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Introduction: Recent concern about severe and life-threatening Pseudomonas
infections in neonatal intensive care units (NICUs) has largely centred on
investigation of outbreaks and identification of nosocomial sources. The clinical
course and outcomes of invasive Pseudomonas infection remain poorly described in
neonates.

Aims: Define and describe the clinical burden of invasive neonatal Pseudomonas
infection on NICUs within a neonatal infection surveillance network.

Methods: We analysed cases of invasive Pseudomonas infections in 18 UK NICUs
participating in the Neonatal Infection Surveillance Network (neonIN) from January
2005 - December 2011. Supplementary clinical data were collected retrospectively.

Results: 42 cases of invasive Pseudomonas infection were reported from 12 NICUs.
67% were female, median gestational age was 26 weeks (range: 22 to 40 weeks)
and median birth weight 8409 (range: 490g to 3712 g; 28 (77%) <1500g). Only 3
(7%) cases were early in onset (<48 hours), the vast majority (35/42; 93%) were late-
onset, occurring at median postnatal age of 14 d (range 2 —262 d). Two had
meningitis (10% of those having an LP obtained). 12 babies (32%) were known to be
colonised with Pseudomonas before the onset of their invasive disease episode.
Fifteen babies died (38%); 7 deaths were attributed to the infection episode,(18%).

Conclusion: Active surveillance among a network of UK NICUs indicates that
Pseudomonas infections are typically sporadic. While the overall incidence is low the
case fatality rate is high. Researching opportunities for prevention, such as routine
screening, should be prioritised.
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Introduction: ESPID initiated “Antibiotic Resistance and Prescribing in European
Children”(ARPEC) to improve quality of antibiotic prescribtion.

Objective: Develop a standard surveillance of data collection and Bahrain was part of
it.

AIM
To determine the variation in drug, dose and indications of antibiotic in children

Methods: Data collection was performed using paper form for all existing pediatric
and neonatal wards (medical, surgical, PICU, NICU) in a single day

Results

Penicillin in the medical pediatric wards in the Europe was the highest and
equivalent in Europe and Bahrain in the general wards.

In PICU, majority of the patients in Bahrain were on Penicillin (30%), whereas,
in Europe they were other B-lactams (31%). 100% of treatment was empirically in
Bahrain . In Europe, 24% had targeted treatment.

In sepsis, the most antibiotic was Cefotaxime in both. As surgical

prophylaxis, duration was one day mostly in Bahrain. In Europe, duration exceeded
in most patients. Most common drug for that were B-lactams and Penicillin in both
Centers.

In NICU, Gentamicin was the most used drug in the Europe ( 23%), whereas in
Bahrain Meropenem was the highest (24%).

Conclusion: Most of the pediatric patients in Bahrain received surgical prophylaxis for
one day in alignment with international guidelines .We have To limit the use of broad
spectrum antibiotics. This helped in giving a quick broad idea of the practice of
antibiotic in Bahrain plus the other regions who participated in the multicenter study.
That helped in improving the quality of services provided to pediatric/ neonatal
patients.
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HCYV infection in children is different from the adults in many ways. Antiviral therapy
for chronic hepatitis C has traditionally been considered contraindicated in children. A
review of the recent literature however suggests that this view is no more valid. Many
recent studies have suggested that antiviral therapy can be safely given in children
with excellent results, though some important diagnostic and therapeutic
considerations need to be addressed. Diagnostic work-up of children suspected of
having chronic HCV should proceed similar to that of adults. Liver biopsy may be
considered in HCV-positive children with persistently normal aminotransferase levels.
Because of the potential interferon-induced neurotoxicity, antiviral therapy is
contraindicated in children <3 years of age. Infected children aged 3-17 who are
selected for treatment may receive combination therapy of pegylated interferon &
ribavirin. Non-pegylated interferon yields inferior therapeutic response in terms of
ETR & SVR rates achieved. In non-responding patients or relapsers, peginterferon-
ribavirin combination therapy may be prescribed regardless of the genotype provided
the same was not given beforehand. Cirrhotic patients with a CTP score <9 and a
decompensated event that abated with standard treatment may be considered for
antiviral therapy, although more data in pediatric age group is needed to recommend
routine usage of this therapy. Despite the promising results in adults, the use of
haematopoietic growth factors (erythropoietin & filgrastim) as adjuncts in the
management of HVC infection in children is not recommended at this moment.

Table 1: Definitions of Treatment Responses:

Rapid virologic Qualitative HCV RNA assay done at 4 week comes out to be negative (<501U/mL)
response (RVR)

Early virologic Quantitative HCV RNA assay done at 12 weeks:

response (EVR) =Comes out to be negative — called early virologic clearance (EVC) or aviremic response
=Shows a decline in the HCV RNA titre (compared with the pre-treatment assay) of > 2 log —
called partial virologic response (PVR) or viremic response

Nonresponders Quantitative HCV RNA assay done at 12 weeks showing either no decline in the HCV RNA
titre (compared with the pre-treatment assay) or a decline of < 2 log

End of treatment Qualitative HCV RNA assay done on completion of the recommended duration of the course
response (ETR) comes out to be negative

Sustained virologic Qualitative HCV RNA assay done 24 weeks after completion of the recommended duration of
response (SVR)* the course comes out to be negative

Relapsers Qualitative HCV RNA assay done on completion of the recommended duration of the course
came negative, but 24 weeks later, the assay done to confirm SVR comes out to be positive.

*Achievement of SVR is generally considered as the marker of eradication of HCV infection. Almost all such patients
show EVC or PVR on 12 weeks assay.




Table 2: Suggested Management Plan in Children with Genotypes 283:

HCV RNA Assay: Recommendation as per the HCV RNA Assay result:

Week 4 qualitative HCV RNA assay

Negative assay (<50IU/ml) ie.a Institute a standard treatment course of 24 weeks. Although, a few studies

case of RVR have shown attainment of comparable SVR rates in this subgroup with
shortened treatment courses of 12-16, more data is needed to validate this
recommendation in pediatric age group.

Positive assay Give treatment for the standard duration of 24 weeks’ (may be 36-48
weeks)

Week 24 qualitative HCV RNA assay:
Negative assay ie. a case of ETR Successful therapy. Needs a repeat qualitative HCV RNA assay at week 48
(24 weeks after ETR) to establish SVR

Positive assay Treatment failed

Week 48 qualitative HCV RNA assay:

Negative assay ie. a case of SVR HCV infection got eradicated

*The newly recommended week 4 qualitative HCV RNA assay helps modify the duration of the therapy based on viral
kinetics. On one hand, this approach helps maximize the SVR rates and on the other hand, limits the toxicities and cost
associated with the extended treatment courses. Achievement of RVR means that we can consider shortening the
treatment course.

"SVR rates achieved in this subgroup are relatively poor. Thus prolonged therapy (>24 weeks) may be considered in this
subgroup, although more evidence is needed at this time for a definite recommendation.

Table 3: Suggested Management Plan in Children with Genotypes 1:

Recommendations as per the PCR results:

Negative assay (<50IU/ml) ie. 3 Predictors of poor response absent:

case of RVR #Shorten the treatment duration to a total of 24 weeks
Predictors of poor response present:
sGive treatment for the standard duration of 48 weeks

Positive assay Continue treatment and repeat HCV RNA at 12 weeks
Week 12 qu e HCV RNA assay:
Negative assay i.e. a case of EVC Continue treatment for a total of 48 weeks

HCV RNA fall by = 2 logs ie. a case Repeat qualitative HCV RNA at 24 weeks.
of PVR

HCV RNA fall by < 2 logs ie. a case Stop treatment
of non-responder

Negative assay (this subgroup is Continue treatment for a total of 48-72 weeks. 72 weeks therapy has
called ‘slow responders’) generally shown superior results as compared to 48 weeks therapy in slow
responderss+-s6

Positive assay Stop treatment as probability of attaining SVR is negligible

Week 48 qualitative HCV RNA assay:
Negative assay ie. a case of ETR Successful therapy. Needs a repeat qualitative HCV RNA assay at week 72
(24 weeks after ETR) to establish SVR

Positive assay Treatment failed

Week 72 qualitative HCV RNA assay:

Negative assay i.e. a case of SVR HCV infection got eradicated

Positive assay Le. a case of relapse Previously treated with non-pegylated interferon:
«Treat with peginterferon and ribavirin. If EVR is not achieved at week 12,
stop the treatment
Previously treated with pegylated interferon:
sRetreatment is not indicated even if a different type of peginterferon is
administered. Consensus interferon has shown to improve responses in such
cases, but it is too premature to recommend it.
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Introduction:

Implementation of monitoring/intervention system recommended by Infectious
Diseases Society of America (IDSA) to optimize & preserve effectiveness of current
antibiotics. Strategy for success with education & prospective audit. Antimicrobial
Stewardship Program (ASP) at Dayton Children's Hospital newly created
multidisciplinary team. Objectives: (1) assess background knowledge/ initial
acceptance of ASP (2) determine best feedback mechanism between prescribers &
stewards.

Methods:

10-question survey based on CDC 'Get-Smart Campaign' distributed by email to
medical staff physicians -included knowledge of ASP, comfort using antimicrobials,
attitudes on prospective audits, and best feedback mechanisms.

Results:

Survey completed by 88 physicians - 34% community physicians, 5% hospitalists,
2.5% Critical Care, & 35% Specialists. 47% respondents have practiced for >20yrs.
Majority indicated ASP extremely important (75%). 5% respondents not familiar with
ASP. Addressing impact of antibiotic misuse as public health concern (62%) &
improving patient safety (19.8%) seen as most important reasons for establishing
ASP. Ciprofloxacin (77%) & Vancomycin (60.7%) were antimicrobials responders felt
comfortable managing without Infectious diseases specialists. Guidelines with clinical
pathways (64%) most beneficial IDSA ASP strategy for respondents followed by
prospective audits (14.8%). 51% felt prospective audits educational and 40.7% felt
comfortable having prospective audit. 5% physicians felt they should be able to make
decisions independently. Majority respondents wanted ASP notification by email
(53.1%).

Conclusions:

KAP surveys beneficial in implementing ASP to determine intial strategies & focus.
Our KAP survey revealed physicians feel ASP extremely important and creating
guidelines most beneficial to decrease antimicrobial misuse. Feedback will guide
novel ASP efforts to target: hospital based guidelines, prospective audits, and de-
escalation of therapy.
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Background: Kawasaki disease (KD) is a multi-systemic vasculitis that preferentially
affects children. A single nucleotide polymorphism (SNP) in inositol 1,4,5-
trisphosphate 3-kinase C (ITPKC) has been identified to be an important
polymorphism in the risk of KD. This study was conducted to comprehensively
investigate the associations between all tagging SNPs of ITPKC in the risk of KD in a
Taiwanese population.

Methods and Results: A total of 950 subjects (381 KD patients and 569 controls)
were recruited. Seven tagging SNPs (rs11673492, rs7257602, rs7251246, rs890934,
rs10420685, rs2607420, rs2290692) were selected for TagMan allelic discrimination
assay. Clinical data of coronary artery lesions (CAL) and aneurysms were collected
for analysis. A significant association was found between rs7251246 in ITPKC and
CAL formation. Haplotype analysis for ITPKC polymorphisms also confirmed this
association in the patients with CAL and aneurysm formation.

Conclusion: This is the first study to identify that SNP rs7251246 in ITPKC is
associated with the severity of KD.
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Introduction: Inflammatory bowel disease (IBD) patients may be at risk for any
infections due to an underlying disease, malnutrition, surgery, or immunosuppressive
therapy. Therefore, protecting this group against infections seems to be of particular
importance.

Objective: The aim of the study was to describe influenza vaccination status among
pediatric patients with IBD.

Methods: This prospective study was conducted in four University-affiliated hospitals
for children in Poland. Parents of children with IBD and parents of healthy controls
were asked about influenza vaccination in season 2012/2013.

Results: 242 IBD patients and 142 controls were enrolled to the study. Of IBD
patients 7.8% received an influenza vaccine compared to 18.3% of controls
(p=0.0013). Children with IBD had less than two times chance to be vaccinated
against influenza compared to controls (OR=2.6 CI95 1.4-4.9). There was no
statistically significant differences in time from IBD diagnosis, disease activity and
drugs between vaccinated and non-vaccinated IBD children. The most common
reason pro vaccinations were fear of influenza complications (OR=2.02 95CI 0.3-
11.8) and belief in influenza vaccine efficacy (OR=2.35, 95CI 0.2-24.5; p=0.6999).
56% of IBD patients gave the fear of vaccine side effects as a major reason for not
being vaccinating compared to 40% of controls (OR=1.87 95CI 1.19-2.95).

Conclusion: In conclusion, the data of our study demonstrate an alarmingly poor
influenza vaccination status in the majority of children with IBD in Poland.
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INTRODUCTION

Infectious diseases have emerged as an important cause of morbidity and
mortality in pediatric patients. Resistant organisms are increasingly implicated in
septic status concerning hospitalized children.

OBJECTIVES

The emergence and dissemination of antimicrobial resistance among GRAM

positive pathogens

has become troublesome for children. Only few antimicrobial agents are available

for multi-drug

resistant infections in pediatric patients.

AIMS

Daptomycin is a first in its class cyclic lipopeptide which can be useful for treatment
of these

infections in children, but clinical experience is lacking.

METHODS

Retrospective review of medical records of sixteen hospitalized children who received
Daptomycin for treatment of invasive GRAM positive bacterial infections at
Children's Hospital of ARNAS Civico, Palermo (lItaly), from December 2009 to
December 2012. Bacterial isolates were tested for

susceptibility to Daptomycin by gradient diffusion method. Clinical manifestations of
infections in

these patients were: complicated soft tissue and skin infections (cSSTI) in ten cases
and bloodstream infections in six cases.

RESULTS

Sixteen children received Daptomycin. All these patients were receiving care in our
Intensive Care Unit. Organisms isolated were six S. Aureus methicillin-resistant; eight
S. Epidermidis methicillin-resistant and two E. faecium. All these infections had failed
standard empirical antimicrobial therapy and had persistently positive blood cultures
and/or fever prior to initiation of Daptomycin.

CONCLUSIONS

All our patients improved, only two died of complications of their pre-existing
pathology. Further studies are necessary to assess the pharmacological
characteristics, safety and effectiveness of Daptomycin in children, but it seems to be
promising antimicrobial agent in pediatric patients.
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Introduction

Ozenoxacin is a topical non-fluorinated quinolone with potent activity against gram-
positive bacteria developed as a 1% cream for the treatment of impetigo.

Objectives and aims

The objectives of the study were to assess the systemic absorption, the safety and
tolerability, and the clinical response after 5 day BID applications (10 applications) of
ozenoxacin 1% cream in adults and pediatric patients (aged 2 months to 65 years)
with impetigo.

Methods
Patients (= 2 months to 65 years) were included sequentially in the following age
groups:

e Group 1 (18 years to 65 years): 8 patients.

e Group 2 (12 years to < 18 years): 9 patients.

e Group 3 (2 years to < 12 years): 9 patients.

e Group 4 (2 months to < 2 years) subdivided in the following subsets:
e 12 months to < 2 years: 8 patients.
e 6 months to < 12 months: 6 patients.
e 2 months to < 6 months: 6 patients.

Absorption was evaluated by measuring plasma concentrations of ozenoxacin, safety
by physical examination and patient (or family) report and clinical response was
evaluated by clinical evaluation with the SIRS scale.

Results

All plasma concentrations (except of 4 samples) were BLQ (0.5 ng/mL).
The safety and tolerability was very good in all age groups.

All the patients were cured or improved.

Conclusions

Ozenoxacin 1% cream 5 day BID topical application show no absorption, is safe and
well tolerated and show clinical activity in patients with impetigo aged 2 months to 65
years.
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Introduction

Ozenoxacin is a topical non-fluorinated quinolone with potent activity against gram-
positive bacteria developed as a 1% cream for the treatment of impetigo.
Objectives and aims

The objectives of the study were to compare the efficacy and evaluate the safety and
tolerability of ozenoxacin 1% cream versus placebo after 5 day BID topical
applications (10 applications) in patients with impetigo.

Methods

Multicentre, randomized, placebo-controlled, parallel, double-blind in adult and
pediatric patients (aged 2 years and older) with bullous and non-bullous impetigo.
Patients were randomized in a 1:1:1 ratio to ozenoxacin, placebo, or retapamulin
(included as active control to assess the internal validity of the study). The efficacy
was evaluated clinically by SIRS scale and microbiologically by microbiological
culture. The safety and tolerability were evaluated by physical examination,
laboratory tests, and direct patient (or family) report.

Results
Ozenoxacin showed statistically significant superior clinical response compared to

placebo at end of treatment (day 6-7) (table 1). The results for retapamulin were
similar to ozenoxacin.



Table 1. Clinical response at end of therapy (Visit 3, Day 6-7) (ITTC population)

P880
N
Clinical success n (%)
Clinical failure n (%)
Unable to determine n (%)

p-value (vs placebo)

Ozenoxacin
155
54 (34.8%)
98 (63.2%)
3 (1.9%)
0.003

Placebo Retapamulin
156 154
30(19.2%) 58 (37.7%)
120 (76.9%) 91 (59.1%)
6 (3.8%) 5 (3.2%)

<0.001

Ozenoxacin showed statistically significant superior microbiological response
compared to placebo at day 3-4 and at end of treatment (day 6-7) (table 2).

Table 2. Microbiological response at Visit 2 (day 3-4) and Visit 3 day (6-7) (ITTB population)

P880 Ozenoxacin Placebo Retapamulin
Day 3-4
N 154 152 153
Microbiological success 109 (70.8%) 58 (38.2%) 86 (56.2%)
Microbiological failure 37 (24.0%) 90 (59.2%) 60(39.2%)
Unable to determine 8 (5.2%) 4 (2.6%) 7 (4.6%)
p-value <0.0001
Day 6-7
N 154 152 153
Microbiological success n (%) 122 (79.2%) 86 (56.6%) 124 (81.0%)
Microbiological failure n (%) 16 (10.4%) 55(36.2%) 18(11.8%)
Unable to determine n (%) 16 (10.4%) 11(7.2%) 11(7.2%)
p-value (vs placebo) <0.0001

Ozenoxacin was safe and well tolerated.

Conclusions

Ozenoxacin showed superior clinical and microbiological response to placebo and
presented a very good safety and tolerability profile. The results for retapamulin
confirmed the validity of the study.
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Background: Occult hepatitis B virus (HBV) infection is a well-recognized clinical
entity characterized by the detection of HBV DNA in serum and/or in liver in the
absence of detectable hepatitis B surface antigen (HBsAg). The frequency of the
diagnosis depends on the relative sensitivity of both HBsAg and HBV DNA assays.

Objective: To determine the prevalence of occult HBV infection in a high risk group
of children who developed HBYV infection despite immunoprophylaxis.

Methods: the sera of 75 children born to HBsAg-positive mothers previously
immunized by HBIG and prophylaxic vaccine regimen were assayed for HBV DNA
by real-time PCR. Subsequently, the samples were tested by a sensitive standard
PCR employing independent set of primers for all HBV genes and analyzed by direct
sequencing.

Results: HBV DNA was detected in 21/75 (28%) of children, ranged between 77 and
9240 copies/mL. All were positive for anti-HBs. 5 (24%) were found to be positive for
anti-HBc, and anti-HBc-only positive individual were not observed. 8 isolates (38%)
did not contain any mutation. Other 13 infected children (62%) contained at least one
mutation in regions known to be involved in functional and/or immune epitope activity.
10 were contained G145R mutations.

Conclusion: HBV occult infection seems to be relatively frequent in immunized
children born to HBsAg-positive mothers. HBsAg negativity is not sufficient to
completely exclude HBV DNA presence. These findings emphasize the consideration
of occult HBV infection in hypo endemic areas.
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The PERCH Study Group Background: Pneumonia is responsible for over 1 million
annual deaths in children 1-59 months. PERCH is a multi-country, case-control study
aiming to characterize the etiologies and risk factors children under 5 years of age
hospitalized with pneumonia in developing country settings. Methods Children aged
28 days — 59 months hospitalized with WHO-defined severe or very severe
pneumonia and age-frequency matched community controls from seven countries
(Gambia, Kenya, Mali, South Africa, Zambia, Bangladesh, Thailand) were enrolled
over a 24 month period. Specimens from cases only included blood culture, induced
sputum, lung aspirates (selected sites), and gastric aspirates. Specimens from cases
and controls included nasopharyngeal/oropharyngeal swabs (NPS/OPS), whole
blood & urine. Laboratory tests included microscopy, culture, antigen detection,
multiplex real-time PCR (33 pathogens), and antibiotic bioassay. CXR from all cases
were classified by WHO criteria. Results: Enrollment (8/2012-2/2014) is complete at
4,229 cases and 5,325 controls. Case fatality varied by site (1.1% to 34.2%) and
severity status. A pathogen was isolated in 4.4% of blood cultures and in >98% of
NPS/OPS PCR from cases and controls. Cases and controls were usually positive for
>1 pathogen by NPS/OPS PCR (mean=3.9 and 3.6 pathogens, respectively).
Existing analytic methods for pneumonia etiology cannot incorporate results from
multiple tests/specimens, or account for imperfect sensitivity and specificity. We have
developed new statistical methods, extending familiar methods, to overcome these
limitations. Conclusions: By applying state-of-the-art tools with standardized methods
PERCH will inform development of new vaccines and treatment policies for the
prevention and control of serious childhood pneumonia.
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Background/Aims: Children with musculoskeletal infection (MSI) who have prolonged
hospitalization often have multiple blood cultures following an initial positive blood
culture and during febrile days on antibiotics. This potentially leads to unnecessary
blood draws. This study assesses the incidence of persistent bacteremia or line
sepsis in pediatric MSI and suggests a strategy to reduce repeat blood cultures
without missing pathogens that would alter treatment.

Methods: Children with Osteomyelitis, Septic Arthritis, and Pyomyositis treated with
antibiotics and/or surgery were studied. Blood culture results following the initial
blood culture were evaluated to identify the rate of positivity, persistent bacteremia, or
unigue pathogens representing line sepsis.

Results: 593 children with invasive MSI (osteomyelitis — 353, septic arthritis — 198,
and pyomyositis — 42) were studied from 2002-2013. Initial bacteremia was identified
in 116 children (19.6%). Of the 874 subsequent blood cultures sent there were 189
positive results (21.6%) in 89 children. 66 children demonstrated persistent
bacteremia with 2-5 positive cultures each. An organism other than the initial isolate
for which the child was actively being treated was identified in seven children. Three
were suspected contaminants and four were pathogens causing line sepsis
(Escherichia coli, Candida albicans, Candida dubliniensis, and Staphylococcus
haemolyticus). Among 89 children who had subsequent positive blood cultures, 37
had five or more negative repeat cultures for a total of 382 studies (range 5-27 per
child, median 10).

Conclusions: Judicious use of repeat blood cultures in MSI will avoid unnecessary
studies with limited clinical usefulness. A scheduled surveillance strategy is
recommended.
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Background/aims: Culture strategies for pediatric musculoskeletal infection (MSI)
influence diagnostic accuracy and treatment efficacy. This study analyzes the merit
of various culture strategies for pediatric MSI and proposes guidelines to optimize
culture outcomes with less waste.

Methods: Children with MSI from 2002 to 2013 were studied. Results were
assessed for aerobic, anaerobic, fungal, acid fast bacteria (AFB), and blood
cultures. Statistical comparison was performed to assess the yield of each culture
type during three periods in which differing strategies were employed.

Results: 4536 culture results (aerobic — 1303, anaerobic — 903, fungal — 340, AFB —
289, blood — 1701) were assessed for 867 children with MSI. Initial aerobic cultures
in children with osteomyelitis were positive in 94.5% of children during 2012-2013,
compared to 76.6% in 2009, and 66.4% in 2002-2004 (p<0.0001). Anaerobic
cultures were considered contaminant or equivalent to aerobic culture findings in
19/22 children. Fungal isolates were identified by aerobic culture in 5 of 6 children
with positive fungal cultures. All but one of the remaining anaerobic, fungal, and AFB
isolates resulted from penetrating inoculation. Blood cultures in abscess cases were
either negative or contaminant. Duplicate aerobic specimens had identical results in
189/250 (76%) cases in which they were sent.

Conclusions: Pediatric MSI should be evaluated initially solely with blood cultures
and aerobic cultures from the infection site. Blood cultures should not be routinely
sent in abscess cases. Anaerobic, fungal and AFB cultures should be reserved for
children with immune compromise, suspected penetrating inoculation, or failed
treatment.
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Background/Aims: The culture positive rate among children with septic arthritis is
low. Culture negative cases are often treated empirically as Staphylococcus

aureus. This antibiotic coverage may not be suitable for Kingella kingae or
Streptococcus pneumoniae. This study assesses the diagnostic utility of polymerase
chain reaction (PCR) for pediatric septic arthritis.

Methods: Children with septic arthritis from 2012 to 2013 were studied. Joint fluid
Cell count, aerobic culture results, and antibiotic treatment decisions were
assessed. Comparison was made between those evaluated with and without PCR.

Results: Aerobic cultures and PCR samples were sent from 35 children. PCR was
positive in 16 cases (45.7%) while aerobic cultures were positive in 11 (31.4%). PCR
was positive in 6/24 (25%) culture negative cases (K. kingae — 4, S. pneumoniae — 1,
and S. aureus — 2). These findings resulted in change of antibiotic selection in 5
children. Aerobic cultures were positive in 2/19 (10.5%) PCR negative cases
(Salmonella — 1, and S. aureus -1). PCR and aerobic cultures were simultaneously
positive in 9 children, with agreement of results for the isolate in each case (S. aureus
-5, K. kingae — 2, S. pneumoniae — 1, and Shigella — 1). Combined sensitivity of the
studies was 49%.

Conclusions: PCR is a useful supplemental study for children with septic arthritis and
may guide treatment for children with Kingella kingae or Streptococcus

pneumonia. Limitations of this technology include time delay for results and lack of
antibiotic susceptibility information for the identified organism in culture negative
cases.
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THE INFLUENCE OF VIRAL LOAD ON THE SENSITIVITY OF BINAX NOW RSV
ASSAY IN THE DIAGNOSIS OF RSV BRONCHIOLITIS
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Introduction:

Each year Respiratory Syncitial Virus (RSV) is responsible for 3.4 million
hospitalisations in children under 5 years. Hospital acquired infection can be fatal in
children with co-morbidites. Our tertiary paedaitric unit uses an immuno-
chromatographic assay (Binax Now RSV) in the diagnosis of RSV, the results of
which often guide co-horting practices.

Aims:

We aimed to evaluate the accuracy of Binax Now RSV.

Methods:

Cylce threshold (CT) values, as determined by Real Time PCR were compared with
samples testing Binax Now RSV positive with those testing negative.

Results:

Blnax Now RSV positive values had significantly lower mean CT values (P<0.01). If
Binax Now RSV was compared to a PCR CT cut-off of 23 cycles, the sensitivity was
92.2%. A value of 23 cycles had the highest discrimination between Binax Now RSV
positive and negative tests.

