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Cervical C: Symptoms
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—— Cervix
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Pelvic pain

Unusual vaginal discharge
Lower back pain

Pain during sex

Vaginal bleeding after sex
Vaginal bleeding during
periods

Longer or heavier menstrual
periods than usual




HP™ wirus
Particle

FPathwawy 1: HPVWV infection resolved by immune systemm

HP%W infectiom
HP% wvirus replhcates. cleared and cells
oo bhback to mormmal

H P ainmifectiom wia
genital—to—gentital contact

2 years
—

Uiswuallhy 80%: of imnfectaed

HPW infected bbasal cell HP 1n epirthaelial cells cells heal within 2 r=

FPathwawy 2: HPVW infection leads to cerwvical cancer

A small percentage
o wornmen odewvelop
cervical cancenr

5—20
years

HPFP DN iinfects epithelial
cells creatimg canceaer cells

= Jo's Cerwvical CTancer Truast
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intraepithelial lesicn

Maoarmal cervix
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High grade

Low grade

Cervical imtraspithelial necplasia
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Cervix as seen
through a speculum

Speculum

Vagina

\
Rectum

MAaKWOEC KaPKIVWHA TPAXHAOU LATPOG




Kapkivoc tpoxnAov pRTpo

Histologic Subtypes

+ Squamous-Cell Carcinoma « Other epithelial

— Keratinizing or — Adenosquamous
Nonkeratinizing — Glassy Cell

— Verrucous — Carcinoid Tumor
— Papillary transitional — Neuroendocrine
— Lymphoepithelioma-like — Small-cell

* Adenocarcinoma — Undifferentiated
— Mucinous
— Endometrioid
— Clear Cell
— Serous

— Mesonephric

— Well differentiated
villoglandular

— Minimal deviation (adenoma
malignum)



Colposcopy

Biopsy forceps are used to
sample the cervix

EVOAAOQKTLKO

Cone biopsy

Cold cone biopsy:
a large area of tissue around the

cervix is excised for examination

Colposcope
illuminates
the cervix

\ for biopsy

Cervix viewed
through speculum
with patient in
lithotomy position

FADAM.




KAwvika opatn eotia 2.4 cm

ATTELKOVLIOTLKOC EAEYXOG: XWPLC LETOLOTACELC

PWkn votePEKTOMN KOl TTUEALKOC AP OO EVIKOC KOOAPLOOC



Frequency of
lymph node
metastases in

cervical
carcinoma.
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Stage 0
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Staging of Cervical Cancer

Stage 1 Stage 2 Stage 3
Cordnod 10 Convx Disoaso boyond Disoans 10 pohic
Corvix Dot Nt 10 wall O ower 13
PONC will Or of vagra
Owix 1/3 of vapra
85N o6% %



Management of IB1:
Radical Hysterectomy

Extralosci

hysteraciomy
Hadeal

Viswanathan ASTRO 11/3009

Xwpic AspPASEVIKEC LETAOTAOELC



2€ IO MPOYWPNHEVA oTadLa...

* MueAkn aktwvoBeparmeia
e XnueLoBeparmeia

* BpayxuBepameia

HDR clyinder in vagina
= -

vaginal
vault

isodose lines demonstrate the
extent of radiation
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Women, ages bb+

Women, ages 21-9y  Fap te

Women, ages 3063y Pap test ana HPY DNA test

Pap test and HPY DNA tef

(enical cancer screening shoul begin &t age 21y, or women ages 21 o

19, creening Should be cone every 3y with conventional or liqu-pased
Pap fet

For women ages 30 o 63y, sreenng shawld be done very 3y wih ot
e HPY tstand the Pep tet prefered) orevery 3y withthe Pap s
aone (acceptable)

o ages b+ Who hve R > conecue negeve P e or 22

consective negadve HPY and Pap tests within i |as[lﬂy Wih the mog
ecent est occumng in he fast 3, shou sop cenvicalcancer screening




EpBoAlacpoc

HPV Types 16, 18, 31, 33, 45, 52, and 58

* 9-26 ETWV

* Kol 0 0e€OUOALKOL EVEPYEC YUVOLLKEC

AEN ANTIKAOIZTA TON MNMPOAHMNTIKO EAEFXO ME TE2T Pap
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* MeTEUUNVOTTIOLLOLAKN

