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INCIDENCIA

Numero estimado de casos incidentes en todo el mundo, ambos sexos, todas las edades

Pecho

Incidencia 2261419

Breast

Lung

Colorectum

Prostate

2]

Stomach
Liver

Cervix uteri
Oesophagus
Thyroid

Bladder

0 400 000 800 000 1 200 000 1600 000 2000 000 2400 000

Data source:GLOBOCAN 2020 Numbers Agency for Research on Cancer
Graph production: Global Cancer Observatory (httE:cho.iarc.frf)
© International Agency for Research on Cancer 2021 ) Qe ieoon

Difference between right-sided and left-sided colorectal cancers. Expert Review of Anticancer Therapy, 18:4, 351-358
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INCIDENCIA
GLOBOCAN 2020

24.5 % DE NEOPLASIAS
EN MUJERES

PRINCIPAL CAUSA DE
MORTALIDAD POR
CANCER EN MUJERES

CA Cancer J Clin. 2021 May;71(3):209-249.

NUmero estimado de casos nuevos en 2020, en todo el mundo, mujeres, todas las edades

Breast
2261419 (24.5%)

- Colorectum
865 630 (9.4%)
. s (8.4%)

Other cancers
3489618 (37.8%)

Stomach
369 580 (4%)

Corpus uteri

417 367 (4.5%)
Thyroid ' Cervix uteri
448 915 (4.9%) 604 127 (6.5%)

Total : 9227 484

Namero estimado de muertes en 2020, en todo el mundo, mujeres, todas las edades

Breast
684 996 (15.5%)

Other cancers
1637 669 [37%)

Lung
607 465 (13.7%)

- Colorectum
419 536 (9.5%)

Pancreas < - Cervix uteri
219163 (4.9%) 5 341831 (7.7%)
Liver - ' Stomach
252 658 (5.7%) 266 005 (69%)

Total : 4 429323



ETIOLOGIA Y FACTORES DE RIESGO

FACTORES ASOCIADOS DE RIESGO ALTO PARA CANCER DE MAMA

La incidencia ajustada por edad del cancer de
EDAD mama sigue aumentando con el avance de la
edad de 1a poblacién femenina.

Un historial de cancer en una mama aumentala
probabilidad de un segundo cancer primario en

HISTORIA PERSONAL DE

CANCER DE MAMA
1a mama contralateral.

Los familiares de primer grado de pacientes con
cancer de mama tienen un riesgo de 2 a 3 veces
mayor de desarrollar 1a enfermedad.

HISTORIA FAMILIAR DE CANCER
DE MAMA

HISTORIA PERSONAL DE

CANCER DE MAMA SE ESTIMA QUE EL 20 % DE LAS
CAUSAS DE CANCER DE MAMA SON
HISTORIA FAMILIAR DE CANCER FACTORES DE RIESG’O MODIFICABLES
DE MAMA

HARBECK. BREAST CANCER. (2019). NATURE REVIES|DISEASE PRIMERS
Alkabban FM, Ferguson T. Breast Cancer. [Updated 2020 Nov 10]. In: StatPearls [Internet




ETIOLOGIA

Magnitude of Risk of Known Breast Cancer Risk Factors Mutacionesen BRCA1y?2
repr ntan 5-10% t ]
Relative Risk <2 Relative Risk 2—4 Relative Risk >4 e'p esentan 5-10% de todos los
Early menarche One frst-degree relative with Mutation BRCA1 or BRCA2 Cancer de Mama
Late menopause breast cancer LCIS
Nulliparity CHEKZ mutation Atypical hyperplasia
Estrogen plus progesterone Age >35 y for frst birth Radiation exposure before 30 B RCA1 B RCA2
HRT Proliferative breast disease 1
Alcohol use Mammographic breast density Chromosom 17 Chromosom 13
Postmenopausal obesity Ipppp IS
17p13.2 p12
13p11.2
17p12
139121 2——
9 17q12.21 13q13'1—|;:?::a
- 0 3 E 17q21.2 13g14.12
26-85% Riesgo alo largo de la vida del e — Y ¥
desarrollo de CA de mama en Portadoras m:“ 1ra2s 2 B P clusne
1725.2 T — .
' 13q32.2

139333

DeVita et al (2015). Malignant tumors of the breast. Cancer principles & practice of oncology (10 ed). USA: Wolters Kluwer Health




EL MAYOR RIESGO DE CANCER DE MAMA OCURRE ENTRE LAS MUJERES BLANCAS

Figure 2. Age-specific Female Breast Cancer Incidence
Rates by Race/Ethnicity, US, 2012-2016

00— @ Non-Hispanic White

@ Non-Hispanic Black
American Indian/Alaska Native

@ Hispanic
Female breast 0 ® Asian/Paific Islander

B Al races
I White
I Black

300

Rate per 100,000

200

20-24 2529 30-34 3539 40-44 45-49 50-54 55-59 60-64 65-69 70-14 75-79 BO-84 85+
Age

R. L. Siegel et al. CA: A Cancer Journal for Clinicians(2021)

Breast Cancer Facts & Figures 2019-2020. (American Cancer Society)



FACTORES HORMONALES

Figure 1. Breast Cancer by Category and Treatment Group (Estrogen Plus Progestin vs Placebo)

