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INTRODUCCION

Estimated age-standardized incidence rates (World) in 2018, breast, females, all ages

* 1ra causa de Cancer en mujeres

* 1.4 millones casos/aio
* Mitad en paises subdesarrollados

* Panama 63.7/100 000 hab

Panama
Age-standardized rate (World) 43.5

* 1ra causa muerte por cancer en mujeres
* 450 000 muertes/afio ¥
* Panama 12.6/100 000 hab AGR Werk) per 10000

Wl =690

W 51.4-69.0

N 39.4-514
263-394 I Not applicable
<263 No data

* Mas frecuente: raza blanca, menos
comun hispanicos/ asiaticos

Data source: GLOBOCAN

2018

Graph production: IARC
ROJAS, K., & STUCKEY, A. (2016). Breast Cancer Epidemiology and Risk Factors. Clinical Obstetrics and Gynecology, 59(4), 651-672 Registro Nacional del Cancer, Panamd. 2020  (http://gco.iarc.fr/today)



INTRODUCCION

Célula

Vista de ducto mamario en madre

unidad ducto terminal -lobulo

mama * La mama es una glandula

* Funcion: produccion de leche

gnidad | 2 * Localizacion: 2day 6ta costilla
ucto : , . .
terminal -  Compuesta de: I6bulos, Ductos,tejido adiposo
-lobulo
. |
g/gigl:; E %%_k\ > Membrana basal
~ Pezdn
Pared . . ;
toracica y ductos En la unidad ducto terminal- I6bulo:
costillas estroma

célula madre = células basales /luminales que crecen sin control-> origen del cancer



INTRODUCCION: Tipos de cancer de mama

Cancer de
mama
I
Carcinoma in situ Carcinoma
(lesiéon premaligna) invasor
25% 75%
' l !
|
Ductal Lobulill Ductal Lobullil Otros tipos:
ucta obulillar ucta obullilar
Tubular mucinoso, medular,
J Micropapilar
Metaplasico
Papilar

Br J Cancer. 2005;93(9):1046. Cancer Biology & Therapy 10:10, 955-960; November 15, 2010;



INTRODUCCION:

Cancer de mama ER-, PR HER2-
8 cancer 1520%  10-15%  20% 40%
Biopsia de cancer
de mama expresion HER 2+
RH

Histologia

(tipo de célula)

Grado Alto
. grado
histologico

PronéstiFf) Malo

Correlacion

con grado

Y Respuesta a \w
Implicacion en terapia

tratamiento médica

Subtipo molecular

Trastuzumab

Tx endocrino ‘

ROJAS, K., & STUCKEY, A. (2016). Breast Cancer Epidemiology and Risk Factors. Clinical Obstetrics and Gynecology, 59(4), 651-672



FACTORES DE RIESGO

GENETICOS:

5-10 % asociacion canceres familiares hereditarios,
mutacion mas frecuente BRCA1Y 2

NO MODIFICABLES:

edad, raza, altura, antecedente .
familiar/personal cancer de mama, densidad
mamaria, enfermedad mamaria benigna

FACTORES REPRODUCTIVOS Y HORMONALES:
edad menarca/menopausia/PP,ACO, TRH

AMBIENTALES:

Obesidad, consumo de tabaco y alcohol,
exposicion a radiacion

Table 1

Risk factors for breast cancer

Relative Risk

Factor

=4.0

Age (65+ vs <65 y, although risk increases across all ages until age 80)
Biopsy-confirmed atypical hyperplasia

Certain inherited genetic mutations for breast cancer (BRCAT and/or BRCAZ2)
Lobular carcinoma in situ

Mammographically dense breasts

Personal history of early onset (<40 y) breast cancer

Two or more first-degree relatives with breast cancer diagnosed at

an early age

2.1-4.0

Personal history of breast cancer (40+ y)

High endogenous estrogen or testosterone levels (postmenopausal)
High-dose radiation to chest

One first-degree relative with breast cancer

1.1-2.0

Alcohol consumption

Ashkenazi (Eastern European) Jewish heritage
Diethylstilbestrol (DES) exposure

Early menarche (<12 y)

Height (tall)

High socioeconomic status

Late age at first full-term pregnancy (=30 y)

Late menopause (>55y)

Never breastfed a child

No full-term pregnancies

Obesity (postmenopausal)/adult weight gain

Personal history of endometrium, ovary, or colon cancer
Recent and long-term use of menopausal hormone therapy containing
estrogen and progestin

Recent oral contraceptive use

H. Joensuu, M. Leidenius.Diagnosis and Staging of breast cancer and Multidisciplinary team working.Breast Cancer Essentials for Clinicians, ESMO PRESS 2019:1-6.




PRUEBAS DE TAMIZAJE:
¢ POR QUE HACERLAS?

Prueba sencilla,de bajo costo,
aplicable a poblacion general

Detecta tempranamente la
enfermedad

Permite iniciar tratamientos e
intervenciones tempranamente

Reduce mortalidad por la
enfermedad detectada



TAMIZAJE: i POR QUE HACERLO?

NO DISMINUCION DE MORTALIDAD

Figure 1. Effects of screening on breast cancer mortality.

Author, Year (Reference) Trial Name Mean Relative Risk (95% CI)
Follow-up, y
Women aged 3949 y
Nystrom et al, 2002 (30)* MMST I 11.2 0.64 (0.39-1.06) &
Tabar et al, 1995 (26) Kopparberg 12.5 0.73 (0.37-1.41) -
Tabar et al, 1995 (26) fjstergﬁtland 12.5 1.02 (0.52-1.99) T
Maoss et al, 2015 (27) Age 175 0.93 (0.80-1.09)
Bjurstam et al, 2003 (25) Gothenburg 13.8 0.69 (0.45-1.05) ——
Habbema et al, 1986 (29) HIP 14.0 0.75 (0.53-1.05) ——
Nystrom et al, 2002 (30)* Stockholm 143 1.52 (0.80-2.88) —t
Nystrém et al, 2002 (30)* MMST | 18.2 0.74 (0.42-1.29) —a—
Miller et al, 2014 (15) CNBSS-1 21.9 1.04 (0.87-1.24)
Overall (P = 25%; P = 0.230) 0.92 (0.75-1.02)
1 | |
0.25 1.00 4.00
Favors Favors
Screening Control
Group Group

Nelson, H. D., Fu, R., Cantor, A., Pappas, M., Daeges, M., & Humphrey, L. (2016). Effectiveness of Breast Cancer Screening: Systematic Review and Meta-analysis to Update the 2009 U.S. Preventive Services Task
Force Recommendation. Annals of Internal Medicine, 164(4), 244.



