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Introduction
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Introduction

842,000 new cancers in women
aged 15 — 39 worldwide in 2022.

1.9 times higher cancer incidence
in females than males (52.9 vs.
28.3 per 100,000).

About 1 million cancers
diagnosed per year among
women of reproductive age.
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Dinicu et al. ) Women's Health 2025;34:e409-e415
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Introduction

GYNECOLOGIC CANCER SURVIVORS Chan etal., 2017 * n=470

Received pre-treatment fertility counseling 46%

Satisfied with consultation 47%

Chan et al. J Cancer Surviv 2017;11:58-63

Two different cohorts, a decade apart.

CONTEMPORARY CANCER COHORT Martin et al., 2026 « n=107

Received pre-treatment fertility counseling 73%

Offered fertility preservation before therapy 56%

Satisfied with consultation 75%

Martin et al. JGC 2026;36:104660

Counseling is improving, but timely fertility preservation is still not universal.
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ASCO 2025: Evaluate and counsel about reproductive risk at diagnosis and

during survivorship; refer patients who are interested in or uncertain about

fertility preservation, and discuss options before cancer-directed therapy.
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Fertility-sparing treatment and follow-up in patients with
cervical cancer, ovarian cancer, and borderline ovarian
tumours: guidelines from ESGO, ESHRE, and ESGE

Philippe Morice, Giovanni Scambia, Nadeem R Abu-Rustum, Maribel Acien, Alessandro Arena, Sara Brucker, Ying Cheong, Pierre Collinet,
Francesco Fanfani, Francesca Filippi, Ane Gerda Zahl Eriksson, Sebastien Gouy, Philipp Harter, Xavier Matias-Guiu, George Pados, Maja Pakiz,
Denis Querleu, Alexand dolakis, Christine Rousset-Jablonski, Artem Stepanyan, Antonia Carla Testa, Kirsten Tryde Macklon,

Dimitrios Tsolakidis, Michel De Vos, Frangois Planchamp, Michaél Grynberg

The European Society of Gynaecological Oncology, the European Society of Human Reproduction and Embryology,
and the European Society for Gynaecological Endoscopy jointly developed clinically relevant and evidence-based
guidelines focusing on key aspects of fertility-sparing strategies and follow-up of patients with cervical cancers,
ovarian cancers, and borderline ovarian tumours. The developmental process of these guidelines is based on
a systematic literature review and critical appraisal involving an inter I multidisciplinary development group
consisting of 25 experts from relevant disciplines (ie, gynaecological oncology, oncofertility, reproductive surgery,
endoscopy, imaging, conservative surgery, medical oncology, and histopathology). Before publication, the guidelines
were reviewed by 121 independent inter: | practitioners in cancer care delivery and patient representatives. The
guidelines comprehensively cover oncological aspects of fertility-sparing strategies during the initial management,
optimisation of fertility results and infertility management, and the patient’s desire for future pregnancy and beyond.

Do not proceed with FST when:

® Positive or suspicious nodes

e Extracervical extension or distant disease
¢ High-risk non-usual histology

e Tumor >4 cm / IB3+

e Upper cervical or internal-os involvement

Lancet Oncol 2024; 25: e602-10
Published Online

August 28,2024
https://doi.org/10.1016/
$1470-2045(24)00262-6
Department of Gynecological
Surgery, Gustave Roussy Cancer
Campus, Villejuif, France

(Prof P Morice MD,

Prof S Gouy MD); Université
Paris Saclay, Paris, France

(Prof P Morice, Prof S Gouy,
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Patients with cervical cancer

.

Desires future fertility

¢ Yes

Squamous-cell carcinomas or HPV-associated
usual-type adenocarcinomas

Yes No
A4 h 4

Radiological* and surgical Fertility-sparing treatment

lymph node staging cannot be recommended

Negative lymph node

Yes No
A A
Tumour size Fertility-sparing treatment
cannot be performed or
recommended
=2 cm 2-4 cm >4 cm
h 4 A 4 A 4

¢ Positive margins that cannot be cleared

Patient svitable for
fertility-sparing treatment

Fertility-sparing treatment
can be considered in

Fertility-sparing treatment
cannot be considered a

selected casest

standard treatmentt

CHetFelES ersts|
Korean Society of Gynecologic Oncology
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Table 1: Clinical management options depending on the stage of cervical cancer for patients wishing to receive
fertility-sparing surgery

Clinical stage Management options for patients wishing to receive FSS
Stage 1Al without LVSI Conization

Stage 1Al with LVSI, stages 1A2-1B1 VRT and pelvic lymphadenectomy (or SLN mapping)

Stage 1A2-1B1 and all criteria should be met (no LVSI, negative cone margins, Conization and pelvie lymphadenectomy

squamous cell (any grade) or usual-type adenocarcinoma (grade 1 or 2 only),

depth of invasion =10 mm, and negative imaging for metastatic disease)

Stage 1B2 ART or LRT; the ART group exhibited more favorable oncologic
outcomes, but lower pregnancy rates. Limited data for the LRT group

Neoadjuvant chemotherapy followed by FSS Not recommended

LVSI: Lymphovascular space invasion, VRT: Vaginal radical trachelectomy, SLN: Sentinel lymph node, FSS: Fertility-sparing surgery, ART: Abdominal

Liu et al. GMIT 2024.

