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® Evidencia cientifica de utilidad de las
pruebas de VPH.

2 Un ensayo clinico aleatorizado en México

¢ Pap versus autotoma.

® El estudio piloto de autotoma vaginal en
101,552 mujeres en el Estado de Morelos en
Mexico.

2 La prueba en funcion de la calidad de colposcopia

® Conclusiones y recomendaciones
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La prueba de VPH de AR es una nueva tecnologia
disponible para deteccidon de cancer cervical
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Tuhle 3. Performance of the Pap smear, SSHPY and CS-HPY testing slralegies for cervical cancer screening
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Autotoma vaginal es
una alternativa de tamizaje

Pero no es superior que la
prueba dirigida por un
profesional de salud

Auto-toma vaginal en casa

Incremento rapido de
cobertura

Tecnologia disponible en
areas marginadas

Alternativa de rescate en
mujeres no usuarias de los
servicios de atencion.

Caanridad acantahla
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Self-collection of vaginal specimens for human
papillomavirus testing in cervical cancer prevention
(MARCH): a community-based randomised controlled trial

Eduardo Lazcano-Ponce*, Attila Tibor Lorincz*, Aurelio Cruz-Valdez, Jorge Salmerdn, Patricia Uribe,
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Auto-toma vaginal en casa es una invaluable herramienta
de deteccion para areas marginadas: Un ensayo clinico
con base poblacional

_ Prueba de VPH Prueba de Pap

Numero 12.330 12.731
Prueba Positiva 9.8% 0.38%
NIC 2+ x104 117.4 (SR: 3.4) 344

Cancer invasor _
104 30.4 (SR: 4.2) 7.2
VPP NIC 2+ 12.2% 90.5%

VPH= virus de papiloma humano. NIC=neoplasia intraepitelial cervical. VPP=valor predictivo positivo
SR: Sensibilidad relativa comparada con Pap (sensibilidad: 1.0)

Lazcano-Ponce E et al.. Lancet. 2011 Nov 26;378(9806):1868-73.



Comparacion del efecto de muestra auto-tomada
en casa vs Pap en Mexicanas de zonas rurales.

The March Study

Self-collection of vaginal specimens for human
papillomavirus testing in cervical cancer prevention
(MARCH): a community-based randomised controlled trial

EduvardeLazcano-Pence®, Attila Tibor Larinez *, Aurelio Cruz-Valdez, Jorge Salmerdn, Patricia Uribe, EdvardeVelasco-Mendragdn,
Plar Hernandez Nevarez, Rodrige Diaz Acosta, Mauricio Hemandez-Avia

Summary

Background Vaginal selfsampling for human papillomavirus (HPV) DNA resting could increase rates of screening
participation. Tn clinic-based settings, vaginal HW testing is ar least as sensitive as qlalogy for de(efnng cervical
intracpithelial neoplasia (CIN) grade 2 or worse; | . effecti in home . We aimed to
establish the relative sensitivity and positive predictive value for HPV screening ol'\-'agmal samples sell’-\:olleaed ar
home as compared with clinic-based cervical cytology.

Methods We did a community-based, randomised equivalence trial in Mexican women of low sociceconomic starus aged
2565 years. Participants came from 540 medically underserved, predominantly rural communities in Morelos, Guenem

H
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who were masked to pauenl allocation received daily lists of the women's names and addresses, and did the assigned
home visits. We referred women h positive results in either test to colposcopy. We did per-protecol and intention-to-
screen analyses. This trial was registered with the Instinuro Nacional de Salud Publica, Mexico, INSP number 590.

Findings 12 330 women were randomly allocated to HPV screening and 12 731 to cervical cytology ; 9202 women in the
HPV screening group adhered to the protocol, as did 11054 in the cervical cytology group. HPV prevalence was 9-8%&
(9526 CI 9-1-10-4) and abnormal cytology rate was 0-38% [0-23-0.45). HPV testing identified 117- 4 women with
CIN 2 or worse per 100{M) (95.2-139-5) compared with 34-4 women with CIN 2 or worse per 10000 {23.4—45.3)
identified by cytclogy; the relative sen: ity of HPV testing was 3 -4 times greater (2-4—4-9). larly, HPV testing
detected 4-2 times (1-9-9.2) more invasive cancers than did cytology (30-4 per 10000 [19-1—41-7] vs 7-2 per
10 44K} [2- 2-12-3]). The positive predictive value of HPV testing for CIN 2 or worse was 12- 2% (9-9-14-5) compared
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with 90.53¢ (61-7—100) for cytology.

