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Cancer statistics, 2024

Rebecca L. Siegel MPH!® | Angela N. Giaquinto MSPH*® | Ahmedin Jemal DVM, PhD?

TABLE 1 Estimated new cancer cases and deaths by sex, United States, 2024."

Estimated new cases Estimated deaths
Cancer site Both sexes Male Female Both sexes Male Female
All sites 2,001,140 1,029,080 972,060 611,720 322,800 288,920
Breast 313,510 2790 310,720 42,780 530 42,250
Genital system 427,800 310,870 116,930 70,100 36,250 33.850
Uterine cervix 13,820 13,820 4360 4360
Uterine corpus 67,880 67,880 13,250 13,250
Ovary 19,680 19,680 12,740 12,740
Vulva 6900 6900 1630 1630
Vagina & other genital, female 8650 8650 1870 1870
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AuENUEVN EMUTTWON KOPKIVOU OE YUVOLKEC OVOTTOLPOY WYLKNC
NALKLOLC

v 10% twv KoPKivwv oTLC Yuvaikeg ekbnAwvetal <45 £tn.

% 2€ nAkla 39 etwv 1/51 yuvaikec Ba €xeL StayvwoBeL e KapKivo.
Siegel et al, CA Cancer J Clin 2014

% 2€ nAkla 49 etwv 1/19 yuvaikeg Ba €xetl StayvwoOel pe Kapkivo.

American Cancer Society 2014

v Auénueva mocootad eniBiwonc.
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CANCER SEX DIFFERENCE

INCIDENCE MORTALITY

THERAPEUTIC RESPONSE
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Elval OLWC pouTiva N EVNUEPWON TWV VUVALKWY YLa TN
dLatnpnon yoviuotntoc Kol th AnYn mpoAnTmTKWY LETPWV
TIPLV TO XELPOUPYELO N TN XNUELOOEpaTELD;

. 2€ MEAETEG TOU €ywvav, ¢alvetol mwG Movo to 50% twv yuvalkwv Bupolvtal va
epwtNONKav yla TNV enbupia dLatnpnong yovipuotntog, o€ aviibeon e Toug AvOpEG
TIOU TO TTOOOOTA POLVETAL VA lval TTOAU 1o uPnAd.

Ruddy et al, J Clin Oncol. 2014

v O LatpoC¢ odellel va eVNUEPWOEL YL TIC OEPATMEVUTIKEG ETIAOYEG, TIC ETMUTAOKEC TNG
XNUeloBepameiag, tnv mbBavotnta ApNVOPPEOLOC KoL TO XPOVIKO Olactnua mou Oa
OlapkEoel n Bepareia.
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Prospective Study of Fertility Concerns and Preservation
Strategies in Young Women With Breast Cancer

Kathryn J. Ruddy, Shari I. Gelber, Rulla M. Tamimi, Elizabeth S. Ginsburg, Lidia Schapira, Steven E. Come,
Virginia F. Borges, Meghan E. Meyer, and Ann H. Partridge

A B 58 T R A C T Tabke 2 Fartlity CoNCedms, Decsion Making, and Stratsgles

Concam, Deciskon, or SEtegy o

Purpose

Maost research regarding fertility in young women with breast cancer has focused on long-term
survivors. Little is known about how fertility concerns affect treatment decisions or fertility
preservation strategies at the time of initial cancer diagnosis.

Patients and Methods

As part of an ongoing prospective multicentar cohort study, we surveyed women with newly

diagnosed early-stage breast cancer at age = 40 years. The baseline survey included socicdemo-

graphic, medical, and treatment data as waell as a modified Fertility 1ssuweas Survay, including fertlity

concem and preservation items. Univariable and multivariable modeling were used to investigate

predictors of graater fartility concearn.

Results

Among the first 620 eligible respondents included in this analysis, median age was 37 years

(ranga, 17 to 40 years); 425 women (B8%) discussed fortility issues with their physicians bafore

starting therapy, and 319 (81%) were concerned about becoming infertile after treatment
acause of concarns about fartility, four wornen [1%) chose not to receive chamothiarapy, 12 (29%)

chose one chemotherapy regimen over another, six (1% considered not receiving endocrine

therapy, 19 (3%} decided not to receive endocrine therapy, and 71 {11%) considerad receiving

endocrine therapy for < & years; 65 (10%] used fertility preservation strategies. Greater concem

about fertility was associzted with younger age, nonwhite race, not having children, and receipt

of chemotharapy.

Conclusion

Many young women with newly diagnosed breast cancer have concerns about fertility, and for

some, these substantially affect their treatment decisions. Only a minority of women currantly

pursue available fertility preservation strategies in this setting.

Submitted baseline survey
(n=724)

Excluded
Stage IV at baseline
Missing stage
Missing FIS

Total in analytic sample
(n =620)

Avaotaota MmoBov, Entikcovon Kabnynrtowx Matevtikrg

Before breast cancer diagnosis, wishad to have Dhologic
childramn In Tubure
AL Hme of Survey. Wisned bo have biokagc chiloren n
Tuftre
Fait pressuned by partner o have chiidren, somewwhat
or a3 ot
Feit presswned by Tamily to have chidran, socemeswhat or
a kot
It wwantad meare children, concamed about
Caring Tor tham If cancer recurred
Chiidran having Increased msk of dewsloping cancear
T did meat wwant more children, concemed about:
Caring for tham It cancer recurred
Chiidren hawving Increased sk of desaloping cancear
Pragnancy waould Increasa risk of recisTence
AL Hme of decishon Making anout tregbment, Concedmed
Bhat TETTITY
Kot at =il
&4 tle
Saormawrheat
wWary
Concems about fertimy affecied tresbment decisions:
FMioT at all
&8 Fitle
Sarmashat
Fo et
Fesrtiity concams led patient 1o chooss not o recehe
cheamatharapy
Fesrtiity concams led petient 10 chooss aneg
CRaMIOtNersmy oWwar anotner
Fesrtiity concams led petient 1o conskder not racavng
enaacring therapy
Fesrtiity concams led patient 10 not receive endocrins
therapy
Fesrtiity concams led patient 1o conskder recatving
EMEIOCTING thesspy Tor = & years
Fesrtiity concams led petient o undengo masbactonmy
Took spacizl Staps 10 es5en chance of MIErtiy [Some
patients Indkcatad = 1)
Embya crypoprasaneation
DOCYLa Cryoprasoreation
GnRH sgonist
Acupunchune
Discussed Tertiny Isswas with physician before siaring
therapy

KWW m &

&

abpresiaton: GRRH, gonasdobropinTeleasing Nonmone.




Original Article

Experiencing Reproductive Concerns as a Female Cancer
Survivor Is Associated With Depression

Jessica R. Gorman, PhD, MPH": H. Irene Su, MD" Samantha C. Roberts, MPH": Sally A. Dominick, PhD"
and Vanessa L. Malcarne, PhD"?

BACKGROUND: Young adult female cancer survivors have unmet reproductive concerns and informational needs that are associated
with poorer quality of life. The purpose of this study was to examine the association between current reproductive concerns and
moderate to severe depression among young survivors. METHODS: This cross-sectional study included 200 female cancer survivors
between the ages of 18 and 35 years who completed a Web-based survey measuring reproductive history, parenthood desires, repro-
ductive concerns after cancer, and quality-of-life indicators. RESULTS: The mean age of the participants was 28 years (standard devi-
ation, 4.4 years), and almost two-thirds were diagnosed within 5 years of survey completion. A multivariate logistic regression
analysis controlling for education, duration of survivorship, and social support revealed an association between experiencing repro-
ductive concerns and moderate to severe depression (odds ratio for each 5-unit increase in the Reproductive Concerns After Cancer
[RCAC] score, 1.30; 95% confidence interval, 1.06-1.60). Among those with moderate to severe depression, 23% had high RCAC
scores, whereas 6% of those with minimal to mild depression did (P =.001). CONCLUSIONS: A higher level of reproductive concerns
was associated with greater odds of experiencing moderate to severe depression. Almost a quarter of survivors in this sample
reported moderate to severe depression, and addressing reproductive concerns represents one potential area of intervention for
improving the psychosocial health of young survivors. Cancer 2015;121:935-42. © 2014 American Cancer Society.

KEYWORDS: depression, female, fertility, pregnancy, quality of life, reproductive health, survivors.
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Tpomnotl dtatnpnonc YoVILOTNTOC

KPYOZYNTHPHZH r—————

Opiopég
H 3iathpnon kutTdpwy (Tr.X. YaueTWwy), 10TWv (T.X. euPpplwv
Tepaxiwv 6pxews i woBRKkng) A akatépyaaTtou PioAoyikoU UAIKoU

(m.x. omépuarog) oe MOAU xapunAn Beppokpaaia, pe oKOTS TN & Kp U OGU VTI"] p rl 0 r] « E IJ.Bp l,J O U »

XPHON TOUG O€ HETAYEVESTEPN XPOVIKA OTIVHA.

Mégo kpuoouvTApnang >— R KpUOOUVTI"]pr]GI‘] wOLpI'.u)V
Yypé alwro - Beppokpaaia -196 ° C. & Kpuoouv'[r']pr]o'r] woenKLKOO LGTO[’J

Sandro Botticelli, Birth of Venus, c. 1485; Uffizi Gallery, Florence
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AladLkoolo cUAAOYNC WapLlwV TTIPLV TNV EVOpEN TNC YNUELOBEpaTeLaC

v H kpuoouvtnpnon woapiwv d¢ailvetal va elval TPOTILOTEPN o€ avtiBeon pe tnv
kpuoouvtnpnon euPpuou (my Aoyw: EAAewdnc ouvipodou, pn emtbupiog ylio ayvwoto 50tn).

& TLoupPaivel Opwc o€ mepimtwon mou nmpokuPouv mpoBAnpata oto (euyapt;

v H npokAnon tnc woBulakloppnéiag eival pio oxetika amAn pebodoc.

v H doppakevtikn SlEyepon Twv woBnkwv Ba MPEMEL val YIVETOL UE EEOTOULKEULEVO TPOTIO.

. TpomoL Oleyeponc wobnkwv: Kutpiky  kAouwdaivn, Tlovadotpomiveg, Avaloya Tng

UTTOOAQULKAC OPHOVNG TIOU SLeyelpouv TNV €KAuoN TwWV yovadoTpomvwy (oywVLOTEC Kal
OVTOYWVLOTEG).

v Ymapxouv Owddopa TPWTIOKOANQ €eAeyxopevne OLEYEPONG TwV woBnkwv Tou Baocka
SladEpouv oto TOTE Ba EEKLVAOEL N KOTAOTOAN LE TNV XOPAYNON TWV aVAAOYwWV (ETILUNKEC N
HokpU TIPWTOKOAAO, BpaxU 1 KOVTO PWTOKOAAO, TPWTOKOAAO QVTOYWVLOTH).

& H otev) mapakoAouBnon tn¢ yuvaikac mouv umoPaAAetal o dapUAKEUTIKA OLEYEPON €lval
enmiPePANUEVN, LE SLadoxIKA uTIEPNXOYPADALOTO KOL LETPIOELC TWV OLOTPOYOVWYV OTO QLA

v H xpnon tapoéidaivne kat AetpoloAng yLa Alyec LEPEC, WOTE va emitaxuvBel n dlEyepon Twv
woBnkwv dev paivetal va emnpedlel TNV MPOyvwon tng a.oBevouc.

maturation fertilization

unfertilized

oocyte eqq
2nd polar
1st polar body "

// body 4

o-@- (@ >

o meiotic metaphase metaphase completion fusion of sperm
oocyte grow prophase meiosis | meiosis |1 of meiosis |1 and egg nuclei
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Aladilkaola cUAAOYNC waplwVv TIPLV TNV EVapENn TNC YNUELOBDEpATIELQC

H woAnyia, yivetal 32-36 WPEC LETA TNV EVECN TNE XOPLAKNC yoVadOTPOTIiVNG.

%3

Avotuxwe, otnv mepinmtwon mou n acBevng Ba mpémnel va ekvioel xnuewoBeparmeia eival
anopoaitntn N cuAAoyn Twv wapiwv € CUVTONO XPOVLIKO SLACTNHOL.

%3

% 2ZUVOALKA, O XpOvOoG Ttou xpelaletal ywo va AdBel n yuvaika tn GopUAKEUTIK oywyr, va
AndBolv Ta wapla kot va KpuoouvtnpnBolv eival 14 nuEpec. Av ETUTPEMETAL N
kaBuotépnon tng Evapénc tng Beparmeiac 14 nUEPEC KAl TO KOOTOC SV €ivall ATTOTPETTLKO yLa
NV acBevr], TOTE n Kpuoouvtnpnon €ival n KAAUTEPN €mAoyn ya KaBe yuvaika mou B€AeL
LETA TNV OAOKANPWON TwV XNHELOBepameLwY va ouveXioel puoloroyika tn {wn TNnG.

v M aAAn Sadikaoia eival n cuAAoyn TwWV WopPlwv oTNV WYXPLWVLKA dacn Kot N wplpovon Twv
wopiwv oTto epyaocthplo.

& 2€ KOoplo mepimtwon 6ev Umopel ol yuvaiko vor EEKLVROEL XNUeELoBeparmeia Kol HETA ATO
Alyec HEpeg va Eekvnoel Stadikaoio cuAoync wapiwv!!!!