Conclusion:

Clinical accuracy of Binax Now RSV is affected by viral load. A negative Binax Now
RSV may not exclude RSV bronchiolitis but indicates that the viral load may be
sufficiently low to allow co-horting amongst low risk patients.
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INHERITED TLR3 DEFICIENCY IN CHILDREN WITH HSE: A COMMON GENETIC
ETIOLOGY WITH HIGH ALLELIC HETEROGENEITY AND HIGH RECURRENT
RISK
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Single-gene inborn errors of Toll-like receptor 3 (TLR3)-interferon (IFN) immunity
have been described in 10 children with herpes simplex virus 1 encephalitis (HSE).
We searched for TLR3 mutations in 110 other children with HSE. In six unrelated
children or young adults with HSE, we identified five unique or extremely rare (MAF <
0.001) missense mutant alleles. We report three novel forms of TLR3 deficiency:
heterozygous L360P, heterozygous G743D+R811I and homozygous R867Q
mutations were identified in three patients and led to impaired TLR3 responses and
enhanced viral susceptibility in dermal fibroblasts. These mutations exert their effects
through different mechanisms: L360P is loss-of-function due to a lack of cleavage
and dominant by negative dominance, G743D+R811I is loss-of-function due to low
levels of expression and dominant by haploinsufficiency, and R867Q is functionally
hypomorphic and underlies partial AR TLR3 deficiency. We also showed that two
TLRS3 alleles (M374T, D592N) that were heterozygous in three patients were not
deleterious in vitro in the experimental conditions used. Thus, to date, TLR3
deficiency has been identified in six (5%) of the 120 patients studied. Interestingly,
four (66%) of the six TLR3-deficient patients had at least one late relapse of HSE,
whereas relapse occurred in only 12 (10%) of the total cohort of 120 patients. TLR3
deficiency therefore appears to be particularly common in the subgroup of patients
with recurrent HSE (4/12; 33%). Searches for rare mutant TLR3 alleles and careful
biochemical studies of these alleles are required in children with HSE, particularly
those with recurrent HSE.
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ASSOCIATION BETWEEN BMI TO SEVERITY OF DENGUE HEMORRHAGIC
FEVER AMONG CHILDREN AGED 3-18 YEARS OLD IN TERTIARY HOSPITAL IN
QUEZON CITY JULY 2008 - JUNE 2013
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Objective. To determine the association of BMI to severity of dengue cases among
admitted patients at a tertiary hospital July 2008 - June 2013.Setting.Medical record
at a tertiary hospital in Q.C.Method.This is a retrospective cohort study.Only 226
from 774 patients admitted with DHF were included in this study. Excluded were
those patients with comorbidities and no serology test done. Severity of dengue was
classified either as mild (DHF | and Il) and severe (DHF 1ll and 1V). Data were
tabulated using frequency distribution according to age, gender, BMI and severity of
dengue. Chi square with level of significance set at p value of <0.05 and Odd's ratio
were used to determine the risk between BMI and severity of dengue using SPSS
version 18 software.Results.Out of 226subjects, 16.8% was classified as severe
dengue and 83.2% was with mild dengue. 60% had normal BMI and 40% was either
with obesity or overweight. Among 91 subjects with obesity or overweight, 25.2%
suffered from severe dengue and among the 135 subjects with normal BMI, 11.1%
suffer from severe dengue. Significant difference between BMI and severity is
computed at p<0.020. Children with obesity or overweight have 2.5 and 2.8 times risk
respectively of suffering more likely from severe dengue than children with normal
BMI.Conclusion. There is higher risk of having severe dengue among overweight or
obese pediatric patients.Recommendation. Children with DHF, especially those who
are obese or overweight should be diagnosed, treated early, and have closely
monitored to prevent shock.

Keywords.Dengue, Body Mass Index
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CLINICAL MANIFESTATION OF HELICOBACTER PYLORI INFECTIONS IN
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In Poland, Helicobacter pylori infections affect 60-70% of adults and about 30% of
children under 18 years of age. A close relationship between the incidence of peptic
ulcer disease and this infection has been proven. However, the clinical symptoms
are very often uncharacteristic. Aim of this study was to
evaluate the clinical manifestation of Helicobacter pylori infections in children
hospitalized in the Department of Paediatrics, Medical University of Silesia, between
2008 and 2010. Patients and methods: The study included 102 children, at the
ages of 1.5 - 18 years (average age - 13 years and 3 months): 61 girls (59.8%) and
41 boys (40.2%) diagnosed with Helicobacter pylori infection. The diagnosis was
based on the clinical manifestation, confirmed by the upper gastrointestinal
endoscopy and the urease test. The analysis included clinical symptoms, laboratory
abnormalities, results of the upper gastrointestinal endoscopy and histopathological
findings. Results: The mean age of children diagnosed with
Helicobacter pylori infection was 13 years. The infection was significantly more often
diagnosed in children of school age ( 92/102- 90.2 %). Patients in the youngest age
group (< 2 years ) accounted for only 1.6 % ( 1/102 ).The clinical presentation was
dominated by abdominal pain (61/102 - 59.8 %), low body mass (37/102 - 36.3% ),
vomiting (21/102 - 20.6%) and diarrhea (21/102 - 20 , 6%) . Anemia, mainly due to
iron deficiency, was observed in 6.9% of patients (7/102) . The levels of inflammatory
markers were elevated in 5.9% of patients ( 6/102 ).

The upper gastrointestinal endoscopy usually demonstrated reddening of the mucosa
in the prepyloric area, with associated ‘cobblestoning’. The most frequently observed
histopathological lesions were those corresponding to chronic superficial gastritis (
39/102 - 38.2) and chronic superficial gastroduodenitis ( 34/102 - 33.3%) . All the
children had positive results of the urease test. The abdominal ultrasound showed no
abnormalities.

Conclusions: It seems reasonable to perform tests for Helicobacter pylori infection in
children with symptoms from the gastrointestinal tract and non -characteristic
symptoms.
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ANTIBIOTIC SURVEY IN A NEONATAL INTENSIVE CARE UNIT: EVIDENCE
VERSUS PRACTICE
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Background: Inappropriate neonatal antibiotics therapies lead to the emergence of
antimicrobial-resistant bacteria and expose newborns to antibiotic resistance. Few
studies have evaluated the accuracy of antibiotics prescribing practices in neonatal
intensive care units (NICU).

Objectives: To evaluate antibiotic regimens in our NICU and to compare them to the
international guidelines regarding both specificity of newborns and bacteriological
data.

Methods: A 2 months prospective study in neonates admitted to NICU level Ill from
May 1% to June 30" 2013. For each antibiotics course, the choice and the duration of
systemic treatment, neonatal data and bacteriological data were reviewed.

Results: 58 treated neonates were included, 3 babies died with no death related to
sepsis. 68 antibiotics courses were studied, corresponding to 73% materno-foetal
(MFI) and 26% nosocomial (NI) neonatal suspected infections. We reviewed 304
antibiotic-days. 16 antibiotic courses (24%) and 88 (29%) antibiotic-days were
considered not to be consistent with the recommendations. Tritherapy with
Cefotaxim-Amoxicillin-Aminoglycosid association (44%) remained the treatment of
choice for MFI. Cefotaxim and Vancomycin were the drugs most commonly used with
respectively 53 (26%) and 24 (24%) antibiotic-days considered to be inappropriate.

Conclusion: Antibiotic survey in our NICU revealed 24% antibiotics courses not
consistent with the guidelines. Implementation of standardized and specific protocols
may optimize quality of antibiotics prescribing practices and antibiotic therapy in the
newborn.
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PLASMA MICRORNAS ABERRANTLY EXPRESSED IN HBEAG-POSITIVE
CHILDREN ARE DELINEATED BY ONCOGENIC LIVER-SPECIFIC TARGET
GENES
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Background and Aim: HBeAg-positive children are at particular risk of developing
hepatocellular carcinoma and cirrhosis. Liver damage is caused by the host immune
response to infected hepatocytes, and microRNAs are suggested to play a role in this
complex interaction between virus and host. We hypothesise that specific microRNAs
impact the progression of childhood CHB. The present study aimed to identify
microRNAs with liver-specific target genes and aberrant plasma expressions in
HBeAg-positive children.

Patients and Methods: A previously published screen of microRNA plasma levels in
HBeAg-positive, HBeAg-negative, and healthy children was reassessed, and criteria
were applied to identify candidate microRNAs aberrantly expressed in HBeAg-
positive children. Bioinformatics analysis was performed on candidate microRNASs.
Those candidate microRNAs with liver-specific target genes were selected for
validation by qRT-PCR on plasma from 34 HBeAg-positive, 26 HBeAg-negative, and
60 healthy controls.

Results: For a total of 13 microRNAs liver-specific target genes were retrieved and
aberrant plasma expressions in HBeAg-positive children were identified. Three
microRNAs showed interesting expression profiles: microRNA levels were elevated in
HBeAg-positive children, but equal in HBeAg-negative and healthy children.
Interestingly, the pathways regulated by the three microRNAs target genes have at
least one target in common: the proto-oncogene c-MYC.

Conclusion: We are the first to identify microRNAs with liver-specific target genes and
aberrant plasma expressions in HBeAg-positive children. Our results suggest specific
microRNAs play a role in the progression of childhood CHB. However, functional
studies are warranted to further elucidate the role of these microRNAs in the
immunopathogenesis of CHB in children.
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ISOTONIC VERSUS HYPOTONIC PARENTERAL MAINTENANCE FLUIDS IN
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INTRODUCTION: Pneumonia is the leading cause of mortality in children under five
years, especially in developing countries. In addition to antibiotics, children with very
severe pneumonia require supportive therapy in the form of intravenous fluids. These
children are at risk of developing hyponatremia due to non-osmotic release of
vasopressin(ADH).

OBJECTIVE: To determine the incidence of hyponatremia in children with very
severe pneumonia receiving Isotonic(0.9%saline with 5%dextrose) and
Hypotonic(0.18%saline with 5%dextrose) intravenous fluids.

AIM: To compare the effect of Isotonic and Hypotonic fluids on the serum sodium
concentration of children with very severe pneumonia at 6,12 and 24 hours.

METHODS: Children aged 2 months — 5 years with Very Severe Pneumonia (as per
WHO-IMNCI criteria) were randomized to Isotonic(n-59) and Hypotonic(n-60) groups
in this open-labelled trial. Analysis was done by both intention-to-treat and per-

protocol. Serum sodium was analysed at 6, 12 and 24 hours.(CTRI1/2013/02/003398)

RESULTS: Out of the 119 randomized children, analysis was done in 100 children.
19 children were trial deviants.
TABLE-1: Incidence of Hyponatremia at different study points:

TIME OF STUDY (hrs) ISOTONIC(n-50) HYPOTONIC(n-50) p-Value

6 0(0%) 5(10%) 0.113
12 1(2%) 10(20%) 0.008
24 1(2%) 13(26%) <0.001

At the end of study, 8.6% children in Hypotonic group required a modification of fluid
regimen due to moderate hyponatremia as opposed to none in Isotonic group(p-
0.047).

No child in either group developed hypernatremia.

CONCLUSIONS: This study elucidates the risk of hyponatremia due to hypotonic
fluids in children with very severe pneumonia and advises caution against routine
usage of the same.
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Introduction: tuberculosis is a re-emerging disease in industrialized countries and is
a significant cause of death in children and adults in developing countries. Recently a
role for vitamin D in the immune response to tuberculosis infection has been
speculated.

Objectives: to evaluate vitamin D levels in children with latent and active tuberculosis
compared to healthy controls of the same age and ethnical background.

Aims: to evaluate a possible role of vitamin D in the treatment and prevention of
tuberculosis in children.

Methods: a multicenter observational study has been conducted in three tertiary care
paediatric centres: Anna Meyer Children's University Hospital, Florence, Italy; Evelina
London Children's Hospital, London, United Kingdom and Great Ormond Street
Hospital, London, United Kingdom. Vitamin D (25-hydroxycholecalciferol) was
considered deficient if the serum level was <25 nmol/L, insufficient between 25 and
50 nmol/L and sufficient for a level >50 nmol/L.

Results: the study population included 996 children screened for tuberculosis, which
have been tested for vitamin D. Of those 44 children (4.4%) had active tuberculosis,
138 (13.9%) latent tuberculosis and 814 (81.7%) were controls. Our study confirmed
a high prevalence of hypovitaminosis D overall in the study population (47%), that
increased to 58% in the latent tuberculosis and to 75% in the active tuberculosis
groups (p<0.0001). A multivariate analysis confirmed an increased risk of
hypovitaminosis D in children with latent and active tuberculosis compared to controls
[(P=0.018; RR=1.61; 95%CI: 1.086-2.388), (P<0.0001; RR=4.587; 95%ClI:1.190-
9.608)].

Conclusions: in our study hypovitaminosis D was significantly associated with
tuberculosis infection.
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Introduction: Long-term outcome after respiratory syncytial virus (RSV) lower
respiratory tract infection (LRTI) in infancy still needs clarification.

Aims: To evaluate the association between RSV LRTI hospitalization in infancy and
asthma, respiratory health-related quality of life and lung function at age of 28-31
years.

Methods: In 1981-1982, 81 infants were hospitalized for RSV LRTI. In 2010, at age
28-31 years, 43 former patients with either confirmed (N=23, 53%) or highly probable
(N=20, 47%) RSV LRTI and 86 population-based controls attended the clinical study.
Asthma was classified as doctor-diagnosed or self-reported asthma, based on doctor-
prescribed medication for asthma and the presence of asthma-presumptive
symptoms, in a structured questionnaire. In addition, the participants completed Saint
George’s Respiratory Questionnaire (SGRQ) for the quality of life.

Measured spirometry indices were pre-bronchodilator (pre-BD) and post-
bronchodilator (post-BD) forced vital capacity (FVC), forced expiratory volume in one
second (FEV1) and FEV1/FVC-ratio, presented as % of predicted (FVC%, FEV1%
and FEV1/FVC%).

Results: 23-28% of RSV LRTI patients and 13-17% of controls had asthma
depending on the definition, without significant differences between groups. Former
RSV LRTI patients had lower quality of life in SGRQ compared to controls. Both pre-
BD and post-BD FEV1% and FEV1/FVC% were significantly lower in former RSV
LRTI patients than in controls.

Conclusions: RSV LRTI hospitalization in infancy is associated with an increased risk
of permanent obstructive lung function disorder in adulthood. Asthma risk was not
increased, but respiratory health-related quality of life was lower after RSV LRTI in
infancy compared to controls.



ESPID-0151

ANTIBIOTICRESISTANCE PATTERNS IN CHILDHOOD OSTEOMYELITIS 2001-
2011

M. Zlamy?, L.C. Reich?, J. Brunner*

'Department of Pediatrics, Innsbruck Medical University, Innsbruck, Austria

Background:

Osteomyelitis occuring during childhood is a rather rare disease. It is mostly caused
by Staphylococcus aureus. During the last decade a worldwide emerge of methicillin
resistant staphylococci (MRSA) was detected.

Objectives and Material and Methods:

Our study was aimed to evaluate retrospectively the causative agents and the
specific antibiotic resistance patterns of osteomyelitis cases at the Department for
Pediatrics, Medical University Innsbruck, for the years 2001-2011 among children
aged 0-18 years. Furthermore, the efficacy of the established first-line antibiotics was
evaluated.

Results:

During the study period 43 patients were hospitalized because of an onset of
osteomyeltitis. In 12 cases a positive blood culture was detected (Staphylocuccus
aureus 66,7%; 33,3 % other bacteria). Cefuroxime and fosfomycin were used as first-
line antibiotics. Antibiotic therapy was given intravenously for about 23,70+14,43 days
(21; 5 — 51 days). Afterwards the oral antibiotic therapy was administered for
39,00+42,36 days (21; 17 — 150 days).

Conclusion:

During the study periode no emerge of multiresistant bacteria was detected. The
used first-line antibiotic treatment was antibactirial according to the antibiograms.
Acutally there is no need for adaptations of the used first-line therapy. Due to
changing resistance patterns in specific geographic regions a further evaluation of
causative bacteria and resistance patterns is needed.



ESPID-0152
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INTRODUCTION: Enterovirus infection can cause serious illness in neonates and
cause outbreaks in neonatal intensive-care units (NICUs).

SYNOPSIS: Baby S was delivered by emergency caesarian section at 35+2 weeks
gestation. His mother had been admitted to hospital 24-hours earlier with meningitis.

The baby required endotracheal surfactant and continuous positive airways pressure
(CPAP) ventilation for respiratory distress soon after birth. He was admitted to the
NICU for empirical antimicrobial treatment pending definitive maternal diagnosis.
Enterovirus RNA was detected in maternal cerebrospinal fluid by real-time
polymerase chain-reaction (RT-PCR). Bacterial cultures and RT-PCR for enterovirus
in infant plasma were negative at birth. The baby had contact with and was breastfed
by his mother.

He developed a maculopapular rash on day 3, with impaired respiratory function and
perfusion on day 6 necessitating further non-invasive ventilation and intravenous fluid
support. Enterovirus RNA was detected in stool and throat-swab taken
contemporarily. Echocardiogram showed biventricular hypertrophy but normal
function. The virus from all specimens was identified as Coxsackie type B4.

The baby was individually barrier-nursed by assigned staff and the high-dependency
area was closed to new admissions. Babies who had been potentially exposed were
cohorted in the same room.

The baby made a gradual recovery and was discharged at day 16. Exposed babies
were isolated for a further 5 days but no further cases were detected.

CONCLUSION: Enterovirus infection caused a serious sepsis-like illness in this
premature neonate. Prompt infection-control measures prevented onward
transmission in the NICU.
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Introduction

Before considering introduction of (universal) varicella vaccination in the Netherlands,
it is important to have insight into the willingness to vaccinate among the population.
We studied the willingness to vaccinate against varicella among parents and health
care professionals.

Methods

A random sample of 1500 parents with at least one child aged 0-4 years, selected
from the national immunisation register, were invited to participate in an internet
survey on vaccination against varicella (33% response). Furthermore, all medical
professionals of the public health infectious disease departments (N= 269) and a
regional sample of child health clinic professionals (N= 563) received an internet
survey on introduction of universal varicella vaccination (67% and 46% response
respectively).

Results

Only 28% of the parents would be willing to vaccinate their child against varicella.
The most important reason for parents not to consider varicella vaccination was that
they perceived varicella as a mild disease for which vaccination is not needed.

Only 21% of the health care professionals supported introduction of universal
varicella vaccination. The majority of the professionals (72%) preferred to limit
varicella vaccination to risk groups to prevent severe varicella disease or
complications.

Conclusions

This study showed low intention among parents and health care professionals in the

Netherlands to vaccinate children against varicella. Because this low intention could

result into low national vaccine uptake, the possibility of a higher age of infection with
increased complication rate needs special attention. These results need to be taken

into account when considering (universal) varicella vaccination in the Netherlands.
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Introduction

The Bacterial Meningitis Score (BMS) was developed to identify children with a low
risk of developing bacterial meningitis. It was validated in a population with high
coverage of vaccination against S.pneumoniae and N.meningitidis.

Aims

This study was undertaken to evaluate the usefulness of BMS in Polish population
with low pneumococcal and meningococcal vaccination rates.

Methods

Retrospective analysis of medical records of patients, hospitalized in Infectious
Diseases Departmnent with a diagnosis of bacterial meningitis in years 2007-2013.
For each patient a number of points in BMS was calculated.

Results

In the analyzed group there were 55 children: 22 girls and 33 boys. Mean age was 58
months (95% CI 40.23 to 77.11). No fatal cases were observed. Mean number of
points in BMS was 2.84 (95%CI 2.57-3.11). When BMS was calculated, no patients
had 0 points, 4 patients showed BMS=1point, 16 patients BMS=2points, 24 patients
BMS=3points, 7patients BMS=4points and 4 patients had BMS=5points. With respect
to BMS criteria, 93% had a CSF protein level of 80 mg/dL or higher, and 74% had a
CSF neutrophil count of 1,000 cells/mm?3 or higher, 69% has neutrophil count 10,000
cells'/mma3 or higher, 14% of the patients had a history of seizure, 9% had a positive
CSF Gram stain. The commonest bacterial pathogens were N.meningitidis (58%) and
S.pneumoniae (23%). Conclusions

1. The Bacterial Meningitis Score correctly identified acute bacterial meningitis in a
population with low coverage of vaccination against S.pneumoniae and
N.meningitidis.

2. The commonest abnormality was elevated protein level in cerebro-spinal fluid.
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Background and Aims: To report on hospital admission rates for meningitis and
septicaemia caused by Haemophilus influenzae, Neisseria meningitidis and
Streptococcus pneumoniae in children in England.

Methods: Annual hospital admission rates for H. influenzae, meningococcal and
pneumococcal meningitis and septicaemia in children aged <15 years were analysed
using national hospital statistics available from 1968 to 2011, based on discharge
coding at National Health Service hospitals, and Oxford record linkage study data,
available from 1963 to 2011.

Results: These data showed a reduction in childhood invasive bacterial disease
hospital admission rates after the introduction of conjugate vaccines. Annual rates of
H. influenzae meningitis reduced from 6.72/100 000 children in 1992 to 0.39/100 000
in 1994 following the introduction of routine Hib vaccination. There was a small rise in
admissions in the early 2000s which reduced following the implementation of a
booster vaccination. Meningococcal infections increased during the 1990s, reaching
a peak in 1999 at 34.54/100 000. Hospital admissions fell after the MenC vaccine
was introduced and were 12.4/100 000 in 2011. Admissions for invasive
pneumococcal disease increased from the 1990s reaching 4.45/100 000 for
meningitis and 2.81/100 000 for septicaemia in 2006. A reduction in admissions
followed the introduction of the PCV7 vaccine, and were 2.03/100 000 for meningitis
and 1.12/100 000 for septicaemia in 2011.

Conclusions: Vaccine preventable paediatric invasive bacterial disease reduced
substantially in England with the advent of effective conjugate vaccines. Ongoing
disease surveillance and continued development of higher valency vaccines for
pneumococcal and MenB disease remain important.
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Introduction: Helicobacter pylori infection is a common and universally distributed
bacterial infection. It is predominantly acquired in childhood.

Objectives: The aim of this study was to asses the overall prevalence of this infection
in a heterogenous group of patients that underwent upper gastrointestinal endoscopy
for various reasons.

Methods: A retrospective study was conducted in ,,Grigore Alexandrescu”
Emergency Children’s Hospital from January to December 2012 regarding children
who underwent upper gastrointestinal endoscopy. All children who had positive
urease test were included in the study.

Results: A total of 426 children aged 4 months to 18 years (mean 11.6 years) had
upper endoscopies. Of these, 320 children were tested for Helicobacter pylori. The
overall prevalence of this infection in this heterogenous group of symptomatic
children was 16% (69 cases). The four most common indications for upper
endoscopy were recurrent abdominal pain 48 (69.5%), epigastric pain 8 (11.5%),
vomiting 15 (21.73%) and upper gastrointestinal bleeding 4 (5.7%). Macroscopic
aspect showed nodular aspect in 63 cases (91.3%) while 10 (14.4%) endoscopies
revealed no changes.

Conclusions: This study shows that H.pylori positivity in a routine endoscopy
population is low and does not appear to be associated with specific symptoms.
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Introduction

The overall incidence of hepatitis A infection is very low and adolescents are highly
vulnerable to infection in Korea. Hepatitis A vaccine (HAV) was introduced in 1997 to
Korea and recommended in high risk population. This study aimed to assess the
immunogenicity and safety of hepatitis A vaccines in adolescents in Korea.

Methods

Three kinds of hepatitis A vaccines (A, B, and C) were immunized randomly in 142
hepatitis A virus naive adolescents from 13 to 19 years of age, 6-12 months apatrt.
Anti-HAV antibody titers were measured before and 30 days after the first and
second dose of vaccine with electrochemiluminescence immunoassay (Cobas 8000
€602, Roche, Germany). Local and systemic adverse reactions were monitored.

Results

Seroconversion rates after the first dose of vaccine were 98%, 96% and 93% for
Avaxim (A), Epaxal (B) or Havrix (C), respectively. After 2" dose, seroconversion
rates were 100% in all 3 vaccines. Anti-HAV geometric mean concentrations (GMCs)
were 759.7 mIU/ml for A (95% confidence interval (Cl): 563.5;1024.4), 256.8 miU/ml
for B (95% CI: 184.3;357.7) and 192.9 mlU/ml for C (95% CI: 129.6;287.0). GMCs
increased to 7,207.7 mlU/ml (95% CI:6,023.1,8,684.7), 1,750.5 mlU/m (95%
Cl1:1,362.9;2,248.3), or 1,953.5 mlIU/ (95% CI:1,459.4,;2,614.7) after two doses of
vaccine A, B, or C, respectively. Local reactions were observed in 19.6% - 22.7% of
subjects. Systemic reactions were observed in 0-2.0% of subjects.

Conclusions

Three hepatitis A vaccines showed excellent immunogenicity in Korean adolescents.
They were well tolerated, too.
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Introduction.Rotavirus enterocolitis (RVE) is perhaps the most atypical intestinal
infection in children. In a while is discussed about increased levels of transaminase
and/or decreased levels of mean platelet value (MPV) related with rotavirus infection
(RVI). In due time, these analyses could reduce the incidence of nosocomial infection
(N1).

Objectives and aims.To demonstrate how certain biologic markers can guide in RVI
diagnosis.

Methods.Prospective study performed in hospitalized pediatric patients in 2013.
Inclusion criteria: at least one of the following: fever, vomiting, loss of appetite,
abdominal pain, dehydration; diarrhoea in the first 48 hours of admission; patients not
RV previous vaccinated, without blood, pus, mucus in stools. All patients were
investigated with transaminase, C-reactive protein (CRP), and platelet values. The
rapid immunochromatographic test were performed in the first 48 hours of admission.
Results.The study group comprised 582 patients: 98 tested positive for rotavirus and
484 negative.The RV positive group features: mean age 10 months, higher incidence
(45,91 %) of atypical symptoms; 7 cases presented adenovirus coinfection, 8 NI; 24
elevated transaminase, 42 elevated CRP and 16 decreased MPV; 43 were mild
infection, 45 moderate, 10 severe.The results showed a very high significance
between RVE and elevated serum transaminase (p 0.0002). At 0-12 months group,
the inflammatory syndrome (1S) — RVE association had a high statistical significance
(p 0.01), at the other groups only for severe cases (p 0.03).

Conclusions.The elevated serum transaminase and IS can guide a rapid suspicion
of RVE, even in the absence of typical symptoms.
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Background and aims Seldom reports on ingredients of lung consolidation in children
with acute lobar pneumonia. We study the association of bronchoalveolar lavage
yield with pulmonary consolidation in children with Mycoplasma Pneumoniae
Pneumonia (MPP).

Methods Self-control method has been used for the study on prealbumin (PA),
albumin (Alb), vascular endothelial growth factor (VEGF), pulmonary surfactant
protein A and D (SP-A,-D) and HT?-56 in infected and non-infected BALFs in 34
children with single lung suffered from MPP approved by chest CT.

Results The contents of PA, Alb, VEGF, SP-A, SP-D and HT?-56 in infected BALF
were
[mg/L;mean+SD]:283.90+344.11,419.72+643.07,277.43+334.83,386.81+509.28,336.
43+508.90,168.69+294.79; in non-infected BALF were:
101.96+111.66,168.00+274.35,96.47+103.29,157.97+211.04,107.24+144.77,47.16%9
2.93. The correlation coefficient of PA, Alb, VEGF, SP-A, SP-D and HT?-56 in
infected and non-infected BALFs were: 0.644,0.729,0.666,0.775,0.881,0.773
(P?0.01).