ESTROGENOS ENDOGENOS

NIVELES MAS ALTOS DE ESTROGENOS
ENDOGENOS SE ASOCIAN CON UN MAYOR

RIESGO DE CANCER DE MAMA

0.04+ Total Breast Gancer

~— Estrogen + Progestin
—— Placebo
0.03-
Unweighted HR=1.24
(@5% CI, 1.02-1.50)

o0 Weighted Z=-3.53
Weighted P <001

7

o1 2z 85 4 5 6 1
Time, y

(

Cumulative Proportion

0.01-

No. at Risk

Estrogen +
Pragestin 8506 8396 8303 8194 7943 5751 3013 1302

Placebo 8102 BOOZ 7895 7793 7581 5430 2696 977

0

Invasive Breast Cancer

Unwaighted HR=1.24 /_r

95% Cl, 1,01-1.54]
| Weighted z=-2.98 ‘)/

Weighted P=.003

12 5 4 5 8 1
Time, v

8506 8388 8309 8209 V963 65771 3027 1316
5102 8008 7905 7811 7609 5448 2707 981

o]

In Situ Breast Cancer

Unweighted HR=1.18
95% CI, 0.77-1.82)

| Waighted Z=-1.72

Waighted £ =.00

ﬁ

1 2 3 4 5 6 7
Time, y

8506 8396 8303 8194 7943 5751 3013 1302
8102 8002 7895 7793 7581 5430 2696 977

Hazard ratios (HRs) are from unweighted Cox proportional hazards regression models, stratified by age and dietary modification randomization group. Z statistics and P
values are from weighted Cox proportional hazards regression models, stratified by age and dietary modification randomization group. Cl indicates confidence interval.

R. T. Chlebowski et al. JAMA(2003)

- ENFERMEDAD CON RECEPTORES
HORMONAS +

- SEOBSERVAN EN PREY
POSTMENOPAUSICAS

ESTUDIOS OBSERVACIONALES
HAN MOSTRADO UN MAYOR
RIESGO DE CANCER DE MAMA
CON EL USO PROLONGADO
DE THM EN AMBOS ESQUEMAS
(TMH CON ESTROGENOS Y
COMBINADOS)



El riesgo de cancer de mama fue mayor entre
las mujeres con antecedentes de tabaquismo.
(RR resumido 1,10; IC del 95%: 1,02-1,14)
El riesgo relativo por cada aumento de 10
m gramos en la ingesta diaria de alcohol fue 1,11
(IC del 95%:1,03-1,20)

MUJERES POSMENOPAUSICAS

LA OBESIDAD (DEFINIDA COMO iNDICE

DE MASA CORPORAL [IMC] 230 KG) MUJERES PREMENOPAUSICAS
un IMC elevado seasocia con un menor riesgo

de cancer de mama en MUJERES

PREMENOPAUSICAS




FACTORES HORMONALES

LAS CARACTERISTICAS "CLASICAS" DE UNA LESION CANCEROSA
MASA MAMARIA PALPABLE INCLUYEN UNA LESION UNICA DOMINANTE DURA, INAMOVIBLE,
CON BORDES IRREGULARES.

ADENOPATIA AXILAR (ENFERMEDAD LOCORREGIONAL) +
HALLAZGOS CUTANEOS:

ENFERMEDAD LOCALMENTE . ERITEMA
AVANZADA « ENGROSAMIENTO
« FORMACION DE HOYUELOS EN LA PIEL SUPRAYACENTE (PIEL
DE NARANJA)




Tipo de biopsia

Aguja de corte

Corte aspira-

cion automatico,
Mammotome
Vacora, Surus, etc.

Biopsia quirargica

Tipo de lesion
Quistes, ganglios axilares
No se recomienda en tu-
mor primario de mama
Lesiones solidas

La principal aplicacion es
en biopsia de calcificacio-
nes

Lesiones que no pueden
ser biopsiadas de manera
percutanea (limitacion
técnica), presencia de
lesiones multiples
Biopsias previas con aguja
de corte no concordantes

Calibre de aguja

11y14 Gsonlas
mas

utiizadas

9, 11y14G
Incision en la piel,
5 a 8 muestras
requeridas



Tipos Histologicos

Histological classification of breast cancers I N V AS I V o S
DUCTAL: 70-80%
LOBULILLAR: 10-15%

(o) =
@

T— .,...;;::'.:..,/l\w.:m.,,, Mejor Pronostico:
Moderately

Oiteronates Tubular, medular,

This classification is based on
1. Nuclear Pleomorphism

2. Glandular/Tubule Formation m u Ci n O SO

3. Mitotic Rate (per 10 HPF)

e | . "_'—"W

Grado 1 bien = Grado 3 poco
moderadamente g =
2]
]

fere fere
diferenciados (20%) diferenciados (35%) diferenciados (46%)




Clasificacion molecular del carcinoma mamarioy su
aproximacion por IHQ

I 1 Intrinsic subtype Clinicopathological surrogate definition
20% | ERneg ER pos | 80% Luminal A

HER2-negative

I i
= ,
Ki67 low?
PgR high>20%
Low-risk molecular signature (if available)

Luminal B ‘Luminal B-like (HER2-negative)’
ER-positive
HER2-negative
and either
Ki67 high or

PgRlow  <20%

High-risk molecular signature (if available)

‘Luminal B-like (HER2-positive)’

6 0 0 /o ER-positive

HER2-positive

2 oo/o Any Ki67

Any PgR
230/0 HER2 ‘HER2-positive (non-luminal)’

