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Cancer statistics, 2023

Estimated New Cases

Females
Breast 297,790 31%
Lung & bronchus 120,790 13%
Colon & rectum 71,160 8%
Uterine corpus 66,200 7%
Melanoma of the skin 39,490 4%
Non-Hodgkin lymphoma 35,670 4%
Thyroid 31,180 3%
Pancreas 30,920 3%
Kidney & renal pelvis 29,440 3%
Leukemia 23,940 3%
All Sites 948,000 100%

Estimated Deaths

Lung & bronchus 59,910 21%
Breast 43,170 15%
Colon & rectum 24,080 8%
Pancreas 23,930 8%
Ovary 13,270 5%
Uterine corpus 13,030 5%
Liver & intrahepatic bile duct 10,380 4%
Leukemia 9,810 3%
Non-Hodgkin lymphoma 8,400 3%
Brain & other nervous system 7,970 3%
All Sites 287,740 100%

Siegel et al. CA Cancer J Clin. 2023



1. Endometrial cancer (EC)
Epidemiology

* The most common gynaecological cancer in high income countries

e 417,000 new cases and 97,000 deaths (2020)

* Its incidence is increasing annually, by an estimated 1-2%

25 — High

9 —— High-middle
S 0 — Middle

§ Low-middle
s / — Low

23 154

g3 -

T2 10

1°]

=

=

o 5 4 ——0 —m——mm8m——m

o

<

| |
1990 2019
Concin N, et al. IntJ Gyn Cancer. 2021

Crosbie EJ, et al. Lancet. 2022



Gene mutations in the carcinogenesis of EC

o
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Uterine cavity
Fallopian tube

Ovary
- Endometrium

PTEN mutation PTEN mutation
hMLH1 methylation  K-ras mutation

Cervix

Vagina b hMSH6 mutation  [3-catenin mutation
o | P53 mutation
Type | I I
N | Atypical Endometrioid Endometrioid
2 ormta. endometrial L cancer cancer
endometrium hyperplasia (low-grade) (high-grade)
45-fold increased risk of EC
p53 mutation
Type I HER-2ineu mutation

Normal er;c—iametﬁum ; Non-endré;netrioid
Atrophic endometrium cancer
—

serous and clear-cell histologies

Banno K, et al. JOGR. 2014



Associated risk factors for EC

Characteristic No. of Times Risk Increased
Obesity
30-49 Ib 3.0
>50 Ib 10.0
Nulliparity 2.0
Late menopause 24
“Bloody" menopause 4.0
Diabetes mellitus 2.8
Hypertension 1.5
Unopposed estrogen 4-8
Complex atypical hyperplasia 29.0

*DO NOT forget older age !

Concin N, et al. IntJ Gyn Cancer. 2021
Crosbie EJ, et al. Lancet. 2022



Clinical presentation of EC

MOST COMMON SYMPTOMS -
— The probability of EC as a cause
‘ of postmenopausal bleeding:

* <1% in women <50 years

Spotting or Changes in the Post-Menopausal 0
Vaginal Bleeding Heaviness or Length  Vaginal Bleeding Y 1
Between Periods of One's Period 3 A) I n WO m e n a ge d 5 5 ye a rS

* 24% in women >80 years
ADDITIONAL SYMPTOMS MAY INCLUDE

®© 00O

Lower Abdominal Watery Vaginal Blood-Tinged
or Pelvic Pain Discharge Vaginal Discharge

@ @
Painful Sexual Unexpected Feeling a Mass in

Intercourse Weight Loss Pelvic Region

Crosbie EJ, et al. Lancet. 2022



Diagnosis of EC

Routine investigation of postmenopausal bleeding™

Postmenopausal bleeding

.

Transvaginal ultrasound scan

|

% Decision to investigate young women with
vaginal bleeding must be guided by risk factors:
* family history

* obesity

* polycystic ovary syndrome (PCOS)

Endometrial thickness <5 mm Endometrial thickness =5 mm, Endometrial thickness =5 mm,
regular contour irregularities or polyp seen
Speculum examination normal, Endometrial biopsy Hysteroscopy plus endometrial
no biopsy required biopsy i
\ v v JL' v } E
Reassure and discharge Inadequate sample Normal result Endometrial cancer

v

v

L

Low-risk, reassuring ultrasound

High-risk or abnormal ultrasound

Recurrent symptoms

Histological examination of endometrial tissue sample in those with thickened (>5mm) endometrium