Conclusions The levels of VEGF, SP-A, SP-D and HT?-56 in BALFs can reflect the
injuries of vascular endothelium and alveolar epithelium. The contents of PA and Alb
also can present the degree of exudation and consolidation of the infection in the lung
tissue. The level of PA might be more sensitive than Alb in serum to imply alveolar-
capillary injury and intra-alveolar exudation.
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Background and aims

Diagnosis of pulmonary tracheobronchial tuberculosis (PTBT) on the grounds of
clinical and radiological findings in children is more difficult due to the lack of
etiological confirmation. We aimed to elucidate the diagnostic value of flexible
bronchoscopy (FB) for the children with recurrent or complicated pneumonia.

Methods

Four children confused with refractory pneumonia were examined with FB under
general or local anesthesia. Bronchoalveolar lavage fluids (BALFs) obtained from the
infected lesions were analysed for biochemical tests and sediments were used for
anti-fast bacilli staining. Biopsies were performed with the consents of their parents.

Results

Pathological changes in our four children included mucosal and submucosal edema
and hyperemia, tubercular-like nodules, caseous necrosis, fibrous hyperplasia.
Positive results of acid-fast bacilli staining presented at tissue slices or BALF
sediments.

Conclusions

FB played a critical role on the differential diagnosis PTBT from recurrent or
complicated pneumonia with the advantaged of easy, safety, efficacy and
effectiveness.
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Background: Acute otitis media (AOM) is a common diagnosis among children. In
March 2009, a pneumococcal vaccine containing ten serotype-specific
polysaccharides conjugated to Haemophilus influenzae protein D, tetanus toxoid, and
diphtheria toxoid as the carrier proteins was developed and licensed.

Objectives: To compare the incidence of AOM among the children ages 2 months to
6 months old previously given 3 doses of Pneumococcal conjugate vaccine (PCV)
and those who did not received the vaccine over a period of one year.

Study Design: Historical Cohort Study
Setting: Earnshaw Health Center, Sampaloc, Manila

Participant: A total of 176 subjects participated in the study. Exposed Group:
children vaccinated with 3 doses of PCV. Unexposed Group: children not vaccinated
with PCV.

Methodology: Medical records of both exposed and unexposed groups were
reviewed. Both groups underwent history and physical examination including
otoscopy and any sign and symptoms of active ear infection were noted.

Results: The overall incidence of AOM was 5.11% (9 out of 176). An incidence of
3.75% (8 out of 80) and 6.25% (6 out of 96) had AOM among the exposed and
unexposed groups, respectively. A Chi-square test value of 0.165 (p value = 0.685)
was obtained. The relative risk (RR) was computed at 0.6 (95 percent CI 0.155,
2.323). The number needed to treat (NNT) is 40.

Conclusion: The result showed no difference in the development of AOM in the two
groups, however, PCV based on the relative risk is still beneficial in preventing AOM
in children.
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Background and aims

The aim of this study was to evaluate the levels of KL-6, SP-D, and HTI-56 in the
serum and bronchoalveolar lavage fluid (BALF) of children with Mycoplasma
pneumoniae pneumonia (MPP).

Methods

This was a prospective self-controlled study of 32 children with MMP, which assessed
the levels of KL-6, SP-D, and HTI-56 in the serum and infected and uninfected BALF.
Patients were enrolled based on evidence of unilateral lung infection on high-
resolution chest computed tomography.

Results

There were significant differences in the levels of KL-6, SP-D, and HTI-56 in infected
BALF compared with the corresponding levels in serum and uninfected BALF (P <
0.05). There was no significant difference in the serum levels of KL-6, SP-D, and HTI-
56 in serum compared with the levels in uninfected BALF (P > 0.05). There was a
significant negative correlation between the serum level of KL-6 in serum and the
level of KL-6 in infected and uninfected BALF (P < 0.05).

Conclusions

The serum KL-6 may be better than SP-D as a convenient and accurate biomarker
indicating pulmonary infection and alveolar injury in children with community-
associated pneumonia.
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Background and aims

Lobar consolidation and/or necrosis of lung tissue and hypoalbuminumia often co-
exist in children with pneumococcal pneumonia (PP). In order to find their connection,
PP mice model was established to study on the ultrastructures of alveolar epithelial
cell type ?(AEC-?) and hepatocyte.

Methods

The suspended solutions of Streptoccus pneumonia (S.p) strains (Serotype 19A)
cultured from the blood of children with PP (0.3 mL, CFU: 1x108/L ) were instilled into
the trachea of pathogen-free mice to prepare PP model. The same amount of normal
saline was given for control group ( 10 mice ). The samples ( 1 mm?®) from the lower
lobe of the right lung and liver of the mice were obtained 92 hr later and fixed in 2.5%
glutaraldehyde and stored at 4 ?. A transmission electron microscope was employed
for the examination of the ultrastructures of AEC-? and hepatocytes. The same S.p
strains (Serotype 19A) was re-cultured from the experimental mice.

Results

Quantitative reduction and exfoliation of microvilli on the surface of AEC-? presented
with enlarged size, enhanced evacuation and reduced density of lamellar bodies. The
nucleoli of both AEC-? and hepatocyte showed inhomogeneous distribution of
concentrated nucleolus chromatin. Mitochondria were swollen with crest broken in the
cytoplasm of these two cells. The number of lipid droplets was obviously reduced with
the rupture of rough endoplasmic reticulum in hepatocyte.

Conclusions
The injuries of AEC-? and hepatocyte infected by S.p involved in the process of
pulmonary consolidation and hypoalbuminemia.
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Introduction. Accordingly to National Nosocomial Infections Surveillance (NNIS) data
surgical square is contaminated with microorganisms, causing nozocomial infections,
in 14-16% of cases. As a rule, micro-flora of wounds is represented by bacteria, their
associations resistant to different antibiotics, antiseptics. That is why it is necessary to
investigate antimicrobial wound dressings and suture materials for medical use.

Aims. To study antimicrobial properties of antiseptics and new antiseptic composition
of decamethoxine and substantiate its use for prophylaxis and treatment of topical
infectious diseases.

Methods. The antimicrobial activity of antiseptic composition with decamethoxine,
carboxymethylamylum, oxyethylcellulose (later named as AC) and antiseptic
medicines (decasan, chlorhexidine bigluconate, miramistine) against clinical strains of
S. aureus (n130), E. coli (n120) was studied in the research.

Results. We found high antimicrobial properties of decamethoxine in AC. AC was
active in minimal cidal concentrations (McC 1,10+0,86 mkg/ml) against S. aureus; E.
coli (McC — 4,53+2,03 mkg/ml). We proved that decasan was active against strains of
S. aureus (McC 1,45+0,81 mkg/ml); E. coli strains (McC 5,88+2,62 mkg/ml).
Bactericidal activity of chlorhexidine bigluconati was lower according to S. aureus (McC
31,5+4,3 mkg/ml) and E. coli (McC 20,05+£10,41 mkg/ml). Bactericidal activity of
miramistine against S. aureus (McC 8,04%4,24 mkg/ml), E. coli (McC 14,93+14,47
mkg/ml) was alike chlorhexidine bigluconati.

Conclusion. Antiseptic composition with decamethoxine, carboxymethylamylum,
oxyethylcellulose has high antimicrobial activity that is why it is perspective to use in
clinical medicine for prophylaxis and treatment of topical infectious diseases.
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Background. Clinical strains of E. coli are known to cause nosocomial infections in
pediatric practice (21,4 %). Treatment of nosocomial infectious diseases caused by E.
coli is a difficult task because of microbial resistance to antibiotics.
Aime. To study the sensitivity of clinically isolated E. coli strains to antibiotics.

Methods. In our study we researched the sensitivity of E. coli clinical strains (n=56),
which were obtained from children with nosocomial infectious diseases, to antibiotics.
All patients underwent treatment in intensive care unit. The sensitivity of E. coli strains
was studied to 32 antibiotics, used in pediatric practice, by means of disc-diffusion test
and method of serial dilutions.

Results. The results of the study reflect high resistance of E. coli to cephalosporins of
1st and 2" generations (25-50 %), combined aminopennicillin with sulbactam (25 %),
doxycycline (61,54 %). The sensitivity to aminoglycosides kanamycin (50 %),
streptomycin (3,85 %), tobramycicn (3,85 %) generations was low or even absent.
Amikacin was effective according to E. coli in about 70 % .

Obtained isolates of E. coli had alike good sensitivity to amoxicillin/clavulanate
(84,62%) and piperacillin/tazobactam (86,54%). We found high antibacterial activity for
some cephalosporins (ceftriaxone — 94,22%; cefepim — 98,08%). Widely used
meropenem had high antimicrobial activity according Eschericchia (94,23 %), only 1,92
% of studied strains were resistant to this antibiotic.

Conclusions. These data says that some aminoglycosides, first generations of
cefalosporins and even some combined antibiotics have a low antimicrobial activity,
caused by microbial resistance to antibiotics. That is why previous microbiological
determination of sensitivity of isolated bacteria, optimize individual strategy of antibiotic
therapy in critically ill children.
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Introduction: Realization of the public health benefits of mass treatment for
schistosomiasis depends on achieving and maintaining high annual treatment
coverage. However, treatment coverage among school children in Uganda is low.

Objective: To estimated the prevalence and coverage of treatment for
schistosomiasis among school children.

Methods: This was a cross sectional study carried out in Jinja district of Uganda
where intestinal schistosomiasis is highly endemic. Prevalence and mean intensity of
infection with Schistosoma mansoni were determined among random sample of
1,010 children in 12 primary schools. Coverage of praziquantel treatment at the last
mass treatment was determined through self reports during face to face interviews
with the school children.

Results: The mean age was 11.6 years (S.D 1.8). Females accounted for 55.0%
(555). Coverage of praziquantel at last mass treatment was 28.2% 95% CI. 22.9%-
33.6%). The overall prevalence of S. mansoni infection was 35.0% [95% CI: 32.1%-
37.9%]. The overall intensity of S. mansoni infection was 116.1 epg [95% CI: 98.3-
137.1]. Coverage of praziquantel treatment was more likely if a child was from a
school with high prevalence of infection and had knowledge about schistosomiasis
prevention. Of the 725 children who did not take praziquantel, 522 (72.0%) reported
fear of side effects of the drug as a major reason for non-uptake.

Conclusions: Prevalence and intensity of intestinal schistosomiasis among this
population is high. Coverage of praziquantel treatment is very low. Strategies are
needed to increase treatment coverage among school children.
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Background and Aims: Guidelines for the treatment of invasive musculoskeletal
infection (MSI) due to Methicillin-resistant Staphylococcus aureus (MRSA) in children
recommend clindamycin 10-13 mg/kg/dose every 6 to 8 hours (40 mg/kg/day). This
study evaluates the clinical efficacy of clindamycin at 30 mg/kg/day divided every 8
hours.

Methods: Children with MSI treated with outpatient clindamycin 2009-2013 were
retrospectively studied. Dose, route, and duration of clindamycin, progression of
disease requiring readmission, and additional surgical intervention were
evaluated. Comparison of the total clindamycin usage of these children was made
with recommended dosing guidelines.

Results: Among 242 children treated for MSI, 129 (53.3%) were discharged with
outpatient clindamycin (IV - 2; oral — 127). The average dose and duration of
treatment were 29 mg/kg/day (standard deviation — 6.5 mg/kg/day) and 34.6 days
(standard deviation — 17.5 days), respectively. Eight children were treated with 40
mg/kg/day dosing and 121 received 30 mg/kg/day. There were 6 (4.7%)
readmissions, but 4 were unrelated to antibiotic effectiveness. One child from each
dosing subgroup was readmitted for perceived progression of disease requiring
further surgical intervention. An additional 1.73 million mg of clindamycin would have
been required to treat these children according to current guidelines.

Conclusions: This study supports outpatient oral clindamycin dosing of 10
mg/kg/dose every 8 hours for invasive MSI in children. We found an acceptably low
rate of disease progression or readmission requiring additional surgical intervention
among children treated with this dosing protocol. Consideration of higher dosing
should still be given for children with severe illness.
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Introduction. Mycobacterial infections in children have been a serious health
problem, especially in developing countries. Pulmonary tuberculosis is the most
common form, but there has been a steady increase in the number of cases of extra-
pulmonary tuberculosis and nontuberculous mycobacterial infections. Rapid
identification of Mycobacterium tuberculosis complex (MTBC) and nontuberculous
mycobacteria (NTM) is of clinical importance. Objectives: Conventional culture
methods for the isolation of mycobacteria are time-consuming and identification of
different species of NTM can be difficult. Aims: To develop an oligonucleotide chip
that could rapidly identify MTBC and 19 clinically relevant NTM species. The chip was
then used to directly detect MTBC and NTM in clinical specimens from children.
Methods: Specific oligonucleotide probes were designed from the rRNA gene
internal transcribed spacer (ITS) region and immobilized on nylon membrane. The
hybridization procedures consisted of PCR amplification of the ITS regions using
universal primers, followed by hybridization of the digoxigenin-labeled PCR products
to oligonucleotide probes on the chip. The hybridization signals were then revealed
by reaction with enzyme-conjugated anti-digoxigenin antibodies. Results: The chip
had a high sensitivity (98.8%) and specificity (98.6%) for identification of
mycobacterial isolates. The chip was also useful for direct detection of mycobacteria
in clinical specimens, including brain abscess, skin lesion and tissue biopsy.
Conclusions: The current chip provides a rapid and accurate tool for diagnosis of
mycobacterial infections in children. The turnaround time of the assay was around 6 h
for clinical isolates, and was 24 h for clinical specimens.
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Background and Objective: Down syndrome (DS) children are at significant risk
for respiratory tract (RTI) and respiratory syncytial virus (RSV) infection and related
hospitalization. We compared hospitalization rates for RTI in DS children aged < 2
years who prospectively received palivizumab during the RSV season versus a
previously published, similar untreated DS birth cohort.

Methods: 532 prophylaxed DS children were assembled from the prospective
Canadian palivizumab registry (CARESS) between the years 2005-2012. The
untreated group comprised 233 DS children derived from a Dutch, nation-wide birth
cohort from 2003-2005. Events during the RSV seasons were counted.
Demographics and risk factors were compared using t-test or chi-square where
appropriate. Poisson regression analysis was performed to compare incidence rate
ratios [95% CI] for both RTI and confirmed RSV hospitalization between the groups
while controlling for observation length and known risk factors for severe RSV
infection.

Results: In total, 31 (23 untreated, 8 treated) RSV-related hospitalizations were
documented. The adjusted risk of RSV-related hospitalizations was higher in
untreated subjects compared to palivizumab recipients (incidence rate ratio 3.63
[95% CI: 1.52-8.67], p=0.004). The adjusted risk for hospitalization for all respiratory
tract infection (147 events; 73 untreated, 74 treated) was similar (incidence rate ratio
untreated versus palivizumab 1.11 [0.80 — 1.55], p=0.53).

Conclusions: These results suggest that palivizumab is associated with a 3.6-fold
reduction in the incidence rate ratio for RSV-related hospitalization in DS children
aged <2 years. A randomized trial is needed to determine the efficacy of RSV
immunoprophylaxis in this specific high risk patient population.
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Introduction Acute Appendicitis is the most common cause of acute surgical
abdomen in children. Signs and symptoms of acute appendicitis in children are non-
specific.

Objective To determine accuracy of Pediatric Appendicitis Score (PAS) by
comparing patients’ scores with their post-appendectomy histopathology findings.
Methods This is a retrospective cohort study. Charts of pediatrics patients admitted
at the tertiary hospital at Quezon City (January 2003-December 2012) that underwent
appendectomy were reviewed. Excluded were charts with incomplete data.
Descriptively, data were tabulated using percentage frequency distribution and PAS’
result of the subjects were assessed and computed for its sensitivity, specificity, and
predictive values.

Results A total of 55 charts were reviewed. The highest percentage of acute
appendicitis prevalence was seen in 2006. Majorities were males and mean age of 9
years old. 52.40% came from Quezon City. Most of the patients presented with
migrating abdominal pain. Laboratory results revealed leukocytosis with neutrophil
predominance. 51% had score of > 8. Histopathology results revealed 94.5% positive
appendicitis. The PAS was correlated with histopathology results and revealed
sensitivity of 53.8%, specificity of 100%, positive predictive value of 100% and
negative predictive value of 11.1%.

Conclusions We have reviewed a total of 55 acute appendicitis cases with male
predominance and mean age of 9 years old. Mostly, patients came with migrating
abdominal pain. Half of them had Pediatric Appendicitis Scores of > 8. The PAS has
specificity and positive predictive value of 100% making it a good indicator for ruling
in acute appendicitis if PAS > 8.
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EARLY DIAGNOSIS OF ATYPICAL PULMONARY TUBERCULOSIS IN 18
CHILDREN

Y. Chen', X. Duan?, Y. Meng?, J. Huang*

'Department of respiration, Hunan Children' Hospital, Changsha, China

Abstract: aims: To investigate the clinical characteristics and early diagnostic
methods of atypical pulmonary tuberculosis in children. Methods: Clinical diagnostic
processes in 18 cases with childhood atypical pulmonary tuberculosis were analyzed
retrospectively. Results: There were 12 cases be diagnosed through chest high
resolution CT (66%), 10 cases be diagnosed through T-SPOT.TB (55%) and 8 cases
be diagnosed through flexible bronchoscopy (44%). Conclusions: The clinical
characteristic of childhood pulmonary tuberculosis is always atypical and diversiform.
Diagnostic methods must be selected early and combined to use to improve
confirmed diagnostic rate.

Key words: Childhood; Atypical pulmonary tuberculosis; High resolution CT; T-
SPOT.TB; Flexible bronchoscopy
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EVENTS RELATED TO THE IMMUNIZATION PROGRAM RECORDED AT THE
VACCINE INFORMATION SYSTEM (SIV) OF VALENCIAN COMMUNITY (SPAIN):
2012 AND 2013

R. Martin-lvorra®, E. Pastor-Villalba!, A.M. Alguacil-Ramos?, A. Portero-Alonso?,
J.A. Lluch-Rodrigo*

!Direccion General de Salud Publica, Conselleria de Sanitat, Valencia, Spain
Direccion General de Salud Puablica - FISABIO, Conselleria de Sanitat, Valencia,
Spain

Background and aim: Programmatic errors (PE) related to the vaccination are defined
as no voluntary errors in the storage, handling, or administration of vaccine. Adverse
events due to programmatic errors are common. The utility “Report of programmatic
errors” of the SIV was implemented in 2012 and designed to facilitate reporting so
that appropriate action can be taken and in order to improve immunization
programmes.

Aim: to asses PE reported to SIV in Valencian Community during 2012 and 2013.

Methods: A retrospective study of PE reported to SIV from February 2012 to
November 2013 has been done. Variables: type of PE, vaccine and age.

Results: A total of 305 PE were reported (rate 8.96 per 10° administered vaccines).

Causes of PE were: 20 expired data vaccine, 36 out of the vaccination
recommendation, 32 extra doses administered, 189 other causes (vaccine without
reconstitution and others).

141 PE (other causes) were out of the definition (rate wrong registry 46.2 per 10?)

164 PE accord to the definition (rate right registry 4.8 per 10°), 45% registered in
men. 69.5% PE in people aged <15 years (42.7% <1 year).

Vaccines with the highest reporting rate were paediatric hepatitis A (rate 146.5 per
10°) and hexavalent vaccine (rate 32.8 per 10°).

Conclusions: The rate of report of PE is low. The highest reporting rate corresponds
to the paediatric hepatitis A. People aged <1 year have the highest number of
reports. Information and training of healthcare workers about the utility of the SIV has
to be improve.
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TRENDS IN VARICELLA IMMUNIZATION COVERAGE IN CHILDREN AGED 1-2
AND 11-12 YEARS FROM 2004 TO 2012. VALENCIAN COMMUNITY (SPAIN)
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'Direccién General de Salud Publica, Conselleria de Sanitat, Valencia, Spain
Direccion General de Salud Publica-FISABIO, Conselleria de Sanitat, Valencia,
Spain

Background and aim:

Varicella is a common childhood disease. It is usually mild, but it can be serious,
especially in adults. Varicella vaccination in Valencian Community (VC) is free of
charge in teenagers aged 11-12 and risk groups since 2006, despite this fact
paediatricians recommend varicella vaccine in toddlers.

The aim of the study was to determine varicella immunization coverage during the
study period (2004-2012) in Valencian Community.

Methods:

A retrospective descriptive study of varicella immunization coverage in children aged
1-2 (1% dose) and 11-12 (1% dose) years from 2004 to 2012 has been done.

Vaccinated data were obtained from the Vaccine Immunization System (SIV). All
administered vaccines are recorded in the SIV of VC.

Study variables: age, coverage, vaccine, year.

Results:

166 082 varicella vaccine doses were recorded in SIV. There were a mean of 538
431 children aged 1-2 years during the study period (mean 53 843 each year), the

average coverage was 30.84%. Varicella vaccination coverage oscillated from 4.69%
(2004) to 53.41% (2012).

33 924 doses were administered in teenagers during the study period (47 840 mean
teenagers aged 11-12 each year), average coverage 7.21%(from 0.07% to 11.17%).



Tablel.

Table 1. Varicella coverage by age. Valencian Community. 2004-2012.

Coverage
by age 2004 2005 2006 2007 2008 2009 2010 2011 2012

1-2 years 469% | 13.76% | 22.60% | 3143% | 39.12% | 39.29% | 4283% | 4954% | 5341%

11-12 years 0.07% 031% 771% | 971% | 9.79% | 1030% | 10.36% 1039% | 11.17%

Conclusions:

Varicella coverage in children aged 1-2 and 11-12 has increased during the study
period.

Coverage in teenagers since 2007 was according to the varicella epidemiology.

Coverage in children aged 1-2 years produces incertitude from the point of view of
public health.
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AUDIT ASSESSING THE HIV ANTIBODY TEST RESULTS OF CHILDREN BORN
TO HIV-POSITIVE MOTHERS AT A SPECIALIST CENTRE IN MANCHESTER, UK
R. Yoshida', P. McMaster!

!Paediatric Infectious Diseases, North Manchester General Hospital, Manchester,
United Kingdom

Introduction

HIV testing in children born to HIV-positive mothers remains critical to ensuring early
detection. Testing is routinely performed at 18-24 months to confirm the absence of
vertical infection. However, it has been recognised that positive or equivocal results
may occur due to the increased sensitivity of HIV tests in detecting maternal
antibodies.

Aims

This study aimed to assess the HIV antibody results at a Paediatric Infectious
Diseases unit in Manchester.

Methods

A retrospective audit including children born to HIV-positive mothers from January
2007 to September 2013 at Pennine Acute Hospitals NHS Trust. HIV antibody tests
performed and their results were documented for each patient.

Results
193 children had HIV antibody tests performed between 2007 and 2013. 178 (92%)

were negative and 15 (8%) were equivocal. All 15 patients receiving an equivocal
result were between 18-20 months of age, with 17% of tests performed at 18 months



resulting in an equivocal result.

Results of 18-24 month HIV antibody test
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Conclusion

This study revealed a high rate of equivocal results in patients between 18-20 months
of age, resulting in repeat testing and distress which may be avoidable if the test had
been performed at a later age. We, therefore, recommend that HIV antibody tests
are performed after 20 months to avoid the occurrence of equivocal results.
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PROLONGED SHEDDING OF ROTATEQ® VACCINE STRAINS IN PREVIOUSLY
HEALTHY CHILDREN HOSPITALIZED FOR RESPIRATORY TRACT INFECTION
J. Markkula®, M. Hemming®, T. Vesikari*

Vaccine Research Center, University of Tampere, Tampere, Finland

RotaTeg® is an oral pentavalent live-attenuated human-bovine reassortant rotavirus
(RV) vaccine. Previous studies have shown that vaccine type viruses may be shed in
stools, and the shedding may sometimes be prolonged (>14 days). The aim of this
study was to investigate the presence of RotaTeq® vaccine strains in previously
healthy children hospitalized for respiratory tract infection (RTI).

A prospective study was conducted from September 2009 to August 2011 in
Tampere University Hospital. A total of 547 stool samples were collected from
children admitted to outpatient clinic or hospitalized for RTI. Stool samples were
studied for RV by RT-PCR and nucleotide sequencing of the gene segments
encoding for VP7, VP4 and VP6 antigens. Duration of shedding was calculated from
the latest RV vaccination date.

Of the 557 children, 35 (6.3%) were RV VP7 positive in their stools. Of these 31
infants, aged 2-8 months, were detected with RotaTeq® vaccine strain VP7 antigen
and 4 with wild-type rotavirus VP7 antigen. Fourteen (45%) infants with vaccine type
VP7 had received one dose, 11 (35%) two doses and 6 (19.4%) three doses of
RotaTeg® vaccine before admission to hospital. The duration of shedding was over
14 days in 17 cases (55%) and over 30 days in 10 cases (32%); the longest shedding
was detected 84 days after the third immunization.

Shedding of RotaTeq® vaccine strains is common and may be prolonged in
previously healthy recipients of RotaTeq® vaccine. Further studies are needed to
determine the prevalence of shedding and possible transmission to contacts.
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NEONATAL GRAM-NEGATIVE LATE-ONSET SEPSIS: INCIDENCE, CLINICAL
CHARACTERISTICS, AND RISK FACTOR FOR ADVERSE OUTCOME

J.F. Hsu?, M.H. Tsai?, S.M. Chu?, Y.C. Huang®, T. Ming Horng*

'Pediatrics, Linkou Chang Gung Memorial Hospital, Linkou, Taiwan
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Introduction: Gram-negative late-onset sepsis (LOS) has become an increasing
problem in the neonatal intensive care unit (NICU).

Objective and aims: To identify the incidence, clinical characteristics, and risk factor
for adverse outcomes in neonates with gram-negative LOS.

Methods: All patients with gram-negative LOS from the NICUs of a tertiary-level
Taiwan hospital over an 8-year period were enrolled. A case-control-control study
was performed to evaluate risk factors for acquisition of gram-negative LOS.

Results: Of 5010 neonates, 290 (5.8%) had a total of 346 episodes of gram-negative
LOS (36.7% of total LOS), and the incidence rate was 13.6 per 10,000 neonate-
hospital days. Gram-negative LOS is associated with a higher severity of iliness, a
higher rate of infectious complications and sepsis-attributable mortality when
compared with gram-positive LOS. The overall mortality rate was 17.6% (51/290),
and sepsis attributable mortality rate was 9.8% (34/346 episodes). After multivariate
logistic regression analysis, neonates with prolonged use of total parenternal nutrition
(adjusted odds ratio [OR]: 1.53; 95% confidence interval [CI], 1.02-2.29; P=0.041)
was independently associated with acquisition of gram-negative LOS. The
independent predictors of in-hospital mortality were Pseudomonas LOS (OR: 11.45,
95% CI: 2.83-46.24), and underlying secondary pulmonary hypertension (OR, 18.02;
95% CI: 3.28-98.89), renal disease (OR, 17.16; 95% CI: 2.96-99.38) and
neuromuscular comorbidities (OR, 2.72; 95% CI: 1.06-7.00).