HER2-positive
£R and PgR absent

Basal-lke"
ER and PgR absent®
HER2-negative




Clasificacion molecular del carcinoma mamario: Valor Prondstico

Tiempo a

Norway/Stanford data—set van't Veer data-set Metastasis

(24 %, n = 23)

0.8+
2 06l P<0.01 2 e
g = e T P< 0.01
-1 (10 %, n = 10) ,n=
& 04 8 04

Basal

24 48 72 96 120 144 168 192
Time to distant metastasis (months)

0 24 48 72 96 0
Overall Survival (months)

Significant Prognostic Value of Intrinsic
classifcation

1-Los carcinomas de mama de tipo luminal son los subtipos con mejor prondstico y se caracterizan por expresar el gen del receptor estrogénico, y

queratinas de bajo peso molecular (CK7, CK8, CK18, etc.), de forma semejante al epitelio luminal de los conductos mamarios
2-El carcinoma de mama HER2-positivo muestra expresiéon aumentada de genes asociados a c-erbB-2 y se asocia a marcadores de mal prondstico,

como alteraciones de otros genes



ESTADIFICACION-TNM
Stage 0 Tis N0 MO

Supraclavicular

High axillary, apical,

stage lA level 111
Mid-axillary,
stag’ lB level Il
Stage IIA ,
__._h \ Halsted's
Axillary ligament
vein y 7,
; ;-'“I 7
[ Internal
stﬂge “B Low axillary, \ ‘ mammary
level | ;

Stage IlIA

~<>10-20 mm=T1c
5t

Pectoralis minor
muscle

Stage IIIB




Early Breast Cancer

TRATAMIENTO

+ +

N

Tumour <2 cm and/or optimal surgery feasible’
with the exception of aggressive phenotypes®

N

No wish for breast conservation
or breast conservation not possible
with the exception of aggressive phenotypes®

Tumour >2 cm or optimal surgery not feasible
and wish for breast conservation
and breast conservation potentially feasible after downstaging

TNBC/HER2-positive tumours >2 cm
and/or with positive axilla
regardless of feasibility of optimal surgery

N E OA DY U VA N C I A Systemic induction therapy© [l, A]

Es un Tto sistémico inicial o primario que \J; i/

se administra antes de uno radical ) _

( Ci rugia) Satisfactory response Unsatisfactory response

Objetivos: l l

1: Incrementar posibilidades de cirugia v V

conservadora,

2: Conocer si se obtiene RPC al Tto ya que
Se asocia con mejor pronostico;

3: Si es el tumor sensible a QT.

Postoperative ChT + anti-HER2
if applicable [1, A] |

Neoadyuvanica: Es un Tto sistémico inicial o primario que se administra antes de uno radical (Cirugia o Radioterapia). Objetivos: 1:
Incrementar posibilidades de cirugia conservadora, 2: Conocer si se obtiene RPC al Tto ya que se asocia con mejor pronostico; 3: Si es el
tumor sensible a QT.

Early Breast cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. An. Oncol 2019




TRATAMIENTO

Early Breast Cancer

+ v

hYd N
[ ER-negative ] ER-positive

! ! ! !

N W N A4
HER2-positive TNBC HER2-negative HER2-positive

A [ N N A N
Special histological types®, NO, . i =
Ductal o i T Etes Luminal A Luminal B Luminal B

! | ! L !

3)
ChT only in selected ET = ChT* ChT® + anti-HER2?

cases with high- [,A] +ET[I,A]

ChT® + anti-HER2" Observation or ChT

1, A] [, B]
disease burden

(LAl

Figure 2. (Neo)-adjuvant systemic treatment choice by marker expression and intrinsic phenotype.

Early Breast cancer: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. An. Oncol 2019




Relevance of breast cancer hormone receptors and other
factors to the efficacy of adjuvant tamoxifen: patient-level

meta-analysis of randomised trials EBCTCG

Mortality by Age

Early Breast Cancer Trialists’ Collaborative Group (EBCTCG)*

Metanalisis :
Ratio of annual death rates
20 ensayos -
Tamoxifen : Control
—— : -
Recurrence Breast cancer mortality Age =40 H 0-61 (SE 01 2)
10645 women (100% ER positive, 44% node positive, 51% chemotherapy) 10645 women -
50 Control T 40-49 —i 076 (SE 0-09)
462% :
401% Py -
40 2 50-59 - 076 (SE 0-07)
g i’: Control :
o 33:0% 2 331%
Z 0l o - 2 60-69 '.- 0-65 (SE 0-06)
g tamoxifen g 25.1% -
¢ b} ]
§ 25.9% 2 2?3::5 =70 - 0-63 (SE 0-15)
2 o -, ]
20 %’ * tamoxifen H
& 11-9% 17-9% i
164% - Total ¢ 0-683 (SE 0-036)
10 = ' 2p<<0-00001
RR 061 (95% Cl 0-57-0-65) 8.6% RR 070 (95% C10-64-0.75) -
Log-rank 2p<0-00001 Log-rank 2p<0-00001 '
15-year gain 13-2% (SE 1-1) 15-year gain 9-2% (SE 1.0) E
0 i
0 5I lb 15 years 0 é 1l0 15 years ] I ] ]
Recurrence rates (% peryear) and log-rank analyses Death rates (% peryear: total rate minus rate inwomen
without recurrence) and log-rank analyses 0 0-5 1-0 15 2:0
Tamoxifen better | Tamoxifen worse
Conclusion:

En pacientes con Ca Mama RH positivos, Tamoxifeno por 5 anos disminuye significativamente el riesgo de RECURRENCIA en un
39%y el riesgo de MUERTE por Cancer en 30% vs placebo.

