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Ixiaro is indicated for active immunization against Japanese encephalitis in adults,
adolescents, children and infants aged 2 months and older.

Ixiaro should be considered for use in individuals at risk of exposure through travel or in the
course of their occupation.

SINYYAN TIUN MYIND 11NN TOUN NITY :DINPYN MAN
DNAY DXPYON SNN P 1919 DXVNON) 5.1-) 4.8 DIXPYDN NITIY GONL .ONNN 4.2 PYDA 1ITIY KNI NOYN
£ (2INN2IWITIN MIBND .ANIN P IWYI MPPNN ;NN 1P WITIN YTN VOPL .DMWN IOV W)

4.2 Posology and method of administration
Posology

Adults (18-65 years of age)

The primary vaccination series consists of two separate doses of 0.5 ml each, according to the following
conventional schedule:

First dose at Day 0.

Second dose: 28 days after first dose.

Rapid schedule Adults 18-65 years of age:

Persons aged 18-65 years can be vaccinated in a rapid schedule as follows:
First dose at Day O.

Second dose: 7 days after first dose.

With both schedules, primary immunisation should be completed at least one week prior to potential
exposure to Japanese encephalitis virus (JEV) (see section 4.4).

It is recommended that vaccinees who received the first dose of IXIARO complete the primary 2-dose
vaccination course with IXIARO.

If the primary immunization of two injections is not completed, full protection against the disease might not
be achieved. There is data that a second injection given up to 11 months after the first dose results in high
seroconversion rates (see section 5.1).

Booster Dose {Adulis)

A booster dose (third dose) should be given within the second year (i.e. 12 - 24 months) after primary
immunization, prior to potential re-exposure to JEV.

Persons at continuous risk for acquiring Japanese encephalitis (laboratory personnel or persons residing in
endemic areas) should receive a booster dose at month 12 after primary immunization (see section 5.1). Data
on-the-need-forfurtherbooster-deses-are-not-available:
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Long-term seroprotection data following a first booster dose administered 12 - 24 months after primary
immunization suggest that a second booster should be given 10 years after the first booster dose, prior to
potential exposure to JEV.

Elderly (= 65 years of age)

The primary vaccination series consists of two separate doses of 0.5 ml each, according to the following
conventional schedule:

First dose at Day 0.

Second dose: 28 days after first dose.

The primary immunisation should be completed at least one week prior to potential exposure to Japanese
encephalitis virus (JEV) (see section 4.4).

It is recommended that vaccinees who received the first dose of IXIARO complete the primary 2-dose
vaccination course with IXIARO.

If the primary immunization of two injections is not completed, full protection against the disease might not
be achieved.

As with many vaccines, the immune response in elderly persons (> 65 years of age) to IXIARO is lower than
in younger adults. Duration of protection is uncertain in elderly persons, therefore the physician should take
this into account when considering a booster dose (third dose) before any further exposure to JE virus.

Paediatric Population

Children and adolescents from 3 years to < 18 years of age

The primary vaccination series consists of two separate doses of 0.5 ml according to the following schedule:
First dose at Day O.

Second dose: 28 days after first dose.

Children from 2 months to < 3 years of age

The primary vaccination series consists of two separate doses of 0.25 ml according to the following
schedule:

First dose at Day 0.

Second dose: 28 days after first dose.

See section 6.6 for instructions on preparing a 0.25 ml dose for children aged 2 months to <3 years.

It is recommended that vaccinees who received the first dose of IXIARO complete the primary 2-dose
vaccination course with IXIARO.

Booster dose (Children and adolescents)

A booster dose (third dose) should be given within the second year (i.e. 12 - 24 months) after primary
immunization, prior to potential re-exposure to JEV.

Children and adolescents at continuous risk for acquiring Japanese encephalitis (residing in endemic areas)
should receive a booster dose at month 12 after primary immunization (see section 5.1).

Children and adolescents from 3 years to < 18 years of age should receive a single 0.5 ml booster dose.
Children from 14 months to < 3 years of age should receive a single 0.25 ml booster dose.
See section 6.6 for instructions on preparing a 0.25 ml dose for children aged 2 months to <3 years.

No long-term seroprotection data beyond two years after a first booster administered 1 year after primary
immunization has been generated in children.
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Children below 2 months of age
The safety and efficacy of IXIARO in children younger than 2 months has not been established. No data are
available.

48 Undesirable effects

Paediatric population (2 months to <18 years of age)
Table 1: Frequency of adverse reactions observed in children given the 0.25 ml dose (2 months to <3 years of age) and

in children and adolescents given the 0.5 ml dose (3 years to <18 years of age)

Frequency of adverse reactions(%6) by dose/age

System Organ Class 0.25 ml 0.5ml

Preferred Term N=#71783 N=540628
2 months to <3 years 3 to <18 years

Blood and Lymphatic System

Disorders

Lymphadenopathy 0.1 0.0

Metabolism and Nutrition

Disorders

Decreased appetite 8.2 201.9

Nervous System Disorders

Headache 3:02.9 5.86.1

Respiratory, Thoracic and
Medistinal Disorders

Cough 0.5 0:20.3
Gastrointestinal Disorders

Diarrhoea 418119 114
\VVomiting 747.3 1.9
Nausea 4.03.9 4319
Abdominal pain 0.1 0.0
Skin and Subcutaneous Tissue

Disorders

Rash 6:46.3 091.4

Musculoskeletal and Connective
Tissue Disorders

Myalgia 313.0 327.1
General Disorders and

[Administration Site Conditions

Pyrexia 28.928.5 113104
Influenza-like illness 11.210.9 3.02.9
Irritability 410109 1419
Fatigue 35 2235
Injection site redness 9.710.0 4.1
Injection site pain 6:36.1 12:214.1
Injection site tenderness 4.2 8.914.7
Injection site swelling 3.6 2:62.2
Injection site hardening 101.2 4519
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Injection site itching 0.6 1116
Investigations

Hepatic enzymes increased 0.5 0.2
5. PHARMACOLOGICAL PROPERTIES

5.1  Pharmacodynamic properties

No prospective efficacy trials have been performed. Immunogenicity of IXIARO was studied in
approximately 3,119 healthy adult subjects included in seven randomized, controlled and feur five
uncontrolled Phase 3 trials and in approximately 550 healthy children included in ere two randomized,
controlled and enre two uncontrolled Phase 3 clinical trials.