Conclusion: Given the increasing incidence of gram-negative LOS in the NICU and
its associated higher iliness of severity and sepsis-attributable rate, strategies to
reduce gram-negative LOS and its medical toll need to be addressed urgently.
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"FIRST-LINE" ANTIMICROBIAL RESISTANCE AMONG E. COLI INFECTED
URINARY TRACT ISOLATES IN CHILDREN

M. Ahmed?, A. Frederick®
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“Microbiology, Carle Foundation Hospital, Urbana, USA

Purpose: Urinary tract infection (UTI) is one of the most prevalent infectious diseases
in the United States. Among uropathogens Escherichia Coli (E. Coli) accounts for
75% to 95% of UTIs which reported to have increase in resistance to commonly
prescribed 'first line' antibiotics. The possibility of the emergence of resistant
organisms in children is of concern because there is fewer treatment options
available to them compared to adults. Aim: The goal of this study was to characterize
the susceptibility patterns of uropathogens, particularly, Escherichia Coli (E. Coli), in
pediatric patients with UTI in a community. Method: The study employed a
retrospective cross-sectional chart review. Results: In 2012 there were 16,185 urine
samples collected for culture of which 5,907 specimens were positive. Among
uropathogens E. Coli accounted for 77%, followed by Klebsiella pneumoniae 12%,
Proteus mirabilis 5%, and Pseudomonas aeruginosa 3%. About 13% (N= 577) of
urine samples those tested positive for E. Coli were patient under nineteen years of
age. Most children diagnosed with UTI were either in primary care office or in
emergency room. Among E. Coli isolates, 45.8% isolates were resistant to ampicillin,
35.2% to ampicillin/sulbactum, 20.5% to trimethoprim-sulfamethoxazole, and 7.6% to
cefazolin. Ampicillin and trimethoprim-sulfamethoxazole resistance were found to be
more common in outpatient care setting while intravenous cefazolin resistance was
seen more in inpatient pediatrics. Conclusion: This study may potentially serve as a
guideline in reviewing existing antibiotic prescription pattern in order to better
determine optimal empiric antibiotic selection by specialty care providers.
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ACCEPTABILITY OF THE NEW MENINGOCOCCAL B VACCINE AMONG
PARENTS OF INFANTS IN ITALY: A SURVEY

C. Mameli!, M. Faccini?, C. Mazzali®, G. Colellal, P.G. Duca®, G.V. Zuccotti'
!Pediatrics, L.Sacco Hospital University of Milan, Milan, Italy

2Prevention Department, Local Health Authority, Milan, Italy

3Medical Statistic Unit,

Department of Biomedical and Clinical ScienceUniversity of Milan, Milan, Italy

Background and aims: A new meningococcal serogroup B (MenB) vaccine has
been recently licensed. This study assessed the acceptability of MenB vaccine
among parents.

Methods: We performed a cross-sectional survey on a random sample of parents of
infants presenting for the hexavalent vaccination from May to July 2013 in Milan. A
self-administered questionnaire covered sociodemographics, knowledge about
meningitis and vaccine prevention, the perceived benefits of vaccination and the
willingness to receive the MenB vaccine.

Results: 1842 parents (76.7% caucasian, 23.3% non Caucasian) responded to the
survey. 64.4% of parents wanted their child to receive MenB vaccine, 30.5% didn't
express any opinion and only 5.1% stated that they would not vaccinate their sons. At
multivariable analysis, the awareness of outcomes of meningitis (very high vs low
OR=2.3; p< 0.0001), the perceived benefits of vaccination (very high vs low OR=6.4;
p< 0.0001) and the knowledge of a previously licensed MenC vaccine (OR=1.4; p=
0.0063) were strongly associated to the willingness to receive MenB vaccine. A fair
self-reported knowledge about meningitis was also associated with the willingness to
receive MenB vaccine (fair vs low OR=1.3;p=0.0474). On the contrary being
graduated (university vs basic education OR=0; p= 0.0005) was associated with the
refusal of immunization. Among parents willing to vaccinate their sons, 66.9% would
like to accept 3 injections at the same visit whereas 11.3% would not, 21.8% didn't
express any opinion.

Conclusions: The acceptability of MenB vaccine was high. Increasing knowledge
about meningitis and vaccine prevention might increase the acceptability of this
vaccine.
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ATTITUDE TOWARDS VACCINATION AND VACCINATION COVERAGES IN
HEALTH CARE WORKERS AND MEDICAL STUDENTS
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Background: Vaccine-preventable disease outbreaks in hospitals are frequent.
Adequate vaccination coverages in health care workers (HCWSs) are essential to
interrupt transmission.

Aims: To assess attitudes towards vaccination and vaccination coverages among
HCWs (nurses and trainees in paediatrics) and medical students (MS), attending the
Paediatric Department of a University Hospital.

Methods: Anonymous participation of HCWs and MS to a questionnaire, between
September 3™ -October 315 2013..

Results: In total 132/328 (40.2%) respondents participated; 89 (67.4%) nurses,
21(15.9%) trainees and 22 (16.7%) MS

Over 95% of participants answered that vaccination is beneficial for the individual and
the community. Confidence in vaccination overall, in vaccine-safety, and in benefit-
risk ratio of vaccines were 89%, 93%, and 92%, respectively.

HCWs in paediatrics should be vaccinated against Hepatitis B, Tetanus, Pertussis,
Polio, Rubella, Mumps, and Flu according to 275% (79-96%) of participants. In
contrast, vaccination against Measles, Hepatitis A, Meningococcus C, and Varicella
was only found necessary by 73%, 70%, 66% and 39% of participants, respectively.

Self-reported vaccination rates were: Tetanus 96%, Hepatitis B 93%, Polio 88%,
Pertussis 80%, Diphteria 80%, Rubella 78%, Measles 68%, Mumps 67%, Hepatitis A
61% and seasonal flu 62%. For Meningococcus C, Haemophilus influenzae B,
Streptococcus pneumoniae and Varicella the self-reported vaccination rates were
<=43%.

Of those vaccinated against seasonal flu, 95% reported annual vaccination.

Conclusions: HCWs in a Paediatric Department of a University Hospital have a
positive attitude towards and high confidence in vaccination. Self-reported
vaccination rates were higher than previously reported. Coverage for seasonal flu
should be increased.
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URINARY TRACT INFECTIONS IN CHILDREN WITH URINARY TRACT AND/OR
KIDNEY PATHOLOGIES AND THE EFFECT OF ANTIBIOTIC PROPHYLAXIS ON
BACTERIAL RESISTANCE
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Urinary tract infections (UTI) are common bacterial infections in children. Antibiotic
therapy is mandatory but may lead to resistant bacteria.

We evaluated positive urine cultures (= 100.000 CFU) during 2011- 2012, compared
bacterial specimens and resistance patterns of children with and without UTKP and
analyzed the effect of antibiotic prophylaxis (AP) on bacteria cultivated from break-
through infections in children with UTKP taking AP.

470 positive urine cultures were analyzed (female 87%; mean age 7,4 years, range 1
month - 18 years). 103 patients (22%) had UTKP. 76% of bacteria were EC, 5%
Proteus ssp., 4,3% Pseudomonas ssp., 4% Klebsiella ssp., 3,5% Enterococcus ssp.
and 7,2% others. Children with UTKP had more non EC infections (n=44, 43%) than
children without UTKP (n=72; 20%), RR 2.2 (Cl 95%; 1.6- 2.9, p<0.0001). More EC
were resistant to ampicillin and/or sulfamethoxazole/trimethoprim in children with
UTKP (37%) than in children without UTKP (27%). Multiresistant EC (= three
resistances) were found in 12% of UTKP and in 4% without UTKP, RR 1.52 (Cl 95%;
1.12- 2.07, p= 0.0071). 16 children with UTKP developed UTI despite cefaclor
prophylaxis. In 69 % (n=11) non EC, mainly Pseudomonas ssp., was found and 31%
(n=5) EC, sensitive to cefaclor where cultivated.

Children with UTKP are at increased risk for UTI caused by resistant EC strains or by
non EC bacteria. In break- through UTI of children with UTKP, on AP, a further
selection towards non EC bacteria but no induction of resistance in EC was
observed.
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CORRELATIONS BETWEEN SURVEILLANCE CULTURES AND LATE-ONSET
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Introduction and Aims

Late-onset sepsis (LOS), especially that of Gram-negative bacilli (GNB) is one of the
greatest concerns in neonatal intensive care units (NICUs). Therefore we conducted
this study to elucidate the correlations between LOS caused by GNB and
colonizations outbreak revealed by routine surveillance cultures from neonatal
patients in NICU of a Children’s Hospital in Japan.

Methods

We collected the culture data and medical charts of our NICU from April 2007 to
June 2013, respectively. Specimens of surveillance cultures were mainly respiratory.
We defined “colonization outbreak” as the cumulative number of a specific GNB more
than +1.5 SD. And also “outbreak period” was defined as 3 consecutive months after
the “colonization outbreak”. Then we compared the frequency of LOS caused by
GNB between outbreak periods and non-outbreak periods.

Results

During 75months of the study period, several colonization outbreaks were observed,
and some associations between these outbreaks and LOS caused by the same
species of GNB (namely Burkholderia cepacia, Klebsiella oxytoca and Enterobacter
cloacae) were found. But for other bacteria, such as Escherichia coli, Serratia
marcescens and Pseudomonas aeruginosa, these correlations were not obvious.

Conclusions
We conclude that routine surveillance cultures may provide useful informations for
the management of LOS in NICUs.
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Introduction and Aims - Assess appropriate use of antibiotics for URTI in Saudi
children

Methods - A Medline search covering 2000-13 with the following research terms:
'upper respiratory tract infections children Saudi Arabia', 'sinusitis..." "Tonsillitis...",
'pharyngo-tonsillitis...", 'antibiotic use in upper...". After excluding overlapping articles,
those related to viral or fungal infections, case reports, 8 papers were considered.

Results- In an urban setting, pediatric ED visits for RTI were the most frequent
(68.1%) with URTI being the key diagnosis (53.9%) . Among patients in health
centers, 87% of prescriptions related to URTI included antibiotics (El Gilany 2000)
and the commonest diagnosis in all ages for which antibiotics were administered
(43.8%) were URTI (Irshaid at al 2004). Al Enezi (2011) reported prescribing behavior
of physicians. Majority of doctors (71.4%) stated that they advise patients on
symptomatic medication, although 80 % reported pressure from patients for
antibiotics at least once in the previous month. A study involving 352 parents of Saudi
children by Al Dossari, (2013) concluded that parental self-medication is attributable
to access to antibiotics without need for prescription and limited knowledge about
antibacterial resistance.

Conclusions. The benefits of the national protocol (AlKhaldi YM et al 2001) seem to
have faded. The recommendations put forward by all Authors underscore the need
for health education on antibiotic usage, improvement of doctor-patient
communication, a stringent policy of over the counter availability of antibiotics.
Parents' expectations and health education need to be addressed, targeting less
educated mothers (Saeed AA et al 2000).
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DIFFERENTIAL DIAGNOSIS OF RESPIRATORY VIRUSES, BY USING RRT-PCR,
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During influenza pandemic 2009 a total of 52.929 respiratory secretions collected
from patient presenting influenza — like iliness were sent to Institute Adolfo Lutz (IAL)
towards to investigate infection by the new influenza strain. A total of 31.757 (60%)
presented negative results for influenza virus A(HLN1), A(HLN1)pdm09, A(H3N2) and
B strains by CDC rRT-PCR. The objective of this retrospective study was to
investigate the diversity of etiologic agent involved in influenza like syndrome by
selecting the negative samples collected from suspected cases of influenza A (H1LN1)
pdmQO9 infection.

Material and Methods

A total of 1695 respiratory secretions presenting negative results by using CDC real
time RT- PCR —CDC protocols; and were also proven negative by differential
diagnosis (Influenza A, Influenza B, respiratory syncytial virus (RSV), parainfluenza 1,
2, 3 (PIV1, PIV2, PIV3) and adenovirus (ADV) by using differential monoclonal
respiratory panel by using Indirect Inmunofluorescence (IFI) were maintained at
freezer -80°C in the Respiratory Virus Laboratory IAL. A total of 156 frozen archival
nasopharyngeal aspirates selected by epidemiologic weeks were investigated.

Results

Of the 156 clinical specimens presenting negative results by using differential
monoclonal respiratory panel IFl 132(85%) were positive for at least one virus
including: 62 rhinovirus (RVS)(47%); ADV 27(20%); RSV 17(13%); PIV3 14(11%);11
human metapneumovirus (hMPV) (8%); PIV1 1(1%), 25(19%) were positive for more
than one virus and 24(15%) were negative.

Conclusion.
The present study demonstrates the high incidence of RVs infection responsible for

the clinical symptoms of influenza like syndrome during influenza A (HL1N1) pdmQ9
strain emergence.
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PERTUSSIS ON THE RISE - DYNAMIC CHANGES IN ISRAEL'S PULSE FIELD
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Background: Bacterial genetic drift is thought to prompt the emergence of new
strains. We described two dominant, closely related pulse field gel electrophoresis
(PFGE) profiles, 2007-2008, named A and B. Profiles C and D were also
identified. The predominant PFGE profile A, had the same PFGE cluster as the
dominant European strain, 1999- 2004 (PFGE cluster IV3), whereas profile B was
identical to cluster IVa.

Aim: To analyze select circulating pertussis isolates utilizing PFGE during the high
incidence rate years, 2009-2012, one year after the initiation of the sixth catch-up
dose.

Methods: PFGE utilizing the Spel restriction enzyme on 38 pertussis isolates.

Results: Several PFGE restriction patterns from 2009-2012 were identified and
referenced to our 2007-2008 profiles. Profile A decreased from 54% (n=44) to 26%
(n=10), p<0.006, whereas B increased from 41% (n=34) to 50% (n=18), p>0.43,
respectively. Profiles C and D disappeared and new profiles, E (n=2, 5%), F (n=1,
3%), G (n=3, 8%), H (n=1, 3%), and | (n=2, 5%) emerged.

Conclusions: A significant decrease in the frequency of PFGE profile A (cluster IV[3)
and an increase in B (cluster IVa) following the implementation of additional vaccine
doses occurred. New PFGE profiles emerged. Similar profile dynamics have also
been described in Europe. Studies should explore whether this genetic drift may be
prompted by the recent vaccine selection pressure.




35
30
25
20
15
10

Israeli Bordetella pertussis incidence rate (per 100,000) and the

predominant PFGE profile dynamics

6 th catch-up Tdap
i

/ 54%
5 th Tdap i i

PFGEA PFGEB PFGEA PFGEB

2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012

e=g== Incidence rate per 100,000




ESPID-0194

INCIDENCE OF INFLUENZA VIRUS INFECTION AMONG CHILDREN UNDER 5
YEARS OF AGE IN SAO PAULO, SP, BRAZIL: INFLUENZA SEASON 2013
D.B.B. Silval, K.C.O. Santos!, M.A. Benega', R.S. Paulino®, N.A. Sasaki,

C.A. Figueiredo?, P.M. Ferreira®, T.R.M.P. Carvalhanas®, S. Lindstrom*, T.M. Paiva*
'Laboratory of Respiratory Viruses NIC/WHO Institute Adolfo Lutz,

Adolfo Lutz Institute, Sdo Paulo, Brazil

%Influenza Work Group, Adolfo Lutz Institute, Sdo Paulo, Brazil

3Epidemiologic Surveillance, Health Secretariat from S&o Paulo State, S&o Paulo,
Brazil

“Diagnostic Development, Centers for Disease Control and Prevention, Atlanta, USA

Background and aim

Influenza virus surveillance has been improved in Brazil since the experienced
pandemic outcomes affecting mainly children under 2 years old. The aim of the
present study was to identify the incidence of influenza virus infection in different
children age groups under five years old.

Material and Methods

During influenza season 2013 a total of 5503 nasopharyngeal specimens ,

collected from children under 5 years old with influenza like illness, were sent to
Institute Adolfo Lutz (IAL) by influenza Sentinel Hospitals and Public and Private
Health Services. Nasopharyngeal specimens collected from January through
December 2013 were submitted to CDC rRT-PCR towards to identify influenza virus
infection.

Results

From the 5503 investigated samples 527(9.57%) were positive by rRT-PCR, the
following influenza virus strains has been identified: H3 strain 41(8%); B strain
229(43%); A (H1N1) pdmOQ9 strain 257(49%). The highest incidence of influenza
infection was observed into 7 m — 1 yo age group 190(36%), following: 2 yo — 3 yo
age group 113 (22%); 2 m — 6 m yo group 94(18%); 4 yo — 5 yo age group 97(18%).
The lowest incidence was observed into 0 -1 m age group 33(8%). This investigation
also demonstrates similar incidence between 2 m — 6 m yo and 4 yo — 5 yo.

Conclusion

Taking into account that children under 5 years of age are at risk of developing
serious complications, from influenza infection, the information’s generated by this
investigation will contribute with public health authority’s decisions towards the
prevention and control of the disease in Brazil.
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Background: Late-Onset Neonatal Sepsis (LONS) or Nosocomial sepsis has a high
burden of illness with significant cause of mortality and morbidity. Diagnosis has to be
done immediately using point-of-care tests for definitive management. Objective: To
validate Bedside Nosocomial Sepsis Scoring developed by Okascharoen in 2005.
Methodology: All neonates admitted in PGH NICU with suspicion of LONS were
eligible for inclusion. Baseline data were obtained and analyzed. Subjects were
scored based on Okascharoen system. Growth of organisms on blood culture is
considered positive outcome and is considered Confirmed sepsis. Results: A total of
119 subjects were included in the analysis with 59 Confirmed Sepsis and 60 LONS
negative. Baseline characteristics were similar between groups. Confirmed sepsis
group has more events of hypotension/poor perfusion (p 0.001; -0.141, -0.438),
thrombocytopenia (p 0.000; -0.169, -0.489), and prolonged umbilical-catheter-usage
(p 0.014; -0.051, -0.311). The ROC curve has an AUC is 0.753 (p <0.001; 0.664-
0.842), which means a randomly chosen neonate with LONS will have a higher
predicted score than a neonate without LONS. A cut of score of 5 delineates high-risk
from low-risk groups, with sensitivity of 83.3% and specificity of 61%. A neonate who
scored >5 has 68.5% probability of having LONS while a neonate who scored < 5 has
78.3% probability of having no LONS. A score >5 on a suspected neonate increases
the probability of LONS from 50.4% to 68.6% whereas a score <5 decreases it from
50.4% to 21.8% Conclusion: This score is a valid clinical tool that can be used for
the prediction of LONS.
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Introduction

To prevent the presentation of infants and children with advanced HIV disease it is
recommend that clinicians have a high index of suspicion for those who could be
identified as being at risk.

Aims

This project aimed to evaluate the awareness and impact of several UK National
Guidelines for HIV Testing amongst paediatricians.

Methods

A questionnaire was sent randomly to 305 clinicians working within general or
specialist paediatrics in England and Wales, 120 (39%) of them responded.
Questions included the clinician’s demographics and their awareness of current HIV
testing guidelines.
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Figure 1 — Demographics
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Conclusions

The results overall were disappointing. As many as 33% of paediatricians (76% of
them consultants), who participated in this project were unaware of any of the three
key guidelines for HIV testing of children and only 55% were aware of the UK
National Guideline for HIV Testing 2008.

In order for guidelines to be integrated into clinical practice, clinicians must be aware
of the National Guidelines and willing to adapt their clinical practice according to
current evidence-based recommendations. This could be addressed through a
number of techniques including schemes such as:

Organising workshops to raise awareness of relevant Guidelines led by an
infectious diseases specialist.

Revalidation penalties or financial incentives based on adherence to current
guidelines
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Introduction
The UK National Testing Guidelines 2008 provide a list of paediatric patient groups,
who should be considered for HIV testing.

Aims
We assessed the acceptability of testing these groups amongst paediatricians.

Methods

An online questionnaire was sent randomly to 305 general or specialist paediatricians
with 120 (39%) respondents. Questions included clinician’s demographics and an
evaluation of various patient groups.

Results
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Figure 1 — Demographics

Figure 2 — Evaluation of patient groups

Conclusions

The results suggest that paediatricians in England and Wales are not uniformly
performing HIV tests as recommended in the UK Testing Guideline. Even in high risk
groups, such as children with suspected immunodeficiency or symptoms suggestive
of HIV the rates were only 80% and 86% respectively. Greater awareness of National
Guidelines and standards is likely to improve rates of HIV testing.
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Introduction

Influenza virus season 2013 starts earlier in the state of Sdo Paulo, Brazil, when
compared with previous years; a surveillance task has been carried out aiming to
cooperate with timely influenza virus variants detection and influenza virus strains
selection for vaccine production.

Material and Methods

From January to October 2013 a total of 16.652 combined swabs specimens
(nasopharyngeal and throats) were sent to the Institute Adolfo Lutz, cooperating with
the National and Global Influenza Surveillance Network. The specimens were first
tested by rRT — PCR by using the standard CDC protocol. Positive samples were
selected for virus isolation in MDCK cells. Antigenic characterization was performed
by using haemagglutination inhibition assay using antisera provided by World Health
Organization (WHO).

Results

Of the 16.652 respiratory specimens investigated 3.211(19.28%) were positive for
influenza viruses: 2.149 (66.92%); 178 (5.54%) and 884 (27.53%) were identified as
influenza A (HIN1) pdmQ9, A (H3) and influenza B, respectively.

Conclusion

Antigenic characterization has demonstrated that the influenza A/California/7/2009
(HIN1) pdmO09-like virus; and Influenza A/Victoria/361/2011(H3N2) — like virus has
been identified during the influenza virus season 2013. Both strains matched the
WHO vaccine composition recommended for the South Hemisphere. On the other
hand the mismatch between WHO influenza B/Yamagata vaccine composition, and
the circulating influenza B/Victoria viruses identified during January to mid — August
has been observed. Influenza virus surveillance data will certainly assist the national
public health authorities in order to make decisions on a quadrivalent vaccine
composition.
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Background: Controversy exists regarding the incorporation of routine cranial
imaging on admission to detect unapparent intracranial complications (IC) amongst
children with acute mastoiditis (AM).

Objectives: To study the proportion of IC amongst children diagnosed with AM, and
to determine whether this complication might be anticipated upon patient’s
presentation.

Methods: Children < 18 years with hospitalized AM, 2005-2012, at two centers in
Israel were included. Clinical and laboratory parameters of patients with and without
IC, (e.g., venous sinus thrombosis, epidural, subdural or brain abscess), diagnosed
by cranial computed tomography (C-CT), were compared retrospectively.

Results: Overall, 203 children were included of whom 8 (3.9%) had IC.
Streptococcus pneumoniae (26.6%), Streptococcus pyogenes (15.6%) and
Pseudomonas aeruginosa (11.5%) were the most common pathogens. There was
no statistical difference between those with and without IC with respect to age,
temperature on presentation, white blood cell count and c-reactive protein level, 3.4 £
3.6 vs. 2.3+ 2.1 years, p=0.29, 37.4°C + 0.8 vs. 37.8°C £ 0.1, p=0.31, 20.7 + 5.8 *
10 3vs. 18.6 + 6 * 10 3cells/microL, p=0.31 and 128.3 + 77.8 vs. 109.8 + 80.8 mg/liter,
p=0.43, respectively. Furthermore, there were no significant differences between the
groups with respect to presence of otorrhea and the detected pathogen. Only two of
the eight children with IC exhibited neurological signs.

Conclusions: Most children with IC complicating AM did not exhibit any ominous
clinical or laboratory findings. Further studies should explore whether routine
imaging is warranted for children presenting with AM.



ESPID-0204

DEVELOPMENT OF SELF-ASSEMBLED ROSETTE NANOTUBES FOR HIV-1
THERAPY

K. Sharma?, J.Y. Cho?, U.D. Hemraz?, H. Fenniri®

!Department of Chemistry and National Institute For Nanotechnology,

University of Alberta, Edmonton, Canada

’National Institute For Nanotechnology, National Research Council, Edmonton,
Canada

3Chemical and Biomedical Engineering, Northeastern University, Edmonton, Canada

Introduction: The development of therapeutics to target dendritic cells (DCs) for the
treatment of diseases is of great importance, as these cells are known to play an
important role in antigen processing and present them to the T- cells for eliciting the
immune response. Herein, we explore the application of biocompatible, self-
assembled rosette nanotubes (RNTSs) as a therapeutic agent to deliver a HIV-1
antigen to the DCs. ELDKWA is linear fragment (epitope) present on the ectodomain
of HIV-1 envelope glycoprotein 41 complex, which recognizes the galactoceramide
receptors on the DC cell surface and lysine (K) acts as a spacer between the peptide
ELDKWA and the RNTSs.

Objective: Our strategy is to functionalize the RNTs on the outer surface with the
peptide sequences lysine (K) and ELDKWAK, characterize their self-assembly and
study their co-assembly as well as their uptake by the DCs.

Aim: We endeavor to develop a nanocarrier to deliver HIV-1 glycoprotein- 41 epitope
(ELDKWA) for vaccine purpose.

Methods: The self-assembly of the RNTs were characterized using scanning and
transmission electron microscopy (SEM and TEM) and the co-assembly has been
proved by SEM and circular dichroism (CD) spectroscopy. The RNTs were labeled
with a fluorophore to study their uptake by the DCs via confocal microscopy and flow
cytometry.

Results: The co-assembled fluorophore labeled RNTs can easily enter the DCs.

Conclusion: RNTSs are effective carriers of the antigen to the dendritic cells.
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Background. Chlamydia trachomatis is a common sexually-transmitted bacterial
pathogens.As no routine screening is performed during pregnancy, neonates and
infants are at high risk for C.trachomatis infection.

Objective. To investigate morbidity,characteristics and genotype distribution of
C.trachomatis pneumonia.

Methods. Infant's clinical manifestations and laboratory results were
recorded.Respiratory sputum specimens were tested using RT- PCR targeting
C.trachomatis cryptic plasmid.Direct immunofluoresence for respiratory virus antigens
and standard bacterial culture were performed.Positive C.trachomatis samples were
genotyped using a multiplex PCR-RLB assay.The relationship between serovar and
pneumonia severity was explored.

Results. Of 1408 infants, 101(7.2%) were infected with C.trachomatis.Sixteen
0f101(15.8%)were assessed as severe pneumonia.These severe cases had a higher
proportion of viral co-infection(37.5%)compared to mild pneumonia
(9.4%,P<0.05).Infants with tachypnea(OR9.2)and wheezing (OR3.5)were more likely
to be classified as severe pneumonia(P<0.05).Amongst66 C.trachomatis specimens
for which a genotyping result were available,seven serovars were detected,and
39.4% specimens contained two or three serovars.Overall, serovar E(48.4%)was the
most frequent, followed by serovars
F(42.3%),J(31.8%),D(12.1%),K(12%),G(4.5%)and H(3%).Having mixed serovars E+J
and E+J+G combined were associated with severe pneumonia(OR6.5,P<0.05).

Conclusion. C.trachomatis is a common bacterial pathogen in pneumonia for
hospitalized infants less than 6 months of age.This study provides preliminary
evidence of a relationship between serovar distribution and severity of
pneumonia.Further in-depth investigations correlating serovar and disease severity
based on larger population is needed.
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Introduction: Leptospirosis is re-emerging zoonotic disease with a worldwide
distribution. The clinical presentations are diverse, ranging from undifferentiated fever
to fulminant disease. The neurological leptospirosis forms are rare. Leptospirosis is
more common and severe in adults compared with children. Reasons to explain this
discrepancy remain unclear and limited data focusing on adolescents are available.

We report a rare case of leptospirosis meningitis in a 15 year old boy.

Case presentation: The disease onset was acute, a week before the hospitalization.
The first symptoms were:hectic temperature, myalgia, arthralgia, somnolence and
malaise. The day before the hospitalization, the temperature was normalized, but the
headache enhanced and the patient was unable to walk, revealed meningeal
syndrome and two episodes of the nasal bleeding.

