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ABSTRACT

Background: Among the most common causes of death in preterm infants are neonatal infections, which remain high
despite antibiotic therapy and preservative measures. The control of hospital infections is now a global priority, and
many factors contribute to the spread of these infections. This study aimed to determine the frequency of bacterial
infections in neonates and identify the common causes of infection in neonates admitted to the neonatal intensive care
unit (NICU) of Alzahra Hospital in Isfahan, Iran.
Methods: In this cross-sectional study, the population consisted of all neonates who were admitted to the NICU of AlZahra Hospital in Isfahan, Iran, from April 2017 to March 2018. Neonates who had a positive culture (blood,
cerebrospinal fluid, urine, eye discharge, and tracheal tube secretions) were enrolled. The data were collected by a
structured questionnaire, including maternal and neonatal information.
Results: In this study, 56 newborns admitted to the NICU of Alzahra Hospital in Isfahan were studied. Their age range
was within 5-28 days (18.88±8.41). Thirty-two (57.1%) neonates were male, and 24 (42.9%) newborns were female.
In total, 26 (46.4%) neonates had prematurity that was the most common reason for hospitalization. The most isolated
microorganisms were Staphylococcus epidermidis, Enterococcus, Klebsiella, Enterobacteriaceae, Candida spp.,
Acinetobacter, Streptococcus pneumoniae, E. coli, and Streptococcus viridans, respectively.
Conclusion: According to the results of this study, the frequency of nosocomial infections in the NICU of Alzahra
Hospital in Isfahan was 7.4%. The indings of this study highlighted the importance of paying more attention to
controlling and preventing hospital infections in NICUs.
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Introduction

Among the most common causes of death in
premature newborns are neonatal infections, for
which there is no effective antibiotic therapy.
Preterm infants, especially at gestational age
under 34 weeks have a relative immunode iciency
(2). The prevalence rate of bacterial infections
in newborns is up to 10%, and in cases of
prematurity, it is higher. Prolonged hospitalization
and mechanical ventilation are risk factors for
infection in premature neonates (2-4).
In developing countries, many deaths occur in

newborns under 2 months, and almost all cases are
due to acute pneumonia (5, 6). In developing
countries, the most common causes of pneumonia
in children are Streptococcus pneumoniae and other
respiratory syncytial viruses (i.e., pneumococcus),
Hemophilus influenzae, Mycobacterium tuberculosis,
Staphylococcus aureus, and gram-negative bacteria
(7-9).
The lack of opsonizing antibodies can lead to
dangerous bacterial infections, such as group
B streptococcus, E. coli, influenza type b, and
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Streptococcus pneumoniae, in a newborn. Humoral
immune deficiency and the gestational age have
an inverse association; accordingly, in neonates
with a birth weight of 999-600 g, the risk of
infection is higher than 86% in comparison to the
newborns with a weight above 2500 g (10, 11).
The control of nosocomial infections is now a
global priority, and many factors cause the spread
of these infections. Worldwide, 4,000,000 neonates
expire annually, 25% of which is due to sepsis (12).
Among neonatal infections in the United States, the
frequencies of bacteremia, respiratory infections,
soft tissue ulcer infection, central nervous system
infection, and genitourinary tract infection are
33.6%, 26.9%, 5.9%, 5.3%, and 4.1%, respectively.
In the same country, the most common cause
of septicemia is Staphylococcus aureus and
Streptococcus (13).
In different regions, the infection pathogen
varies. For example, in Pakistan, the most common
cause of neonatal infections was Klebsiella in
1991, which is shown to cause a relatively lower
incident of infection due to a 2003 study.
However, the most common reported cause of
infection in the United States was coagulasenegative staphylococci (14). In this regard, 11.4%
of infections in Saudi Arabia were in the neonatal
ward, and the most common cause was gramnegative microorganisms (15).
In a 2007 study in New York, the most common
cause of infections in newborns was gram-positive
bacteria (77.1%) (16). In another study, ventilatorinduced pneumonia was associated with 8.8% to
32.3% of hospital infections and birth weight of the
newborn (17). In a study conducted in Mashhad,
Iran, in 2008, the most common bacterial
pathogen causing hospital infection was mutated
Coagulase Staphylococcus aureus, followed by
Klebsiella pneumoniae (18). Also, Darvispour et al.
in a study in 2010 investigated the cases of
nosocomial infections and their associated factors
in the neonatal intensive care unit (NICU). Among
a total of 270 cases of hospitalization, 44 cases
(16.29%) were diagnosed with nosocomial
infections. Micro-organisms isolated from blood
cultures were Enterobacter and Klebsiella spp. (19).
Since nosocomial infections increase the
mortality rate and duration of hospitalization in
the NICU, it is one of the main problems of
hospitalization, and its prevention and control
require sufficient information on the epidemiology
of these infections (18). This study aimed to
determine the frequency of bacterial infections, in
particular, the infections of the respiratory tract in
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neonates, and identification of its common causes
in controlling and preventing infection in the
infants admitted to the intensive care unit of
Alzahra Hospital in Isfahan.

