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= Merkel cell carcinoma developed in a patient
with epidermodysplasia verruciformis

< CIN 3 treatment and its consequences on further pregnancies
= Cervical intraepithelial neoplasia in young women
= Effectiveness of conization on treating CIN lesions

— 5 years retrospective study at the Hospital of Faro - EPE (Portugal)

= Women under 30 with high grade squamous intraepithelial lesions
— 2007 to 2010: our experience

= HSIL: correlation between cytology, colposcopy and histology

= Optoelectronic scanner truscreen in diagnostics
of cervical squamous intraepithelial lesions

« AGC - retrospective study of the last 9 years
= Vulvar intraepithelial neoplasia — a diagnostic challenge
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= A pilot study to investigate the treatment of cervical human papillomavirus

infection with zinc-citrate compound (CIZAR®)
= Cervical cancer in young female
= Study on the clinical strategy of cervical lesion in gestation period

= Loop excision for high-grade squamous intraepithelial lesion on cytology:

correlation with histologic findings

= Difference of clinical background by HPV genotypes among
the patients undergone with therapeutic conization

< An 18 year old girl with a clear cell adenocarcinoma of the cervix:
a case report

= Health and economic impact of a quadrivalent (6/11/16/18) HPV
vaccination programme on the burden of genital warts in the UK

= Clinical significance of atypical glandular cells on cervical cytology.

The experience of university hospitals of Coimbra
< HPV-18 is a poor prognostic factor, unlike the HPV viral load,

in patients with stage IB-IIA cervical cancer undergoing radical hysterectomy
= The significance of HPV genotype in patients with early cervical cancer

who undergoing radical hysterectomy

= The association between HPV viral load and clinicopathologic risk factors

in early-stage cervical cancer
= Reconisation or repeated HPV test

Pi7 = Programs, knowledge, awareness and information
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= HPV prophylactic vaccine coverage in France: results of a survey
among high school and university students in Marseilles’ area

= Reasons for HPV vaccine non-compliance
in women aged between 18 to 26 years old,
according to an HPV vaccination recording network in Athens

~ Factors associated with attendance to cervical screening
in an organized screening program

« Evaluation of HPV vaccine coverage across different age-groups
from a HPV vaccination recording network in Athens

« Cervical cancer in Croatia: the importance of public education
campaigns for cervical cancer prevention
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Every woman has a story
Help prevent cervical cancer

from being part of it

Medical product subject to medical prescription.
Prescribing information can be found on the opposite page.
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Cervarix’ §

Human Papillomavirus Vaccine Types 16 and 18
(Recombinant, adjuvanted, adsorbed)



Cervarix suspension for injection in prefilled syringe
Human Papillomavirus vaccine [Types |6, 18] (Recombinant, adjuvanted, adsorbed).

QUALITATIVE AND QUANTITATIVE COMPOSITION

| dose (0.5 ml) contains:

Human Papillomavirus' type |6 LI Protein®* 20 micrograms

Human Papillomavirus' type 18 LI Protein** 20 micrograms

Human Papillomavirus = HPV

*adjuvanted by ASO4 containing

3-0-desacyl-4'-monophosphoryl lipid A (MPL)’ 50 micrograms

“adsorbed on aluminium hydroxide, hydrated (AI(OH),) 0.5 milligrams AP in total

‘LI protein in the form of non-infectious virus-like particles (VLPs) produced by
recombinant DNA technology using a Baculovirus expression system which uses Hi-5
Rix4446 cells from Trichoplusia ni.

THERAPEUTIC INDICATIONS

Cervarix is a vaccine for the prevention of premalignant cervical lesions and cervical cancer
causally related to certain oncogenic Human Papillomavirus (HPV) types. The indication is
based on the demonstration of efficacy in women aged |5-25 years following vaccination
with Cervarix and on the immunogenicity of the vaccine in girls and women aged 10-25
vears. The use of Cervarix should be in accordance with official recommendations.

POSOLOGY

The recommended vaccination schedule is O, |, 6 months, If flexibility in the vaccination
schedule is necessary, the second dose can be administered between | month and 2.5
months after the first dose and the third dose between 5 and |2 months after the first
dose. The need for a booster dose has not been established. It is recommended that
subjects who receive a first dose of Cervarix complete the 3-dose vaccination course with
Cervarix. Paediatric population: Cervarix is not recommended for use in girls below |0 years
of age due to lack of data on safety and immunogenicity in this age-group.

METHOD OF ADMINISTRATION
Cervarix is for intramuscular injection in the deltoid region.

CONTRAINDICATIONS

Hypersensitivity to the active substances or to any of the excipients. Administration of
Cervarix should be postponed in subjects suffering from an acute severe febrile illness.
However, the presence of a minor infection, such as a cold, is not a contraindication for
immunisation.