* MoyVoapkn

* EA€UBEPO ATOULKO AVOUVNOTLKO

» AvapepeL KOATILKN allpoppaylo, TTUEALKO AAyoC, amwAegLo
Bapoug



Risk factors for endometrial cancer
OLD AUNT
O=O0Obesity
I =Late menopause
D=Diabetes mellitus
A=cAncer: ovarian, breast, colon
U=Unopposed estrogen: PCOS, anovulation, HRT
N=Nulliparity

T=Tamoxifen, chronic use




Broyia evéountpiov

N ™ \

//l

A
, , (
¥ 3 _—
3
»

»,

\\




Bioyia evéountpiov: un dtayvwotikn

z = Hysteroscopy
Dilation and Curettage L o

Hysteroscope /

Vacuum Syringe

Speculum

Cervical Seal

Maternal and Child Nursing

Awayvwon: Evéountploeldec adevokapkivwpa evéountpiov



MPOEYXELPNTLKOC QTTELKOVIOTIKOC EAEYXOC: XWPLC LETACTACELC

OALKN UOTEPEKTOMN MET e€apTnHATWYV +
adaipeon mMUeAkwV AspdpadEvwv

¢ s { ,{' 2
internal iliac [* 4 %



Xewpoupylkn otadlonoinon

MaBoAoyo-avatopika XapoKTNPLOTIKA

Oyko¢ 3.6 cm (Ztaduo 1)
Evéountploeldec adevokapkivwpo
Grade 2

AwnOnon puopntpiov>50%

LVSI (lymphovascular space invasion): -



Kapkivoc evéopntpiou-lotoAoyikoi tumot

Endometrioid

Endometrioid

Serous

Clear cell

Low

High

High

High

Metastasis

Uncommon

Lymph nodes
Distant organs

Lymph nodes
Peritoneal
Distant organs

Lymph nodes
Peritoneal -/ +

Prognosis

Favourable

Poor™

Molecular markers'®*

ER/PR expression
TEN expression
DNA MMR loss
\berrant P53
Ki-67/MIB-1

+

_;',

[+

Low or hi




Risk group Description

O¢ POTIE i.a Low Stage | endometrioid, grade 1-2, <50%
rometrial invasion. LVSI neeative
Intermediate Stage | endometrioid, grade 1-2, =50%
myometrial invasion, LV SI negative
High- Stage | endometrioid, grade 3, <50%
ETTIKOU p lKI’] B poLXU e EPOLTE ia intermediate myometrial invasion, regardless of LVSI
status
Stage | endometrioid, grade 1-2, LVSI
unequivocally positive, regardless of depth
of invasion
Stage | endometrioid, grade 3, =250%
myometrial invasion, regardless of LVSI
Meiwon tnG TOTLKNG UOTPOTING sl
Stage III endometrioid, no residual disease
Non-endometrioid (serous or clear-cell or
undifferentiated carcinoma, or

carcinosarcoma)

Advanced Stage I1I residual disease and stage IVA
Metastatic Stage [VB




2€ IO MPOYWPNHEVA oTadLa...

* MueAkn aktwvoBeparmeia
e XnueLoBeparmeia

* BpayxuBepameia

HDR clyinder in vagina
= -

vaginal
vault

isodose lines demonstrate the
extent of radiation



2tadla-rpoyvwon

Uterine cancer

r survival rate

Stage |: 90-95%

- Stage Il: 75%

- Stage lll: 60%
- Stage IV 15-26%

Prognosis is good because this cancer often
detected early(stage | and Il)
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* ATOMLKO avapvnoTtiko: AY, oppoviknBeparmela
UTTOKOTAOTOONC

* OLKOYEVELOKO LOTOPLKO: EAeVBOEPO

e Avadepel KOLALOKO aAyoc, cuvnBwWC LETA aTTO
ANYn tpodnc amo 5unvou

* AloOnpa fapouc otnVv KOLWALKA Xwpea armo 2 LAVoU



EARLY
WARNING

SIGNS OF

OVARIAN
CANCER

EVERY WOMAN
SHOULD KNOW

Ovarian cancer primarily affects
women 50 years of age and older.

