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Infeccién por VPH:

* Mayor prevalencia

e Cargaviral mayor

* Infeccion por mayor numero de genotipos
* Menor aclaramiento, recurrencia frecuente
* Mayor riesgo de infeccidn persistente
Condilomas:

 Mayor prevalencia

 Mas persistencia y recurrencia

Lesiones precancerosas

 Mas incidencia y prevalencia

* Regresion menos frecuente

Cancer:

Incidencia 6-10 veces mayor en cérvixy 40 en ano
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Evidence of synergistic relationships between HIV and Human
Papillomavirus (HPV): systematic reviews and meta-analyses of
longitudinal studies of HPV acquisition and clearance by HIV
status, and of HIV acquisition by HPV status

Katharine J Looker ™* ([, Minttu M R&nn® (B, Patrick M Brock?, Marc Brisson®, Melanie Drolet®,
Philippe Mayaud® and Marie-Claude Baily”

Corresponding author: Katharme J Looker, Population Heath Scences, Bristol Medica School, University of Bristol Cakfield House. Oakdieid Grove, Bristol BSS 280,
UK, Tet: +44 117 3310002, kst harne ok en@hristo! a k)
*Cantributed equally

Abstract

Introduction: Observational studies suggest HIV and human papillomavirus (HPV) infections may have multiple interactions.
We reviewed the strength of the evidence for the influence of HIV on HPV acquisition and clearance, and the influence of
HPV on HIV acquisition,

Methods: \We performed metz-analytic systematic reviews of longitudinal studies of HPV incidence and clearance rate by HIV
status (review 1} and of HIV incidence by HPV status (review 2). We pooled relative risk (RR) estimates acrass studies using
random-effect models. I statistics and subgroup analyses were used to quantify heterogeneity atross estimates and explore
the Influence of participant and study characteristics including study quality. Publication bias was examined quantitatively with
funnel plots and subgroup analysis, as well as qualitatively,

Results and Discussion: In review 1, 37 publications (25 independent studies) were included in the meta-analysis. HPV inci-
dence (pooled RR = 155, 95% CI: 129 to 188; heterosesual males: pooled RR = 1.95, 95% Cl: 1.62. 2.34: females: pooled
RR = 1.63, 95% CI: 1.26 to 2.1%; men who have sex with men: pooled RR = 1.36, 95% CI: 1,01 to 1.82) and high-risk HPV
Incidence (pooled RR = 2,20, 95% Cl: 1.90 to 2.54) was appraximately doubled among people living with HIV (PLHIV) whereas
HPV clearance rate (pooled RR = 0.53, 75% Cl: D42 to 0.67) was approximately halved. In review 2. 14 publications (11 inde-
pendent studies) were included in the meta-anzlysis. HIV incidence was almost doubled (pooled RR = 191, 95% CI 138 to
2.65) in the presence of prevalent HPV infection, There was more evidence of publication bias in review 2, and somewhat
greater risk of confounding in studies included in review 1. There was <ome evidence that adjustment for key confounders
strengthened the associations for review 2. Misclassification bias by HIV/HPV exposure status could also have biased esti:
mates toward the null,

Conclusions: These results provide evidence for synergistic HIV and HPV interactions of clinical and public health relevance
HPV vaccination may directly benefit PLHIV, and help control both HPV and HIV: at the population level in high prevalence
settings, Our estimates of association are useful for mathematical modelling. Although observational studies can never
perfectly controf for residual confounding the evidence presented here lends further support for the presence of biological
interactions between HIV and HPV that have a strong plausibility.

Keywords: HPV, HIV; sexually transmitted infections; epldemiclogy; incidence; meta-analysis; systematic review; humans

Additional Supporting Information may be found online in the Supparting information tab for this article




Prevalencia Ca cérvix X 6-10
Prevalencia CIN x5

Prevalencia de Ca vulva X6
Prevalencia de VIN x29

Prevalencia Ca de pene X3
Prevalencia PIN X3

Prevalencia Ca de Ano X40-90
Prevalencia de AIN X50-100

Prevalencia Ca de cabeza y cuello X3.2
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Human papillomavirus types from infection to cancer in the anus,
according to sex and HIV status: a systematic review and meta-analysis
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Condilomas acuminados en el paciente VIH+:

* Prevalencia elevada

 1/3 Varones (Camargo JAIDS 2014)

*  4.4%% mujeres (Massad SL, Obstet Gyn 2011

* Coinfeccidon genotipos de riesgo

* Peor respuesta terapéutica

* Mayor riesgo recidiva

* Factor de riesgo de cancer relacionado
VPH(Blomberg M, JID 2012 )
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En varones las zonas mas frecuentemente afectadas son aquellas que sufren mas friccion, como el surco
balanoprepucial
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Diagndstico diferencial

Lesiones erosivas
sangrantes,
Pigmentadas/resistentes

15-50% displasia
TIPAJE?? HPV genotypes predict

progression of anal LSIL. Liu et al. . J
infect Dis 2018
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* El principal objetivo es eliminar las verrugas.