) ChEtsoI s orats|
MEJ /) Korean Society of Gynecologic Oncology
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Evidence supporting de-escalation in low-risk disease

Trial Population Main oncologic result Outcome Radical Simple
SHAPE n=700; low-risk 3-year pelvic recurrence: 2.17% Urinary incontinence >4 11.0% 4.7%
tumors <2 cm radical vs 2.52% simple weeks
Urinary retention >4 weeks 9.9% 0.6%
ConCerv n=100 evaluable; 2-year recurrence: 3.5% (95% ClI
low-risk 1A2-1B1 0.9-9.0)
Conclusion More morbidity N oninferior pelvic

control in selected
disease
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Reproductive outcomes: possible, but not routine obstetrics

Table 2: Oncologic and reproductive outcomes after various surgical procedures

Study Procedure Simple trachelectomy/ Radical vaginal ART LRT Neoadjuvant
cone resection trachelectomy chemotherapy
Bentivegna et al.l'" Pregnancy rate (%) 56 57 - 65 77
Stage IA-1IA Live birth rate (%) 74 67 68 78 76
Prematurity rate (%) 15 39 57 50 15
Recurrence rate (%) 1.8 iR 3R 4.7 4.3
Nezhat et al ¥ Pregnancy rate (%) 65 68 42 42
Stage 1A1-1B1 Live birth rate (%) 86 63 66 66
Prematurity rate (%) 25 35 31 3l
Recurrence rate (%) 1.4 37 36 33
Morice ef al ' Pregnancy rate (") 56.3 587 36 46.4
Stage IB1 Live birth rate (%) 88 71 66.6 62
Recurrence rate (%) 4.1 47 2.4 52
Morice ef al ' Pregnancy rate (%) 36 46.4 74.5
Stage B2 Live birth rate (%) 66.6 63.3 78.7
Fecurrence rate (%) 4.8 10.5 13.2

ART: Abdominal radical trachelectomy via laparotomy, LRT: Abdominal radical trachelectomy via lanarosconvy Liu et al. GMIT 2024,

o) CHeHR oIS sts]
&S/  Korean Society of Gynecologic Oncology
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Cervical cancer

0-6 mo 6 mo 12 mo

Avoid pregnancy Co-test + MRI MRI

early surveillance cytology/ HPV; MRI

then clinically indicated

Issue Guideline recommendation

Completion surgery HPV positivity

Pregnancy care ! {
elective cesarean should be considered

Fertility treatment

teli2l 20Xt 2004 3 & - HoXt 2EAHEC A

B HIXE HASUZS A AL 2L

0-2yr 3-5yr Pregnancy

Q3-4 mo visits g6 mo visits High-risk OB

physical exam cerclage/ progesterone/ CS

then annually

Not recommended after childbearing if no evidence of disease; consider hysterectomy only if follow-up is infeasible or persistent high-risk

Experienced obstetrician: assess cervical competence; permanent cerclage after large cervical excision; progesterone recommended:

If spontaneous conception is possible, try for at least 6 months before referral; earlier referral if infertility history

ESGO-ESHRE-ESGE guideline, Lancet Oncol 2024.

73 THatsoIz orsts)

: '/ Korean Society of Gynecologic Oncology
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2004 2006 2008 2010 2012 2014 2016 2018 2020 2022 2024

2t7{(2004) £|21(2024) &2 AZHHSEE APC
CHAK} 3= % 95% Cl CHASK} 4= % 95% CI 712t APC 95%CI
1,545 583  (55.8,60.8) 2,669 620  (60.2,63.8)  2004-2024 0.4 (-0.2,0.9)

Data 2 & & &% E11AM 2026, T &AM EH
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1t7(2004) %|21(2024) |2 HZHHZLE APC
T2
CHARXE 5= % 95% Cl CHAIX} 5= % 95% Cl 7|2t APC 95% Cl
20LH - - - 402 408 (36.0,45.6) 2014-2024 7.9 (2.8,13.2)
30CH 505 64.0 (59.8,68.2) 434 59.8 (55.1,64.4) 2018-2024 3.2 (-0.8,7.3)
m 417 705 (66,1,74.9) 528 704 (66.5,74.3) 2004-2024 0.3 (-0.2,0.9)
m 266 61.3 (55.4,67.2) 594 713 (67.7,749) 2004-2024 0.3 (-0.4,1.0)
m 210 38.1 (31.5,44.7) 542 616 (57.5,65.7) 2009-2024 0.4 (-0.8,1.5)
70LH 84 279 (18.3,37.5) 169 60.7 (53.3,68.1) 2019-2024 8.1 (1.5,15.2)

Data 2 &= & &% E11AM 2026, T & AMEH
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Endometrial cancer

Human Reproduction Open, Vol.2023, No.l, hoac057, 2023
https:/ /doiorg/ 10.1093/hropen/hoac057

ESGO/ESHRE/ESGE Guidelines for
the fertility-sparing treatment of

patients with endometrial
carcinoma’™*

Favourable candidate

e Endometrioid histology
* Grade 1

e Stage IA

e No myometrial invasion
* No metastatic disease

* Strong adherence to follow-up

HO

Selected / caution

e Grade 2 stage |IA

e Minimal focal myometrial invasion (1-2 mm)

e Obesity, PCOS, insulin resistance

¢ Diminished ovarian reserve

o] ALt - HXEEL

Not appropriate

* Non-endometrioid histology

e Deep myometrial invasion

¢ Extrauterine disease

e p53-abnormal / copy-number high profile

® Progression or non-response

Hum Reprod Open. 2023 Feb 6;2023(1):hoac057.
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Endometrial cancer

Fertility-sparing treatment options include:

Oral Progestins

« Medroxyprogesterone acetate (MPA): 400 — 600 mg/day
« Megestrol acetate (MA): 160 — 320 mg/day

« Typical duration: 6 — 12 months

Levonorgestrel-releasing 1US (LNG-IUS)
« Releases 20 mcg/day directly into endometrium

=
-

OIZATIS A HALTL

« Avoids systemic side effects :

Combination Approaches
* Progestins + LNG-IUS

« LNG-IUS + GnRH agonists .
« Hysteroscopic tumor resection + hormonal therapy

Duration target: complete response
within 6-12 months; do not exceed 15
months.