Abdomen

=
To suction pump
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GUIDELINES AND POSITION STATEMENTS
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by the FertiPROTEKT network. Part lI: fertility preservation techniques

Practical recommendations for fertility preservation in women

Michael von Wolff'5© . A. Germeyer? - J. Liebenthron? - M. Korell* - F. Nawroth®

Received: 30 October 2017 / Accepted: 10 November 2017 / Published online: 27 November 2017
@ The Author(s) 2017. This article is an open access publication

Efficacy

O aplBuoc Twv wapiwv mMou Umopouv va
The number of oocytes collected depends on the age of the OU)\)\EXGOUV HET('X o ™ (I)(Ipp.(IKEUTLKr']
patient and the underlying ovarian reserve, which varies ] ; ;
individually. According to the FertiPROTEKT registry, the Sladikaoia 5l€V€POHC WV woeanvr
mean number of oocytes collected in 809 women according cl)a[VE'[aL va 6La¢épEL avd)\oya HE TNV
to age was < 30 years 12.9, 31-35 years 12.3, 3640 years r]}\uda ™me VUV(IILKCXC;.

9.0, and 5.7 in women aged > 40 years [ 10]. , , , ) )
* [Tuvalke¢ <30 €TWV €XOUV HLECO OPO

Table 1 Esumated live birth rate after ovarian stimulation, based on

the number of retrieved oocytes and registry data ([ 11], modified) wOLp'LwV 12,9, VUVQILKEC 31-35 ETd.)V
Age of the Median number Median number  Estimated live 12,3, 36-40 E,Td_)v 9, EV(b VUVG,(,KEC > 40
women at the of collected of fertilized birth rate (%) ' ’ ’ ’

ime of ovarian  oocytes oocyles eTWV 517 wapla (Bacsl SEGOUEV(’W
stimulation artd 809 yuvaikec -FertiPROTEKT
<26 135 8.6 _ npévpauua).

26-30 11.3 13

31-35 11.0 6.1

3640 8.3 5.1
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Kapklvoc TpaynAou UNTPOC

4]

v O 8NONTIKOC KapKivog Tou TPaXNAOU TNG UATPOC ELVOL O TIEUMTOC TILO CUXVOC KOPKIVOC
OTLC YUValKkeC oTtnv Eupwrtn KoL N TETAPTN TILO CUXVI YUVOLKOAOYLKH KokonBeLa.

. 528000 VEEC MEPLMTWOELC OVA ETOC.

v Méon nAwkia Stayvwong ta 48 €tn (35-55).

v H mpoAnyn Omwc kot o OUXVOC YUVALKOAOYLKOG €AegyxoC, PonBouv otnv mpwiun
Sdlayvwon.

% OL aoBevelc mou SlaylyvwoKovTal O OPXOUEVA OTAOLO EXOUV OPKETEC EVOAAAKTLKEC
BepaMEUTIKAG TIPOCEYYLONC.

v H ouvnOng Bepameio eivol n XEPOUPYLKN QVTIMETWTILON €WOLKA av To otadlo eivat

npwtipo, 6nAadn otadwo IA, IB. Aladopetikd av To otadlo £ival TILO TTPOXWPNMEVO N

xopnynon ouyxpovng aktwvoBeparmeiog kat xnueoBepameiag daivetal va €xel KaAd

QTTOTEAECLLOTOL OTNV AVILUETWTTILON TNG VOOOU.

Ferlay et al., Int J Cancer. 2015;136(5): E359-86
Ribeiro et al., Int J Surg Oncol. 2012;2012:36534
Ramirez et al., Gynecol Oncol. 2008;110(3 Suppl 2):525-8

Kapkivog tpayijAov
g HTpag

TG
. Y . ;
Q 166 avBponivov
A

BnAoparev
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KALVLKOC KOl QTTELKOVLOTLKOC EAEYYOC KAPKLVOU TpaYNAOU TNC UNTPOC

& la tn Slayvwon Tou Kapkivou tpaxnAou TnG LATPOC amapaitnTeg mPoUToOETELS eival n
KAWVLKN €€€Taon kat N Blodia pe N xwpic kKoAltookomnon.

& H payvntik topoypoadia TUEAoOU €lval n Baocilkn QMEIKOVIOTIKA €EETOON Yl TNV
EKTLHNON TN EMEKTOONG TNG VOOOU KoL yla ToV KaBopLopo tng mepattépw Beparmeliac.

% To OLoKkoATiko/6lopBLkd umepnyxoypadnUa, OV TIPOYUOTOTOLETOL QIO EUTELPO
urtepnxoypoadLotn, amoteAel eVAANAKTLKA ETLAOYN.

& Av umapxel BAcel TNG payvnTikng topoypadiac N touv dlopBikol umepnxoypadpnUaToq
urtoia BAaBng o€ oupodoxo kuotn r opBo, TOTE amalteital KUOTEOOKOTNGON Kot
opBookomnnon. '

Cervical biopsy ("punch”):

small tissue samples are taken
from the cervix and examined
for disease or other problems

Colposcope

Cervix viewed
through speculum
with patient in

illuminates
W\ the cervix
for blopsy

lithotomy position
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T CATEGORY

FIGO STAGE

katd TNM kat FIGO

IMNEPITPA®H

TX

0 dyxoc Hev umopei va aElodoynBei

TO

Kapio éveiEn dyxou

T1

Kapkivog evtomaopévog otov TpdymAo (aveEdpTnTa EMEKTHOTIG OTO GO TG I TPHS)

AmOnTIKOG KapKivog ToU aviXVEVETOL HOVo [uKpookoTikd. BaBog uj8none tou
aTPWIATOS £wg Smm kot EDpog Subnang wg 7mm.Tuydv dujBnon ayyelwv-Asp-
(payyeiwy Sev odAdlel To aTddio

BdBoc sunjfnong Tov oTpopatog £wg 3mm Kot Vpog ijlnong £wg 7mm

BaBog SinBnong tov atpwpatog 3-5mm ko eVpoc SmMBneng £éwg 7mm

KAkt opatog OyYKOg TEPLOPLGPEVOS aTOV TpaynAo 1 pikpookomikn PAdBn pe-
yoruTepn amd T1la2/IAZ. Mepilapfdavel 0Aeg TIC pakpooKoTiKd opatés BAGPE,
OKOUO KO QUTEG [E ETILQOOVELDKT] S Bno.

Khwvikd opoat vooog £wg 4cm ot HEYLoTT SidoTooT.

KAwikd opotr| vogog Tava amd 4cm oTn PLEYLOTH SLdaTaor).

Kapkivog TpogmAou mov EMEKTEIVETRIL EKTOC UNTPAC cAAd XL 0T MUEAIKO Tolyw-
Lt 1] 0TO KATWTEPO TPLTHOPLO TOU KOATIOU.

‘Oykog mou dev MOl Ta TopounTpLL

KAwvikd opotr| vooog £we 4cm atn péyio Stdotoan.

Khwvikd opat vooog mave oamd 4cm a1 PEYLoT Sikatoar.

Oykog mov SmBei Ta mapoapiTpLo.

0 dykog EMEKTEIVETOL OTO TMAGYLI0 MUEAKO Tolywpa* ko/M SinBel To KaTWTEPO
TPLTNUOPLO TOV KOATTOU KaL/T) TpoKaAel vEpovEQpwan 1) 1N AELITOVPYLIKO VEQPO.

0 dyxog dimBei To KATOTEPO TPITNUOPLO TOU KOATOU ¥wpiG EMEKTOAT] GTO TAAYLO
TUEAKO TOLX@]LCL

0 6yKOC EMEKTEIVETOL GTO TAGYL0 TTUEALKO Toixwpo Koa/1 mpokaAel vdpovéppuwan
1 11 AEITOUPYIKO VEPPO.

EMéxTaon tng vosou EKTOS TN YEVWTTLKTC 0801,

Amfnen tov BAevvoydvou e ovpodayou KOGTEWS 1) Tov opBol kal/1) emékToom
gxTOC TN aAnBovc muékovw

0 dyxoc Sinbel amopakpuopéva dpyovo

Avaotaocta MmoOov, Entkovon Kabnynrtoix Matevtikrg

» Ol oaoBeveic pe Ca tou

TpaxnAou TN puAtpac Ba
TPETEL VAL
otadlomnolovvtal
oUudwva PE TO CUCTNUA
TNM.

H kAwvikn otadlomnoinon
(FIGO) Ba mpémet va
Kataypadetal.

H TNM otadlonoinon Ba
TPETEL VA TIPOKUTITEL OO
TOV oUVOU OO TIOAAWV
otolxelwv (duoikn
g€£TOON, ATELKOVLOTLKOC
eAeyxOg,
naboAoyoavatopia) peta
armo oculntnon oto
OYKOAOYLKO cupBoUALo.

E.M.T.E. 2024




EAeyxoc AsudadEvwv Kol OTMOUOKPUOUEVWV LETOOTACEWV

v 2 mpwipa otadia (T1a,T1b1,T2al), n otadlomoinon Twv TUEAKWV Aepdpadevwv
amoteAEL TOV XpUOO KAVOVA YL TNV EKTIMNON TNG TPOYVWONG Kal Tov KaBoplopo tng
Bepameiac [e€apovpevwy Tlal,LVSI(-)].

k. 2€ TOTILKA TIPOXWPNUEVO Kapkivo tpaxnAou pntpag [T1b2 kal avw (e€opoupEvou Tou
T2al)] N o€ MPWLLLO O0TAOLO VOGOU |LE UTIOTITOUG AEUPASEVEC OTOV QTTELKOVLIOTLKO EAEYYXO,
amouteltol n Stevepyela afovikng topoypadioc Bwpakoc/avw KAtw Kowktag i PET-CT
ylo tnv ektipnon AepdadEvwy Kol LETAOTACEWV.

v To PET-CT eivol mpotipuotepn HEBoSOC ywa to Oeparmeutikdo TAAVO TPV Ao T
dlevepyela BepameuTikng XNUELo-akTvoBepareiag.

k. 2€ TOTIKA TIPOXWPNHEVN VOOO HE OPVNTIKOUG OTL( OTTELKOVIOTIKEG EEETAOELC
napoopTikolC Aepdadevec, mpoteivetal n Slevépyela TTOPAOPTIKAG AepdadeEVEKTOUNG
HEXPL TOo UYPOC TNS KATW HEcEVTIEPiOU apTnplac.

& 2€ mepinmtwon apdiBoAng ektoc uATpoC vooou, armalteitat n dtevepyeta Bodiac yia va
eMIPePaALWOEL 1 va ATTOKAELOEL pPeTAOTATIKA VOOO Kol va amodeuxBel pun appolovoa
Bepareia.
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Ernst Wertheim (1864—1920)

 16/11/1898: O Ernst Wertheim, og nAwia 34 etwv MPoyUATONOINCE TNV TPWTN
KOWALOKN PLILKN UOTEPEKTOUN O aoBevn e KapKivo TpaxnAou LATPOC.
H emépBaon duipknoe 3 wpecg Kat n 39xpovn a.oBevic KATEANEE 8 wWPEeC LETA AOYW
EKOECNUOAOMEVNC OTTWAELOC OLLULOTOG.

E. Werthelm
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Prof. D. Dargent (1937-2005)

* [pwtomnopog otn Aamapookonnon otn NuvawkoAoyikry OykoAoyia.

* Jyeblaoe tn Aamapookorikad utofonBoulpevn KOATLKA pL{LKN TPOXNAEKTOWU).

* 'Evag amo Toug MPWTOUC MOU ELCAYAYE TNV TEXVLKN TOu Pppoupol Aspdadéva otov
Kapkivo Tou tpaxnAou. o <
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Evbeiéelc tpaynAeKTOUNG

EmiBupia tng yuvaikag yia dtatipnon yovipotnTtog.
lotoAoylkn enBeBaiwon tng vooou.

MAakwdecg, adevomAakwdeg ] adevokapkivwua .
MéyeBocg Oykou <2 K. Kall

St 1A1, LVSI (+)/ St IA2/ St I1B1

Oykocg mou mneplopiletat otov tpaxnAo (MRI) kat puoika
ApVNTLKN OTTELKOVLION SLOYKWHUEVWV AP adEVWV.
Amtoucia LOTOPLKOU UTTOYOVIUOTNTOC.

00 il RO O S C AN S )

Ramirez et al., Gyn Oncol 2008;110:525-S28
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EKTlUNoN mopauntplou

* H eKktipnon tou mapapntpiov eivol eva moAl coBapo B€ua, to omoio kabopilel eav
n a.oBevn¢ umopei va utoBANOel oe xelpoupyeio f OxL.
e TpoOmol eKTiHNONC TOU TTOPAUNTPLOU: KAWVLKN €€€Taon, umtepnxoypadnua, MRI.

FIGO staging of cervical cancer

1A1: stromal invasion < 3mm in depthy ‘ iy lIA1: < 4cm in greatest

IA2: stromal invasion > 3mmand | | ] dimension

< Smm in depth y \ ( : | IIA2: >»4cm in greatest
. ] dimension

1B1: > Smm depth of stromal invasion’ 3 )

and < 2cm in greatest dimension — ‘,-' 11B: parametrial invsion

1B2: > 2mm and < 4cm in greatest \ J

dimension

IB3: > 4cm in greatest dimension

Stage Il

WA: involvemnent of lower third of
vagina 3

_ IVA: spread of the
IB: extension to pelvic wall/ \ avh growth to adjacent
hydronephrosis/ non-funtioning Y ¥ X organs
kidney ‘ @ ol
9 ; IVB: spread to
HIC: involvement of pelvic (IIC1)/ - \‘w ' distant organs

para-aortic lymph nodes (11IC2) /3
of vagna
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ST IA2-1B1

PLlikn tpaxnAekToun

Y//ﬂ jrma * N UATIWG OXL

EVOANOKTIKEC: // /# fﬂr‘ \

Kwvoeldng ektoun ATIAN TpaxNAEKTOMN
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FERTILITY SPARING TREATMENT

Before starting fertility sparing treatment (FST), consultation at a fertility centre is
recommended.

FST should exclusively be undertaken in gynaecological-oncological centres with
comprehensive expertise in this kind of oncoelogic therapy.