Davies C et al. Early Breast Cancer Trialists’ Collaborative Group (EBCTCG). Lancet. 2011;378:771-84.
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INCIDENCIA

Number of new cases in 2020, both sexes, all ages

Breast
2261419 (11.7%)

Lung
2206 771 (11.4%)

Other cancers
8 275 743 (42.9%) Colorectum

1931 590 (109%)

Prostate
1414 259 (7.3%)

Stomach
1089 103 (5.6%)

Oesophagus
604 100 (3.1%)

Cervix uteri
604 127 (3.1%)

Total: 19 292 789 cases

Liver
905 677 (4.7%)

Number of deaths in 2020, both sexes, all ages

Lung
1796 144 (17.4%)

Other cancers
3 557 464 (34.5%)

Cervix uteri
341831 (3.3%)

Colorectum
935 173 (9.1%)

Liver
830180 (8.1%)

Stomach
768 793 (7.5%)

Prostate

375 304 (3.6%)
Pancreas
466 003 (4.5%)

Oesophagus Breast
544 076 (5.3%) 684 996 (6.7%)

Total: 9 958 133 deaths



INCIDENCIA

Estimated age-standardized incidence rates (World) in 2020, cervix uteri, females, ages 15+

ASR (World) per 100 000

= 36.5

24.1-36.5

16.9-24.1

10.1-16.9 I Not applicable
<10.1 No data




EPIDEMIOLOGIA

Percent of Cases by Stage

4%

B Localized (44%)
Confined to Primary Site

B Regional (36%)
Spread to Regional Lymph Nodes

" Distant (16%)
Cancer Has Metastasized

Unknown (4%)
Unstaged

36%

Percent of New Cases by Age Group: Cervical Cancer

Cervical cancer is most frequently
diagnosed among women aged

35-44,
a5
§ 30 Median Age
: 228% 22.4% M Disgrosls
z 19.7%
5 20
£
o SRR 50
§ 12.2%
& 1
0 6.4%
5 2.6%
0.1%
<20 20-34 35-44 45-54 55-64 65-74 75-84 >B4

Age

SEER-18. National Cancer Institute. 2020.

Percent

100
90
80
70
60
50
40
30
20
10

5-Year Relative Survival

91.9%

58.2%

17.6%

Distant

Localized Regional

Stage

52.4%

Unknown



FACTORES DE RIESGO

e Inicio temprano de actividad sexual (<21anos).[?]

« NUumero de parejas sexuales (>2).[2

« Una pareja sexual de alto riesgo.[?]

« Antecedente de infecciones de transmisidn sexual.

» Edad de primer embarazo (<20anos).

» Uso de anticonceptivos orales (>5anos)

« NUmero de embarazo a termino (>3).[2]

« Antecedente de neoplasia o cancer intraepitelial escamoso
vulvar o vaginal.[?]

e Inmunosupresion (VIH).[2

e Tabaquismo.

« Nivel socioecondmico bajo.

Infeccion por VPH

Difference between right-sided and left-sided colorectal cancers. Expert Review of Anticancer Therapy, 18:4, 351-358




LOW RISK

VPH

El CACU se debe al VPH hasta en un 98% de las
ocasiones

Subtipos de alto riesgo: 16, 18, 31, 33, 35, 39,
45, 51, 52, 56, 58, 59, 68, 69, 82

Subtipos de bajo riesgo: 6, 11, 40, 42, 43, 44,
54, 61, 72, 81

Herrera-Gémez at al. Manual de Oncologia (6ta ed). McGraw Hill. 2017.
Human papillomavirus (HPV) is central to the development of cervical neoplasia



FACTORES DE RIESGO

Historia de vph

Harold Zur Hausen.

Postulé a principios de la decada de 1970 que
probablemente el VPH era el agente causal del cancer
del cuello uterino (CQ).

A finales de 1070 se aislo el genoma viral de VPH.
En 1983 se demostro que VPH 16 y 18 se encuentran
en el 60-70% de los CC.

Premio nobel de medicina en 2008.

Why did give the Nobel Prize on Medicine to Harold zur Hausen in 2008? J, Berimen, Gaceta Mexicana de Oncologia.




Human Papillomavirus and Cervical Cancer, J Obstet Gynaecol. July, 2020.

~

Infeccion viral mas comun del tracto reproductivo y

una de las ITS mas comunes en todo el mundo.

J/

Prevalencia mundial de la infeccion por VPH de
alto riesgo es del 10.4%.

y,
_ ™
>70% de las mujeres y hombres sexualmente
activos se infectaran en algin momento de sus
vidas
J
N

La infeccion habra desaparecido a los 2 afios en
un 90% los pacientes.

El cancer de cuello uterino es la enfermedad
relacionada con el VPH mas comdn.

Casi todos los casos de CACU se deben a una
infeccion crénica por VPH.




VPH[IFISIOPATOGENIA

B F--------------
: URR E6 gy I
I N !
| L1 :
: E1l
1 HPV genome |
1 (~8000 bp) :
1
1 i
1 |
' I
I ESB Es5a E4 |

Zur Hausen H. Nat Rev Cancer. 2002;2(5):342-50.

