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Abstract/ Executive Summary

Ventilator Associated Pneumoniae (VAP) is a common hospital acquired pneumoniae in ICU
patients. Patients with pneumoniae after 48 hours of mechanical ventilation is considered VAP.
INICC found that VAP rates between 2003 to 2008, 2004 to 2009 and 2012 to 2017 as 13.6,
15.8 and 14.1 per 1000 episodes. VAP can be two types, early onset VAP and late onset VAP.
The most common pathogens include Acinetobacter baumannii, Pseudomonas Aeruginosa and
Klebsiella pneumoniae. Risk factors that increase the mortality of VAP are age, gender,
increased in mechanical ventilation, disorder of consciousness, burns, comorbidities, prior
antibiotic therapy, invasive operation, gene polymorphism and others. Blind bronchial
sampling is used to collect endotracheal aspirates for identification and antibiotic susceptibility.
Treatment protocol uses antibiotic therapy depend on the pathogens and their AST. For early
onset VAP, cephalosporin (cefotaxime or ceftriaxone), a fluoroquinolone, or piperacillin-
tazobactam and for late onset VAP, ceftazidime, ciprofloxacin, meropenem, and piperacillin-

tazobactam.

Keywords: Ventilator Associated Pneumoniae; mechanical ventilation; endotracheal

aspirates; antibiotic susceptibility; antibiotic therapy
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Chapter 1

Introduction

Ventilator Associated Pneumoniae (VAP) is a common nosocomial disease considered fatal to
the critical care(Modi & Kovacs, 2020). VAP is pneumonia that is very common ICU-borne
infection, ranging in occurrence from 11% to 57.14%(Kepekci, 2020). Most common form of
infectious complication and mortality among patients in the intensive care unit (ICU) (Gursel
& Demirtas, 2006).Without intubation, incidence of pneumonia in 48 hours more after
admission is considered hospital acquired/ nosocomial pneumonia (HAP) based on the
Infectious Diseases Society of America / American thoracic society (IDSA/ATS) guidelines
(2016). Contamination of natural flora through aspiration of gastric or oropharyngeal contents
are important for the pathogenesis where oropharynx is the main source for contamination.
Further, the continual aspiration of subglottic secretion may also be a cause of VAP as seen in
two randomized trails(Bonten et al., 2004). An HAP that occurred after endotracheal
intubation for more than 48-72hours is VAP (Bonten et al., 2004). In hospitals around the
world, Ventilator-associated pneumonia (VAP) is an important reason of mortality and
antimicrobial consumption (Khurana et al., 2017). In Pediatric Intensive Care Units (PICU) ,
it is the most often caused infection and has a pooled cumulative incidence of 22.8%, hence
remained a large cause of morbidity and mortality with high health care related costs (Osman
et al., 2020) . 8-28% patients with mechanical ventilation (MV) have VAP complications over
time. While infections that are related to organs like urinary tract and skin have a low mortality
of 1-4%, VAP mortality rates that range from 24-50% and even as high as 76% in some cases
with high infection causing pathogens. The most common organisms involved with VAP

include Staphylococcus aureus , Pseudomonas aeruginosa , Acinetobacter baumannii, and



Klebsiella pneumoniae. but other factors like amount of patients in ICU, population, length of

stay and previous exposure to antimicrobial therapy can also affect (Chastre & Fagon, 2002).



Chapter 2

Prevalence

VAP occurs in 9-27% of mechanically ventilated patient with a mortality rate of 9%. It
increases with the number of ICU and duration of stay (Hunter, 2012). VAP mortality rate is
between 27 and 76% (Bonten et al., 2004). In the first 5 days the risk is highest during
ventilation and has a mean duration of 3.3 days from intubation to the development of the
disease (Ashok et al., 2014). With 724 adults, an Italian study showed that there is a 5%
increase in incidence from Day 1 of ventilation and this only increases to 69% at the 30th day
from receiving ventilation (Bonten et al., 2004). Between March 2011 and March 2012, reports
state that a total of 1873 patients were enrolled in 56states in US alone with 502 in 18 sites,
Europe (495 at 14), Latin America (500 at 14), and Asia Pacific (376 at 10) (D. S. Xie et al.,

2011).

International Nosocomial Infection Control Consortium (INICC) conducted surveillance study
showed that from January 2004 through December 2009, the intensive care units (ICUs) of 36
countries in Latin America, Asia, Africa, and Europe had overall rate of 15.8 per 1,000
ventilator-days and a crude unadjusted excess mortalities of 15.2% for ventilator- associated
pneumonia (Victor D. Rosenthal et al., 2012). From January 2003 through December 2008 in
173 intensive care units (ICUs) in Latin America, Asia, Africa, and Europe, overall rate of
ventilator-associated pneumonia (VAP) was 13.6 per 1000 ventilator-days (Victor D.

Rosenthal et al., 2010).

Between March 2011 and March 2012, reports state that a total of 1873 patients were enrolled
in 56states in US alone with 502 in 18 sites, Europe (495 at 14), Latin America (500 at 14),
and Asia Pacific (376 at 10). Centers for Disease Control and Prevention (CDC) stated that in

US, there are a mean rate of 3.6 cases of VAP per 1000 ventilator days in ICU. A data from



International Nosocomial Infection Control Consortium surveillance study stated that the cases
in developing countries maybe as high as 16.8 cases per 1000 ventilator days (R. Khan et al.,

2016).

From January 2012 to December 2017 in 523 intensive care units (ICUs) in 45 countries from
Latin America, Europe, Eastern Mediterranean, Southeast Asia, and Western Pacific, data from
INICC ICU and CDC-NHSN ICU reported the ventilator-associated pneumonia rate were 14.1
and 0.9 per 1,000 ventilator-days. Although INICC ICU showed a higher rate compared with
CDC-NHSN ICU (Victor Daniel Rosenthal et al., 2020). It can be seen that the report between
2012 to 2017 showed a higher VAP rate per episode. In a US survey done in 2014. VAP and
HAP (hospital acquired pneumonia) take up 22% of disease contracted from hospital as shown

in 183 US hospitals (Modi & Kovacs, 2020).

Table 1 VAP rates per episode in different countries in Asia

Country Study design | Type of ICU Criteria | VAP rate - | Reference
to episodes per
diagnose | 1000
ventilation
India Prospective MICU and CDC 14.35t08.1 | (I. D. Khan et al.,
study CCuU 2017)
India Prospective Neurosurgery | CDC 11.9 (Khurana et al.,
study and 2017)
Polytrauma
Bangladesh | Prospective CCU CDC 35.73 (Mallick et al.,,
cohort 2015)
Thailand Prospective SICU CPIS 6.31t02.8 (Chittawatanarat et
study al., 2014)
Thailand Surveillance ICU (N/A) 12.6-13.6 (Reechaipichitkul
study etal., 2013)




Nepal Prospective MICU and CDC 21.4 (Parajuli et al.,
study SICU 2017)
Kuwait Prospective (N/A) CDC 4 (Al-Mousa et al.,
surveillance 2016)
study
South Korea | Retrospective | Cancer ICU (N/A) 2.13 (Park et al., 2014)
study
Pakistan (N/A) Medical and (N/A) 26 (Noor & Hussain,
surgical 2005)
Saudi Arabia | (N/A) Medical (N/A) 16.8 (Memish et al,
surgery 2000)
Japan Cohort study | Medical and (NNIS) 6.5 (Suka et al., 2014)
surgical
China Prospective (N/A) (N/A) 4.5 (J. Xie et al., 2018)

study

(N/A) means no usable data found. Abbreviations used: ICU- Intensive Care Unit; MICU-Medical Intensive Care

Unit; CCU- Critical Care Unit; CDC-Centers of Disease Control and Prevention; SICU- Surgical Intensive Care

Unit; NNIS- National Nosocomial Infection.




Chapter 3

Infectious agents and Antibiotic Susceptibility

There are two classifications of the disease. In the first four days of intubation and mechanical
ventilation if the patient is found to have VAP then it is an early onset pneumonia and
commonly caused by bacteria that are antibiotic sensitive. Multidrug resistant pathogen usually
causes the late onset pneumonia which happens after four days. Early onset pneumonia is
usually caused by antibiotic sensitive bacteria such as Haemophilus spp, streptococci including
Streptococcus pneumoniae, and methicillin sensitive Staphylococcus aureus. The late onset
pneumonia is typically caused by MDR bacteria such as Pseudomonas aeruginosa,
Acinetobacter spp, and methicillin resistant S aureus (Hunter, 2012). In early onset VAP,
S.aureus is very common compared with late onset VAP while MRSA isolates are more
common in late onset VAP compared with early onset. Late onset VAP patients have the higher
chances of being infected with Gram-negative bacilli. Although, some studies found no
significant differences for specific pathogens like P. aeruginosa or A. baumannii. It is same for
MDR pathogens when comparing early-onset versus late- onset VAP (Restrepo et al., 2013).
Enterobacteriaceae  (66.66%), P. aeruginosa 1 (6.67%), S. aureus (20%), and
Coagulase-negative staphylococci (CONS) (6.67%) were early onset and non-fermenters
(50%) including Pseudomonas spp. (15.62%), Burkholderia spp (3.13%), Acinetobacter spp.
10 (31.25%), Enterobacteriaceae 13 (40.61%), S. aureus (3.13%), Enterococcus spp. (3.13%),
and Candida spp. (3.13%) were common in late onset of VAP in this study (Mahapatra et al,

2019).