TAMIZAJE: i POR QUE HACERLO?

Figure 1. Effects of screening on breast cancer mortality.

Women aged 50-59 y

Tabar et al, 1995 (26)

Tabar et al, 1995 (26)

Nystrom et al, 2002 (30)*
Bjurstam et al, 2003 (25)
Habbema et al, 1986 (29)
Nystrom et al, 2002 (30)*
Miller et al, 2014 (15)

Overall (I* = 38.0%; P = 0.139)

Women aged 60-69 y

Tabar et al, 1995 (26)

Tabar et al, 1995 (26)
Nystrém et al, 2002 (30)*
Habbema et al, 1986 (29)
Nystrém et al, 2002 (30)*
Overall (* = 0.0%; P = 0.739)

Ostergdtland

Kopparberg
Stockholm
Gothenburg
HIP

MMST |
CNBSS-2

Kopparberg

Ostergotland

Stockholm
HIP

MMST |

12.5
12.5
13.7
13.8
14.0
18.1
219

125
12.5
13.1
14.0
15.5

0.85 (0.52-1.38)
0.48 (0.29-0.77)
0.56 (0.32-0.97)
0.83 (0.60-1.15)
0.83 (0.61-1.13)
0.98 (0.75-1.29)
0.94 (0.78-1.13)
0.86 (0.68-0.97)

0.58 (0.35-0.96)
0.62 (0.43-0.91)
0.94 (0.46-2.02)
0.85 (0.48-1.47)
0.64 (0.45-0.92)
0.67 (0.54-0.83)

Nelson, H. D., Fu, R., Cantor, A., Pappas, M., Daeges, M., & Humphrey, L. (2016). Effectiveness of Breast Cancer Screening: Systematic Review
and Meta-analysis to Update the 2009 U.S. Preventive Services Task Force Recommendation. Annals of Internal Medicine, 164(4), 244.

— .
——

DISMINUCION 14%
EN MORTALIDAD
50-59 ANOS

— = DISMINUCION 33%

—&— MORTALIDAD 60-69
i ANOS
<&
I |
s aven
Screening Control
Group Group



TAMIZAJE: i POR QUE HACERLO?

Figure 1. Effects of screening on breast cancer mortality.

Women aged 70-74 y

Tabar et al, 1995 (26) Ostergétland 12.5 0.82 (0.43-1.58) ——
Tabir et al, 1995 (26) Kopparberg 12,5 0.76 (0.42-1.36) —i-—
Nystrém et al, 2002 (30)* MMST | 13.6 0.98 (0.15-6.60)

Overall (F = 0.0%; P = 0.962) 0.80 (0.51-1.28) J

0.25 1.00 4.00
Favors Favors

Screening Control
Group Group

Meta-analysis of trials using the longest follow-up times available. CNBSS = Canadian National Breast Screening Study; HIP = Health Insurance Plan
of New York; MMST = Malmé Mammographic Screening Trial.
* Used short case accrual.

REDUCE RIESGO EN GENERAL EN 15% - TAMIZAJE EN 100 000 MUJERES EVITA MUERTE DE 50

SE DEBEN TAMIZAR 2000 MUJERES CADA 2 ANOS PARA EVITAR 1 MUERTE POR CANCER DE MAMA

Nelson, H. D., Fu, R., Cantor, A., Pappas, M., Daeges, M., & Humphrey, L. (2016). Effectiveness of Breast Cancer Screening: Systematic Review and Meta-analysis to Update the 2009 U.S. Preventive Services Task
Force Recommendation. Annals of Internal Medicine, 164(4), 244.



TAMIZAJE PARA C,ANCER DE MAMA:
¢POR QUE HACERLO?

* Disminuye mortalidad en 14% en mujeres de 50-59 afos
* Disminuye mortalidad en 33% en mujeres de 60-69 anos

* REDUCE RIESGO EN GENERAL EN 15%
* AL HACER TAMIZAJE EN 100 000 MUJERES SE EVITA MUERTE DE 50

Nelson, H. D., Fu, R., Cantor, A., Pappas, M., Daeges, M., & Humphrey, L. (2016). Effectiveness of Breast Cancer Screening: Systematic Review
and Meta-analysis to Update the 2009 U.S. Preventive Services Task Force Recommendation. Annals of Internal Medicine, 164(4), 244.



TAMIZAJE: é POR QUE

Effect of mammographic screening from age 40 years on
breast cancer mortality in the UK Age trial at 17 years'
follow-up: a randomised controlled trial

Sue M Moss, Christopher Wale, Robert Smith, Andrew Evans, Howard Cuckle, Stephen W Duffy

Lancet Oncol 2015; 16: 1123-32

ACERLO?

150 921 women aged 39-41 identified from
hiealth authorities and randomised

{after checking of PMLs)

-

L

L3914 assigned to intensention group
(invited for screening from
age 40years)

107 007 assigned to control group

¢ ¥
Invited for screening in MHSBSP from Invited for screening in NHSBSP from
age 50years age 50 years
31 excluded from analysis 54 excluded from analysis
2 not traced by the NHSCR 8 not traced by the NHSCR
—» 10 deceased before entry > 19 deceased before entry
7 emigrated before entry 15 emigrated before entry
& men 12 men
¥ ¥
L3883 assessed for primary outcome 106 953 assessed for primary outcome
at 10years at 10 years
.| 650 lost to follow-up because of 1183 lost to follow-up because of
" emigration emigration
¥
L3883 assessed for primary outcome 106 953 assessed for primary outcome
at 17 years at 17 years




Mortalidad Acumulada por Cancer de

M a m a Reduccién absoluta de mortalidad 0.03 x 1000 mujeres-afio o0 0.47 por

1000 mujeres.
NNS 1400 para prevenir 1 muerte (10y)