Preoperative assesmentincludes: pelvic MRI, chest/abdomen CT

Crosbie EJ, et al. Lancet. 2022



FIGO Staging of EC

& Stage I: tumor confined to the corpus uteri Stage Il: tumor invades cervical stroma,
Q * |A: <50% myometrial invasion but does not extend beyond the uterus
" \R e * |B:250% myometrial invasion
/ d
§ N

lmmix - [ ‘

Uterus
Bladd IVA
Pelvic floor
Vagina
Rectum

Stage llI: local and/or regional spread of the tumor

* IllA: tumor invades the serosa of the corpus uteri and/or adnexae Stage IV: tumor invades bladder and/or bowel mucosa, and/or distant metastases
* |lIB: vaginal and/or perimetrial involvement * |VA: bladder and/or bowel mucosa invasion

* lIC1: positive pelvic lymph nodes * IVB: distant metastases, including inguinal lymph nodes
* |lIC2: positive para-aortic lymph nodes with or without positive pelvic lymph nodes

Makker V, et al. Nat Rev Dis Primers. 2021



Basic principles for EC treatment

* Surgery
* Radiation therapy (External beam RT, brachytherapy)

» Systemic therapy
* Chemotherapy
* Immunotherapy
» Targeted therapies (multi-targeted TKI, hormone therapy, etc.)

Crosbie EJ, et al. Lancet. 2022



NO screening tools are available for EC
Mismatch repair (MMR)/Microsatellite instability (MSI) status

DNA polymerase

CACA[ [---»

GTGTGTGTGTGT

(a)

o

5!
(Template strand)

CACAC}!\CACACA
GTGTGTGTGTGT

/ /} P
. (d)
DNA mismatch DNA mismatch
repalr intact repair deficiency

(b) =
3

5'— CACACACACACA —3 5'— CACACACACACACA —3'
F— GTGTGTGTGTGT —5 3— GTGTGTGTGTGTGT 5
Instablllty of
Repalred microsatellite region
MSI-H/dMMR

EC can be classified as:

MMRp/MSS (70-75%)
dMMR/MSI-H (25-30%)

Lynch syndrome (inherited dMMR) accounts for 2-5% of all cases

|

.

Cascade testing
of family
members

Cancer
prevention
interventions

Hause RJ, et al. Nat Med. 2016
Crosbie EJ, et al. Lancet. 2022



2. Ovarian cancer (OC)
Epidemiology

* The most lethal gynecological cancer in high income countries

e 313,000 new cases and 208,000 deaths (2020)
* Its incidence is slowly decreasing (since 2000s)

* >70% of patients present with late-stage (llI-1V) OC

e 5-year survival rates

 Stage |: 93% —> Stage IV: 30%

Jiang G, et al. Front Oncol. 2022



Pathological classification of ovarian tumors

Female Genital

All tumors Malignant tumors

Epithelial 55% 80%

. Sex-cord stromal 8%

. Germ cell 30% 2%
Mesenchymal (lelomyoma, hemangioma)

. Mixed epithelial/mesenchymal (adenosarcoma) very uncommon

. Miscellaneous (FATWO, small cell carcinoma hypercalcemic type)
Metastases 6-10%

WHO classification, 2020



Epithelial OC is not a single disease
High-grade serous ovarian cancer (HGSOC) is the most common

— .-V

( a n iu
PR “Serous Tubal Intraepithelial Carcinoma

Prat J. Ann Oncol. 2012



Protective and associated risk factor for OC

Protective factors

Oral contraceptives
Full-term pregnancy
Salpingo-oophorectomy
Tubal ligation

Hysterectomy
Breastfeeding

Increasing age
Genetic mutations
Family history

White race

Obesity

High animal-fat intake
Nulliparity

First birth after age 35 years
Infertility

Late menopause
Early menarche
Endometriosis
Hormone therapy

S10}0B} YSII PAIRIDOSSY

ASCO SEP



* Carriers of a gBRCA1/2 pathogenic variant have a high lifetime risk of HGSOC

* BRCA1PV: 44%

} Vs general population: 1.3% (80 years of age)
* BRCA2 PV: 17%

* Risk does not start to increase above that of the general population until:

* BRCA1 PV: mid-30s } between age 35-40 years sR

iSk‘R

(§
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e BRCA2 PV: 50 years Of age between age 40-45 years %[;orecitefa/
0O
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Clinical presentation of OC

® @ &

Back pain Pain during sex  Unusual belly swelling
2
Q)
Extreme tiredness Acid reflux Menstrual changes

Weight loss Constipation
or upset stomach

NO screening tools are available!