* Sino se tratanlas verrugas pueden persistir sin proliferar o
regresar espontaneamente (30% en 3 meses)

° En la mayoria de los pacientes el tratamiento puede inducir

periodos libres de verrugas

La persistencia de la infeccidn ocurre, pero la frecuenciay la

duracion son desconocidos

Las recurrenciastras el tratamiento son frecuentes
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* Ablacion * Aplicados en Consulta
— Crioterapia — Métodos Ablativos
— Laservaporizacion — Resina de Podofilino
— Extirpacién Quirdrgica — Acido Bi-Tricloroacético
» Citotoxicos
— Podofilotoxina * Aplicados por el Paciente
— Resina de Podofilino — Imiquimod
— Acido Bi-Tricloroacético — Sinecatequinas
* Inmunomoduladores — Podofilotoxina
— Imiquimod

— Sinecatequinas



Recientes Meses de Evolucion
Blanquecinas-Rosadas Mas Pigmentadas
Alta Actividad Viral Baja o Nula Actividad Viral




Treatment/intervention

Treatment schedule

Clearance rates
ITT* (range)

Clearance rates
PPt (range)

Clearance rates
reported at:}

Recurrence
rates (range)§

Recurrence rates
reported at:

Podophyllotoxin Twice a day for 3 days followed by ~ 45-83% 55-83% 3-6 weeks 13-100% 27418 821 weeks from end of treatment

solution 0.5% 1220 4 days break. 2-6 weeks treatment

Podophyllotoxin Twice a day for 3 days followed by  43-70% 43-70% 4 weeks 6-55%"'%17 8-12 weeks from end of treatment

cream 0.15% "> 4 days break. Maximum 4 weeks
treatment

Imiquimod 5% Three times per week 35-68% 55-81% 16 weeks 6-26%21222526 10 weeks to 6 months from end of

cream 2027 treatment

Sinecatechins 10% & Three times a day for 12-16 weeks  47-59% 50-58% 12-16 weeks 7-119%3031 12 weeks from clearance

15% ointment3%3!

Cryotherapy 327%¢ 6-10 weeks of treatment 44-75% 67-92% 6-10 weeks 21-429,30-34 1-3 months from end of treatment

TCA33:3° One application per week for a 56-81% 81-84% 8-10 weeks 36%°! 2 months post-treatment
maximum of 8-10 weeks

Electrosurgery2-%’ One to six treatment sessions 94-100% 94-100% 1-6 weeks 22%°3° 3 months from end of treatment
(median 1)

Scissors excision®84° One or two excision sessions 89-100% 89-100% 6 weeks 19-299,°6-38 10-12 months from baseline

*Note that clearance rates and recurrence rates are not directly comparable as clearance was measured at different times from the start of treatment and high loss to follow up was often

experienced in the trials.

TAll clearance rates are based on conservative estimates of efficacy, where by the ITT population was included in each case. The number enrolled into each group was taken as the denomina-
tor and the number known to have cleared as the numerator. This assumes that for any missing data, participants were assumed not to be cleared.
FClearance rates based on the non-missing data (PP). The number with evaluable follow up data was taken as the denominator and the number known to have cleared as the numerator.
§Recurrence rates are based on the recurrences observed among those available for follow up who had originally experienced clearance. Several trials experienced high loss to follow up
rates, so recurrence rates should be interpreted with caution.
ITT, intent to treat; PP, per protocol; TCA, trichloracetic acid.

Journal of the European Academy of Dermatology and Venereology
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Abordaje inicial del paciente con verrugas anogenitales

Tratamiento administrado por el médico:

* Especialmenteindicado en pacientes con lesiones
estables, sincambios en las uUltimas semanas/meses.

Tratamiento administrado por el paciente:

* Considerar el uso de un inmunomodulador en pacientes
gue presenten lesiones nuevas, o que estén
aumentando en numero o tamafio

En una Unica sesion, con
anestesia:
Curetaje, extirpacion con
tijeras, laser Co2,
electrocoagulacion,

En una varias sesiones, sin
necesidad de anestesia:
Crioterapia, TCA.

Tratamiento
citotoxico

Tratamiento
inmunomodulador

|

En caso de fracasoterapéutico o recidiva considerar asociarun

tratamiento inmunomodulador

Podofilotoxina

Sinecatequinas

Imiquimod 10%

linea: Cidofovir, TFD

En casos refractarios considerar tratamientos de segunda

|

En caso de fracaso terapéutico asociar a tratamiento

ablativo
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ORIGINAL CONTRIBUTION

Progression From Perianal High-Grade Anal
Intraepithelial Neoplasia to Anal Cancer in
HIV-Positive Men Who Have Sex With Men

Jill Tinmouth, M.D., Ph.D."** « Valentina Peeva, M.D., M.Sc.!
Henok Amare, M.P.H., M.Sc.? » Sandra Blitz, M.Sc.” « Janet Raboud, M.Sc., Ph.D.%

