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The National Specialty Commission for Vaccines of the Brazilian Federation of Gynecology and Obstetrics Associations (FEBRASGO) endorses to this
document. The content production is based on scientific studies on a thematic proposal and the findings presented contribute to clinical practice.

Key points:

o Update obstetrician-gynecologists about human papillomavirus (HPV) vaccination for adult women with Febrasgo
position about this matter.

o Emphasize there is a generation of women who reached adulthood without HPV vaccination opportunity and highlight
benefits provided by vaccine immunization.

o Address epidemiological and immunological aspects of HPV infection and available vaccines.

o Assess the susceptibility of unvaccinated adult women to oncogenic types of HPV and to lesions caused by HPV.

o Assess the difference in susceptibility to recurrence and reinfections after treatment of HPV-associated lesions among
vaccinated adult women compared to unvaccinated adult women.

o Provide knowledge of best evidence for HPV vaccination among adult women and collaborate for an updated clinical
practice.

Recommendations:

o Consider vaccination even in adult women with previous HPV infection history, as the natural infection does not seem
to offer sufficient immunity to prevent new infections occurrence by the same viral type, unlike the immunogenicity
induced by HPV vaccines.

o Consider most adult women have negative serological and molecular tests for the viral types included in vaccines.

o Consider second HPV infection peak in the woman’s fifth decade of life.

o Consider adult women without vaccination coverage as still at risk for acquisition of HPV and for developing HPV
lesions throughout their lives.

« Consider evidence of recurrences and / or reinfections risk reduction after vaccination of patients with previous lesions
caused by HPV and who have already been treated.

o Consider adult women can benefit from individual protection even they are not eligible for vaccination in official pro-
grams based on population studies.

o Therefore, we endorse that adult women without HPV vaccination in adolescence, with or without a history of pre-
vious infection, may have protection benefits if immunized. In young women (up to 30 years old), these benefits are
significant and were demonstrated in several publications. Therefore, this should be part of the medical prescription.
However, there is also individual protection for women aged up to 45 years or more who may still be at risk of new
infections. This information must be shared by their gynecologists.

Background

Human papillomavirus (HPV) infection is very prevalent. It
occurs early, most of the times after onset of sexual activity.
Among diseases associated with HPV infection, cervical can-
cer stands out. It continues to affect many women worldwide,
especially in developing countries like Brazil, even though
screening programs are effective when organized. The knowl-
edge about genetic structure of different HPV types and the
technological evolution provided vaccines development to
prevent infection by oncogenic and non oncogenic HPV types.
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Since 2007, HPV vaccines have been administered to
adolescents in Immunization Programs around the world.
They promote prevention of HPV cervical cancer and clin-
ical lesions. In this target group, mainly between 9 and 12
years old, there is no concerns about vaccine safety and ef-
fectiveness. 2

In Brazil, the National Program for Immunization
(Programa Nacional de Imunizag¢des, or PNI) implement-
ed HPV vaccination in 2014, but vaccination coverage is
still low. Currently, there are generations of adult women
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who have not benefited from HPV vaccination. The aim
of this analysis was to present the main scientific evidence
in vaccine indication for these women, especially after 25
years old. The PNI covers 9-14-year-old girls. In 2021,
the MS/PNI extended the vaccination age for women
with HIV, transplant recipients and cancer patients, from
9 to 45 years.(3) The Technical Immunization Advisory
Board (CTAI) at a meeting on May 30, 2022, decided to
also expand to men with HIV, transplanted and onco-
logical (First meeting of Technical Advisory Board on
Immunizations-CTAI, May 30 and 31, 2022, Brasilia DF,
oral communication).

As for non-vaccinated young women (up to 26 years
old), although they are outside PNI, there is no further
scientific discussion, as they have an obvious benefit and
vaccination should be indicated. -

What is the prevalence of HPV infection?
Human Papillomavirus (HPV) infection is the sexually
transmitted virus with higher incidence worldwide.