For patients who consider FST, prognostic factors, clinical staging and preoperative
work-up do not differ from those who do not consider this (see above).

v

Every woman with a desire to spare fertility and histologically proven squamous cell
carcinoma or usual-type (HPV-related) adenocarcinoma < 2 cm of the largest diameter
should be counseled about the possibility of FST. This consultation should encompass
the risk of FST abandonment if positive margins or lymph node involvement, oncologic
and obstetric risks related to this type of management.

FST should not be recommended for rare histological subtypes of cervical cancer
including neuroendocrine carcinomas and non HPV-related adenocarcinomas (except
for adenoid basal carcinoma) which tend to exhibit aggressive behaviour.

Expert sonography and/or pelvic MRI are recommended imaging tests to measure
remaining (after cone biopsy) cervical length and non-involved cervical length.
However, no imaging system can exactly predict the extent of necessary local resection
in order to reach sound margins with adequate safety distance.

Negative pelvic lymph node status is the precondition for any FST. Therefore pelvic
lymph node (sentinel lymph node) staging should always be the first step in each FST
procedure. Identification of sentinel lymph node and its ultrastaging is highly
recommended since it increases staging accuracy, namely the identification of
micrometastases and small macrometastases. The involvement of suspicious lymph
nodes should be confirmed by histology. Intraoperative assessment of lymph node
status is highly recommended. All sentinel lymph nodes from both sides of the pelvis or
any suspicious lymph nodes should be sent for frozen section. If bilateral sentinel lymph
node is not detectable, intraoperative assessment of pelvic lymph nodes should be
considered (see management of stages T1b1/T2al). Lymph node staging is not
indicated in stage T1al LVSI negative.

In case of intraoperatively proven lymph node involvement, fertility sparing surgery
should be abandoned and the patient referred to definitive chemoradiotherapy (see
above). The specific aim of fertility sparing surgery must be the resection of invasive
tumour with adequate free margins and preservation of upper part of the cervix.
Intraoperative frozen section is a reliable way of assessing the upper resection margin
in trachelectomy specimen and should be considered.

Conisation or simple trachelectomy are adequate fertility sparing procedures for stage
T1al and T1a2, lymph node negative, LVSI-negative patients.

S o) o] ] ] -] =

Radical trachelectomy (type A) can be considered for stage T1al and T1a2, lymph node
negative, LVSI-positive patients. Conisation or simple trachelectomy is an option.

Radical trachelectomy (type B) should be performed for patients with cervical cancer
stage T1b1 < 2 cm of the largest diameter, lymph node negative, LVSI +.

Intraoperative placement of permanent cerclage should be performed during simple or
radical trachelectomy.

FST in patients with tumours > 2 cm cannot be recommended and is considered as an
experimental approach.

In more advanced cases, different propositions for fertility preservation should be
discussed. The goal of the fertility preservation should be to offer the most efficient
approach related to the legal aspects of the country while not increasing the oncological
risk.

Any pregnancy following FST should be considered as a high risk pregnancy and
delivery should be performed in a perinatal centre. Following simple or radical
trachelectomy with its inherent placement of a permanent cerclage delivery can be
performed only by caesarean section.

Routine hysterectomy after finishing fertility plans is not necessary.

ESTRO ESGQ ;:'

European Sociely for Euro Soci
pean Society o
&ONCOLOGY  Gynaecological Oncology
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NpoywpnuUEVN VOCOC

 Otav n vooog esival mpoxwpnuevn Kot TiBetal umovola Betikwv Aspudadévwy, TOTE N
KAAUTEPN aVTLLETWIILON €lval pLllkn aktvoBeparmeia pe ouvodo xnueloBeparneia.

* Avotuxw¢ ta medla aktwvoBeparmneiac cupmeplhapBdvouv Kot T woBnkeg. KArmoleg
ETLAOYEC €lval n aktwvoPfoAnon HE MPOOoTACia TwV WoBNKwv, aAAd Kol TIAAL HEXPL Eva
TIOCOOTO Ol WobnkKe¢ Ba aktwvoBoAnbouv, evw plar AAAN emthoyn €ival n Hetakivnon Twv
woBnKkwv og ePLOXEC TTou Sev Ba aktivofoAnBolv Omwe 0TV AVW KOLWALOKA XWPa, WOTE
VOl TIPOOTOTEUTOUV.

* BeBaia, n mBavotnta va KpUBETAL OTIC WOBNKEC ULKPOUETAOTATLKA VOOOG £(VOlL UTIAPKTA
Kal Ba propouoe va pokUPeL 0To PEANOV UTTOTPOTTI) TOU KapKivou, €(TE TOTIKA, ELTE Kall
o€ AAAa onpeia.

Metatomnion wodnkwv
ﬂ

Avaotacta MntoOov, Emtikoven Kabnyrntoia Matevtikng



* Aegpdadévag dpoupog
ovtl OUOTNMOTLKAC
Aepdadevektoung

e EykataAeupn ==

TIOPOLUNTPEKTOMNAG

* Kwvoeldnc EKTOMN
avti TPOXNAEKTOUAC

St IA2-IB1

PL{lkO xelpoupyeio

ATtwTEPEC EMUTAOKEC-AUOAELTOUPYLO TOU EVTEPOU

* Auvokol\lotnTa
*  Akpdtela

Avaotacta MntoOov, Emtikoven Kabnyrntoia Matevtikng
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JuvbuaopEevn Tautoxpovn
XNUELOOKTIVOOEpaTeia

Artemisia Gentileschi



ATTWTEPEC EMUTAOKEC-ALATOPAYEC OEEOUAALKNC AELTOUPYLOC

* Auvomnopeuvia (18-42%)

e Znpotnta Kal atpodia tou emiOnAiov (10-55%)

* EAattwpevn os€ovalikn dteyepon, opyaopoc (31%)

* Melwpevn aloOnTKOTNTA oTa XEAN Tou adoiou Kal oTtoug unpoug (71%)

* Bpdyuvon kOATou (25-29%)

* AU&non ayxoug kat oe€ovaAlkng duoAetltoupyiag

* Meiwon evéladEpovtog (25-66%), peiwon evuxaplotnong, avénon avnouyiag yla
TN pHeAAovtikn oe€ovaAikn {wn (53%)

* Meiwon ogfovaAikng Spaoctnplotntog (91%)

* Meiwon ouxvotntog oeéouaAlkwy emadwv

e Meiwon nmowotntog {wnG

~

:' 4 b ] "'"VVT W | ,L‘

We Rose Up Slowly by Roy Lichtenstein, / Bed, The Kiss by Henri de Tulouse-autrec; 192,
19640 Museum o Private Collection The Lovers Il by René Magritte, 1938,
1 ! MoMA, New York

Rapkfuit; i MroOov, Emtikovon Kabnyrroix Mateutikig
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Y ULLETOYXN TOU TTapOLLNTPLOU

> Gynecol Oncol. 2002 Jan;84(1):145-9. doi: 10.1006/gyno.2001.6493.

How important is removal of the parametrium at
surgery for carcinoma of the cervix?

A Covens ', B Rosen, J Mu rphy, S Laframboise, A D DePetrillo, G Lickrish, T Colgan, W Chapman,
P Shaw

Affiliations + expand

PMID: 11748991 DOI: 10.1006/gyno.2001.6493

* 842 aoBeveic¢ ou vneBARBnoav o PIJIKA VOTEPEKTOMN
e StlIAl1-IB1

e AvaAuon vno-opadacg 536 acOevwy pe:
* 33 aoBeveig (4%) = duibnon napauntpiwv > MéyeBog 6ykou <2 cm

» <10 mm 8ujbnon oTpwWHATOG

» ApvntikoUg MUeAKoUG Aepdadeveg

MeyaAo péyeboc oykou

LVSI

MeyaAo Babog duribnonc
OeTikOUG TUEALKOUG AEUPAOEVES

VVVYVY

» Zupperoxr mapaunrpiov: 3 acbeveic (0.6%)
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Y ULLETOYXN TOU TTOpOLNTPLOU

Parametrial Involvement in Radical
Hysterectomy Specimens for Women With
Early-Stage Cervical Cancer

Michael Frumovitz, Mp, smpr, Charlotte C. Sun, pwrri, Kathleen M. Schmeler, up,
Michael T. Deavers, mp, Ricardo dos Reis, mp, Charles F. Levenback, mp, and Pedro T. Ramirez, Mp

« 350 aoBeveic

* 27 acBeveic (7.7%) ue dn\Bnon mapapuntpiwv

« Oykog<2cm
* Anouocia LVSI
* ApvnTikoi Aeppadeveg
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Y ULLETOYXN TOU TTOpOLNTPLOU

Review > Gynecol Oncol. 2013 Oct;131(1):222-30. doi: 10.1016/j.ygyno.2013.07.078.

Epub 2013 Jul 14.

Surgery for early stage cervical cancer: how radical
should it be?

Clare J Reade ', Lua R Eiriksson, Allan Covens

Affiliations =+ expand

PMID: 23863357 DOI: 10.1016/).ygyno.2013.07.078

Study
Al-Kalbani 2012 [75)

Biliatis 2012 [43]

Smrkolj 2012 [53]
Sopracordevole 2012 [59]
Spoozak 2012 [55]
Baalbergen 2011 [73]
Fagotti 2011 [52]

Maneo 2011 [58]
Rob 2008 [61]
Landoni 2007 [89]

Naik 2007 [105]
Poynor 2006 |57]
Yaegashi 1994 [107]
Totals

Tumor size

<2¢m

Volume <500 mm’?
n/a

nja

n/a

n/a

<2¢m

<25cm
n/a
<3cm

Tumor volume <700 mm®
n/a
n/a

Etepoyevela pebodou

Avaotaota MmoBov, Entkovon Kabnynrtowx Matevtikrg

Median 36 months

Median 56 months
Median 18 years
86 months

>5 years

Mean 49 months
Median 16 months

Median 66 months
Median 47 months
Median 20 months

Median 29 months
12 months
25 Months

0/35 (0%)
1/66 (1.5%)
0/1 (0%)
NR

0/7 (0%)
0/17 (0%)

2/36 (5.5%)
1/10 (10%)
0/11 (0%)

0/5 (0%)
0/1 (0%)

Death from disease

07 (0%)
NR

1736 (2.7%)
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Contents lists available at ScienceDirect
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Review

Management of low-risk early-stage cervical cancer: Should conization,

simple trachelectomy, or simple hysterectomy replace radical surgery
as the new standard of care?™

Pedro T. Ramirez **, Rene Pareja”, Gabriel J. Rend6n °, Carlos Millan €,
Michael Frumovitz *, Kathleen M. Schmeler *

# Department of Gynecologic Oncology and Reproductive Medicine, The University of Texas MD Anderson Cancer Center, Houston, TX 77030, USA
* Department of Gynecologic Oncology, Instituto de Cancerologio Las Américas, Medellin, Colombia

© Department of Gynecology, Hospital Quiron, Murcia, Spain

Patient and tumor characteristics from published studies of conservative surgical treatment for early-stage cervical cancer.

@ CrossMarlk

Author (vear)

N

Median age (range), y

Histology

Stage

Lvsl

SCC

AC

Other

IAT + LVSI

N (%)

Rob [13]
Pluta | 14|
Maneo [15]
Fagotti [16]
Palaia [17]
Raju [18]
Biliatis [19]
Plante [20]
Total

283

445 (33-64)
31 (24-40)
33 (30-43)
32 (28-37)
28 (20-40F
35 (27-67)
A0 (3744

j2
50
24
12
11
9

49
10

7
10
12
4
3
G

1
A

1 adsq
o

o

1 glassy
o

o

2 adsq
0

3
3
0
0
0
0
0
d

27
46
36
13
9

10

62
A

17 (42)
19(32)
5 (14)
4(23)
0

0

14(22)
A5

197

(75.8%) 59 (22.7%)

4(1.7%)

Surgical procedure in published studies of conservative surgical treatment for early-stage cervical cancer.

10 (3.8%)

41 (15.8%)

200 (80.4%)

Author (year)

Mo. of planned Sentinel lymph  Radical
hysterectomy

SUrgeries

node biopsy

Less radical procedures

Positive
lymph nodes

Adjuvant
radiotherapy

Adjuvant
chemotherapy

Follow-up time,
median (range),
months

Relapses

Deaths

Rob [13]

Pluta [14]
Maneo [15]
Fagotti [16]
Palaia [17]
Raju [18]
Biliatis [19]

Plante [20]
Total

Yes

Yes
Mo
Mo
Mo
Mo

Cone biopsy + PLND = 10
Simple trach + PLND = 24
TH + PLMND = 57

Cone biopsy + PLND = 36
Cone biopsy + PLND = 13
Simple trach + PLND = 14
Simple trach + PLND = 15
Cone biopsy + PLND = 35°
TH + PLND = 27"

Simple trach + PIND = 16°

1]

47 (12-102)

47 (12-92)
66 (18-168)
16 (B-101)
38 (18-96)
96 (12-120)
56 (13-132)

27 (1-65]

247
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Cervical Cancer

Surgical Treatment of Early-Stage Cervical Cancer: A Multi-Institution
Experience in 2124 Cases in The Netherlands Over a 30-Year Period

Marloes Derks, MD *, Jacobus van der Velden, MD, PhD *, Cornelis D. de Kroon, MD, PhD T, Hans W. Nijman, MD, PhD ¥ Luc
R.C.W.van Lonkhuijzen, MD, PhD *, Ate G.J. van der Zee, MD, PhD ¥, Aeilko H. Zwinderman, MD, PhD ¥ and Gemma G. Kenter,

MD, PhD
Address correspondence and reprint requests to Marloes Derks, MD, Department of Gynecologic Oncology, Academic Medical Center, PO
Box 22660, 1100 DD Amsterdam, the Netherlands. E-mail: m.derks(damc.nl.

