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(Summary)

Objective : Varicella is one of the most common in-
fectious diseases in childhood and it is a severe burden
for children and their parents. However, the reality of
outbreak is unclear for day cares in Japan which accept
children from 6 months to 6 years old.

Methods : To survey varicella outbreak at day cares
and opinion of their staff about varicella and varicella
vaccine, we sent out questionnaires for the day cares in
Japan.

Results @ Sixty-eight per cent of varicella patients
were aged 2 and under. There were varicella outbreaks
in the 72% of the institutions in the past 5 years.
Forty-one per cent of the staff answered that varicella
is a disease in which people should have been infected
during their childhood. The prifnary reason why the im-
munization rate of varicella vaccine is so low (about 30%
in Japan) is because of its high expense (approximately
$100 in Japan) .

Conclusion : Without of any doubt, Varicella infec-
tion is a serious problem at day cares in Japan. The only
solution to this problem is vaccinacion. To improve the
vaccination states, it should be considered as routine

vaccination.

(Key Wofds]

chickenpox, day care, varicella vaccine, questionnaires
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Clinical Evaluation of an ASO3-adjuvanted Pandemic Influenza HIN1 2009
Vaccine in Children

Akihiko Saitoh”, Shinobu Tamura®, Akira Nagai”, Nao Tsuchida®,
Mayumi Sako”, Takanobu Maekawa”, Naohisa Yahagi”, Ping Li”,
David W Vaughn®, Francois Roman® and Tatsuo Kato®
YDivision of Infectious Diseases Department of Medical Specialties, National Center for Child Health and Development
?Vaccine Clinical Development, GlaxoSmithKline K.X
YDepartment of Interdisciplinary Medicine, National Center for Child Health and Development
“Division of Clinical Research, National Center for Child Health and Development

9Global Clinical Research & Development, GlaxoSmithKline Biologicals

9National Center for Child Health and Development

Objectives © A clinical evaluation of a pandemic influenza HIN1 2009 vaccine adjuvanted with a toco-
pherol containing oil-in-water emulsion adjuvant system (AS03) was performed in Japanese children aged 6
months to 17 years.

Subjects and Methods @ This ongoing Phase II, open-label study was conducted to assess the immuno-
genicity and safety of two doses of a monovalent influenza vaccine containing the A/California/7/2009 HIN1
strain hemagglutinin antigen, adjuvanted with AS03. Children aged 6 months to 9 years (Group A : N =230) re-
ceived half of the adult dose of antigen and adjuvant and children aged 10—17 years (Group B ; N = 30) re-
ceived the adult dose formulation. Antibody titers against the HIN1 vaccine antigen were measured by
hemagglutination-inhibition assay before (Day 0) and 21 days after vaccination (Day 21). Immunogenicity was
evaluated according to the US and European licensure criteria for pandemic influenza vaccines. This prelimi-
nary report presents the immunogenicity and safety data 21 days after the first dose of the vaccine.

Results : At Day 21, the licensure criteria for immunogenicity of this pandemic influenza vaccine were ful-
filled in both groups. In Group A the seroprotection rate (SPR) and seroconversion rate (SCR) were both 100%,
and pre- and post-vaccination GMTs were 6.2 and 213.1, respectively. In Group B the SPR and SCR was 100%
and 93.3%, respectively, and pre- and post-vaccination geometric mean titers (GMTs) were 15.7 and 363.6, re-
spectively. In all age strata, pain at the injection site was the most frequently reported solicited adverse event
from the day of vaccination and for 6 subsequent days. The majority of solicited symptoms were transient, and
mild or moderate in severity. Fever was reported by 9 subjects. No serious adverse events were reported.

Conclusions : A single dose of the pandemic influenza HIN1 2009 vaccine was highly immunogenic and
well-tolerated in the study population of Japanese children aged from 6 months to 17 years.
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Varicella Outbreak in Pediatric Tertiary Care Hospitals in Japan

Tomohiro Katsuta", Yukitsugu Nakamura®, Junichiro Tsuruoka®, Natsuki Nakajima?,

Akihiko Saitoh”, Tetsushi Yoshikawa®, Yoshizo Asano” and Tatsuo Kato?®
1)

National Center for Child Health and Development,

Division of Infectious Diseases, Department of Medical Specialties
®National Center for Child Health and Development, President
9¥St. Marianna University School of Medicine, Department of Pediatrics
“Fujita Health University School of Medicine, Department of Pediatrics

Varicella is known to be a vaccine preventable disease. It can cause high morbidity and mortality in im-
munocompromized hosts.