N iral risk factors:

nd oestrogen
dllVE

e high-risk type
= viral load
v[rus variants

Genomic instability
induced by increasing
EG/E7 gene expression

nvasive I
carcinoma <

Figure 5| HPV and non-HPYV factors that contribute to HPV-induced malignant
progression. Viral and non-viral risk factors that influence the progression of infected cells are listed



VPH

Transient infection HPV viral persistence
_ 1 T

Infection
Normal cervix HPV-infected cervix

Clearance

Figure 3: Major steps in the development of cervical cancer

Schiffman M et al. Lancet. 2007;370(9590):890.




FACTORES DE RIESGO

Tabagquismo

Para demostrar que el tabaquismo se relacion con
desarrollo de cancer de cérvix, cabe mencionar este
estudio, en el cual...los fumadores actuales tenian un
riesgo significativamente mayor de carcinoma de
células escamosas del cuello uterino en comparacion
con los que nunca habian fumado.

También hubo un mayor riesgo para los exfumadores,
aunque en menor medida y no hubo una tendencia
clara con el tiempo desde que dejaron de fumar.

No hubo asociaciéon entre el
adenocarcinoma de cuello uterino
y las diferencias entre los RR para tabaquismo y
adenocarcinoma y de células escamosas fueron
estadisticamente significativos.

tabaquismo y el

Int. J. Cancer: 118, 1481-1495 (2006)

INVASIVE CANCER
a: SQUAMOUS CELL CARCINOMA*

CARCINOMA IN SITU/CIN3

Cases/ Cases/
Smoking status Controls RR' RR? (95% FCI)* RR? (95% FCl)* Controls RR' RR? (95% FCI)* RR? (95% FCI)*
never 5151/11929 1.00 1.00 (0.94-1.06) 1501/9972 1.00 1.00 (0.91-1.10)
past 7591552 1.17 1.05 (0.94-1.17) 3151286 150 1.32(1.12-1.56) —a—
current 1653/2764 1.69 1.46 (1.35-1.58) E 3 1444/2892 218 1.83(1.68-1.99) E =

0.5 1.0 1.5 20

0.5 1.0 1.5 20

b: ADENOCARCINOMA

Cases/ Cases/
Smoking status Controls RR' RR? (95% FCI)* RR? (95% FCI)* Controls RR' RR?(95% FCI)* RR? (95% FCI)*
never 779/11929 1.00 1.00 (0.89-1.13) -l— 141/9972 1.00 1.00(0.81-1.24) ——
past 152/1552 0.97 0.84 (0.68-1.03) —— 63/1286 1.08 1.04(0.77-1.41) —_—
current 26072764 1.12 0.92 (0.78-1.07) — - 68/2892 105 0.81(0.61-1.08) —=—1-

0.5 1.0 15 20

0.5 1.0 15 20

* RR' siralified by sludy and age al diagnosis only. RR? skralified by siudy, age al diagnosis, number of sexual pariners, duralion of oral coniraceplive use,

age al first intercourse and number of births; 95% floated confidence infervals (FCls) for RR®. Women with no information on number of sexual pariners are

excluded from these analyses.

* includes all non-adenocarcinomas

Ficure 1 — Relative risk (RR)* of carcinoma of the cervix by histological type in relation to smoking status.



Manifestaciones clinicas




Manifestaciones clinicas

/

Exploracion fisica

A%

Biopsia cervical

Examen pélvico Colposcopia
Examen -enferl-'nedad a . ; . Curetaje (.endc-nf:ervical
distancia D I a g n O St I co Conizacién
Endoscopia Estudios de imagen
Histeroscopia
Cistoscopia

Proctoscopia




DIAGNOSTICO

PET-TC: evaluacion de afectacion de los GL pélvicos y paraaorticos.

RMI: tamafio del tumor y extension local de la enfermedad, incluida la evaluacion de los GL.
TC abdomino- pélvica preoperatoria para excluir metastasis ganglionares obvias y distantes.
USG




Rutas de diseminacion

Left adrenal gland

Rorta 7
=) 3% 2N
=S\ =
"\ {}// P
' 4 ———1__ superior

S, o :
A .',,-"/ !) T T e— mesenteric

‘QL\(\. = artery
1 =
] \"‘\\5\_&#_/
'}'Eht ureter Left ovarian artery
3 Left ureter

I Paraaortic

I lymph nodes |

RTgFt-tw-arTaFv-eﬁl' Inferior mesenteric
artery

-

I Right commonl
1 iliac artery _I &

X o
Vit 72) ! Left common iliac vein

Left ovarian artery
and vein

Fallopian tube

Hypogastric
artery and nodes

———————
I External iliac 1
| nodes N

s

Obturator G IR
nodes R
H Rectum \

Uterus Round




Metastasis - CaCu

15-61%

Ganglios pélvicos 75%
Ganglios para-aorticos 62%
Pulmon 33-38%

Peritoneo 5 a 27%

Glandulas suprarrenales 14%
Intestino 12%

Piel 10%




ESTADIFICACION




AJCC Tumor-Node-Metastases (TNM) and International Federation of Gynecology and Obstetrics (FIGO)
Surgical Staging Systems for Carcinoma of the Uterine Cervix
Definitions for T, N, M

FIGO

T Stage Primary Tumor
TX Primary tumor cannot be assessed
T0 No evidence of primary tumor
™ | Cervical carcinoma confined to the uterus (extension to corpus should be disregarded)
T1a 1A Invasive carcinoma diagnosed only by microscopy. Stromal invasion with a maximum depth of 5.0 mm measured from the base
glf alsr’lgr%gi:iré?‘lium and a horizontal spread of 7.0 mm or less. Vascular space involvement, venous or lymphatic, does not affect

T1a1 IA1 Measured stromal invasion of 3.0 mm or less in depth and 7.0 mm or less in horizontal spread
T1a2 1A2 Measured stromal invasion of more than 3.0 mm and not more than 5.0 mm, with a horizontal spread of 7.0 mm or less

T1b 1B Clinically visible lesion confined to the cervix or microscopic lesion greater than T1a/lA2. Includes all macroscopically visible lesions,
even those with superficial invasion.