Type of parametrectomy
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FIGURE 2. Kaplan-Meier curves for DFS in tumor diameter subgroups. Five year DFS for more radical surgery vs less
radical surgery: <20 mm), 97% vs 95% (P= 0.348); 20-40 mm, 89% vs 79% (P< 0.001); >40 mm, 79% vs 64% (P =0.004).
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KOLL TLTUEALK

ANTICANCER RESEARCH 40: 3651-3658 (2020)

doi:10.21873/anticanres. 14354

Review

Minimizing Fertility-sparing Treatment for Low Volume
Early Stage Cervical Cancer; Is Less the (R)Evolution?

CHARALAMPOS THEOFANAKIS'!, DIMITRIOS HAIDOPOULOS!, NIKOLAOS THOMAKOS!,
ALEXANDROS RODOLAKIS! and CHRISTINA FOTOPOULOU?

'Unit of Gynecologic Oncology, 1% Department of Obstetrics & Gynecology,

Alexandra Hospital, National and Kapodistrian University of Athens, Athens, Greece;
2Imperial College Healthcare NHS Trust, Hammersmith Hospital, London, U K.

Table 1. Simple conization and Ivmphadeneciomy for early-stage cervical cancer.

Study N

FIGO stage

Histology

LNDs removed

LWSI

Recurrences

Obstetrical outcome

Andikyan, 2013 (13) 10

Bouchard-Fortier, 2014 (11)

Lindsay, 2014 (14)

Ditto, 2014 (15)

Tomao, 2017 (12)

IAL: 7 (LVSI+)
IBI: 3

1A2:4 IBI1:13

SCC: &
Adenoca: |
Clear cell: 1

SCC: 12
Adenoca: 4
Glassy cell: 1

SCC: 28
Adenoca: 11
Adenosq: 4

SCC: 10
Adenoca: 11
Adenosq: |

SCC: 33
Adenoca: 19
Adenosq: 2

Avaotaota MmoBov, Entikovon Kabnyntoia Matevtikng

SLN

0

3 (no further information)

Term: 2
Miscarriages: 0

Term: 10
Preterm:4
Miscarriage: 1
Termination: 1
Term: 4
Preterm: 1
Miscarriage: |
Term: 19
Miscarriages: |




Table II. Simple vaginal trachelectomy for early-stage cervical cancer.

Study N Figo stage Histology Procedure LVSI Recurrences LMNDs removed  Obstetrical outcome

Slama, 2016 (17) 32 IAZ2: 7 SCC: 21 SVT: 11 20 SVT: 2 Not reported Term: 4
IB1: 23 Adenoca:3 Cone: 21 Cone: 4 Preterm: 1
IB2: 2 Adenosq: 2 Misscarriage: |
Plante, 2017 (16) s IA1+LVSI: 8 SCC:19 SVT: 35 5 Term: 18
IAZ: 9 Adenoca: 13 Preterm: 2
IBI: I8 Adenosg: |
Clearcell: 1
Undif: 1
Demirkiran, 2018 (18) 14  TAL+LVSI3 SCC:12 SVT: 13# ] Not reported Term: 4
IAZ: 4 Adenoca: 2 Preterm: 2
IBL: 7

Misscariage: 5

Miscarraige: |

Table I11. Parametrial involvement in earlv-stage cervical cancer.

Study N FIGO stage No of patients LWVSI PI Tumor size No of patients

Mo Yes Mo Yes

Baiocchi, 2017 (31) 348 [A2 : 228 103 329 16a =2 cm
IBI ] =2 cm
IB2

Pareja, 2018 (32) : [A2 <10 mm

IB1 10-20 mm

aMissing data for 14 patients; "Missing data for 48 patients.
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Multicenter Study > Int J Gynecol Cancer. 2021 Oct;31(10):1317-1325.

doi: 10.1136/ijgc-2021-002921. Epub 2021 Sep 7.

ConCerv: a prospective trial of conservative surgery
for low-risk early-stage cervical cancer

Kathleen M Schmeler ', Rene Pareja 2, Aldo Lopez Blanco 2, Jose Humberto Fregnani
Andre Lopes 2, | drey T Tsunoda 7, David F Canti-de-Led

Lois M Ramondetta °, 10 David R Crotzer ', Orla M McNally 12

Pedro T Ramire

Affiliations =+ expand
PMID: 34493587 DOI: 10.1136,

ZKOI@ . Table 3 Participants with positive lymph nodes (5/100, 5%)

H oykoAoykr aopdAeta Ayotepo putkol XELPOUPYEIOU OE PXOUEVO Number of positive
¢ ¢ . Patient Histology Stage Visible lesion Procedure Depth of invasion Iymph nodes
kapkivo TpaxriAou pAtpag

1 Grade 2 ' No Cane x2 4mm
squamous LND only 0mm
Kpitnpta ermAoyne acBevwy: : Grade 2 No Cong x2 6.5mm
* 100 aoesvsk squamous LND only 3.4mm
* St]A2 n IB1 Grade 2 squamous : No Cone x1 3.0mm
0 5 SH +LND
YKOG < 2 Cm Grade 3 Yes Cone x1
« LVSI(-) squamous 10cm SH+LND
* Ai@non orpwparog < 10 mm Grade 2 squamous Yes Cone x 1
* MAakwdeg kapkivwpa (Gr 1,2,3) h adevokapkivwya (Gr 1,2) Mem  SHAND

' ' ' ' ' It 100 luabl tient lled. Medi
+  Kwvoednc extopr kat ECC apvnuikd yia kakoriBeta fj CIN/AIS s S e S e o o

bBge at surgery was 38 years (range 23—67). Stage was
A2 (33%) and IB1 (6¥%:). Surgery included conization
ollowed by lymph node assessment in 44 women,
onization followed by simple hysterectomy with lymph
ode assessment in 40 women, and inadvertent simple
ysterectomy followed by lymph node dissection in
6 women. Positive lymph nodes were noted in 5 patients
[5%). Residual disease in the post-conization hysterectomy
Epecimen was noted in 1/40 patients—that is, an
mmediate failure rate of 2.5%. Median follow-up was
6.3 months (range 0.0—68_3). Three patients developed
ecurrent disease within 2 years of surgery—that is, a

, / , / / umulative incidence of 3.5% (95% CI 0.9% to 9.0%).
Avaotacia MntéBov, Emtikoven Kabnyrjtowx Matevtiknig o (5o - °)



The NEW ENGLAND JOURNAL of MEDICINE

RESEARCH SUMMARY

SHAPE trial

Simple versus Radical Hysterectomy

in Women with Low-Risk Cervical Cancer
Plante M etal. DOI: 10.1056/NEJM0a2308900

CLINICAL PROBLEM Simple Hysterectomy Radical Hysterectomy

Radical hysterectomy remains standard care for patients _eamiane
with early-stage cervical cancer. However, retrospective
studies indicate that parametrial infiltration is unlikely
in early-stage disease, which suggests that less-radical
surgery could be a safe option. Randomized trials com-
paring simple hysterectomy with radical hysterectomy in
patients with early-stage cervical cancer are needed.

Stage IA, or IB

CLINICAL TRIAL cervical cancer

Design: A phase 3, international, randomized, non-

inferiority trial assessed the efficacy and safety of sim-

ple hysterectomy as compared with radical hysterectomy » Pelvic Recurrence
in women with low-risk, early-stage cervical cancer. =]

Intervention: 700 patients with International Federation of
Gynecology and Obstetrics (FIGO) 2009 stage IA, or IB,
tumors measuring <2 cm, with limited depth of cervical
stromal invasion, and with no evidence of lymph-node
metastasis on preoperative imaging were assigned to un-
dergo simple hysterectomy (removal of the uterus with
the cervix, without adjacent parametria) or radical hyster-
ectomy (removal en bloc of the uterus, cervix, medial
one third of parametria, 2 cm of the uterosacral liga-
ments, and upper 1 to 2 cm of the vagina). The primary
outcome was cancer recurrence in the pelvic area (pelvic
recurrence) at 3 years.

mple

Radical hysterectomy

Percentage of Patients

RESULTS

Efficacy: Simple hysterectomy was noninferior to radical
hysterectomy with respect to the 3-year incidence of pel-

vic recurrence. P=0.,003

Safety: The incidence of surgery-related adverse events,
urinary incontinence, and urinary retention was lower
with simple hysterectomy than with radical hysterectomy.

Percentage of Patients

LIMITATIONS AND REMAINING QUESTIONS 0.6

= The small number of recurrences resulted in wide Urml;dry ‘”30"1"";"66 Ur)‘;‘ﬂry the"t;m‘
; : : 4W 4W
confidence intervals around hazard ratios for time-to- ron sen
event outcomes.
= The median follow-up time was 4.5 years; later recur-
rences are possible.
= The surgical approach was chosen by trial surgeons
after randomization and was not a stratification factor.

Links: Full Article | NEJM Quick Take | Editorial
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GOG-278

Official Title

Evaluation of Physical Function and Quality of Life (QOL) Before and After Non-Radical Surgical Therapy
(Extra Fascial Hysterectomy or Cone Biopsy With Pelvic Lymphadenectomy) for Stage IA1 (LVSI+) and
IA2-IB1 (£ 2CM) Cervical Cancer

Study Overview

Brief Summary

This clinical trial studies the physical function and quality-of-life before and after surgery in patients with

stage | cervical cancer. Studying quality-of-life in patients undergoing surgery for cervical cancer may
help determine the intermediate-term and long-term effects of surgery.

Detailed Description

PRIMARY OBJECTIVES:

I. To examine the changes before and after non-radical surgical treatment (simple hysterectomy or cone
biopsy [fertility preservation] and pelvic lymphadenectomy) on functional outcomes of bladder, bowel,
and sexual function for stage IA1 (lymphatic vessel invasion positive [LVSI+]) and IA2-IB1 (=< 2 cm)
carcinoma of the cervix.

Avaotacta MntoOov, Enikoven Kabnyrtoix Matevtikng




NopakoAoVOnon acBsvwyv pe Ca tpaynAou

*  TOKTIKOG EAEYXOG LLE: KOATIOOKOTINON KOl KUTTAPOAOYLKEG EEETACELC TOU TPaXnAou

HPV testing kal poyvntiki MUEAou.

* H napakololBnon Ba mpemel va yivetal kabe 3-4 prveg ta mpwta 2 Xpovia Ko
KAOe 6-12 HAVEG HEXPL TO TEAOC TNG 5eTiag. 2Tn OUVEXELWD, N TtapakoAouBnon
akoAouBel tn Baolki nEB0So MANBUCHLAKOU EAEYXOU TOU YEVIKOU TANOUGHOU.

* Evnuépwon yla mBovotnTto UTIOTPOTTHC.

* Evnuépwon ywa aduvapio cOUAANY NG, armoBoAr KoL TPOWPO TOKETO.
* Aev unapyouv cadeig katevBuvTNPLEC 0ONYLEG VLo AUTEC TIG «TTOAUTIUEG» KUNOELG.
AN\G oL 06nyiec mou divovtal amod touc Bepamovieg LatpolC eival ol dleg omwg

KOl OE€ YUVOLKEC LE TPAXNALK) OVETIAPKELQL.

> Geburtshilfe Frauenheilkd. 2017 Aug;77(8):861-869. doi: 10.1055/s-0043-116222.
Epub 2017 Aug 24.

Preservation of Fertility or Ovarian Function in

Patients with Breast Cancer or Gynecologic and
Internal Malignancies

Angrit Stachs 1, Steffi Hartmann 1, Bernd Gerber
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106 yuvaikeg pe Ca tpaxnAou HATPOC

Tou Katddepav va cuAAAPBouV:

* 10 20% amnéBalav oTo MPWTO
TPlUnvo.

* 10 3% aneBalav oto SsutEPO
TPlUNvo.

* 10 75% Katadepav va yEVVHOOUV
peta tnv 37n eBdopada.




Kapklvoc evéountplou

t O TLo CUXVOC YUVOLKOAOYLKOG KOPKIVOC OTOV QLVOTTTUYMEVO KOOUO Kol 0 SEVUTEPOC OTOV
OVOTTTUCOOLEVO KOOMO UETA TOV KOPKivo Tou tpaxnAou. O HallkoC TPOCUUITTWUOTIKOC
gAeyxoc 6ev eival, oUTE MPOKTLKOC, OUTE SIKALOAOYNUEVOC UE TLG SLOOECLUEC TEXVLIKEG.

YuvnOwc, oe yuvaikec nAtkiac >60 eTwv.

%3

5% o€ yuvaikeg <40 eTwv.

%3

8-14% o€ yuVaiKeG avamopoywyLlkng NAkiac.

%3

MNopayoviec kwduvou: PCOS, koBuotepnUEVN EUUNVOTIAUGCHN, TIPWLUN EMRNVOPEXN,
atokia, kaBuoTtEpnon tekvomoinong, maxvoapkia, XA, xpnon tapofidbaivng, xoprnynon
£EWYEVWV OLOTOYOVWV.

%3
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Stage

FIGO staging of endometrial cancer: 2023

TABLE 1 2023 FIGO staging of cancer of the endometrium.>?

