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When it comes to MenB*
vaccination, targeting

4 antigens helps to

achieve broad coverage'?

*Meningococcal disease, serogroup B.

tIndication

BEXSERO is indicated for active immunisation of individuals from 2 months of age
and older against invasive meningococcal disease caused by Neisseria meningitidis
serogroup B.!

O
BEXSERO
Please see BEXSERO MOH approved Prescribing Information i compnen. sy
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BEXSERO: Why 4 antigens?

BEXSERO uniquely targets 4 distinct antigens—fHbp, NadA,
PorA P1.4, and NHBA —which together may help protect against MenB

strains which are highly variable in the types and amounts of antigens
1,36

they express

BEXSERO contains 4 antigens:

| @

| NHBA

w
Binds factor H, Mediates binding As part of Outer Binds heparin,
which enables to and entry info Membrane Vesicle which may
bacterial survival in human epithelial (OMV), has been shown promote
the blood 78 cells?! to induce strain-specific bacterial
bactericidal response survival in the
when used in MenZB blood'?

OMYV vaccine'?

® The Meningococcal Antigen Typing System (MATS) evaluation of more than 1000
MenB strains from 5 EU countries from 2007-2008 estimated that 73% to 87%
(95% Cl: 63-90%) would have been covered by BEXSERO'

fHbp=factor H binding protein; MeNZB=meningococcal group B New Zealand; NadA=Neisseria adhesin A;
NHBA=Neisserial heparin binding antigen; PorA=porin A.
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Expression alone may not be sufficient to provide
adequate protection’*'*

For MenB, only the human complement serum bactericidal assay (hSBA)
is reliable as a predictor of protection against disease'

Killing in the hSBA of the MenB bacterial strain depends on'“:
e the antigenic similarity of the bacterial and vaccine antigens

* the amount of antigen expressed on the surface

o of disease-causing strains* have
been shown to be killed, in hSBA,

by serum from individuals' vaccinated
O with BEXSERO (95% Cl: 72-95%)"7

By targeting 4 distinct antigens, BEXSERO offers the potential to
protect against invasive MenB strains, even when the expression of 1
component is low or antigenically different?33

*Using a representative panel of 40 MenB isolates (from England and Wales in 2007-2008).

TPooled serum derived from 69 infants.
S
\\/

BEXSERO

Meningococcal Group B Vaccine
(rDNA, component, adsorbed)
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BEXSERO uniquely targets 4
antigens to help optimize MenB protection’?

95%-100% of infants, toddlers, children, and adolescents achieved titers
considered protective 1 month after series completion' 1817

100 100 100 100 100 100 99 100

100

titers >1:4 or 21:5 (95% CI)*
(S 3 3
T T T

Percentage of subjects with bactericidal
N
o
|

fHbp NadA

*Infants (2-11 months of age), toddlers (12-23 months of age), and children (2-10 years of age): Percentage of subjects who
achieved an hSBA >1:5.

Adolescents (11-17 years of age): Percentage of subjects who achieved an hSBA >1:4.
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H Infants' M Toddlers' M Children’ Bl Adolescents' '8
(2-11 months of age) ~ (12-23 months of age) ~ (2-10 years of age) ~ (11-17 years of age)
3+1-dose schedulet 2+1-dose schedulef 2-dose schedule$ 2-dose schedule!

95 100 98 100 98 98 97 100

PorA P1.4 NHBA

"Vaccinations at 2, 4, and 6 months of age, and booster at 12 months of age; N=421-424;
N=100 for NHBA.

*Vaccinations at 13, 15, and 27 months of age; N=63-67. (ﬁ)
%Vaccinations at 24 and 26 months of age; N=100-108. N

IIMwo doses 1 month apart; N=638-639; N=46 for NHBA. BEXS ERD

Meningococcal Group B Vaccine
(rDNA, component, adsorbed)
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®

