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HPV vaccination - a paradigm shift in public health.
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Summary of important points
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Immunization of Early Adolescent Females with Human
Papillomavirus Type 16 and 18 L1 Virus-Like Particle Vaccine
Containing AS04 Adjuvant

Court Pedersen, M.D., Sc.l@]’iina Petaja, M.I@Giffe Strauss, M.[@Han C. Rumke, M.[@

Airi Poder, M. an Hendrik Richardus, M.D., Ph. art Spiessens, Ph. Dominique
Descamps, M. Karin Hardt, Ph. atti Lehtinen, M.D., Ph. IQ &, = Gary Dubin, M.
HPV Vaccine Adolescent Study Investigators Network

CONCLUSIONS: These findings suggest that HPV
vaccination during early adolescence is generally
safe, well tolerated, and highly immunogenic.

The observed higher antibody titers in the group
10-14 years of age are likely to result in longer
antibody persistence. Overall, these data support
the implementation of prophylactic HPV vaccination
in this age group.
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Efficacy of a prophylactic adjuvanted bivalent L1
virus-like-particle vaccine against infection with human
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Efficacy of a prophylactic adjuvanted bivalent L1 >@ %
virus-like-particle vaccine against infection with human
papillomavirus types 16 and 18 in young women: an

interim analysis of a phase Ill double-blind, randomised

controlled trial

Summary

Background The aim of this interim analyss of 3 larpe. internationsl phase I study was to assess the eficacy of 3n
ASO4 adjuvanted L1 human

(HPV) types 16 and 18 in young women.

Methods 18 644 women aged 15-25 years were randomly assigned to receive either HPV16/18 vaccine (n=9319) or
hepatitis A vaccine (n=9325) at n 1. and 6 months. Of these women, 88 were excluded because of high-grade
cytology and 31 for m results. Thus, 9258 ved the HPVI6/18 vaccine and 9267 received

the control
HPV infections, often with several HPV types, s well as Tow mae cymagm abnormalities at study entry and oy
h for 14 oncogenic HPV
types by PCR. The primary endpoint plasia (CIN) 24 associated
with HPVIG or HPVIS—was assessed in women who were seronegative and DNA s cormmpandie
ype at baseline 'V types. This interim
vomdefio s es was iggerd v 8 It 23 cames of I with HPVIS o0 xw\ 18 DNA in the lesion
were detected in the toral vaccinated cohort for eff 2 mo basis.
This i s segitered with the US Natona! nsittes of Heah clnial s egity,suember NCTOO122681

Firdings Mean length of the

148 (5D 4.9) o, 'ruomescfcm nso(nmlmu\lll‘\ltu“ﬂll D\z\umsxnmlhelll’\lﬂ i ¢
Of the 23 ca 6/18

the contral gmhy) contained several oncogeic HEV types, Vaccine eﬂlurv against o (m:lnmﬁlll’\lﬁ i

DNA was 90-4% (97-9% CI 53.4-99.3; p<0-0001). No clinically meaningful differences were noted in safety
outcomes between the study groups.

Interpretation The adjuvanted HPVIG/18 vaccine showed prophylactic efficicy against CIN2+ associated with
HPVI6 o HPVIS and thus could be used for cervical cancer prevention.

Introduction combined end,
The e of jrus i

HPV
12-month persistent infoctions with the  cancer worldwide

30 o 30,2007 n0

Interpretation

The adjuvanted HPV16/18 vaccine
showed prophylactic efficacy
against CIN2+ associated with
HPV16 or HPV18 and

thus could be used for cervical
cancer prevention.
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Beliefs, behaviors and HPV vaccine: Correcting the myths and the misinformation™

Gregory D. Zimet **, Zeev Rosberger ™, William A. Fisher ¢, Samara Perez ”<, Nathan W. Stupiansky *

2 Section of Adolescent Medicine, Department of Pediatrics, Indiana University School of Medicine, 410W. 10th St HS1001, Indianapolis, IN 46260, USA

b Louise Granofsky-Psychosocial Oncology Program and Lady Davis Institute for Medical Research, Jewish General Hospital, 4333 Cote Ste-Catherine Rd., Montréal, Quebéc, H3T1E4, Canada
© Department of Psychology, McGill University, 1205 Dr. Penfield Avenue., Montreal, Quebec, H3A 1B1, Canada

4 Department of Psychology and Department of Obstetrics and Gynaecology, University of Western Ontario, Social Sciences Centre 7428, London, Ontario N6A 5C2, Canada