3.1 Pathogens

Most of the VAP occurrence were caused by Gram-negative bacilli taking in 41-92% of the

VAP episodes. Of them, Pseudomonas Aeruginosa made up the most. Some reports showed



Candida spp isolates (Arabi et al., 2008). In one study, the common organisms isolated where
Klebsiella pneumonia (16%), Eschereria coli (8.3%), Pseudomonas aeruginosa (2.7%),
Citrobacter (2.7%), Coagulase negative Staphylococcus aureus (2.7%). Imipenem and
cefeperazone+sulbactum sensitive and ampicillin resistant gram negatives were isolated as well
as cefoxitin sensitive gram positives were isolated. The presence of ESBL in the study was

5.5% (Akhtar et al., 2020).

The main organisms related to the increased rate of mortality in VAP are Pseudomonas or
Acinetobacter spp with high mortality risks. In the study conducted, Pseudomonas aeruginosa
was seen to take up the highest, causing 22.9% of the infection. There were Klebsiella
pneumonia and E. Coli and Pseudomonas Aeruginosa had a significant higher infection in VAP
group. (Bonten et al., 2004) In a retrospective study using 49 patients, it was seen that most
patients who were isolated with Klebsiella spp, died. Enterobacter spp and Psuedomonas
Aeruginosa had a 80% and 70,6% mortality rate respectfully while only one patient had an

isolation of Staphylococcus aureus (Kepekci, 2020).

VAP caused by Enterobacteriaceae among elderly patients are Escherichia coli and Klebsiella
species. No difference was found with high-risk pathogens or polymicrobial pneumonia
compared with middle aged patients. Pseudomonas aeruginosa and Acinetobacter baumannii
had no significant difference. For old and very elder patients, Enterobacteriaceae, E. coli and
Klebsiella species seem to cause the most VAP, especially E. coli which has been found to
significantly cause VAP following aspiration. Other literatures showed that Gram negative
bacteria are responsible for 34.1% of pneumonia in patients above 65 years old and 20.5% in

patients under 65 years age (Blot et al., 2014).

In burn patients, it’s found that microorganisms like Staphylococcus aureus, methicillin-

resistant S. aureus (MRSA), Pseudomonas Aeruginosa , and Acinetobacter baumannii (AB)



accounted for the majority of organ- isms causing VAP. In the first week, S. aureus was the

most common while after 2 weeks, P. Aeruginosa, A. baumannii, and MRSA were the most

commonly cultured organisms. P. Aeruginosa and A. baumannii combined accounted for

nearly 20% of the VAP in the first 2 weeks (Sen et al., 2016).

In the study conducted with 49 patients, it was seen that VAP patients had a longer ICU stay

and it was found that five different microorganisms were causing VAP in the ICU, of which

Pseudomonas aeruginosa was the most common (Kepekci, 2020). Prospective cohert study in

china found that the most common isolates from VAP patients were gram negative bacteria

(72.7%), gram positive bacteria (15.3%) and fungi(12.0%). The common pathogens were

Pseudo-monas aeruginosa and Acinetobacter baumannii then Staphylococcus aureus and

Stenotrophomonas maltophilia (D. S. Xie et al., 2011).

Table 2 VAP causing pathogens and their resistance to antibiotics

Organism

Resistance

Reference

Acinetobacter baumannii

Imipenem, meropenem,
piperacillin, tazobactam,
amikacin, ciprofloxacin,

ceftazidime

(Victor D. Rosenthal et al.,
2012) (But et al., 2017)(D. S.
Xie et al, 2011) (Ashoka

Mahapatra, Das, 2019)

Klebsiella Pneumonia

Ceftriaxone, ceftazidime,
Imipenem, meropenem,

ertapenem, ampicillin

(Victor D. Rosenthal et al.,

2012) (Yan et al., 2016)




Pseudomonas Aeruginosa

Fluoroquinolones, Piperacillin,
piperacillin-tazobactam,
Amikacin, ciprofloxacin,

ceftazidime, colistin

(Victor D. Rosenthal et al.,
2012) (But et al., 2017) (D. S.

Xie etal., 2011)

Escherichia Coli

Ceftriaxone, ceftazidime,
Imipenem, meropenem,

ertapenem, Fluoroquinolones

(Victor D. Rosenthal et al.,

2012)

Staphylococcus Aureus

Oxacillin, Methicillin

(Victor D. Rosenthal et al.,

2012) (D. S. Xie et al., 2011)

(Ashoka  Mahapatra, Das,
2019)

Enterobacteriaceae Ampicillin, (Ashoka  Mahapatra, Das,
2019)

Extended spectrum beta-

lactamases (ESBL)

Ampicillin, ampicillin-
sulbactam, cefazolin,
ceftriaxone, aztreonam,

Imipenem, Ertapenem

(Yanetal., 2016)

3. 2 Antibiotic Susceptibility of VAP causing pathogens.

Studies show that the resistance in VAP for the following organisms are Acinetobacter

baumannii for Imipenem or meropenem ( 66.3%) , Klebsiella pneumoniae for Ceftriaxone or

ceftazidime (68.9%) and Imipenem, meropenem, or ertapenem (7%),

Pseudomonas

aeruginosa for Fluoroquinolones (46.2%), Piperacillin or piperacillin-tazobactam (40.2%),




Amikacin (28.3%), Imipenem or meropenem (42.7%) and Cefepime (37.5%), Escherichia coli
for Ceftriaxone or ceftazidime (67.5%), Imipenem, meropenem, or ertapenem (4.2%) and
Fluoroquinolones (54.9%); Staphylococcus aureus for Oxacillin(73.2%) (Rosenthal et al.,
2012). Acinobacter Baumanni strains were found to have a carbapenem resistance of 99.4%
in one study and also susceptible to colistin. The strain was found to be resistant rates like
99.7% to meropenem, piperacillin/ tazobactam 99.3%, amikacin 93.1%, ciprofloxacin 99.7%,
and ceftazidime 99.3%. Pseudomonas Aeruginosa isolated from VAP patients had
antimicrobial resistance rates to 54.1% piperacillin/tazobactam 52.7%, amikacin 29.7%,

ciprofloxacin 50%, ceftazidime 45.9%, and colistin 1.4% (But et al., 2017).

Meticillin resistant S.aureus was reported to be high , about 47.5%. Also imipenem resistant P
aeruginosa (42.0%), imipenem-resistant A. baumannii (80.3%) and ciprofloxacin-resistant P.
aeruginosa (58.6%) were found high in China (D. S. Xie et al., 2011). Prospective study in
china found that some of the 92 S. aureus isolated were methicillin-resistant (MRSA).
Although no vancomycin-resistant enterococcus (VRE) or vancomycin-resistant/intermediate
S. aureus (VRSA/VISA) were found (D. S. Xie etal., 2011). Meticillin resistant S. aureus was
reported to be high, about 47.5%. Also, imipenem resistant P aeruginosa (42.0%), imipenem-
resistant A. baumannii (80.3%) and ciprofloxacin-resistant P. aeruginosa (58.6%) were found

high in China.

K. pneumonia showed resistance to ampicillin. One of the Extended spectrum beta-lactamase
(ESBL) producing strains showed high resistance to ampicillin, ampicillin-sulbactam,
cefazolin, ceftriaxone and aztreonam. Some strains are found to be resistant to Imipenem and
Ertapenem (Yan et al., 2016). In this study Acinetobacter baumannii was most common and of
it 96% were was resistant to carbapenems. Pseudo- monas aeruginosa which were also resistant
to carbapenems. The third most common was Escherichia coli (7 isolates, that is 12%), among
which 17% was ESBL (+) (Wataszek et al., 2016).