Antibody persistence after booster immunisation (adults)

In an uncontrolled, open-label extension to the booster study described above, 67 subjects were followed up for
determination of JEV neutralizing antibody titres at approximately 6 years after a booster dose. 96% of subjects (64/67)
still had protective antibody levels (PRNTs>1:10), with a GMT of 148 (95%CI: 107: 207). Mathematical modelling
was applied to project the average duration of protection. Based on this model, it is estimated that average duration of
protection will be 14 years and 75% of vaccinees will retain protective antibody levels (PRNTsc>1:10) for 10 years. A
second booster should therefore be given 10 years after the first booster dose, administered 1 year after the primary
immunization, prior to potential exposure to JEV.

Antibody persistence and booster dose in children and adolescents from a JEV-endemic country

The persistence of JEV neutralizing antibodies after primary immunisation and safety and immunogenicity of an
IXIARO booster dose 12 months after primary immunization were evaluated in a randomized, controlled, open-label
clinical trial conducted in the Philippines, where JEV is endemic (300 children, mean age 5.3 years, range 1.2 - 17.3
years). 150 children were followed-up for three years without booster, additional 150 children received a booster after 1
year (0.25 ml if aged <3 years at time of the booster, 0.5 ml if aged 3 years and above) and were followed-up for further
two years. Seroprotection rate (SPR) defined as neutralizing antibody titer >1:10 and geometric mean titers (GMT) are
presented in Table 11. The booster dose led to a pronounced increase in GMTSs and seroprotection rate remained at
100% two years after the booster.

Table 11: Seroprotection Rates and Geometric Mean Titers with and without a booster of IXIARO at Month 12, 13,
24 and 36, Intent To Treat Population
Without Booster | Booster dose 12 months after primary immunization
N =150 N =149
0.25 mL Booster Dose 0.5 mL Booster Dose
N=81 N=67

Time point after primary immunization

Seroprotection Rate % (n/N)

Month 12 89.9 (134/149) 97.5 (79/81) 89.6 (60/67)
Month 13 n.a. 100 (81/81) 100.0 (67/67)
Month 24 89.0 (130/146) 100 (80/80) 100.0 (67/67)
Month 36 90.1 (128/142) 100.0 (76/76) 100.0 (67/67)
Geometric Mean Titer

Month 12 46 67 40
Month 13 n.a. 2911 1366
Month 24 50 572 302
Month 36 59 427 280

n.a. = not available

Immunogenicity and safety in children and adolescents from non-endemic countries

The safety and immunogenicity of IXIARO was evaluated in an-interim-analysis-ofan-engeing; uncontrolled, open-
label clinical trial conducted in the United States, Europe and Australia in healthy male and female subjects with

planned travel to JEV-endemic areas. Children and adolescents aged > 3 to < 18 years received two vaccine doses of
0.5ml and children aged > 2 months to < 3 years received two vaccine doses of 0.25ml on Day 0 and Day 28 by
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intramuscular injection. icity Immunogenicity data were evaluated

in 64 for54 subjects. The SCRs and GMTs are displayed in Table 12.

Table 12: Seroconversion rates and geometric mean titer of JEV neutralizing antibody by vaccine dose and age
group. Intent-to-treat Population

IXIARO| Time [SCR GMT 95% ClI
Dose | Point |n/N
100% 216.2 106.0; 441.0
[Age Group >2 months to <3 years |0.25 ml|Day 56
5/5
100% 48.0 0.0;
Month 7
3214485.7
2/2

100% 3321 340.7[251-2:-439-0 269.8; 430.3

Age Group >3 to <18 years | 0.5ml | Day 56

46/46-57/57
Month 7{t6/16 90.6%
29/32

Antibody persistence in children and adolescents from non-endemic countries

Antibody persistence was evaluated for three years after the primary vaccination with IXIARQ in an uncontrolled, open-
label follow-up clinical trial conducted in the United States, Europe and Australia. Long-term immunogenicity data
were evaluated in 23 children, mean age 14.3 years, range 3 - 18 years). The SPRs and GMTSs are displayed in Table 13.

Table 13: Seroprotection rates and geometric mean titer of JEV neutralizing antibody by vaccine dose and age

group. Intent-to-treat Population
Seroprotection Rate Geometric Mean Titer
(Rate of subjects with PRNTs>1:10) (plague reduction neutralization test)
% (n/N) GMT [95%CI]
After 0.25 mL Dose After 0.5 mL Dose | After 0.25 mL Dose | After 0.5 mL Dose
Primary Primary Primary Primary

Immunization Immunization Immunization Immunization
Month 12 0% (0/0) 89.5% (17/19) - 48 [28; 80]
Month 24 100% (1/1) 90.9% (20/22 193 [n.a] 75[46; 124
Month 36 100% (1/1) 88.9% (16/18) 136 [n.a.] 61 [35; 106]

n.a. 95% Confidence Interval could not be established (single-subject data)

Abbreviations: JEV - Japanese encephalitis virus; SCR - seroconversion rate; GMT - geometric mean titers; PRNT -
Plague Reduction Neutralization Test; SPR - Seroprotection rate.
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