were
randomized (as ventilator associated pneumonia (VAP) is
defined as pneumonia developing more than 48 h after
endotracheal intubation and initiation of mechanical
ventilation [14]).

Clinical parameters like age, gender, indication for
mechanical ventilation, PRISM score, and anthropometry
based on World Health Organization (WHO) standards
were assessed in two groups. The demographic and
clinical characteristics of patients were compared in both
groups. Pediatric risk of mortality (PRISM III) score was
calculated for all children. Risk factors for nosocomial
infections like repeated intubations (at least two intuba-
tions), devices in situ like central venous catheter and
urinary catheter, aspiration events, time taken for ini-
tiation of enteral feeds, and duration of ventilation were
assessed and compared between both groups.

Children allocated to the probiotics group were ad-
ministered probiotic capsules as per the study protocol.

The control group did not receive either probiotics or any
placebo. Patients included in the study were examined
daily for any clinical evidence of VAP. Complete he-
mogram, blood cultures, or tracheal aspirate cultures were
sent every third day or whenever there was clinical sus-
picion of VAP. Patients developing VAP were treated
according to the standard unit protocols. Patients were
followed up till discharge from hospital. Outcome vari-
ables studied in both groups were incidence of VAP,
duration of mechanical ventilation, duration of ICU stay,
duration of hospital stay, and mortality. No changes were
made in the methodology after commencement of the
trial.

Study definitions

Ventilator associated pneumonia (VAP): for the study
purpose, the diagnostic criteria for VAP were modified

Fig. 1 CONSORT diagram of the study
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from those established by the American College of Chest
Physicians [15] as bronchoalveolar lavage, which is
considered as a gold standard in the diagnosis of VAP,
was not feasible.

VAP was defined as a new (developing more than 48 h
after the start of mechanical ventilation or within 48 h of
extubation) or persisting radiographic infiltrate (persisting
radiographically for at least 72 h) that develops in con-
junction with one of the following:

1. Radiographic evidence of pulmonary abscess forma-
tion (i.e., cavitations within pre-existing pulmonary
infiltrates).

2. Two of the following: fever (increase in the core
temperature of at least 1 �C and a core temperature of
above 38.3 �C), leukocytosis (25 % increase in circu-
lating leukocytes from baseline/a leukocyte count of
greater than 10,000/mm3), and purulent tracheal aspi-
rate [Gram’s stain showed more than 25 neutrophils
per high-power field (9400 magnification)].

3. A positive blood or pleural fluid culture with the
microorganisms recovered from blood or pleural fluid

cultures being identical to the organisms recovered
from cultures of respiratory secretions (tracheal aspi-
rates). Blood and pleural fluid cultures had to be
obtained within a period of 48 h before or after the
clinical suspicion of VAP.

Results

Baseline characteristics of both probiotics and control
groups were comparable and no significant difference was
observed between any parameter in the two groups
(p [ 0.05) (Table 1). The mean age of children in the
probiotics group was 2.9 ± 3.41 years and that in the
control group was 2.93 ± 3.77 years, which was com-
parable. Indications for mechanical ventilation and
clinical diagnosis at admission to ICU were also compa-
rable between the two groups. There were no refusals of
consent for participation in the study. Due informed
consent was obtained without coercion from all parents of
the children included in the study.

Table 1 Comparison of
baseline characteristics between
the two groups

Patient characteristics Probiotics group (n = 75) Control group (n = 75)

Age (in years) (mean ± SD) 2.9 ± 3.41 2.93 ± 3.77
Gender
Male/female 48 (64 %):27 (36 %) 43 (57.3 %):32 (42.7 %)

PRISM score (mean ± SD) 11.61 ± 5.63 11.25 ± 6.58
Weight for height Z scores (children [1 month)
Normal 23 (30.6 %) 21 (28 %)
Between -1 and -2 SD 15 (20 %) 12 (16 %)
Between -2 and -3 SD 13 (17.3 %) 15 (20 %)
Below -3 SD 8 (10.7 %) 12 (16 %)