10



A. baumannii strains were found resistant to ceftazidime, imipenem but susceptible to colistin
and piperacillin/tazobactam. Ceftazidime, piperacillin/tazobactam, imipenem and colistin were
found to interfere with the biofilm formation of A. baumannii. Specific antibiotic therapy but
in low concentrations than that needed to kill A. baumannii strains during ventilator-associated
pneumonia (VAP) can instead in some cases, stimulate the biofilm formation potential and
aggravate the infection. This is why it’s important to find not only the strain but also its lethal
doses especially when using polymyxins which is the last therapeutic alternative in the

treatment of infections for a MDR gram negative bacteria (Imane et al., 2021).

ESBL was produced by 21.74% of Enterobacteriaceae. AmpC B-lactamase was positive in
35.29% non-fermenters and 26.08% Enterobacteriaceae, Metallo-p-lactamase (MBL) was
positive in 17.64% non-fermenters and 17.39% Enterobacteriaceae were found in this study.
100% resistance to ceftazidime, amikacin and ciprofloxacin was shown by Acinetobacter spp

while 75% of the S. aureus isolates were found to be MRSA (Mahapatra et al, 2019).

11



Chapter 4

Risk Factors

The risk of VAP is dependent on the length of exposure to the hospital environment as well as
factors relating to the host and the treatment methods (Bonten et al., 2004). In a cohort study
conducted on the duration of ventilation and risk associated, it was seen the risk of VAP does
not remain fixed over the course of ventilation rather it is estimated to increase over time such
as 3% per day in the first week, 2% per day in the second week, and 1% per day in the third

week and it goes on (Bonten et al., 2004).
4.1 Age

In a study conducted with 417 patients, maximum affected were in the age range between 69.9
+15.9 (range: 19-98) years (Butet al., 2017) In a multicenter study with 1735 patient, it was
found that older age may not increase the risk for VAP. Further, compared with old and
middle-aged patients, very old patients had very a smaller number of patients with fever at
VAP. Although mortality from VAP was high for elder patients, it did not seem to occur higher

among the elderly. (Blot et al., 2014)
4.2 gender

In a retrospective study, it was found that of the 417 patients, 213 (51.1%) males and 204
(48.9%) females. (But et al., 2017) This study with 58 cases of VAP found that the infection
was more common among men (43 cases, that is 6%) than in women (15 cases, that is 3%).
(Wataszek et al., 2016) 854 patients with VAP are taken of them, 676 males (79%) and 178
females (21%). The overall incidence of VAP between the genders, male and females were
3.8% and 2.6%. Males developed VAP more than females however it was seen that females
had a higher mortality with VAP compared with males (15% vs. 24%). The study also found

that females had a higher case of severe episodes compared with males (49% vs. 61%). Females

12



had greater incidence of early nosocomial VAP and had more VAP cases with MDR and
polymicrobial organisms. Females who developed early VAP had a larger mortality than males

(43% vs. 74%) (Sharpe et al., 2014)

4.3. Increased mechanical ventilation

The total mechanical ventilation time affects the cumulative incidence of VAP and it was
reported that between the 5th and 9th days, the risk of ventilation is high for patients in
mechanical ventilation. Therefore, in order to prevent it, there should be great importance to
reduce intubation and decrease the invasive mechanical ventilation (MV) exposure (Kepekci,
2020). The longer the stay, more number of patients developed VAP (Apostolopoulou et al.,
2003). LOV and LOS is very high in the VAP group which may show that there is a
relationship between the two. Duration of MV increases the incidence of VAP. This study
found an overall incidence of 20.8 in patients with MV (Abdelrazik Othman & Salah
Abdelazim, 2017). Study with 465 patients found that the mean duration for MV for all the
patients were 13.4 +4.4 days and that the duration was important because they statistically
demonstrated that the patients with VAP had a longer mean MV duration compared with non
VAP patients [Mean ventilation duration, d (mean+SD) 15.1+5.2 vs 13.0+4.1] (Liu et al.,
2017). In patients who receive mechanical ventilations, studies show that 28% of the patient
get affected by VAP and the rate at with it occurs is dependent on the length or duration (Bonten

et al., 2004).

4.4 Disorder of consciousness

Traumatic Brain injury (TBI) a type of head injury, in critical situations, associated with
prolonged hospital admission and patients often have intubation and mechanical ventilation

(MV) in severe conditions due to airway obstruction, aspiration, or hypoxia caused by TBI.

13



From the TBI patients with mechanical ventilation for >48hours, 24.3% developed early -onset
VAP and 26.4% developed late onset VAP. Patients with greater number of other injuries, had
early onset VAP. Hemorrhagic shock, coma and pulmonary contusions were more common
with patients with early VAP. Older patients were more affected with late onset VAP. They
more frequently with coma on admission and had multiple transfusions. They had an overly
more critical clinical condition on admission. This study showed that the VAP incidence in
patients with TBI is 49.7% which is very high than average (Jovanovic et al., 2015).
Aneurysmal subarachnoid hemorrhage (SAH) is a serious condition that in most cases require
mandatory mechanical ventilation (MV) and intensive care unit (ICU) hospitalization. In this
study 47% of the patients were positive for VAP. The study showed a significant association
between constant sedation and VAP (Cui et al., 2018). From this it can be deduced that disorder

of consciousness can be a risk factor.
45. Burns

In severely burned patients, VAP can cause morbidity and mortality. Patients with VAP often
have large burn injury and suffer from inhalation injury and higher mortality compared to non-
VAP patients. This is demonstrated in the study where it shows that mortality was also
significantly higher in VAP patients (34% vs 19%) than those who did not (no-VAP). VAP
burn patients also have longer duration of ICU, hospital stays and prolonged mechanical
ventilation. Inhalation injury may also contribute to the higher risk of VAP in burned patients
as VAP rates as high as 55 per 1000 ventilator days. The study also found that patients with

VAP had more inhalation injuries than non- VAP (44.6% vs 27%).

The reasoning maybe that pathologic immune, vascular, and organ changes may occur due to

severe burning and this may increase the risk of VAP (Sen et al., 2016).

4.6 Comorbidities

14



The incidence rates of VAP can differ according to the population involved in the study. For
example, cancer patients are reported to have higher VAP rates. Also, patients with major
trauma injury patients, chronic obstructive pulmonary disease patients, acute respiratory
distress syndrome and patients receiving Extracorporeal membrane oxygenation (Kepekci,
2020). Comorbid diseases are also an important risk factor in causing VAP. The most often
comorbid disease associated with VAP are hypertension, Cardiovasuclar diseases, diabetes
mellitus, chronic obstructive pulmonary disease , coronary heart diseases and chronic renal
failure (But et al., 2017). Renal failure (22.86%), and chronic obstructive pulmonary disease

(14.29%) were some of the majority patients with VAP (Mahapatra et al, 2019).

4.7 Prior antibiotic therapy

Multivariate logistic analysis showed that prophylactic antibiotic days is an independent risk
for causing MDR VAP. Prior exposure to unrequired antibiotics is the main cause and
predictors of development of antibiotic resistance. Hence, by reducing prophylactic antibiotic
days can reduce the potentially modifiable factor for the development of MDR VAP in trauma
patients (Lewis et al., 2018). This study showed that majority of the patients had prior antibiotic

therapy so it may be an independent risk factor (Mahapatra et al, 2019).

4.8. Invasive operation

Endotracheal tubes prevent the actions in the upper airways to effectively protect like coughing
and also increase the micro aspiration of infected pharyngeal substances is encouraged.
Bacterial biofilm develops on the internal layer of the endotracheal tube over time, resistant to
systemic antibiotics, and acts as a nodule for infection. Although biofilm size and the type of
bacteria greatly contribute as important risk factors to the formation of infection, the host’s
strength of immunity will decide whether the ventilator associated pneumonia and parenchymal

infection will occur (Hunter, 2012). This study found that invasive medical treatment like
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tracheostomy, bronchoscopy, reintubation, enteral and parenteral nutrition, analgose- dation,
tube, aspiration, chest drainage had influence on the occurrence of VAP (Walaszek et al.,
2016). Tracheostomy, tube thoracostomy, bronchoscopy, enteral feeding, mean duration of
central vein catheterization were found by univariate analysis as risk factors for VAP. Out of
the 27 patients the study was conducted on, 16 of them developed VAP after bronchoscopy
was performed. Tube thoracostomy was also found to be a risk factor for VAP as cases that
were given this all had VAP at least on the lateral lung. This may be because tube thoracostomy
influence the lateral lung’s ventilation leading to retention of secretions and possible VAP
development. Lung parenchyma injury caused by pneumothorax or hemothorax can also be a
cause for the development (Apostolopoulou et al., 2003). Tracheostomy was also shown to be
higher in VAP and a 20.8% estimated ICU mortality for all mechanically ventilated patients.
This study however showed no important difference in mortality for patients with re-intubation

or ICU re-admission between the groups (Bonten et al., 2004).