At 6 months with no response: re-
discuss in MDT; consider hysterectomy
if persistent disease.
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Endometrial cancer

100
20 77
. » "Response” is not cure; relapse remains possible.
10 « Obesity and insulin resistance can lower response;
25 - weight control is guideline-recommended.
20 -
0 T 1
Medical Oral Hysteroscopic
therapy progestin resection + progestin

m Complete response Recurrence

“This approach buys time for pregnancy. It does not cure the disease.”

Guillon 2019; Fan 2018; Rodolakis et al. 2023.
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0 3 mo 6 mo 12 mo 15 mo
Start treatment Biopsy / imaging Assess response Target CR window Maximum time
Surveillance Success definition Exit plan

Endometrial histology every 3—6 months Two consecutive complete-response Definitive surgery after childbearing, non-

by hysteroscopy; pelvic exam + biopsies at least 3 months apart before response, recurrence, or progression.

ultrasound at 3-month visits. pregnancy attempt.

Hum Reprod Open. 2023 Feb 6;2023(1):hoac057.

%)
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Once complete response is achieved

. . Infertility, older age, low reserve, or time No immediate pregnancy or interval
Good reprOdUthe potentlal Y p?essure betweeﬁ plgegnagcies
Consider natural conception for a Early ART referral to shorten time to Maintenance therapy with LNG-IUD
defined window: 6-9 months. conception. is recommended.
ART rationale Improve success rate and reduce interval to conception without a higher risk of recurrence.

Counsel clearly: definitive surgery is recommended after completing childbearing.
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Endometrial cancer
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Endometrial cancer

Original Article Fertility-sparing hormonal treatment in patients with stage | endometrial

cancer of grade 2 without myometrial invasion and grade 1-2 with =
superficial myometrial invasion: Gynecologic Oncology Research
Investigators coLLaborAtion study (GORILLA-2001)

INTERNATIONAL JOURNAL OF

oniecolocical caveer Pregnancy and oncologic outcomes after
fertility-sparing management for early stage
endometrioid endometrial cancer

AJin Lee? Eun Jung Yang®, Nam Kyeong Kim¢, Yeorae Kim¢, Dong Hoon Suh ¢, Jeeyeon Kim ¢, Joo-Hyuk Son®,
Tae-Wook Kong ¢, Suk-Joon Chang®, Dong Won Hwang ¢, Soo Jin Park®, Hee Seung Kim ¢, Ji Geun Yoo ',
Sung Jong Lee?, Yoo-Young Lee® Seung-Hyuk Shim**

Su Hyun Chae,” Seung-Hyuk Shim," Sun Joo Lee," Ji Young Lee,’ Soo-Nyung Kim,’
Soon-Beom Kang?

Key outcomes

Complete remission Tried to conceive Became pregnant Pregnancies Studied population
Outcome n/N % Interpretation
71 — 49 — 22 — 30 Grade 2
No myometrial invasion Complete response 39/54  72.2% median 10 months to CR
patienis after CR 44 9% of attempts 20 full-term births
Grade 1-2 Progressive disease 9/54  16.6% during FST; clinically important
Superficial myometrial invasion
Reproductive outcome Oncologic signal Recurrence after CR 15/39 38.5% median RFS 23 months
Pregnancy [ ] 44.9% Recurrence: pregnant [ | 18.2%
those attempti
22/49 among those attempting conception 4/22 P regnancy after CR 7/].5 46.7% gg?]%g%uoﬁse SUELE
Live birth 66.6% Recurrence: non-pregnant || 51.9% o
20/30 pregnancies; five twin births reported in article Live births 5 after CRand pregnancy attempt

text

14/27; association, not proof of causal protection

FRE B
Korean Society of Gynecologic Oncology
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Table 2. Comparison of the surgical outcomes according to preoperative FIGO grade