Important Safety Information

Bexsero™ V 11/2017
For full information see MOH approved prescribing information

Indication: Bexsero is indicated for active immunization of individuals from 2 months of age
and older against invasive meningococcal disease caused by Neisseria meningitidis group B
Contraindications: Hypersensitivity to the active substances or to any of the excipients
Special warnings and precautions for use: administration of Bexsero should be
postponed in subjects suffering from an acute severe febrile illness. However, the presence of
a minor infection, such as cold, should not result in the deferral of vaccination. Appropriate
medical treatment and supervision should always be readily available in case of an
anaphylactic event following the administration of the vaccine. Do not inject intravascularly.
Anxiety-related reactions, including vasovagal reactions (syncope), hyperventilation or
stress-related reactions may occur in association with vaccination as a psychogenic response
to the needle injection. This vaccine should not be given to individuals with thrombocytopenia
or any coagulation disorder that would contraindicate intramuscular injection, unless the
potential benefit clearly outweighs the risk of administration. healthcare professionals should ®
be aware that a temperature elevation may occur following vaccination of infants and children
(less than 2 years of age). Prophylactic administration of antipyretics at the time and closely
after vaccination can reduce the incidence and intensity of post-vaccination febrile reactions.
There are no data on the use of Bexsero in subjects above 50 years of age and limited data in
patients with chronic medical conditions

Most Common adverse drug reactions (ADRs): in infants and children (less than 2
years of age) the most common local and systemic adverse reactions observed in clinical trials
were tenderness and erythema at the injection site, fever and irritability. In adolescents and
adults, the most common local and systemic adverse reactions observed were pain at the
injection site, malaise and headache. No increase in the incidence or severity of the adverse
reactions was seen with subsequent doses of the vaccination series.

For complete data on ADRs, including worldwide voluntary reports, see full approved PI.

GlaxoSmithKline. 25 Basel street, P.O. Box 3345, Petach-Tikva 4951038 Israel, Tel: 03-9297100.
Medical information service: il. medinfo@gsk.com
Adverse events reporting service: il.safety@gsk.com, Tel: 03-9297100

Full Pl can be found with a GSK representative
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Bexsero Abbreviated Pl version 11/2017

For full product information see MOH approved prescribing information
Generic name of the drug and active ingredients: meningococcal group B Vaccine (fDNA, component, adsorbed).

One dose (0.5 ml) contains:

Recombinant Neisseria meningitidis group B NHBA fusion protein %3 50 micrograms

Recombinant Neisseria meningitidis group B NadA protein 2 -50 micrograms

Recombinant Neisseria meningitidis group B fHbp fusion protein 22 -50 micrograms

Outer membrane vesicles (OMV) from Neisseria meningitidis group B strain NZ98/254 measured as amount of total protein containing the PorA P1.4 2 - 25 micrograms

! produced in E. coli cells by recombinant DNA technology.

2 adsorbed on aluminium hydroxide (0.5 mg Al3+).

3 NHBA (Neisseria Heparin Binding Antigen), NadA (Neisserial adhesin A), fHbp (factor H binding protein).

For the full list of excipients, see full PI.

Therapeutic indications: Bexsero is indicated for acfive immunization of individuals from 2 months of age and older against invasive meningococcal disease caused by Neisseria meningitidis group B.
The impact of invasive disease in different age groups as well as the variability of antigen epidemiology for group B strains in different geographical areas should be considered when vaccinating. See full
Pl for information on protection against specific group B strains. The use of this vaccine should be in accordance with official recommendations.

Dosage and methods of administration:

Age Group Primary Immunisation Intervals between Primary Doses Booster

Three doses each of 0.5 ml, with first dose

given ot 2 months of age Not less than 1 month Yes, one dose between 12 and 15 months

Infants, 2 - 5 months

Yes, one dose in the second year of life with an inferval of at

Unvaccinated infants, 6 - 11 months | Two doses each of 0.5 ml Not less than 2 months locst 2 months between the primary series and boosler dose

Unvaccinated children, 12 - 23 Yes, one dose with an inferval of 12 months to 23 months

months Two doses each of 0.5 ml Not less than 2 months between the primary series and booster dose
Children, 2 - 10 years Two doses each of 0.5 ml Not less than 2 months Need not established
Adolescents (from 11 years of age) Two doses each of 0.5 ml Not less than 1 month Need not established

and adults

See full PI for detfailed dosing guidelines.
The vaccine is given by deep intramuscular injection, preferably in the anterolateral aspect of the thigh in infants or in the deltoid muscle region of the upper arm in older subjects. Separate injection sites
must be used if more than one vaccine is administered at the same time. The vaccine must not be injected intravenously, subcutaneously or intradermally and must not be mixed with other vaccines in the
same syringe. For instructions on the handling Bexsero before administration, see full PI.