It can occur in several parts of the
ovaries, which are located on either
side of the uterus. It may spread to
the lining of the abdomen, bowel
and bladder as well as to the lymph
nodes, lungs and liver.

The American Cancer Society (ACS)
estimates that about 21,290 women
in the United States will be diagnosed
with ovarian cancer by 2015.

/]/‘\
HomeI emednes

To explore more, visit
WWW. Top]OHomeRemedles com

CONSTANT
FATIGUE

SHORTNESS OF

BREATH OR
DIFFICULTY
BREATHING CHANGES
IN BOWEL
HABITS

DIFFICULTY EATING
OR GETTING
FULL QUICKLY

.

ABDOMINAL

BLOATING OR LOWER
SWELLING PELVIC OR BACK PAIN
ABDOMINAL
PAIN
UNCOMFORTABLE
OR PAINFUL
VAGINAL INTERCOURSE

FREQUENT OR
URGENT NEED
TO URINATE

ABNORMALITIES



What affects _
ovarian canceyr risk?

Half i risk Twice hree
the risle Lower risk Srf{ar ‘ ngher 15k M B2 t"}:'g—,g&(

O OVarian cancer

vvomen who smoke 3lso have a gcousled nsk of a certan type of ovanan cancer (Mmucinous tTLemcurs)
comparsd to women who do not smose

Sowurce: sclenceblog.com



Hereditary Risk of Ovarian Cancer
Sporadic

BRCA1 (~70-75%)

Hereditary
(~10-15%)

Uplo

0
47"
Ve 00 relevant

N3Ve 10 elevan
Famil istory

0
29 71/0
316 50 orolder

ot dagnosis

Other single
genes (<5%) BRCA2 (~20%)




ATELKOVLOTLKOG-EpyaoTnPLakoc EAeyxoc (Ztaduo i)

U/S kotAiag: mapovcia eAeUOepov nepLtovatkol vypou

CT kotAiog-Owpaka: pala 6 cm de€Lac wodnknc,
TLEPLTOVAILKO UYPO, TTOAAATIAEC TEPLTOVAIKEC EMPUTEVCELC

CA 125: 643 U/ml (d.t ewc 35 U/ml)






Alwayvwon amno BoPia
Opwbdec adevokapkivwpa woOnkwv, grade lli
BRCA (-)

* Low-grade
e Slow growing
* Encompass all histologies, including:
low-grade serous carcinoma
- low-grade endometrioid carcinoma
= Mucinous carcinoma
and some clear cell carcinomas
* They likely evolve through a step-wise
progress from borderline tumors
* Usually chromosomally stable

« High-grade
* Evolve rapidly
e Include:
high-grade serous carcinoma
high-grade endometrioid carcinoma
carcinosarcoma
undifferentiated carcinoma
and some clear cell carcinomas
= No recognizable precursors in the ovary
» Widespread DNA copy number changes




AVTILETWTTILON

MpoonaBeia yia BEAtiotn KutTtapopeiwon (opatr) UMOAELTOMEVN VOGOC < 1 cm)

OAWKN) UCGTEPEKTOMN MET EEAPTNATWYV + EMUTAEKTOMN

Ertikoupikn xnpuetoBeparneia : Carboplatin/Paclitaxel (6 kUkAou)

80-85% TWV A0OEVWV £XEL CNUOAVTLKA KAWVLKNA KOl EPYOLOTNPELAKI QVIOTTOKPLON



AVTILETWTTILON

Av 0 Xelpoupyoc dev propei va kavet €€’ apxnc BEAtiotn
KUTTAQPOMELWON

\ ¢

Elcaywyikn xnuetoBepaneia (Carboplatin/Paclitaxel

\ ¢

OALKN UOTEPEKTOUN UET EEQLPTNUATWV + EMUTAEKTOMN



BEATLOTN XELPOUPYLKN KUTTOPOELWON VS UTIOAELTTIOLLEVI VOOOC
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Kapkivoc woOnkwv / Ztadio-npoyvwon
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H aoBevic EAafe etcaywyikn xnpneroBepaneia pe opalonoinon tov CA
125 peta ano 6 KUKAouc Bepameiog