4.9 Gene polymorphism

Some studies showed that single nucleotide polymorphisms within the promoter region of the
tumor necrosis factor gene for susceptibility to infections. Any A allele of SNP at 376,308 and
238 loci is related with shorter onset of VAP. As tumor necrosis factor (TNFa) single
nucleotide polymorphism( SNP) alleles cause proinflammatory cytokine to be produced.

Although this does not predict the severity of the VAP (Kotsaki et al., 2012).

4.10. Other factors

Intra-Abdominal Hypertension was found in 19.5% of the patients with VAP in a study with
123 patients (Papakrivou et al., 2020). Smoking was also found to be a strong predictor of
VAP development. A study conducted showed that current smokers were 4.37 times more

likely to have VAP than non-smokers (Liu et al., 2017). When compared with patients without
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VAP, patients with VAP showed higher chance of severe sepsis/septic shock, ARDS,
atelectasis and infection with MDR organisms. Although, occurrence of pneumothorax and
tracheo-bronchitis were similar. (Bonten et al., 2004) When compared with patients without
VAP, patients with VAP showed higher chance of severe sepsis/septic shock, ARDS,
atelectasis and infection with MDR organisms. Although, occurrence of pneumothorax and

tracheo-bronchitis were similar (Bonten et al., 2004).
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Chapter 5

Diagnosis

A pneumonia can only be considered as VAP if the patient had it after being ventilated
mechanically and endotracheal intubated for at least or more than 48hours.The way to clinically
diagnose a patient suspected of VAP are pulmonary infections which are fever, purulent
secretions, and leukocytosis, with proof of bacterial pulmonary infection and radiology that
also confirms the pulmonary infection (Bonten et al., 2004). American Thoracic Society (ATS)
guideline suggests sampling should be done noninvasive with semiquantitative cultures when
diagnosing for VAP. Suspected VAP patients who has below diagnostic threshold invasive
quantitate culture results should be withheld from continuing their antibiotics. Using clinical

criteria alone to decide or initiate the antibiotic therapy is recommended (Kalil et al., 2016).

5.1 Clinical empiric diagnosis
Fever at temperatures higher than 38.3°c, leukocytosis > 10000mma3 or leucopenia < 4000 per
mma3 are clinical signs for VAP as well as secretions of purulent tracheal and new or continuous
radiographic infiltrate. (Akhtar et al., 2020) Acute physiology and chronic health evaluation
(APACHE) Il is a classification system that works by the idea that acute diseases’ severity can
be calculated through finding the degree of changes in physiological variables. APACHE 11 is
the revised prototype system of APACHE (Acute physiology and chronic health evaluation)
(Gil Cebrian et al., 1987). APACHE score greater than 16 predicted the mortality of patients
with VAP. APACHE 11 scores were significantly higher in non-surviving patients with VAP

than patients who survived (Gursel & Demirtas, 2006). Empiric antibiotic therapy involves
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creating a regime of antibiotics for the patient that is effective against the pathogens (Swanson
& Wells, 2013). In the literature its stated that using only clinical diagnosis to make postmortem
studies of VAP suspected patient has a chance of producing 30-35% false negative results and

20-25% false positive results (Hunter, 2012).

5.2 Phenotypic/Cultural diagnosis

Bronchoalveolar lavage (BAL), protected specimen brushing and “mini-BAL” ( which is
method that takes samples from the distal airways through the tracheal tube using a specially
designed catheter) are some of the ways to test for VAP . Blind bronchial sampling is a method
where a sterile catheter is randomly inserted through the tracheostomy tube and endotracheal
aspirates are taken. No introduction of saline must be made during or before the suction. The

aspirates can then be tested using Gram’s staining to find the phenotypes of the bacteria. Kirby

Baeur disc diffusion method according to Clinical and Laboratory Standards Institute (CLSI)

guidelines are often used to determine the Antimicrobial susceptibility of the organism (Akhtar
et al., 2020). For K. pneumoniae, string test can be used where a strains with mucoviscous

string >5 mm can be considered a positive string test. BioMerieux VITEK-2 system can be

used to both identify and find the antimicrobial susceptibility for microorganisms including
ESBL (Yan et al., 2016). A. baumanii MIC (minimum inhibitory concentration) can be
calculated by micro- dilution technique using a 96-well polystyrene plate and a serial two-fold
dilutions of 50 pL between 0.5 and 512 pg/mL range for each antibiotic (Imane et al., 2021).
Endotracheal tube aspirate can be serially diluted and plated on sheep blood agar, chocolate
agar, MacConkey agar and Saboraud’s dextrose agar (SDA) to test the growth and identify
possible isolates present. Then based on that, it can separately test for AST using Kirby Bauer’s
disk diffusion method. Ceftazidime and ceftazidime + clavulanic acid disk can used in
combination disk test to confirm the presence of suspected ESBL organisms (Ashoka
Mahapatra, Das, 2019). For finding imipenem susceptibility test, the following minimum
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inhibitory concentration are used for detection, >2 ug/ml for E. coli or Klebsiella spp; for
Enterobacter spp., Serratia spp. and Citrobacter spp >4 pg/ml; for Acinetobacter spp, MIC of
>8 and for P. acruginosa, an imipenem MIC of >16 pg (Khurana et al., 2017). Presence of
Carbapenemase can be detected using the Hodge Test. Imipenem—ethylenediaminetetraacetic
acid disk synergy test is used to detect the presence of MBL enzymes in microorganisms with

carbapenem resistance (Ashoka Mahapatra, Das, 2019).

Carba NP test detects the presence of carbapenem resistant strains. Carba NP test is a

biochemical test that is used to detect the presense of carbapenemase production in gram
negative bacilli. It is a rapid detection, biochemical test that is based on the in vitro
hydrolyzation of imipenem. It detects changes in the pH values using an indicator phenol red
(red to orange/yellow). It found to have high sensitivity when detecting of Klebsiella
pneumoniae carbapenemase (KPC) and metallo-beta-lactamase (MBL) producers (Pasteran et

al., 2015).

Studies show that 15% of VAP patients are bacteremic and there is up to 25% chance that this
group will show blood cultures with pathogens from secondary-pulmonary source of infection

(Modi & Kovacs, 2020).

5.3 Genetic Diagnosis

Polymerase chain reaction (PCR) can detect presence of resistant genes like carba NP positive

strain genes like KPC, NDM, IMP, VIM and OXA48 (Yan et al., 2016). Repetitive extragenic

palindromic (REP)-PCR methodology can investigate the clonal profile of Klebsiella isolates

through molecular typing (Antoniadou et al., 2007). The presence of the mecA gene confirms

the Methicillin resistance and this is performed through PCR. Molecular analysis using pulsed-
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field gel electrophoresis (PFGE) can be used to find the genetic profile. (Corne et al., 2005) If

there is a positive EDTA-imipenem disc synergy test, it can be further test for presence of
blaVIM gene by PCR amplification (Antoniadou et al., 2007). Three-dimensional extract test
and AmpC disc tests are used to screen for plasmid-mediated AmpC B-lactamases. For control,
Plasmid-mediated AmpC-producing strains of K. pneumoniae HYAMC 39 (high-level ACT-
1) and K. pneumoniae UMJMH14 (low-level DHA-1) and phenotypically B-lactamase-
negative E. coli ATCC 25922 may be used. E. coli or Klebsiella spp with plasmid-mediated

AmpC genes are detected using multiplex PCR (Khurana et al., 2017).
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Chapter 6

Management/Prevention

For early onset infections, British Society for Antimicrobial Chemotherapy guidelines state to
recommend co-amoxiclav or cefuroxime if patients don’t previously prescribe antibiotics or
have any risk with multi drug resistant patient. For patients with early onset infection that
received antibiotics and have other risk factors, may be prescribed third generation
cephalosporin (cefotaxime or ceftriaxone), a fluoroquinolone, or piperacillin-tazobactam.
Other treatment antibiotics can be ceftazidime, ciprofloxacin, meropenem, and piperacillin-
tazobactam. VVancomycin or linezoid can added if methicillin resistant S. aureus is present. In
randomized controlled trials it showed that both have similar effects. In late onset pneumonia,
the most common MDR is P. aeruginosa. Acceptable treatment regime include ceftazidime,
ciprofloxacin, meropenem, and piperacillin-tazobactam although theres no specific or superior
management. Vancomycin or linezolid are possible treatment for meticillin resistant S aureus.
Although linezoid is found to be able to penetrate lung tissues better, studies found no

difference in results with vancomycin (Hunter, 2012).
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Figure 1 American Thoracic Society guideline to antibiotic therapy for ventilator associated pneumonia