It is estimated that about 600 million people are in-
fected with HPV globally and that 80% of the sexually ac-
tive population becomes HPV infected during a lifetime.
The first peak of incidence occurs during the second de-
cade of life and the second peak during the fifth and sixth
decade of life. While the first peak is related to onset of
sexual activity, the second can be explained by new expo-
sure or immunity loss. The immunity against HPV infec-
tions in adult women is much lower than the immunity
against HPV in adolescents. 49

The relevance of HPV infection was consolidated
when its association with cervical cancer was proven. It has
been considered as the cause of all cases. The presence of
HPV oncogenic DNA was found in 99.7% of cases of cer-
vical cancer. It is the largest cause and effect relationship
between an agent and cancer in humans. Several studies
have shown that persistent HPV infection is the main risk
factor for cervical intraepithelial neoplasia (CIN) and cer-
vical cancer in young and adult females. “7

There is increasing estimate of cervical cancer inci-
dence in countries where there is no organized screen-
ing. Despite the availability of vaccines, the last few
years estimative are around 530 thousand new cases and
275 thousand deaths annually. In Brazil, the Brazilian
National Cancer Institute (INCA) estimates 16,710 new
cases for the next years (2020-2022).%%

It is important to note that women remain at HPV in-
fection risk throughout their lives, even though the high-
est contamination rates are in the young population group.
Contamination rates are up to 25% over five years in wom-
en between 30 and 44 years old. In addition, persistent HPV
infection is the main risk factor for CIN and cervical cancer
for every age group. ¢

Does immunity develop after
natural HPV infection?

I -

Women exposed to HPV infection developed immunity
after clearing this infection. This was the subject of several
discussions regarding the protective ability for the same vi-
ral type. A pioneer study carried out in Costa Rica analyzed
10,049 women. It was observed that the incidence of HPV
infection in seropositive women for a certain virus type was
similar to seronegative women. This indicate inefficiency of
the naturally acquired immunity in protecting against new
infection or recurrence. This study evidenced that humoral
immunity after natural infection may not prevent new in-
fections, because antibodies levels produced are, generally,
low and fall rapidly. They may even be negative. ' For this
reason, adult women previously infected in previous years
may not be protected against new infections, including the
same viral type.

What is the clinical value of HPV

vaccination for adult women?

Although vaccines were developed for prophylactic use in
adolescents before exposure to HPV infections, data show
a low adolescent number completing the immunization
schedule recommended by PNI in Brazil. On the oth-
er hand, studies show that vaccines are effective in adult
population even after onset of sexual activity. Besides, a
considerable proportion of women did not have active in-
fection due to the types of HPV contained in the vaccine
after maturity. ¢1?

Literature also shows evidence of a reduction in relaps-
es with vaccines administration even in patients with pre-
vious lesions triggered by HPV and who have already been
treated. Although relapses are low (3% -7%), these numbers
can decrease by 60% to 80% after vaccination. ">'¥ A re-
cent meta-analysis demonstrated the benefits of vaccinating
women undergoing excisional treatment for cervical cancer
precursor lesions, corroborating some previous studies.!®

About 99.6% of sexually active women up to 45 years
old would benefit from HPV vaccines. Studies analyzed the
viral infection presence of vaccine virus types in groups of
women aged 16 to 23 and 24 to 45 years-old or more women.
It was found that most women were seronegative or positive
for only one of the viral types studied regardless of age. 1119

The recommended vaccination for women up to 30
years old aims to rescue who have not been properly vac-
cinated between 9 and 14 years old. The decision must be
shared between the physician and 30 to 45-year-old wom-
en. It should be recognized that some not adequately vac-
cinated women may be at risk for new HPV infections and
this age group may benefit from vaccination. Logically, the
vaccine utility with the coming-of-age will depend on the
person’s exposure risk to new infections. The HPV types 6,
11, 16 and 18 vaccine is not licensed for use in women aged
> 45 years. ?

A recent cohort study in Sweden showed that HPV
vaccination with quadrivalent vaccine was associated with
a significant decrease of invasive cervical cancer risk among
girls and women aged 10 to 30 at the population level. *7
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Is the vaccine safe in adult female?

There is no record of serious adverse events related to vac-
cination in any age group. Several regulatory agencies eval-
uate its safety globally. The HPV vaccines confirm, in prac-
tice, an excellent safety profile consistent with initial HPV
vaccines trials. Therefore, there is no contraindication to
vaccinate women aged up to 45 years or older (depending
on the vaccine), since the vaccines are immunogenic and
safe for various age groups. They must be individualized for
each patient. (-618-20)

What are the additional benefits of

adult female HPV vaccination?