Gestational maturity (children B1 month)
Term 13 (17.3 %) 12 (16 %)
Preterm 3 (4 %) 3 (4 %)
System involved
Neurologic 32 (42.7 %) 32 (42.7 %)
Respiratory 15 (20 %) 14 (18.7 %)
Sepsis 18 (24 %) 19 (25.3 %)
Cardiac 4 (5.3 %) 3 (4 %)
Renal 1 (1.3 %) 2 (2.7 %)
Gastrointestinal 3 (4 %) 1 (1.3 %)
Poisoning 2 (2.7 %) 4 (5.3 %)

Diagnosis
Septic shock 15 (20 %) 9 (12 %)
Intracranial infection 16 (21.3 %) 17 (22.7 %)
Pneumonia 15 (20 %) 13 (17.3 %)
Intracranial bleed 6 (8 %) 6 (8 %)
Status epilepticus 3 (4 %) 2 (2.7 %)
Hypoxic ischemic encephalopathy 3 (4 %) 6 (8 %)
Neonatal sepsis 3 (4 %) 6 (8 %)
Miscellaneous 14 (18.7 %) 16 (21 %)

Indication for ventilation
Respiratory failure 31 (41.3 %) 34 (45.3 %)
Coma 31 (41.3 %) 30 (40 %)
Shock 9 (12 %) 7 (9.3 %)
Cardiac arrest 4 (5.3 %) 4 (5.3 %)

All data are expressed as frequencies and percentages unless mentioned otherwise
p value less than 0.05 is considered significant
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Children in the probiotics group had significantly
lower incidence of VAP compared to the control group.
Twelve children (17.1 %) in the probiotics group had
VAP and 35 children (48.6 %) in the control group had
acquired VAP (p \ 0.001). The VAP rates were also
significantly lower in the probiotics group compared to
the control group (22 per 1,000 ventilated days vs 39 per
1,000 ventilated days, p = 0.02). Mean duration of ICU
stay in the probiotics group was 7.7 days compared to
12.54 days in the control group (p \ 0.001). Mean dura-
tion of hospital stay was 13.13 days in the probiotics
group and 19.17 days in the control group (p = 0.001).
There was no statistically significant difference in mor-
tality between the two groups (p = 0.407). Mean duration
of ventilation in the probiotics group was 6.24 days
compared to 10.35 days in the control group (p = 0.001).
The control group had higher colonization rates with
potentially pathogenic organisms than the probiotics
group (34.3 % patients in the probiotics group vs 51.4 %
patients in the control group). Colonization rates with
pathogenic Klebsiella and Pseudomonas was significantly
reduced in the probiotics group compared to the control
group. Probiotics showed significant reduction of VAP
caused by Klebsiella (4.2 % in the probiotics group vs

19.4 % in the control group, p = 0.01) and Pseudomonas
(4.2 % in the probiotics group vs 16.7 % in the control
group, p = 0.03).

Risk factors for nosocomial infections were compared
between the two groups and are shown in Table 2. There
was a statistically significant higher number of children
needing repeated intubations in the control group
(p = 0.027). Re-intubation was done for indications like
tube displacement, tube blockage, extubation failure due
to poor sensorium, failure to maintain airway, or VAP. A
greater number of children in the control group had pro-
longed central venous catheters in situ (more than 7 days)
compared to children in the probiotics group (26.6 vs
10.6 %, p = 0.021). A total of 37 % (n = 26) children in
the probiotic group required ventilation for more than
7 days as compared to 67 % (n = 48) children in the
control group. Mean duration of ventilation in the probi-
otics group at the end of 7 days was 5.05 ± 2.15 days
compared to 6.17 ± 2.14 days in the control group
(p = 0.001). Other risk factors for nosocomial infections
like aspiration of feeds, time to initiation of enteral feeds,
parenteral nutrition, urinary catheterization, interventions,
and antibiotic usage were comparable between the two
groups (Table 2).