T1b1 1B1 Clinically visible lesion 4.0 cm or less in greatest dimension
T1b2 1B2 Clinically visible lesion more than 4.0 cm in greatest dimension
T2 Il Cervical carcinoma invading beyond the uterus but not to the pelvic wall or to lower third of the vagina
TZa MA ‘Tumor without parametrial invasion
T2a1 lIA1  Clinically visible lesion 4.0 cm or less in greatest dimension
T2a2 IIA2  Clinically visible lesion more than 4.0 cm in greatest dimension
T2b B Tumor with parametrial invasion

T3 [} Tumor extending to the pelvic sidewall* and/or involving the lower third of the vagina and/or causing hydronephrosis or
nonfunctioning kidney

T3a A Tumor involving the lower third of the vagina but not extending to the pelvic wall
T3b B Tumor extending to the pelvic wall and/or causing hydronephrosis or nonfunctioning kidney

T4 IVA Tumor invading the mucosa of the bladder or rectum and/or extending beyond the true pelvis
(bullous edema is not sufficient to classify a tumor as T4)




AJCC Tumor-Node-Metastases (TNM) and International Federation of Gynecology and Obstetrics (FIGO)
Surgical Staging Systems for Carcinoma of the Uterine Cervix
Definitions for T, N, M

FIGO

T Stage Primary Tumor
X Primary tumor cannot be assessed
TO No evidence of primary tumor
T | Cervical carcinoma confined to the uterus (extension to corpus should be disregarded)
T1a 1A Invasive carcinoma diagnosed only by microscopy. Stromal invasion with a maximum depth of 5.0 mm measured from the base
glfatggfg:g?]lium and a horizontal spread of 7.0 mm or less. Vascular space involvement, venous or lymphatic, does not affect

T1a1 1A1 Measured stromal invasion of 3.0 mm or less in depth and 7.0 mm or less in horizontal spread
T1a2 1A2 Measured stromal invasion of more than 3.0 mm and not more than 5.0 mm, with a horizontal spread of 7.0 mm or less

T1b 1B Clinically visible lesion confined to the cervix or microscopic lesion greater than T1a/lA2. Includes all macroscopically visible lesions,
even those with superficial invasion.

T1b1 1B1 Clinically visible lesion 4.0 cm or less in greatest dimension
T1b2 1B2 Clinically visible lesion more than 4.0 cm in greatest dimension
T2 [} Cervical carcinoma invading beyond the uterus but not to the pelvic wall or to lower third of the vagina
T2a A Tumor without parametrial invasion
T2a1 IIA1  Clinically visible lesion 4.0 cm or less in greatest dimension
T2a2 WIA2  Clinically visible lesion more than 4.0 cm in greatest dimension
T2b 1B Tumor with parametrial invasion

|_T3 n Tumor extending to the pelvic sidewall* and/or involving the lower third of the vagina and/or causing hydronephrosis or
nonfunctioning kidney

T3a 1A Tumor involving the lower third of the vagina but not extending to the pelvic wall
T3b B Tumor extending to the pelvic wall and/or causing hydronephrosis or nonfunctioning kidney

T4 IVA Tumor invading the mucosa of the bladder or rectum and/or extending beyond the true pelvis
(bullous edema is not sufficient to classify a tumor as T4)




TRATAMIENTO

Diagnéstico Inicial
Colposcopial/biopsia

Cervical Enfermedad 44%? Localmente 36% Enfermedad
dlsplasm Temprana avanzada Metastasica

FIGO Iy, /Il
Mg :

Cone biopsy
Cryotherapy CIRUGIASeguido de Adyuvancia
Laser therapy dependiendo de Factores de Riesgo

LEEP

chemotherapy

+/- bevacizumab

Quimio-Radioterapia

L1+/ MSI-
H/dMMR/TMB-H),
larotrectinib for NTRK
gene fusion,
bevacizumab, or
Quimioterapiachemoth




JAMA Oncology | Original Investigation

Cisplatin Chemoradiotherapy vs Radiotherapy in FIGO

Stage IIIB Squamous Cell Carcinoma of the Uterine Cervix
A Randomized Clinical Trial

E Disease-free survival Overall survival
100 - 100
i SLP 5 anos . SG 5 anos
- i i
3 57.3%vs 43.8 2 54 % vs 46%
2 60- 2 601
Q Chemoradiotherapy § Chemoradiotherapy
‘; 40- T 40
g Radiotherapy alone
3 Radiotherapy alone 3 I Py e
S 20- 20
HR, 0.81; 95%Cl, 0.68-0.98; P=.03 HR, 0.82; 95% Cl, 0.68-0.98; P=.03
0 T T T T T T T T T T T T T 1 0 T T T T T T T T T T T T T 1
0 12 24 36 48 60 72 84 96 108 120 132 144 156 168 0 12 24 36 48 60 72 84 96 108 120 132 144 156 168
Time, mo Time, mo
No. at risk
Chemoradiotherapy 424 305 265 228 208 188 157 133 110 79 49 30 8 0 O 424 345 289 246 219 194 161 134 112 81 50 31 8 0 O
Radiotherapy alone 426 298 236 197 177 147 117 95 73 48 28 17 6 1 0 426 347 264 220 187 157 125 98 73 49 30 19 6 1 O

Shrivastava S et al. JAMA Oncol 2019. doi:10.1001/jamaoncol.2017.5179




CANCER DE
TIROIDES[?