Questionnaire survey was performed at 123 pediatric tertiary care hospitals in Japan to understand the in-
cidence of varicella outbreaks in the hospitals. We evaluated characteristics of the hospitals, frequency of
varicella outbreaks between August 2006 and July 2009, treatment for exposed patients, and prior preventive
methods. Appropriate responses were obtained from 71 (58 %) hospitals.

During the observation period, 108 patients infected with varicella were reported at 36 hospitals (51%).
Among them, only 11 patients (10%) had a history of varicella vaccination. Treatment and prevention strate-
gies include intravenous and oral antiviral therapy, intravenous immune globulin and varicella vaccine.

Based on these observation, we conclude that varicella outbreaks are a major issue in pediatric tertiary
hospitals due to a low vaccine coverage rate in Japan. Varicella vaccine should be included in the National Im-
munization Programs in Japan to reduce the varicella outbreaks in the hospitals.
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Marked difference between adults and children in Bordetella pertussis

DNA load in nasopharyngeal swabs

Y. Nakamura'?, K. Kamachi', H. Toyoizumi-Ajisaka', N. Otsuka', R. Saito', J. Tsuruoka?, T. Katsuta™®, N. Nakajimaz,
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Abstract

Bordetella pertussis is the aetiologic agent of whooping cough, a common cause of severe respiratory illness in children and prolonged
mild cough in adults. To understand some of the reasons for differences in clinical symptoms between adults and children, we measured
B. pertussis DNA loads in nasopharyngeal swabs (NPS) from 19 adults and 40 children (including 14 infants) by quantitative 1S481 real-
time PCR. All cases had been pre-diagnosed with the B. pertussis-specific loop-mediated isothermal amplification method. The mean
PCR threshold cycles for adult and child NPS were 34.9 and 27.1, respectively, indicating a significantly lower B. pertussis DNA load in
adults than in children (p <0.001). Moreover, adults had very low DNA loads during both early and later stages of the disease. When
corresponding bacterial loads in NPS were calculated for B. pertussis Tohama cells using a standard curve, the mean number of bacterial
cells taken with a rayon-tipped swab from an adult, older child and infant was estimated to be 320 (95% Cl 120-910), 2.1 x 10* (95%
Cl 53 % 10® to 8.3 x 10% and 1.1 x 10 cells (95% ClI 1.2 x 10° to 8.9 x 10°), respectively. This indicates that the B. pertussis load in
NPS is closely correlated with patient age. Our observations suggest that adult pertussis is characterized by a lower bacterial load in

the nasopharynx, resulting in milder symptoms and negative cultures.
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5 and adults vaccinated during childhood are different from

typical presentations in children, and may consist only of a
prolonged cough [6-9]. Moreover, culture of B. pertussis has
a much lower sensitivity for diagnosis of pertussis in adults
than in children [5,9]. Although B. pertussis infection is known
to present differently in adults and children, the differences

Introduction

in the bacterial load in the nasopharynx remain unclear.

During the last decade, nucleic acid amplification tests

Bordetella pertussis, a highly communicable gram-negative coc-
cobacillus, is the aetiologic agent of whooping cough, which
has been a major acute respiratory infection, resulting in
severe childhood illness and infant death [1]. In Japan, the
incidence of pertussis cases in adolescents and, especially,
adults, has significantly increased from the early 2000s; this
has also been seen in other countries with high vaccination
coverage [2]. Adolescents and adults are assumed to be the
primary reservoir of B. pertussis and play a crucial role in the
transmission of the microbe to infants and unvaccinated chil-
dren [3-5]. The clinical symptoms of pertussis in adolescents

have revolutionized the laboratory diagnosis of B. pertussis
infections. Various detection methods, including real-time
PCR and loop-mediated isothermal amplification (LAMP),
have been developed that target different regions of B. per-
tussis genome [10—13]. Previously, we developed a LAMP
assay method targeting the pertussis toxin promoter region,
which provided rapid, sensitive and highly specific detection
of B. pertussis DNA [1 1], although the amplification efficiency
is too high to make a quantitative assay of the bacterial load
in clinical specimens. By contrast, real-time PCR targeting
insertion sequence S48/ is a useful tool not only for rapid
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