Table 2 Comparison of risk
factors for nosocomial
infections

Risk factors Probiotics
group
(n = 75)

Control
group
(n = 75)

p value

No. of patients requiring C2 intubations 14 (18.7 %) 27 (36 %) 0.027*
Aspiration 2 (2.7 %) 4 (5.4 %) 0.670
Delayed initiation of feeds ([2 days) 14 (18.6 %) 17 (22.6 %) 0.686
Parenteral nutrition 1 (1.3 %) 3 (4 %) 0.612
Presence of central line 62 (82.6 %) 57 (76 %) 0.172
Prolonged indwelling central catheter ([7 days) 8 (10.6 %) 20 (26.6 %) 0.021*
Urinary catheterization 69 (92 %) 65 (86.6 %) 0.427
Procedures/intervention 35 (46.7 %) 33 (44 %) 0.869
Antibiotics prior to admission 68 (90.7 %) 66 (88 %) 0.791
Duration of ventilation at the end of 7 days (mean ± SD) 5.05 ± 2.15 6.17 ± 2.14 0.001*

All data are expressed as frequencies and percentages unless mentioned otherwise
* p value less than 0.05 is considered significant

Table 3 Comparison of
outcome variables (univariate
analysis)

Variable Probiotics
group
(n = 70)

Control
group
(n = 72)

p value

Incidence of VAP 12 (17.1 %) 35 (48.6 %) \0.001*
VAP rates (per 1,000 ventilated days) 22 39 0.02
Duration of ICU stay (mean ± SD) 7.7 ± 4.60 12.54 ± 9.91 \0.001*
Duration of hospital stay (mean ± SD) 13.13 ± 7.71 19.17 ± 13.51 0.001*
Duration of mechanical ventilation (mean ± SD) 6.24 ± 3.24 10.35 ± 8.87 0.001*
Mortality 17 (24.2 %) 23 (31.9 %) 0.407
Colonization rates 24 (34.3 %) 37 (51.4 %) 0.058
Mortality due to VAP 1 (1.4 %) 3 (4.2 %) 0.641

* p value less than 0.05 is considered significant
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Multiple logistic regression analysis was done to
overcome the effects of these confounding variables. In-
cidence of VAP was still found to be significantly lower
in the probiotics group (Table 4) with adjusted relative
risk of 0.227 (95 % CI 0.068–0.755). Probiotics decreased
the duration of mechanical ventilation by a mean of
1.7 days, duration of ICU stay by a mean of 2.1 days, and
duration of hospital stay by a mean of 3.3 days. In the
logistic regression, we used the variable ‘duration of
ventilation at the end of 7 days’. We presumed that the
effect of probiotic, if any, on the development of VAP
will be best demonstrated in these 7 days (during which
time it was administered to the child). We did not use
total duration of ventilation as mechanical ventilation
beyond 7 days by itself could be the effect rather than the
risk factor for VAP.

Seventeen patients (24.3 %) died out of total 70 pa-
tients in the probiotics group and 23 patients (31.9 %)
died out of total 72 patients in the control group (Table 3),
but this difference was not statistically significant
(p = 0.407). There were no adverse effects of the inter-
vention in this study.

Discussion

This study mainly focused on evaluating the effect of
probiotics on the incidence of VAP in pediatric ICU
where studies are lacking. Although Honeycutt et al. [16]
conducted a study on critically ill children in PICU at a
children’s hospital in North Carolina, that study was
prematurely terminated because of safety concerns and
lack of benefit in interim analysis.

Micro-aspiration of the pathogenic gram-positive and
gram-negative bacteria, colonized on the oropharynx and
gastrointestinal tract, is the main route of acquisition of
VAP [17]. Also in a mechanically ventilated patient,
bacterial adherence to the orotracheal mucosa is fa-
cilitated by reduced mucosal IgA, denuded mucous
membranes, elevated airway pH, and increased number of
airway receptors for bacteria [18]. Critical illness is often
associated with significant proximal gut overgrowth of
enteric organisms and alterations in intestinal barrier
function predisposing to bacterial translocation across the
gut resulting in sepsis [19].

Increased colonization by pathogenic organisms and
hence systemic invasion can occur with breakdown of
gut microflora which normally prevent colonization by
these pathogens [20]. The ‘gut origin of sepsis’ hy-
pothesis states that breakdown of the gut barrier appears
to play a key role in the pathogenesis of sepsis and
multiple organ dysfunction syndrome (MODS) [19].
Preventing carriage of potentially pathogenic microor-
ganisms from the aero-digestive tract is an effective
infection control strategy to reduce the occurrence of

nosocomial infections in ICU. Therein lies the role of
probiotics.