Interpretation Despite the much lower positive predictive value for HPV testing of self-collected vaginal specimens

compared with cytology, such testing might be preferred for detecting CIN 2 or worse in low-resource settings
restricted infrastructure reduces the effectiveness of cytology screening

nere
at these sites

Because

will be screened only a few times in their lives, the high sensitivity of a HPV screen is of paramount importance.

Funding Instituto Nacional de Salud Pablica, the Health Ministry of Mexico, QIAGEN Corp

Introduction

The public health burden of cervical cancer in developing
countries is high.' In 2008, about 37000 deaths related to
cervical cancer ocourred in the Americas, costing about
545000 DALYs' Findings from randomised trials of
more than 200000 women™™ showed HPFV DNA
screening to be better than cervical cytology for detecting
cervical intraepithelial neaplasia (CIN) grads 2 or worse,
and for reducing incidence and mortality from cervical
cancer. Furthermore, results of systematic reviews and
meta-analyses™* showed that HPV testing has higher
sensitivity but lower specificity than cytology. In
recognition of the value of HPWV DMA testing, focus has
increased on assessment of HPV screening in different
settings. The limited infrastructure of low-income
countries reduces the effectiveness of cytology-based
screening programmes. HPV testing of selfcollected

wesess thelancetcom Vol 378

vaginal specimens could be especially useful for women
with restricted access to health care'™ and could increase
population coverage" because of increased acceptability
and elimination of clinical examinations. Although good
diagnostic performance and safety have been documented
in research settings, no randomised trial has assessed
the home-based performance of vaginal HPV testing.

With our Mexican Appraisal of Routine Cytology versus
vaginal HPFV screening (MARCH) trial—the first
population-based randomised trial in a low-resource
region—we aimed to assess the performance of HPV
DMA testing on vaginal samples selfcollected in the
home versus routine cervical cytology. We postulated that
HPV DMA testing of vaginal specimens would have
similar or greater sensitivity and lower (but acceptabls)
positive predictive value than Papanicolaou {Pap) cytology
in a comparison group of women.
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La prueba del VPH detecta
4,2 veces mas canceres
invasivos que la citologia.

Tasa de Deteccion

Prueba VPH-AR 30.4 x
100,000

VA

Citologia 7.2 x 100,000
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Efecto de la Autotoma vaginal para
deteccion de VPH en la prevencion de

cancer cervical:
el estudio de 101,552 mujeres.

E Lazcano-Ponce, A Lorincz , A Cruz-Valdez, J Salmerdn-Castro, R
Rojas, P Hernandez-Nevarez, M Hernandez-Avila.




Obijetivos L)

Primario

® Evaluar el efecto de la prueba de VPH-AR en el ambito poblacional
mediante auto-muestreo del canal vaginal en 101,552 mujeres del
Estado de Morelos.

¢ Cuantificar pruebas diagnésticas utilizando la correccién del
sesgo por verificacion.

¢ Utilizacion de controles negativos a la prueba de VPH.
¢ Determinacion de sensibilidad, especificidad, VPP.
¢ Cocientes de verosimilitud: Positivo y negativo.

Secundario

® Evaluar la practica de la colposcopia en condiciones reales no
controladas.



Determinacion de ADN de VPH de alto riesgo.
Instituto Nacional de Salud Publica
Técnica de Hybrid Capture® 2 (hc2)

Deteccion genérica de 13 tipos de
VPH de alto riesgo
16, 18, 31, 35, 39, 45, 51, 56, 58, 59
y 68

Rapid Capture® System



Piramide de poblacién de Morelos, 2010

Mujeres entre =—=> 156 324 con seguridad social

30 y 64 afos
e —

El Estudio
Morelos T ombres Wajores

= v
Intervencién en mujeres entre

30 y 64 anos sin seguridad

social
n=12|1 650
\4
1 395 comunidades de 33 municipios
v | v
Auto-toma vaginal en casa (SS) Muestras tomadas en clinica
n=101 ,552|(83.5%) (CS)n=10 4|37 (16.5%)
U V v U
VPH— VPH + VPH+ VPH —
n=98 101 (88.92%) n=13 112 (11.08%) n=1 094 (10.6%) n=9 343 (89.4%)

1 1

V. . . Referidas para Pap y L v .
Seleccion aleatoria \v4 colposcopia, y v Seleccion aleatoria

por edad > estudios n=11 396 < por edad

n=2 241 (2.4%) n=1438 (1.8%)



Resultados de estudios complementarios de
colposcopia y determinacidn histologica de
los casos.