Description

Stage |
1A

Confined to the uterine corpus and ovary”

Disease limited to the endometrium OR non-aggressive histological type, i.e. low-grade endometroid, with invasion of less
than half of myometrium with no ar focal lymphovascular space involvement (LVSI) OR good prognosis disease

A1 Non-aggressive histological type limited to an endometrial polyp OR confined to the endometrium

IA2 Non-aggressive histological types involving less than half of the myometrium with no or focal LVSI

IA3 Low-grade endometrioid carcinomas limited to the uterus and ovary®
— = =

1B
IC
Stage Il

Stage Il
1A

e

nc
Stage Il

A

e

nc

Stage IV
IVA
VB
vVC

Avaotaoia MmtoOov,
Entikovon Kabnyntowx Matevtikng

Non-aggressive histological types with invasion of half or more of the myometrium, and with no or focal Lvsi?
Aggressive histological types* limited to a polyp or confined to the endometrium

Invasion of cervical stroma without extrauterine extension OR with substantial LVSI OR aggressive histological types with
myometrial invasion

Invasion of the cervical stroma of non-aggressive histological types

Substantial LVSI? of non-aggressive histological types

Aggressive histological types® with any myometrial involvement

Local and/or regional spread of the tumor of any histological subtype

Invasion of uterine serosa, adnexa, or both by direct extension or metastasis

1AL Spread to ovary or fallopian tube (except when meeting stage 1A3 criteria)®

11A2 Involvement of uterine subserosa or spread through the uterine serosa

Metastasis or direct spread to the vagina and/or to the parametria or pelvic peritoneum

11IB1 Metastasis or direct spread to the vagina and/or the parametria
11IB2 Metastasis to the pelvic peritoneum

Metastasis to the pelvic or para-aortic lymph nodes or both’
Local and/or regional spread of the tumor of any histological subtype

Invasion of uterine serosa, adnexa, or both by direct extension or metastasis

I1A1 Spread to ovary or fallopian tube (except when meeting stage 1A3 criteria)®
A2 Involvement of uterine subserosa or spread through the uterine serosa

Metastasis or direct spread to the vagina and/or to the parametria or pelvic peritoneum
I11B1 Metastasis or direct spread to the vagina and/or the parametria

11IB2 Metastasis to the pelvic peritoneum

Metastasis to the pelvic or para-aortic lymph nodes or both'

IC1 Metastasis to the pelvic lymph nodes

HIC1i Micrometastasis

IC1ii Macrometastasis

IIC2 Metastasis to para-aortic lymph nodes up to the renal vessels, with or without metastasis to the pelvic lymph nodes
INC2i Micrometastasis

INC2ii Macrometastasis

Spread to the bladder mucosa and/or intestinal mucosa and/or distance metastasis
Invasion of the bladder mucosa and/or the intestinal/bowel mucosa

Abdominal peritoneal metastasis beyond the pelvis

Distant metastasis, including metastasis to any extra- or intra-abdominal lymph nodes above the renal vessels, lungs, liver,
brain, or bone

i WILEY

Jonathan S. Berek! | Xavier Matias-Guiu? | Carien Creutzberg® | Christina Fotopoulou® |

David Gaffney® | Sean Kehoe® | Kristina Lindemann’ | David Mutch® |

210 | Endometrial Cancer Staging Subcommittee, FIGO Women's Cancer
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ESGO/ESTRO/ESP guidelines for the management
of patients with endometrial carcinoma

Nicole Conein 2 |2 Xavier Matias-Guiu,** Ignace Vergote,® David Cibula,® Mansoor Raza Mirza,”
Simone Marnitz,® Jonathan Ledermann ' ° Tjalling Bosse,'® Cyrus Chargari,"’ Anna Fagotti,'”
Christina Fotopoulou ' ,"® Antonio Gonzalez Martin, Sigurd Lax,'*'® Domenica Lorusso,®
Christian Marth,'” Philippe Morice,'® Remi A Nout,' Dearbhaile O'Donnell,?® Denis Querleu (1221
Maria Rosaria Raspollini,* Jalid Sehouli,* Alina Sturdza,”* Alexandra Taylor,”® Anneke Westermann,”
Pauline Wimberger,”” Nicoletta Colombo,*® Frangois Planchamp,” Carien L Creutzberg™

(5]

1. Histologically confirmed endometrioid type endometrial
adenocarcinoma

2. Well-differentiated tumor

3. Disease confined to the endometrium

4. No evidence of myometrial invasion on imaging study
5. No clinical evidence of extrauterine spread of disease
6. Strong desire to preserve fertility

7. Age (=40 years); relative indication

8. No contraindication for medical treatment

9. Informed consent with the understanding that this is not a
standard treatment and carries a higher risk of recurrence

Avaotacio MntéOov, Enikoven KaOnyntoix Matevtikrg



Fertility preservation

Work-up for fertility preservation treatments

Patients who are candidates for fertility-preserving treatment must be
referred to specialized centers. Fertility-sparing treatment should be con-
sidered only in patients with AH/EIN or grade 1 endometrioid endometrial
carcinoma without myometrial invasion and without genetic risk factors.

In these patients, endometrial biopsy, preferably through hysteroscopy,
must be performed.

AH/EIN or grade 1 endometrioid endometrial carcinoma must be confir-
med/diagnosed by a pathologist experienced in gynecological pathology.

Radiologic imaging to assess the extension of the disease must be perfor-
med. An expert ultrasound examination can substitute pelvic MRI scan.

Patients must be informed that fertility-sparing treatment is not a standard
treatment. Only patients who strongly desire to preserve fertility should be
treated conservatively. Patients must be willing to accept close follow-up
and be informed of the need for future hysterectomy in case of failure of
treatment and/or after pregnancies.

Management and follow-up for fertility preservation

All patients should be evaluated before and after the fertility-sparing
treatment at a fertility clinic.

Hysteroscopic resection prior to progestin therapy can be considered.

Medroxyprogesterone acetate (400-600 mg/day) or megestrol acetate
(160-320 mg/day) is the recommended treatment. Treatment with levo-
norgestrel intrauterine device in combination with oral progestins with or
without gonadotropin-releasing hormone analogs can also be considered.

In order to assess response, hysteroscopic guided biopsy and imaging at
3-4 and 6 months must be performed. If no response is achieved after 6
months, standard surgical treatment is recommended.

Continuous hormonal treatment should be considered in responders who
wish to delay pregnancy.

Strict surveillance is recommended every 6 months with TVUS and physi-
cal examination. During follow-up, hysteroscopic and endometrial biopsy
should be performed only in case of abnormal uterine bleeding or atypical
ultrasound findings.

Fertility-sparing treatment can be considered for intrauterine recurrences
only in highly selected cases under strict surveillance.

Hysterectomy and bilateral salpingo-oophorectomy is recommended after
childbearing due to a high recurrence rate. Preservation of the ovaries can
be considered depending on age and genetic risk factors.

Indicators

Avaotacia Mnté0ov, Entikovpn Kabnyntoix Matevtikrg



National
Comprehensiv
W&ol Cancer

Endometrial Carcinoma

e NCCN Guidelines Version 3.2019 MUCN Coundelie idex

Table of Contents
Discussion

Network™
CRITERIA FOR CONSIDERING PRIMARY SURVEILLANCE
FERTILITY-SPARING OPTIONS TREATMENT
FOR MANAGEMENT OF
ENDOMETRIAL CARCINOMA
(All criteria must be met)
TH/BSO with
* Well-differentiated staging®-¢
(grade 1) endometrioid after
adenocarcinoma on Encourage childbearing
dilation and curettage Complete conception complete or
(D&C) confirmed by response |- | (with continued |- progression
expert pathology review by 6 mo surveillance of iochns of
* Disease limited to the every 6 mo) andomaetrial
endometrium on MRI . :
* Consultation with sampling
(preferred) or nl a fertility expert Continuous progestin- Endometgal J / (see ENDO-1)
transvaginal ultrasound rior 40 i Gaasd thersonr: evaluatio
* Absence of suspicious 3 gemtlc 24 - |+ Megestrol py: - | EVery 36 13
::r m?usutlc disease on| counseling/testing « Medroxyprogesterone (ei:’her t)tG;Cl or
maging Z endometria
 No contraindications to }g ::lsm patients Levonorgestrel IUD biopsy)
medical therapy or R
pregnancy
« Patients should undergo Endometrial TH/BSO with
counseling that fertility- ::"éf:; present +|staging®d
sparing option is NOT (see ENDO-1)
standard of care for the months™Y
treatment of endometrial
carcinoma
“Minimally invasive surgcry (MIS) i IS the prelcrrod apptoach when 1cchmcaliy fcasublc See Principles of Evrn!mhrm and \mmr al Staqaing LENDU C )

and Surgical Staging (ENDO-C)

hSee Prnciples of Imaging (ENDOQ-8)

UGunderson CC, Fader AN, Carson KA, Bristow RE. Oncologic and reproductive outcomes with progestin therapy in women with endomedtrial hyperplasia and grade 1
adenocarcinoma: a systematic review. 2012 Gynecol Oncol;125:477-482 and Hubbs JL, Saig RM, Abaid LN, et al. Systemic and local hormone therapy for endometrial
hyperplasia and early adenocarcinoma. Obstet Gynecol 2013;121.1172-1180

YEndometrial sampling every 6 months and progestin-based therapy are recommended if patient is not in the active process of trying to conceive

Note: ANl recommendations are category 2A unless otherwise indicated.
Chinical Trials: NCON bebeves that the best management of any patient with cances is in a clinical trial. Participation in clinical trials is especially encouraged.
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Ertthoyn a.oBsvwv

|6avikn) acBevnc: EAaxLlotn vooog xwpelc A Le xapnAo kivbuvo eEwuntplag e€anAwong.
MPOYVWOTLKEC HETOBANTEC:
* B€on tou oykou

* Babuoc (grade) oykou

e Aspdayyelakn dtnbnon

* UETAOTOON £EQAPTNUATWV
* Aspdadevikn 6nnon

* opHoviKol uTtodoXElC

Tangjitamol et al., Gynecol Obstet Invest 2009
Erkanli et al., Int J Gynecol Cancer 2010

Avaotaoia MnoOov, Enikovon Kabnynroix Matevtukng



[OTE MPEMEL VA MPOYWPNOOULE O€ pooTtafsLa
TeEKVOTolnonc?

To ouvtouotepo duvato-late recurrence rate up to 40%
MeTtad tov 1° purpva tng MARPOUC AVTAtOKPLONG

Meta tnVv TEKVOTIOiNCN ‘ ZU0TOON YLOL OALKI) UCTEPEKTOUN UETA TWV €EQPTNUATWVY
Auénuevn rBavotnTa LAKPOTIPOBECUWY UTTOTPOTIWY

Koskas M, Uzan J, Luton D, Rouzier R, Darai E.

Fertil Steril. 2014 Mar;101(3):785-94. doi: 10.1016/].fertnstert.2013.11.028. Epub 2014 Jan 2.

Avaotaoia MnoOov, Enikovon Kabnynroix Matevtukng l [

Marcus Gheeraerts Il
Portrait of a Woman in Red, 1620.



2> Int J Gynecol Cancer. 2015 Sep;25(7):1258-65. doi: 10.1097/1GC.0000000000000493.

European Society of Gynecological Oncology Task
Force for Fertility Preservation: Clinical
Recommendations for Fertility-Sparing Management
in Young Endometrial Cancer Patients

Alexandros Rodolakis T, loannis Biliatis, Philippe Morice, Nick Reed, Mandy Mangler, Vesna Kesic,

Dominik Denschlag

* Pregnancy
— Encourage if no residual disease: 30 % if EC and 40% with CAH can become pregant

— ART (ovind IVF...) improves pregancy rates 39% vs 15% live births (Gallos 2014), 43 vs 80%
pregnancies (Tong et al 2013),

* without deleterious oncological effects (Rodolakis 2015)
— Several pregnancies are possible (Perri 2011)
— Beneficial effect on disease free survival (Park 2013)

* Hysterectomy

— TH-BSO is recommended, as soon as pregnancy completed, if confirmed infertility or if
modification of E under P Tt

* Oophorectomy resects synchronous disease and prevents development occult M+
* TH-BS —without oophorectomy debated in youngest ? -> careful prolonged surveillance ++

— HRT is not contra-indicated in this context (Edey et al Cochrane 2018)

Avaotaoia MtoBov, Entikovon Kabnynroia Matevtikrg




MNoco SLKALOULOOTE VO TIEPLULEVOU UE?

* Patients not wishing to conceive:

— Maintenance therapy using low-dose cyclic progestin, or LNG-IUD
can be recommended

— Clinical evaluation evey every 6 months with TVUS + annual
biopsy

— Patients should be informed about the risk of relapse (19,2 %-
33.8%)

— Almost all recurrences are well-differentiated tumors confined to
the endometrium and thus still curable with definitive surgery or
progestin retreatment

Alexandros Rodolakis !, loannis Biliatis, Philippe Morice, Nick Reed, Mandy Mangler, Vesna Kesic,

Int J Gynecol Cancer. 2015 Sep;25(7):1258-65.
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Kapkivoc woOnkwv

& H dldyvwon twv KakonBwv Ooykwv Twv woBnkKwv oTaAvLa YIVETAL EYKALPOA KoL EMOUEVWC,
ol KakonBeLg OyKoL Twv woBnKwv £xouv uPnAn BvnolpoTnTa.

Q0

v 4" attio Bavatou oTlC yuvaikeg (yevikad) koL n ouyxvotepn attia Bavdatou Ao
YUVOLKOAOYLKO KapKivO.

& 2ZAUEPA UTTOOTNPLIETAL OTL O KAPKIVOC TWV WoBNKwV €lvoll CAATILYYLKNC TIPOEAEVONCG.

& O kivduvoc plag yuvaikog va VOoroEL oo KapKivo Twv woBnkwv Katd tn SLapKELO TNG
{wn¢ TG elval mepimou 1 mpoc 87.

% H mBavotnto Bavatou amo KapKivo Twv woBnkwv katd tn dtapketa tng {wng tTng elvat
niepimou 1 mpoc 130. (AuTEC oL oTaTLoTIKEG v uTIOAOYI{OUV TOUC XOLUNANC KokonBeLag
SuVNTIKOUC OYKOUC TwWV WoBbnKwv).

American Cancer Society 2024

Méon nAwkia dStdyvwong: > 63 Twv.

%3

Méeon nAtkia Bavatou ano Ca woBnkwv: 70 £tn.

%3

JUXVOTEPOC 0TN AsUKN PUA.