Liver function was normal, spleen was not enlarged, no changes in the coagulation
system. Urea - 30 mmol/L, creatinin — 210 pmol/L. Leucocytes — 8*10%L, 84% PMNSs,
ESR — 42 mm/h, CRP - 96 iu/L. Lumbal puncture was performed — the opening
pressure was elevated. The liquor characteristics were: leucocytes - 639 mm?, cell
differential - 72% PMNs, glucose — 63 mg/dl, protein — normal. Anti-HIV was
negative. Liquor serology test: antileptospira Ig M (positive). The patient was treated
with ceftriaxone, dexamethasone and mannitol.

Conclusion: Leptospirosis can have atypical symptoms at the beginning in children,
moreover patient can have no fever at all. Patients with severe headache and
meningeal syndrome should be examined on Leptospirosis if there is some definitive
or suspected source of infection characteristic for it in anamnesis.
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Introduction: Egg allergy is common, affecting 2-9% of children. Live Attenuated
Influenza Vaccine (LAIV; FluMist®, Fluenz®) is an intranasal vaccine widely available
in USA and recently incorporated into the UK National Immunization Schedule.
However, LAIV contains egg protein and, in the absence of safety data, is currently
contra-indicated in egg allergy.

Objectives: We sought to assess the safety of intranasal LAIV in egg-allergic children.

Methods: Multi-centre phase IV observational study in children with a diagnosis of
egg allergy, on the basis of published criteria. A single dose of LAIV was
administered under medical supervision in hospital. Local ethical and regulatory
approval was granted, and full informed consent was obtained. ClinicalTrials.gov
Identifier: NCT01859039.

Results: 140 doses were administered in 132 children (mean 6x4 yrs). 67% had
asthma; 55% received inhaled corticosteroids (Step 2+, British Thoracic Society
(BTS) classification) while 28% also received additional preventer therapy (BTS Step
3+). 92% had experienced a previous allergic reaction to egg, 47% with prior
anaphylaxis (WAO criteria). There were no systemic reactions. Three children
experienced mild rhinitis within 20 minutes of administration, one further child
experienced a local flare in eczema 50 mins after vaccine administration.

Conclusion: On the basis of this interim safety analysis, we calculate that the 95%
upper confidence interval for occurrence of any allergic reaction to LAIV in egg-
allergic children is <6.2% (<2.6% for anaphylaxis), a rate comparable to that reported
for injected trivalent influenza vaccines. LAIV may be safe for use in egg-allergic
children, in contrast to current recommendations.
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Introduction: Varicella is most often a relatively benign and self-limited childhood
illness. Complications are rare, but in some patients the disease can be associated
with a variety of serious and potentially lethal complications, in both healthy and
immunocompromised children.

Our research aimed to identify epidemiological peculiarities and complications of
varicella with correlations of age in healthy children.

Methods: We retrospectively studied the hospital charts of varicella in children
admitted at the Infectious Diseases, AIDS and Clinical Immunology Scientific
Practical Center of Georgia through the years 2012-2013.

Results: Totally 163 patients (55% male) were registered. 2012y -91 patients; 2013y
- 72; Age distribution: < 1y — 34 patients; 1-4 y — 72 patients; 5-14 y — 45 patients, 15-
18y- 12 patients. Complications were found in 78 (47.8%) patients. Among
complications varicella was found pneumonia in 36%, acute bronchitis in 18%,
cerebelitis in 12%, encephalitis in 11%, cellulitis in 14%, pyoderma in 6%,
lymphadenitis in 1%, pulmonary abscess in 1%, febrile seizure in 1%. The average
overall duration of hospitalization was 4.6 days (1-25 days). Recovery was achieved
in 100%.

Conclusions: The incidence of varicella complications depending on age groups was
almost the same (53%, 43%, 46%, 50%). But the type of complications differed. In
children of age group <1 and 1-4 years the most complications were pneumonia and
acute bronchitis, while in age group 1-4 and 5-14y it was skin and neurological
infections.
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Introduction and aims

Dengue infection has widely spread in India with atypical clinical presentations. We
attempted to determine the clinical and laboratory findings of dengue serology (NS1,
IgM, 1gG) positive patients in children.

Methods

This is a retrospective analysis of 2013 data from a multispecialty centre in India.
Patients presenting with acute fever (0-18 years) were screened for dengue serology
by ELISA. The dengue cases were analyzed according to symptoms/signs, laboratory
findings and final outcome.

Results

Among the 999 suspected cases, 291 children were positive for dengue serology;
286 were true positive and false positive was seen in 5 cases. The cases attained its
peak in the month of August in 2013. All ages were affected; maximum cases seen in
16 years. Males were affected more than females. Among the 286 true positives,
there were 126 exclusively NS1 positive, 52 NS1 & IgM copositive, 68 IgM & 1gG
copositive and 16 NS1, IgM and IgG copositive. Clinical history was available for 263
patients. The most common manifestations at admission were nausea/vomiting
(46.4%), abdominal pain (30.4%) and myalgia (20.9%). The notable laboratory
findings included prolonged activated partial thromboplastin time (aPTT, 40/42,
95.2%), elevated serum levels of aminotransferase (AST, 82.9%), thrombocytopenia
(59%), low albumin (57.6%) and leucopenia (54.9%). Mortality rate in our study was
0.69%.

Conclusions
In endemic areas, a high index of suspicion to dengue infection should also be

considered in any child presenting with fever, abdominal manifestations and elevated
liver enzymes and use serological tests to confirm the diagnosis.
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Introduction: Although the simultaneous immunization of BCG and hepatitis B
vaccine is allowed, many Korean physicians tend to vaccinate BCG to 2-week old
babies. BCG vaccination at earlier age can increase the occurrence of adverse
reactions, and the simultaneous immunization reduces the number of medical visit.
Objectives: This study aimed to compare the immunogenicity of hepatitis B vaccine
between simultaneous and separate immunization group of BCG and the second
dose of hepatitis B vaccine.

Methods: We targeted to enroll children aged 7-18 months who vaccinated with
Tokyo strain BCG percutaneouly. The subjects were divided into two groups based
on the immunization time of two vaccines; the simultaneous immunization group (Sl)
was defined as the case that immunized with two vaccines at 4 weeks (25-34 days),
and the separate immunization group (SE) as immunized with BCG at 2 weeks (11-
20 days) and hepatitis B at 4 weeks. We measured anti-HBs levels.

Results: A total of 72 in Sl and 121 subjects in SE were enrolled. Gender ratio (M:F)
and the mean age of Sl and SE was 1:1 and 1:0.75; 10.96+2.96 and 11.27+2.79
months, respectively. There were no differences in anti-HBs positive rate between
two groups (83.3 vs. 84.3%, P=0.506). Also, the geometric mean titer showed no
differences (73.30 vs. 77.35 mlU/mL, P=0.851).

Conclusion: There were no differences in immunogenicity of hepatitis B vaccine
between two groups. The simultaneous immunization of two kind of vaccines at 4
weeks after birth can reduce the number of medical visit.
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Introduction. Interventional Pre-Adoptive Setting (IPS) is an unique institution
specialized in taking care of newborns and infants who are in critical situation without
temporal or permanent parents supervision and care. Objectives.The aim of the
study was to describe the realization of immunization schedule among children aged
0-12 months staying in IAS in years 2007-2011. Material and methods. The
retrospective analysis of medical documentation (vaccination charts and medical
records) of 472 children was conducted. Proportion of vaccinated children was
calculated, reasons for delays in realization of immunization schedule were also
analyzed. Results. All children were vaccinated against hepatitis B and tuberculosis
after birth. 10-33% of children were to adoption before they finished 6 weeks, so they
were not vaccinated at IPS. In 52-79% of children immunization program was realized
in a correct way, in 21-57% of children delays in realization of immunization schedule
were observed, mainly due to neurological conditions and acute infections.
Pneumococcal vaccination was conducted in 48-79% of children.

Conclusions. Vaccination schedules were realized in a correct way in most of
children. In future all vaccines for children from IPS should be reimbursed.
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Background and aims:

Neisseria meningitidis serogroup B (MENB) is the leading cause of Invasive
Meningococcal Disease (IMD) in Israel. The availability of a MENB vaccine prompted
a disease-burden study and a cost-utility analysis.

Methods:

An epidemiological study in the Jerusalem district and a model estimating the impact
of a vaccination program (cost per averted DALY).

Results:

During 1999-2010, 213 IMD cases were reported in the Jerusalem district, (annual
incidence rate 2.13+0.6/100,000); 181/213(85%) <15y, 90/181(49.7%) <2y. IMD
outcome was evaluated in children <15y (n=181). Neisseria meningitidis serogroup B
comprised 78% of isolates. Case fatality rate was 11.6%. Follow-up interviews
(115/160 survivors, 72%), revealed at least one long-term sequela in 38/115 children
(33%), including learning difficulties (22.6%), hearing impairment (7%), neurologic
(12.2%), behavioral (14.8%) and motor (10.4%) deficiencies.

Implementing a MENB infant vaccination program (based on 78% vaccination
efficacy) for 10 years was estimated to prevent 313 cases and 33 deaths from
invasive MENB over the next 100 years. At an assumed vaccine price of $25 per
dose, total intervention costs of $203 million, are partially offset by a $29 million
reduction in treatment and sequelae costs. The resultant overall net cost of $93,980
per QALY gained (93,980 /QALY) deems the program to be cost-effective. Additional
catch-up vaccination programs were not cost-effective.

Conclusion:

Disease burden data are essential in evaluating new vaccines. Depending on vaccine
costs, a MEN B infant or even child vaccination program in Israel could be justified
based on a cost-utility analysis combining epidemiological, health-services and
economic data.
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PARAINFLUENZA VIRUS TYPE 4 OUTBREAK IN AN INSTITUTE FOR DOUBLE
HANDICAPPED CHILDREN
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Introduction

Although the epidemiology and diseases associated with parainfluenza virus (PI1V)
types 1 to 3 has been well described, less is known about the clinical role of PIV type
4 (PIV-4). We experienced an outbreak of respiratory infection with PIV-4 in our
institute for double handicapped children in August 2013.

Materials and Methods

Using RNA from nasopharyngeal aspirates, RT-PCR was performed to detect specific
sequences of various respiratory viruses. Serum antibody titer was assessed with
enzyme immunoassay method.

Results

During the outbreak period, 22 patients presented with fever and respiratory
symptoms. RT-PCR was performed using nasopharyngeal aspirates from five
paients, and PIV-4 was detected from two samples. Paired serums of 20 patients
were available for antibody assay, and seven of them were positive for PIV-4. Two
patients had progressive respiratory distress requiring ventilation support. No PIV-4-
positive patients presented with croup-like cough or significant digestive symptoms.
Hand hygiene and contact precautions were reinforced, and the outbreak was
finished about 40 days after the onset.

Conclusion

Although some patients had severe symptoms, PIV-4 infection may cause relatively
mild respiratory symptoms. Intensive hand hygiene and contact precaution was
necessary for control of PIV-4 infection.
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Introduction:

Anatomical abnormalities are predisposing factors for recurrent bacterial meningitis.
Mondini dysplasia is one of the congenital inner ear malformations that result from
developmental arrest of interscalar septum and causes CSF leakage between
subarachnoidal space and middle ear resulting in recurrent meningitis.

Herein we present a case with Mondini dysplasia and recurrent bacterial meningitis.
Case:

Case: A 3-year-old boy presented with fever and decreased level of

consciousness to the emergency department. Two days earlier he had been
admitted to another hospital with presumed diagnosis of enteritis and ceftriaxone
therapy has been administered. Physical examination revealed fever and nuchal
rigidity. In history, he had been vaccinated 4 times with conjugated pneumococcal
vaccine. Cerebrospinal fluid (CSF) examination revealed 200 leukocytes/mm?,
elevated protein consentration (214 mg/dL) and low glucose level (1 mg/dL) but CSF
culture was negative. Due to previous antibiotherapy, cephtriaxone and vancomycin
combined therapy was administered for 14 days under assumption of partially treated
bacterial meningitis. He was re-admitted to our hospital with fecer and nuchal rigidity
10 days after discharge. CSF culture revealed Streptococcus pneumonia.
Vancomycin and ceftriaxone combined therapy was administered. Cranial
computerized tomography (CT) showed decreased aeration in right middle ear and
mastoid cells. Temporal bone CT showed dismorphic structure of semicircular canals,
vestibular dilation and cystic appearance of cochlea. Audiometric screening was
consistent with sensorineural hearing loss in right ear.

Conclusion:

In conclusion anatomical abnormalities should be investigated in patients with
recurrent meningitis.
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Introduction

High plasma Tumour Necrosis Factor-a (TNF-a) is characteristic of severe malaria
(SM), and may be important in its pathogenesis. However, an effective innate
immune response constrains parasite replication, and low production of TNF-a
increases risk of SM.

Objective

To explain this paradox by examining TNF-a concentration relative to the total
parasite biomass, and modeling the effect of variation in TNF-a production on
parasite burden and absolute TNF-a concentration.

Methods

TNF-q, interleukin-10 and interferon-y (IFN-y) concentrations were measured in
plasma samples from 142 Gambian children with Plasmodium falciparum malaria (39
SM) by luminex assay. Total parasite biomass was calculated from the plasma
concentration of P. falciparum histidine rich protein 2, and used to generate a model
of the risk of SM based on parasite biomass. An independent mathematical model of
parasite replication (Dietz et al. 2006) was used to simulate the effect of varying TNF-
a production.

Results

Children with SM had significantly higher concentrations of plasma TNF-a and IFN-y,
higher total parasite biomass, and lower TNF-a per parasite, than children with
uncomplicated malaria (UM). Simulated reductions in TNF-a production predicted
increased parasite biomass, increased risk of SM, and higher total TNF-a
concentration in SM compared with UM.

Conclusions

These results suggest that insufficient production of TNF-a early in malaria infection
allows rapid parasite replication, a high total parasite biomass, and ultimately a higher
concentration of TNF-a. This resolves a longstanding paradox, which may also
improve understanding of the role of variations in the innate immune response and
the severity other infectious diseases.
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Introduction:

Children with perinatally acquired HIV (paHIV) are at increased risk of pneumococcal
infection despite Highly Active Antiretroviral Therapy (HAART). Outside infancy,
responses to pneumococcal conjugate vaccines remain under investigated

Aim:
To assess serological response to 13-valent pneumococcal conjugate vaccine
(PCV13) in children with perinatally acquired HIV infection

Methods:

We measured pneumococcal serotype specific IgG in 48 paHIV infected child
patients (CP), 27 young adult healthy controls (AHC) and 30 child healthy controls
(CHC). Opsonophagocytic assay (OPA) titers for 3 PCV13-exclusive serotypes were
measured in a subset of children. Serotype specific IgG was repeated 1 and 6
months following PCV13 vaccination of CP and AHC groups. OPA titers for 4
serotypes were measured at the 1-month time-point.

Results:

The majority of CP, CHC and AHC had serotype specific IgG >0.35ug/ml at baseline
although OPA activity was undetectable for 2 of 3 serotypes studied. Baseline IgG
concentrations were significantly lower in CP than AHC for a proportion of serotypes
and were strongly predictive of responses to vaccine. After adjusting for baseline,
post-vaccination IgG concentrations were comparable, although responses to some
serotypes were impaired for CP. OPA correlated well with IgG post-vaccination.
Detectable HIV viral load was associated with lower IgG concentration and OPA titer.

Conclusion:

Children with paHIV mount a robust serological response to PCV13 for most but not
all vaccine serotypes. Viral load suppression with HAART and higher baseline 1gG
concentration are associated with higher post-vaccination antibody levels. This has
implications for HAART treatment and vaccination practices.
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Introduction: Congenital Cytomegalovirus (cCMV) infection occurs in 0.7% of births
worldwide, causing sensorineural hearing loss (SNHL) and neurological impairment in
a significant proportion of them. Ganciclovir prevents hearing deterioration and is
used in clinical practice. Advances are being made in vaccine development and
monoclonal antibody therapy, but little is known about variation in the underlying
gene targets.

Objectives: To characterise baseline polymorphisms in the UL97 gene (target for
ganciclovir), UL55 (Glycoprotein B, vaccine target) and UL128, UL130 and UL131a
(monoclonal antibody target) genes in infants with symptomatic cCMV treated with
ganciclovir and determine if strains resistant to ganciclovir were selected.

Methods: Serial blood, saliva and urine samples were obtained from 9 congenitally
infected infants during treatment with 42 days of ganciclovir. UL97, UL55 and UL128,
UL130 and UL131a gene sequences from these samples were also examined.

Results: All samples tested were UL97 wild type at baseline and none developed
mutations associated with ganciclovir resistance.

UL55 genotypes were obtained for 77/103 samples (75%). The prevalence of
genotypes were 39% gB1, 32% gB2 and 1% gB3. Mixed genotypes were found in
28% samples.

UL128-131a were sequenced in 120 samples. No mutations from wild-type were
noted.

No evidence of body site compartmentalisation was seen in any of the 7 infants for
whom UL128-131a sequences were available.

Conclusion : No ganciclovir resistance mutations in UL97 were selected during 42
days treatment, but polymorphisms exist in several CMV genes among infected
neonates which may have implications for vaccine and monoclonal antibody
intervention.






ESPID-0226

COMPLIANCE OF HEALTH CARE WORKERS WITH HAND HYGIENE
PRACTICES IN NEONATAL AND PEDIATRIC INTENSIVE CARE UNITS: OVERT
OBSERVATION

A. Karaaslan', S. Atici*, E. Kepenekli Kadayifci®, U. Sili?, A. Soysal', M. Bakir*
!Pediatric Infectious Diseases, Marmara University School of Medicine, Istanbul,
Turkey

%Infectious Diseases and Clinical Microbiology,

Marmara University School of Medicine, Istanbul, Turkey

Background: One of the most important method of preventing Health Care
Associated Infections is hand hygiene. The objective of this study was to assess the
compliance of hand hygiene (HH) of healthcare workers (HCWSs) in the neonatal and
pediatric intensive care unit in a tertiary university hospital in Istanbul.

Methods: An observational study was conducted on the compliance of HH for the
five World Health Organization (WHO) indications. HCWs were observed during
routine patient care. We also measure the technique of HH through hand washing or
hand hygiene with alcohol based disinfectant.

Results: A total of 704 HH opportunities were identified during the observation
period. Overall compliance was 37.0 % (261/704). Compliance differed by role:
nurses (41.4%), doctors (31.9%) [p=0.02]. HCWs were more likely to use soap and
water (63.6%) compared to waterless-alcohol-based hand hygiene (36.3%)
[p<0.05]. Overall HH complience with respect to 5 MMH (My Five Moments for Hand
Hygiene) were as followings: overall compliance of before patient touching was
43.2%, before a clean/aseptic procedure was 8.5%, after body fluid exposure was
18.1%, after patient touching was 68.1%, after touching patient surroundings was
43.2%.

Conclusion: Adherence to hand hygiene practice and use of alcohol based
disinfectant was found to be very low. Effective education programs that improve
adherence to hand hygiene and use of disinfectants may be helpful to increase the
compliance.
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Background and Aims: Haemophilus influenzae type b (Hib) is a pathogen amongst
the leading causes of bacterial meningitis and pneumonia in children under 5 years of
age in the developing world. The vaccines containing Hib capsular polysaccharide
(HibPRP), have shown more than 90% efficacy against the incidence of Hib induced
meningitis and pneumonia. However, introduction of Hib vaccines in developing
countries has been slow due to limited availability and as it is the costliest component
in multi-valent vaccines. Our attempt is towards developing a cost effective solution
by bringing enhanced immunogenicity and hence dose reduction.

Methods: Immunogenic properties of well-defined HibPRP-TT conjugates developed
using various sizes of HibPRP were investigated. The HibPRP was produced by
bacterial fermentation and down-stream purification at Hilleman Labs and was
characterized as per WHO-TRS. The purified HibPRP was fragmented to small size
oligomers (5-10kD) using sodium metaperiodate. The HibPRP-TT conjugates were
prepared using activated PRP with tetanus toxoid (TT) by reductive amination. The
conjugates were evaluated for their animal immunogenicity in rat model in
comparison to the commercially available HibPRP-TT conjugate vaccine.

Results: The anti-HibPRP serum IgG titers determined by indirect ELISA for the low
molecular weight HibPRP based conjugate were more immunogenic even at half
dose level as compared to the licensed comparator. The results from 2 different
conjugate lots were repeatable.

Conclusions: The HibPRP-TT conjugate vaccine can be efficiently and effectively
prepared using small sized HibPRP with better immunogenicity even at lesser dose
levels and can bring preferential impact on vaccine cost.
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Introduction Children with symptoms of a respiratory infection are often tested for
respiratory syncytial virus (RSV) by nasopharyngeal aspirate analysis. Sometimes,
other viral and bacterial pathogens are tested as well.

Methods All nasopharyngeal aspirate tests performed in the Jeroen Bosch and
Bernhoven Hospitals ('s-Hertogenbosch and Uden, the Netherlands, respectively) in
2011 were analyzed. In these hospitals, RSV is tested first, followed by human
metapneumovirus (hMPV) in case of a negative result. Subsequently, a survey was
sent to the 34 physicians working in the pediatric wards asking when they request
these tests and whether they would change their policy based on the results of the
analysis.

Results 365 patients were tested for RSV and 208 for hMPV; 47% and 11% were
positive, respectively. 79% of the physicians completed the survey. Suspected
bronchiolitis (96%) and suspected pneumonia (22%) were the most important
reasons to perform a nasopharyngeal aspirate. After presentation of the analysis,
60% would still request diagnostics for RSV because of complications associated with
RSV, to distinguish between a viral and bacterial pathogen, and to be able to cohort
RSV positive patients in case of shortage of isolation rooms. 81% would only test
during the ‘season’, which they defined in different ways. 78% wanted to stop testing
for hMPV because of the limited consequences.

Conclusions RSV and hMPV are common causative pathogens of respiratory
infections in children. Because of the consequences of a diagnosis, physicians
consider diagnosing for RSV useful in contrast to diagnosing hMPV. We stopped
performing routine hMPV testing.
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Introduction:

Cat scratch disease (CSD) is characterized by local lymphadenopathy following
scratch or bite from a cat or kitten. Atypical presentation is rarely reported in an
immunocompetent child, which include liver and/or spleen lesions.

Here in we present a case with systemic CSD in an immunocompetent child.

Case:

A 12-year-old boy was admitted to another hospital with 7 days history of fever,
headache and weight loss. Empirical antibiotic therapy including ceftriaxone and
clindamycin has been administered. After the abdominal ultrasound demonstrated
multiple hypoechoic liver lesions, he was admitted to our department on the eleventh
day of hospitalization. Physical examination revealed bilateral inguinal
lymphadenopathy. Although inspection revealed no scratches or papules on skin
examination, he had a history of playing with cats. In history, there was no any
sympthom or complaint consistent with immunodeficiency or other underlying
disease. Serological analyses by indirect fluorescent antibody (IFA) method detected
the presence of immunoglobulin (Ig) G and IgM antibodies to Bartonella henselae
with a titre 1:300 and 1:100, respectively. Abdominal magnetic resonance imaging
showed multiple hepatic lesions. Images of cranial and thorax revealed no distinct
abnormality. Ultrasound guided liver biopsy was performed. Histopathological
analyses of the lesion showed granulomas with necrosis surrounded by palisade
hystiocytes which compatible with CSD. He was treated with gentamicin (7.5 mg/kg)
and rifampin (15 mg/kg) for six weeks.

Conclusion:

Systemic CSD is rare in an immunocompetent child and may mimic serious
disorders. Although diagnosis is difficult in systemic CSD, early diagnosis and
appropriate treatment is important to prevent complications.
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The risks that scare people and the risk that kill people are very different!

Hungarian Special Immunization Service increasingly emphasizes immunization of
patients before and after solid organ transplantation (SOT) since 80 % of patients are
inadequately immunized and their serotatus against vaccine preventable diseases
are unknown. According to vaccination guidelines for SOT candidates and recipients
we apply our own experiences about immunization with measles-mumps-rubella
(MMR) vaccine following the successfull immunization against varicella.

We report on MMR vaccination of 44 liver transplant (Ltx) patients between March
2004 and December 2013. Most patients have already been transplanted (29) at the
time of the first visit. 80 % of them were incompletely or not immunize at all. Two
years after the transplantation vaccination with live attenuated vaccines were
performed on patients with stable graft function and well documented immune
function. After successful immunization of 44 patients against varicella, 31 MMR
susceptible subjects have got MMR vaccines with two shots, at 4 weeks interval.

39 Ltx patients were immunised with varicella and MMR vaccines, 25 of them are
protected as measured with serological method (ELISA). No adverse events or
breakthrough infections nor vaccine induced disease were detected following
immunization.

Our patients are at risk, but an important functional pool of their immunsystem remain
for protecting them. Their vaccination is safe and could be immunogenic and
efficacious. Our goal is to continue the immunization procedure of SOT patients and
share our experience with others contributing to updating the guideline of
immunization of immunocompromised patients.

Author Keywords: solid organ transplant recipients, vaccination, live attenuated
vaccines, protection, safety, efficacious

Abbreviations: Special Immunization Services (SIS), Solid organ
transplantation(SOT), Liver transplantation (LTx), vaccine preventable diseases
(VPD), Measles,mumps rubella (MMR)
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Background: Congenital cytomegalovirus (cCMV) causes serious intrauterine
infection and is the leading cause of sensorineural hearing loss. In the absence of
routine screening, asymptomatic infections, which constitute approximately 90% of all
cCMV cases, remain undiagnosed; however many clinical abnormalities manifest
later in childhood.

Aims: The aims of the present study were to determine, for the first time, the
incidence of cCMV infection in a large maternity hospital in Dublin city and the optimal
sampling method for neonatal screening.

Methods: A pilot screening study of asymptomatic infants born was conducted over a
12-month period. Mothers were consented and neonates screened for evidence of
CMV infection (n=1044). Urine or saliva was tested for the presence of CMV DNA
and reactive results were confirmed with follow-up testing and clinical evaluation.

Results: cCMV incidence in the asymptomatic neonates screened was 0.19%. An
overall cCMV incidence was extrapolated based on the total number of live-births and
data from those infants routinely screened for cCMV during the study period, and
estimated as 0.23%. Neonatal urine collection proved prohibitive to mass screening.
However, testing of saliva for CMV DNA was rapid, sensitive and suitable for
screening. Furthermore, in a low prevalence population, pooling of patient samples
proved effective and cost-efficient.

Conclusions: The present study concluded that there is a significant burden of
undiagnosed cCMYV infection in Ireland. The introduction of neonatal CMV DNA
testing of saliva is viable, and could be considered as part of the national newborn
screening programme, following a cost-benefit analysis.
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Introduction: International guidelines recommend 7 days of antibiotic treatment for
pertussis. This is based on few studies which implicated that 5 and 7 days of
treatment with a macrolide antibiotic (azithromycin and clarithromycin, respectively)
when compared to 14 days of erythromycin is sufficient to eradicate Bordetella
pertussis (Bp) from the nasopharynx. However, eradication was tested by bacterial
culture on the day of last treatment. At such an early time point, antibiotic levels in the
host may have inhibited growth of bacteria which may still be viable and transmittable
despite negative culture. We report a young infant with pertussis which remained
PCR-positive for a prolonged period of time despite appropriate clarithromycin
treatment.

Case: A newborn acquired PCR proven Bp infection at 4 weeks of age after exposure
by several household members with unrecognized pertussis. Hospitalization was
required due to apneic spells. Antibiotic treatment (15 mg/kg/d oral Clarithromycin)
was started immediately and tolerated well. Quantitative PCR was 7.02 log (GEg/ml)
at onset of treatment (day 1) and still 6.26 log at the end of treatment (d7). The test
was repeated on d 11 and remained positive at 7.17 log. The child was doing well
and discharged from hospital, however remained isolated and antibiotic treatment
was prolonged for another week. Further PCR controls on d14 and d19 (end of 2™
antibiotic course) remained positive with 2.66 and 2.67 log.