Impresién de la colposcopia
n= 11,396
VPH - VPH+
Satisfactoria 2,253 8,290
LSIL 140 608
HSIL 9 87
Cancer 0 9
Total 2,402 8,994
v
Estudios histolégicos de las biopsias
VPH - VPH+
Negativo 151 597
ASCUS 12 54
NIC 1 15 110
NIC 2 2 28
NIC 3 0 71
Invasor 0 54
Total 180 914




Auto-toma vaginal para determinacion de VPH

Es una prueba altamente confiable y segura para
deteccion de NIC 3+

Pruebas Diagnosticas Cocientes de verosimilitud

® Sensibilidad 64.9% (63.1-66.7) 9 Positiva 6.43 (6.21-6.67)
® Especificidad  90.7% (90.5-90-9)
® vep 16.9% (16.2-17.6) P Negativa  0.41 (0.39-0.43)

® sensibilidad 100% (99.8-100)
® Especificidad  90.5% (90.3-90.6)
® vep 13.8% (13.1 -14.5)

* La sensibilidad relativa del Papanicolaou

es de 24% en el ambito poblacional.

Pruebas Diagndsticas corregidas por el sesgo de verificacion*
Begg CB, Greenes RA: Assessment of diagnostic tests when disease verification is subject to selection bias.
Biometrics 1983, 39(1):207-215 .



Heterogeneidad de la practica de

colposcopia en condiciones reales

Baja proporcion de obtencion de biopsias
! 50 del ..

aweows  ovaladas  biopsias  Deteccion de NIC2+
HPV pos HPV neg HPV pos | HPV neg | HPV pos 95%C]| HP\O/A)neg
(n=8,208) | (n=2,397) | (n=899) (n=179) | % (n=152) (n=2) 95% Cl
1 289 127 34.3% 20.5% 3.8% (11) | 1.6-6.0 0 % (0) 0
2 368 130 8.7% 3.8% 3.0% (11) | 1.2-4.7 0 % (0) 0
3 843 562 14.8% 7.8% 29% (24) | 1.7-4.0 0.18% (1) -0.2-5.3
4 613 268 12.6% 9.0% 2.5% (15) | 1.2-3.7 0 % (0) 0
5 2,323 24 12.4% 4.2% 2.0% (46) | 1.4-2.5 0% (0) 0
6 1,114 594 8.3% 5.9% 1.4% (16) | 0.7-2.1 0% (0) 0
7 2,658 692 7.0% 6.4% 1.1% (29) | 0.7-1.4 0.14% (1) -0.1-4.3




Conclusiones

® Primera introduccién a gran escala de la prueba del VPH en la
rutina de programas de prevencion y control del cancer
cervical de un pais de ingreso medio como México.

® La prueba del VPH de muestras vaginales auto-tomadas es una
buena opcién de deteccion en condiciones de rutina a gran
escala.

® Buena sensibilidad clinica y especificidad para NIC3+

® Cuando se decide enviar a colposcopia a mujeres VPH
positivas se produce una elevada referencia que condiciona
una menor precision diagndstica.

Y Riesgo de mala clasificacion de enfermedad, por un bajo



Propuesta actual I%

® Primer tamizaje con VPH

2 |nicio del Tamizaje: 30-35 anos

® Areas sin infraestructura o rescate de
mujeres sin Pap:

2 Autotoma y protocolos de “ver y tratar”

® Triage de VPH Positivo:

2 citologia y/o otros biomarcadores

2 biopsias multiples en colposcopia

® Recomendacion EU 2012/ iniciado en




Politicas de prevencion y control del cancer

cervical en México basadas en la prueba de
VPH.

® Autotoma vaginal

& Visitas domiciliarias secundarias a campanas de salud

& Semana Nacional de Salud

& Preferencia individual al interior de los servicios de salud

®Citologia de base liquida

& Ventaja de realizacion de un solo muestreo y analisis posterior en
VPH+

& Utilizacion cuando exista elevada relacion costo-beneficio = Costo
similar al Pap tradicional

®Esquema extendido de tamizaje
& Dos pruebas negativas de VPH en 5 anos
< La tercera prueba debera hacerse cada 10 anos hasta los 64 anos.
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