.

Glandula Tiroides

i
=

Neoplasia maligna endocrina mas comun.

Aumento de incidencia (Cancer papilar de tiroides).
Mas comun en mujeres (proporcion 3:1).

Edad al momento del diagndstico de 51 afios.

El cancer de tiroides papilar es el subtipo histoldgico
mas comun (90% de los casos nuevos).



International Agency for Research on Cancer c A N c E R
GLOBOCAN 2020 (@) Yorid Heaith ‘ TODAY

c Females
Incidence Mortality

Non-Hadgkin
ymphaoma
26%
Liver
30%
49%
34% ;';: Stomach 7-7%
6.0%
Corpus uler s "
.. Cervix uteri
5% Thyroid
Yo% 65%
9.2 million 4.4 million

new cases deaths




Number of

GLOBOCAN 2020

Prostate
3 249 (24.6%)

Ecuador o o

5997 (45.5%)
Stomach
Source: Globocan 2020 1451 (11%)
Colorectum
1123 (8.5%)
Number of new ¢ 0, both s, all ages
Leukaemia Non-Hodgkin lymphoma
Breast 659 (5%) 711 (5.4%)
3563(12.2%)

Total: 13 190

Prostate Number of new cases in females, all a
3249 (11.1%)

Breast
Colorectum 3 563 (22.2%)
2481 (B.5%)
Stomach
2472 (B.4%) Other cancers
7 154 (44.5%)

Cervix uteri
1534 (9.5%)

Thyroid
1453 (9%)

Other cancers
15823 (54.1%)

Thyroid
1 685 (5.8%)

Total: 29 273

Stomach Colorectum
1021 (6.3%) 1358 (8.4%)

Total: 16 083

Summary statistic 2020




Rate Per 100,000 Persons

INCIDENCIA

16
14
12

10

V¥ V9V VYV VYV VNV YV VYV VYV VYV VYV VY

0
1992 1996 2000 2004 2008 2012 20186 2019
Year

Tasa de Casos Nuevos v indice de mortalidad

Surveillance, Epidemiology, and End Results Program. Cancer Stat Facts: Thyroid Cancer

Supervivencia relativa a 5 afios

98,3%

2011-2017

Nuevos casos estimados en 2021

% de todos los casos nuevos de cancer

Muertes estimadas en 2021

% de todas las muertes por cancer

44,280

2,3%

2,200

0,4%



FACTORES DE RIESGO

Surveillance, Epidemiology, and End Results Program. Cancer Stat Facts: Thyroid Cancer

Table 2
Hazard Ratio (95% Confidence Interval) of Thyroid Cancer, by Parity, Age at First Birth, and Months of Breastfeeding (Nurses’ Health Study Il Women, 1989-2013)
Variable Cases Py Basic Model + All Other Factors
Premenopausal
Parity
Nulliparous 60 323 1.00 1.00
Parous 276 1267 1.03 (0.78-1.37) 097 (057-167)
1 child 62 251 1.29(090-1.84) 1.10 (0.61-1.98)
2 children 122 602 097 (0.71-132) 093 (053-1.62)
3 children 67 308 0.97 (0.69-139) 095 (0.53-1.70)
>4 children 25 106 0.99 (0.62-1.58) 093 (0.48-182)
Prrend 48 56
Among parous women
Age at first birth, years
<22 24 144 1.00 1.00
22-25 62 392 0.93 (0.58-1.50) 087 (0.54-141)
26-29 92 426 1.20(0.76-1.90) 1.14(0.72-182)
30-33 54 197 1.47 (0.90-2.41) 142 (0.85-2.35)
>34 33 87 1.79 (1.05-3.05) 1.70 (0.97-2.99)
Prrena 003 008
Breastfeeding, months
0 a6 197 1.00 1.00
<12 76 390 0.79 (055-1.14) 0.77 (053-1.11)
12-23 57 285 0.80 (0.54-1.18) 0.79 (0.53-1.19)
>24 68 258 1.02 (0.70-1.48) 1.03 (0.67-1.56)
Parend 13 70
Postmenopausal
Paritv



FACTORES DE RIESGO

All data

Non-CCSS data

CCSS data, chemotherapy

CCSS data, no chemotherapy
4-Parameter model, all data

= = = 4-Parameter model, non-CCSS data

Ob*e

-
w
T
@
=
i
=
@D
o=
1
60
Thyroid dose (Gy)
RR 9,2 Gye ( RR 10 Gye'(
Caso grupo 2 Bov1 72 v3 0 valorp® valorpd ICdel95%) IC95%)

Todos los canceres de tiroides 545  0.016 -0.001 -0281 258 <0.001 0.001  2,7(22-3,5) 30.4(20,9-444)
Tumores papilares 368 005 0002 =0377 197 <0.001 0.000 24(19-31) 224(144-353)
Tumores no papilares 10.78 —-0.009 -0,000¢ -0.220 272 <0.001 0234  41(24-7.7) 557(21.2-148.5)

Schneider, Arthur B; Sarne, David H (2005). Long-term risks for thyroid cancer and other neoplasms after exposure to radiation. Nature Clinical Practice Endocrinology;
Metabolism, 1(2), 82-91.