Methods

In this descriptive-analytic cross-sectional
study, 759 newborns admitted to the NICU of
Alzahra Hospital in Isfahan, Iran, from March 2017
to February 2018 were evaluated. A total of 56
neonates (i.e., 32 boys and 24 girls with the mean
age of 8.41±18.88 days) with a positive culture in
their body fluids were identified as hospital
infection. The inclusion criteria were newborns
who were hospitalized and up to 48-72 h later
diagnosed with nosocomial infections in any body
fluid sample cultures (blood, cerebrospinal fluid,
urine, eye discharge, and tracheal secretion), aged
between 5 and 28 days.
The data of these newborns, such as gender,
prematurity, type of birth (i.e., cesarean section or
vaginal delivery), polygamy, birth weight, duration
and cause of hospitalization, physical findings,
initial diagnosis, and treatment measures, were
evaluated.
Statistics
The statistical data was extracted using SPSS
software (version 24). Qualitative and quantitative
variables were presented based on the number
(i.e., percentage) and mean±standard deviation,
respectively. Data analysis was performed with the
Chi-Square test and analysis of variance.

Results

Out of 56 patients, 14 cases (25%) were born
by vaginal delivery. There was no significant
difference between the boys and girls in term of
age and delivery type (P>0.05). The mean scores of
gestational age, maternal age, neonatal weight
at birth, and duration of hospitalization
were 227.88±24.57 days, 5.71±30.21 years,
711.02±1802.16 g, and 19.07±31.30 days,
respectively. There was no significant difference
between the boys and girls in terms of mean scores
of gestational age, maternal age, neonatal weight at
birth, and duration of hospitalization (P>0.05).
The mean scores of the duration of using IVline, nasal continuous positive airway pressure
(NCPAP), urinary catheter, oxygen hood,
nasogastric tube (NGT) (20), and intubation were
14.42±21.41, 2.88±3.41, 0.77±2.44, 4.35±5.02,
0.86±2.86, and 1.79±4.59 days, respectively. There
was no significant difference between the boys
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and girls in terms of the mean scores of the
duration of using IV-line, NCPAP, urinary catheter,
oxygen hood, NGT, and intubation (P>0.05). The
mean scores of the duration of antibiotic
treatment and surgical interventions were
7.80±3.49 and 9.32±2.75 days, respectively. There
was no significant difference between the boys
and girls in terms of the mean scores of the
duration of antibiotic treatment and surgical
interventions (P>0.05).
The most observed congenital malformation
was patent ductus arteriosus (PDA) associated
with 6 cases (10.7%). Other malformations
observed in the face and skull, chromosomal
problems, and vague genitals were reported with
one case. Also, the premature rupture of the
amniotic membrane has been reported in 8
(14.3%) patients. The amniotic luid of 9 (16.1%)
cases was contaminated with meconium. In the
evaluation of maternal medical history, the
prevalence of hypothyroidism was the highest
observed in 12 (21.4%) cases, followed by
pregnancy-induced hypertension (PIH) in 7 cases
(12.5%; Table 1). There was no significant
difference between the boys and girls in terms of
congenital malformation, premature rupture,
meconium amniotic fluid, and maternal medical
history (P>0.05).
Oxygen hood and NCPAP were the most
frequently used devices in 43 (76.8%) and 42