Conclusion: 7 days of clarithromycin may be insufficient to terminate contagiousness
of Bp infection. Prospective treatment studies using both PCR and culture are
warranted.
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Introduction: There is necrosis and sloughing of epithelial cells, edema, increased
secretion of mucus causing obstruction of large and small airways

Aims and Objectives: To find out the effectiveness of 3% saline over normal
nebulization in bronchiolitis.

Methods: This is a double blind randomized controlled trial conducted at department
of Pediatrics, Kathmandu Medical College from July 2012 to August 2013. The
computer generated random number was used to select the case and control group.
All eligible patients were randomly assigned to one of two groups: receiving inhalation
of 4 ml normal (0.9%) saline or hypertonic (3%) saline mixed with salbutamol
respirator solution. Treating physicians, researchers and nurses were all blinded of
the solution. Both saline were kept in two identical containers and labeled as solution
A and solution B. Patients in each group will receive three treatments on each day of
hospitalization and clinical score were obtained 30 minutes before each inhalation
session.

Results: Bronchiolitis accounted 11.26% of total admissions. Their mean age (zSD)
was 8.56 (£5.013) months with range from 45 days to 24 months. A total of 53 (74%)
male were enrolled in the study. Fifty seven (79%) children were less than 12 months
and 15 (21%) were 212 months - 24 months. The mean (xSD) for duration of hospital
stay was 44.82 (+23.15) and 43.60 (£28.25) for 3% and 0.9% group respectively
(P=0.86). Likewise, mean (SD) duration of oxygen supplementation was 32.50
(x20.44) and 34.50 (x26.03) for 3% and 0.9% group respectively (P=0.85). Moreover
time required for normalization of clinical score was 36.79 (+19.53) and 38.34
(x26.67) for 3% and 0.9% group respectively (P=0.80).

Conclusion: There is no advantage of hypertonic saline over normal saline
nebulization in the management bronchiolitis.

Key words: bronchiolitis, hypertonic saline, nebulization
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Introduction. Vaccination against tetanus, diphteria and pertussis has been
introduced into a national immunization schedule in Poland from 1960. The aim of the
study was to estimate how often obligatory vaccinations (DTPw) are replaced by
recommended vaccinations (DTPa) in a pediatric population. Material and methods.
Medical documentation (vaccination cards) of 1341 patients form a single ambulatory
care setting in Warsaw (Poland) was conducted. The proportions of children
vaccinated with recommended vaccines were calculated. Type of vaccines and
correctness of realization of vaccination schedules were also analyzed. Results. We
observed an increasing trend in usage of recommended acellular pertussis vaccines
(DTPa) instead the whole cell pertussis vaccines (DTPw): in 2005 only 63% of
children were vaccinated with DTPa while in 2011 — 83,5% of patients were
vaccinated with DTPa. An increasing trend in the usage of pentavalent and
haxavalent vaccines was also described: in 2005 only 20% patients were vaccinated
with pentavalent or hexavalent vaccine while in years 2009-2011: 78-80% patients
were vaccinated with combined vaccines. In years 2005-2008 from 28% to 49,5%
patients were not vaccinated according to manufacturers recommendations, while in
2009-2011 — only 1%. Conclusions. Most of children from the inner city population is
vaccinated with recommended acellular pertussis vaccines (DTPa) instead of
mandatory whole cell pertussis vaccines (DTPw). Our results may be used for future
comparisons and may be helpful in creation of national immunization schedules.
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Introduction:

Blood cultures (BCs) are pivotal in the management of bacteremic infections in
children. Bacteremia has a significant risk of morbidity and mortality. There is thus a
need to ensure that BC results are reliable and accurate. Blood must be cultured for
five days to rule out bacteremia, thus patients are often discharged home (if clinically
well) before the final results are available.

The aim of this study was to retrospectively determine the management and
outcomes of patients who were called to return to hospital because of positive BCs.

Methods:

The Emergency Department (ED) admission log book was retrospectively studied
over a 6 month period to identify patients who were called back from home because
of positive BCs. All patient notes were reviewed.

Results:

1066 BCs were obtained in ED during the study time-frame. Eleven patients were
phoned to return to ED because of positive BCs. Age ranged from 12 days to 7yrs.
On initial presentation, two patients were pyrexial, four were prescribed oral
antibiotics and one was admitted and subsequently discharged. The median time for
BC growth was 19.9 hours. On return ten patients were admitted, 54% received IV
antibiotics and 36% were observed. All 11 BC results were subsequently deemed
contaminants.

Conclusions:

This study highlighted the impact of BC contamination on both patient care and
hospital services. In order to standardise optimal patient care the following should be
addressed 1) criteria for taking blood cultures 2) guidelines for aseptic BC sampling
and 3) protocol for managing positive BCs.
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Introduction: Invasive pneumococcal disease (IPD) in children has a death rate of
about 10% and 20-50% of the patients have neurological sequelae. Some primary
immunodeficiencies (PIDs) are known to confer predisposition to IPD, but they have
never been systematically searched in a series of children presenting with IPD.

Methods: We prospectively collected children hospitalized for IPD between 2005 and
2011 in 28 pediatric wards throughout France. IPD was defined by a positive
pneumococcal culture, PCR and/or soluble antigen in a normally sterile site.
Immunological workup included abdominal ultrasound, whole blood count and smear,
plasmatic Ig levels, classical and alternative complement study, and evaluation of IL-6
production by whole blood cells stimulated by IL-1b, TLR agonists and heat-killed
bacteria.

Results: A total of 163 children with IPD were included (M/F sex ratio: 1.3). Median
age was 13 months and 17 children had recurrent IPD. Infection was meningitis
(87%), pleuro-pneumonitis (7%), isolated bloodstream infection (4%), osteomyelitis,
endocarditis or mastoiditis. One patient with recurrent meningitis had a congenital
cerebrospinal fluid fistula. Immunological explorations were abnormal in 26 children
(16%) and a PID was identified for 16 (10%), including one MyD88 deficiency, three
deficiencies in complement fraction C2 or C3, one isolated congenital asplenia and
two Bruton's agammaglobulinemia. The proportion of PIDs was higher in children
older than two (14/53, 26%) than younger than two (2/109, 2%) (p < 0.001).

Conclusions: Children with IPD should be immunologically studied, particularly
those older than two years, as a PID may be discovered in up to 26% of cases.
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Background and aims:Current US recommendations for adolescents include
vaccines against tetanus, diphtheria and pertussis (Tdap), human papilloma virus
(HPV), and Neisseria meningitidis serogroups A, C, W, and Y. We investigated the
impact of concomitant administration of a quadrivalent N. meningitidis conjugate
vaccine (Menveo®, Novartis Vaccines) with Tdap and HPV vaccines, in terms of
immunogenicity to Tdap antigens and overall reactogenicity.

Methods: In this placebo-controlled, multi-centre, randomized phase IV study, 801
healthy male and female volunteers, 11-18 years, received the Tdap
(Boostrix®,GlaxoSmithKline Biologicals) and HPV (Gardasil®, Merck & Co., Inc)
vaccines concomitantly with either Menveo® or placebo. Immune responses to Tdap
antigens were assessed by ELISA one month after vaccination. Solicited local and
systemic reactions were recorded for 7 days.

Results: One month after vaccination, 95% and 99% of subjects in the
Menveo®group had antibody levels 2 1.0 IU/mL against diphtheria and tetanus
toxoids, respectively, compared with 82% and 98% in the placebo group. Ratios of
geometric mean concentrations of antibodies against pertussis antigens PT, FHA,
and PRN for the Menveo®versus placebo group were 1.01, 0.84, and 0.82,
respectively. Predetermined non-inferiority criteria for all Tdap antigens were met.

Solicited reactions were mainly mild and transient, the most frequent being injection
site pain (41% and 35% for the Menveo® and placebo group, respectively, p=0.095)
and myalgia (30% and 26%, respectively, p=0.31).

Conclusions: The three recommended adolescent vaccines in this study can be
administered at the same visit without compromising Tdap immune responses or
causing unacceptable reactogenicity.
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NEISSERIA MENINGITIDIS SEROGROUP X: FIRST CASE IN ALGERIA
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Objective : We report the first case of meningococcal meningitis serogroup X in
Algeria.

Methods: The laboratory diagnosis was made by PCR from a CSF sample,
performed in a boy of 11 years, hospitalized in an infectious disease unit for
suspected bacterial meningitis. We performed genes amplifications: crgA for
Neisseria meningitidis, IytA for Streptococcus pneumoniae, siaD for genogroup
N.meningitidis B, C, Y, and W135, mynB for group A and xcb for genogroup X.

Results: Only PCR gene crgA and xcb showed amplification bands of 230 and 200
bp respectively. The sequence analysis of the amplification product of the gene xcb
show perfect homology with the gene of capsule of Neisseria meningitidis capsule
locus gene cluster CPS_146501, strain ST-765 (HF562988.1).

Conclusion: Meningococcal disease X group , have been reported in invasive
infections ( Spain) , epidemics in Africa ( Niger , Kenya , Ghana , and more recently in
Burkina Faso ) , and situation in portage (Turkey, Mali , UK). In Algeria,
meningococcal meningitis prevails in endemic or epidemic. The serogroups found in
order of frequency are: B, A, C, W135 and Y. The last outbreak in Algeria, was in
1997, it was due to serougroup A. The presence of Neisseria meningitidis serogroup
X in our country, require close monitoring of the evolution of meningococcal disease
and N.meningitidis strains in order to best know the epidemiological markers of
circulating strains and controlling dissemination.
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Background — As community-acquired respiratory tract infectious are treated
empirically knowledge of present and local resistance rates is essential in determining
effective therapy

Aim — We described antimicrobial susceptibility of Haemophilus influenzae isolates in
children with acute respiratory infections from Bucharest, Romania.

Methods — During the year of 2013, in the clinical laboratory of our 500 beds
infectious disease teaching hospital, 231 isolates of H influenzae were collected from
respiratory tract specimens of pediatric outpatients with upper respiratory tract
infections. Organisms were identified as H influenzae by standard methodologies.
Production of beta-lactamase was assessed by use of a cefinase disk test.
Antimicrobial susceptibilites were determined by the appropriate Clinical Laboratory
Standards Institute-approved methods and control was ensured using appropriate
quality control organisms.

Results — Incidence of beta-lactamase produces was 4% (7/231). All 7 isolates
producers of beta-lactamase were sensitive to ceftriaxone. Overall 84.9% of isolates
were susceptible to ampicilin, 92.3% were susceptible to cefaclor and, 100% were
susceptible to amoxicillin/clavulanate, ceftriaxone and azithromicine. Up to 93.9% of
isolates sensitive to ampicilin were also sensitive to cefaclor.

Conclusions — Third generation cephalosporins have been show to possess
excellent in vitro activity against beta-lactamase positive and negative isolates.
Sensitivity to ampicilin was an accurate predictor of sensitivity to cefaclor — 93.9% of
isolates were susceptible to both antimicrobials.

more); P < 0.001]



Conclusions — HARG is an important health care resources consumer being
prevalent and frequently requiring longer hospitalization irrespective of age, gender,
season or place of residence.
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FREQUENCY AND CHARACTERISTICS OF INFECTIOUS DISEASES IN
INTERNATIONALLY ADOPTED CHILDREN: A RETROSPECTIVE STUDY IN
NANTES FROM 2010 TO 2012
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Introduction : Internationally adopted children are more susceptible to develop or
carry infectious diseases. Specialised consultations exist in the main French cities,
but specialised consultation with a paediatrician is not mandatory.

Aim : The main object of this study is to determine the frequency and the
characteristics of infections (bacterial, viral, parasitic) among the followed adoptees in
Nantes during the past three years.

Methods : A retrospective chart review was conducted on internationally adopted
children who went through the « Consultation d'Orientation et de Conseil en Adoption
» (COCA) between 2010 and 2012.

Results : One hundred and thirty three children were included. 55% had an infectious
disease, 8% of which were severe infections. We found an important frequency of
parasitic intestinal and dermatologic infections ((38%) (IC95%][30-46]) and (35%)
(IC95%[27-43]) respectively, in particular among Haitians and Africans. African
children were more likely to have infections that needed hospitalizations (OR=12,
p=0,004 IC [1,3-113,7]), and carried more often extended-spectrum (3-lactamase-
producing bacteria.

Conclusion : Frequency of infectious diseases, and sometimes severe diseases,
among internationally adopted children, justifies systematic specialized medical
cares.
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Introduction — Whether clinicians can rely on clinical prediction rules (CPRs) to
select patients with pharyngitis who should undergo rapid antigen detection testing
(RADT) for group A Streptococcus (GAS) remains unclear.

Aims — To review existing CPRs for GAS pharyngitis in children and to externally
validate them using a selective testing approach (Figure 1).

Methods — We systematically reviewed CPRs for pharyngitis in children. CPRs were
applied to 569 children with pharyngitis from a French prospective office-based
multicenter study (2010-2011). Calibration and discrimination were evaluated.
Results — We identified eight CPRs. Calibration was low and no CPR was able to
identify low-risk or high-risk patients (Figure 2). Sensitivity, specificity, C-index and
number of RADTS to use ranged from 74.9% to 96.0%, 36.1% to 87.6%, 0.64 to 0.88,
and 23% to 88%, respectively (Table 1). The number of RADTs suggested by the
CPR and the C-index were perfectly correlated (p<0.0001).

Conclusions — Available CPRs are insufficiently calibrated and cannot accurately
rule in or rule out the diagnosis of GAS. CPRs are of poor help for clinically relevant
selective GAS testing in children.



Low risk of GAS —- NoRADT

1 No ATB
RADT negative No ATB
: i , Intermediate
Clinical prediction rule r risk of GAS —> RADT
RADT positive ATB
' No RADT
High risk of GAS Empirical ATB

Figure 1. Selective testing strategy. GAS, group A Streptococcus; RADT, rapid antigen detection test;
ATB, antibiotics.
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Figure 2. Calibration plots. Predicted group A Streptococcus (GAS) probabilities adjusted for prevalence.

The diagonal line corresponds to perfect calibration.



Table 1. Discrimination of selective testing strategies (N=569)

Clocatprediction | SeqSiy | SRECRSY | Cindex (oscr) | N0 O FADTS
Breese 91.0 (86.5-94.4) 76.6 (71.8-81.0) O'Sggf‘l— 75
Edmond 74.9 (68.7-80.4)77.2 (72.4-81.5) 0'78;3%)72‘ 46
Mclsaac 96.0 (92.5-98.1)43.1 (37.8-48.5) 0'78.(702;57‘ 44
Wald 94.6 (90.8-97.2) 63.3 (58.0-68.4) 0'78;3%)76— 65
Attia 89.2 (84.4-93.0)87.6 (83.6-90.9) o.sg.g)l.;gs_ 88
Joachim 92.4 (88.1-95.5)36.1 (31.1-41.4) 0-64 (0,61~ 23

0.67)
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LACTOCOCCUS LACTIS CATHETER-RELATED BLOODSTREAM INFECTIONS
IN AN INFANT: CASE REPORT
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Introduction:

Lactococcus lactis is a gram-positive coccus that is nonpathogenic in humans, to our
knowledge, a few cases of infection with L. lactis have been reported. In here, we
described a one-year-old boy with Down syndrome and Hirschprung disease who
developed cathater-related bloodstream infection with L. lactis after gastrointestinal
surgery.

Case:

He was hospitalized in the pediatric surgery unit since his birth because of
Hirschprung disease (total colonic aganglionosis) and Martin-Duhamel procedure was
performed. During surgery aganglionic terminal ileum, ileocecal segment and total
colon was resected which caused recurrent diarrhea episodes and feeding
intolerance. On the day of life 430, he had an episode of gastroenteritis and no
pathogenic microorganism was found in the stool examinations. Because of clinical
sepsis was suspected, blood cultures were taken both from central venous catheter
and peripheral vein.

They were incubated at fully automated blood culture system (Bact/Alert, BioMérieux
Clinical Diagnostics) and a signal of growing microorganism detected in 2 hours.
Colonies were considered as viridans group streptococci and identified by Vitek-MS
system (BioMérieux Clinical Diagnostics) as Lactococcus lactis spp lactis.

The microorganism was susceptible to penicillin, vancomycin and clindamycine.
The central venous catheter was not removed and he was successfully treated with
vancomycin. Control blood cultures from both peripheral veins and central venous
catheter were negative.

Conclusion:

Even Lactococcus species is accepted as nonpathogenic it should be kept in mind as
a potential pathogen in infant.


https://www.google.com.tr/url?sa=t&rct=j&q=&esrc=s&source=web&cd=1&cad=rja&ved=0CCkQFjAA&url=http%3A%2F%2Fwww.biomerieux-diagnostics.com%2Fservlet%2Fsrt%2Fbio%2Fclinical-diagnostics%2FdynPage%3Fdoc%3DCNL_CLN_PRD_G_PRD_CLN_72&ei=j3vAUuvKCKilyAOo3YGYAw&usg=AFQjCNEnXnnCzJJ4ix7YCkkCfBjWQIX7JA&bvm=bv.58187178,d.bGQ
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Background and aims: In Russia, invasive meningococcal disease is responsible for
severe morbidity and mortality, predominantly due to serogroups A, B and C, and
some W and Y cases. We investigated the safety and immunogenicity of a conjugate
MenACWY-CRM vaccine in a Russian population. This vaccine, Menveo® (Novartis
Vaccines), is currently licensed in over 60 countries.

Methods: In this multi-centre, open-label, phase Il study, healthy male and female
volunteers were enrolled in three age groups (2-10, 11-17, = 18 years, N = 66 per
group) to receive one intramuscular dose of Menveo. Immunogenicity was assessed
before and 28 days after vaccination using serum bactericidal activity with human
complement (hSBA). Local and systemic reactions were recorded for 7 days, and
medically significant adverse events for 28 days.

Results: Baseline hSBA titres were low for serogroups A, C and Y, but high for W,
proportions with titres = 8 increasing with age. One month after vaccination 85—-92%,
76—-89%, 95-98% and 79-94% of subjects had titres = 8 for serogroups A, C, W and
Y, respectively. Solicited reactions, reported by 59-67% of subjects, mostly consisted
of transient, mild/moderate injection site pain. One 3-year-old subject withdrew before
baseline blood draw and vaccination, but no other withdrawals occurred, and no
serious adverse events were reported.

Conclusions:The quadrivalent meningococcal conjugate vaccine, Menveo, was
generally well tolerated by subjects from 2 years of age and above, while eliciting
strong immune responses against all four serogroups.
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Introduction: Community-acquired pneumonia (CAP) is the leading cause for
hospitalization of children. Mycoplasma pneumoniae is one of the most common
pathogen. The disease severity is diverse, and the diagnosis is still a clinical
challenge to pediatrician.

Aims: This study is aimed to provide nationwide surveillance of the epidemiology and
manifestations of CA mycoplasma pneumonia (CAMP) in children in Taiwan.

Methods: Medical records of children enrolled by Taiwan Pediatric Infectious
Disease Alliance (TPIDA) project during 2010 - 2011 were reviewed. The
demographic, clinical, laboratory and radiographic data were analyzed. Their
nasopharyngeal swabs, pleural effusion and serum were collected for multiplex viral
and bacterial polymerase chain reaction (PCR), mycoplasma IgM, or paired IgG titer.
Hospitalized children with segmental or lobar pneumonia were included.

Results: Overall, 128 children with CAMP were identified. Among them, 16 (12.5%)
had both PCR and IgM positivity, 74 (57.8%) had positive serologic study, 35 (27.3%)
had positive PCR detection, and the rest 3 (2.3%) had paired IgG increase. One
patient was excluded without hospitalization. They were divided into two groups by
age of 5 year-old. Children < 5 year-old were tend to have bilateral pneumonia.
Furthermore, significant long hospitalization, high intensive care unit (ICU) admission
rates, and complications were observed. They were more frequent to receive O,
supply and even surgical intervention. Macrolide treatment was similar between two
groups.

Conclusions: CAMP is not uncommon in children younger than 5 years. They are
prone to have complicated hospitalization course. Early recognition and prompt
treatment may improve the prognosis.
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Background. S. aureus resistance has increased worldwide with considerable
clinical implications. We investigated the in vitro resistance of clinical isolates from
children over a 6-year long period.

Population and methods. This study included all S. aureus strains isolated from
children taken care for at the two major Hospitals of Crete from 2008 through 2013.
Nasopharyngeal samples were not included. Clinical and resistance data were
retrieved from the medical and microbiology records. Only one isolate per patient per
episode was included.

Results. A total of 242 S. aureus strains were isolated, of whom 200 from skin and
soft tissue infections, 13 in bronchoalveolar lavage and 29 in blood, skeletal lesions,
CSF and pleural and peritoneal fluid. No trends were noted in prevalence (34-50
isolates per year), but some increase was observed for invasive episodes (8.9%,
10.7% and 16.5% for 2008-2009, 2010-2011 and 2012-2013 respectively, p 0.32).
Non-susceptibility rates were 91.3% for penicillin, 49.2% for methicillin, 17.8% for
clindamycin, 24.4% for erythromycin, and 2.1% for trisulfa. No resistance was
observed regarding vancomycin, linezolid and rifampin. No differences in resistance
were noted between invasive and non-invasive isolates. No significant trends in
resistance were observed, except for decreasing resistance rates to methicillin
(59.5%, 56% and 31.6% for 2008-2009, 2010-2011 and 2012-2013 respectively, p
0.0007).

Conclusions. In vitro resistance of S. aureus clinical isolates in the study area is
alarming with almost half of the strains being MRSA. A molecular analysis is ongoing
to determine the resistance and virulence patterns of these clinical isolates.
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Background: FilmArray is a cartridge based FDA-approved multiplex PCR assay
which has a panel for the identification of certain organisms direct from positive blood
culture bottles in approximately 90 minutes, as opposed to traditional culture and
susceptibility testing which can take up to 2-3 days.

Aim: To examine if FilmArray BC(blood culture)-ID panel could identify the causative
organism in CSF samples where organisms were seen on Gram stain.

Methods: 100 ul of neat cerebrospinal fluid (CSF) was injected into the cartridge in
line with instructions for blood cultures.The cartridge was then placed into the
machine and the results interpreted in line with the manufacturer’s instructions. No
funding was received for this project from the manufacturers.

Results: Two children had CSFs which had a positive Gram stain and were
suspected to have ventriculoperitoneal shunt infections (aged 3 and 4 months).
Patient 1: The FilmArray BC-ID detected Enterococcus spp. within 2 hours, and the
marker for vancomycin resistance (Van A/B) was not detected. Culture confirmed
presence of Enterococcus faecalis two days later.

Patient 2: The FilmArray BC-ID detected Staphylococcus spp. and S.aureus was not
detected. Of note, mecA genetic resistance was detected. Culture confirmed the
presence of Staphylococcus epidermidis two days later as well as resistance to
cefoxitin.

Conclusion: The FilmArray BC-ID offers the potential to identify certain organisms
and antimicrobial resistance markers in Gram-stain positive CSF samples within 90
minutes as opposed to 2-3 days for traditional culture and susceptibility testing
results.
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Achromobacter xylosoxidans, previously named Alcaligenes xylosoxidans, a gram-
negative bacillus which is found in soil and water, is an uncommon pathogen of low
virulence known to cause serious healthcare-associated infection in the
immunocompromised. Its inherent multi-drug resistance makes treatment difficult.
Here we present a preterm newborn with A. xylosoxidans pneumonia and a favorable
outcome.

A male infant was born vaginally at 29*2 weeks of gestation with a birth weight of
1,060 gram from a 38-year-old woman. The mother had a complicated pregnancy
with HELLP syndrome. The newborn developed severe respiratory distress and
cyanosis at delivery and was soon admitted to the neonatal intensive care unit,
intubated and ventilated with intermittent positive-pressure ventilation. Antibiotic
therapy with ampicillin and gentamicin was started. On day 6 he was extubated. On
day 22 he developed respiratory distress and was reintubated and mechanical
ventilation started again. The chest radiography was suggestive of pneumonia.
Antibiotic therapy with meropenem and vancomycin was started. On day 25 he was
extubated and the lung infiltration cleared. Tracheal aspiration culture was positive for
A. xylosoxidans and the organism was sensitive to meropenem. The patient was
treated with meropenem for two weeks.

Although rare A. xylosoxidans may be the cause of severe healthcare-associated
infection in preterm newborns.



ESPID-0258

DISFIGURING DRUG RESISTANT LUPUS VULGARIS FOLLOWING
INAPPROPRIATE TB TREATMENT

T. Avenant!, N.M. Du Plessis?

'Paediatric Infectious Diseases, University of Pretoria, Pretoria, South Africa

Introduction

Lupus vulgaris may mimic many other skin diseases often delaying the diagnosis with
subsequent scar formation. Microbiological confirmation remains difficult and the
diagnosis depends mainly on clinical suspicion and histopathological features.

Methods

We describe a patient with a delayed diagnosis of lupus vulgaris following previous
inappropriate TB treatment.

Results

A six year old girl was referred to us with a 2 year history of a progressively extending
facial lesion. It started as painful pus-containing black lesion. Two years previously
she had been treated for regional lymphadenopathy with rifampicin and fluconazole
for 9 months. She was growing well. A large disfiguring ulcer, 5 cm in diameter and
covered with pus, was seen involving the upper lip, nose and part of the face.
Enlarged cervical lymph nodes were present.

Radiography revealed no bony involvement or signs of pulmonary tuberculosis. An
HIV ELISA proved negative. The Mantoux test ulcerated. Two skin biopsies as well
as a lymph node biopsy showed granulomatous inflammation with epitheloid cell
granulomas. No acid fast bacilli or fungal elements were seen.

Screening of immune function showed normal immune-globulins and neutrophil
function. Low CD3, CD4 and CD8 lymphocytes were found which improved after
initiation of treatment. Sputum for tuberculosis was negative on microscopy, but on
culture Rifampicin mono resistant Mycobacterium tuberculosis was found. The initial
four drug TB treatment was changed to a modified MDR-TB regimen. On follow up
she has markedly improved.

Conclusions

Lupus vulgaris, although rare in children, can be disfiguring if not treated correctly
and timeously.
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Human milk has potential to carry infectious agents, occasionally causing late-onset
neonatal sepsis, especially in very low birth weight infants. Here we present a
preterm newborn with fatal late-onset Serratia marcescens septicemia, due to
mother’s expressed breast milk (EBM).

Twin 1, a male neonate was delivered via emergency caesarean section at 28 weeks
of gestation with a birth weight of 1,14 kg. He was admitted to the neonatal intensive
care unit (NICU) for prematurity and respiratory distress syndrome. Therapy with
ampicillin and gentamicin was started. After 48 hours, antibiotics were modified to
teicoplanin and piperacillin-tazobactam because of the history of maternal
chorioamnionitis. Minimal enteral nutrition was started with EBM on day 2. On day 7
he was clinically stable, his oral feeding reached to 80 cc/kg/day. Antibiotics were
stopped on day 10.

On day 20 he suddenly developed abdominal distention, and his clinical condition
rapidly deteriorated to septic shock within hours. Although advanced life support was
provided, he died. S. marcescens was isolated from his blood and mother’s stored
EBM cultures. The same organism was isolated from breast milk directly obtained
under sterile conditions. Twin 2 was clinically stable probably due to already receiving
meropenem with diagnosis of necrotizing enterocolitis.