Besides many adolescents did not receive HPV vaccination
at the appropriate time, as discussed, most women seen
by gynecologists are above the age limit recommended in
the immunization schedule. Therefore, not missing the op-
portunity to indicate vaccination and avoid HPV infection
complications is a fundamental point of the gynecologist
care. Even for women who had high-grade precursor le-
sions and were treated, several studies showed that vaccina-
tion after treatment can decrease relapses. It is known that
women who have developed HPV lesions have cofactors
that facilitate viral action. As these cofactors tend to re-
main, it may result in pathologies elsewhere. Thus, women
with precursor lesions are theoretically at greater risk for
other related lesions. In that fashion, vaccination would
have a more accurate indication. (%4120

Does the vaccine confer

immunogenicity in adult female?

Antibody response, i.e. immunogenicity in women aged
between 24 and 45 years was compared to immunolog-
ical data of women aged 16 to 23 years, and these were
comparable for the HPV-16 type and slightly smaller for
HPV-6, 11 and 18. Furthermore, in a study, viral types
contained in the vaccine were comparable to those ob-
served at month 48 (end of baseline study), indicating no
subsequent reduction in titers between four and six years
after vaccination. (1%192122

Should vaccination in adult

women be systematic?

Studies show that vaccination of women aged 30 to 45
years is less effective when compared to vaccination in
adolescents and young women (up to 30 years old), espe-
cially when DNA-HPYV status is ignored or positive. This
does not justify the systematic recommendation or calling
protocol for vaccination. The woman must be evaluated
individually. 072

Final remarks

The reduction in diseases caused by HPV is causally related
to high HPV vaccination coverage among the target groups
(children and adolescents). The vaccine is routinely admin-
istered before virus exposure.
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If universal coverage is available, it will be possible to
substantially decrease morbidity and mortality of diseases
attributed to HPV worldwide. This could provide a break-
through in global public health. The school-based vacci-
nation program was suspended years ago. Its return may
increase adolescent vaccination coverage. Therefore, it will
no longer be necessary to discuss adult female vaccination
in the future. Stimulating wide vaccination of adolescents is
a fundamental point in primary health care that must not
be overlooked. However, we must not miss the opportuni-
ty to indicate vaccination for adult women who have not
benefited from vaccination as teenagers, especially in coun-
tries with lower than expected vaccination rates. This can
provide clear benefits as shown by studies. It is important
to note that the HPV vaccine administration, at any age,
does not replace health promotion actions. Cervical cancer
screening should be maintained according to the age group.
HPV vaccine and cervical cancer screening are comple-
mentary methods to protect women from developing geni-
tal cancer. Some fundamental points regarding vaccination
still need to be better elucidated among gynecologists and
health professionals.

Among them, the indication of vaccination stands out,
regardless of whether there is any suspicion or evidence of
active HPV infection. In addition, vaccination can be rec-
ommended after the treatment of high-grade cervical le-
sions. It has benefits in reducing relapses, although these are
extremely low. Concluding about HPV vaccination in adult
women who have not been previously vaccinated, there is
no discussion about vaccinating them routinely up to 30
years old, as the benefits have already been demonstrated,
and gynecologists should be aware of vaccine prescription.
National programs around the world recommend calling
these women up for vaccinations. However, data demon-
strate there are also benefits in vaccinating women aged up
to 45 years or more. These women must be evaluated indi-
vidually, and the indication must be shared with them. The
benefit of vaccinating with the coming-of-age depends on
the risk of exposure to new infections.

Referéncias

1. Drolet M, Bénard E, Pérez N, Brisson M; HPV Vaccination Impact Study Group. Population-level
impact and herd effects following the introduction of human papillomavirus vaccination
programmes: updated systematic review and meta-analysis. Lancet. 2019;394(10197):497-
509. doi: 10.1016/50140-6736(19)30298-3

2. Saslow D, Andrews KS, Manassaram-Baptiste D, Smith RA, Fontham ETH; American Cancer
Society Guideline Development Group. Human papillomavirus vaccination 2020 guideline
update: American Cancer Society guideline adaptation. CA Cancer J Clin. 2020;70(4):274-80.
doi: 10.3322/caac.21616

3. Ministério da Sadde. Secretaria de Vigilancia em Satde. Departamento de Imunizacdo e
Doencas Transmissiveis. Coordenagdo Geral do Programa Nacional de Imunizacdes. [Official
Letter No 203/2021/CGPNI/DEIDT/SVS/MS. Expansion of the age range of the HPV vaccine
for women with immunosuppression up to 45 years] [Internet]. 2021 [cited 2022 Jan 10].
Available from: https://shim.org.br/images/files/notas-tecnicas/vacina-hpv-crie-45-anos.
pdf. Portuguese.