SPECIAL WARNINGS AND PRECAUTIONS FOR USE

The decision to vaccinate an individual woman should take into account her risk for
previous HPV exposure and her potential benefit from vaccination. There may be syncope
(fainting) after or even before any vaccination, especially in adolescents, as a psychogenic
response to needle injection. This may be accompanied by various neurological signs
such as transient visual disturbances, paraesthesia, tonic-clonic movements of the limbs
during recovery, It is important that procedures are in place to prevent injuries by fainting
Cervarix should under no circumstances be administered intravascularly or intradermally.
No data are available on subcutaneous administration of Cervarix. As with other vaccines
administered intramuscularly, Cervarix should be given with caution to subjects with
thrombocytopaenia or any coagulation disorder since bleeding may occur following an
intramuscular administration to these subjects. As with any vaccine, a protective immune
response may not be elicited in all vaccinees. Cervarix will only protect against diseases that
are caused by HPV types |6 and |8 and to some extent against diseases caused by certain
other oncogenic related HPV types. Appropriate precautions should therefore continue to
be used against sexually transmitted diseases. Cervarix is for prophylactic use only and has
no effect on active HPV infections or established clinical disease. Cervarix has not been
shown to have a therapeutic effect. The vaccine is therefore not indicated for treatment of
cervical cancer or cervical intraepithelial neoplasia (CIN). It is also not intended to prevent
progression of other established HPV related lesions or existing HPV infections with
vaccine or nonvaccine types. Vaccination is not a substitute for routine cervical screening.
Since no vaccine is 100% effective and Cervarix will not provide protection against every
HPV type, or against existing HPV infections, routine cervical screening remains critically
important and should follow local recommendations. The duration of protection has not
been completely established. The time of and necessity for booster doses has not been
established. No information exists about the use of Cervarix in subjects with impaired
immune response, such as HIV patients or patients receiving immunosuppressive therapy.
As with other vaccines, an adequate immune response may not be elicited in these subjects.
No information exists about safety, immunogenicity or efficacy to support interchangeability
of Cervarix with other HPV vaccines,

GlaxoSmithKline

DRUG INTERACTIONS AND OTHER FORMS OF INTERACTION

In all the clinical studies, subjects were excluded who had received immunoglobulins or
blood products within 3 months prior to the first dose of vaccine. Use with other vaccines:
Cervarix may be administered together with the combined booster vaccine containing
diphtheria (d), tetanus (T) and pertussis [acellular] (pa) with or without inactivated polio
(IPV), (Tdap and Tdap-IPV vaccine), without clinically relevant interference with antibody
response to all the components of any of the vaccines, The sequential administration of
Tdap-IPV combination vaccine followed by administration of Cervarix one month later
tends to lead to lower anti-HPV-16 and HPV-18 GMTs, compared to Cervarix alone.
The clinical relevance of this observation is not known. Cervarix may be administered
concomitantly with the combined vaccine against hepatitis A (inactivated) and hepatitis
B (rDNA) (Twinrix) or with the vaccine against hepatitis B (rDNA) (Engerix B).
Administration of Cervarix at the same time as Twinrix has shown no clinically relevant
interference in antibody response to HPV and hepatitis A antigens. The anti-HBs antibody
geometric mean titres are lower in co-administration, but the clinical relevance of this
observation is unknown since the seroprotection rates remain unchanged. The proportion
of subjects achieving anti-HBs 210mIU/ml was 98.3% for concomitant administration and
100% for isolated administration of Twinrix. Similar results were observed when Cervarix
was administered together with Engerix B. 97.9% of the subjects attained anti-HBs =10
mlU/ml in comparison with 100% for Engerix B administered in isolation. If Cervarix is
administered at the same time as another injectable vaccine, the vaccines should always
be administered at different injection sites. Use with hormonal contraceptives: In clinical
efficacy studies, approximately 60% of women who received Cervarix used hormonal
contraceptives, There is no evidence that the use of hormonal contraceptives has an
impact on the efficacy of Cervarix. Use with systemic immunosuppressive drugs: As with
other vaccines, patients receiving immunosuppressive treatment may be expected not to
show an appropriate response.

UNDESIRABLE EFFECTS

Clinical trials: In clinical studies that included girls and women aged from 10 to 72 years
(of whom 79.2% were aged 10-25 years at inclusion), Cervarix was administered to
16,142 subjects, while 13811 received the control These subjects were followed for
serious adverse events throughout the study period. In a sub-group of pre-defined subjects
(Cervarix = 8,130 versus control = 5,786), adverse events were followed for 30 days after
each injection. The most common adverse reaction observed after vaccine administration
was injection site pain which occurred after 78% of all doses. The majority of these reactions
were of mild to moderate severity and were not long lasting, Adverse reactions considered
as being at least possibly related to vaccination were categorized by frequency. Infections
and infestations: Infrequent: infection of the upper respiratory tract. llinesses of the nervous
system: Very frequent: headaches; Infrequent: dizziness Gastrointestinal illnesses: Frequent:
gastrointestinal symptoms including nausea, vomiting diarrhoea and abdominal pain.
Disorders of cutaneous and subcutaneous tissue: Frequent: itching/pruritus, rashes, urticaria
Musculoskeletal and connective tissue: Very frequent: myalgia; Frequent: arthralgia General
disorders and alterations at the site of administration: Very frequent: injection site reactions
including pain, redness, swelling fatigue; Frequent: fever (238°C); Infrequent: other injection
site reactions such as induration, local paraesthesia. A similar safety profile was observed
in subjects with existing or previous HPV infection compared to subjects negative for
oncogenic HPY DNA or seronegative for HPV-16 and HPV-18 antibodies. Post-marketing
surveillance: llinesses of the blood and the lymphatic system: Lymphadenopathy Immune
system disorders: Allergic reactions (including anaphylactic and anaphylactoid reactions),
angioedema. llinesses of the nervous system: Syncope or vasovagal response to injections,
sometimes accompanied by tonic-clonic movements.

LIST OF EXCIPIENTS

Sodium chloride (NaCl); Monosodium phosphate dihydrate (NaH,PO,2H,O); Water for
injections.
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Consult the prescribing information for detailed information. For more information see the
Medical Department of the representative of the MAH.
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