%3
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Kapkivoc woBnkwv

American

» Cancer cancer.org | 1.800.227.2345

1 Society’

Key Statistics for Ovarian Cancer

The American Cancer Society estimates for ovarian cancer in the United States for
2024 are:

« About 19,680 women will receive a new diagnosis of ovarian cancer.
« About 12,740 women will die from ovarian cancer.

Percent of New Cases by Age Group: Ovarian Cancer

Ovarian cancer is most frequently
diagnosed among women aged
55-64.

Median Age
24.5% 24.1% At Diagnosis

63

Percent of New Cases

71%
4.5%
1.4%

0" <20 20-34 3544 4554 5564 65-74 75-84 >84

Age

SEER 22 2016-2020, All Races, Females

SEER Cancer Statistics Factsheets: Ovary Cancer. National

Cancer Institute. Avaotactoa MntéOov, Enikoven KaOnyrntowx Matevtikrg



Stage |. Tumor confined to ovaries or fallopian tube(s)
T1-NO-MO
1A: tumor limited to one ovary (capsule intact) or fallopian tube; no tumor on ovarian or fallopian tube surface; no malignant cells in the
ascites or peritoneal washings
T1a-NO-MO
IB: tumor limited to both ovaries (capsules intact) or fallopian tubes; no tumor on ovarian or fallopian tube surface; no malignant cells in the
ascites or peritoneal washings
T1b-NO-MO
IC: tumor limited to one or both ovaries or fallopian tubes, with any of the following:
IC1: surgical spill
T1¢1-NO-MO
|C2: capsule ruptured before surgery or tumor on ovarian or fallopian tube surface
T1¢2-NO-MO
IC3: malignant cells in the ascites or peritoneal washings
T1¢3-NO-MO

Stage Il. Tumor involves one or both ovaries or fallopian tubes with pelvic extension (below pelvic brim) or primary peritoneal cancer
T2-NO-MO
I1A; extension and/or im plants on uterus and/or fallopian tubes and/or ovaries
T2a-NO-MO
11B: extension to other pelvic intraperitoneal tissues
T2b-N0-MO

Stage lIl. Tumor involves one or both ovaries or fallopian tubes, or primary peritoneal cancer, with cytologically or histologically

confirmed spread to the peritoneum outside the pelvis and/or metastasis to the retroperitoneal lymph nodes

T1/T2-N1-MO

IIA1: positive retroperitoneal lymph nodes only (cytologically or histologically proven):
INIA1() Metastasis up to 10 mm in greatest dimension
A1 (ii) Metastasis more than 10 mm in greatest dimension

IIA2: microscopic extrapelvic (above the pelvic brim) peritoneal involvement with or without positive retroperitoneal lymph nodes
T3a2-NO/N1-M0

I1IB: macroscopic peritoneal metastasis beyond the pelvis up to 2 cm in greatest dimension, with or without metastasis to the retroperitoneal
lymph nodes
T3b-NO/N1-MO

IC: macroscopic peritoneal metastasis beyond the pelvis more than 2 cm in greatest dimension, with or without metastasis to the
retroperitoneal lymph nodes (includes extension of tumor to capsule of liver and spleen without parenchymal involvement of either organ)
T3¢-NO/N1-MO

Stage IV. Distant metastasis excluding peritoneal metastases

Stage IVA: pleural effusion with positive cytology

Stage IVB: parenchymal metastases and metastases to extra-abdominal organs (including inguinal lymph nodes and lymph nodes outside of
the abdominal cavity)

Any T, any N, M1

Avaotaoia MntoOov, Entikovon Kabnyntowx Matevtikr)g

OVARIAN FUNCTION
PRESERVATION

!

FERTILITY
PRESERVATION

Conservative treatment had inttially been proposed to young women with an
early-stage invasive tumour and a low risk of recurrence

Recommendations of the Fertility Task Force of the European Society of
Gynecologic Oncology About the Conservative Management of Ovarian
Malignant Tumors

Morxce 2011

Oncological outcomes of patients undergoing conservative treatment seem to
A ents with

Schwder 2002 Borgfeldy 2007 Fark 2008 Anchezar 2009 Schiaerth 2009 Kwon 2009
Wiight 2009 Satoh 2010 Kayyama 2010 Chang 2012 Fotopouay 2012

Du Bois 2013 Fruscio 2013 Keshima 2013 Zapardiel 2014 Lee 2015 Dito 2015




TEXVIKEC YELPOUPYLKNC oTtadlomoilnonc
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SPECIAL ARTICLE

ESMO-ESGO consensus conference
recommendations on ovarian cancer: pathology and
molecular biology, early and advanced stages,

borderline tumours and recurrent disease’

N. Colombo'™, C. Sessa?, A. du Bois®, L Ledermann*‘, W. G. McCluggage®, |. McNeish®, P. MDric_e?,
S. Pignata®, |. Ray-Coquard®, |. Vergote'®'", T. Baert®, |. Belaroussi’, A. Dashora'?, S. Olbrecht'®'’,
F. Planchamp'? & D. Querleu'*", on behalf of the ESMO-ESGO Ovarian Cancer Consensus Conference

widel iu\g
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& H xewpoupyikn mpooeyylon diatnpnong yovipotntog [Fertility Sparing Surgery (FSS)]
Boaoiletol oTNV ETEPOMAEUPN EEAPTNUATEKTOMN KAl TTARPN XELPOUPYLKN otadlomoilnon.

Q

v Eilval aodpalnc emhoyn yia acBbeveic pe low grade St IA (opwdec, evbountplosldec n

BAEVVU‘) 6 € q Kap KtV lJ'a) ; Bentivegna E, Gouy S, Maulard A et al., Ann Oncol 2016; 27(11): 1994-2004.

Satoh T, Hatae M, Watanabe Y et al., J Clin Oncol 2010; 28(10): 1727-1732.
Fruscio R, Corso S, Ceppli L et al., Ann Oncol 2013; 24(1): 138-144.

H FSS Ba mpemel va kaBopiletal oe acBeveic pe St IC avaloya pe To EMUEPOUG oTadLAL.

%]

& H FSS eivat amodektr pEbodoc oe aoBeveic pe St IC1.

Ye aoBeveic pe St I1C2, IC3 kot vooou grade 3, TO TOCOOTO TWV UTIOTPOTIWYV QUEAVETOL

Kupiwg, oe €éw-wobnkikec Boelg, omote 6ev Paivetol va oxetilovral AUECO HPE TO

XELPOUPYELO SLaTHPNONG YOVIUOTNTAG. Bentivegna E, Fruscio R, Roussin S et al. Fertil Steril 2015; 104(5): 1319-13

v 2€ meputtwoelg St Il i St I, n mpoogyylon datnpnong yovipotntag Sev €xel €vOelln,
KaOw¢ ouvodevetal amo uPnAd TOCOCTA UTIOTPOTIWV.

%]

v lMapapével AyvwoTto, €AV OL UTIOTPOTEC OE OUTEC TS uPnAol Kivduvou aoBevelcg
oxetilovtal Ye TN BeparmeuTiky TPOCEYYLON N LE TN PUCLKN LoTopia TG vOoou.

STAGE I: Tumour confined to ovaries

Tumour limited ta 1 ovary, capsule intact, no tumour on surface, negative
washings

m Tumour involves hoth ovaries otherwise like 1A

[C: Tumour limited to 1 or both ovaries

Surgical spill
Capsule rupture before surgery or tumour on ovarian surface
Malignant cells in the ascites or peritoneal washings

Avaotaocia MméOov, Entikoven KaOnyrntoux Matevtikng

(ancer is confined to one
of both ovaries




European Journal of Surgical Oncology 47 (2021) 1286—1291

Contents lists available at ScienceDirect

European Journal of Surgical Oncology

journal homepage: www.egjso.com

Fertility sparing surgery for early-stage clear cell carcinoma of the
ovary; A systematic review and analysis of obstetric outcomes

L)

Gheck far
updates

Anastasia Prodromidou, Charalampos Theofanakis’, Nikolaos Thomakos,
Dimitrios Haidopoulos, Alexandros Rodolakis

Unit of Gynecologic Oncology, 15t Department of Obstetrics & Gynecology, Alexandra Hospital, University of Athens, Greece

Table 3
Survival outcomes.

Year; Author DFS 0s Cancer-related deaths

2019; Yoshihara

Recurrence N (%)

3121 (14.3%)

10-year RFS 68.8% (45.2-92.3)

10-y 79.8% (574-100)

110 (48%)

2019; Yin
2016; Park Jeong-Yeol

1/10 {10%) (laparoscopy, Carboplatin, DFS: 48 mao)
5/22 (22.7%)

N/A
S-year 77%

NjA
S-year 91%

N/A
4422 (18%)

Time to recurrence 19 months (mean)
2016; Park Jin-Young 03
2013; Kashima 1/4(25%)

34, 195, 96 months
NjA

34, 195, 96 months 03
NjA 1/4

Table 4
Fertility and pregnancy outcomes.

Interval from disease
management
(months)

4 pregnancies in 3 (1C1, IA, 1A) N/A Taxane based 1/4 2:2
patients from 11 evaluated 3/3 pat pregnancies;

pat NJA 37 wks, 35 wks,

40 wks, 37 wks
0;at 39 weeks 1:0
NJA

Year; Author POF/
Premature

menopause

N/A

Spontaneous Ectopic
abortion pregnancy

Clinical pregnancy Adjuvant

CMT(survival

Preterm birth ~ Vaginal delivery|
Caesarean
delivery

2019; Yoshihara

11A
7 deliveries in & patients

2019; Yin
2016; Park Jeong-Yeol

N/A
1(5%)

No/N/A
NIA 0
[N[A
Yes/NED
No/survival
NED 110
months

11c2

2 pregnancies from 1 pat

st IC (initial surgery unilateral
salpingoophorectomy

and left ovary biopsy)

2016; Park Jin-Young N/A
2013; Kashima N/

N/A
NJA

N/A
NJA

Avaotacia MmtoBov, Entikovon KaOnyntoiwx Matevtikng
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SPECIAL ARTICLE

ESMO-ESGO consensus conference
recommendations on ovarian cancer: pathology and
molecular biology, early and advanced stages,
borderline tumours and recurrent disease’

N. Colombo'™, C. Sessa?, A. du Bois®, J. Ledermann®, W. G. McCluggage?, I. McNeish®, P. Morice’,

S. Pignata® |. Ray-Coquard®, I. Vergote'®'", T. Baert?, |. Belaroussi’, A. Dashora'?, S. Olbrecht'®'",

F. Planchamp'? & D. Querleu'*", on behalf of the ESMO-ESGO Ovarian Cancer Consensus Conference
Working Group®

Recommendation 7.1: FSS can be safely offered to all stage [A
and IC1 low-grade ovarian carcinomas.
Level of evidence: IV
Strength of recommendation: B
Consensus: 94.7% (36) yes, 2.6% (1) no, 2.6% (1) abstain (38
voters)

Recommendation 7.2: there is no place for ovarian preserva-
tion for invasive EQC greater than fully staged FIGO stage 1.
Level of evidence: V
Strength of recommendation: A
Consensus: 94.9% (37) vyes, 0% (0) no, 5.1% (2) abstain (39
voters)

didelines

and Quality Indicators
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JUUTEPAOLOTA VA Th SlaTNENON YOVILOTNTOC OE
VUVOLLKOAOYLKO KAPKLVO

Q0

v H kolAtakn pLlikn tpaxnAektour armoteAel tn Beparmeia eKAOYNC O VEEC YUVALIKEG UE
apxopevo Ca tpaxnAou LATPOC.

& ALYOTEPO EMEUPATIKEG XELPOUPYLKEG TEXVIKEC daiveTal, OtL KepSilouv £dadoc.

v H xopnynon mpoyeotepovng amoteAel tnv mio evdedelypevn Beparmeia datipnong
yovipotntog og apxopevo Ca evbountpiou.

v H owotn xewpoupylkn otadlomoinon otov apxopevo Ca woBnkwv amoteAel Baoiko
TIOPAYOVTO LELWONG TWV UTIOTPOTIWV.

% Mpooektikn emtloyn acbevwy.

k. Oepareia oe eEEOIKEVUEVO KEVTPO.

v Amodaon BepAMEVTIKAC IPOCEYYLONG LETA amo OyKoAoyLko upBouALo.

Avaotacta Mntobov, Entikoven Kabnyrtoir Matevtikng



Naykoopa:

> >2%10° véeg mepuntwoelg/ava £1o¢.
> 2n outia Ovnolpotntog and KapKivo oTLC YUVOLKEC LETA OTTO TOV
KopKivo tou mveUpova (=15%).
(latpakncg 2018, Taghian et al 2019)
> O Kivéuvog avantuénc KapKivou Tou HooTol o€ KABE yuvaliko oTLg
HMA eivau 1 oti¢ 8 yuvaikec, evw otnv Evupwnn givat 1 otic 10 otn
Slapkela tng {wng Toug.
(Desantis et al 2017)

Avotuxwg, otnv EAAAda Sev untdpxeL eBvikO ocvotnua Kataypadng Twv
MEPUTTWOEWV KAPKIVOU TOU LaoTOU, OTIOTE TOL OTOLXELQ ITOU SLaBEtoupe
Baoilovtal otn v BLBAoypadia.

e 6 6 6 o o o
Avaotacta MntéOov, Emtikoven) @ 3@ ‘w * * @ *




Australia/New Zealand
Western Europe
Northern America
Northern Europe
Southern Europe
Micronesia/Polynesia
Eastern Europe
South America
Caribbean
Melanesia

Southern Africa
Northern Africa
Western Asia
Eastern Asia
Western Africa
South-Eastern Asia
Central America
Eastern Africa
Middle Africa

South Central Asia

Female Breast

58.2

57.1

56.4
51.0
50.5
50.4
49.6
46.6
43.3
41.5
41.2
39.5
33.0
32,7
26.2

40

12:4
15.6
12.5
13.7
13.3
19.6
15.3
14.0
18.9-- Barbados
27.5
15.7
18.8
16.0
9.8
22.3
15.0
10.4
17.9
18.0
13.1

40

Age-standardized (W) rate per 100,000

Incidence
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Mortality

Sung et al 2021. (GLOBOCAN 2020)



> Qo0T000, T MOCOOTA BvnoLuoTNTAC ATTO KAPKIVO TOU HaoToU PElwOnkav
armo tn dekaetia tou 1970. (Kohler et al 2015)
> Autil n pelwon ¢ Ovnowotntoac odelletal otnv avamtuén Tou
TMPOCUUMTWHATIKOU €AEyXOU, OAAQ KAl OTLC BEATIWOELS OTNV ETILKOUPLK)
Beparneia. (de Gelder et al 2015)

Tafvopnon TSUKUBA
MATSUMURA et al, RADIOLOGY 2006
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5eTNC emBlwon KAPKLVOU TOU LOOTOU

American
< Cancer
1 Society

5-year relative survival rates for breast cancer

These numbers are based on women diagnosed with breast cancer between 2013 and 20109.