Lheureux S, et al. Lancet. 2019



Diagnosis of OC

THERE IS NO EARLY DETECTION TEST OR SCREENING TOOL FOR OVARIAN CANCER.

TRANSVAGINAL ULTRA- COMPUTERIZED
S e it o000
ingsountworeto crenemmgs  on (THESETESTSMAYBEUSED, < e e &/ it e ones
¢ or video on a screen. ¢ @ IN MAKING AN OVARIAN e boundaries ,oF a tumor and show
CANCER DIAGNOSIS extent of spread.

They can help provide a clearer picture
when ovarian cancer is suspected.
Which tests to use, and when, are

determined by physician or
medical team.

CA-125
A blood test measuring a protein that
is often elevated in those with ovarian
e cancer; can be elevated in people with
benign conditions and therefore is not
an effective screening tool.

SURGERY IS THE ONLY WAY TO DEFINITIVELY DIAGNOSE AND STAGE OVARIAN CANCER.



AJCC/FIGO Staging of OC

Stage 1 Stage 2 Stage 3 Stage 4

A

Cancer is found in one or Cancerous cells have spl’ead Cancerous cells have spread The cancer has spread

both ovaries. from the ovaries to other parts ;| gutside the pelvis to the nearby beyond the abdomen, such
of the pelvis, such as the lymph nodes, diaphragm, as to the lungs or spleen.
fallopian tubes or uterus. intestines, or liver.

landIl 1,716 13% 944 (35.4%) 772 (7.3%) 55%

Illand 11,484 87% 1,723 (64.6%) 9,761 (92.7%) 15%
A%

Narod S. Nat Rev Clin Oncol. 2016



Basic principles for OC treatment
Early stage (IA-IC) OC

Summary of recommendations E Consensus

Laparotomy is the standa(d surglgal approach to treat and stage patients with V A Yes: 100% (0 voters
apparent early stage ovarian carcinoma
Whatever the approach used, rupture of an intact tumour with spillage of cancer V A Yes 100% 0w

cells at the time of surgery must be avoided
For patients with early stage disease requiring adjuvant chemotherapy, acceptable treatment

regimens are:
» carboplatin alone or I A Yes: 100% 40voters)
» carboplatin /paclitaxel Il A Yes: 100% 40voters)

ESMO/ESGO consensus statement 2018



Can advanced-stage OC be cured?
The three phases of OC treatment

* Resectability
* Aim to achieve a status of no (visible) residual disease

* Eradication

* Aim to eliminate all cancer cells present after debulking surgery with
(neo)adjuvant chemotherapy

* Prevention of recurrence

* Aim to prevent or delay recurrence after surgery and chemotherapy with
maintenance therapy

Narod S. Nat Rev Clin Oncol. 2016



RO cytoreduction
The most significant prognostic factor in advanced EOC
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Basic principles for OC treatment
Advanced stage (II-1V) OC

Statement 3
Gynaecolo gi cal Cancers 1 Acceptable reference groups for systemic treatment (33 of 33 groups
approved)
Clinical research in ovarian cancer: consensus 1 Backbone systemic therapy is based on the carboplatin-
. . aclitaxel combination
recommendations from the Gynecologic Cancer InterGroup 2252 | .
- Six cycles of intravenous carboplatin (target AUC
Ignace Vergote, Antonio Gonzalez-Martin, Domenica Lorusso, Charlie Gourley, Manscor Raza Mirza, Jean-Emmanuel Kurtz, Aikou Okamoto, = i i
Kathleen Moore, Frédeéric Kridelka, lain McNeish, Alexander Reuss, Bénédicte Votan, Andreas du Bois, Sven Mahner, Isabelle Ray-Coquard, 5 6 mg/mL pEf mm) ety 3 WQEkS and padltaxel
Elise C Kohn, Jonathan S Berek, David S P Tan, Nicoletta Colombo, Rongyu Zang, Nicole Concin, Dearbhaile 0'Donnell, Alejandro Rauh-Hain, m’ remains the reference for first-line

C Simon Herrington, Christian Marth, Andres Poveda, Keiichi Fujiwara, Gavin C E Stuart, Amit M Oza, Michael A Bookman, on behalf of the
participants of the 6th Gynecologic Cancer InterGroup (GCIG) Ovarian Cancer Consensus Conference on Clinical Research*

chemotherapy in advanced ovarian cancer; the addition
of bevacizumab is acceptable