— Control group 74 — Control group
v 4 — Intervention group i — Intervention group
g iy
= 3 6
g E
g :
5 Z
g 37 § [
- g
Z &
- E 44
& Fy
ks 3
E E 3
g z
3 g
£
e 0
2 2
= EES
2 =
E E
=0 T T T 1 3
0 5 10 15 20 0 | | i |
Years in trial 0 5 10 15 0
Number at risk ‘Wears in trial
Control 106953 105864 104537 102678 5439 Mumber at risk
Intervention 53 883 53267 52 657 51734 2650 Control 106953 105 864 104537 102 678 G430
Intervention 53883 53267 52657 51734 2650
Figure 2: Nelson-Aalen estimate of cumulative breast cancer mortality (restricted to deaths from breast
cancers diagnosed in the intervention phase) Figure 3: Nelson-Aalen estimate of cumulative breast cancer mortality (all dates of diagnosis)

Lancet Oncol 2015; 16: 1123-32 SOLO BENEFICIO EN PRIMEROS 10 ANOS




_ Swedish Two-County Trial: Impact
TAMIZAJE: of Mammographic Screening on

¢POR QUE HACERLO? Breast Cancer Mortality during

3 Decades'

Local Trial End Point Committee Data: Breast Cancer Cases and Deaths during
29 Years of Follow-up

* 133 065 Mujeres

No. of Subjects Who Died

[ S ueclia Group No. of Subjects  from Breast Cancer
~ ASP
) -
40 74 anos All detected cancers 1426 351
H H Cancers detected before first screening examination 28 (2) 9(3)
)
CO mun Ita ro Cancers detected at first screening examination 427 (30) 81 (23)
° Se | nVit O’ area | iza r Cancers detected at second (or later) screening examination 501 (35) 84 (24)
t . . 2 . 1 Cancers detected between screening examinations 300 (21) 91 (26)
am |ZaJ S . Cancers detected in nonattenders 140 (10) 77 (22)
. . Cancers detected after screening stopped* 30 (2) 92
* ASP - Vigilancia -
activa All detected cancers 1042 367
_ . Cancers detected before screening examination 795 (72) 332 (90)
° PS P 9 Vlgl Ia NCla Cancers detected at first screening examination 287 (28) 35(10)

pasiva

Radiology: olume 260: Number 3——5eptember 2011



MORTALIDAD ACUMULADA DE ACUERDO A
COMITE EVALUADOR

* En7 anos se debian tamizar 414 mujeres para prevenir una muerte

* Las mayoria de las muertes se previnieron en los 1ros diez anos

Figure 1 Figure 2
900 800 T

S S
S 800t S 7001 =
S 700+ = 600 1+
- = — PSP o
3 6GD T - .- ASP : 500 T W me=""
£ 500+ | pgp § 400 | -7

o (=] - s e

E 4001 £ a0t ’___,.- RR=0.73 (0.59-0.89)

¢ 3001 RR=0.69 (0.56-0.85) £ 200+ /e
= 5 /
T 200+ E 100 +

E 100} © o L
© 0 e @ ou Bt % % @ & @ s 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Time since randomization (Years)

Figure 2: Graph shows cumulative mortality from breast cancer according fo
study group, as determined with Swedish overview committee consensus data.

0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30
Time since randomization (Years)

Radiology: olume 260: Number 3——5eptember 2011



NUMERO DE MUJERES A TAMIZAR PARA

PREVENIR MUERTE POR CANCER DE MAMA

Local End Point Committee Data: Breast Cancer Deaths Avoided and Number of Women Needed to Screen for 7 Years to Prevent One
Death according to Follow-up Time

. Time between Randomization Deaths from Braast Expected Deaths Deaths Prevented No. of Women Needed
* A | CO n t | n u a r 1 O and Follow-up (y) RR* Cancer in ASP Group in ASP Group® in ASP Group to Screent
~ z 10 0.74 (0.57, 0.98) 206 277 71 922 (515, 4410)
a n OS I I la S 15 0.70 (0.56, 0.87) 284 408 124 526 (351, 1055)
. . 7 20 0.70 (0.57, 0.85) 324 465 141 464 (316, 871)
d ISMiNnuila a 300 25 0.70 (0.57, 0.85) 347 497 150 436 (297, 815)
29 0.69 (0.56, 0.84) 351 509 158 414 (286, 748)
N N T p a ra * Expected deaths if the ASP had the same mortality rate as the PSP, calculated by dividing the observed deaths by the AR (eq, at 10 years, 206/0.7435 = 277 expected deaths).

 Numbers in parentheses are 95% confidence intervals.

prevenir 1
muerte

Swedish Overview Committee Consensus Data: Breast Cancer Deaths Avoided and Number of Women Needed to Screen for 7 Years to
Prevent One Death according to Follow-up Time

Time between Randomization Deaths from Breast Expected Deaths Deaths Prevented Mo. of Women Needed
and Follow-up (y) RR* Cancer in ASP Group in ASP Group* in ASP Group to Screent
10 0.80(0.62, 1.05) 207 257 50 1303 (621, 13169)
15 0.73(0.59, 0.92) 274 373 99 663 (412, 1695)
20 0.73(0.60, 0.90) 311 425 114 577 (370,1315)
25 0.73(0.60, 0.90) 335 457 122 539 (346, 1217)
29 0.73(0.59, 0.89) 339 465 126 519 (336, 1144)

* Expected deaths if the ASP had the same mortality rate as the PSP, calculated by dividing the observed deaths by the AR (eg, at 10 years, 207/0.8046 = 257 expected deaths).
 Numbers in parentheses are 95% confidence intervals.

- ___________________________________________________________________________________________________________________________|]
Radiology: Volume 260: Number 3—-5eptember 2011



TAMIZAJE EN CANCER DE MAMA:
¢ QUE PRUEBAS TENGO DISPONIBLES?

e EXAMEN CLINICO DE LA MAMA Y AUTOEXAMEN DE LA MAMA:

* ninguno ha probado ser efectivo en reducir la mortalidad por cancer de mamay
no se recomiendan como parte de los programas de tamizaje

« MAMOGRAFIA:

* Primer estudio en 1963 (organizado por aseguradoras en USA) y luego 8 estudios
mas han probado que logra disminuir |la mortalidad por cancer de mama

* RMN DE LA MAMA

H. Joensuu, M. Leidenius.Diagnosis and Staging of breast cancer and Multidisciplinary team working.Breast Cancer Essentials for Clinicians, ESMO PRESS 2019:1-6.