* Progresion aparentemente mayor que

Marie Sano, B.N.” * Leah Steele, M.D., Ph.D.* « Irving E. Salit, M.D.*7

1 Division of G: Dep of Medicine,

Health Sciences Centre, Toronto, Ontario, Canads

2 Sannybrook Research Institute, “Toronto, Ontario, Canada
3 Department of Medicine, University of Toronto, Toronto, Ontario, Canada
4 Department of Medicine, Thunder Bay Regional Health Sciences Centre, Thunder Bay, Ontario, Canada
5 Toronto General Research Institute, University Health Network, Toronto, Ontario, Canada
Dalla Lana School of Public Health, University of Toronto, Toronto, Ontario, Canada
7 DN ision of Tnfectious Diseases, Depammm of Medicine University Health Network, Toronto, Ontario, Canada
of Family and C y Medicine, St. Michael’s Hospital, Toronto, Ontario, Canada

BACKGROUND: High- grade intraepithelial neoplasia is
known to progress to i q ell carcinoma
of the anus, There are limited reports on the rate of
progression from high-grade intraepithelial neoplasia to
anal cancer in HIV-positive men who have sex with men.
OBJECTIVES: The purpose of this study was to describe
in HIV-positive men who have sex with men with
perianal high-grade intraepithelial neoplasia the rate of
progression to anal cancer and the factors associated with
that progression.

DESIGN: This was a prospective cohort study.

SETTINGS: The study was conducted at an outpatient
clinic at a tertiary care center in Toronto.

PATIENTS: Thirty-eight patients with perianal high-grade
anal intraepithelial neoplasia were identified among

550 HIV-positive men who have sex with men.

Funding/Support: This study was supported by Canadian Cancer Society

INTERVENTION: All of the patients had high-resolution
anescopy for symptoms, screening, or surveillance with
follow-up monitoring/treatment.

MAIN OUTCOME MEASURES: We measured the incidence
of anal cancer per 100 person-years of follow-up.
RESULTS: Seven (of 38) patients (18.4%) with perianal
high-grade intraepithelial neoplasia developed anal
cancer. The rate of progression was 6.9 (95% CI,
2.8-14.2) cases of anal cancer per 100 person-years of
follow-up. A diagnosis of ATDS, previously treated anal
cancer, and loss of integrity of the lesion were associated
with progression. Anal bleeding was more than twice as
¢ in patients who progressed to anal cancer.
LIMITATIONS: There was the potential for selection bias
and patients were offered treatment, which may have
affected incidence estimates.

CONCLUSIONS: HIV-positive men who have sex with
men should be monitored for perianal high-grade
ithelial lasia, Those with high-risk features

Research Institute grant 018164 and Ontario HIV Tr Network
grant ROGBI84. Dr Tinmouth was supported by a Canadian Institutes of
Health Research New Investigator Award during the course of this work.
Dr. Raboud was supported by an Ontario HIV Treatment Network Chair
n Biostatistics.

for the developmem of anal cancer may need more
aggressive therapy.

HSIL intra-anal: Ratio de progresion 6.9
casos de cancer anal por 100 personas-
afno

Progresion asociada a historia previa de
cancer anal, VIH, patrdn granular y

ulceracion

Sangrado dos veces mas frecuente
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Documento de consenso de GESIDA sobre control
y monitorizacién de la infeccién por el ViH

(2018)

Panel de expertos de GESIDA

@BesiDA

12.2. Citologia cérvicouterina y anal en mujeres

En todas las mujeres debe realizarse una citologia cervical y el cribado de la infeccién
por VPH en la visita inicial. El cribado de VPH debe repetirse a los seis meses y
posteriormente de forma anual si la cifra de linfocitos CD4+ es inferior a 200
células/pL. En cuanto a la citologia, si s normal se repetira a los 12 meses y después
de tres normales consecutivas puede hacerse cada 3 afos'*%,

Si el resultado de la citologia muestra ASCUS y existe VPH, debe realizarse una
colposcopia. Si no hay VPH se repetira la citologia a los seis meses. Si los hallazgos son
de L-SIL, H-SIL o se encuentran ASC, se realizard una colposcopia independientemente
de la presencia de VPH"*®, En las mujeres que hayan tenido relaciones sexuales anales,
tengan verrugas genitales o una citologia cervical anormal, se realizara también una
citologia anal, realizandose una anuscopia cuando los hallazgos sean compatibles con
ASCUS, ASC, L-SIL o H-SIL®.
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(? Deteccion precoz
reduce mortalidad

Supervivencia 5 anos T1
70-80%

Supervivencia 5 anos T3
<50%

@ Dpeteccidn precoz reduce morbilidad.
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e Mujeres: Especialmente si antecedente
displasia genital/ relaciones sexuales anales

e Hombres heterosexuales: Mayor riesgo si
antecedente displasia genital/condilomas

e Hombres HSH

M

e 70-144/100.000 (30-80 veces mayor a la
poblacion general)

e 20-50% de los pacientes VIH homosexuales
presentaran NIA alto grado en los proximos 5
anos al diagnostico de VIH

e Segundo tumor no criterio de SIDA mas
frecuente.