(75%) subjects, respectively. Twelve newborns
(21.4%) were intubated, 6 cases had a urinary
catheter (10.7%), and one patient (1.8%) had a
central venous catheter. The reasons for
hospitalization were premature delivery in 26
(46.4%) cases with the highest frequency,
followed by respiratory distress syndrome in 10
(17.9%) subjects, and cyanosis or respiratory
disease in 7 (12.5%) patients.
The interventions included colostomy, quantic
atresia surgery, chest tube insertion, computed
tomography angiography, inguinal hernia surgery,
and thoracentesis, each of which was performed
on a newborn. The most frequent sampling sites
were the blood and eye in 14 (25%) and 13
(23.2%) cases, respectively (Table 2). There was
no significant difference between the boys and
girls in terms of these characters (P>0.05).
The results of the cultures based on the
indication of hospitalization showed that the
highest percentage of Staphylococcus epidermidis
(9 cases) was in premature neonates and the
highest frequencies of Enterococcus were in
prematurity and respiratory distress syndrome (3
cases). The highest bacterial resistance observed
in antibiotics was ceftazidime in 15 (26.8%) cases,
tetracycline and penicillin each in 11 (19.6%)
subjects, oxacillin in 9 (16.1%) cases, and
clindamycin and erythromycin each in 6 (10.7%)
subjects.

Table 1. Congenital malformations and maternal history
Variable

Congenital malformations

Patent ductus arteriosus
Ambiguous genitalia
Craniofacial
Chromosomal disorder
18 trisomy
Intrauterine growth restriction
Other

Patients
n (%)
6 (10.7)c
1 (1.8)
1 (1.8)
1 (1.8)
1 (1.8)
1 (1.8)
1 (1.8)

Hypothyroidism
Pregnancy-induced hypertension
Gestational diabetes
Hypothyroidism and Pregnancy-induced hypertension
Hypothyroidism and Gestational diabetes
Hypothyroidism, Pregnancy-induced hypertension, and Gestational diabetes

12 (21.4)
7 (12.5)
4 (7.1)
2 (3.6)
1 (1.8)
2 (3.6)

Premature rupture of amniotic membrane (more than 18 h)
Meconium contaminated amniotic fluid
Maternal disease history

Table 2. Bacterial type based on sampling source
Variable

Sampling
site
All samples

3

Staphylococcus
epidermidis

Eye
Tracheal or
endotracheal tube
Blood
Urine

Streptococcus
pneumoniae

Acinetobacter

Escherichia
coli

6 (40.0)

1 (100.0)

0 (0.0)

1 (100.0)

9 (60.0)
0 (0.0)

0 (0.0)
0 (0.0)

2 (100.0)
0 (0.0)

0 (0.0)
0 (0.0)

0 (0.0)

15 (40.5)

0 (0.0)

1 (2.7)

0 (0.0)

2 (5.4)

0 (0.0)

1 (2.7)

8 (14.3)
9 (16.1)

Enterococci

Klebsiella

Candidate
species

Streptococcus
viridans

n (%)
2 (66.7)

1 (14.3)

2 (50.0)

0 (0.0)

0 (0.0)

0 (0.0)
0 (0.0)

2 (28.6)
2 (28.6)

0 (0.0)
1 (25.0)

0 (0.0)
3 (100.0)

1 (100.0)
0 (0.0)

Enterobacteriaceae

1 (33.3)
3 (8.1)

2 (28.6)
7 (18.9)

1 (25.0)
4 (10.8)

0 (0.0)

3 (8.1)

0 (0.0)

1 (2.7)

P-value
0.001>
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The most commonly used antibiotics were
ampicillin + gentamicin in 18 (32.2%) subjects, as
well as ampicillin + gentamicin + cefotaxime,
ampicillin + amikacin + cefotaxime, ampicillin +
amikacin, and ampicillin + gentamicin +
cefotaxime each one in 6 (10.7%) cases. There was
a significant difference between the bacterial type
and sampling site (P<0.001)