American Thoracic Society has some recommendation for the management and treatment of
patients suspected of VAP. If Methicillin-resistant Staphylococcus aureus (MRSA) is
indicated, use of vancomycin or linezoid for treatment. If methicillin-susceptible
Staphylococcus aureus (MSSA) is indicated by the empiric treatment, then a regimen including
piperacillin-tazobactam, cefepime, levofloxacin, imipenem, or meropenem. If Oxacillin,
nafcillin, or cefazolin are used for treatment of MSSA than the empiric treatment is not needed.
Empiric treatment of suspected VAP patients with 2 antipseudomonal antibiotics from different
classes can only be done if the patient has risk factors like for MDR, it is patients with Prior
intravenous antibiotic use within 90 d, septic shock at time of VAP ARDS preceding VAP,
before VAP spend 5 or more days in hospital, Acute renal replacement therapy prior to VAP
onset. For MRSA and MDR, Pseudomonas spp its Prior intravenous antibiotic use within 90
d. Patients without risk of antimicrobial resistance but are empirically suspected VAP with P.
aeruginosa can received one antibiotic against it if they are in an ICU where <10% of gram-
negative isolates are resistant to the agent being considered for mono- therapy. Amino-
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glycosides should be avoided if gram negative activity was present. Instead colistin can be used
for the treatment. Inhaled antibiotics can be used for treatment patients with VAP due to gram-
negative bacilli that are susceptible to only aminoglycosides or polymyxins (colistin or
polymyxin B). The choice of antibiotic therapy for definitive therapy for patients with VAP
due to P. Aeruginosa should be based on the results of antibiotic susceptibility test and should
include the sensitivity assessment of the P. aeruginosa isolate to polymyxins (colistin or
polymyxin B) in situations that have a high prevalence of extensively resistant organisms.
Aminoglycoside therapy should not use for treatment against P. Aeruginosa. For patients with
VAP due to P. aeruginosa with unknown AST who are not in septic shock or at a high risk for
death, monotherapy can be done rather than combination therapy and patients who remain in
septic shock or at a high risk for death and have the results of AST known, combination therapy
can be suggested. No monotherapy with aminoglycoside. If the VAP patient has ESBL-
producing gram- negative bacilli isolate, the results of antimicrobial susceptibility testing and
patient-specific factor should be used to create a definitive therapy. For Acinetobacter species,
treatment with carbapenem or ampicillin/ sulbactam can be used if the isolate is susceptible to
these agents. If sensitive to only polymyxin then intravenous polymyxin (colistin or polymyxin
B) should be given. If sensitive to only colistin than adjunctive rifampicin can be used for
treatment. Tigecycline should not be used against Acinetobacter species. Intravenous
polymyxins (colistin or polymyxin B) can also be used for treatment of patients with
carbapenem-resistant pathogen (Kalil et al., 2016). In one study, Cefuroxime has shown to

reduce the occurrence of VAP in patients with head injury (Bonten et al., 2004).
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Chapter 7

Current and futuristic approach to combat VAP

With the increase in multidrug resistance pathogens, new alternatives are being sought out.
One such can be bacteriophage treatment which uses bacterial viruses to treat of patients
(Prazak et al., 2019). Bacteriophage therapy or phage therapy involves the usage of live, lytic
bacteriophage in the treatment of infections for bacterial infections. Lytic bacteriophage uses
bacterial cell lysis to treat infection and the bacteriophage does this by specifically attaching to
the bacterial cell wall then, injecting its DNA to produce progeny and finally lysis of the
bacterial cell (Reindel & Fiore, 2017). Phages remain localized and do not spread to other parts
of the body (Prazak et al., 2020). Animal models with VAP were used to test the efficacy of
bacteriophage treatment of S. aureus. The test showed significant decrease in the mortality in
rats treated with anti-S aureus phage cocktail when compared with placebo group. The
treatment was similar to antibiotic treatment for controlling MRSA VAP. 58% of the animals
treated with phages survived at the end of the experiment and lived at least 12hours after being
infected (Prazak et al., 2019). In another experiment, rat models with VAP were treated with
prophylactic application of a nebulized phage. The animal models that lived had a significant
reduction in bacterial load in lungs and less lung tissue damage (Prazak et al., 2020). A 15-
year-old patient was treated with bacteriophage treatment. The patient had comorbidities of
pancreatic insufficiency, insulin-dependent diabetes, cystic fibrosis (CF)-related liver disease,
Nissen fundoplication and gastrostomy, CF-related osteoporosis and was expected for a lung
transplant. Prior to the transplantation the patient was treated for Pseudomonas aeruginosa and
M. abscessus for 8 years with anti-NTM (non-tuberculosis mycobacterium) treatment. After
transplant, patient was administered immunosuppressive drugs and multiple intravenous (iv)
antibiotics. After one week of stopping intravenous antibiotic, patient was found to be infected
with M. abscessus. The patient was then treated a cocktail of phage, a single topical test and iv
therapy every 12 hours for at least 32 weeks. The patient didn’t show any adverse side effects
throughout the treatment. After 6 months of treatment using phage, the patient clinically
improved with slow healing of wounds and skin lesions. This is the first case where

bacteriophage was used for treatment (Dedrick et al., 2019).

VAP Care bundle can be adopted in hospitals. Bundles are a group of evidence-based clinical

methods that when performed individual, was found to be effective for treatment (Wip &
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Napolitano, 2009). Head of bed elevation to 30-45 degrees except in cases like log-roll
protocol, pelvic fractures, morbid obesity, prone position, intra-aortic balloon pump, and an
unstable spine not cleared by neurosurgery. Oral care using chlorhexidine solution can be
included. Adequate endotracheal tube cuff pressure (20-30 mmHg) and Endotracheal tube with
and in-line suction system and subglottic suctioning (R. Khan et al., 2016). A randomized trail
stated in the literature showed a reduction in occurrence of VAP of 3 -fold if the treatment were
performed in a semi recumbent position compared to supine position (Bonten et al., 2004).
After compliance with VAP prevention bundle from 2010 to 2012, the VAP rate per 1000 days
decreased from 15.4 + 11 in 2008 t0 9.1 £ 10.9 in 2012 (Sen et al., 2016).

Bacterial load of digestive tract can be reduced through selective decontamination of the
digestive tract and oral. Antiseptics such as chlorhexidine can be used for oral decontamination
and can help reduce ventilator associated pneumonia. Oral decontamination can also involve
the intravenous administration of broad-spectrum antibiotic and also the oral and gastric
nonabsorbable oral antibiotics such as typically used polymyxin, tobramycin, and amphotericin
B. A study showed that endotracheal tubes which was silver coated tend to have a risk reduction
of 35.9% (3.6%-69%) to causing ventilator associated pneumonia when compared with the
normal endotracheal tubes as silver has a broad-spectrum antimicrobial activity and is involved
in the reduction of bacterial growth and biofilm formation. The length of time spent in tracheal
intubation may also help in the reduction of occurrence of pneumonia (Hunter, 2012).

Topical oropharyngeal antimicrobial prophylaxis has shown to reduce the chance VAP. As
oropharynx is known to be a source of microbes, having a continuous aspiration in the
subglottic secretion showed reduced occurrence of VAP in two randomized studies as stated in
the literature (Bonten et al., 2004).

Circuit colonization of bacteria can also be reduced through use of passive humifiers whether
it has or does not have a filtering capacity through there is no significant proof that reduces the
occurrence of VAP and changing it more than every 48hours did not show any significant

improvement in controlling the infection (Bonten et al., 2004).

Treatment using histamine-2-receptor blockers and proton pump inhibitors reduce the acid
production which in turn allow the pathogens to grow on the oropharynx and endotracheal tube.

This is elevated due to aspiration (Modi & Kovacs, 2020).
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Discussion

Developing countries tend to have a higher rate for VAP when compared to developed, varied
from 10- 41.7 per 1000 MV-days (D. S. Xie et al., 2011). From table, it can be deduced that
developing countries seem to show a higher VAP rate per 1000 episodes. As it can be seen that
developing countries like Bangladesh, Nepal, India, Pakistan showed a higher VAP rates of
35.73, 21.4,11.9 and 26 per 1000 respectively. While developed countries like Japan, South
Korea and Kuwait showed lower VAP rates per 1000 episodes which are 6.5, 2.13 and 4

respectively.