AKoAoUONON OALKN UGTEPEKTOMN MET EEATPNHATWV

T€ONnoe o mapakoAounon pe pEtpnon tou CA 125 ka0e 4 UNVEG

T€Onoe o mapakoAounon He pEtpnon tov CA 125 kabe 4 pnvec

14 nAVEC HETA TNV TEAEUTALA XNUEL0Oeparmeia epdavilel KALVIKA Ko
£PY0LOTNPLAKI UTTOTPOTIN



Avadepel aiocOnua Bapoucg otnv KotAia, SuckotAtotnta Ko Ama
dvonvowa

CT Owpaka/kolAlac: petpla utelwKoTK ocuAAoyn deéua, Stoykwon
TP OALOPTIKWV, TTOAAATTAEC EMPUTEVOELC OTO EVTEPO

CA 125: 1211 U/ml (.t ewg 35 U/ml)



Oepamneia untotpomnng (85-90%) twv acOevwv

MoAU oNUOVTLKOG TPOYVWOTLKOG TTOPAYOVTOC O XPOVOC MEXPL TNV UTIOTPOTIN

Serous/Endometrioid

OMonths 6 Months 12Months 18 Months

Primary
Treatment

- Resistant

Clear cell/Mucinous

=3

Resistant




MAatwvo-guaioOntn vs mAATvo-avOEKTIKN VOGOC

MiBavotnteC avtanokplong otnv XnUEloBeparneio pe mAotivouyxa

‘,

)
=L

Surgery

6 months

12 months

chemotherapy *

Platinum Refractory Resistant Partially sensitive Sensitive
sensitivity

classification

Probability of
second
platinum
response




2TOXEVMEVN Oepameila-anti VEGF

VEGF-A ¢

VEGEA Avastin

VEGFR-2 - VEGFR-2

Extracellular
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Endothelial % Intracellular

cell :
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ANGIOGENESIS ANTI-ANGIOGENESIS

The interaction between VEGF Avastin specifically inhibits
(VEGF-A) and VEGFR-2 Is a key driver VEGF extracellularly’
of angiogenesis'?

VEGF



Metastasis
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2TOXEVMEVN Bepaneia-anti VEGF

GOG 213 Treatment Outcome: OS

1.0 -
~ T'reatment Group Events Total Median(mos)

S
\\ Crb+ Tax 214 337 37.3

Crb+ Tax+Bev 201 337 $2.2
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HR,,:0.829 (0.683 — 1.005), P=0.056

T T
0 12 24 36

Months on Study

CrbsTax 153

Crb+ Tax+Bev 183




AvaotoAeic Parp (BRCA mutated ovarian cancer)

PARP Inhibitors
Suggested Mechanism of Action

Chemotherapy inflicts DNA
damage via adducts and
DNA cross-linking "7 —

—

\ - FAREL ARP & 5 Rebllcat]
- - - Inhibit : eplication
A atel fork collapse
; ﬁ Inhibition of = Double strand
’ x ’ PARP1

< ZPARP1 Upregulation DNA break

Disables DNA -
Base-excision repair of" ‘ base-excision K

‘s DNA damage repair

-

BRCA1

BRCAZ *

CELL SURVIVAL CELL DEATH

PARP = poly (ADP-nbose) polymarase; DNA = deoxyribonudleic acid. MB—
O'Shaughnessy et al, 2009. ‘ o



AvaotoAeic Parp-og mAatiwvo-gvaioOntn vooo w¢
Oepamneia cuvtinpnong (BRCA mutated cancers)

Time to second subsequent therapy (PFS2)

BRCAmM (n=136)
Olaparib Placebo
Events: total pts (%) 42:74 (56.8) 49:62 (79.0)
Median PFS, months 23.8 15.3
HR=0.46
95% CI1 (0.30, 0.70);
P<0.0003
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10 15 20 25 30 35
Time from randomization (months)

Number at risk

Placebo BRCAmM 62 B{ 5 31 21 18 1

- Annual 13

- Jonatha e | - Tals
y- Jonathan Ledermann Meeting