TAMIZAJE: ESCALAS DE RIESGO

* PROMEDIO:<15%
* RIESGO 12% A LO LARGO

DE LA VIDA

* MODERADO:15-20%

e ALTO:>20%
« HISTORIA PERSONAL CANCER

DE MAMA

* MUT EN BRCA1 or BRCAZ2,

PTEN, TP53

e RT PREVIA A TORAX 10-30

ANOS

Gail model

Claus model

BRCAPRO model

Tyrer—Cuzick
maodel

BOADICEA model

Age of the person

* Age at menarche

Age at first live

hirth

* Breast biopsies

[AH)

Family history

- First-degres
relatives

* Age of the person
+ Age at menarche
+ Age at first live
birth
+ Family history
- First-degree
relatives
- Second-degres
relatives

» Age of the person
* Family history
- First-degree
relatives
- Second-degree
relatives
- Third-degree
relatives
- Age at onset of
breast cancer
- Bilateral breast
cancer
- Qwarian cancer
- Male breast
cancer

* Age of the person
* Body mass index
* Age at menarche
« Age at first live
hirth
» Age at menopause
* Hormone replace-
ment therapy use
» Breast biopsies
(ADH, LCIS)
« Family history
First-degres
relatives
Second-degree
relatives
Age at onset of
hreast cancer
Bilateral breast
cancer
Cwarian cancer

+ Age of the person
+ Family history
- First-degree
relatives
- Second-degres
relatives
- Third-degree
relatives
- Age at onset of
breast cancer
- Bilateral breast
cancer
- Dwarian cancer
- Male breast
cancer

AH, atypical hyperplasia; LCIS, lobular carcinoma in sifu; BOADICEA, breast and ovarian analysis of disease
incidence and camier estimation algorithm.




AUTOEXAMEN DE MAMA

v A, P * Muy pobre evidencia demostrando beneficio
) * Evidencia moderada sobre incremento de falsos positivos
\\ V4
>~ | , * 2-6 % de todos los canceres de mama
" \ f; * No se recomienda para mujeres con riesgo promedio

GRUPO DE RECOMENDACION RECOMENDADA (Si O NO)

, & Canadian Task Force NO (sin evidencia contundente)
USPSTF Si (no se ha revisado discutido aun desde
’ 2009)
4 ACS (2015) Si (sin evidencia para rechazarla)
ACOG Si pero sélo en ptes con alto riesgo
WHO Si para el empoderamiento de la mujer

pero no como cribado

NCCN No se requiere instruir sobre el autoexamen

JAMA. 2015 October 20: 314(15): 1599-1614.



MAMOGRAFIA

* se recomienda desde 40-45 anos

e Realizarla hasta los 74-75 anos

e Detecta 85-90% canceres de mama
» Sensibilidad 72%,Especificidad 46%

 MENOS Sensibilidad : mamas densas ( pacientes jovenes)

SENSIBILIDAD: 50-75 % - Riesgo Promedio
BAJA SENSIBILIDAD DE 33 %-> Pacientes jovenes con BRCA mutado-->realizar RMN
FALSOS POSITIVOS EN 1-7%

JAMA. 2015 October 20; 314(15): 1599-1614.



* sugieren cancer:
* masa irregular
* |lesiones espiculadas

. . . . . CATEGORIA BIRADS LESIONES DETECTADAS EN RIESGO DE CANCER
0]

estructurales BIRADS 1 Estudio negativo

BIRADS 2 -Ganglio linfatico intramamario 0
-Fibroadenoma hialinizado
-Calcificaciones benignas

BIRADS 3 -Nodulos bien circunscritos <2
-Asimetrias focales
-Microcalcificaciones puntiformes o
redondeadas

BIRADS 4 -Nodulos de contornos mal definidos 25-90
-Microcalcificaciones pleomarficas
-Distorsionesde la arquitectura

BIRADS S -Nodulos estrellados >90
-Microcalcificaciones vermiculares

D'Orsi CJ, Sickles EA, Mendelson EB, Morris EA et al. ACR BI-RADS® Atlas, Breast Imaging Reporting and Data System, Reston VA, American College of Radiology; 2013
H. Joensuu, M. Leidenius.Diagnosis and Staging of breast cancer and Multidisciplinary team working.Breast Cancer Essentials for Clinicians, ESMO PRESS 2019:1-6.



TOMOSINTESIS

 MMG
tridimensional

* $69-100 %
*E75%

JAMA. 2015 October 20; 314(15): 1599-1614.



e S:98.5%
e VPN: 99.5 %

* Hallazgos: lesion
irregular hipoecoica

e UTIL: PACIENTES
JOVENES, MAMAS e Araaa
DENSAS v




RMN DE LA MAMA

* $93%, E 60%

* Considerar biopsia si lesion se ve sélo por RMN

* Se recomienda anualmente :

* mutBRCA, un familiar 1er grado con BRCA mutado, riesgo segun escalas de 20-25%
e Exposicion a radiacion en torax entre 10-30 anos

e Sd lifraumeni,cowden

CA Cancer J Clin 2007;57:75-80



RMN DE LA MAMA

Identifica canceres no dx por raact MR 55, o B
MMG/USG Breast MR| multifocal tumors

Util cuando hay ganglios sospechosos
sin primario conocido

Lesion ipsilateral 16 %

Lesion contralateral sospechosa 9-12
% vs MMG 3 a 5 %.

H. Joensuu, M. Leidenius.Diagnosis and Staging of breast cancer and Multidisciplinary team working.Breast Cancer Essentials for Clinicians, ESMO PRESS 2019:1-6.



TAMIZAJE: CRITERIOS PARA RECOMENDARLO

Recomendaciones sociedades de cancer de tamizaje

Organizacién
mundial de Decisién Bi | Decision
* En lugares donde no esta fa salud compartida ene compartida
. . . Sociedad _ .,
estandarizados equipos ni canadiense | DeCision Bienal Decision
. . , de cancer compartida compartida
qguienes informan la mamografia
Sociedad DC '
americana de Anual Bienal
cancer
e Cada ano a partir de los 40 anos Decisién - Decision
P USPSTF compartida Bienmial compartida
. . . . Tamizaje de | Decision Bi | Decisién
Individualizar caso luego de los 75 mama en || compartida iena .
Australia , : : , :
40 S0 a0 70 80

Women's age



Recomendaciones para Tamizaje en pacientes de Alto Riesgo

* Portadores mut BRCA: examen mama c/6meses, mamografia desde los 25
anos

* 20% o0 mas de riesgo de por vida: examen mama ¢/6-12 meses, mamografia
desde 5-10 afios antes del miembro mas joven con cancer de mama en la
familia

* Radioterapia al torax : examen mama c¢/6-12 meses, mamografia 8-10 afios
post exposicion a Radiacion