Breast milk should also be considered as source of infection in sudden onset
septicemia of a stable newborn in NICU.
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NOCARDIA BEIJINGENSIS EMPYEMA IN AN IMMUNOCOMPROMISED CHILD:
THE FIRST DESCRIBED CASE IN SOUTH AFRICA
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Introduction

Nocardia species are aerobic actinomycetes that are found worldwide in soil, water
and organic matter. Invasive nocardiosis begins in the lungs and can spread
hematogenously to the brain, skin and other organs. Invasive disease occurs in
immunocompromised patients, in particular patients with chronic granulomatous
disease, HIV infection, organ transplantation, and patients on long-term systemic
corticosteroid therapy. Mortality in HIV positive patients is high (40-60%) and
successful treatment is dependent on rapid identification of the infection and early
initiation of appropriate antibiotics.

Methods

We describe the case of a 5-year old boy with persistent empyema of 1 month
duration that was transferred to a tertiary hospital for surgical management.

Results

The child was HIV infected with an absolute CD4 cell count of 31 cells/mm3 and an
HIV VL 295 410 copies/ml. Prior treatment included penicillin, gentamicin, ceftriaxone
and empiric TB drugs. Thoracotomy and decortication was done. Primary cultures on
blood and chocolate, at 37° and 5% CO., yielded chalky, white, dry colonies within 2
days. Thin branching gram positive rods were visualized with occasional coccoid
forms and subsequent modified Kinyoun acid fast stain was positive. The isolate was
identified as Nocardia beijingensis using a molecular assay to target the 16S rRNA
region. Despite adequate antibiotics the patient demised. No CNS involvement were
found.

Conclusions
N.beijingensis was identified in China in 2001 and is characteristically susceptible to

imipenem, tobramycin and kanamycin. To our knowledge this is the first South
African report of infection caused by N.beijingensis.
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Introduction: Nosocomial RSV infection is an important health risk in pediatric care
which is largely preventable by efficient infection control measures, including the
isolation of infected children. Efficient infection control depends on early identification
of RSV infection. Pediatricians commonly rely on RSV rapid antigen detection tests
(RADT) which are of limited sensitivity and therefore miss a considerable number of
RSV infected patients. Host parameters such as age and duration of symptoms are
associated with false negative RADT results.

Objective: The objective of our analysis was to evaluate if readily available host
parameters can be combined with RADT to optimize RSV isolation strategy.
Methods and Study design: We retrospectively analyzed a cohort of 243 children
under the age of 2 years hospitalized with an acute respiratory tract infection in order
to identify host parameters associated with false negative RADT test result. We
subsequently simulated the outcome of different isolation strategies based on RADT
result and host parameters in view of isolation efficacy and isolation area required.
Results: Prolonged duration of respiratory symptoms and admission diagnosis were
identified as independent risk factors for false negative RADT result. Based on a
pretest RSV infection probability of 65% different cubicle isolation strategies for RADT
negative patients (all, high-risk, none) result in a range of 0%-24% of non-isolated
RT-PCR positive patients.

Conclusion: In comparison to RADT result alone, consideration of both RADT and
clinical parameters associated with false negative RADT can result in an optimized
isolation policy and could thereby reduce the rate of nosocomial RSV infection.
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Background and aims. Viral bronchiolitis in infancy has been associated with
increased bronchial reactivity and reduced lung function in later childhood and even
in adulthood. However, lung function at preschool age is less studied, mainly due to
technical difficulties. The purpose of the study was to evaluate lung function and
bronchial reactivity at preschool age in children who were hospitalized for bronchiolitis
in early infancy.

Methods. Airway resistance and reactance, and bronchial reactivity to exercise were
studied with impulse oscillometry (I0S) at the mean age of 6.3 years in 103 children
hospitalized for bronchiolitis at less than 6 months of age.

Results. Lung function was reduced in 20% (resistance 8%, reactance 18% and both
6%) compared to Finnish population-based height-adjusted reference values.
Increased bronchial reactivity by exercise challenge (5%) or bronchodilatation (11%)
tests was present in 16%. Irreversible changes were revealed in only one case.

Conclusions. Though reduced lung function and increased airway reactivity were
rather common, evidence for persistent lung function reduction was rare, less than
1%, at preschool age in children hospitalized for bronchiolitis caused mainly by
respiratory syncytial virus at age less than 6 months.



ESPID-0264
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Background and objectives : Whooping cough is a highly contagious respiratory
disease caused by Bordetella pertussis. In recent years, its incidence has increased
with serious consequences for public health. This situation has been observed in
several countries, including Brazil. The purpose of this article is to present the
historical series and epidemiological profile of the disease in Porto Alegre.

Methods: We analyzed data on hospitalizations for pertussis and immunization
coverage in Porto Alegre, Information System for Reportable Diseases-SINAN,
Ministry of Health, Brazil, 2007-2013.

Results: 426 hospitalized cases. Peak in 2012.

360 (84%) <lyear, 292 (69%) <6months.

Sex: no difference.

Race: white 334 (78%), black/brown 67 (16%)

DTP: 161 (38%) no doses, 131 (31%) one or two doses.

Diagnosis: PCR 226 (53%), culture 45 (10%), clinical/epidemiologic 152 (36%).
Evolution: improvement 414 (97%), deaths 4 (1%)

Average coverage (DTP) Porto Alegre 83%.

Conclusions: In recent years there was an increase in incidence, morbidity and
mortality from whooping cough in Porto Alegre.

Children <1 year are the most affected by the disease, when they are not protected
by vaccines and the disease is usually more severe.These results demonstrated that
strategies such as increase vaccination coverage, vaccinating other groups
(adolescents, pregnant women and health professionals and others), should be
encouraged for the prevention and control of the disease. The observation that
pertussis has been diagnosed even in vaccinated children suggests the need to
develop more effective vaccines.

Improvements in surveillance enabling better diagnostics, reporting and control of the
disease are of great importance.
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Background and objectives: Pertussis is a highly contagious respiratory disease
caused by Bordetella pertussis. In recent years we have observed an increase in
pertussis cases around the world, including Brazil. Deaths from the disease have
been reported again. The objective of this paper is to present the profile of children
who died from pertussis in Porto Alegre.

Methods: We analyzed data from pertussis deaths in Porto Alegre in the Information
System for Reportable Diseases-SINAN, Ministry of Health, Brazil, 2007-2013.

Results: 426 hospitalized cases of pertussis.

4 children died (0.9%), 1 in 2011 (86 days old), 2 in 2012 (22 and 57 days) and 1 in
2013 (24 days). Lethality was 9.4/1,000 hospitalized.

Average age: 47 days of life.
Sex: no difference.

Race: all white.

DTP: all with no doses.

Diagnosis: PCR 2 (50%), culture 1 (25%), clinical 1 (25%). 1 case with co-infection
with respiratory viruses.

Clinical: all with cough (2 paroxysmal, 1 winch), 3 cyanosis, 2 fever, 2 vomiting and 1
apnea. 3 had pneumonia as a complication.

Leukocytosis: 39,630-73,840 (average 65,557)

Unable to identify the indices cases.

Conclusions: It is observed in recent years an increase in the incidence, morbidity
and mortality from pertussis in Porto Alegre.The most affected age by the disease is
<1 year and deaths occurred in children <3 months, when they are not yet protected

by the vaccine. These cases could benefit from mother vaccination during pregnancy.

The early diagnosis and treatment, considering the leukodepletion, could reduce
deaths.
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ANOTHER FACE OF KAWASAKI DISEASE
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Delays in the diagnosis of Kawasaki Disease (KD) can lead increase the risk of
coronary artery lesion (CAL). We aimed to define both the characteristics of the
patients with KD, and emphasize the infrequent and unusual findings of the diseases
by selected cases. We evaluated 35 patients diagnosed with KD in our clinic between
January 1994 and January 2013, retrospectively. Male to female ratio was 1.33 and
the median age at admission was 22 months (1.5-132 months). Fourteen patients
(40%) had CALs. Twenty-five cases (71.5%) had complete and 10 cases (28.5%) had
incomplete KD and incidence of CALs in these groups was 36% and 50%,
respectively. Two patients had giant coronary aneurysms. Intravenous
immunoglobulin (IVIG) (2 g/kg/day) was administered routinely except two patients.
Six cases received second dose IVIG and one patient received pulse methyl-
prednisolone. Seven cases had unusual and infrequent presentation patterns and/or
follow-up: Case 1 had lymphopenia, thrombocytopenia and eosinophilia. In addition
to thrombocytopenia, Case 2 had stiff neck and aseptic meningitis. Case 3 had left
sided peripheral facial nerve palsy; Case 4 and 5 had unusual gastrointestinal
manifestations (paralytic ileus and appendectomy, respectively). Case 5 had also
hypertension associated with KD. The last two infant patients (Case 6 and Case 7)
were diagnosed with atypical KD with the symptoms of only high grade fever,
elevated acute phase reactants and CALs. Conclusion: Physicians should be aware
of all symptoms and laboratory findings of KD to avoid any delays in diagnosis and
decrease the risk of life-threatening complications.
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REPRESENTATION OF DIAGNOSING PROBABLE AND CONFIRMED
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Introduction In developing countries, diagnosis of probable or confirmed pertussis is
difficult to obtain. Curious diagnosing is needed and only a nearby vaccine
manufacture Bio Farma has Bordet Gengou for confirming diagnosis.

Aims To describe the representation of pertussis diagnosis in children

Methods A retrospective study was conducted in pediatric pertussis registry Hasan
Sadikin Hospital from October 2008 to December 2013. Demographic data, signs and
symptoms at presentation, pertussis vaccination status, complications, and outcome
were recorded.

Results Fortynine of 51 probable pertussis were documented. Mostly presented
with shortness of breath while whooping-cough in 6 (12%). All patients presented in
the second week of illness which all diagnosed as bronchopneumonia but two. The
mean age was 6 months, ranged 0-50 months. One survive patient required
mechanical ventilation. Only 2 patients had pertussis immunization. Absolute
lymphocytosis were found in all patients. Bordetella pertussis culture performed in
only 31 (62%) patients were positive in 2 (0,1%). There were no fatal cases, 43 (84
%) had good outcome.

Conclusions Mostly patients were admitted in paroxysmal phase when no more
active Bordetella pertussis could be found from nasopharyngeal secret. A rigorous
history taking particularly excessive, postcough vomiting and pertussis vaccination
status should take into account.
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Introduction: A Point Prevalence Survey (PPS) was conducted as part of the
Antibiotic Resistance and Prescribing in European Children (ARPEC) Project.
Objectives and Aims: We report the variation in use of antibiotics prescribed for
medical prophylaxis (MP) to identify strategies to optimise management.

Methods: A one-day PPS was conducted in November 2012 at three tertiary-care
children’s hospitals in Birmingham (UK), Paris (France) and Riga (Latvia) using
validated and standardized ARPEC methodology.

Results: MP accounted for 67/183 (37%) of paediatric antibiotic prescriptions in
Birmingham, 116/245 (47%) in Paris and 23/149 (15%) in Riga. The most
common age group was under 5 years making up 27/41 (66%) patients in
Birmingham and 22/52 (42%) in Paris but in Riga patients from 5-12 years: 6/14
(43%).

16 different antibiotics were prescribed in Birmingham, 24 in Paris and 6 in
Riga. The most commonly prescribed antibiotics in all hospitals were co-trimoxazole
22 (33% of prescriptions) in Birmingham, 22 (19%) in Paris and 12 (52%) in Riga. In
Paris it was also amphotericin B oral 22 (19%).

Antibiotics were most predominantly prescribed orally: 50 (75%) prescriptions in
Birmingham, 98 (84%) in Paris and 21 (91%) in Riga.

The great majority of these antibiotics were prescribed empirically: 62 (93%)
prescriptions in Birmingham, 113 (97%) in Paris and 23 (100%) in Riga.

Conclusions: The PPS identified differences in antibiotic use in three hospitals.
Further studies are required to determine the appropriateness of the choice of
antibiotics in MP and the diversity of agents prescribed.
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Introduction, objectives, aims: During the 2009 Influenza A (H1N1) pandemic,
Dutch women in the second and third trimester of pregnancy were eligible for
vaccination. We assessed the possible adverse effects of vaccination (Focetria®) on
infant’s health.

Methods: Pregnant women, participating in an HLN1-vaccination safety study, gave
permission to obtain information on infant’s growth and development (n=1739) and
infection-related contacts with the general practitioner (GP; n=1671) during the first
year of life.Z-scores for weight-for-age, length-for-age and head circumference-for-
age, were calculated using Dutch references.Age specific assessment of fine and
coarse motor function, speech, language and psychosocial aspects were quantified
using a developmental score (D-score). The number of infection-related contacts with
the GP was extracted from the medical record.

Influence of vaccination on growth and development and on GP contact rates were
assessed using a multivariate linear mixed model and multivariate negative binomial
regression, respectively, adjusting for birth weight, sex, parity (growth), educational
level, country of birth (development and GP-contacts) and small-for-gestational age
(GP-contacts).

Results : We found no difference between infants of vaccinated and unvaccinated
mothers in:

-The z-score for weight-for-age (-0.05; 95%CI -0.13;+0.04), length-for-age (-
0.01;95%CI -0.09; +0.06) and head circumference-for-age (-0.05; 95%ClI -
0.13;+0.03).

-D-scores (-0.05817; 95%CI -0.2849;+0.1685).

-The number of infection-related GP-contacts (incidence rate ratio was 1.07; 95%ClI
0.91;1.28).

Conclusions: Growth, development and infection-related GP contact-rates,
assessed after the first year of life, were similar in infants of mothers vaccinated with
Focetria® during pregnancy and unvaccinated mothers.
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Background and aims: Group B streptococcus (GBS) is a leading cause of
meningitis and sepsis in early infancy. No licenced vaccine exists. To assess the
potential for maternal immunisation to protect infants without interfering with routine
diphtheria or 13-valent pneumococcal conjugate (PCV) vaccination, antibody
responses were measured in infants born to pregnant women vaccinated with GBS
vaccine.

Methods: 317 live infants were born to 315 healthy, HIV-non-infected South African
women who received 0.5ug, 2.5ug or 5.0ug of an investigational CRMig7-conjugated
GBS trivalent vaccine or placebo, between 28 — 35 weeks gestation. GBS-specific
antibody concentrations were measured in infants at days 4, 43 and 91 of life.
Antibody responses to diphtheria and PCV were also evaluated. Serious adverse
events (SAE) and developmental milestones were assessed until 12 months of age.

Results: Infants born to vaccinated women showed significantly higher GBS-specific
antibody concentrations at all time points, regardless of dose, than infants born to
control women (p<0.05). Maternal antibody transfer rates against the three serotypes
(la, Ib and III) were 49-55%, 49—79% and 58—72% in the 0.5ug, 2.5ug and 5.0ug
groups, respectively. Proportions of infants with sero-protective levels to diphtheria
and PCV serotypes (vaccine groups: 81%—-100%, placebo: 75%-100%), SAE rates
and developmental outcomes were similar across groups.

Conclusions: Maternal vaccination led to elevated infant GBS-specific antibody
levels, without impact on diphtheria and PCV vaccination. GBS-specific antibodies
remained elevated at day 43, suggesting that maternal vaccination may protect
infants through the period of greatest vulnerability to GBS infection.
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Abstract

Objective and aim: Human papillomavirus (HPV) is one of the most common
sexually transmitted infections, and the effectiveness of vaccine delivery programs
will depend largely upon whether providers recommend the vaccine. The objectives
of this study were to examine pediatricians’ characteristics, knowledge, and attitudes
associated with HPV and HPV immunization.

Methods: Attendees of the national pediatric meeting, in 2011, were asked to
complete a questionnaire that, aside from demographic information, elicited level of
agreement with statements regarding HPV, its related diseases, and HPV
vaccination. It also documented attitudes and beliefs about HPV vaccination.

Results: Of the 480 attendees, 226 (47%) responded to the questionnaire. The level
of pediatricians’ HPV-related knowledge varied. The majority (78%) were aware that
HPYV infection is the most common sexually transmitted infection, while 51% were
unaware that a condom is ineffective protection against HPV infection. Between 60—
80% of respondents were aware of the effectiveness of HPV vaccination for women.
On the other hand, only 10% were aware of reasons why men should be vaccinated
against HPV. The majority (75%) of Turkish pediatricians were likely to recommend
HPV vaccination to their daughter, if they had one. Seventy percent of pediatricians
agreed that the HPV vaccination should be added to the National Immunization
Program (NIP) in Turkey. However, the respondents documented concerns about the
cost of the vaccination.

Conclusions: Increasing pediatricians’ knowledge and awareness of HPV and HPV
vaccination may assist with the implementation of an effective NIP.
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Background and Aims: Bacteriological data on ventilated children are very
limited. We sought to evaluate bacterial etiology and their susceptibility in under-five
children attending at ICU of an urban hospital in Bangladesh.

Methods: In this retrospective chart analysis, we evaluated the data of all children
aged 0-59 months, admitted to the ICU of “Dhaka Hospital” of the International
Centre for Diarrhoeal Disease Research, Bangladesh (icddr,b) between August 2009
and July 2013 and required intubation and mechanical ventilation and tracheal
aspirate cultures were performed. We used electronic medical records of patients
from the hospital for the data collection.

Results: Among 37 tracheal aspirate cultures that were performed 34(92%) had
positive growths of bacteria. Klebseilla species 14(23%) were the predominant
bacteria followed by Escherichia coli 11(18%), Acenatobacter 8(13%) and
Streptococcus species 8(13%). Enterococcus, Staphylococcus aureus, Pseudominas
and Proteus species were 6 (10%), 4 (7%), and 2(3%). Among the antibiotics those
who went under susceptibility tests, imepenem 14/15(93%) and meropenem
11/13(85%) were sensitive to Klebseilla. Escherichia coli were also sensitive to these
antibiotics in addition to amikacin 8/10(80%). Streptococcus was only sensitive to
vancomycin 2/2(100%) where as Acenetobacter was not sensitive to any of the
conventional antibiotics.

Conclusions: The main causative bacteria in under-five ventilated children are
Klebseilla followed by Escherichia coli, Acenetobacter and Streptococcus species
which are resistant to most of the conventional antibiotics and often required
imepenem/ meropenem and/or vancomycin. However, prospective study with large
sample should be carried out in different facilities and population to come in a proper
consensus.
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Background: The novel meningococcal serogroup B vaccine (4CMenB), recently
approved in Europe and Australia, may soon be included in routine infant
immunisation schedules, subject to guidance from national or regional recommending
bodies. During development of 4CMenB, and consistent with other newly introduced
vaccines, clinical studies have shown concomitant administration with routine infant
vaccines induces an incremental increase in some reactions, including fever. As this
may hinder acceptability, we examined the impact of prophylactic paracetamol on the
occurrence of fever and other solicited reactions, as well as the immune responses to
study vaccines, in a prospectively designed study.

Methods: 4CMenB was administered as a four-dose series at 2, 3, 4 and 12 months
of age concomitantly with routine infant vaccines DTaP-HBV-IPV/Hib and PCV7, with
or without prophylactic paracetamol; a third group received MenC vaccine.

Results: Immune responses to 4CMenB were not decreased by the use of
paracetamol prophylaxis and there were no clinically relevant effects on immune
responses to routine vaccines. Occurrence of fever was higher in infants co-
administered with 4CMenB compared with those given MenC vaccine, but was
significantly decreased by prophylactic paracetamol, as were other local and systemic
solicited reactions to vaccination. Co-administration of 4CMenB had an acceptable
tolerability profile, with no withdrawals due to vaccination-related adverse events.

Conclusions: Inclusion of 4CMenB in routine infant immunisation schedules will be a
major advance in the control of meningococcal disease, and our study indicates that
by using paracetamol prophylaxis, post-vaccination reactions are reduced without
clinically relevant negative consequences on vaccine immunaogenicity.
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Background and aims: Meningococcal serogroup B is the leading cause of
meningococcal disease in Ireland. A vaccine that protects against meningococci
including serogroup B (Bexsero) was licensed in 2013. This study evaluates the
epidemiological and economic impact of introducing this vaccine into the Irish
universal vaccination programme.

Methods: An independently developed transmission dynamic model (Christensen et
al. 2013) of meningococcal disease and vaccination allowing for herd effects was
adapted using Irish epidemiological, resource use and cost data. Direct costs
included ambulance transfer, acute care, long-term sequelae and public health
response. Vaccination costs included cost per vaccine dose, administration and
adverse events. Uncertainty was considered through scenario analysis. A range of
vaccination strategies were considered.

Results: Assuming 30% vaccine efficacy against carriage (VEC) we estimate routine
infant (2,4,6+12 months) and adolescent (2 doses in 12 year olds) vaccination with
catch-up (13-17 years) is most effective (55% cases averted over 100year time
horizon). Routine adolescent vaccination with catch-up was most economically
favourable, but cases averted were limited in the short term. All vaccination strategies
resulted in very high costs/QALY exceeding the threshold of €45,000/QALY, with the
exception of adolescent vaccination with catch-up (assuming 60% VEC, cost per
vaccine dose <€8).

Conclusions: Universal meningitis B vaccination has the potential to reduce IMD in
Ireland, but at a very high cost. The most economically favourable strategy, assuming
the vaccine can disrupt transmission, is routine adolescent vaccination with catch-up.
Acknowledgements: On behalf of the Bristol-NCPE collaboration*.
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NINJURIN 1 GENE D110A SINGLE NUCLEOTIDE POLYMORPHISM AS A
GENETIC MARKER FOR NERVE DAMAGE LEPROSY PATIENTS FROM SOUTH
INDIA

A. Sundaramoorthy®, K. Sasikala®

!Department of Zoology, Bharathiar University, Coimbatore, India

Background: Leprosy is a chronic granulomatous infection caused by
Mycobacterium leprae, and obligate intracellular bacillus, that attacks cutaneous
tissue and peripheral nerves producing skin lesions, nerve degeneration, anesthesia,
infection and deformities.

Objectives: Analyze the Ninjurin 1 gene single nucleotide polymorphisms in leprosy
patients from south India, and the role of the gene in the nerve damage.

Methods: A total of 106 subjects (Male: 65 Female: 41) with an average age of 37.05
+ 8.62 years Leprosy of experimental subjects with age and gender-matched control
subjects were recruited. Genotyping was done by polymerase chain
reaction/restriction fragment length polymorphism (PCR—RFLP-SNPs Confirmation
for Sequence) methods.

Results: Leprosy patients with the CC genotype (ala/ala) had a higher risk of
developing nerve disability when compared those carrying the AA genotype (asp/asp)
and the variation observed were statistically significant (P< 0.05).

Conclusion: Present study revealed that D110A Codon variation may be a risk of
nerve damage among leprosy patients in Tamilnadu, South India.

Acknowledgement: We are highly thankful to the Director, Superintendent and
outpatient department staffs of sacred heart leprosy hospital, Tamil Nadu, for
permitting and helping us to Sample collection. | express my sincere thanks to

Dr. T.P. Velavan, Scientist, Institute of Tropical Medicine, University of Tubingen,
Germany | deeply appreciate the motivations and support the research.
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CLINICAL FEATURES OF RECURRENT KAWASAKI DISEASE AND RISK
FACTORS

Z.D. Du', H.M. Yang?
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Introduction The reported rate of recurrence of Kawasaki disease (KD) ranges from
1.4% to 3%, but the clinical features of and risk factors for recurrent disease remain
unclear.

Material & Methods A retrospective review of the medical records of consecutive
cases of KD from 2002 to 2010 in our hospital. Demographic, clinical data were
recorded. Risk factors for recurrent KD were identified by a univariate analysis.

Results In total, 1,173 children with KD were included. Twenty-two had recurrent KD,
with a recurrence rate of 1.88%. The average interval between the first episode and
the recurrence was 12 months. At the first onset of recurrent KD, children had longer
durations of fever before IVIG treatment, and higher levels of alanine
aminotransferase (ALT), serum aspartate aminotransferase (AST) and lower
hemoglobin levels than those with a single episode of KD. Logistic regression
analysis showed that long durations of fever before IVIG treatment, high AST levels
and reduced hemoglobin levels were associated with recurrent KD. Ten of 22
recurrent children had coronary artery complications during the first onset episode,
and six (60%) of these also had coronary artery complications during the recurrence.

Conclusions The recurrence rate of KD is low. Children who may be at an increased
risk of recurrent KD could be identified by longer durations of fever, lower hemoglobin
levels and higher AST levels. Coronary artery complications are more likely to occur
in children with recurrent KD if they were present during the first episode.
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THE IMPACT OF SEQUENTIAL PCV7/PCV13 INTRODUCTION TO THE ISRAELI
NATIONAL IMMUNIZATION PLAN (NIP) ON BACTEREMIC PNEUMONIA (BP) IN
YOUNG CHILDREN
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On behalf of the Israeli Bacteremia and Meningitis Active Surveillance Group

Background: BP accounts for ~35% of all invasive pneumococcal disease (IPD)
cases, in children <5 years. Our aim was to assess the impact of sequential
PCV7/PCV13 introduction on BP vs. non-pneumonia IPD (NP-IPD) incidence in
Israeli children <5y.

Methods: An ongoing nationwide, prospective, population-based, active surveillance.
All IPD episodes from Jul-2004 through Jun-2013 in children <5y were included.
PCV7 was introduced to the Israeli NIP in Jul-2009 and gradually replaced by PCV13
since Nov-2010, without catch-up.

Results: 983 (36.8%) BP and 1,687 (63.2%) NP-IPD episodes were recorded. BP
had a higher proportion of children 24-59 months compared with NP-IPD (42.0% vs.
20.7%, P<0.001). Before PCV implementation, PCV7+6A serotypes (7VT+6A)
predominated in BP in children <24m and in overall NP-IPD <5y (both >62%), while
serotypes included in PCV13 beyond 7VT+6A (5VT, mainly 1, 5 and 19A)
predominated in BP in children 24-59m (60%). PCV7 introduction resulted in a
substantial reduction (49%) in NP-IPD, while BP rates were not significantly reduced,
related to the relative importance of 5VT. Following PCV13 introduction, NP-IPD rates
were further reduced. BP rate was significantly reduced by 56%, mainly due to
reduction of serotypes 1, 5 and 19A (Table, Figure).

Conclusions: While NP-IPD rates declined post-PCV7 introduction, BP rates were
not reduced significantly until PCV13 introduction. This disparity was mainly derived



from the relative importance of 5VT (not covered by PCV7) and the older age in BP.