Probiotics are assumed to modulate the gut microbiota
through several mechanisms—production of antimicro-
bial substances, competition for adhesion receptors,
enhancing mucosal integrity, competition for nutrients,
immunomodulatory properties of probiotics [4, 5], and
stimulating the production of IgA by B cells [5]. Previous
studies have proved that probiotics reduce the nasal and
oropharyngeal colonization of pathogenic bacteria [21,
22] especially Pseudomonas aeruginosa [23].

There is a theoretical concern that probiotic strains
may inhibit each other when given as a mixture. But
in vitro studies have proved that a probiotic mixture is
more effective at inhibiting pathogens than its component
species given alone when tested at approximately equal
concentrations [24].

There were no adverse effects of the intervention in
this study. Probiotics are classified as generally regarded
as safe (GRAS) by the Food and Agriculture Organization
of the United Nations(FAO)/WHO. Studies in children
have also found probiotics to be safe and beneficial [25,
26]. Several studies on probiotics have been conducted in
preterm infants with no reported side effects [27–29]. The
proposed theoretical risks, such as transmigration of
probiotic organisms leading to probiotic induced sepsis,
potential for antibiotic resistance transfer within the gas-
trointestinal tract from commensal or probiotic bacteria to
other bacteria or potential pathogens [30], have not been
found in the studies. Probiotics have been declared safe,
even in immunocompromised populations such as pre-
mature neonates [31].

In this study, the probiotic group had a significant re-
duction in the incidence of VAP compared to the control
group. This was comparable to those in previous studies
[7, 32]. Multiple logistic regression analysis showed that
probiotics decrease the risk of acquiring VAP by 77 %.
The incidence of VAP was high in our study population.
This could also be attributed to differences in diagnostic
methods used for VAP. This study used modified Amer-
ican College of Chest Physicians’ criteria for VAP which
included both clinical and microbiological criteria but
quantitative culture was not a prerequisite for the diag-
nosis. Many other studies have used microbiologically
confirmed VAP (quantitative bronchoalveolar lavage
culture with at least 104 CFU/ml). There was a significant
reduction in the incidence of VAP caused by Klebsiella
and Pseudomonas in the probiotics group which was
similar to the observations in adult patients [7, 23]. Du-
ration of ventilation was significantly longer in the control
group as compared to the probiotic group. It may argued
that this may serve as risk factor for VAP by itself. But we
found that on analysis of duration of ventilation at the end
of 7 days (during which the probiotic group received
probiotics), the probiotic group had a significantly shorter
duration of ventilation (Table 2). Differences in need for
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repeated intubations, duration of ventilation, duration of
ICU stay, and duration of central line could have been due
to the significantly higher incidence of VAP in the control
group. Multiple logistic regression was done including
these possible confounders in the model. Probiotic use had
a significant individual impact in reducing the incidence of
VAP (Table 4).

Children in the probiotics group had a shorter dura-
tion of ICU stay and shorter duration of hospital stay,
even after adjusting for the other confounders on the
multiple logistic regression analysis. Previous studies in
adults were not able to show a significant reduction in
the duration of ICU and hospital stay [6, 10]. A recent
meta-analysis of studies on the role of probiotics in VAP
in adults concludes that probiotic prophylaxis in pre-
vention of VAP is inconclusive [8]. One reason for this
difference between adults and children could be the
variable effects of probiotics on the microbiota in the
gut. It is a well-known fact that the microflora of the
child’s gut is dynamic and attains a composition similar
to that of the adult only at 2 years of age [33]. Use of
probiotics also resulted in a reduced duration of me-
chanical ventilation by 1.7 days. But probiotics had
failed to show any effect on mortality. The study was
not adequately powered for finding differences in mor-
tality. There were no refusal of consent for participation
in the study. Cultural differences among different
populations may be a reason for the high degree of
participation.

The merits of our study include a large sample size
adequately powered to assess the primary outcome, i.e.,
the effect of probiotics on VAP. This was the first
study to examine the role of probiotics on VAP in
critically ill children. Despite this the study is not
without limitations. First, this study was conducted as
an open-label trial. The non-blinded design could have
given room for bias, but meticulous efforts were taken
to overcome any potential bias. The sample size meant
that the study was not powered enough to analyze the
secondary outcome parameters. These data come from a
single center and cannot be extrapolated to entire ICU

populations. Hence further large multicenter trials
would be needed.