Prim Care Clin Office Pract 41 (2014) 283-306



En Resumen...TAMIZAJE

« BUSCA REDUCIR MORTALIDAD ESPECIFICA POR CANCER DE MAMA

* REDUCE RIESGO EN GENERAL EN 15% AL HACER TAMIZAJE EN 100 000 MUJERES SE
EVITA MUERTE DE 50

. PQ%LSACI(')N RIESGO PROMEDIO: DESDE 50 HASTA 74 ANOS, INTERVALO DE 1-2
AN

« REDUCE TAMBIEN INCIDENCIA DE ENFERMEDAD CON GANGLIOS POSITIVOS YMAS
AVANZADA



Medidas preventivas

* ACTIVIDAD FiSICA/EJERCICIO:

* Minimo 150 min/semana
* intensidad moderada

e Lactancia materna:

 solo previene canceres asociados a hormonas
* DEBE SER MAS DE 6 MESES

European Journal of Cancer 52 (2016) 138—154 Arch Intern Med. 2009 A‘ngLlST 10: 169(15): 1364-1371.



Medidas preventivas

 Evitar obesidad

e Evitar consumo de tabaco

* Limitar:
* Ingesta de alcohol <10 g/ dia( 1 copa o trago)
e tratamientos hormonales menos 5 anos( tanto ACO como TRH )

European Journal of Cancer 52 (2016) 138—154 Arch Intern Med. 2009 August 10 169(15): 1364-1371.



CONCLUSIONES CANCER DE MAMA

e CANCER MAS FRECUENTE y PRIMERA CAUSA DE MUERTE POR CANCER EN LA
MUJER

* Tasa de incidencia Pma es 63.7 casos/100.000 hab y mortalidad de 12.6
casos/100000 hab.

 Factores de riesgo alto, moderado y bajo (RR > 4, 2-4 y <2)
* Hereditarios, no modificables, hormonales y reproductivos, ambientales

* Los canceres hereditarios son 5-10 % y los familiares hasta 20 %
e La mutacion mas frecuente es BRCA1/2



CONCLUSIONES CANCER DE MAMA

* Tamizaje debe comenzar desde 40-50 anos, cada afio, en poblacion con riesgo promedio

MMG estudio de tamizaje de eleccion > 40 anos, Sensibilidad 65-75 %.

* Tamizaje puede detenerse a los 74 afnos

NNS 2000 mujeres para prevenir 2 muertes realizando MMG cada 2 anos y si es cada aino

1400 mujeres para prevenir 1 muerte
m o

£ "~
* Hay ciertas medidas preventivas - 7O patalies =
* Ejercicio, evitar fumar, reducir uso de alcohol y tratamientos hormonales

DIA MUNDIAL
CONTRA EL CANCER DE MAMA



CANCER DE Cérvix
Tamizaje / prevencion
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Epidemiologia: Mundial

Estimated number of incidence cases, both sexes, worldwide (top 10 cancer sites) in 2012 Estimated number of deaths, both sexes, worldwide (top 10 cancer sites) in 2012

4ta causa cancer @, 7tima gral

9 vena causa muerte ( 7.5 % muertes ?)

Lung
1824 701 (13%) Lung

1 589 925 (19.4%)

Others Others
4 969 280 (35.3%) 2 623 491 (32%)
Breast
Bladder 1671 149 (11.9%) Cervix uteri Liver
429 793 (3.1%) 265 672 (3.2%) \ 745 533 (9.1%)
Oesophagus | Colorectum Prostate Stomach
455 784 (3.2%) 1 360 602 (9.7%) 307 481 (3.7%) 723 073 (8.8%)
Cervix uteri Prostate
Pancreas Colorectum
527 624 (3.8%) 1094 916 (7.8%) 330 391 (4%) 693 933 (8.5%)
Liver Stomach
782 451 (5.6%) 951 594 (6.6%) Eo%sms (4ug°fa g;agsg? (6.4%)

Total : 14 067 894 Total : 8 201 575

= 85% casos,87% muertes paises menos desarrollados
= Ameérica Latina y Caribe: 2da causa incidencia y mortalidad por cancer(83 000 casos y 36 000 muertes/afio)
= PANAMA
= 2da causa cancer ©: 31.8 casos /100 000 hab,> # casos nuevos 35-64 afios
= 2da casusa muerte por cancer @: 7.6 casos/ 100 000 hab, tasa letalidad 29.1%

OPS/OMS 2020, Perfil de cancer GLOBOCAN 2020. IARC



Historia natural

* Epitelio de cérvix
* Exocérvix: escamoso

Unidn
 SCC
_ escamocolumnar
* Endocérvix: epitelio columnary l
glandulas

Cambios metaplasicos( VPH)
Migracion: Zona transformacion

e Adenocarcinomas

Birth to menarche Menarche—40s Peripostmenopausal

Corticoides, VIH,virus
NSCJ NSCJ NSCJ
CIN1 CIN 2-3
H l""'-| \ﬂ
Epitelio *75% persiste o *14% progresan Cancer T-zone T-zone T-zone
regresion 0SCJ

e 61% persiste T | | 0OSCJ

eresto

normal

desaparece

B Squamous epithelium
(MMM Columnar epithelium

15 anos

Devita. Principles & Practice of Oncology, 8th Edition,2008




Factores de riesgo

_ Histologia Aumenta riesgo Observaciones

Inicio temprano vida sexual ambas 1.5-2.5 veces Estudios prospectivos y casos y controles
Multiples parejas sexuales  Ambas 2 -3 veces Estudios prospectivos y casos y controles

Edad temprana al primer Ambas 1.6-2.1 veces Estudios prospectivos y casos y controles

parto

Numero de partos Ambas 1.5-2 Veces Estudios prospectivos y casos y controles

VPH Ambas, 114 veces SCC, 189 HR 99.7% cancer cervicales, 15 tipos oncogénicos

>SCC 65 veces Adenocarcinoma, 110
HR VPH16 el mas usual en ambos

VPH16 > SCCy VPH18> adenocarcinoma

Estudios prospectivos y casos y controles

Walboomers JM. J Pathol. 1999;189(1):12 Gonzales et al. Int. J. Cancer: 120, 885-891 (2006)



Factores de riesgo

_ Histologia Aumenta riesgo Observaciones

Bajo estado Ambas 1/3 mayor incidencia paises alta Paises con alta pobreza 71% mayor mortalidad que

socioecondmico pobreza vs baja pobreza aquellas en paises con baja pobreza
Estudio prospectivo