Discussion

The present study aimed to determine the
frequency of hospital infections in the NICU of
Alzahra Hospital in Isfahan and identify the
underlying factors to provide strategies for
controlling nosocomial infections in the hospital.
During this study, 759 patients were admitted to
the NICU. Hospital infections in the NICU, which
had positive blood, urine, eye discharge, or
positive tracheal secretions cultures were 56
cases, and the frequency of hospital infection was
7.4%. The evaluation of studies carried out at
different geographical points indicates that the
prevalence of nosocomial infections in different
regions is different.
In a study conducted by Gaynes et al. (21), the
incidence of hospital infections in NICUs in the
United States has been reported in the range of
12-6% patients. The results of a study carried out
by Sharon et al. (16) also showed that the
incidence of infection in the intensive care unit is
7%. In a study conducted in Iran, Ghazvini et al.
reported the incidence rate of hospital infections
as 3.29% in the NICU of Ghaem Hospital in
Mashhad.
Also, Brock et al. (22) reviewed the prevalence
rate of hospital infections by 9.3% in the
evaluation of neonates in the Pediatric Medical
Center and Bahrami Hospital in Tehran. Hospital
infections are associated with a variety of factors,
including premature birth, low birth weight,
premature rupture of amniotic sac, respiratory
distress syndrome, respiratory failure, seizure,
cyanosis, type of birth, multiple infections, uterine
infections, long hospitalization period, use of
antibiotics with a wide spectrum and maternal
diseases, as well as the use of invasive procedures,
such as intravascular catheters, intubation,
intravenous feeding with fatty emulsions, and
ventricular shunt (19).
In the present study, hospital infections were
higher in males (57.1%), compared to those in
females. The highest number of infections in
newborns with the second birth rank was 30
(53.6%), and the majority of deliveries were
4
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cesarean section (n=42; 75%). The most
congenital malformation seen in neonates with
positive culture was PDA. Also, 14.3% of neonates
had an amniotic sac rupture more than 18 h.
Amniotic luid was also observed in 16.1% of
patients contaminated with meconium.
The most commonly reported disease in
mothers was hypothyroidism (21.4%), followed
by PIH (12.5%). Also, in 7.2% of mothers, these
two conditions were present simultaneously. In
the case of aggressive procedures carried out in
this study, tracheal tubes were the most frequent
procedures (21.4%). In 10.7% of the patients, the
urinary catheter was used, and NGT was also
utilized with the same frequency. One of the
known risk factors for nosocomial infections is the
use of gastric acid-reducing agents, such as H2
blocker, or proton pump inhibitors, and in our
study, 7.1% of the patients used an H2 blocker.
Also, the most common reason for admission was
prematurity (46.4%), followed by respiratory
problems (30.4%).
The most common offspring isolated from
culturing patients were Staphylococcus epidermidis
(40.5%), Enterococcus (18.9%), Klebsiella (10.8%),
Enterobacteriaceae (8.1%), and Candida species
(8.1%), respectively. As it is evident, in most cases,
positive cultures are negative for coagulase
staphylococci. On the other hand, gram-negative
bacilli also played a major role in hospital
infections. In the United States, the most
common pathogenic bacteria reported in this
regard were negative coagulase staphylococci
with 48% of the cases being isolated from
bloodstream infections (23).
In this study, 37.8% of the positive cultures
were related to the blood samples of the patients.
Also, in a study conducted by Qazvini et al., the
most commonly isolated organisms from culture
are Staphylococcus coagulase negative, Klebsiella,
Escherichia coli, Pseudomonas, Staphylococcus
aureus, and Acinetobacter. In a study conducted
by Yogaraj et al. (24) on patients admitted to
pediatric intensive care units, the most
commonly detected cases were coagulasenegative Staphylococcus aureus, followed by
Enterobacteriaceae, Pseudomonas, Klebsiella,
Serratia, Escherichia coli, and Acinetobacter.
Moreover, the most common type of hospital
infection is septicemia.
In a study conducted by Hosseini et al. (25), the
most common isolated microorganisms were
Staphylococcus coagulase negative, Klebsiella,
Candida, Staphylococcus aureus, Escherichia coli,
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Enterobacteriaceae, and Streptococcus viridans. In a
study carried out by Wellness et al. (26), the highest
frequency was reported with Enterobacteriaceae,
Staphylococcus aureus, Klebsiella, Escherichia coli,
and Staphylococcus epidermidis, respectively. In a
study performed by Barak et al., the highest
frequency of pathogens was related to
Pseudomonas, Klebsiella, and Enterobacteriaceae.
In the present study, it was found that the
patients with positive cultures had an average
intravenous catheter use of over 20 days, and
about three-fourths of the patients needed oxygen
support for ventilation, which can be a potential
risk factor for hospital infection. In several
studies, the incidence rate of hospital infection in
patients with a long-term intravenous catheter
has been reported to be 96.87% (27) despite the
consideration of hygiene.
In an antibiogram study, the highest bacterial
resistance was observed in the antibiotics of
ceftazidime (26.8%), tetracycline and penicillin
(19.6%), oxacillin (16.1%), and clindamycin and
erythromycin (each on 10.7%). In a study
conducted by Qazvini et al., the highest levels of
bacterial resistance were related to antibiotics
penicillins, ceftazidime, and cefotaxime. In a study
carried out by Hosseini et al., the most bacterial
resistance was related to erythromycin, oxacillin,
clindamycin, and gentamicin in gram-positive
bacteria and against gentamicin, cephalexin,
ceftazidime, ceftriaxone, cefotaxime, and cefixime
in gram-negative bacteria.