ESMO/ESGO consensus statement 2018



Basic principles for OC treatment
Maintenance therapy in advanced stage (lI-1V) OC

» All HGSOC patients, regardless of stage and/or age, should be referred for

genetic counseling

* BRCA1/2mut in ~25% of cases

* BRCA1/2mut OC is associated with better prognosis

 BRCAmut OC patients derive unprecedented benefit from PARP inhibitors

Years From Diagnosis
Meta-analysis of 26 studies BRCA1 (n=909), BRCA2(n=304) et 2666 non-carriers
Bolton, JAMA 2012

Konstantinopoulos PA, et al. Cancer Discov. 2015
DiSilvestro P. ESMO 2022

Gonzalez-Martin A. ESMO 2019

Ray-Coquard I.L. ESMO 2022



Basic principles for OC treatment
Recurrent disease

Platinum resistant disease Platinum sensitive disease
Platinum-free interval <6 months Platinum-free interval >6 months
(mOS <9-12 months) (mOS: 24-36 months)
ORR mPFS  Rel .1

Pacitaxel weekly 4-35% VAT conmo e e ORR PFS
Kit o ol Gynecol Oncol 2004.92 813 (%) (months)
fon Bokhel Hurnk of o Ane Oncol 2004 15 100
e e Carboplatin mono 30-54 % 73-100
Markman of o 2006101436 - -
Loty o s Ao e 20122248 Carboplatin-paclitaxel 66 % 94-130

Pacitaxel 3-weekly 16-33 % Sh-R DWEER IR Carboplatin-gemcitabine 47-63 % 84-10.0
Pxcart of ol JCO 200018 1150 .

— PP P Carboplatin-PLD 63 % 1.3
Gondon el al. JCO 2001,193312 ORR overal response rate 30 - 66 % 73-13
Ferrandna ot al JCO 2008 26 850 PFS: progression ee survive
Ll PLD pegylated kposomal doxorubion

Topolecan 3-20% 210 Tm et X0 201 192012
e i I Do NOT forget the feasibility of Secondary Cytoreductive Surgery (CRS)
Poveda ot JCO 201533 38

Gemcitabine 25-20% 5-72m  Femndos olal JOO 200826850

3-35% 21-72m

ESMO/ESGO consensus statement 2018



111 000 cancer deaths have been avoided (during a period of 34 years).
In 2022 alone, 8000 are predicted to be avoided

Deaths per 100 000 population

Owarian cancer
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Annals of Oncology Volume 33 - Issue 3 - 2022

European cancer mortality predictions for the year 2022 with focus on
ovarian cancer

M. Dalmartello’, C. La Vecchial*, P. Bertuccio', P. Boffetta”’, F. Levi’, E. Negril’a’5 & M. Malvezzi'

Main driving factors
(by Dalmartello et al)

Use of oral contraceptives
Early diagnosis ?
Improved surgery
Platinum in the 80s
Taxanes in the 90s

—GeTertabie

—tsperitonealc———
Possibly bevacizumab ?
Prophylactic BSO in
BRCAmut carriers
PARPi




3. Cervical cancer (CC)
Epidemiology

* The 4" most common malignancy in female, worldwide

e 604,000 new cases and 342,000 deaths (2020)

* Its incidence is decreasing (>25% since the early 1990s)

e Global HPV vaccine uptake

e 5-year survival rates

 Stage |I: 92% —> Stage IV: 18%

Deaths per 100,000 females
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Duranti S, et al. Cancers (Basel). 2021




Pathogenesis of CC

Chronic HPV infection causes almost all cases

Normal cervix Squamous intraepithelial lesion Invasive cancer

e Risk factors include: | oy X .

Cervical intraepithelial neoplasia
» early age of sexual debut M G Gade: Gades !
* multiple sexual partners "
* history of sexually-transmitted infection

* tobacco smoke

pl6-immunostaining pattern
Chronic cervicitis CIN1_

Basal layer I:
Basement membrane =—
Dermis

LR ___E L |
i 1 i
€ Nuclei with episomal () Overexpression of ntegration .
viral DNA E6andE7 g e £}
© Nucleiwith integrated € Expression of early 1 —_—t—
viral DNA and late genes A | | I ]
@ Normal nuclei - A Eé'\ Host E6 FE1 iHost
& £4 DNA iDNA