Conclusions

Use of probiotics was associated with a significant re-
duction in the incidence of VAP especially in a setting
where baseline VAP rates are high. It was also found to
be safe. Although the costs were not evaluated in the
study, it is likely that the reduction in duration of ven-
tilation, ICU stay, and hospital stay associated with the
use of probiotic therapy would be associated with sig-
nificant cost savings in a setting where baseline VAP
rates are high. In this era of increasing incidence of
nosocomial infections and antimicrobial resistance,
rather than pursuit of newer antibiotics, search for novel
non-antibiotic strategies like probiotics for prevention of
nosocomial infections would be more fruitful. Thus its
routine use as a prophylaxis for VAP in critically ill
children can be advocated. Though the cost of probiotics
remains a concern, this study indirectly proves that it is
a cost effective measure as it reduces expenses by re-
ducing duration of ICU and hospital stays. However,
larger multicenter trials, with cost-effectiveness analysis,
are needed in different settings to further establish the
efficacy of probiotics.
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Table 4 Comparison of outcome variables (logistic regression analysis)

Variable Exp(B) 95 % CI for exp(B) p value

Lower Upper

Probiotics group 0.227 0.068 0.755 0.016*
Control group Ref
C2 Intubations 11.336 3.190 40.285 \0.001*
\2 Intubations Ref
Prolonged indwelling central catheter ([7 days) 0.937 0.240 3.657 0.925
Indwelling central catheter for B7 days Ref
Duration of ventilation at the end of 7 days 0.356 0.217 0.585 \0.001*

683



References

1. Lodha R, Natchu UC, Nanda M et al
(2001) Nosocomial infections in
pediatric intensive care units. Indian J
Pediatr 68:1063–1070

2. Girou E, Stephan F, Novara A et al
(1998) Risk factors and outcome of
nosocomial infections: results of a
matched case-control study of ICU
patients. Am J Respir Crit Care Med
157:1151–1158. doi:
10.1164/ajrccm.157.4.9701129

3. Arabi Y, Al-Shirawi N, Memish Z,
Anzueto A (2008) Ventilator-associated
pneumonia in adults in developing
countries: a systematic review. Int J
Infect Dis 12:505–512. doi:
10.1016/j.ijid.2008.02.010

4. Fuller R (1991) Probiotics in human
medicine. Gut 32:439–442

5. Gourbeyre P, Denery S, Bodinier M
(2011) Probiotics, prebiotics, and
synbiotics: impact on the gut immune
system and allergic reactions. J Leukoc
Biol 89:685–695. doi:
10.1189/jlb.1109753

6. Barraud D, Blard C, Hein F et al (2010)
Probiotics in the critically ill patient: a
double blind, randomized, placebo-
controlled trial. Intensive Care Med
36:1540–1547. doi:
10.1007/s00134-010-1927-0

7. Morrow LE, Kollef MH, Casale TB
(2010) Probiotic prophylaxis of
ventilator-associated pneumonia: a
blinded, randomized, controlled trial.
Am J Respir Crit Care Med
182:1058–1064. doi:
10.1164/rccm.200912-1853OC

8. Wang J, Liu K, Ariani F et al (2013)
Probiotics for preventing ventilator-
associated pneumonia: a systematic
review and meta-analysis of high-
quality randomized controlled trials.
PLoS One 8:e83934. doi:
10.1371/journal.pone.0083934

9. Bo L, Li J, Tao T et al (2014) Probiotics
for preventing ventilator-associated
pneumonia. Cochrane Database Syst
Rev 10:CD009066. doi:
10.1002/14651858.CD009066.pub2

10. Siempos II, Ntaidou TK, Falagas ME
(2010) Impact of the administration of
probiotics on the incidence of
ventilator-associated pneumonia: a
meta-analysis of randomized controlled
trials. Crit Care Med 38:954–962. doi:
10.1097/CCM.0b013e3181c8fe4b