taHel H20X Z29AL 23S - HOXt EMMEY HZEE - H1X SASYZIS AL AT I

J
HO

Comparison of preoperative endometrial biopsy

grade and final pathologic diagnosis in patients with Preoperative Grade
endometrioid endometrial cancer 1 2 3
Endornetrioid endometriyum kanserli olgularda preoperatif endometrival bivopsi
grade ile postoperatif patolojik degerlendirmenin karsilastiilmast n (%) n (%) n (%)
Behive Pmar Cilesiz Goksede! !, Ozgtir Akbayr %, Aytiil Cotbacioglu?, Hakan Giiraslan’, Fatmagtil Sencan’, Onur EroF, Ahmet Cetin'
o ’E’e,z;a(;‘://‘ne’r;// of 6 w‘!t/’((:;uf},;fll(i/ L:bs:’{;i;js: /[(A‘:‘;k!/; %{E{r/rkg mm;;?esew;'h //c;s;;_)/‘fu"! l.;s';m{)u[l /72/0:0@\[) e Fina] Grade
" @epm;men! rj?f;)'ne’co!og,{\‘an;/ Obstetrics, Antalya Teaching and Research Ilospr'[aﬁr1ma;0, }Zm&ey ’ l I:I'I) lm [635) 28 [22- 8) 3 (6-?)
2 (n) 55 (32.9) 81 (65.9) 16 (35.6)
3 (n) 6(3.6) 14 (11.4) 26 (57.8)
Final FIGO stage
I 134 (80.2) 93 (75.6) 923 (51.1)
1l 10 (6.0) 11 (8.9) 4(8.9)
1l 15(9.0) 8 (6.5) 13 (28.9)
I\ 8 (4.8) 11 (8.9) 5(11.1)
Postoperative Histology
Endometrioid 166 (99.4) 120 (97.6) 44(97.8)
Non-Endometrioid 1(0.6) 3(2.4) 1(2.2)
LNI 19(11.4) 16 (13.0) 15 (33.3)
Positive Cytology 15 (9.0) 14 (11.4) 11 (24.4)
LVSI 40 (24.0) 29 (23.6) 19 (42.2)
Depth of MI
<1/2 126 (75.4) 77 (62.6) 20 (44.4)
>1/2 41 (24.6) 46 (37.4) 25 (55.6)
LNI: lymph node invasion, LVSI: lymphovascular space invasion, MI: myometrial invasion
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OF“GlN AL RESEARBH Table 1 Summary of the Included Studies
Author Y TGCA Pre-operative Biopsy Method FU (Range) N FU Strategy AEH/ EEC POLEmut MMRd/ p53abn NSMP Lynch
P ﬂ f I I I 'fl t' H Imaging EIN (G2) MSI-H Syndrome
e ormance 0 mo ecu ar c assl Ica lon In Chung and 2021 ProMisE MRI Hyst/D&C 38.4 (2.9-163.5) 57 Hyst/D&C every3 - 57(5) 2 9 1 45 NR
- = = [ colleagues'” mo until CR. Then
predicting oncologic outcomes of fertility- cvery 6 o
Dagher and 2023 NGS MRI or TVS Hyst/D&C/Pipelle 48 (12-123) 20 D&C every 3 mo 7 13@ 1 3 0 16 1
rin t tm nt f r i I n d metri I colleagues'® until CR. Then
sparing treatment 10r atypical enao d every 3-6 mo
- - Falcone and 2019 NGS MRI or TVS Hyst 106 (24-134) 15 Hyst: 3-monthly - 15 1 7 0 7 2
hyperplasia and endometrial cancer colleaguos® for 2 , then
6-monthly
Puechl and 2021 ProMisE NR Hyst/D&C 28.8 (3.3-141.5) 58 Hyst/D&C every 36 22 4 6 4 44 NR
“ g @bt F. . o = - . 17 "
Filippo Alberto Ferrari®™", Stefano Uccella®®, Massimo Franchi®, Giovanni Scambia®, colleagues ?hr;‘: ;‘V”:r'y‘éﬁs .
ic . c,d,e el [inrai b -
Francesco Fanfani’, Anna Fagﬁﬂl » Matteo Pavone , Francesco RaspagIIBSI ! GIUl'glﬂ Bogam Ran and colleagues'® 2022 ProMisE NR Hyst/D&C 46 (11-138) 12 Hyst/ D&C: - 12 0 3 1 8 0
“University of Verona, AOUI Verona, Department of Obstetrics and Gynaecology, Verona, laly fﬁmﬂgth"l f?r:|2 Vs
®Nazignale dei Tumori di Milano, Fondazione IRCCS Istituto Gynecological Oncology Unit, Milan, ltaly N ermonty
C-IRCCS Fondazione Policlinico Universitario A. Gemelli Dipafﬁmenm di Scienze per Ia salute della Donna e Xu and colleagues 2023 NGS MRI or TVS Hyst 59.8 (19.1-104.0) 90 Hyst every 3 mo - 90@2) 6 5 1 78 1
del Ba;nbfnﬂ ¢ di Sanita Pubblica, Gynecological Onc.';ﬂogy Unit, Rome, ltaly Zhang and 2022 NGS  TVS Hyst 16.8 (4-104) 59 Hystevery 3mo 20 46(7) 3 4 3 49 NR
do! : A s . colleagues™
Institute of Image-Guided Surgery {IHL) Strasbourg, Strasbourg, France
N N N ; ! ! Wi d 2023 NGS MRI or TVS Hyst 9 (4.5-13] 52 Hyst 3 6 39 4 7 2 39 5
“Research Institute against Digestive Cancer (IRGAD) France, Strasbourg, France -  eolougues?! or ve (@513 ystevery S mo
Received 27 October 2024, Accepted 17 ber 2024: Availahle online 18 December 2024 craer Abbreviations: AEH, atypical endometrial hyperplasia; D&C, dilatation and curettage; EEC, early endometrial cancer; EIN, endometrial in situ neoplasia; FU, follow-up; G2, grade 2; Hyst, hysteroscopy; MMRA/MSI-H, mismatch repair deficiency/

microsatellite-instable; MRI, magnetic resonance imaging; N, numbers of patients; NGS, next-generation sequencing; NR, not reported; NSMP, no specific mutational profile; POLEmut, POLE mutated; p53abn, TP53-mutant or p53 abnormal;
ProMisE, The Proactive Molecular Risk Classifier for Endometrial Cancer; TGCA, The Cancer Genome Atlas; TVS, transvaginal ultrasonography.

Int J Gynecol Cancer. 2025 Jan;35(1):100016.

FRE B
Korean Society of Gynecologic Oncology
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Complete response and recurrence by molecular subtype

I

100

1. NSMP had the highest complete
response rate.

2. MMRd/MSI-H showed both
lower response and higher
recurrence.

3. p53abn was uncommon but also
showed an unfavorable signal.

4. POLEmut did not show clearly
superior FST success in these
pooled data.

POLEmut pS3abn MMRd/MSI-H NSMP

m Complete response  m Recurrence after CR

Clinical practice needs to adopt molecular profiling as a standard in
pre-FST workup, just as it is in adjuvant therapy planning.