Contraindications: hypersensitivity fo the active substances or to any of the excipients listed in full PI.

Special warnings and precautions for use: as with other vaccines, administration of Bexsero should be postponed in subjects suffering from an acute severe febrile illness. Do not inject
intravascularly. As with all injectable vaccines, appropriate medical freatment and supervision should always be readily available in case of an anaphylactic event following the administration of the
vaccine. Anxiety-related reactions, including vasovagal reactions (syncope), hyperventilation or stressrelated reactions may occur in association with vaccination as a psychogenic response to the needle
injection. This vaccine should not be given to individuals with thrombocytopenia or any coagulation disorder that would contraindicate intramuscular injection, unless the potential benefit clearly outweighs
the risk of administration. As with any vaccine, vaccination with Bexsero may not protect all vaccine recipients. Bexsero is not expected to provide protection against all circulating meningococcal group B
strains. As with many vaccines a temperature elevation may occur following vaccination of infants and children (less than 2 years of age). Prophylactic administration of antipyretics at the time and closely
after vaccination can reduce the incidence and intensity of postvaccination febrile reactions. Immunogenicity data are available in individuals with complement deficiencies, asplenia, or splenic
dysfunctions (see full Pl). There are no data on the use of Bexsero in subjects above 50 years of age and limited data in patients with chronic medical conditions. The potential risk of apnoea and the need
for respiratory monitoring for 48 72 hours should be considered when administering the primary immunisation series to very premature infants (born < 28 weeks of gestation) and particularly for those
with a previous history of respiratory immaturity. As the benefit of vaccination is high in this group of infants, vaccination should not be withheld or delayed. The tip cap of the syringe may contain natural
rubber latex, healthcare professionals should consider the benefitrisk prior to administering this vaccine to subjects with known history of hypersensitivity to latex. Kanamycin levels in the final vaccine are
less than 0.01 micrograms per dose. The safe use of Bexsero in Kanamycin-sensitive individuals has not been established.

Women of childbearing potential/Contraception in females: insufficient clinical data on exposed pregnancies are available. Nevertheless, vaccination should not be withheld when there is a
clear risk of exposure to meningococcal infection. There was no evidence of maternal or foetal toxicity, and no effects on pregnancy, maternal behavior, female fertility, or postnatal development in a study
in which female rabbits received Bexsero at approximately 10 times the human dose equivalent based on body weights. Breastfeeding: information on the safety of the vaccine to women and their
children during breastfeeding is not available. The benefitrisk ratio must be examined before making the decision to immunise during breastfeeding. Fertility: there are no data on ferility in humans.
There were no effects on female fertility in animal studies.

The most frequently occurring adverse drug reactions (ADRs): in infants and children (less than 2 years of age) the most common local and systemic adverse reactions observed in clinical frials
were fenderness and erythema at the injection site, fever and irritability. In adolescents and adults, the most common local and systemic adverse reactions observed were pain at the injection site, malaise
and headache. No increase in the incidence or severity of the adverse reactions was seen with subsequent doses of the vaccination series.
Trade marks are owned by o licensed to the GSK group of companies.

GlaxoSmithKline. 25 Basel street, P.O. Box 10283, Petach-Tikva 4900202 Isrcel, Tel: 03-9297100.

Medical information service: il. medinfo@gsk.com

Adverse events reporting service: il.safety@gsk.com , Tel: 03-9297100
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Refer to the local label and product BEXSERO

Meningococcal Group B Vaccine

mon Og ra ph befo re p resc I'i bi n g . (rDNA, component, adsorbed)
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BEXSERO: "

4 antigens help achieve
broad coverage'?
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BEXSERO is a trademark of GlaxoSmithKline group of companies BEXS ER a

IL/BEX/0009/18 - date of preparation: May 2018

Meningococcal Group B Vaccine

GlaxoSmithKline Biologicals SA. Rixensart, Belgium. ©2018 GlaxoSmithKline. All rights reserved. (DNA, component, adsorbed)

IL_BEX_0009_18_Bexsero_IL-9211275_D3.indd 8 @ 6/4/2018 12:57:29 PM