Conclusion

According to the results of our study, the
frequency of nosocomial infections in newborns
admitted to the intensive care unit of Alzahra
Hospital of Isfahan was 7.4%. Our indings
highlighted the importance of paying more
attention to controlling and preventing hospital
infections in the NICU. The attention and accuracy
of the treatment staff in this domain are important,
especially the observation of personal hygiene, and
most importantly the regular cleaning of hands and
use of sterile gloves. It was also required to follow
all sterile conditions when installing intravenous
catheters inside the patient's body.
Limitations
One of the limitations of this study, which is
inherent in all retrospective studies, was a bias in
terms of the quality of collecting the original
information. The impossibility of identifying a
number of infectious pathogens and the sample
size were other limitations of this study. The
5
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patient's records in the study period included in
the study may not have enough power to apply to
all population.
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Nordenskjö ld A, Hagenfeldt K, et al. Metabolic
profile and body composition in adult women
with congenital adrenal hyperplasia due to 21hydroxylase deficiency. J Clin Endocrinol Metab.
2007; 92(1):110-6.
2. Barbara J, Behrman R, Kliegman R, Jenson H.
Infections of the neonatal infant. Nelson textbook of
pediatrics. Philadelphia: WB Saunders CO; 2008. P.
794-811.
3. Reuben K, Mervin C, Richard A. The immune system.
In: Fanarroff AA, Martin RJ, editors. Neonatal–
perinatal medicine. 8th ed. Philadelphia: Mosby; 2006.
P. 676-755.
4. Babaei H, Alipour AA, Ghadiri K, Abdollahzadeh AM,
Rezaei M. The effect of intravenous immunoglobulin
on admission duration and mortality rate related to
sepsis in preterm neonates. J Kermanshah Univ Med
Sci. 2011; 15(5):333-7.
5. Zar HJ, Ferkol TW. The global burden of respiratory
disease-impact on child health. Pediatr Pulmonol.
2014; 49(5):430-4.
6. Lafond KE, Nair H, Rasooly MH, Valente F, Booy R,
Rahman M, et al. Global role and burden of influenza
in pediatric respiratory hospitalizations, 1982-2012:
a systematic analysis. PLoS Med. 2016; 13(3):
e1001977.
7. PLOS Medicine Staff. Correction: global role and
burden of influenza in pediatric respiratory
hospitalizations, 1982-2012: a systematic analysis.
PLoS Med. 2016; 13(6):e1002060.
8. Zar H, Jeena P, Argent A, Gie R, Madhi S. Diagnosis and
management of community-acquired pneumonia in
childhood-South African Thoracic Society Guidelines.
S Afr Med J. 2008; 95(12 Pt 2):977-81.
9. Scott JA, Brooks WA, Peiris JM, Holtzman D,
Mulholland EK. Pneumonia research to reduce
childhood mortality in the developing world. J Clin
Invest. 2008; 118(4):1291-300.
10. Rudan I, Boschi-Pinto C, Biloglav Z, Mulholland K,
Campbell H. Epidemiology and etiology of childhood
pneumonia. Bull World Health Organ. 2008; 86:
408-16B.
Iranian Journal of Neonatology 2019; 10(3)