11. Allen SJ, Martinez EG, Gregorio GV,
Dans LF (2010) Probiotics for treating
acute infectious diarrhoea. Cochrane
Database Syst Rev 10:CD003048. doi:
10.1002/14651858.CD003048.pub3

12. Johnston BC, Goldenberg JZ, Vandvik
PO et al (2011) Probiotics for the
prevention of pediatric antibiotic-
associated diarrhea. Cochrane Database
Syst Rev 9:CD004827. doi:
10.1002/14651858.CD004827.pub3

13. Robinson J (2014) Cochrane in context:
probiotics for prevention of necrotizing
enterocolitis in preterm infants. Evid
Based Child Health 9:672–674. doi:
10.1002/ebch.1977

14. American Thoracic Society (1996)
Hospital-acquired pneumonia in adults:
diagnosis, assessment of severity, initial
antimicrobial therapy, and preventive
strategies. A consensus statement,
American Thoracic Society, November
1995. Am J Respir Crit Care Med
153:1711–1725.
10.1164/ajrccm.153.5.8630626

15. Kollef MH, Sherman G, Ward S, Fraser
VJ (1999) Inadequate antimicrobial
treatment of infections: a risk factor for
hospital mortality among critically ill
patients. Chest 115:462–474

16. Honeycutt TCB, El Khashab M,
Wardrop RM 3rd et al (2007) Probiotic
administration and the incidence of
nosocomial infection in pediatric
intensive care: a randomized placebo-
controlled trial. Pediatr Crit Care Med
8:452–458. doi:
10.1097/01.PCC.0000282176.41134.E6
(quiz 464)

17. Nseir S, Zerimech F, Jaillette E et al
(2011) Microaspiration in intubated
critically ill patients: diagnosis and
prevention. Infect Disord Drug Targets
11:413–423

18. Safdar N, Crnich CJ, Maki DG (2005)
The pathogenesis of ventilator-
associated pneumonia: its relevance to
developing effective strategies for
prevention. Respir Care 50:725–739
(discussion 739–741)

19. MacFie J, O’Boyle C, Mitchell CJ et al
(1999) Gut origin of sepsis: a
prospective study investigating
associations between bacterial
translocation, gastric microflora, and
septic morbidity. Gut 45:223–228

20. MacFie J (2004) Current status of
bacterial translocation as a cause of
surgical sepsis. Br Med Bull 71:1–11.
doi:10.1093/bmb/ldh029

21. McNaught CE, Woodcock NP,
Anderson ADG, MacFie J (2005) A
prospective randomised trial of
probiotics in critically ill patients. Clin
Nutr Edinb Scotl 24:211–219. doi:
10.1016/j.clnu.2004.08.008

22. Glück U, Gebbers J-O (2003) Ingested
probiotics reduce nasal colonization
with pathogenic bacteria
(Staphylococcus aureus, Streptococcus
pneumoniae, and beta-hemolytic
streptococci). Am J Clin Nutr
77:517–520

23. Forestier C, Guelon D, Cluytens V et al
(2008) Oral probiotic and prevention of
Pseudomonas aeruginosa infections: a
randomized, double-blind, placebo-
controlled pilot study in intensive care
unit patients. Crit Care Lond Engl
12:R69. doi:10.1186/cc6907

24. Chapman CMC, Gibson GR, Rowland I
(2012) In vitro evaluation of single- and
multi-strain probiotics: inter-species
inhibition between probiotic strains,
and inhibition of pathogens. Anaerobe
18:405–413. doi:
10.1016/j.anaerobe.2012.05.004

25. Simakachorn N, Bibiloni R, Yimyaem
P et al (2011) Tolerance, safety, and
effect on the faecal microbiota of an
enteral formula supplemented with pre-
and probiotics in critically ill children.
J Pediatr Gastroenterol Nutr
53:174–181. doi:
10.1097/MPG.0b013e318216f1ec

26. Srinivasan R, Meyer R, Padmanabhan
R, Britto J (2006) Clinical safety of
Lactobacillus casei shirota as a
probiotic in critically ill children.
J Pediatr Gastroenterol Nutr
42:171–173. doi:
10.1097/01.mpg.0000189335.62397.cf
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