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Risks of women treated for HSIL/CIN2-3

" Risk persistence/recurrence of cervical
intraepitethelial neoplasia after treatment is about
10% (5-25%)

" Risk of developing an HPV-related neoplasia is

2-6 times higher than the general population

Melnikow J et al. J Natl Cancer Inst 2009
Strander B, et al., 2014
Roberts JM et al . Cancer Cytopathol 2018



Persistence/recurrence....

... is a multifactorial issue :

persistence of the HPV infection after the treatment (re-activation of the HPV

related with the treated lesion or acquisition of a new HPV)
missed residual dysplasia
the state of the margins of the conization specimen

HPV genotype

lesional size
the age of the patient

the immunologqical status

Hoffman SR et al. Int J Cancer. 2017
Arbyn M et al. Lancet Oncol. 2017
Kang t al. Gynecol Oncol 2013



Moreover, don’t forget that....

Women who develop HSIL/CIN2+ are at high risk of
cervical cancer:

" lifestyle risk factors for HPV infection may remain
throughout life
" have higher susceptibility of HPV persistence (the

immunological system has already fail once...)

Rebolj M, et al BMJ 2012
Ebisch RMF, et al. J Clin Oncol 2017



Vaccination and recurrence/persistence

Data from studies FUTURE | y Il
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After conization...vaccinated women showed less incidence of subsequent HPV-related

disease

Joura E et al. BMJ 2012
Garland S et al. IJC 2016



Vaccination and recurrence/persistence

Data from studies PATRICIA

Efficacy (95% CI)

Interval since
surgery for first
Endpoint  lesion HPV type in lesion  Group N Cases  Rate (95% Cl)?
CIN2+ >60 days Irrespective of Vaccine 190 1 0.24 (0.01-1.32)
HPV DNA
Control 2646 9 2.01 (0.92-3.81)
HPV-16/18 Vaccine 190 0 0.00 (0.00-0.87)
Control 265 4 0.87 (0.24-2.24)

88.2% (14.8 t0 99.7)

After conization... vaccinated women showed reduced risk of developing subsequent

high-grade cervical disease

Joura E et al. BMJ 2012
Garland S et al. [JC 2016



Vaccination and recurrence/persistence

SPERANZA (prospective clinical project)
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Vaccination was associated with a significantly reduced risk of subsequent high-grade
CIN after cervical surgery by 81.2% (95% ClI, 34,3-95,7)

Ghelardi A et al. Gynecol Oncol 2018
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http://www.aepcc.org/wp-content/uploads/2016/12/AEPCC_revista07_VACUNACION-SELECTIVA.pdf

HPV vaccine women treated for SIL in Spain: recommendations

The vaccine can be provided in any moment, but
preferentially it would be provided as son as posible,

l \ E | C C either in the moment of the diagnosis or before the

G L] //a S conization

ASOCIACION ESPANOLA DE PATOLOGIA CERVICAL Y COLPOSCOPIA

VACUNACION SELECTIVA FRENTE AL .
VIRUS DEL PAPILOMA HUMANO EN It is not recommended to perform an HPV test before

POBLACIONES DE RIESGO ELEVADO . . . ’r
000 00000 0000000000050 vaccination, because even in HPV positive women the

vaccine should be provided

http://www.aepcc.org/wp-content/uploads/2016/12/AEPCC revista07 VACUNACION-SELECTIVA.pdf
Martinez-Gémez AX et al. Eurosurveillance 2019



http://www.aepcc.org/wp-content/uploads/2016/12/AEPCC_revista07_VACUNACION-SELECTIVA.pdf

HPV vaccine in women treated for SIL in Spain 2017

Mujeres entre 9-25 afios
inmunocomprometidas

Mujeres <45 afios

******* conizadas en los Ultimos

3 afios por CIN 2+

Mujeres <50 afios incluidasen un
programa para realizar un proceso
escisional o que lo hayan sufrido en los

presenten resultado positivo de infeccién previamente. Mujeres >26 afios no
por tipos oncogénicos de VPH mediante vacunadas previamente y
test basado en PCR a tiempo real exualmente activas, con indicacion

Mujeres conizadas entre
25-45 afios o con EII de
entre 18-65 afos

e, S

médica por conizacién o
inmunocomprometidas (VIH
incluido) o transplantadas

E Mujeres <26 con VIH

o
-

N e Mujeres adultas conizadas por
et CIN2+ o AIS

Mujeres conizadas por CIN2+ o AIS,
entre 20-45 afios, infectadas
previamente por un tipo VPH

Bosch X et al . SEMERGEN 2017



HPV vaccine in women treated for SIL in Spain

Vacunacion en grupos de riesgo de todas las ( )
edades y en determinadas situaciones

 ®  GOBERNO  MINISTERIO
e DE ESPANA DE SANIDAD, CONSUMO
Consejo Interterriteria 20N o Y BIENESTAR SOCIAL

Ponencia de Programa y Registro de Vacunaciones
Julio 2018

It is recommended the HPV vaccination for women undergoing excisional

treatment of the uterine cervix with any of the available vaccines. The

vaccine should be provided as son as possible, if possible, before the

treatment. When the vaccine will be provided after treatment it has to be

administered within the 12 months following the treatment

All autonomic communities have to implement the HPV vaccine
for women treated (no age limit) before 2020

Government recommendations’ document. July 2018



HPV vaccine in women treated for SIL in Spain in 2019
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Vaccination and recurrence/persistence

= New HPV detected after treatment for HSIL (CIN): 24% at 3-11
months and 21% at 12-36 months

Under debate: Is there any benefit of the HPV-vaccine for women previously
infected

= The HPV vaccine has not therapeutic effect

= Does HPV vaccine prevent reactivation of latent, previously adquierd infection (immune
senescense or immunosupression) ?
(it is currently unknown how important is the reactivationnin in causing tranforming CIN)

= Does HPV vaccine prevent self-inoculation from other areas of HPV infection in the

women genital tract
(! it is currently unknown how important is the self-inoculation in causing tranforming CIN)

Rositch AF, et al. Gynecol Oncol 2014
Velentzis LS et al. BMC Women’s Health 2019



Conclusions

" Immunisation with HPV-vaccines seems effective in preventing new cervical
HPV-related lesions in women treated for HSIL/CIN2+.

" Immunisation with HPV-vaccines seems effective even in women with
persistent HPV infection/lesions after treatment




(Other important) Conclusions...

" The response of the medical doctors, researchers, scientific societies,
governmental authorities is fundamental for the HPV vaccine implementation

® \When the vaccine is funded, the women are vaccinated