Cohen PA, et al. Lancet. 2019
Voiddzan ST, et al. Biology (Basel). 2022



Clinical presentation of CC

l.\ * Initsearly stages, CCis often asymptomatic

' 3000003 = * Thetrial of lower limb oedema, flank pain, and sciatica
suggest pelvic sidewall invasion
Vaginal bleeding between  Menstrual bleeding that is Bleeding after
periods or after menopause longer than usual intercourse
@ 'J‘J
Pain during sexual Persistent pelvic Pain during urination
intercourse and/or back pain

Needing to urinate Vaginal discharge that may be Weight loss
more often heavy and have a foul odor

Cohen PA, et al. Lancet. 2019



Diagnosis of CC

Pap smear:
cells are scraped from the cervix
and examined under a microsope
to check for -
disease or other
problems

Cervix viewed
through speculum
with patient in
lithotomy position

Curettage

Cervical Changes e

R <] —_— Cervical
< LSIL o HSIL —> cancer

MRI scan

€Y P S
OGS

Cohen PA, et al. Lancet. 2019



Who should be screened?!

* Women aged 21-29 should receive PAP smear screening every 3 years,

with the choice to continue until 65
OR

* Women aged 30-65 should receive combination high-risk HPV testing

(o
U.S. Preventive Services

TASK FORCE

plus PAP smear every 5 years



Who should NOT be screened?!

* Women under 21 years

* Women older than 65 who have had three consecutive negative

cytology results or two consecutive negative HPV tests

(o
U.S. Preventive Services

TASK FORCE



Has your teen had both doses
of the HPV vaccine?

A. H yvwpoddtnon g EBvikrig Emurporuig EpBoAlacpwy
Me Baon tn 6tebvy BBAoypadia kat cuvekTipwvrag ta napanavw dsdopéva, n
yvwpodotnon tng EBvikic Emutponiic EpBoAlacpuwy neplhapfavel T akoAovBeg alayEg oto

euBoALaoTIKO oxApa €vavit tou HPV: (a) olotaon yua yeviko €UBOALQOMO ayoplwv Kat

KopLtowwy, (B) to evéekvuodpevo didotnua epfoliacpol kat yia ta 0o dpuAa sivar n nAwia 9

fwc 11 stwv, (y) oe nepimtwon mou o sufoAlacuoc kat yw ta dvo ¢uAa Odev

npaypatonoinBel otn cuviotwpevn nAkia, pnopel va yivel avarmnpwon (catch-up) tou
guBoAtaopov, (8) emonuaivetat ot 1o eufoAlo HPV Ba anolnuuwvetat MANPwE O ayopla
Kat kopitola nAwiag 15-18 stwv péxpt 31.12.2023, kat () o neploplopndg otnv anolnuiwon

META T 31.12.2023 dev adopd Ti¢ opadeg avénuévou kwvduvou.



FIGO Staging of CC

Stage O Stage 1 Stage 2 Stage 3 Stage 4

Extent Carcinoma Confined to Cervix Disease beyond Disease to pelvic Invades bladder,

of tumor in-situ cervix but not to wall or lower 1/3 rectum or metastasis
pelvic wall or of vagina
lower 1/3 of vagina

- 100% 85% 65% 35% 7%

survival
Stageat 47% 08% 21% 4%

presentation 2

Fallopian
tube

Uterine
cavity

Uterine
Wall

) Rectum
Pelvic
Internal OS 33 side wall

External OS 3b

Bladder

© vagi-Mocse 3 Vagi-Wave 2012

Vagina

Cohen PA, et al. Lancet. 2019



Basic principles for CC treatment

I Clinical Examination, Imaging Assessment (MRI, CT, PET scans), Cystoscopy, Proctoscopy I

[ |
| Early disease I Locally advanced disease l Metastatic disease ]

I | [ | I

| |

Radical hysterectomy

Simple hysterectomy D CRT Dall
Simple hysterectomy Radical hysterectomy *+ PLNO Tailored radiation Pelvic exenteration ranm—
: Radical . Palliative
Conization PLND + frachelect Neoadjuvant CT CRT ch o
« Hectomy + - 2re +
Trachelectomy Trachelectomy SIS oYY followed by surgery/ Chemotherapy emotherapy
SLN SLN/PLND RT bevacizumab
‘ CRT + Pembrolizymab if PD-L1 CPS >1%

Adjuvant treatment
depending on risk
factors

Burmeister CA, et al. Tumour Virus Res. 2022
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