Int J Gynecol Cancer. 2025 Jan;35(1):100016.
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Table 1. Characteristics of included studies

Review
L . . . N Period of Median Age FIGO Median FU
Fertility-Sparing Treatments in Endometrial Cancer: A Author(s), Year  Country study Design Evvalimont e Sege M FsT oty
. . . .
Comprehensive Review on Efficacy, Oncological Outcomes, and S Z09 g, PrOPRGI MUK OO 104 20 woow oro MPAGRHaDANzsle 0
stu
Reproductive Potential
p Park, 2012 Korea Retrospective monocenter cohort NIA 300 - 14 Oral MPAMA 473
[16] study
Carlo Ronsini ¥, Paola Romeo 2, Giada Andreoli !, Vittorio Palmara 2, Marco Palumbo 3, Giuseppe Caruso R, Kim, 2013 Korea Prospective monocenter cohort 20083012 ™, o 1 Oral MPA and LNGIUS 31
.. . .. . . . . . . 1T f .
Pasquale De Franciscis 1 Giuseppe Vizzielli 4503 Stefano Restaino L, Vito Chiantera ') and Stefano Cianci 2* un study
Fark, 2013 Korea | oSPeclive mulicenter cohort 1996-2010 313 1A 148 Oral MPAIMA 6.0
[18] study
! Department of Woman, Child and General and Specialized Surgery, University of Campania “Luigi Kudesia 2014 Prospective monocenter cohort
Vanvitelli”, 80138 Maples, Italy; carlo.ronsini@unicampania.it (C.R.); andreoli.giada@gmail.com (G.A.); [g] 4 usA study 2000-2011 385 ! 10 Oral progesterone andfor LNG-IUS 13.0
pasquale defranciscis@unicampania it (R D.E); vito.chiantera@gmail.com (V.C.)
2 Unit of Gynecology and Obstetrics, Department of Human Pathology of Adult and Childhood “G. Barresi”, Mnsuh;;hl‘ 2018 Japan Prospective mtunul:enler conort 2009-2012 33.0 1A 19 MPA and metformin 380
University of Messina, 98121 Mesina, Italy; paclaromeol35@gmail.com (PR.); vittorio. palmara@unime.it (V.F) 1201 study
: Department of General Surgery and Medical Surgical Specialties, University of Catania, 95124 Catania, Italy; Ohyagi-Hara, 2015 Japan Prospective monocenter cohort 2000-2011 42 A 1 Oral MPA 392
mpalumbo@unict it (M.P); giu.caruso87@gmail com (G.C.) [21]* study ’
4 Clinic of Obstetrics and Gymnecology, “Santa Maria della Misericordia” University Hospital Azienda Sanitaria Chen, 2016
Universitaria Friuli Centrale, 33100 Udine, Ila]y; giuseppevizziel]i@_\:ahoo.il (G.V.); [22] * China Retrospective monocenter cohort 2000-2011 320 1A 53 Oral MPA/MA 6.0
restaino.stefano@gmail. com (S.R.) -
*  Department of Medicine (DMED), University of Udine, 33100 Udine, Italy Hwang, 2017 Korea Retrospective monocenter cohort 2011-2015 304 1A 5 Oral MPA and LNG-1US 44.4
* . -85 ili [23] study
Correspondence: stefanoc85@hotmail.it
Ruiz, 2017 Retrospective multicenter cohort
124 UsA study 2004-2014 MIA | 23231 Oral progesterone 54.0
A¢ i, 2018 P cti i hort
amagam Japan ospacive monocentar cono 1993-2013 350 1A o7 Oral MPA 713
[25] * study
N :
o C o n Se n S u S O n . Chae. 2019 Korea  eerosective mullicenter cohort 2005-2017 370 1A 18 Oral MPA and LNG-IUS 90
[26] study
.
Kim, 2019 Pr iy Iticente hort
L O pt Ima | d ose mEZT] Korea rospective ;:d':en s conol 2012-2017 129 HI a4 Oral MPA and LNG-US 60
.
Yang, 2019 Prospective monocenter cohort
[ ] D t f t t t o Taiwan 2013-2017 3386 1A 6 Oral MPA/MA 320
uration or treatmen izn sucy
. He, 2020 Retrospective monocenter cohort Oral MPAMA or in combinafion with LNG-
China 2005-2019 328 1A 16 61.0
° M ‘t ‘t h ‘t_ R [29] study |US/GNRHa
aintenance tnera ost-C
Xu, 2020 China Prospeciive manocenter case- 2014-2016 333 - 96 LNG IUS andlor high-efficient MA. NIA
[30] * control study
Isci Bost: 201 Ret i i hort
. . . £ “5[::]“' Tutkey  oTOPe ":T;dlm” e cono 2005-2020 3438 IAdCAIIC2 38 Oral MPA/MA 405
In th dy (18 stud = 23,976), CRR d from 18%
n t IS Stu y ( Stu Ies’ n 1 )' S Va rl e ro o Piatek, 2021 Retrospective multicenter cohort
Poland 2010-2019 3086 Hi 38 Intramuscular MPA/Cral MA/LNG-IUS 365

to 100% across regimens; RRs from 0% to 81.8%. b suey

Medicina (Kaunas). 2025 Mar 7;61(3):471.
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USO + staging
Most common fertility-
sparing operation

BOT, MGCT, sex cord-
stromal, selected EOC

Why this section is different

Ovarian cancer is a spectrum of
diseases, not one disease.

Treatment removes the organ that
contains the gametes.

The fertility-sparing operation itself
can alter staging accuracy and
recurrence risk.