In the diagnosis, most of the papers used bronchoscopic BAL and blind BAL as the procedure
to collect endotracheal aspirates which were then further tested for identification and the
antibiotic susceptibility of the pathogens. Non-bronchoscopic protected BAL (NB-BAL) is
simple, none invasive procedure that is easy and cost effective compared to bronchoscopic
BAL which requires more resources and experienced operators. As qualified operators and
other resources like fiberoptic bronchoscopes are not easily available, NB-BAL can be a good
alternative as it is not only less invasive but also requires less compromise of oxygenation than
B-BAL and is in a good microbiologic concordance with bronchoscopic BAL in distal airway
sampling for suspected VAP. In the study conducted found that Non-bronchoscopic protected
BAL sensitivity, specificity, positive predictive value (PPV ) and negative predictive value
(NPV) were 89%, 75%, 77% and 88% respectively and Bronchoscopic BAL had a sensitivity
of 85% and specificity of 77%, PPV and NPV were 74% and 82% respectively (Afify et al.,

2016).

VAP is mainly diagnosed through empiric treatment. Beginning the empirical antibiotic
therapy as soon as the patient was found to have VAP, was considered the right approach but

the problem is that there aren’t any diagnostic techniques that quickly identifies the affected
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patient (Swanson & Wells, 2013). Diagnosing and treating VAP is difficult because patients
who are given ventilation in ICU are normally already treated prior with antibiotics for other
diseases. Broad antibiotics are often used before to treat the intubated patients as most have
con-comitant infections (Ausina et al., 1993). So the patient’s natural flora is already resistant
to them. There is great ecologic impact, especially in ICU patients where broad spectrum
antibiotic therapy is used, as it can change the microflora in the patient’s body. Antibiotic
pressure is found to be the main reasons leading to most nosocomial outbreaks in patients in
ICU (Ausina et al., 1993). VAP is often caused by patients’ own natural flora (Safdar et al.,
2005). Which means it can resistant to the previously used antibiotics. Different patients will
have different antibiotic treatments that are available to that locality. So, for every patient a

unique antibiotic regime has to be made.

When APACHE Il was tested with CPIS to check the discrimination and calibration for
predicting 30-day mortality in patients with VAP, APACHE Il showed promising results. The
possible reasons can be due to the fact that APACHE Il was designed to classify the severity
of a disease while CPIS was developed for clinical diagnosis. So, when taking data, APACHE
Il include values like acute physiology score, age points, and chronic health points while CPIS
uses six parameters like temperature, white blood cell count, tracheal secretions, PaO2/FiO2,
chest radiography, and microbiology which are related to the disease. So testing mortality
using CPIS for VAP may not be a good option since many of the patients may also die from

other factors like in this case, multiple organ failure (Zhou et al., 2015).
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Conclusion

Ventilator associated pneumoniae is one the frequent causes of mortality in intensive care units.
It is a hospital acquired pneumoniae that occurs after 48 hours in endotracheal intubation.
Prevalence data from INICC were collected from 2003 to 2017 and they found the following
VAP rates globally, 13.6,15.8 and 14,1 per 1000 episodes. From the table, it can be understood
that developing countries have a higher VAP rate per 1000 episodes. The classification of VAP
is of two types, early onset pneumonia and late onset pneumoniae. Early onset pneumoniae are
caused by antibiotic sensitive bacteria while late onset pneumoniae is caused by multidrug
resistant pathogens. The majority of VAP is caused by gram negative bacilli and the most
common are A. baumannii, P. Aeruginosa and K. pneumoniae with P aeruginosa being the
most commonly found. In one study, P. aeruginosa is found to be resistant to colistin. ATS
suggests empirical diagnosis VAP and immediately start antibiotic therapy. APACHEII scores
higher than 16 can predict mortality of the patient. Endotracheal aspirates are test for
identification (Vitek 2, Gram’s staining, Media culture) and antibiotic susceptibility test
(imipenem-EDTA test, disc diffusion, micro- dilution, Hodge test, PCR, PFGE) For treatment,
a range of antibiotics can be used to treat based on the type of VAP. Other approaches to combat
VAP can be the use of VAP bundle which has found to reduce VAP rate. Bacteriophage
treatment can be one approach to the treatment of MDR patients. Some methods to reduce
occurrence can be selective decontamination of digestive tract and oral, topical oropharyngeal
antimicrobial prophylaxis, use of passive humifers and use of histamine-2 receptor blockers

and proton pump inhibiters.

29



References

Abdelrazik Othman, A., & Salah Abdelazim, M. (2017). Ventilator-associated pneumonia in
adult intensive care unit prevalence and complications. The Egyptian Journal of Critical

Care Medicine, 5(2), 61-63. https://doi.org/10.1016/j.ejccm.2017.06.001

Afify, M. H., Shaheen, E. A., ElI-Dahdouh, S. S., & El-Feky, H. M. (2016). Comparison
between bronchoscopic BAL and non-bronchoscopic BAL in patients with VAP.
Egyptian Journal of Chest Diseases and Tuberculosis, 65(1), 113-1109.

https://doi.org/10.1016/j.ejcdt.2015.08.001

Akhtar, F. K., Saleem, Z., Malik, M., Chaudhry, A., Sajjad, A., & Rehan, A. M. (2020).
Bacterial etiology of Keratitis and their antimicrobial susceptibility pattern at a tertiary
care  hospital. Pakistan Journal of Ophthalmology, 35(4), 271-275.

https://doi.org/10.36351/pjo.v35i4.928

Al-Mousa, H. H., Omar, A. A, Rosenthal, V. D., Salama, M. F., Aly, N. Y., EI-Dossoky
Noweir, M., Rebello, F. M., Narciso, D. M., Sayed, A. F., Kurian, A., George, S. M,,
Mohamed, A. M., Ramapurath, R. J., & Varghese, S. T. (2016). Device-associated
infection rates, bacterial resistance, length of stay, and mortality in Kuwait: International
Nosocomial Infection Consortium findings. American Journal of Infection Control, 44(4),

444-449. https://doi.org/10.1016/j.ajic.2015.10.031

Antoniadou, A., Kontopidou, F., Poulakou, G., Koratzanis, E., Galani, I., Papadomichelakis,
E., Kopterides, P., Souli, M., Armaganidis, A., & Giamarellou, H. (2007). Colistin-
resistant isolates of Klebsiella pneumoniae emerging in intensive care unit patients: First
report of a multiclonal cluster. Journal of Antimicrobial Chemotherapy, 59(4), 786—790.

https://doi.org/10.1093/jac/dkl562

Apostolopoulou, E., Bakakos, P., Katostaras, T., & Gregorakos, L. (2003). Incidence and risk
30



factors for ventilator-associated pneumonia in 4 multidisciplinary intensive care units in

Athens, Greece. Respiratory Care, 48(7), 681-688.

Arabi, Y., Al-Shirawi, N., Memish, Z., & Anzueto, A. (2008). Ventilator-associated pneumonia
in adults in developing countries: a systematic review. International Journal of Infectious

Diseases, 12(5), 505-512. https://doi.org/10.1016/).ijid.2008.02.010

Ashok, Ak., Zai, W., & Mirski, M. (2014). Introduction. Critical Care, 18(http//ccforum. com/

content/18/2/208), 208.

Ashoka Mahapatra, Das, P. (2019). Bacteriological profile of ventilator-associated pneumonia
in a tertiary care hospital ISSN : 0377-4929 Impact Factor as reported in the 2017
Journal Citation Reports ( Clarivate Analytics , 2018 ): 0. 529 Indian J Pathol Microbiol.

August. https://doi.org/10.4103/1JPM.1JPM

Ausina, V., Ricart, M., & Prats, G. (1993). Impact of Previous Antimicrobial Therapy on the
Etiology and Outcome of Ventilator- associated Pneumonia *. lIcl 1, 1-6.

https://doi.org/10.1378/chest.104.4.1230

Blot, S., Koulenti, D., Dimopoulos, G., Martin, C., Komnos, A., Krueger, W. A., Spina, G.,
Armaganidis, A., & Rello, J. (2014). Prevalence, risk factors, and mortality for ventilator-
Associated pneumonia in middle-Aged, Old, and very old critically ill patients. Critical

Care Medicine, 42(3), 601-609. https://doi.org/10.1097/01.ccm.0000435665.07446.50

Bonten, M. J. M., Kollef, M. H., & Hall, J. B. (2004). Risk factors for ventilator-associated
pneumonia: From epidemiology to patient management. Clinical Infectious Diseases,

38(8), 1141-1149. https://doi.org/10.1086/383039

But, A., Yetkin, M. A., Kanyilmaz, D., Aslaner, H., Bastug, A., Aypak, A., Ongiirii, P., Akinci,

E., Mutlu, N. M., & Bodur, H. (2017). Analysis of epidemiology and risk factors for

31



mortality in ventilator-associated pneumonia attacks in intensive care unit patients.
Turkish Journal of Medical Sciences, 47(3), 812—-816. https://doi.org/10.3906/sag-1601-