HAART slows progression to anal cancer in
HIV-infected MSM

Katrina C. Duncan?®, Keith J. Chan”, Connie G. ChiuS,

Julio S.G. Montaner?, Andy J. Coldman®, Angela Cescon®,

Christopher G. Au-Yeung®, Sam M. Wiseman®, Robert S. Hogg' and
Natasha M. Press®

Objective: Antiretrovirals do not prevent anal intraepithelial neoplasia. However, the
influence of antiretrovirals in the natural history of invasive anal cancer is less clear. The
objective is to investigate the impact of antiretrovirals in the time to the development of
anal cancer in HIV-positive MSM.

Design: A retrospective analysis of cases of anal cancer in a cohort of HIV-positive
MSM receiving antiretrovirals between 1988 and 2008.

Methods: Time from first CD4" cell count or HIV RNA viral load test to anal cancer
diagnosis was analysed using Cox regression and Kaplan—Meier curves. Anal cancer
cases treated in the era prior to HAART (< 1996) were compared with those treated later
(1996-2008).

Results: Anal cancer cases (n=37) were compared with a cohort of 1654 HIV-positive
MSM on antiretrovirals. Antiretrovirals were started in the pre-HAART era by 70% of
cancer cases, and median CD4" cell count nadir was 70 cells/pl (10-130). Time to
development of anal cancer was shorter for cases treated during the pre-HAART era
[adjusted hazard ratio (AHR) 3.04, 95% confidence interval (95% Cl) 1.48-6.24,
P=0.002], with a CD4" cell count nadir less than 100 cells/pl (AHR 2.21, 95% ClI
1.06—4.62, P=0.035) and longer duration of CD4™" cell count less than 100 cells/p.l
(AHR 1.33, 95% CI 1.11-1.58, P=0.002).

Conclusion: Results show that severe immunosuppression and starting therapy pre-
HAART are associated with an increased risk of anal cancer. HIV-positive MSM
initiating antiretrovirals during the HAART era (1996-2008) had a longer time to
the development of anal cancer than those treated pre-HAART. Our results suggest that
early use of HAART may delay progression to anal cancer.

Copyright © 2015 Wolters Kluwer Health, Inc. All rights reserved.

AIDS 2015, 29:305-311

Keywords: anal cancer, anal intraepithelial neoplasia, HAART, HIV, MSM
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e Clasificacion Bethesda
e Técnica sencilla (incluso auto-citologia es posible!)

e Alta sensibilidad, equiparable a la del cervix

Especific@ds\;.\, 1 96% 37-76%
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Screening mediante
citologia+TR

ASCUS/
ASCUS-HSIL

e Si lesion de alto grado VPP alto

e Si lesion de bajo grado predice

Anoscopia de alta resolucion y mal afectacién histolégica

biopsia

HSIL(NIA II
y III)

88
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Introducciéon de anoscopio
convencional.

Introduccion gasa con acido
acético al 3%-5% 2 minutos

Identificas zona de
transformacion, areas
sugestivas de displasia.

Exploracioncon lugol
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e Biopsia de zonas sugestivas de
displasia con anestesia topicay
solucion de Monsel o Nitrato de
plata parahemostasia.

Color y captacion

e 1.

monsel's

errc Subsulfate SOV

::""':‘5- T"wﬁ";. =

acético
Superficiey grosor 4 N\ Mdrgenes
Displasia
Patrones vasculares Areas lugol-
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Captacion de acido acético Grosor de la placa

93



Captacidonde
Lugol

Parcial
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1. HSH
) 2. Antecedente de condilomas
Pacientes VIH
— 3. Mujeres con antecedente de:
* Displasia vulvar/cervical
* Relaciones sexuales anales
~——

Clin Infect Dis 2014; 58(1):1-10

95



DOCUMENTO DE CONSENSO SOBRE
DIAGNOSTICO Y TRATAMIENTO DE LAS
INFECCIONES DE TRANSMISION SEXUAL EN
ADULTOS, NINOS Y ADOLESCENTES

(Marzo 2017)

GRUPO DE EXPERTOS DEL GRUPO DE ESTUDIO DE SIDA DE LA SEIMC
(GESIDA), SECRETARIA DEL PLAN NACIONAL SOBRE EL SIDA (SPNS),
GRUPO DE ESTUDIO DE ITS DE LA SEIMC (GEITS), GRUPO ESPANOL
PARA LA INVESTIGACION DE LAS ENFERMEDADES DE TRANSMISION
SEXUAL DE LA ACADEMIA ESPANOLA DE DERMATOLOGIA Y
VENEROLOGIA Y DE LA SOCIEDAD ESPANOLA DE INFECTOLOGIA
PEDIATRICA (SEIP)



En Espaina donde estamos: Actualizando recomendaciones

En cuanto al cribado de HSIL/CCA se recomienda: visualizacién del area perianal con
toma de citologia ciega y tacto ano-rectal; AAR en los casos con displasia en la citologia, para
localizar lesiones y tomar biopsia/s y decidir actitud a seguir. En aquellas unidades donde no
se disponga de AAR, al menos se recomienda que una vez al afo se pregunte por

sintomatologia anal, asi como inspeccién ano-genital y tacto ano-rectal como despistaje de
CCA®.