OJAt 213 & - HIOXt EAHEZO HLZEE - KR

BSO + uterus preservation

When both ovaries must be
removed

Future pregnancy requires
prior/donor oocytes or
embryos

Clinical variables

- Histology

« FIGO stage

= Tumor laterality

« (Grade / invasion pattern

- Genetic predisposition

- Need for adjuvant chemotherapy

SLUA ALBH

Cystectomy

Usually BOT or unavoidable
situations

Higher ovarian recurrence;
rarely for invasive EOC

Teaching frame

Green zone
BOT, MGCT, selected stage |

Yellow zone
Selected stage IC / histology-
specific

Red zone
Advanced, bilateral high-risk,
poor biology
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Ovarian cancer

taHel H20X Z29AL 23S - HOXt EMMEY HZEE - H1X SASYZIS AL AT I

J

[ Favourable oncological selection criteria for fertility-sparing management (based on the favourable survival and recurrence rates observed in cohorts or comparative studies [radical vs conservative]
of patients treated with such characteristics)
[ Oncological selection criteria acceptable in selected cases (insufficient or conflicting data to accurately evaluate the results of ovarian preservation in this subgroup of patients)
[ Unfavourable oncological selection criteria for ovarian preservation (poorest survival observed in patients having an ovarian preservation in these subgroups. Poor survival rates could be related to
the use of ovarian preservation itself or the natural history of cancer [whatever the type of surgery: conservative or radical] in these patients)
Epithelial ovarian neoplasms Mon-epithelial ovarian neoplasms
Borderline | Low-grade | Low-grade Mucinous Clear-cell | High-grade | High-grade Mucinous Germ Small-cell | Granulosa | Sertoli-Leydig | Sertoli-Leydig
ovarian SErous endometrioid carcinomawith | carcinoma | serous endometrioid | cardinomawith | cell carcinoma | cell cell tumouri cell tumour§
tumour® carcinoma | carcinoma expansile carcinoma carcinoma infiltrative tumourt tumaour
invasion invasion
1A
B
IC1
Ic2 I
IC3 I
IHV T

Figure 3: Indications for in vivo ovarian tissue preservation in ovarian neoplasms according to histological type and stage of the disease

*Non-invasive peritoneal implants. tincludes immature teratoma, dysgerminoma, and yolk-sac tumours. $Well-and-moderately differentiated. §Poorly differentiated. For grades 2 and 3 immature

teratoma stage |-V, fertility-sparing data are scarce. ||For Sertoli-Leydig cell tumour stage 1C2 and IC3, fertility-sparing data are scarce.
Morice et al. Lancet Oncol. 2024;25:602-e610. Figure 3.

CHetR S sts|
'/ Korean Society of Gynecologic Oncology
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Ovarian cancer

Clinical confidence for fertility-sparing surgery

Borderline _ High
Germ cell _ High
Sex cord-stromal _ Moderate
Epithelial ] Selective
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Ovarian cancer

Contents lists available at ScienceDirect

European Journal of Obstetrics & Gynecology and
g 1% Reproductive Biology

P 4 e )
FI ‘EF\H_R journal homepage: www.journals.elsevier.com/european-journal-of-obstetrics-and-gynecology-and-
- reproductive-biology

Area

Full length article ) Staging

Fertility-sparing strategies in borderline and malignant ovarian tumors: a
comparative analysis of international guideline recommendations

a,b

Jun Li ™", Linghui Lu“', Jie Duan*", Pan Gu™", Menghan Zhu*",

Wei Jiang ™" Lymphadenectomy

* Depariment of Gynecology, Obstetrics & Gynecology Hospital of Fudan University, 200090 Shanghai, China
b Shanghai Key Lab of Female Reproductive Endocrine Related Diseases, 200433 Shanghai, China
© Department of Pathology, Obstetrics and Gynecology Hospital of Fudan University, 200090 Shanghai, China

Eligibility for FSS

Completion surgery

Consensus / variability

Consensus: peritoneal washings, omental
biopsy/omentectomy, random peritoneal biopsies

Varies by histology; often omitted for BOT, sex
cord-stromal, expansile mucinous or low-grade
endometrioid

BOT and MGCT broadly accepted; EOC is
stage/histology-dependent

Major interguideline variability; ESGO-ESHRE-
ESGE is more conservative about routine
completion surgery

Table 4
Comparison of guideline recommendations regarding completion surgery following FSS and childbearing completion.
Guidelines BOTs EOCs MSCSTs MGCTs
NCCN Recommended Recommended Recommended Recommended
ESGO-ESHRE-ESGE Not recommended Recommended on a case-by-case basis Recommended on a case-by-case basis Not recommended
BGCS Recommended on a case-by-case basis Recommended on a case-by-case basis / Recommended
SEOM-GEICO / / / /
ESGO-ESMO-ESP / / / /
ESMO / / / / CHetFelES ersts|
LGSOC-Consensus / / / / Horean Sockty of Gynecologlc Oncology




Tumor group

Borderline ovarian tumors

Malignant germ cell tumors

Sex cord—stromal tumors

Epithelial ovarian cancer

tot

HI20Xt 200 23S - HOXt 2EMME HZZ - HITXE

Main message

FSS is generally safe; cystectomy may improve fertility but
increases ovarian recurrence

FSS is standard of care for early-stage and selected
advanced-stage disease

FSS reasonable in selected early-stage tumors; rupture
matters

Consider only in carefully selected unilateral, early-stage,
favorable histology disease

Kohn et al. J Minim Invasive Gynecol. 2021;28:392-402; Bercow et al. J Minim Invasive Gynecol. 2021;28:527-536.