Figure: Incidence rate ratio (IRR) of BP and NP-1PD rates in Israeli children <5 Years (reference point— pre-PCV period)
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Table: 7VT+6A, SVT and non-13VT BF and NP-IPD Incidence and incidence rate ratio (IRR) per 100,000 in Israeli children <60 months old

Pre-PCVperiod*  PCV7 VI3 IRR (95% C1) 1RR (95% C1) IRR (95% C1)
Mean:SD  period™” d*** |PCV7 vs. Pre-PCV periods|PCVA3 vs. POV7 periods|PCV13 vs. Pre-POVT period:
IVT+6A 96424 0.9 04 0.09 (0.04-0.20)t 0.41 (0.11-1.59) 0.04 (0.02-0.12)1
SVT 68414 13.0 25 1.92 (1.37-2.70)t 0.20 (0.12-0.31)¢ 0.38 (0.23-0.63)t
BP
Non-13VT 0806 22 41 2.59 (1.02-6.56)t 1.92 (1.07-3.43)¢ 4.96 (2.08-11.82)¢
Allserotypes  17.2 £2.3 161 7.0 0.34 (0.73-1.20) 0.44 (0.32-0.60)+ 0.1 (0.30-0.56}+
TVT+6A 209434 25 11 0.11 {0.07-0.19)¢ 0.45 {0.21-1.00) 0.05 (0.03-0.10)¢
SVT 8.0%1.8 84 1.9 1.06 [0.74.1.50) 0.23 {0.13-0.40)1 0.25 [0.14-0.441
NP-IPD
Non-13VT 45113 6.0 87 1.32 (0.85-2.07) 1.44 {1.00-2.07) 1.99 (1.32-3.01)¢
Allserotypes 334 £3.6 16.9 1.7 0.51 (0.41.0.63)t 0.69 (0.53-0.89)1 0.3 (0.28-0.44)¢

* July 2004 throughjune 2008
**>70% of chidren <24 months receved 22 doses of PCV7, July 2010 through June 2011
***>70% of children <24 months recelved 22doses of PCV13, July 2012 through June 2013

t P value <0.05






ESPID-0283

WARFARIN AND ASPIRIN COMBINATION THERAPY FOR GIANT CORONARY
ARTERIAL ANEURYSM IN KAWASAKI DISEASE

Z.D. Du?, Y.Z. Zheng?!

!Cardiology, Beijing Children's Hospital Capital Medical University, Beijing, China

Introduction This study sought to assess whether warfarin and aspirin combination
therapy can prevent cardiovascular events in children with giant coronary artery
aneurysm (CAA) caused by Kawasaki disease.

Method Children with giant CAA secondary to Kawasaki disease in our hospital were
included. They were randomly divided into warfarin group (warfarin + aspirin) and
control group (aspirin only). The dose of warfarin was adjusted by INR (1.5-2.0).
Follow-up time included 2" week, 1t month, 3@ month, 6" month and every 6 months
afterward. Clinical data and complications were recorded.

Result Sixty-five children were included with age of 3 months to 13 years. CAA most
commonly occurs in right coronary artery, then left anterior descending, and main
trunk. Left circumflex artery is rarely affected. CAA in 17 cases (53.1%) retracted in
warfarin group, 5(41.7%)in controls. During follow-up, 2 children (6.3%) presented
with intracoronary thromboses in warfarin group, 3 (25%) in controls. One case in
warfarin group suffered myocardial infarction, 3 (25%) in control. Two children in
control group died, while none in warfarin group. Coronary artery stenosis occurred in
2 children (16.7%) in controls, while one in warfarin group. Bleeding event occurred in
9 children including 1 with subarachnoid hemorrhage in warfarin group while only in 3
in the controls.

Conclusion Warfarin therapy could decrease the risk of thrombosis, myocardial
infarction and mortality. Minor bleeding event is common and need to be monitored.
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CHANGES OF MATRIC MMP-9 AND TIMP-1 IN A MURINE MODEL OF
KAWASAKI DISEASE TREATED WITH CHINESE QINGYING DECOCTION
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China
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Introduction This study sought to evaluate the therapeutic mechanism of Qingying
decoction for acute KD.

Methods Lactobacillus casei cell wall extract (LCWE) was injected to C57BL/6 mice
intraperitoneally to induce KD. Totally 120 mice were categorized into 4 groups: KD
model, Qingying decoction treatment, IVIG treatment and control groups. Coronary
artery lesion, expression of Matrix metalloproteinases-9 (MMP-9) and tissue inhibitor
of Matrix metalloproteinases-1(TIMP-1) in cardiac tissue and coronary artery were
evaluated.

Results In murine model of KD, a focal inflammatory infiltrate was identified in the
coronary artery at 14 days and 28 days following LCWE injection.Broken elastin was
observed at 56 days. In Qingying decoction and IVIG group, the inflammatory cell
infiltrate was less severe as compared to controls, and there were no apparent
broken elastin at 28days and 56 days following LCWE injection. The expression

of MMP-9/TIMP-1 in Qingying decoction group and IVIG control group were lower as
compared to controls at 14 days and 28 days following LCWE injection (all P<0.01).
The activation of MMP-9 in Qingying decoction group and the IVIG group also were
significantly lower than the murine model group of KD at 14 days and 28 days
following LCWE injection (all P<0.01).

Conclusions Qingying decoction might reduce the coronary artery lesion by
correcting the down-regulation of MMP-9 in murine model of KD.
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ARE CURRENT PREVENTIVE STRATEGIES EFFECTIVE ENOUGH IN
IMMIGRATED CHILDREN EXPOSED TO A HIGH RISK OF TB DISEASE?
A. Maccabruni®, M. Zaramella®, M. Degioanni?, A. Panigari'

!Infectious Diseases, University of Pavia, Pavia, Italy

%Infectious Diseases, General Hospital, Asti, Italy

INTRODUCTION

In children the risk for progression to most serious forms of TB disease is greater
when the latent TB is not adequately investigated and prevented. We report two
cases exposed to household contacts, who developed a pulmonary TB.

CASE REPORT

Case 1 Male 1 year old coming from Ecuador. His mother was diagnosed with
pulmonary MDR TB; in the same time he resulted TST positive and was given INH
preventive therapy. Nevertheless one month later he developed pulmonary TB; he
was hospitalized and treated with a three drugs regimen (pyrazinamide, ethambutol,
rifampicin) for twelve months.

Case 2 Female 5 years old coming from Senegal. Because her mother was
diagnosed with pulmonary TB the girl was once screened with TST that resulted
negative. Four months later she was hospitalized with the same disease. She was
firstly treated with pyrazinamide, rifampicin and intravenous amikacine and then with
ethambutol and INH for ten months.

CONCLUSIONS

The screening of TB infection should have been more careful in both patients: the
observation of the poor efficacy of INH in the first case and the TST repetition in the
second would have reduced the risk of disease.

Moreover, the pulmonary TB required hospitalization and the parenteral
administration of drugs for a few days because of vomiting; finally, the CT scan
showed permanent sequelae in the lungs of both cases

Prevention of the infection’s progression plays an important role in TB control and
needs to be efficient notably in children living in contact with source cases.
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LATE-ONSET GROUP B STREPTOCOCCAL SEPSIS: CLINICAL FEATURES AND
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Introduction: Streptococcus agalactiae or Group B Streptococcus (GBS) is one of
the main causes of sepsis in newborns and young infants.

Objective: To analyze cases of late-onset Group B streptococcal sepsis, diagnosed
at a single tertiary care hospital in Madrid, Spain.

Method: Retrospective review of culture-proven GBS sepsis, after 7" day of life,
between 2000 and 2013.

Results: Sixty-two episodes of late-onset GBS sepsis were diagnosed. Clinical onset
started during after-birth hospitalization in 10 % of patients. SGB was identified in
blood culture (60 cases) and/or CSF (13 cases). Fifteen (24%) presented meningitis.
Mean age at diagnosis was 32 days (range 8 to 101 days). Mother’s rectal-vaginal
culture was positive for SGB in only 15%, negative in 55% and was not performed in
30%. The most common clinical symptoms were: fever (77%), irritability (60%) and
food rejection (55%). Symptoms duration prior to hospitalization was brief (median 3
hours, range 1 to 48 hours). C-reactive protein at admission was less than 15 mg/L in
65% of cases. Empirical treatment was ampicillin plus cefotaxime in 60%. 55% of
patients were admitted into critical care units. Tracheal intubation was required in 12
cases (19%) and vasopressor drugs were used in 7 cases (11%). Two patients died
(3.2%). Among patients with meningitis, 5 developed severe neurological impairment
(33%).

Conclusions: Despite preventive measures, GBS remains a leading cause of sepsis
and meningitis. GBS continues to cause mortality and frequent neurological sequels.
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TREATMENT OF CHILDREN AND ADOLESCENTS WITH VERTICALLY-
ACQUIRED CHRONIC HCV HEPATITIS
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INTRODUCTION

In Europe prevalence of pediatric HCV infection ranges from 0.05% - 0.36%, mainly
consequent to vertical transmission. Although the efficacy of therapy with pegylated
interferon (PeglFN) and ribavirin (RBV) for the treatment of HCV infection is well
established in adults, just few controlled trials have been performed in children. In
2010 the Italian Association for Drugs authorized the use of PeglFN alfa-2b and RBV
in patients aged 3 — 17 years.

AIMS
We report the results of therapy in six vertically HCV infected patients

METHODS

Our patients (age 8 — 17 years) were treated with PegIFN alfa 2b (1.5 pg/Kg/week)
and RBV (15 mg/kg/die). In one case with genotype 1b the treatment lasted 48
weeks; while 4 cases with genotype 2 and 3 were treated for 24 weeks. One patient
with genotype 1a suspended the therapy for virological non response.

RESULTS

All but one patient achieved early virological response at 12 weeks of therapy,
remaining negative till the end of therapy. Sustained virological response was
determined in 2 patients; the remaining 3 are currently under treatment. We
experienced minor side effects during treatment (fever > 38°C after the first PeglFN
administration and injection site erythema), but no severe haematological events.
Nevertheless a > 10% weight loss in one patient and severe dermatitis and dandruff
in another one, both recovered after the end of therapy, were observed.

CONCLUSIONS
In our experience PeglFN/RBV treatment resulted not only effective and safe but also
better tolerated in young patients in comparison with adults.
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Background and aims: Pseudomonas aeruginosa, a Gram-negative bacillus and an
opportunistic ubiquitous environmental microorganism, causes serious infection in
children with immunodeficiencies. Deficiency of interleukin-1 receptor-associated
kinase (IRAK-4), which is a protein of the Toll-IL-1R (TIR) intracellular signal
transduction pathway, confers a predisposition to invasive bacterial infection. We
present a case of fulminant P. aeruginosa sepsis in a child with previously
undiagnosed IRAK-4 immunodeficiency, whose sibling presented one year earlier
with a similarly fatal event.

Methods: A previously healthy 14-month old boy presented with sepsis and died
within 48 hrs in the emergency department from disseminated P. aeruginosa
infection. Fibroblasts from the deceased child were cultured and used for DNA
extraction. PCR was performed and its products were sequenced for detecting IRAK-
4 mutations. A functional assay was performed on fibroblast cells from the patient,
healthy control, and IRAK-4 deficient patient upon stimulation with I1L-1pB.

Results: The child was found to be compound heterozygous for mutations in both
alleles of the gene encoding IRAK-4. A splice mutation 1189-1G >A was transmitted
by the mother and a splice mutation 831+5G >T was transmitted by the father. The
parents had no medical history of immunodeficiency. The functional study on
fibroblast cells found an absence IL-6 production upon IL-1( stimulation that
confirmed the impairment of TIR signalling pathway in the patient's cells. The sibling
was also inferred to have familial IRAK-4 deficiency.

Conclusions: Fulminant P. aeruginosa sepsis in early childhood may present as the
primary manifestation of IRAK-4 deficiency.
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SENTINEL SURVEILLANCE.
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Background and aim Meningococcal disease (MD) is a medical emergency and a
serious public health problem. As new meningococcal vaccines are made available
MD surveillance is crucial to provide baseline epidemiological data before
implementing preventive measures. Objective: to estimate the burden and clinical-
epidemiological pattern of MD through hospital-based surveillance in Argentina.
Methods 3-year prospective active surveillance of MD conducted at 6 pediatric
hospital sentinel units. Report of 1st 22 months of the study (Mar/2012-Dec/2013).
Results Out of 114674 hospitalized patients, 919(0.8%) had suspected meningitis
and met the inclusion criteria. Of these, 182(19.8%) presented acute bacterial
meningitis(ABM), 115 of which (63.2%) were culture confirmed cases and 28(24.3%)
were N.meningitidis(Nm). In the 67 patients with culture negative ABM, PCR in CSF
or serum samples was positive for Nm in 15 cases(22.4%). Forteen patients
presented other MD forms, resulting in a total of 57 with MD (incidence:4.4 and 5.4
perl0* hospitalized patients in 2012 and 2013 respectively). Thirty four (59.6%) boys,
59.6%<2 years. Clinical presentations were(n;%): meningococcemia and
meningitis(20;35.1%), meningitis(20;35.1%), meningococcemia(7;12.3%),
arthritis(5;8.8%), occult bacteremia(2;3.5%), meningococcemia and other
foci(3;5.2%). CFR:10.5%(6/57); sequelae:26.3%. Nm serogroups were identified in
50 cases: W (26;52.0%), B (23;46.0%) and C(1;2.0%). No significant association was
found between serogroups and age, nor CFR. Conclusions In this study period, the
burden of MD in hospitalized children occurred in infants and young children. The use
of PCR in clinical samples increased the rate of MD detection. The predominant
serogroups were W and B. CFR was 10.5%, no association was found between the
variables studied.
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RAPID PROPHYLACTIC PALIVIZUMAB TO LIMIT A RESPIRATORY SYNCYTIAL
VIRUS (RSV) OUTBREAK IN A NEONATAL UNIT
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Introduction

RSV outbreaks on neonatal units are a source of significant clinical and financial
morbidity, and mortality. The unit is a level 2 20-bedded NICU, incorporating 4
intensive care cots and 16 high dependency/special care cots, accepting infants of 27
weeks upwards. The index case was an ex 28/40. Having been self-ventilating in air,
he developed an oxygen requirement and required CPAP. Cases 2 and 3 were from
within the same nursery, developed symptoms and tested positive with in the next 3
days.

Aim

To assess the limitation of an outbreak of RSV on a NICU by prompt use of
Palivizumab and strict infection control measures.

Methods

Strict infection control measures were put in place, due to confirmed transmission
within the neonatal unit. These included cohort nursing of cases and exposed infants,
use of disposable gowns and gloves and restriction of visitors. The decision was
made to immediately give all infants on the unit prophylactic Palivizumab.

Results

In total 6 out of the 19 infants were diagnosed with RSV. Two required CPAP, none
required intubation and there were no deaths.

Conclusions

We suggest transmission and disease severity was limited by the rapidity of which the
Palivizumab was administered, and that in combination with strict infection control we
avoided morbidity and potential mortality. Studies in USA have shown a great
economic burden of RSV in comparable units where the morbidity has been much
greater, and we therefore feel that a similar proactive approach should be considered
if an outbreak occurs.
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Introduction: HIV-exposed, uninfected infants may have as much as twenty-fold
increased risk of early/late-onset GBS disease compared to HIV-unexposed infants.
Altered immune responses to Group B streptococcus (GBS) might contribute to
increased vulnerability to GBS infection observed amongst HIV-exposed, uninfected
infants.

Aims: To study maternal and infant GBS-specific antibody concentration at birth and
at 16 weeks of age in the presence or absence of maternal HIV infection.

Methods: Paired sera collected from South African women and their infants were
analysed by surface labeling immunosorbent assays for serotype-specific GBS IgG
antibody at delivery and in infants at birth and 16 weeks.

Results: Compared with HIV-uninfected women (n=58), HIV-infected women (n=46)
had lower serotype-specific (ST) antibody concentrations to GBS at delivery for
serotypes STla (p=0.02), STIb (p=0.03), STII (p=0.03), STl (p=0.04) and STV
(p=0.04). Transplacental transfer of antibody was reduced from HIV-infected women
to their infants compared to HIV-uninfected women to their infants for serotypes STII
(p=0.01), STII (P=0.05) and STV (p=0.04). At birth, HIV-exposed uninfected infants
(n=46) had lower levels of serotype-specific antibodies to GBS than unexposed
infants (n=54) for serotypes STla (p=0.009), STIb (p=0.04); STII (p=0.02); ST
(p=0.002) and STV (p=0.01). These differences between infants remained significant
to 16 weeks of age.

Conclusions: Among South African mothers and infants, maternal HIV infection was
associated with lower GBS serotype-specific antibody concentrations in mothers and
infants as well as significantly reduced transplacental transfer of these antibodies;
this may render these infants more susceptible to both early and late onset GBS
disease.
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Introduction and aims: Three years of civil war in Syria has caused the deaths of
11,000 children, with many more wounded. During the last year, the Israeli army has
transferred wounded Syrian children to medical care in Israeli hospitals, mainly
Western Galilee Hospital (WGH) in Nahariya. Due to unknown medical history of
these children and polio occurring in Syria, we conduct contact isolation and
screening cultures for multidrug resistant (MDR) bacteria and polio. We investigated
the rate of MDR bacterial carriage and phenotypically characterized the isolates.

Methods: All 23 Syrian children (ages 10 days - 16 years) admitted to WGH
underwent screening by rectal swabs upon arrival, for extended-spectrum [3-
lactamase-producing (ESBL) Enterobacteriaceae.

Results: ESBL isolates were found in 14 children (61%): 14 were E.coli and 1
K.pneumoniae. Only 4 of the 14 children were treated in Syria for their injury prior to
arriving in Israel. In comparison, ESBL's were cultured in 6/20 (30%) Israeli children
with healthcare risk factors during the same period (p=0.042). Several ESBL+ E.coli
phenotypes were evident: all were susceptible to ertapenem and amikacin but 21%,
29%, 50%, and 57% were resistant to ciprofloxacin, gentamicin, nitrofurantoin and
trimethoprim-sulfamethoxazole respectively.

Conclusions: A high carriage rate of ESBL+ E.coli isolates is evident among Syrian
children treated in Israel suggesting a high rate of ESBL's in Syria's pediatric
population. Contact isolation of Syrian wounded civilians, until carriage of MDR
isolates is ruled out, is important. Carbapenems and/or amikacin should be used in
treating these children in case of severe sepsis.
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Background

In Germany, epidemiological data on severe viral acute respiratory infections (ARI)
are limited. Frequency and clinical characteristics of ARI-associated viruses were
investigated in a prospective surveillance study in 23 paediatric intensive care units
(PICUs) in Bavatria.

Methods

From October 2010 to September 2012, naso-pharyngeal secretions of children >1
month and <17 years of age admitted to a PICU with ARI were tested for 19 viral
pathogens by multiplex PCR.

Results

Out of 323 ARI patients, 224 (69%) were PCR-positive (79% viral mono-infections):
RSV 38%; rhinovirus (RhV) 32%; parainfluenza (PI1V) 12%; human bocavirus (hBoV)
10%; influenzavirus (IV) 9%; coronavirus (CoV) 9%; human metapneumovirus
(hMPV) 4%; enteroviruses (EV) 4%; adenovirus 3%; parechovirus 2%. Median age
varied between 0.1 year in patients with RSV and 6 years in patients with IV or CoV.
Of patients with PIV, CoV or hBoV, 275% had underlying chronic conditions.
Bronchitis/bronchiolitis was most frequently associated with RSV (85% of all RSV
patients), pneumonia with CoV, hBoV and hMPV (83% each), secondary bacterial
pneumonia with IV (37%), sepsis with EV (29%) und ARDS with RhV (20%). Life-
threatening conditions occurred in 30%-40% of IV, CoV or hBoV patients, accounting
for 4 out of 6 virus-associated fatalities overall.

Conclusions

RSV and RhV were the most frequent viruses associated with severe ARI, but their
course of disease was rarely life-threatening. In contrast, infections with IV or CoV
were fatal in 10% and 17% of cases, respectively. Of all viral ARI, 28% were
associated with virus (sub)types described since the year 2000.
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Background
In Germany, the viral aetiology of ARI is mostly unknown. We therefore prospectively
investigated children with ARl symptoms in 23 paediatric practices in Bavaria.

Methods

From January 2013 to May 2013, pharyngeal specimens of 1- to 5-year-old children
with ARI were tested for 19 respiratory viral pathogens by multiplex PCR. ARI were
defined by a body temperature = 38.0°C and respiratory symptoms, with an onset of
<48 h before the practice visit.

Results

Out of 318 prospectively enrolled ARI patients, 285 (90%) were PCR-positive:
influenzavirus (1V) 50%, including IV A(H3N2)18%, IV A(HLN1)pdmO09 17%, and IV B
15%; RSV A/B 25%; adenovirus (AdV) 18%; human bocavirus (hBoV) 13%;
rhinovirus (RhV) 11%; human metapneumovirus (hMPV) 9%; coronavirus (CoV)
NL63/ OC43/ HKU1/ 229E 9%; parainfluenzavirus (PIV) 1-4 7%; enteroviruses (EV)
2%; parechovirus was not detected. There were 63% viral mono-infections and 37%
viral co-infections (2 viruses: 32%, 3 viruses: 3%, 4 viruses: 2%). The highest
proportion of mono-infections was found for IV (65% of 142 patients), hMPV (62% of
26 patients) and RSV (50% of 70 patients). The highest proportion of co-infections
showed hBoV (92% of 36 patients), EV (86% of 7 patients), and AdV (80% of 51
patients).

Conclusions

Multiplex PCR for 19 viral pathogens was positive in a high proportion (90%) of
patients with upper airway ARI, with influenza and RSV accounting for most cases.
Simultaneous detection of two or more viruses occurred in one third of the patients,
suggesting a high incidence of co-infections.
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Background

It is unknown whether the course of the first-ever acute respiratory infection (ARI)
with influenza A or B (primo-infection) is more severe than during later acute
influenza infections by the same influenza type A or B (re-infections).

Methods

Between January and May 2013, 318 children 1 to 5 years of age, presenting at a
paediatric practice (n=23) with ARI (body temperature 238.0°C plus respiratory
symptoms; onset < 48h) and unvaccinated for influenza, were enrolled. Pharyngeal
specimens were tested for influenza A(H1IN1)pdmOQ9, influenza A(H3N2), influenza B
and 16 other viral pathogens by multiplex PCR. Primo-/ re-infections were defined by
negative/ positive IgG antibody status, determined by influenza A and B 1gG ELISAs.
Additionally, clinical data were collected using a patient diary.

Results

From 142 PCR-confirmed influenza patients, 104 (73%) were included according to
protocol. Influenza A was confirmed in 67 (64%) patients (35% A(H3N2), 29%
A(H1IN1)pdmO09) and influenza B in 36 (35%) patients; median age of A/B patients
was 3.4/3.9 years. Influenza A/B primo-infection was found in 35.5%/33.7% (median
age 3.4/3.9 years), re-infection in 28.8%/1.0% (median age 3.5/4.2 years) of all 104
cases. The median duration of ARI was 4 days (IQR 3-5) for any primo-infection and
4 days (IQR 3-6) for any re-infection (p=0.302). Influenza A(H1N1)pdmO09 ARI lasted
longer than A(H3N2) ARI (median 6 vs. 4 days; p=0.027).

Conclusions

Preliminary data showed no difference in disease duration between influenza primo-
and re-infection. However, there were differences in disease duration by influenza A
subtype, with a longer duration for A(HLN1)pdmO9.
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Introduction

Streptococcus pneumoniae remains a leading cause of serious illness, including
bacteremia, meningitis, and pneumonia among children worldwide. A 13-valent
pneumococcal conjugate vaccine (PCV13) has been developed to improve protection
against pneumococcal disease beyond that possible with the licensed 7-valent
vaccine (PCV7).

Objective
To compare the safety and immunogenicity of PCV13 versus PCV7 in paediatric
population.

Methods

We carried out a systematic review and meta-analysis. A literature search was
realized in electronic databases MedLine, Embase, the Cochrane Library, CRD, SCI,
NICE, and hand search in specialties journals, with MeSH terms and free terms.
Inclusion criteria were clinical trials with infants vaccinated with 13-valent
pneumococcal conjugate, compared to 7-valent vaccine. We recorded the results
immunogenicity and safety. Quality of the studies included was assessed using the
CASP and Jadad checklists.

Results

There were selected nine randomized clinical trials with high-moderate quality, of 258
potentially relevant references, in the meta-analysis. Both vaccines were well
tolerated in all groups of infants, and most local reactions and systemic events were
of mild or medium intensity and typical of any injected vaccine. All studies included in
the meta-analysis showed high immunogenicity for both pneumococcal vaccines in all
tested serotypes. An anti-polysaccharide antibody concentration of 20.35 yg/mL was
achieved in at least 89% of the infants.

Conclusion

PCV13 has a similar safety profile, and is as effective as the PCV7 in the prevention
of invasive pneumococcal disease caused by the seven common serotypes of S.
pneumonie, and could provide expanded protection against the six additional
serotypes.
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Background and Aims

Multiple drug resistant Acinetobacter baumannii (MDRA) is an emerging public health
threat in Japan, causing high rates of in-hospital mortality. Prompt detection of MDRA
is crucial but the organism is difficult to identify when utilizing conventional culture
methods as Acinetobacter species are generally classified according to genetic type.
In response to an outbreak of MDRA (OXA51/ ISAbal) in our tertiary care hospital,
we conducted a PCR-based surveillance for identifying MDRA in a pediatric ward.

Methods

The surveillance study was carried out from March 2012 to May 2013. Sputum, nasal
swabs and urine samples were collected from all patients in our pediatric ward and
PCR analyses were conducted. Identification of the ISAbal insertion sequence was
considered as MDRA positivity. MDRA-positive patients were isolated from other
patients and standard precautionary procedures for infection control were put into
practice.

Results

Of the 10 cases of Acinetobacter baumannii identified during surveillance, 3 cases
with sputum samples obtained from transtracheal aspiration of ventilated patients
were positive for MDRA. Of the remaining 7 cases, 2 had the same gene and were
patients transferred from the same hospital. All cases were considered to be usual
flora and complications associated with Acinetobacter baumannii infection were not
observed. No new cases of MDRA were identified during the last six months of
surveillance.

Conclusion

PCR-based testing appears to be effective in containing an MDRA outbreak in the
pediatric ward.
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Introduction

The reactivation of Varicella-Zoster virus causes a rash known as herpes-zoster. It is
more frequent from 50 years, and increases with age. The main complication is the
postherpetic neuralgia, which can cause a serious decline in the quality of life of
patients.

Objective
To evaluate the efficacy and safety of the vaccine for the prevention of herpes zoster
in adults aged 50 years and over.

Methods

Systematic review of the literature (2005-2013). A literature search was performed in
electronic databases such Medline or Embase, and a hand search in journals.
Inclusion criteria were clinical trials in adults vaccinated against herpes-zoster,
recording results of efficacy and safety. Quality of studies was assessed by CASPe
checklist.

Results

12 clinical trials of moderate quality were included. The ranges of antibody titters
(GMT) were higher in the vaccinated group compared to placebo (471-810 vs. 292-
391 gpELISA/mL). GMFR ranges were also higher (2.3-1.9 vs. 1.0). Vaccination
reduced the burden of herpes zoster, with a protective efficacy of 51-70%. There was
also a decrease on postherpetic neuralgia, with a protective efficacy of 48%-79%.
Local adverse effects (60% vs. 14.7%) and systemic (13% vs. 8%) were higher in the
vaccinated groups, the most frequent reactions were pain, redness, and swelling.
Serious adverse events and deaths were not different between groups.

Conclusions

The vaccine against herpes-zoster shows good efficacy and safety profile. Vaccine
has good immunogenicity and reduces the incidence of herpes zoster and
postherpetic neuralgia. Serious adverse effects are rare and occur similarly in studied
groups.
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Background: Ukraine has experienced a prolonged pertussis epidemic since 2008.
The peak incidence of pertussis complication occur in young children.

Methods: We analysed 67 children (age 1-24 mon.) admitted to Lviv Infectious
Diseases Hospital due to pertussis between 2010 and 2013 y. Pertussis were
confirmed by the presence of pertussis toxin IgM & 1gG in the blood, which were
determined by ELISA. We investigated the IL1b, IL2, IL10, TNFa, INFy, levels in
blood, sIgA. The pertussis severity were assessed by M.-P. Preziosi scale.
Respiratory tract secrets culture were made. The analysis was conducted for 102
variants, including epidemiological and clinical