Todo lo anterior sugiere que poblaciones de alto riesgo como los HSH y las personas con
el VIH podrian beneficiarse de la vacunacion frente al VPH, hasta los 26 afios de edad. Por
ello, este Panel recomienda la revisidn de la utilizacion de la vacuna del VPH en grupos de

alto riesgo hasta los 26 afios, como también sugieren diferentes Agencias Internacionales**
45




Author manuscript ) ) HIV-infected women Screening for anal cancer with DARE and routine assessment for the developme

J Low Genit Tract Dis. Author manuscript: available in PMC 2016 July 01. symptoms such as pa.m or bleeding that mighl suggest cancer, with prompt refer

Publisiied in final edited form a: Given their high incidence of anal cancer, some experts recommend routine scre
J Low Genit Tract Dis. 2015 July ; 19(30 1): $26-841_ doi: 10. HOT/LG T 0000000000000117. AIN2/3 in this populalion in an effort to reduce their risk of anal cancer.

Screening may include anal cytology with referral for high resolution anoscopy-

by treatment of biopsy-proven AIN2/3. The efficacy of this approach to prevent

been studied; a clinical trial is in progress to determine if screening and treatmer

4 HHS Public Access Risk Group Category Biciadation®

Screening for Anal Cancer in Women

Anna-Barbara Moscicki, MD', Teresa M. Darragh, MD?, J. Michael Berry-Lawhorn, MD?, population should become standard of care.

Jennifer Ma Roberts, MBBS, FRCPA®, Michelle J. Khan, MD, MPH?, Lori A. X ; . )

5:",,4;:,,,‘ x’:cme E";m Chiao, MD, MPH’, :,k n:.",,ml,,. MD, MS, FACOG, Women with organ transplant Screening for anal cancer with DARE and_muune assessment fof the developm

FACS?, Stephen E. Goldstone, MD®, Naomi Jay, PhD'C, Wendy M. Likes, PhD, DNSc, symptoms such as pain or bleeding that might suggest cancer, with prompt refer

APRN-Bc'', Elizabeth A. Stier, MD'?, Mark Lane Welton, MD, MHCM'?, Dorothy J. Wiley, Further research is recommended on screening for, and treating AIN2/3 to redud

PhD'¢. and Joel M. Palefsky, MD'® this population

'Diwisicn of Agclescent and Young Adult Medicine, Department of Pediatrics, University of

cgn;omia. San Francisco, CA, USA Women with systemic lupus Screening for anal cancer with DARE and routine assessment for the development or change in anal cancer

erythematosis and Crohn's symptoms such as pain or bleeding that might suggest cancer, with prompt referrals if positive for either.

“Department of Clinical Pathology, University of California, San Francisco, CA, USA li Further re h is reco led on ing for, and treating AIN2/3 to reduce the risk of anal in

IDivision of Hematology Oncelogy, University of California San Francisco, CA, USA this population

“Douglass Hanly Moir Pathology, Sydney, Austral

S g_ass e W y Women with vulvar cancer or Screening for anal cancer with DARE and routine assessment for the development or change in anal cancer

Uo'f‘"“" o m":“s ’:‘;""‘.""x" Hmoepanmem SHOBNIXN, Schoo of Mediome, high grade VIN symptoms such as pain or bleeding that might suggest cancer, with prompt referrals if positive for either.

R SO Some experts recommend routine screening for, and treatment of, AIN2/3 in an effort to reduce the risk of

“Flarida Hospital for Women, Flonica Hespital System, University of Central Fiorida College of anal cancer in this population. The efficacy of doing so has not yet been shown in this population and

Medicine. FL, USA screening is not yet standard of care.

Center for innovations in Quality, Eff and Safety, Mi | E. DeBakey VA Medi

Center, Houston, TX, USA Women with cervical or vaginal | Screening for anal cancer with DARE and routine assessment for the development or change in anal cancer
. cancer or high grade CIN or symptoms such as pain or bleeding that might suggest cancer, with prompt referrals if positive for either.