SEER Stage 5-year Relative Survival Rate
Localized” 999%
Regional 86%
Distant 31%

All SEER stages combined 91%

*Localized stage only includes invasive cancer. It does not include ductal carcinoma in situ (DCIS).

Avaotaocta MntéOov, Entikovon Kabnyntowx Matevtiknig



Kapklvoc pootou

v 9% TwV VEWV TtepLoTaTIKWY Ca paotol o€ nALKieg <45 etwv.

& 7% VEWV TEPLOTATIKWY OE NALKLEG < 40 €TwWV.

. 25000 vEa TTEPLOTATLKA YUVALKWY QVaTtapaywyLlkng nAtkiag kabe xpovo otic H.M.A.
& Auéntikn Taon epdavionc o€ YUVOLKEC avamapoywyLlkng nAkiac.

La Fornarina

Avaotaoia MnoOov, Enikovon Kabnynroix Matevtung



ErttAoyec SLatnpnonc YovVILLOTNTOC OTOV KOPKIVO TOU LOLOTOU

v GnRH avdloya yLa 000 SLapKeL N EMIKOUPLKN N VEOETILKOUPLKN Bepareia.
v Katapuén wobnkikol Lotou.

% In vitro maturation.
v QoBnkikn SlEyepon.

o
G

Avaotaocta MntéOov, Entikovon Kabnyntowx Matevtiknig Venus and Cupid, Lavinia Fontana



GnRH avaloya

& H yovadotofikn xnueltoBeparmneio cuxva odnyel og mMpowpn WoONKLKN OVETIAPKELQL.

& H nAkia, Ta woBnkika amoBepata, to 60o¢ kal n doooloyia TNE xNUEL0Oepareiog
amoteAoUV TouC KUPLOUC TIAPAYOVTEC TTou kaBopilouv TNV wobnkikn BAAPN.

Table 1. Classes of chemotherapy, their action and infertility risk.

Class of agent Examples Mechanism of action Infertility risk

Alkylating agents  Cyclophosphamide  The active metabolites form cross-links with DNA with resultant inhibition High risk

Mechlorethamine

Platinum-based

compounds

Antimetabolites

Vinca alkaloids

Anthracyclin
antibiotics

Future Oncol. (2016) 12{20)

Avaotaoia MnoOov, Enikovon Kabnynroix Matevtung

Chlorambucil
Busulfan
Melphalan
Cisplatin
Carboplatin

Methotrexate
5-flucrouracil
Cytarabine
Vincristine
Vinblastine

Daunorubicin
Bleomycin
Adriamycin
{doxorubicin)

of DNA synthesis and function. DNA double strand breaks and resultant
P63-mediated apoptotic death in human primordial follicles [s]

Covalently binds to DNA to form intra- and interstrand DNA cross-links,
leading to DNA breakage during replication. This inhibits DNA transcription,

synthesis and function. Specific texicity has not been shown in human
primordial follicles

Inhibition of DNA, RNA, thymidylate and purine synthesis. No DNA damage in
human follicles, hence not gonadotoxic

Inhibition of tubulin polymerization and disruption of microtubule assembly
during mitosis. This arrests mitosis during metaphase and leads to cell death.
No DNA damage in human follicles, hence not gonadotoxic

Inhibition of DNA synthesis and function. It interferes with DAN transcription.
It inhibits topoisomerase ll, which leads to DNA breaks. It also forms toxic
oxygen-free radicals, which induce DNA strand breaks, thereby inhibiting
DNA synthesis and function. Doxorubicin induces DNA double strand breaks
P63-mediated apoptotic death in human primordial follicles [s]

Intermediate risk

Low risk

Low risk

Low risk (except
adriamycin:
intermediate risk)



Review > J Clin Med. 2021 Sep 16;10(18):4192. doi: 10.3390/jcm10184192.

How to Protect Ovarian Function before and during
Chemotherapys<

Luca Arecco ' ¢, Tommaso Ruelle ¢ 3, Valentino Martelli ¢ 4, Andrea Boutros 2 3

Maria Maddalena Latocca ! 2, Stefano Spinaci > Camilla Marrocco !, Claudia Massarotti & 7
1 2

r

¥

Matteo Lambertini

Affiliations =+ expand
PMID: 34575299 PMCID: PMC8467797 DOI: 10.3390/jcm 10184192

Table 2. Available meta-analyses evaluating temporary ovarian suppression with GnRHa during chemotherapy specifically
and only in breast cancer patients.

No. of Included
Authors Year Disease Studies
(No. of RCTs)

No. of Patients Overall Results

Protection for POI (not

Yang et al. [79] for pregnancy)

Breast cancer 5(5)

Wang et al. [80] Breast cancer 7(7) Protection for POI

Breast cancer
hormone 4(4)
receptor-negative only

Vitek et al. [81] No protection

Protection for POI (not

L [B82
Shen et al. [82] for pregnancy)

Breast cancer 11(11)

Protection for POI

Lambertini et al. [83] (also for pregnancy)

Breast cancer 12 (12)

Protection for POI

Munhoz et al. [84] (also for pregnancy)

Breast cancer 7(7)

Silva et al. [85] Breast cancer 7(7)® Protection for POI

Protection for POI

Bai et al. [86] (also for pregnancy)

Breast cancer 15(15) ¢

Protection for POI

Lambertini et al. [87] {also for pregnancy)

Breast cancer 5(5)®

Avaotaocta MntéOov, Entikovon Kabnyntowx Matevtiknic

H xpnon twv GnRH
oVOAOYWV:

Movadikn pun
apeUBaATLKN
dOPUAKEVUTIKNA
TIPOCEYYLON OTN
dlatripnon
woONKLKNG
Aeltoupyiog peta
QIO ETILKOUPLKA N
VEOETILKOU PLKNA
Beparneia ywa Ca
Hootou.




*  AVOOPOULKEC KoL LEAETEC TTALP AT PNONC.

* ALlyEC TUXOLLOTIOLNEVEG E TIOAU ULKPO apLOUO YUVOLKWV.
e Etepoyevela otnv avaAuon tng NALKLOC.

* Mn Slaxwplopog HR+ kot HR-.

e Auénuévo BIAS

e MeAgtn PROFertil
AuTAn TUPAN TUXALOTIONMEVN UEAETN ATto TN Zoundila avapEVETOL va
pi&el amAeto pwc.

Open access Protocol

BM) Open ProFertil study protocol for the
investigation of gonadotropin-releasing
hormone agonists (GnRHa) during
chemotherapy aiming at fertility
protection of young women and
teenagers with cancer in Sweden—a

phase III randomised double-blinded
placebo-controlled study

Kenny A Rodriguez-Wallberg © " Hanna Pauline Nilsson © ' Jonas Bergh,'?
Johan Malmros,* Per Ljungman,®® Theodoros Foukakis,'®

Christina Linder Stragliotto,? Erika Isaksson Friman,” Barbro Linderholm,?
Antonis Valachis © ,? Anne Andersson © ,'® Sara Harrysson, "’

Lovisa Vennstrém,'? Per Frisk,'® Helena Mérse,* Sandra Eloranta'®'®

£Z0T Jequiaoaq 6 Ue £208£0-€20Z-uadolwq/9g L1’ 0L S paysiignd Jsiy :uadO riNg
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e Autd ta dedopéva evioxlouv TI¢ mapovoec odnyieg, mwg ta GNRH avdaioya kotd
™ Sldpkela TG xnUeloBeparmeiag 6ev amoteAoUV eVAAANAKTIKA TWV OTPATNYLKWY
Kpuoouvtnpnong, we duvatotnta datnpnong yoviHOTNTOG.

 Xpewaletat va yivel Slaxwplopog petatl odnywwv mpoAndng tNg TPWLUNG
LOTPOYEVOUC WOBNKIKAC AVETIAPKELAC KAl TwV ETILAOYWV dLatripnong yovipotntagc.

e Aev pmopel n oupPoulAeutikny dtatripnong yoviuotntag va Baoclwotel  otnv
TBavoTNTa AMOTPOTING TNG TTPWLUNG WOBNKLIKAG AVETIAPKELAC.

e OAec oL aoBeveic Ba mpemel va yvwpilovv nwe n enidpaon tng xprnons GnRH
avaAoywv emnpedlel Oetikd pev, aAAd o€ HKPO Babuo mpo¢ autnv TnVv
KatevOuvon.

Avaotaocio MntoOov, Entikovn Kabnyntowx Matevtiknig



Katadbuén wobnkikov Lotou

Fertility preservation

Oocyte cryopreservation: O D <
- postpubertal patients ' il

- chemotherapy delay of 2 weeks ‘ I
- age-related fertility decline ‘

Vitrification and
storage

4 /Ma!ure oocyte
' retrieval

Ovarian tissue
preparation into

cortical strips

Ovarian tissue Q"' freezing

3 and storage
cryopreservation:
- prepubertal patients o i
- immediate chemotherapy
requirec
- chemotherapy already
started

B

L T
oA

Avaotacta MntoOov, Enikoven Kabnyr ot Matevtikng

Fertility restoration

In vitro fertilization

o_ 1
hed N
O Embryo transfer

Oocyte thawing

Orthotopic transplantation
(to the ovary or peritoneal
window)

Cortical strip
thawing

Assessment of risk Fojjicle isolation In vitro

of malignant cell /" maturation
transplantation

/ Transplantable

artificial ovary

Conabnd v DlaDandavw snme ki

Dolmans et al 2021



Transplantation to the ovary

Fertility and Sterility® Vol. 115, No. 5, May 2021 0015-0282/§36.00
Copyright ©2021 American Society 'fcnr Re |:|ru|:|u ctive Medicine, Published by Elsevier Inc.
s://doi.org/10.1016/).fertnstert. 202 1.03.008

Avaotaoia MnoOov, Enikovon Kabnynroix Matevtukng



Katadbuén wobnkikov Lotou

*  Y{nAo kootoc.

* AU0 AOTTOPOCKOTINOELG.

*  MKpN EUMELPpiO LATPWV aVOTTAPAYWYNC KoL EpyaocTnplwy.

* AlevEpyela LOVO O€ €EELOIKEVEVOL KEVTPOAL.

* [epapatiki pebodoc.

* Auénuéva MooooTA TPOWPNGS WOBNKLKAC OVETIAPKELOC LETA OTTO ETILKOUPLKH Beparela.

* Oa npemnel onwodnmote va eival yvwotn n anovoiot BRCA1- BRCA2 petaAldéewv Katd
TV Katapuén.

* MBavotnta eMaveUPUTEUONG KOPKLIVLIKWY KUTTAPWV.

e  XapnAd moocootad entuxolc IVF peta ano emavepdutevon (10-15%).

e OLTEPLOOOTEPEC KUNOELC TIOU £XOUV Tteplypadel eival autopaTEC.

* [lpocdoKLpo oL >4-5 €1 woBnNKIKAC Aettoupylag LeTa TNV emavepudUTELON.

Avaotacta MntoOov, Enikoven Kabnyr ot Matevtikng



In Vitro Maturation

Conventional IVF hCG

Ovarian stimulation (FSH) immature egg
P BN s
TR N

Incubate in culture
medium for 1-2
days

Small antral Preovulatory

Insemination+Culture
egg collection

In Vitro Maturation (IVM

(No or minimal ovarian stimulation) embryo transfer

-

Small antral

30 to 46 hours in vitro

* QoBuldakia 8-12mm.

 Dominant follicle <14 mm.

* 6-7 nuéEpec BhCG ko Slevépyela woAnyiag
36 WPEC METAL.

* Y& dUOLKO KUKAO N pe NTiLa SLEyepon.

Avaotacta MntoOov, Enikoven Kabnyr ot Matevtikng



In Vitro Maturation-ErmtAoyn acBsvwv

 PCO/PCOS.

* Poor responders otL¢ yovadoTpoTtiveg.
* HAwia £ 36 sTwv.

* BMI < 30kg/m?2.

* FSH< 10mIU/mL.

* OlotpadloAn <250 pmol/mL.
 AFC>5n ibavika >7.

* AMH >1.3ng/mL.

Avaotaoia MnoOov, Enikovon Kabnynrowx Matevtikng



EAeyxouevn wobnkikn dteyepon pe tavtoxpovn Anvn
OVOLOTOAEWV OPWUATAONG

* Gold standard dtatpnong yoviHOTNTOG O€ YUVOLKEG UE KakonBeLa.
 MéeBobdoc ekhoync Baoel odnywwv ESHRE yia tov Ca paotou.

e AmAR, ouvtoun, avwduvn.

e EAdaxlotn kaBuotépnon otnv Evapén EMIKOUPLKAG I VEOETILKOUPLKAC Beparelac.
 Random day protocol.

* EAaxlotomoinon oppovikou amotuniwpatos (E2-PRG).