HIOIZE QIS A} G4}

Evidence

5-year survival =99%; cystectomy recurrence 34% vs 20%
with oophorectomy; 106 pregnancies / 203 women in one
review

Recurrence 8.7% in >2000 FSS patients; OS =97%;
382/474 attempting pregnancy had =1 pregnancy

Lymph node metastasis rare; routine lymphadenectomy
generally not recommended

Stage IA EOC recurrence after FSS 5-29%; OS =94%;
10-year OS similar in selected stage |IA/IC in NCDB
analysis

SN Y =1.=
(o) theroIzorsts|
2\ d /] Korean Society of Gynecologic Oncology
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International Journal of Clinical Oncology (2019) 24:857-862
https://doi.org/10.1007/510147-019-01416-y
ORIGINAL ARTICLE m
pei

Oncologic and reproductive outcomes of cystectomy as a fertility-

sparing treatment for early-stage epithelial ovarian cancer

Hiroaki Kajiyama' - Shiro Suzuki' - Kaoru Niimi' - Satoshi Tamauchi' - Michiyasu Kawai? - Tetsuro Nagasaka® -

Kiyosumi Shibata? . Fumitaka Kikkawa’
Table 1 Clinical characteristics of patients
Case Age FIGO stage Surgery Tumor size” ™™ Cytology Histology Grade Chemotherapy
1 27 IC1 Rt-cystec 50 Negative Mucinous 1 None
2 25 1A Lt-cystec+Rt-W 110 Negative Mucinous 1 Platinum-based
3 38 IA U-cystec 120 Negative Mucinous 1 NA
4 30 IC1 Rt-cystec 39 Negative Mucinous 1 Taxane + platinum
5 32 1A Rt-cystec NA Negative Endometrioid 1 Taxane + platinum
6 28 IC1 U-cystec NA Negative Endometrioid 1 Platinum-based
7 26 IC1 Lt-cystec NA Negative Mucinous 1 Taxane + platinum
8 32 IC3 Bil-cystec 60, 34 Positive Mucinous 1 None

Ri-cystec right cystectomy, Li-cystec left cystectomy, U-cystec unilateral cystectomy, Bil-cysiec bilateral cystectomy, Rr-W right wedge resection,
# larger diameter (mm), NA not applicable

) CHersoIzersts|
r/ /] Korean Society of Gynecologic Oncology
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Case Recurrence Recurrence site Recurrence type RFS 0s Outcome Pregnancy
1 No (=) 88 88 NED P2

2 No (=) 119 119 NED

3 No (=) 135 135 NED

4 No (=) 45 45 NED

5 Yes Pelvis 10C 21 42 DOD

6 No (=) 218 218 NED

7 No (=) 147 147 NED Pl

8 Yes Bil ovary BOT 30 61 NED Pl

10C invasive ovarian carcinoma, BOT borderline ovarian tumor, RFS recurrence-free survival, 05 overall
survival, NED no evidence of disease, DOD died of disease

Conclusions Although oophorectomy is considered as an appropriate fertility-preserving operation, cystectomy may be an
unavoidable option when it is the only surgical procedure available. It is desirable to verify the utility by accumulating larger

numbers of patients through a future registry system.

HI20X+ 2224 912 & - MoKt 2AHEL HLZL - K RASLZS A A+B I

100

8O

&0

40

20

Recurrence-free survival (%)

0 12 24 36
Months

42

Fig. 1 Kaplan—Meier estimated recurrence-free survival of all EOC

patients at stage | who underwent cystectomy

N CHSHRQIE s3]
5] Korean Society of Gynecologic Oncalogy
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1)

Clinical situation

Suspicious ovarian mass before final histology

After staging surgery confirms favorable prognosis

Adjuvant chemotherapy planned

Low-grade serous / endometrioid / granulosa cell tumor

High-risk germline predisposition

[H2! HI20XF 229/ At 912 & - WXt E0tH

o 2B - WX RASLZS A AT

HO

Guideline-consistent approach

Do not perform ovarian stimulation/egg retrieval before final diagnosis of possibly malignant
or borderline ovarian mass

Ovarian stimulation and oocyte/embryo cryopreservation can be considered based on
histology, stage, and hormone sensitivity

Discuss timing in MDT: ideally before chemotherapy, or rescue fertility preservation 26
months after chemotherapy

Aromatase inhibitor co-treatment during stimulation should be first choice

Counsel on transmission and consider PGT; ovarian stimulation is treatment of choice; no
safety data for ovarian tissue reimplantation
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Ovarian cancer

Question Guideline message

BOT: immediately after FSS « EOC: consider after 1 year of negative
When to try pregnancy? | follow-up ¢ Early non-epithelial ovarian cancer: after 6 months of
negative follow-up

Yes, when needed. Timing should be individualized according to

?
ART allowed: histology, stage, oncologic prognosis, and follow-up status.

Every 3—4 months for 2 years, then every 6 months for another 3-5

_un?
How often follow-up? years, then annually for at least 10 years.

Experienced ultrasonography in early pregnancy; routine tumor-marker

Pregnancy surveillance? ) : :
surveillance is not recommended during pregnancy.

Morice et al. Lancet Oncol. 2024;25:e602—e610.

F T = - _—
(e et olEetsts|
/z/  Korean Society of Gynecologic Oncology




20264 [Her2 21 S Asts| oHA

Table of contents

Jok

taHel H20X Z29AL 23S - HOXt EMMEY HZEE - H1X SASYZIS AL AT I

1. Introduction

2. Oncofertility
1. Cervical cancer
2. Endometrial cancer
3. Ovarian cancer

3. GLP-1 agonist




Sorsty] shHIste

Contents lists available at ScienceDirect

Gynecologic Oncology

journal homepage: www.elsevier.com/locate/ygyno

CH2] H20Xt H20IAL YI13& - MoKt EQFHEZO| Ha

3%

H1X SASL2S A Ha

elEs

TriNetX Research Collaborative Network (112 HCOs)
N=165,188,322

Female patients
N=88,722,552

Impact of GLP-1 RA plus progestin therapy on fertility-sparing
management of endometrial intraepithelial neoplasia and
endometrial cancers

Tina Yi Jin Hsieh **, Ting-Tai Yen b Michele R. Hacker *<, Joseph Dottino *<, Katharine M. Esselen®¢