“Dppeiment o Obstatica and Gynecclogy & Women's Heaith. Albert Elnsteln Collegs of VaIN Some experts recommend routine screening for, and treatment of AIN2/3 to reduce the risk of anal cancer

N T o Coman e Yo Y. in this population. The efficacy of doing so has not yet been shown in this population and screening is not

“cahn School of Medicine at Mount Sinal, New York. NY, USA yet standard of care.
'“Anal Neoplasia Cinic, R ana Ed {ANCRE) Center, University of Califomia. San = 2 B
Francisco, CA, USA Healthy women with none of No screening for anal cancer or AIN2/3 is recommended at this time.
the risk factors above Prompt referral for further diagnostic work-up if symptoms of anal cancer (pain and bleeding) are present.

"'College of Macicine, Department of Obstetrics ana Gynecology, University of Tennessee Health
Scienca Center, Memphis, TN, USA

'?Obstetrics and Gynecalogy, Boston Meaical Center, Boston, MA, USA

WinC.

Corresponding Asthor: AraaBartara Moscicki, MD, University of Califormia. San Francaco, 3353 California Siweet. Swaoe 245, San
Franciaco, CA 941 1§, moscickis®pads sof adu, phooe: 415476.5139.

1 St o IR 5ol 40 Koy 5 P 3 e I 0 T o T i Methods — A group of experts coavened by the ASCCP and the Internstional Anal Neoplasia
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éPorque aunque las guias lo recomiendan
no se ha establecido aun como un
cuidado estandar en la asistencia de estos
enfermos?
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e Estudio ANCHOR

7 , . . . 5
%*¢éCuadl es la historia natural de la displasia anal?

. .~ . . s . o . .
*%*éDisminuira el cribadoy el tratamientode la displasia de alto grado |a
incidencia de cancer anal?

“Nadie sabia que el cancer cervical se podia prevenir antes de que se generalizase el
uso de la prueba de Papanicolau, que redujo su incidencia un 80%.” Joel Palefsky




Estudios en marcha
FIND AN ANCHOR STUDY SITE

the ’

ANCHOR ,
study.org ® @

Anal Cancer HSIL Qutcomes Research. 9

;Esta recibiendo tu trasero suficiente atencion?

Usted se revisa su carga viral, su recuento de células T, pero ¢qué hace por su ano? Sabe
usted que la mitad de los hombres con VIH tienen cambios celulares en el ano a causa del
VPH? Aproximadamente una de cada cinco mujeres con VIH tienen estos cambios
celulares también, y aquellas con pruebas del Papanicolaou cervical anormales podrian
estar a mayor riesgo de cancer anal, sin importar que hayan tenido sexo anal o no. Estos

THIS STUDY IS FUNDED BY A GRANT FROM THE
NATIONAL CANCER INSTITUTE OF THE NATIONAL INSTITUTES OF HEALTH

UNDER AN AWARD TO THE AIDS MALIGNANCY CONSORTIUM.
HELP SPREAD THE WORD




the Estudios en marcha

ANCHOR
study.org

Open, ARM 1- Active Treatment

Multicenter
g Topical or ablative treatment at the discretion of the clinician.

Controlled Study ->Topical treatment apply imiquimod intra-anally, peri-anally or both thrice weekly for up
to 16 weeks, fluorouracil twice daily for 5 days every 2 weeks for up to 16 weeks, or
trichloroacetic acid every 3 weeks up to 12 weeks

HIV+, proven HSIL at

baseline ->Ablative treatment using infrared coagulation, hyfrecation/electrocautery, or laser.
*Patients may undergo excision under anesthesia if the clinician believes none of the other
treatment approaches will be effective.

Primary Outcome:

Time to Anal Cancer " ARM 2 - Comparator - Monitoring

Secondary Outcomes . ..

Il (active monitoring)
Adverse effects ’ . B . . ..

Patients undergo active monitoring with examinations every 6 months. I
Every 12 months, patients undergo biopsies of visible lesions. Patients
have cytology sampling performed at every visit.

. J

Sample Size: 5058 subjects
Pl: Joel Palefsky




Prevencion

enfermedad

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

HPV Vaccine against Anal HPV Infection
and Anal Intraepithelial Neoplasia

Joel M. Palefsky, M.D., Anna R. Giuliano, Ph.D., Stephen Goldstone, M.D.,
Edson D. Moreira, Jr., M.D., Carlos Aranda, M.D., Heiko Jessen, M.D.,
Richard Hillman, M.D., Daron Ferris, M.D., Francois Coutlee, M.D.,
Mark H. Stoler, M.D., J. Brooke Marshall, Ph.D., David Radley, M.S.,
Scott Vuocolo, Ph.D., Richard M. Haupt, M.D., M.P.H.,

Dalya Guris, M.D., and Elizabeth |.O. Garner, M.D., M.P.H.

Feb 2011: Efficacy if Quadrivalent HPV vacinne against HPV infection and disease in Males — Giuliano et al.

Oct 2011: HPV vaccine against anal HPV infection and anal intraepithelial Neoplasia — Palefsky et al.

FDA: Se aprueba como profilaxis de AIN en varones y mujeres de 9 a 26 afios

ACIP 2011:Vacunacidn rutinaria varones 11-12 afos y hasta los 21 si no se vacunaron. Pacientes MSM vy IS hasta
los 26.