*  The ESHRE Guideline Group on Ovarian Stimulation, el al., 2020

* JChiin Endocrinol Metab. 2016; 101: 1364-1371

Xpovocg Slevépyelag tng uebodou:
e AUECO LETEYXELPNTLKA KOL TIPO TNE EVAPENC ETKOUPLKAC Bepareiacg.
* [poEgyXeLPNTIKA KL PO TNC EVAPENC VEOETILKOUPLKAG Beparmeiac.

Avaotacta MntoOov, Enikoven Kabnyr ot Matevtikng



Retrieval

Time of menstrual cycles (days)

Aromatase inhibitor protocol for fertility preservation cycles for
women with breast cancer.

Reddy. Aromatase mhibitor and preserving fertility. Fertd Sterd 2012,

Avaotaoia MnoOov, Enikovon Kabnynroix Matevtukng



EAsyxopevn woBbnkikn SLEyepon UE Tautoxpovn Anwn
OVO.OTOAEWV APWULATAONC

NAgovekTnuata tne puebodovu:

Entineda E2 tnv nuépa triggering 150-250 pg/ml.

‘Evapén oe omowadnmote pAaon Tou KATAUAVIOU KUKAOU.

MeyaAog aplOpoc wpLpwv wobulakiwyv Katd Tnv woAnyia, cuykploLlLoGg Le KAQOLKA
TIPWTOKOAAQ SLEyeponc.

Xpnon AetpoloAnc 3-5 nuEpec petd tnv woAnyia eAattwvel ta enineda E2
nepldpEPLKOV OlLpaTOC.

YuvexLon tTnG xpnong AetpoloAng peta tnv woAnyia divel tn Suvatotnta devtepng
OlEyepong otnv wXPLVLIKA daon kot Sevtepnc woAnPiag oe yuvailkeg e yapunAa
woOnkKLKA amoBspata.

Xpnon GnRHantag peta tnv woAnyia eAattwvel ta eninmeda PRG kat E2, 6mwg Kal To
triggering pue GnRHa.

Avaotacta MntoOov, Enikoven Kabnyr ot Matevtikng



uman Reproduction, Vol.27, No.l pp. 146-152, 2012

vvanced Access publication on November [0, 2011 doi:10.1093/humrep/der378

human e
reproduction ORIGINAL ARTICLE Infertility

Effect of infertility treatment and

pregnancy-related hormones on breast
cell proliferation in vitro

Anne Cooley!, Laura Matthews2, Stanislav Zelivianski'!, Ashley Hardy',
and Jacqueline S. Jeruss'3*

* Tooo ta GUCLOAOYLKA, 00O KOl T KAPKLWVIKA €mLOnAlakd KUTTOPA TOU HOoToU Oev
avtdpouv otic yovadotporiveg (FSH kat LH), oute otn xprion PhCG.

* Yndpyxel bocoefaptwpevn enidpaon tn¢ E2 o ER+ kUTTOpPAQ.

* PRG kat Clomiphene avaotéAAel Tnv kuttapkn Staipeon o ER-, BRCA1+ kuttapa.

* BhCG daivetal va EXEL TPOOTATEUTIKO POAO.

Avaotacta MntoOov, Enikoven Kabnyr ot Matevtikng



KaBuotepnon Evapénc VEOETILKOUPLKNC N EMULKOUPLKNG
Beparmeliog

KUpla attia dpvnong ocupBoUuAeuTIKAC SLatrpnong YOVILOTNTAC, TOOO Ao HEPOUC LATPWV,
000 Kal acBevwv.

Yridpxel n moAutélsla kaBuotépnong tNG £vapéng tNG VEOETILKOUPLKNG Bepameioag 14
NUEPEC TToU artattouvtal yia tn SLEyepon?

Me dedopévo mwe T oxnuata woBnkikAS dLEyepong dev amattouv tn yvwon HR kat BRCA
status Twv aoBevwy, oco Ba pag kabuotepovos pla TETola dtadkaoia?

Avaotacta MntoOov, Enikoven Kabnyr ot Matevtikng



GaZE SCIREE
FETTER MEDICRE
B maacikt

Is controlled ovarian stimulation safe in patients with hormone
receptor-positive breast cancer receiving neoadjuvant chemotherapy?

C Benvenuti™?, L Lact®, T. Grinda', M. Lambertini**, B. Pistilli'* & M. Grynberg®

SLAEMCE
FOR CIF TR
LARGER CARL

Table 2 Studies evaluating the impact of 05 in carly breast @noer patients according © hormone receptor status and for necadjuvant treatment administration

Study

Period

No O% HR+ B Fallow-up

%] |years)

Population Sample sioe os

Outcomes in the overall
populations

Owtcomes in HR+ and for NAT
subgroup

Chien et al, X017

Morawek et al, 20217°

Rodriguer-Wallbe g
et al, 2018™

¥im et al, 20167

Mufiaz et al, 2015°

Al patients in the neoadyusant 7] ET) ]
setting
& ahart younger, kower
sbge
Meoxd juvant setting: 85 E1%)
vemus 59 |48
0% aphaort: mone sggness e
dis exse (younger, more izl to
reneiee chematheramy, higher
stage and trend ta higher
grade]

LN [

142 {£9) 35 and 38

WAT: 39 | 25%] verss 29 (17%]

MAT: 23 |15 5% wersus &7
123%)

{5 cohort: Pre-surgery: 106 5 and 6.9°
(REK) Postsungeny: 14 | 12%)
The pre-surgery gmup more

likehy to be M4 and HR—

MAT: 20 |13 5% wersus 33
(35.1%] P = 0001
Presurgery (5: 25 |17%]
Postsugery O5: 123 (&¥k)

Soyear PES: T9.2% wersus B2 2%
|F = 0.784)

A3-month DS
3% wersus 94'%, harard ratio
07 (95% 01 02317)

RF% no significant difference
|F = 0.453)
RR for mortality: 052
5% 0 01-2.73)

RFE no significant difference
WRR 056, 95% {1 0.37-1.17)

RF%: no significant difference
[hazard ratio 077 (0.28-213])

miFs: 639 wemus 606 manths
(&)

mil: &7 2 werse 659 months
INE]

Mo analysic scminding to e8I
sultype

HR-+ =8 no significant DFS

differenae in 0% and non-0%

onhorts [harard ratio 0.4 [@5%
a01-14]

% ahart no significant OFS

difference in NAT wersus non

MAT [hazard ratio 1.4 (95% C1
0.28.1]]

HR+ 8(: no significant RFS
difference in 05 versus non-{8
cohorks |F = (0.408)

0% cohaort: no significant RFS
difference in HR+ wersus HR—
{F = 0.820]

RR in MAT versus non-MAT: 037
5% O QuO7-1.89)

HR+ =8C:

EFS in 0% wersus non-0%:
hazard ratio 035 (95% O Q.18
aE]

MNAT:

AR for mourrenae in 0% werns
nan-{%: 0.11 {95% O 002
arT
0% cohort: no significant RFS
difference in: HR+ wersus HRL—
[hazard ratio0.63 |95% O 0.06-
E31] P = QTE]; pre- wersus
post-surgeny |F = 0.44)
miFS in pre- wersus post
sungery 0% SBS wersus 627
manths (NE)

Mo difference in manality ote
betessen jpre- and postsurgeny
0%

EAQxLoTn w¢ avUTtapktn Kabuotepnon Evapéng VEOETILKOUPLKNG Beparmeiag.
Movo o€ 1 peAETN OTATLOTIKA onuavtikh dtadopd 36 Evavtl 26 NUEPWV.

Avaotaocta MntéOov, Enikovon KaOnyrntoix Matevtiknc




Aodalela woOnKIkNC SLEYVEPONC

Mpoodatn peta-avaivon 11 avadpoulkwv PeAeTwy €0el€e mMwe N wobnkik Sléyepon o€
yuvaikec pe Ca paotol aveéaptnta otadiou Kal xpovou Slevépyelac tng SlEyepong, dev
av&avel Tnv mBavotTnTa UOTPOMNAGS A TN BvnoluotnTa.

Human Reproduction, Vol.37, No.5, pp. 954-968, 2022
Advance Access Publication on February 27, 2022  https:/ /doiorg/ 1 0.1093 /humrep/ deac035

h
ORICINAL ARTICLE Infertility

Safety of fertility preservation
techniques before and after
anticancer treatments in young

women with breast cancer: a
systematic review and meta-analysis

L. Arecco @ "> E. Blondeaux 2'3'1, M. Bruzzone ©® 4 M. Ceppi",
M.M. Latocca ® "2, C. Marrocco', A. Boutros @ >° F, Spagnolo %,
M.G. Razeti'?, D. Favero 2'3, S. Spinacia, M. Condorelli 7’3,

C. Massarotti ® *'% O. Goldrat © 78, L. Del Mastro ©® %3,

I. Demeestere © °, and M. Lambertini ® "%#

e  AVIIOETWG, O KATIOLEG €K TWV UEAETWV TO TTOCOOTO UTIOTPOTING EAATTWONKE.

Avaotacta MntoOov, Enikoven Kabnyr ot Matevtikng



Aodalela woBnkikne dteyeponc o BRCA1 kat BRCA2 dopelc

* H wobnkikn dl€yepon oe vyleic yuvaikec popeic BRCAL kat BRCA2 dev auvéavel tov kivduvo
eudaviong Ca paotou.
BrJ Cancer 2018; 119: 357-363

* Opoiwg, og oykohoykouc acBeveic BRCAL kat BRCA2 dev daivetal va aAAAleL n tpoyvwon.
J Clin Endocrinol Metab 2016; 101: 1364-1371

* Aivetal n duvatotnta MPoeUPUTEVTIKOU EAEYXOU Kal ETILAOYNAG LYLWV EUBPUWV.

p

BRCA2 gene
13q12

BRCA1 gene
17g21
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Ca pootoU Kol Slatnenon YovVILLOTNTOC

H woBnkikn Sléyepon dev odnyel oe KAWVIKA onuavtiki kabuotépnon tng Bepamneiac A oe
avénon tou KvdUVou UTTOTPOTIAG.

H avaykatotnta AnPnc VEOETLKOUPLKNG Beparmeiag Kol N yvwon tou status umtodoxéwv Tou
Oykou bev amoteAouv EekaBapeg avtevoeilelc TG woBNnKLKNC SLEyeponc.

OL kivbuvol kot ta odpEAN Oa TPEMEL va HEAETWVTAL EEATOUIKEUMEVA KOL Ol ETILAOYEC val
ouvvanodacifovral LETAEL elOLKWV Kol a.oBevwv.

Mpoomtikec HeAETeEC LPNAAC TowoTNTAC €£ilval avaykaie¢ yia ) SlacddAon NG
QTOTEAECUATIKOTNTAC Kol TNG aoPpaAelag Olevépyelag OAwv Twv HeEBOSwv SlatApnong
yoviuotntag o€ oykoAoylkoU¢ aoBeveic.

OL MLOEC YUVALKEG TTOU EXOUV VOONOEL, EMIOULOUV VO TEKVOTIOLI)OOUV KATIOLOL OTLYHA.
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POSITIVE Trial Update on Patients With Breast Cancer Attempting Pregnancy

Interrupting Endocrine Therapy to Attempt Pregnancy
after Breast Cancer

Partridge AH et al.

CLINICAL PROBLEM

In women with hormone receptor—positive early breast
cancer, adjuvant endocrine therapy for 5 to 10 years sub-
stantially reduces recurrence risk, but pregnancy is con-
traindicated during treatment. Prospective data on recur-
rence risk among women who temporarily discontinue
endocrine therapy to attempt pregnancy are lacking.

CLINICAL TRIAL

Design: A single-group trial was conducted to assess the
safety of interrupting endocrine therapy to attempt preg-
nancy in women with stage I, II, or III breast cancer.

Intervention: 516 patients <42 years of age who had been
receiving adjuvant endocrine therapy for 18 to 30 months
paused treatment to attempt pregnancy after a 3-month
washout period; therapy could be interrupted for up to

2 years. The primary end point was breast cancer events
during follow-up.

RESULTS

During 1638 patient-years of follow-up (median, 3.4 years),
44 breast cancer events occurred, which was below the
prespecified safety threshold of 46 events. The 3-year in-
cidence of breast cancer was similar to that in an exter-
nal control cohort of women who would have met the en-
try criteria for this trial. More than 70% of patients
became pregnant at least once; most of those patients
had at least one live birth.

LIMITATIONS AND REMAINING QUESTIONS

= Longer-term follow-up is necessary to determine the
safety of interrupting endocrine therapy.

The findings may be biased by the “healthy mother”
effect: healthier women with cancer who had a lower
risk of recurrence may have been more likely to partic-
ipate in the trial and to become pregnant than less
healthy women at higher risk.

The trial population was not broadly representative of
premenopausal women with breast cancer with respect
to age and race or ethnic group.

Links: Full Article | NEJM Quick Take | Editorial

Avaotacia MntoOov, Ertikoven KaOnyntowx Matevtikr)c

DOI: 10.1056/NEJM0a2212856
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JUUTEpAOLOTA

* JTOXOC AOUTOV €ilval mpwv TNV TOPERBACN TNG LOTPKAGC HE KATIOLO XELPOUPYELD N
XNUeoOeparmeia OAEC OL YUVAIKEG va €vnUEPWVOVTOL yla TNV Tlavotnta mpowpng
EUMNVOTIOUONG, avaAoya LE TNV NALKLa Toug, To S000AoyLKO oxrua mou Ba AdBouv kot TV
rnbavotnta aktvoBoAnonc.

* JTOXOC E€KTOC QMmO TNV loon TNC yuvaikag, €lvol Kal N evnuéPwon yla tnv mbavotnta
UTTOTPOTINC KoL yia TG eBodouc Slatripnong yoviuotnTog
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