Nodulos Tiroideos

Mas del 90% son lesiones benignas pequeinas, no palpables.

Tasa de malignidad <5% en pacientes adultos sin antecedentes de exposicidon a la
radiacion.

Los ndédulos son mas comunes entre pacientes de mayor edad, sexo femenino y aquellos
con antecedentes de deficiencia de yodo o exposicion a radiaciones ionizantes.

Deteccion 70% por estudios de imagen, 7% por palpacion.

Se debe realizar de manera obligatoria historia clinica, palpacién tiroidea, estudios de
imagen y laboratorio para ayudar con el diagnostico.

Thyroid Nodules, Diagnosis and Management. Hossein Gharib. Springer International Publishing AG 2018



HISTOLOGIA

Cancer Diferenciado Tiroides representa > 90% de todos los canceres de tiroides

34 Follicular derived cancers
Differentiated thyroid cancer 7. — T

- - ¥

>00% a2 Differentiated thyroid cancer

- v ‘.-,\-‘._;‘)l-
'?,,-'-I & iy,
Papillary Follicular

thyroid thyroid
cancer | cancer

Medullary thyroid cancer
=2% - .
Poorly diff -
thyroid
Anaplastic thyroid cancer
<1%

Parafollicular C-cell
derived




DIAGNOSTICO

TSH
(ver texto)
Y
+ Dist 0.230 cm
ECOGRAFIA 2 Dist 0.254 cm
TIROIDEA
SOSPECHA ALTA SOSPECHA SOSPECHA BAJA SOSPECHA MUY BENIGNO
INTERMEDIA BAJA
(TIRADS 4b/4c/5) (TIRADS 3) (TIRADS 2)
(TIRADS 4/4a) (TIRADS 2)
<delcm l 2delcm <delcm z2delcm <del5cm 2del,5cm <de2cm 2de2cm [ OBSERVAR EN APS ]
(& B\ ' f ™\ (G - ™
DERIVAR
VER NEA OBSERVAR iy OBSERVAR i OBSERVAR PARA PAAF
TEXTO® s EN APS PARA EN APS PARA EN APS "
PAAF PAAF PAAF
- J i/ \ J \ OBSERVAR
EN APS

PARATRAQUEAL DER TRANS

THYROID Volume 26, Number 1, 2016 2 American Thyroid Association 2 Mary Ann Liebert, Inc. DOI: 10.1089/thy.2015.0020

Revista Médica Clinica Las Condes. 2018;29:440-9



BAAF de Nodulo Tiroideo

Tabla 1. Sistema Bethesda para clasificar las citologias tiroideas

Categoria diagnéstica Riesgo de malignidad (%) Protocolo de tratamiento

I. No diagndstica o insatisfactoria 1-4 Repetir BAAF guiada por US

1. Benigna 0-3 Seguimiento clinico

1lI. Atipia de significado incierto o lesion folicular de 5-15 Repetir BAAF

significado indeterminado

IV. Neoplasia folicular o sospechosa 15-30 Lobectomia

V. Sospechosa de malignidad 60-75 Lobectomia o tiroidectomia total
VI. Maligna 97-99 Tiroidectomia total

Cibas ES, Ali SZ; NCI Thyroid FNA State of the Science Conference. The Bethesda System For Reporting Thyroid Cytopathology. Am J Clin Pathol. 2009 Nov;132(5):658-65.



Se extrae
un lobulo

TRATAMIENTO

CIRUGIA

-

N

ENFERMEDAD CIRUGIA

LOCALIZADA
RADIOYODO SISTEMICO EBRT
SUPRESION TIROIDEA EMBOLIZACION
RADIOTERAPIA

ENFERMEDAD  C|RUGIA, RADIOTERAPIA O RADIOYODO
AVANZADA
INHIBIDORES DE TIROSINA CINASA
INMUNOTERAPIA

QUIMIOTERAPIA
SUPRESION
TSH




CIRUGIA

PARTIAL SUBTOTAL
THYROIDECTOMY THYROIDECTOMY

NSQIP, 2014:
-Mortalidad 0.06%
-Morbilidad 1.49%




The NEW ENGLAND

Lenvatinib versus Placebo in Radioiodine-
Refractory Thyroid Cancer

2011-2012

51% Papilar

19% Folicular

18 % Hurtle

12% Pobre Difere.
ECOG<2

Permitia entrecruzamiento
Seguimiento 17m

Progression-free Survival (%)

JOURNAL of MEDICINE

Median (95%Cl)
Lenvatinib 18.3 mo (15.1-NE)
Placebo 3.6 mo (2.2-3.7)
Hazard ratio for progression or death,

0.21 (99% Cl, 0.14-0.31)
P<0.001

SG: NA NES
ORR:64vs 1.5%
RC: 1.5% (4 Pts)
RP: 63 %

EE: 23%

Lenvatinib

Placebo

| ] [ [ | | | |
2 4 6 & 10 12 14 16 18 20 22 24 26
Months
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