" " olale o".' . F1IDAAC0 2V IX 10300 dNC
" Cergadets ™| conditomas/sit | cribadocénvix | cribadoano

Safety and Immunogenicity of a Quadrivalent Human
Papillomavirus (Types 6, 11, 16, and 18) Vaccine in
HIV-Infected Children 7 to 12 Years Old
Myron J. Levin, MD,* Anna-Barbara Moscicki, MD, i Lin-Ye Song, PhD,} Terrence Fenton, EdD,}
William A. Meyer, IIl, PhD,§ Jennifer S. Read, MD, Edward L. Handelsman, MD, ¥

Barbara Nowak, BA# Carlos A. Sattler, MD,** Alfred Saah, MD,** David R. Radley, MS,**
Mark T. Esser, PhD, 11 and Adriana Weinberg, MD* for the IMPAACT P1047 Protocol Team

RESEARCH Open Access |

@.-mm

Estudio IMPAACT P1047

Safety and immunogenicity of the
guadrivalent human papillomavirus (qHPV)

Safety and Immunogenicity of the Quadr vaccine in HIV-positive Spanish men who have

Human Papillomavirus Vaccine in HIV-1
Men

sex with men (MSM)

Carmen Hidalgo-Tencrio'", Jessica Ramirez-Taboada', Concepcion Gil-Anguita', Javier Esquivias?,
Mohamed Omar-Mchamed-Balgahata®, Antenio SamPedro®, Miguel Lopez-Ruz' and Juan Pasquau’

Timothy Wilkin,' Jeannette Y. Lee,* Shelly Y. Lensing,® Elizabeth A. Stier,® Stephen E. Goldstone? J. Michael Berry,
Naomi Jay,’ David Aboulafia'* David L. Cohn," Mark H. Einstein,* Alfred Saah,” Ronald T. Mitsuyasu,’
and Joel M. Palefsky’

Estudio AMC 052

Immunogenicity and Safety of the Quadrivalent
Human Papillomavirus Vaccine in HIV-1-
Infected Women

Erna Milunka Kojic,' Minhee Kang,” Michelle S. Cespedes,’ Triin Umbleja,? Catherine Godfrey,* Reena T. Allen,’
Cynthia Firnhaber,® Beatriz Grinsztejn,’ Joel M. Palefsky,’ Jennifer Y. Webster-Cyriaque,® Alfred Saah," Judith A. Aberg,’
and Susan Cu-Uvin'

~ Prevencio

Vacuna frente a virus oncogénico
La vacuna es inmunogénicay
segura en ninosy en adultos

Tasas de seroconversiony titulos
de Acs > que tras infc. natural
Mayores con TAR, > CD4 y CV
indetectable



e Recomendacionesvacunacion VPH: GeSIDA-PNS-GEITS-
SEIP

Inmunocompetentes

Se recomienda vacunacion en HSH hasta los 26 anos

Infeccion por el VIH

Vacunacion hasta los 26 afios (ambos sexos)

GESIDA-PNS-GEITS-SEIP: http://gesida-seimc.org/wp-
content/uploads/2017/06/Documento_de _consenso_sobre_diagnostico_y tratamiento de las infecciones de_transmision sexual_en_adultos 02.pdf



e Recomendacionesvacunacion VPH: ACIP-CDC

Inmunocompetentes

Vacunacidn (ninas/nifos) a los 11-12 anos (se puedeiniciara los 9 afios)
Numero de dosis
* Dos dosis si edad entre 9-14 afios
* Tres dosis si 215 afios
Si no vacunacion previa/incompleta:
* Mujeres: entre los 13-26 afios
* Varones: entrelos 13-21 afos (entre los 22-26 afios pueden ser vacunados)
* HSH: hasta los 26 ainos

Inmunodeprimidos

Vacunacion hasta los 26 anos (incluyendo VIH+)

HPV4 'y HPV9 (HPV2 solo en mujeres)

CDC Advisory Comittee immunization practices: https.//www.cdc.gov/vaccines/hcp/acip-recs/vacc-specific/hpv.html



e Recomendacionesvacunacion VPH: EACS

Infeccion por el VIH

Se recomienda vacunacion en mujeres/hombres hasta los 26 aios
Se recomienda vacunacion en HSH hasta 40 anos
Se recomienda el usode la vacuna 9VPH

Una vez establecida la infeccion, |a eficacia de la vacuna VPH es cuestionable

European AIDS Clinical Society Guidelines. Ver 9.0. 2017



Conference Dates and Location:

February 22-25, 2016 | Boston, Massachusetts C RO I
Abstract Number: Contarence on Fetrovinises
161 and OpEartunuic Infoctions

ACTG A5298: A Phase 3 Trial of the Quadrivalent HPV Vaccine in
Older HIV+ Adults

DISENO DEL ESTUDIO

HIV+ 227 yrs

No HPV cancers

All CD4/RNA

RAI for men RANDOMIZE: 4vHPV or Anal HPV
=» | stratify by - | placebo: 3| oral HPV

HRA with bx HSIL and sex Wk O, 8, 24 Cyto:q6 mo

Anal cytology (

Anal HPV x 2 ||

Oral HPV x 2 HSIL tx by local standard;

HRA providers certified
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¢Que vacuna?