ACO Ambas 1.2-1.9 veces YCon VPH: 2.8-4 Al cesar uso disminuye riesgo y desaparece luego

veces de 10 anos

Metanalisis

Tabaco SCC 1.5 veces mas SCC No asociado a > riesgo en adenocarcinoma

VIH Ambas 2.9 a5 veces mas riesgo Coinfeccidon con VPH oncogénicos,
inmunosupresion altera erradicacion VPH
metdanalisis

Receptores de Ambas 2.3 veces mas riesgo inmunosupresion altera erradicacién VPH

transplante de 6rganos metanalisis

. Gierisch et al. Cancer Epidemiol Biomarkers Prev; 201322(11); 1931-43. Appleby et al. Lancet 2007; 370: 1609-21 Engels et al. Int. J. Cancer: 123, 187-194 (2008)

Gonzales et al. Int. J. Cancer: 120, 885-891 (2006) Singh et al. Area Socioeconomic Variations in U.S. Cancer Incidence, 1975-1999. National Cancer Institute; Bethesda, MD 2003.



F | S | O pat() | nga 4 pasos: VPH parte central desarrollo de Cancer: 99.7% casos

Progresion cel con infeccidn
Persistencia infeccion VPH persistente a lesion
precancerosa

Q jovenes lra década actividad sexual 5-10 afios ( <10% infecciones), pico 25-30 afios 15 afios , pico 35-55 afios

Transient infection HPV wiral persistence

- e

Desarrollo de carcinoma e
invasion a través MB

Infeccion con VPH de epitelio

metaplasico en ZT

r

-

Infection

M oosrrral cerwix HPW=infected cerwix

Clearance

Walboomers JM. J Pathol. 1999;189(1):12 Schiffman et al. Lancet. 2007;370(9590):890.



Screening for cervical cancer: a systematic review and meta-analysis

e 1 estudio fase 3 en India
e 2 Estudios cohorte
» 18 Estudios casos y controles

Peirson et al. Syst Rev. 2013;2:35

Cltations identified through electronic
database search and scregned for
eligibility {after duplicates removed)
n= 15143

l

-

Full-text articles retrieved
and assessed for eligibility

n=531

l

Included articles [unique studies)
JEFTRFLY

Asticles (uniguee studies)
incleded in the full revies
n = 32 {29}

Articles (unique studies) included far
questions addressed in this papar
[sorme answered muktiple questions)
i =24 |21}

Excluded n = 14614

# [id not meet initial incusion mteria

Excluded n = 504

Reasons

= Mot appropriate populatian

» Nl apprapeiate screenang intervention
& Mot apprapaane sy design

& Mot apprapeiate comparison group

» Dutoamies of interest rak assessed

Additional included articles
identilied thraugh ather souras
and assessed for eligibility
=5

Articles (studies) on:

& Lorpening effecteness n= 14 {14]

» screening intervals n= 16 [14)

& ages T start/stap screening mo= & [4]

Flgure 1 Flow diagram for selection of studies included in the systematic review.




Resultados

Table 3 Summary of findings for effect of screening on cervical cancer mortality and incidence

Outcome lllustrative comparative risks®
Assumed risk Corresponding risk Relative effect Number of participants GRADE
for no screening for screening (95% ClI) (Number of studies) quality of
Number per million Number per million evidence®
(95% Cl)
Cervical cancer mortality (invited to 2,033° 1,330 (964, 1,834)°  RR 065 (047, 090)7 | 97,672 (1°) Moderate"@"™4

HPV test or cytology versus no
screening) RCT; Fnllnw-up' 8 years

J'35% RIESGO MORTALIDAD

Incidence of stage I+ cervical cancer 2,604 1,466 (1,093, 1,966)°  1r 0.56 (042, 0.75)° | 97,672 (19) Moderate™@™V

(invited to HPV test or cytology versus o

no screening) RCT; follow-up: 8 years \1’446 RIESGO ETAPAS AVANZADS
Incidence of invasive cervical cancer ~ 3,747° 4216 (3401,5226)° rr1.12 (091, 139)° 97,672 (1°) Moderate"s"4

(invited to HVP test or cytology versus

no screening) RCT; follow-up: 8 years

Incidence of invasive cervical cancer 1,596% 609 (368, 1,006) 038 (0.23,063) 116,022 (1) Low 94"

(cytology versus no screening) cohort

study; follow-up: 3 years

Exposure to cytology screening 4,781 cases and 17,916 controls OR 0.35 (0.30,041) 22,697 (13%) Very low 79"

(cases: diagnosed with invasive cervical
cancer; controls: no cervical cancer);
exposure: in previous 3 years to lifetime

? The assumed risk is the median control group risk. The corresponding risk (and its 95% Cl) is based on the assumed risk in the comparison group and the
relative effect of the intervention (and its 95% Cl). ® High quality: Further research is very unlikely to change our confidence in the estimate of effect; Moderate
quality: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate; Low quality: Further
research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate; Very low quality: We are very
uncertain about the estimate. ¢ Rates were adjusted for age by study authors. @ Study authors do not provide a hazard ratio for the HPV testing and cytology

Peirson et al. Syst Rev. 2013;2:35



Resultados

Test for overall effect: Z= 1236 (P <0.00001)

Heterogeneity: Tau*=0.06;Chi*=5098,df =12 (P <0.00001);I*=76%

Odds Ratio 0Odds Ratio
Study log[Odds Ratio] SE Weight IV, Random, 9524 CI IV, Random, 9596 CI
Andrae etal. 2008 09243 00726 11.1% 03968[03442,04575] L]
Anstizabal etal 1984 -2.2966 035222 4.4% 0.1006[0.0555,0.1892] B
Bemino etal. 1986 04977 02744 5.4% 0.6079[03550,1.0409] =
Clarke etal 1979 -1.0032 0.1601 8.4% 03667[02679,0.5019] ==
Decker et al 2009 -1.0189 0.0921 10.6% 03610[035014,04324] -
Hemandez-Avila et al 1993 09676 0.1579 8.5% 0.5800[02789,0.5178] Bl
Herrero etal 1992 09163 0.1153 9.9% 0.4000[03191,0.5014] —-
Hoffmanetal 2003 -1204 0.0734 11.1% 03000[02598,03464] +
Jim énez-Pérez et al. 1999 -1.204 0.1768 7.9% 03000[02121,04242] —w
Makinoetal 1995 -1.9661 03133 4.6% 0.1400[0.0758,02587] - -
Nieminen et al. 1999 (Orzamzed) -1.0217 0.1917 71.3% 03600[02472,0.5242] —
Nieminen et al. 1999 (Opportunistic) 03147 0.1992 13% 0.7500[04940,1.0787] = =
Talbottet al 1995 -1.1313 03882 3.4% 03226[0.1507,0.6904] -
Total (959 CI) 100.0%  0.3490[0.2953,0.4124] ¢

005 02 1

FavoursExposure FavoursNo Exposure
to Cytology to Cytology

5

b

Figure 2 Forest plot of the effect of screening on incidence of invasive cervical cancer - exposure to cytology screening.