4. 1CO/IARC Information Centre on HPV and Cervical Cancer (HPV Information Centre). Human
papillomavirus and related diseases in the world. Summary Report 2019 [Internet]. 2019
[cited 2019 Jul 3]. Available from: https://www.hpvcentre.net/statistics/reports/XWX.pdf

3 I



_ Human papillomavirus vaccination for adult women

Sasagawa T, Takagi H, Makinoda S. Immune responses against human papillomavirus (HPV)
infection and evasion of host defense in cervical cancer. J Infect Chemother. 2012;18(6):807-
15. doi: 10.1007/510156-012-0485-5

Munoz N, Méndez F, Posso H, Molano M, van den Brule AJ, Ronderos M, et al. Incidence,
duration, and determinants of cervical human papillomavirus infection in a cohort of
Colombian women with normal cytological results. J Infect Dis. 2004;190(12):2077-87. doi:
10.1086/425907

Castle PE, Schiffman M, Herrero R, Hildesheim A, Rodriguez AC, Bratti MC, et al. A prospective
study of age trends in cervical human papillomavirus acquisition and persistence in
Guanacaste, Costa Rica. J Infect Dis. 2005;191(11):1808-16. doi: 10.1086/428779

Ministério da Sadde. Instituto Nacional de Cancer. Controle do cancer do colo do Utero:
conceito e magnitude [Internet]. Rio de Janeiro: INCA; 2020 [cited 2020 Nov 11]. Available
from: https://www.inca.gov.br/controle-do-cancer-do-colo-do-utero/conceito-e-
magnitude

de Sanjose S, Quint WG, Alemany L, Geraets DT, Klaustermeier JE, Lloveras B, et al. Human
papillomavirus genotype attribution in invasive cervical cancer: a retrospective cross-
sectional worldwide study. Lancet Oncol. 2010;11(11):1048-56. doi: 10.1016/51470-
2045(10)70230-8

. Viscidi RP, Schiffman M, Hildesheim A, Herrero R, Castle PE, Bratti MC, et al. Seroreactivity

to Human Papillomavirus (HPV) types 16, 18, or 31 and risk of subsequent HPV infection:
results from a population-based study in Costa Rica. Cancer Epidemiol Biomarkers Prev.
2004;13(2):324-7. doi: 10.1158/1055-9965.epi-03-0166

. Wiley DJ, Masongsong EV, Lu S, Heather LS, Salem B, Giuliano AR, et al. Behavioral and

sociodemographic risk factors for serological and DNA evidence of HPV 6,11,16,18 infections.
Cancer Epidemiol. 2012;36(3):¢183-9. doi: 10.1016/j.canep.2011.12.007

. Castellsagué X, Mufioz N, Pitisuttithum P, Ferris D, Monsonego J, Ault K, et al. End-of-study

safety, immunogenicity, and efficacy of quadrivalent HPV (types 6, 11, 16, 18) recombinant
vaccine in adult women 24-45 years of age. Br J Cancer. 2011;105(1):28-37. doi: 10.1038/
bjc.2011.185

. Kang WD, Choi HS, Kim SM. Is vaccination with quadrivalent HPV vaccine after loop

electrosurgical excision procedure effective in preventing recurrence in patients with high-
grade cervical intraepithelial neoplasia (CIN 2-3)? Gynecol Oncol. 2013;130(2):264-8. doi:
10.1016/j.ygyn0.2013.04.050

. Velentzis LS, Brotherton JML, Canfell K. Recurrent disease after treatment for

cervical pre-cancer: determining whether prophylactic HPV vaccination could play
a role in prevention of secondary lesions. Climacteric. 2019;22(6):596-602. doi:
10.1080/13697137.2019.1600500

. Jentschke M, Kampers J, Hillemanns P. HPV vaccination after conization: a systematic

review and meta-analysis [Internet]. 2021 [cited 2022 Apr 7]. Available from: https://
www.hpvworld.com/articles/hpv-vaccination-after-conization/

. Velicer G, Zhu X, Vuocolo S, Liaw KL, Saah A. Prevalence and incidence of HPV genital infection

in women. Sex Transm Dis. 2009;36(11):696-703. doi: 10.1097/0LQ.0b013e3181ad25ff

. Lei J, Ploner A, Elfstrom KM, Wang J, Roth A, Fang F, et al. HPV vaccination and the risk of

invasive cervical cancer. N Engl J Med. 2020;383(14):1340-8. doi: 10.1056/NEJM0a19173