38

Chastre, J., & Fagon, J. (2002). State of the Art Ventilator-associated Pneumonia. Am J Respir

Crit Care Med, 165(23), 867-903. https://doi.org/10.1164/rccm.2105078

Chittawatanarat, K., Jaipakdee, W., Chotirosniramit, N., Chandacham, K. &
Jirapongcharoenlap, T. (2014). Microbiology, resistance patterns, and risk factors of
mortality in ventilator-associated bacterial pneumonia in a Northern Thai tertiary-care
university based general surgical intensive care unit. Infection and Drug Resistance, 7,

203-210. https://doi.org/10.2147/IDR.S67267

Corne, P., Marchandin, H., Jonquet, O., Campos, J., & Bafiuls, A. L. (2005). Molecular
evidence that nasal carriage of Staphylococcus aureus plays a role in respiratory tract
infections of critically ill patients. Journal of Clinical Microbiology, 43(7), 3491-3493.

https://doi.org/10.1128/JCM.43.7.3491-3493.2005

Cui, J. B, Chen, Q. Q., Liu, T. T., & Li, S. jun. (2018). Risk factors for early-onset ventilator-
associated pneumonia in aneurysmal subarachnoid hemorrhage patients. Brazilian
Journal of Medical and Biological Research, 51(7), 1-6. https://doi.org/10.1590/1414-

431x20176830

Dedrick, R. M., Guerrero-bustamante, C. A., Garlena, R. A., Daniel, A., Ford, K., Harris, K.,
Gilmour, K. C., Soothill, J., Schooley, R. T., Hatfull, G. F., & Spencer, H. (2019).
Engineered bacteriophages for treatment of a patient with a disseminated drug resistant
Mycobacterium abscessus. 25(5), 730-733. https://doi.org/10.1038/s41591-019-0437-

z.Engineered

Gil Cebrian, J., Bello Camara, M. P., & Diaz-Alersi, R. (1987). Apache li. Intensive Care
32



Medicine, 13(2), 143. https://doi.org/10.1097/00003465-198603000-00013

Gursel, G., & Demirtas, S. (2006). Value of APACHE Il, SOFA and CPIS scores in predicting
prognosis in patients with ventilator-associated pneumonia. Respiration, 73(4), 503-508.

https://doi.org/10.1159/000088708

Hunter, J. D. (2012). Ventilator associated pneumonia. BMJ (Online), 344(7859), 1-7.

https://doi.org/10.1136/bmj.e3325

Imane, M., Hassaine, H., Dalaa, L., & Djelloul, S. B. (2021). Effect of subinhibitory antibiotics
concentrations on biofilm formation by clinical Acinetobacter baumannii isolated from
endotracheal tubes in ventilator-associated pneumonia. South Asian Journal of

Experimental Biology, 11(3). https://doi.org/10.38150/sajeb.11(3).p242-248

Jovanovic, B., Milan, Z., Markovic-Denic, L., Djuric, O., Radinovic, K., Doklestic, K.,
Velickovic, J., Ivancevic, N., Gregoric, P., Pandurovic, M., Bajec, D., & Bumbasirevic,
V. (2015). Risk factors for ventilator-associated pneumonia in patients with severe
traumatic brain injury in a Serbian trauma centre. International Journal of Infectious

Diseases, 38(July), 46-51. https://doi.org/10.1016/j.ijid.2015.07.005

Kalil, A. C., Metersky, M. L., Klompas, M., Muscedere, J., Sweeney, D. A., Palmer, L. B.,
Napolitano, L. M., O’Grady, N. P., Bartlett, J. G., Carratala, J., El Solh, A. A., Ewig, S.,
Fey, P. D., File, T. M., Restrepo, M. I., Roberts, J. A., Waterer, G. W., Cruse, P., Knight,
S. L., & Brozek, J. L. (2016). Management of Adults With Hospital-acquired and
Ventilator-associated Pneumonia: 2016 Clinical Practice Guidelines by the Infectious
Diseases Society of America and the American Thoracic Society. Clinical Infectious

Diseases, 63(5), e61—e111. https://doi.org/10.1093/cid/ciw353

Kepekci, A. (2020). Ventilator-associated pneumonia rates and distribution of causative

microorganisms in the second stage intensive care unit. Medicine Science | International

33



Medical Journal, 9(3), 635. https://doi.org/10.5455/medscience.2020.06.114

Khan, I. D., Basu, A., Kiran, S., Trivedi, S., Pandit, P., & Chattoraj, A. (2017). Device-
Associated Healthcare-Associated Infections (DA-HAI) and the caveat of multiresistance
in a multidisciplinary intensive care unit. Medical Journal Armed Forces India, 73(3),

222-231. https://doi.org/10.1016/j.mjafi.2016.10.008

Khan, R., Al-Dorzi, H. M., Al-Attas, K., Ahmed, F. W., Marini, A. M., Mundekkadan, S.,
Balkhy, H. H., Tannous, J., Almesnad, A., Mannion, D., Tamim, H. M., & Arabi, Y. M.
(2016). The impact of implementing multifaceted interventions on the prevention of
ventilator-associated pneumonia. American Journal of Infection Control, 44(3), 320-326.

https://doi.org/10.1016/j.ajic.2015.09.025

Khurana, S., Mathur, P., Kumar, S., Soni, K. D., Aggrawal, R., Batra, P., & Bhardwaj, N.
(2017). Incidence of ventilator-associated pneumonia and impact of multidrug-resistant
infections on patient’s outcome: Experience at an Apex Trauma Centre in North India.
Indian Journal of Medical Microbiology, 35(4), 504-510.

https://doi.org/10.4103/ijmm.IJMM _16 186

Kotsaki, A., Raftogiannis, M., Routsi, C., Baziaka, F., Kotanidou, A., Antonopoulou, A.,
Orfanos, S. E., Katsenos, C., Koutoukas, P., Plachouras, D., Mandragos, K., &
Giamarellos-Bourboulis, E. J. (2012). Genetic polymorphisms within tumor necrosis
factor gene promoter region: A role for susceptibility to ventilator-associated pneumonia.

Cytokine, 59(2), 358-363. https://doi.org/10.1016/j.cyt0.2012.04.040

Liu, Y., Di, Y., & Fu, S. (2017). Risk factors for ventilator-associated pneumonia among
patients undergoing major oncological surgery for head and neck cancer. Frontiers of

Medicine, 11(2), 239-246. https://doi.org/10.1007/s11684-017-0509-8

Mallick, U. K., Farug, M. O., Ahsan, A. A., Fatema, K., Ahmed, F., Asaduzzaman, M., Islam,
34



M., & Sultana, A. (2015). Spectrum of Early Onset and Late Onset Ventilator Associated
Pneumonia (VAP) in a Tertiary Care Hospital of Bangladesh: A Prospective Cohort
Study. Bangladesh Critical Care Journal, 3(1), 9-13.

https://doi.org/10.3329/bccj.v3i1.24095

Memish, Z. A., Cunningham, G., Oni, G. A., & Djazmati, W. (2000). The Incidence and Risk
Factors of Ventilator-Associated Pneumonia in a Riyadh Hospital. Infection Control &

Hospital Epidemiology, 21(4), 271-273. https://doi.org/10.1086/501758

Modi, A. R., & Kovacs, C. S. (2020). Hospital-acquired and ventilator-associated pneumonia:
Diagnosis, management, and prevention. Cleveland Clinic Journal of Medicine, 87(10),

633-639. https://doi.org/10.3949/ccjm.87a.19117

Noor, A., & Hussain, S. F. (2005). Risk factors associated with development of ventilator
associated pneumonia. Journal of the College of Physicians and Surgeons Pakistan, 15(2),

92-95. https://doi.org/02.2005/JCPSP.9295

Osman, S., Al Talhi, Y. M., AlDabbagh, M., Baksh, M., Osman, M., & Azzam, M. (2020). The
incidence of ventilator-associated pneumonia (VAP) in a tertiary-care center: Comparison
between pre- and post-VAP prevention bundle. Journal of Infection and Public Health,

13(4), 552-557. https://doi.org/10.1016/j.jiph.2019.09.015

Papakrivou, E., Makris, D., Manoulakas, E., Karvouniaris, M., & Zakynthinos, E. (2020). Intra-
Abdominal Hypertension is a Risk Factor for Increased VAP Incidence: A Prospective
Cohort Study in the ICU of a Tertiary Hospital. Journal of Intensive Care Medicine, 35(7),

700-707. https://doi.org/10.1177/0885066618779369

Parajuli, N. P., Acharya, S. P., Dahal, S., Singh, J. P., Mishra, S. K., Kattel, H. P., Rijal, B. P.,
& Pokhrel, B. M. (2017). Epidemiology of device-associated infections in an intensive

care unit of a teaching hospital in Nepal: A prospective surveillance study from a