Peirson et al. Syst Rev. 2013;2:35




Tamizaje

Table 1. Screening Methods for Cervical Cancer for the General Population: Joint Recommendations of the American Cancer
Society, the American Society for Colposcopy and Cervical Pathology, and the American Society for Clinical Pathology* <

Population Recommended Screening Method Comment
Women younger than 21 years No screening
Women aged 21-29 years Cytology alone every 3 years >25 years HPV testing alone every 5 years
Women aged 30-65 years Human papillomavirus and cytology cotesting  ypy testing alone every 3 years
(preferred) every 5 years
Cytology alone (acceptable) every 3 years
Women older than 65 years No screening is necessary after adequate Women with a history of CIN 2, CIN 3, or
negative prior screening results adenocarcinoma in situ should continue routine
**Take in consideration life age-based screening for a total of 20 years after

spontaneous regression or appropriate management

expectancy and shared decision™* of CIN 2, CIN 3, or adenocarcinoma in situ

Women who underwent total No screening is necessary Applies to women without a cervix and without a
hysterectomy history of CIN 2, CIN 3, adenocarcinoma in situ, or
cancer in the past 20 years

Women vaccinated against HPV Follow age-specific recommendations
(same as unvaccinated women)

Abbreviations: CIN, cervical intraepithelial neoplasia; HPV, human papillomavirus.

*After the Joint Recommendations were published, a test for screening with HPV testing alone was approved by the FDA. Gynecologic care providers using this test
should follow the interim guidance developed by the American Society for Colposcopy and Cervical Pathology and the Society for Gynecologic Oncology (Huh WK,
Ault KA, Chelmow D, Davey DD, Goulart RA, Garcia FA, et al. Use of primary high-risk human papillomavirus testing for cervical cancer screening: interim clinical guid-
ance. Obstet Gynecol 2015;125:330-7.).

OBSTETRICS & GYNECOLOGY VOL. 127, NO. 1, JANUARY 2016
ORSTETRICS & GYNECOI OGY VOl 127 NO 1 IANIIARY 2016



Manejo segun resultado de Tamizaje

Table 2. Management of Cervical Cancer Screening Results ¢

Screening Method Result Management
Cytology screening alone Cytology negative Screen again in 3 years
ASC-US cytology and reflex HPV negative Cotest in 3 years
All others Refer to ASCCP guidelines*
Cotesting Cytology negative, HPV negative Screen again in 5 years
ASC-US cytology, HPV negative Screen again in 3 years
Cytology negative, HPV positive Option 1: 12-month follow-up with cotesting

Option 2: Test for HPV-16 or HPV-18 genotypes
* If positive results from test for HPV-16 or HPV-18,
referral for colposcopy

* If negative results from test for HPV-16 and
HPV-18, 12-month follow-up with cotesting

All others Refer to ASCCP guidelines*

Abbreviations: ASCCP, American Society for Colposcopy and Cervical Pathology; ASC-US, atypical squamous cells of undetermined significance; HPV, human
papillomavirus.

*Massad LS, Einstein MH, Huh WK, Katki HA, Kinney WK, Schiffman M, et al, for the 2012 ASCCP Consensus Guidelines Conference. 2012 Updated Consensus Guidelines
for the Management of Abnormal Cervical Cancer Screening Tests and Cancer Precursors. | Low Genit Tract Dis 2013;17:51-527.

OBSTETRICS & GYNECOLOGY VOL. 127, NO. 1, JANUARY 2016



Manejo segun resultados tamizaje

Normal Cytology/HPV Positive \

Management of Women = Age 30, who are Cytology Negative, but HPV Positive

Repeat Cotesting / \

HPV DNA Typing

@ 1 year
Acceptable Acceptable
F 3 E Y i Y
Cytology Negative =ASC HPV 16 or 18 Positive HPV 16 and 18 Negative
and or
HPV Negative HPV positive \ ¥ l
+ Repeat Cotesting
Colposcopy @ 1 year
Repeat cotesting
@ 3 years l l
Manage per Manage per
ASCCP Guideline ASCCP Guideline

© Copyright. 2013, American Society for Colpascopy and Cervical Pathology. All rights reserved. m

Fig. 1. Management of women 30 years and older, who are cytology negative, but HPV positive. Abbreviations: ASC, atypical squa-
mous cells; ASCCP, American Society for Colposcopy and Cervical Pathology; HPV, human papillomavirus. (Reprinted from Massad LS,

OBSTETRICS & GYNECOLOGY VOL. 127, NO. 1, JANUARY 2016



Estrategias de tamizaje en poblaciones
especificas

* Mujeres infectadas con VIH
* Inicio de tamizaje 1 afio despues de iniciar vida sexual , a mas tardar a los 21 afios
* Por toda la vida( no detener a los 65)
* <30 anos al dx VIH: hacer citologia si sale bien repetir al afo, si sale bien , repetir en 3 afos

 >30 afios: citologia o test VPH si sale normal en 3 ocasiones repetir luego ¢/3 afios , si fue doble y salié normal de
entrada repetir en 3 afos

* ASCUS: si VPH positivo hacer colposcopia, si no hay VPH repetir citologia 6-12 meses y si sale alterada
colposcopia

* Mujeres inmunocomprometidas( transplante)

* Exposicidon a DES
—— Citologia anual desde los 21 aios

* Mujeres tx previamente por CIN 2, CIN 3, o cancer

_/

OBSTETRICS & GYNECOLOGY VOL. 127, NO. 1, JANUARY 2016



Vacunacion contra VPH

* 3 vacunas aprobadas:
e Bivalente: cubre HPV-16y 18
e Cuadrivalente: HPV-16, 18,6,11

* Nueve valente: 5 fenotipos mas ademas de los 4 previos , cubre 20% mas infecciones alto
riesgo pr VPH( las dos anteriores ofrecen limitada cobertura cruzada a los 30% casos
causados por virus distintos a 16 y 18)

e Se recomienda vacunar mujeres de 9-26 anos , lo mismo para mujeres von VIH

* reduccion de casos por vacunacion se vera 20 anos luego de vacunacion masiva, mientras
tamizaje es el mejor abordaje para proteger a las mujeres de cancer de cervix.