. International Federation of Gynecology & Obstetrics. Global guidance for cervical cancer

prevention and control [Internet]. London: FIGO; 2009 [cited 2017 Jul 4]. Available from:
https://screening.iarc.fr/doc/FIGO-Global-Guidance-for-Cervical-Cancer-Prevention-and-
Control_1.pdf

. Wheeler CM, Skinner SR, Del Rosario-Raymundo MR, Garland SM, Chatterjee A, Lazcano-

Ponce E, et al. Efficacy, safety, and immunogenicity of the human papillomavirus 16/18
AS04-adjuvanted vaccine in women older than 25 years: 7-year follow-up of the phase 3,
double-blind, randomised controlled VIVIANE study. Lancet Infect Dis. 2016;16(10):1154-68.
doi: 10.1016/51473-3099(16)30120-7

20.

21.

22.

23.

Kim JJ. Effect of quadrivalent HPV vaccination on HPV related disease in women treated for
cervical or vulvar/vaginal disease. BMJ. 2012;344:e1544. doi: 10.1136/bmj.e1544

Einstein MH, Baron M, Levin MJ, Chatterjee A, Fox B, Scholar S, et al. Comparative
immunogenicity and safety of human papillomavirus (HPV)-16/18 vaccine and HPV-
6/11/16/18 vaccine: follow-up from months 12-24 in a phase Ill randomized study
of health women aged 18-45 anos. Hum Vaccin. 2011;7(12):1343-58. doi: 10.4161/
hv.7.12.18281

Luna J, Plata M, Gonzalez M, Correa A, Maldonado I, Nossa C, et al. Long-term follow-up
observation of the safety, immunogenicity, and effectiveness of Gardasil™ in adult women.
PLoS One. 2013;8(12):e83431. doi: 10.1371/journal.pone.0083431

Arbyn M, Xu L, Simoens C, Martin-Hirsch PP. Prophylactic vaccination against human
papillomaviruses to prevent cervical cancer and its precursors. Cochrane Database Syst Rev.
2018;5(5):CD009069. doi: 10.1002/14651858.CD009069.pub3

Cecilia Maria Roteli-Martins
Faculdade de Medicina do ABC, Santo André, SP, Brazil.

Valentino Magno
Universidade Federal do Rio Grande do Sul, Porto Alegre, RS, Brazil.

André Luis Ferreira Santos
Universidade de Taubaté, Taubaté, SP, Brazil.

Julio César Teixeira
Universidade Estadual de Campinas, Campinas, SP, Brazil.

Nilma Antas Neves
Universidade Federal da Bahia, Salvador, BA, Brazil.

Susana Cristina Aidé Viviani Fialho
Universidade Federal Fluminense, Niterdi, RJ, Brazil.

none to declare.

National Specialty Commission for Vaccines of the Brazilian Federation of Gynecology
and Obstetrics Associations (FEBRASGO)

President:
Cecilia Maria Roteli Martins

Vice-President:
Nilma Antas Neves

Secretary:
Susana Cristina Aidé Viviani Fialho

Members:

André Luis Ferreira Santos

Angelina Farias Maia

Fabiola Zoppas Fridman

Giuliane Jesus Lajos

Isabella de Assis Martins Ballalai
Juarez Cunha

Julio Cesar Teixeira

Manoel Afonso Guimaraes Gongalves
Marcia Marly Winck Yamamoto de Medeiros
Renata Robial

Renato de Avila Kfouri

Valentino Antonio Magno

FEBRASGO POSITION STATEMENT


https://orcid.org/0000-0001-5646-3977
https://orcid.org/0000-0002-0972-8175
https://orcid.org/0000-0003-2517-1861
https://orcid.org/0000-0002-0979-376X
https://orcid.org/0000-0003-1665-9929
https://orcid.org/0000-0002-4212-0022

Roteli-Martins CM, Magno V, Santos AL, Teixeira JL, Neves NA, Fialho SC _

This content is offered by MSD as a service to the medical community [healthcare professionals]. The views expressed here reflect the experience and opinions of the authors.
Information related to the product(s) may differ from information in the package insert. Before prescribing any medication that may be mentioned, we recommend reading the
complete package insert issued by the manufacturer.

Apoio:

€9 MSD

Copyright © 2022 Merck & Co., Inc., Rahway, NJ, USA, and its affiliates. All rights reserved for content distribution.
BR-HPV-00656 PRODUCED IN MAY/2022 VALID FOR 2 YEARS

FEBRASGO POSITION STATEMENT 5 _