Lancet Infect Dis. 2018 Feb; 18(2): 198-206. PMCID: PMC5805865
doi: 10.1016/51473-3099(17)30653-9 PMID: 29158102

Human papillomavirus types from infection to cancer in the anus,
according to sex and HIV status: a systematic review and meta-analysis

Chunging_Lin, PhD,? Silvia Franceschi, MD,? and Gary M Clifford, PhD?"

nternational Agency for Research on Cancer, Lyon, France

Gary M Clifford: cliffordg@iarc.fr

'Correspondence to: Dr Gary M Clifford, International Agency for Research on Cancer, 69372 Lyon Cedex 08, FranceCorrespondence
to: Dr Gary M Clifford, International Agency for Research on Cancer69372 Lyon Cedex 08France cliffordg@iarc fr

Copyright © 2018 The Author(s). Published by Elsevier Ltd. This is an Open Access article published under the CC BY-NC-ND

This is an open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/3.0/).
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La mayoria de los canceres anales
se pueden prevenircon la
vacunacion género-neutraalos 11
anos con vacunas de amplio
espectro como la nonavalenteya
gue hay un mayor numero de
canceres producidospor otros
genotipos

Aun asi un 25% de los canceres
anales no estarian cubiertos
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Tiene algun rol la vacuna en la prevencién secundaria de

la NIA?

Prevention of Recurrent High-Grade Anal
Neoplasia With Quadrivalent Human
Papillomavirus Vaccination of Men Who Have
Sex With Men: A Nonconcurrent Cohort Study

Kristin A. Swedish, Stephanie H. Factor? and Stephen E Goldstone?

h of P Madicine, “Divisian of Infectons Dissases, and *Deparmnent of Sumary, Moant Snai Schoal of Medicing, New York,
New York

Background. Most squamous cell anal cancers and precancerous lesions are attributed to human
papillomavirus (HPV) infection. By preventing HPV infection, quadrivalent HPV vaccine (QHPV) reduces risk
of anal cancer/precancerous lesions in young men who have sex with men (MSM) without history of anal
cancer/precancerous lesions. In our practice, many persons with history of precancerous anal lesions or
high-grade anal intraepithelial neoplasia (HGAIN) have been vacdnated electively. We determined whether
gHPV is effective at preventing recurrence of HGAIN.

Methods. This nonconcurrent cohort study evaluated 202 patients with a history of previously treated
HGAIN. Eighty-eight patients were vaccnated, and 114 patients were unvaccinated. We determined the
recurrence rate of histologic HGAIN in vacdnated versus unvaccinated patients.

Results. During 340.4 person-years follow-up, 12 (13.6%) vacdnated patients and 35 (30.7%) unvaccinated
patients developed recurrent HGAIN. Multivariable hazards ratio (HR) analysis showed testing positive for
oncogenic HPV genotypes within 8 months before study entry was assodated with inareased risk of recurrent
HGAIN at 2 years after study entry (HR 4.06; 95% confidence nterval [CI], 1.58-1040; P = 004), and gHPV was
assodated with decreased risk of recurrent HGAIN (HR .50; 95% CI, 26-.98; P = 04). Among patients infected
with ancogenic HPV, gHPV was associated with decreased risk of recurrent HGAIN at 2 years after study entry
(HR .47; 95% CI,.22-1.00; P = 05).

Conclusions. qHPV significantly reduces HGAIN mrecwrrence among MSM and may be an effective
posttreatment adjuvant form of therapy. A randomized controlled trial is needed to confirm these results

No hay suficiente evidencia
para recomendarlo!



Mensajes para llevar a casa:

. Los pacientes con infeccion por VIH tienen mas riesgo de infeccidn
persistente por VPH,condilomas, displasia y cancer

. El tratamiento de los condilomas es el mismo aunque es mas frecuente que
sean persistentes y recidiven

. El cribado del cuello cervical se intensifica en mujeres con VIH

. El VPH produce un campo de cancerizacion en toda el area anogenital



Si posible todos los pacientes HSH con VIH deberian hacerse una citologia
anual con AAR si displasia. Este cribado también es aconsejable en mujeresy
hombres HTS con antecedente de lesion por VPH

Si no es posible, al menos deberia realizarse una exploracion anogenital
completaanual y un TR

La vacuna nonavalente es eficaz y segura en varones. Debe recomendarse
hasta los 26 anos, aunque individualizando la prescripcion en funcion de las
caracteristicas del paciente

El uso de lavacuna en prevencion secundaria no cuenta con evidencia

suficiente en el momento actual