2 Department of Obstetrics and Gynecology, Beth Israel Deaconess Medical Center, Boston, MA, United States of America
b Dy of Obstetrics and G  Texas Tech University Health Sciences Center, El Paso, TX, United States of America
© Department of Obstetrics, Gynecology and Reproductive Biology, Harvard Medical School, Boston, MA, United States of America

]

Patients with diagnosis of
endometrial intraepithelial neoplasia (EIN)
or endometrial cancer (EC) (1/1/2017~6/1/2024)
N=190,690

2
%
g

Patients with diagnosis of EIN or EC
under 45 years old (1/1/2017~6/1/2024)
N=19,042

Use of Use of
GLP-1RA + progestins progestins (P)-only
after diagnosis of EIN or EC after diagnosis of EIN or EC
N=574 N=2,842
Exclude hysterectomy before index date
| l
after diagnosis of EIN or EC anar d|ag'|:t:szrsﬁg£ElN or
N=554 e
1:1 Propensity Score Matching
GLP-1RA+progestins Progestins without GLP-1RA
N=432 N=432

Fig. 1. Cohort inclusion flowchart.

)
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Impact of GLP-1 RA plus progestin therapy on fertility-sparing

management of endometrial intraepithelial neoplasia and

endometrial cancer¥

Tina Yi Jin Hsieh **, Ting-Tai Yen, Michele R. Hacker *<, Joseph Dottino *, Katharine M. Esselen <

@ Department of Obstetrics and Gynecology, Beth Israel Deaconess Medical Center, Boston, MA, United States of America

b Dy of Obstetrics and G

 Texas Tech University Health Sciences Center, El Paso, TX, United States of America
© Department of Obstetrics, Gynecology and Reproductive Biology, Harvard Medical School, Boston, MA, United States of America

=9 B - X 2AS LS A HZ3
Comparison Groups Event/ Total, N (%) Event/ Total, N (%) HR (95% CI)
Main Analysis GLP-1RA+P P-only :
Hysterectomy -6 months ~ 28/432(6.5) 77/432(17.8) — : 0.34 (0.22 to 0.53)
Hysterectomy -12 months  39/432(9.0) 97/432(22.5) —t | 0.38(0.26 to 0.54)
Hysterectomy -18 months  44/432(10.2) 101/432(23 .4) — i 0.41(0.29 to 0.58)
Subgroup (Age) :
Younger (<40 yrs) GLP-1RA+P P-only :
Hysterectomy -6 months  13/307(4.2) 47/307(15.3) — i 0.26 (0.13 to 0.49)
Hysterectomy -12 months  22/307(7.2) 56/307(18.2) — 1 0.37(0.231t0 0.61)
Hysterectomy -18 months  27/307(8.8) 65/307(21.2) e i 0.40(0.25 to 0.62)
Subgroup (Diagnosis) !
EC GLP-1RA+P P-only l
Hysterectomy -6 months  15/192(7.8) 44/192(22.9) —_— i 0.31 (0.17 to 0.56)
Hysterectomy -12 months  19/192(9.9) 55/192(28.6) —— | 0.31(0.18 to 0.52)
Hysterectomy -18 months  22/192(11.5) 58/192(30.2) R | 0.33(0.20 to 0.55)
Subgroup(Progestin Type) i
LNG-IUD GLP-1RA+LNG-IUD LNG-IUD only |
Hysterectomy -6 months  20/309(6.5) 45/309(14.6) —_— i 0.43(0.25 to 0.73)
Hysterectomy -12 months  25/309(8.1) 61/309(19.7) —=s—— | 0.40(0.25t00.84)
Hysterectomy -18 months 29/309(9.4) 69/309(22.3) —a— i 0.41 (0.27 to 0.64)
Oral P GLP-1RA+Oral P Oral P only :
Hysterectomy -6 months  16/208(7.7) 46/208(22.1) — | 0.32(0.18 to 0.57)
Hysterectomy -12 months  21/208(10.1) 52/208(25) — i 0.37 (0.22 to 0.62)
Hysterectomy -18 months  23/208(11.1) 54/208(26) ——— | 0.39(0.24 to 0.64)
Subgroup (GLP-1RA Type) i
Semaglutide Semaglutide + P P-only :
Hysterectomy -6 months ~ 18/296(6.1) 61/296(20.6) — | 0.29(0.16 to 0.45)
Hysterectomy -12 months  24/296(8.1) 73/296(24.7) —_— i 0.30 (0.19 to 0.47)
Hysterectomy -18 months  28/286(9.5) 78/296(26.4) — | 0.32(0.21100.50)
Tirzepatide Tirzepatide + P P-only i
Hysterectomy -18 months  <10%/189(5.3) 51/189(27.0) e ' 0.20 (0.10 to 0.40)
0 .I‘I 1I 1 .IE

Favors Combined GLP1-RA Favors Comparator

CHetFelES ersts|
Korean Society of Gynecologic Oncology
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GLP-1 agonist

WE-FIiERCE Phase Il, multicenter, Premenopausal women with Tirzepatide (SC Primary: Complete Not yet recruiting
(NCTOBO72184) single-arm, open- BMI = 27, AEH, or grade 1 EC weekly, <15 mg = 4 weeks) + pathologic response at
label study desiring fertility preservation progestin-releasing IUD 48 weeks;

Secondary: recurrence,
pregnancy rates, metabolic
outcomes, Qol, and
adverse events

Leipold and Randomized, open- Women 18=-45 years, BMI = 30, LNG-IUD alone; LNG-IUD + Primary: Complete Mot yet recruiting
colleagues (45)  label study with AEH or early-stage EC, metformin; LNG-IUD + pathologic remission;
desiring uterine preservation metformin + liraglutide Secondary: Histologic

changes, weight loss, and
glucose/insulin levels

S CHsHeolEessts)
2)./;] Korean Saciety of Gynecologic Oncology
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