Conclusion: Most fears related to HPV vaccine are more related to myth
than reality. In the absence of major health policy initiatives, such as those
implemented in Canada, the U.K., and Australia, a multi-level, multi-faceted
approach will be required to achieve high rates of HPV vaccination. It will be
essential to focus on the education of health care providers regarding
indications for HPV vaccination and approaches to communicating most
effectively with parents and patients about the safety and benefits of
vaccination and the risks associated with non-vaccination.
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Safety and Immunogenicity of Human
Papillomavirus-16/18 AS04-Adjuvanted Vaccine:
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Conclusions. The HPV-16/18 AS04-adjuvanted vaccine was
highly immunogenic and had a clinically acceptable safety
profile when administered to healthy HIV-seronegative
African girls and young women.
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Human papillomavirus vaccine and systemic
lupus erythematosus
Mariele Gatto - Nancy Agmon-Levin - Alessandra Soriano -

Raffaele Manna - Ramit Maoz-Segal -
Shaye Kivity - Andrea Doria - Yehuda Shoenfeld

Fig. 1 Multiple erythematous cutaneous lesions of the face and lower
limbs of patient number 3, occurring 8 days after the first dose of
Gardasil™ (a—b), 1 week later in course of steroid therapy (¢—d) and
1 month later (e—f)

In summary, based on the current data, a causal
link between HPV vaccination and onset or relapse
of SLE is plausible. Therefore, although for most
patients, the benefits of immunization outweigh its
risks, clinicians must be aware of the odds for an
autoimmune disease onset or exacerbation
following HPV vaccination.
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HPV vaccination programs have not been shown
to be cost-effective in countries with
comprehensive Pap screening and surgery
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co-factor

a) Multiple partners for the male and female

b) Presence of HPV plus other sexually transmitted viruses

c) Prostitution [21]

d) Sex without a condom/microbicides [13] p.9

e) High parity > 3 children

f) Low socioeconomic status: poor hygiene/sanitation/
nutrition conducive to sexually transmitted diseases

g) Immunosuppression

h) Smoking

i) Long-term oral contraceptive use

j) older age
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The safety of HPV vaccines

Slade et al. (2009) also indicate that 68% of the adverse
reports for the HPV vaccine in their analysis came from the
manufacturer: Merck and Co [31].

Of these reports, almost 89% did not provide sufficient identifying
information to allow medical review of the individual cases.

As a result, the US Centers for Disease Control and Prevention (CDC)
vaccine adverse events and reporting system (VAERS) cannot be
used to infer causal associations between vaccines and adverse
events [32].

‘passive’ system based on voluntary reporting
not an ‘active’ follow
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The surveillance system is severely limited

I. Itis a passive system
- events are underreported.

II. Not all reported events are systematically
validated.

lll. Inconsistency in the quality and completeness of
reported data.

IV. Reporting biases.

Evaluating the cost-effectiveness
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Cost-Effectiveness Analysis of Prophylactic Cervical
Cancer Vaccination in Japanese Women '

Ryo Konno, MD, PhD,* Toshiyuki Sasagawa, MD, PhD,} Takashi Fukuda, PhD,}
Georges Van Kriekinge,§ and Nadia Demarteau§

Conclusions: The implementation of a CC vaccination in Japan could reduce the CC
burden in a very cost-effective manner for women up to 45 years.

Impact of Vaccination on Clinical Outcomes

The impact of vaccination on incidence and mortality
of CC was estimated as follows:

Vaccination of 100% of a single cohort of 12-year-old
girls (n = 589,000) would reduce the number of cancer cases
by 73.1% (from 5097 CC cases without vaccine to 1373 CC
cases with the vaccine) and the number of CC-related
mortality by 73.2% (from 1762 CC deaths without vaccine
to 473 CC deaths with the vaccine).

This study was supported by a grant from GlaxoSmithKline K.K
Japan. R. Konno received research and travel grants and
honoraria for courses and conferences from GlaxoSmithKline
Japan, Merck Japan, and Qiagen Japan. He is a member of the
Advisory/Expert Board at GlaxoSmithKline Biologicals.

This study was also supported by GlaxoSmithKline Biologicals,
where authors Van Kriekinge and Demarteau are currently
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Currently the benefit of the vaccine against the burden of
cervical cancer in developed countries is unknown

and there are risks of injury and death that have not been
accurately determined.

HPV vaccines are not demonstrated to be safer or more
effective than Pap screening combined with surgical
procedures. Hence it follows that implementing broad HPV
vaccination programs is not cost-effective in countries
where regular Pap screening programs are available and
will still be required.

HPV vaccines in vaccination programs in these countries
are offering uncertain benefits in reducing the burden of
cervical cancer and may cause more harm than good due
to the lack of investigation of their long-term safety.
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