Kabiri Samani M et al

11. Gladstone IM, Ehrenkranz RA, Edberg SC, Baltimore
RS. A ten-year review of neonatal sepsis and
comparison with the previous fifty-year experience.
Pediatr Infect Dis J. 1990; 9(11):819-25.
12. Shah J, Jefferies AL, Yoon EW, Lee SK, Shah PS. Risk
factors and outcomes of late-onset bacterial sepsis in
preterm neonates born at < 32 weeks' gestation. Am J
Perinatol. 2015; 32(7):675-82.
13. Melvan JN, Bagby GJ, Welsh DA, Nelson S, Zhang P.
Neonatal sepsis and neutrophil insufficiencies. Int
Rev Immunol. 2010; 29(3):315-48.
14. Watson RS, Carcillo JA, Linde-Zwirble WT, Clermont
G, Lidicker J, Angus DC. The epidemiology of severe
sepsis in children in the United States. Am J Respir
Crit Care Med. 2003; 167(5):695-701.
15. Aurangzeb B, Hameed A. Neonatal sepsis in hospitalborn babies: bacterial isolates and antibiotic
susceptibility patterns. J Coll Physicians Surg Pak.
2003; 13(11):629-32.
16. Abdel-Fattah MM. Surveillance of nosocomial
infections at a Saudi Arabian military hospital for a
one-year period. Ger Med Sci. 2005; 3:Doc06.
17. Perlman SE, Saiman L, Larson EL. Risk factors for lateonset health care-associated bloodstream infections
in patients in neonatal intensive care units. Am J
Infect Control. 2007; 35(3):177-82.
18. Foglia E, Meier MD, Elward A. Ventilator-associated
pneumonia in neonatal and pediatric intensive care
unit patients. Clin Microbiol Rev. 2007; 20(3):409-25.
19. Ghazvini K, Rashed T, Boskabadi H, Yazdan Panah M,
Khakzadan F, Safaee H, et al. Neonatal intensive care
unit nosocomial bacterial infections. Tehran Univ
Med J. 2008; 66(5):349-54.
20. Darvishpour A, Hashemian H, Faal E, Fasihi M. Survey

6

Bacterial Infections in Hospitalized Neonates

of nosocomial infection and accompanied factors in
neonatal intensive care unit. J Guilan Univ Med Sci.
2010; 19(73):37-45.
21. Gaynes RP, Edwards JR, Jarvis WR, Culver DH, Tolson
JS, Martone WJ, et al. Nosocomial infections among
neonates in high-risk nurseries in the United States.
Pediatrics. 1996; 98(3 Pt 1):357-61.
22. Barak M, Mamishi S, Siadati SA, Salamati P, Khotaii G,
Mirzarahimi M. Risk factors and bacterial etiologies of
nosocomial infections in NICU and PICU Wards of
children’s medical center and bahrami hospitals
during 2008-2009. J Ardabil Univ Med Sci. 2011;
11(2):113-20.
23. Kim SD, McDonald LC, Jarvis WR, McAllister SK, Jerris
R, Carson LA, et al. Determining the significance of
coagulase-negative staphylococci isolated from blood
cultures at a community hospital a role for species
and strain identification. Infect Control Hosp
Epidemiol. 2000; 21(3):213-7.
24. Yogaraj JS, Elward AM, Fraser VJ. Rate, risk factors,
and outcomes of nosocomial primary bloodstream
infection in pediatric intensive care unit patients.
Pediatrics. 2002; 110(3):481-5.
25. Hoseini MB, Abdinia B, Rezaee MA, Oskouie SA. The
study of nosocomial infections in neonatal intensive
care unit: a prospective study in northwest Iran. Int J
Pediatr. 2014; 2(3):25-33.
26. Salamati P, Rahbarimanesh AA, Yunesian M, Naseri M.
Neonatal nosocomial infections in Bahrami Children
Hospital. Indian J Pediatr. 2006; 73(3):197-200.
27. Galanakis E, Krallis N, Levidiotou S, Hotoura E,
Andronikou S. Neonatal bacteraemia: a populationbased study. Scand J Infect Dis. 2002; 34(8):598-601.

Iranian Journal of Neonatology 2019; 10(3)