OBSTETRICS & GYNECOLOGY VOL. 127, NO. 1, JANUARY 2016



The Efficacy and Duration of Vaccine Protection Against Human
Papillomavirus A Systematic Review and Meta-analysis

TABLE

Systematic review inclusion criteria (PICO question)

Population — Girls or women aged 9 to 26
— Negative for HPV 16 or HPV 18 or not yet sexually active
Intervention — Vaccination with an authorized HPV vaccine

- Vaccination according to the schedule 0-1(-2)-6 months
(or similar), with no booster vaccination after the end of initial
immunization

- Placebo or no HPV vaccine or a vaccine other than HPV

— Infection with high-risk HPV type (DNA detection)

— Persistent (26 months*) infection with high-risk HPV type (DNA
detection)

— Grade 2 or above cervical intraepithelial neoplasia (CIN 2+)

— Grade 3 or above cervical intraepithelial neoplasia (CIN 3+)

"At least two positive samples, 6 months apart

Fow diagram
showing procedure
used to search
Iterature

908 articles identified
» 793 irelevant articles excluded
Y
115 abstracts reviewed
= 45 irrelevant articles excluded
Y
70 full texts reviewed . u.u;'ﬁﬂ“
m no
i 10 review articles,
Iﬁnﬁ'ﬂ;ihhﬂ ¢
38
| ol 23 articles excluded
+ (subgroup or interim analyses)
Ilﬁlﬁl
8RCTs 2RCTs
Gt 5 observational
follow-up) shadies

Dtsch Arztebl Int 2014; 111: 584-91




Resultados

A 5anos seguimiento

* Prevencion 83%
infeccion VPH 16 y 18

* Eficacia 90% reducir
infeccion persistente

e Lesiones CIN2+

prevenidas con 84%
eficacia

Dtsch Arztebl Int 2014; 111: 584-91

Waccinated Mok vaccinated

Study [Cases| Total |Cames| Total
Harper ot al. (18] 7 | sea | 42 | 558
Komna et al [24) | 7 | es | 30 | a6
Heterageneity I* = (74

Fuoed-effects moda

| Vaccinated | Mot vaccinated
Study cun Tatal Gal-nl- Total
Hamam et &l (23) g 2635 | 143 | 2677
Pasvonenetal (25) | 38 | 6344 | 193 | 6402
Harper ot al. (18] K 560 20 53
Keonra et &l [24) 0 | 387 | 15 | 3@2
Villa et &l (27) 4 278 20 278

Vaccinated | Mot vaccinated
Study cam Tatal c-— Total
Garland et al. (21) | 0 | zam | 20 | 225
Paavonen ef al. (26) 23 | Se40 | 110 | 5436
FUTURE Il (22} | o | sw0s | 28 | sae0
Kiommo ef sl (24) 4 460 12 | ase

Heterogeneity I* = 65%

| Vaccinated | Mol vaccinated
Study Gllﬂ- Tatal E“- Total
Garland et al. (21) o 2249 17 2258
FPaavonen of al. (26) [ 3 | G848 | 23 | 5430
FUTURE Il {22} 1 5305 20 3260

H:lsnl_ilu'lei'l'ﬂ':“i Fred-effacis modsl

RR (96% CI)

0,16 (0,07 10 0.36)
0.18 {0.08 10 0.39)
017 (0,10 1o 0.30)

0,06 (0,03 1o 0.13)
0,20 {0.14 to 0.28)
0,05 {0.01 to 0.37)
003 (0,00 10 0.54)
0.13 (0.05 10 0.37)
010 (0UDE to 0L21)

0,02 {0.00 to 0.39)
0,30 {0.20 o 0,44)
0,02 {0.00 to 0.28)
0.33 {0.11 10 1.02)
016 (0L05 To O.60)

0,03 (0,00 1o 0,48)
0.13 {0.04 10 0.43)
0,03 (0,00 to 0.25)
L6 002 1o LT

Forest plots for
Tollow-up <5 yoars
JACTS)



e I
follow-up =5 years

(RC1s)
Resultados g [ | N
Study cam Total Eam Total .
DeCarvalhoetal (20) | 3 | 193 | 43 | 175 + 0.06 (0.02 to 0.20)
Fixed-effects model e 0.06 (0.02 to 0.20)
A 10 aios de seguimiento 01 1 10
* Prevencion 94%
. . . . . "o‘attlll-ill!d Hutwacun:ted
1nc()1den01§1 infecciones y Study case| Total [Case] Tot |
95% per81stentes De Carvalhoetal. (20) | 0 | 193 | 17 | 175 - 0.03 (0.00 1o 0.43)
. QKO : Villa et al. (28) 2 | me | B | 1z {!: 0.06 (0.01 1o 0.23)
86 A) eﬁ(,:?(:la de .. Heterogeneity I = 0% Fined-effects model 0.05 (0.01 to 0.16)
vacunacion previniendo A
lesiones VPH 16 y 18
positivo y 40% lesiones
Cin 2 + 'ﬂ'ancimtad Hm-mcinmd
Study EHH Total llm'.l Total ‘
De Carvalho et al. (20) 0 219 3 212 0.14 (0.01 to 2.66)
Fixed-affects model 0.14 (0.01 to 2.66)
l.'l.l1 'II 1lﬂ

Dtsch Arztebl Int 2014; 111: 584-91



CONCLUSIONES CANCER DE CERVIX

* Tamizaje debe comenzar desde 21 anos

 21-29 ANOS-- cada afio 1-3 afios con citologia , vph test cada 3-5 afios desde los 25
* 30-65 ANOS---Citologia cada 3 afios, cotest cada 5 afios, vph cada 3 afios

* Tamizaje puede detenerse a los 65 afnos

e Hay ciertas medidas preventivas
* Vacunacion contra vph, evitar fumar, uso de preservativo , TARV para control VIH
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