35



developing country. American Journal of Infection Control, 45(9), 1024-1029.

https://doi.org/10.1016/j.ajic.2017.02.040

Park, S. A, Cho, S. S., & Kwak, G. J. (2014). Factors influencing ventilator-associated
pneumonia in cancer patients. Asian Pacific Journal of Cancer Prevention, 15(14), 5787—

5791. https://doi.org/10.7314/APJCP.2014.15.14.5787

Pasteran, F., Tijet, N., Melano, R. G., & Corso, A. (2015). Simplified protocol for Carba NP
test for enhanced detection of carbapenemase producers directly from bacterial cultures.
Journal of Clinical Microbiology, 53(12), 3908-3911.

https://doi.org/10.1128/JCM.02032-15

Prazak, J., Iten, M., Cameron, D. R., Save, J., Grandgirard, D., Resch, G., Goepfert, C., Leib,
S. L., Takala, J., Jakob, S. M., Que, Y. A., & Haenggi, M. (2019). Bacteriophages improve
outcomes in experimental staphylococcus aureus ventilator-associated pneumonia.
American Journal of Respiratory and Critical Care Medicine, 200(9), 1126-1133.

https://doi.org/10.1164/rccm.201812-23720C

Prazak, J., Valente, L., Iten, M., Grandgirard, D., Leib, S. L., Jakob, S. M., Haenggi, M., Que,
Y. A, & Cameron, D. R. (2020). Nebulized Bacteriophages for Prophylaxis of
Experimental  Ventilator-Associated Pneumonia Due to Methicillin-Resistant
Staphylococcus  aureus.  Critical Care  Medicine,  48(7), 1042-1046.

https://doi.org/10.1097/CCM.0000000000004352

Reechaipichitkul, W., Phondongnok, S., Bourpoern, J., Chaimanee, P., Unit, I. C., Unit, C. M.,
& Hospital, S. (2013). Hospital-Acquired and Ventilator-Associated Pneumonia Patients

At Srinagarind Hospital , Northeastern Thailand. 44(3).

Reindel, R., & Fiore, C. R. (2017). Phage therapy: Considerations and challenges for

development. Clinical Infectious Diseases, 64(11), 1589-1590.
36



https://doi.org/10.1093/cid/cix188

Restrepo, M. I., Peterson, J., Fernandez, J. F., Qin, Z., Fisher, A. C., & Nicholson, S. C. (2013).
Comparison of the bacterial etiology of early-onset and late-onset ventilator-associated
pneumonia in subjects enrolled in 2 large clinical studies. Respiratory Care, 58(7), 1220—

1225. https://doi.org/10.4187/respcare.02173

Rosenthal, Victor D., Bijie, H., Maki, D. G., Mehta, Y., Apisarnthanarak, A., Medeiros, E. A.,
Leblebicioglu, H., Fisher, D., Alvarez-Moreno, C., Khader, I. A., Martinez, M. D. R. G.,
Cuellar, L. E., Navoa-Ng, J. A., Abougal, R., Garcell, H. G., Mitrev, Z., Garcia, M. C. P.,
Hamdi, A., Duedias, L., ... Zruong, P. H. (2012). International Nosocomial Infection
Control Consortium (INICC) report, data summary of 36 countries, for 2004-2009.
American Journal of Infection Control, 40(5), 396-407.

https://doi.org/10.1016/j.ajic.2011.05.020

Rosenthal, Victor D., Maki, D. G., Jamulitrat, S., Medeiros, E. A., Todi, S. K., Gomez, D. Y.,
Leblebicioglu, H., Abu Khader, I., Miranda Novales, M. G., Berba, R., Ramirez Wong,
F. M., Barkat, A., Pino, O. R., Duefias, L., Mitrev, Z., Bijie, H., Gurskis, V., Kanj, S. S.,
Mapp, T., ... Guzman Siritt, M. E. (2010). International Nosocomial Infection Control
Consortium (INICC) report, data summary for 2003-2008, issued June 2009. American

Journal of Infection Control, 38(2). https://doi.org/10.1016/j.ajic.2009.12.004

Rosenthal, Victor Daniel, Bat-Erdene, 1., Gupta, D., Belkebir, S., Rajhans, P., Zand, F., Myatra,
S. N, Afeef, M., Tanzi, V. L., Muralidharan, S., Gurskis, V., Al-Abdely, H. M., EI-Kholy,
A., AlKhawaja, S. A. A, Sen, S., Mehta, Y., Rai, V., Hung, N. V., Sayed, A. F., ... Anh,
D. P. P. (2020). International Nosocomial Infection Control Consortium (INICC) report,
data summary of 45 countries for 2012-2017: Device-associated module. American

Journal of Infection Control, 48(4), 423-432. https://doi.org/10.1016/j.ajic.2019.08.023

37



Safdar, N., Crnich, C. J., & Maki, D. G. (2005). The pathogenesis of ventilator-associated
pneumonia: Its relevance to developing effective strategies for prevention. Respiratory

Care, 50(6), 725-739.

Sen, S., Johnston, C., Greenhalgh, D., & Palmieri, T. (2016). Ventilator-Associated Pneumonia
Prevention Bundle Significantly Reduces the Risk of Ventilator-Associated Pneumonia in
Critically Il Burn Patients. Journal of Burn Care and Research, 37(3), 166-171.

https://doi.org/10.1097/BCR.0000000000000228

Sharpe, J. P., Magnotti, L. J., Weinberg, J. A., Brocker, J. A., Schroeppel, T. J., Zarzaur, B. L.,
Fabian, T. C., & Croce, M. A. (2014). Gender disparity in ventilator-associated
pneumonia following trauma: ldentifying risk factors for mortality. Journal of Trauma

and Acute Care Surgery, 77(1), 161-165. https://doi.org/10.1097/TA.0000000000000251

Suka, M., Yoshida, K., Uno, H., & Takezawa, J. (2014). Incidence and Outcomes of Ventilator-
Associated Pneumonia in Japanese Intensive Care Units : The Japanese Nosocomial

Infection Surveillance System. 28(3), 307-313. https://doi.org/10.1086/511997

Swanson, J. M., & Wells, D. L. (2013). Empirical antibiotic therapy for ventilator-associated

pneumonia. Antibiotics, 2(3), 339-351. https://doi.org/10.3390/antibiotics2030339

Wataszek, M., Kosiarska, A., Gniadek, A., Kotpa, M., Wolak, Z., Dobros, W., & Siadek, J.
(2016). The risk factors for hospital-acquired pneumonia in the Intensive Care Unit.

Przeglgd Epidemiologiczny, 70(1).

Wip, C., & Napolitano, L. (2009). Bundles to prevent ventilator-associated pneumonia: How
valuable are they? Current Opinion in Infectious Diseases, 22(2), 159-166.

https://doi.org/10.1097/QC0.0b013e3283295e7b

Xie, D. S., Xiong, W, Lai, R. P., Liu, L., Gan, X. min, Wang, X. H., Wang, M., Lou, Y. X,,

38



Fu, X. Y., Wang, H. F., Xiang, H., Xu, Y. H., & Nie, S. fa. (2011). Ventilator-associated
pneumonia in intensive care units in Hubei Province, China: A multicentre prospective
cohort  survey. Journal of Hospital Infection, 78(4), 284-288.

https://doi.org/10.1016/j.jhin.2011.03.009

Xie, J., Yang, Y., Huang, Y., Kang, Y., Xu, Y., Ma, X., Wang, X., Liu, J., Wu, D., Tang, Y.,
Qin, B., Guan, X,, Li, J., Yu, K,, Liu, D., Yan, J., & Qiu, H. (2018). The Current
Epidemiological Landscape of Ventilator-associated Pneumonia in the Intensive Care
Unit: A Multicenter Prospective Observational Study in China. Clinical Infectious

Diseases, 67(Suppl 2), S153-S161. https://doi.org/10.1093/cid/ciy692

Yan, Q., Zhou, M., Zou, M., & Liu, W. e. (2016). Hypervirulent Klebsiella pneumoniae
induced ventilator-associated pneumonia in mechanically ventilated patients in China.
European Journal of Clinical Microbiology and Infectious Diseases, 35(3), 387—396.

https://doi.org/10.1007/s10096-015-2551-2

Zhou, X. Y., Ben, S. Q., Chen, H. L., & Ni, S. S. (2015). A comparison of APACHE Il and
CPIS scores for the prediction of 30-day mortality in patients with ventilator-associated
pneumonia. International Journal of Infectious Diseases, 30, el44-el147.

https://doi.org/10.1016/j.ijid.2014.11.005

39



