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Keypoints

 Fertility preservation in cancer patients is possible through conservative surgery or assisted reproduction
techniques.

 Patients of childbearing age with a diagnosis of malignancy benefit from reproductive counseling.

* Oncological and reproductive information results in lower rates of regret, even when the patient chooses to
abandon conservative treatment.

 (riteria for indicating conservative treatment in cervical, endometrial and ovarian cancer are presented in this
position statement.

» Conservative treatment modalities in cervical, endometrial and ovarian cancer are discussed together with the
respective oncological and reproductive outcomes.

Recommendations

 Inform the patient about the types of conservative treatment, oncological outcomes and reproductive chances.

 Patients with histological diagnosis of cervical and endometrial cancer should be properly staged by clinical
examination and imaging tests. Magnetic resonance imaging (MRI) is the imaging method that best defines
tumor size and preoperative extent of the neoplasm.

* In patients with early cervical cancer with squamous, adenocarcinoma, and adenosquamous histologies, pos-
sible conservative surgeries are: conization with margins free of tumor and free of high-grade squamous in-
traepithelial lesion (HSIL) at stage IAT without lymphovascular space involvement (LVSI). Radical trachelectomy
with pelvic lymphadenectomy at stages IA1 with LVSI, IA2 and IB1 (up to 2 cm) with or without LVSI. There is
no indication of radical treatment after pregnancy.

 Other fertility-sparing surgeries on the cervix include oophoropexy and uterine transposition.

» Patients with stage IA well-differentiated endometrioid histologic type endometrial cancer may be treated
with a levonorgestrel-releasing intrauterine system (LNG-IUS) and/or high-dose progestins, either orally or
intramuscularly. Hysteroscopic tumor resection preceding hormone therapy has better results. After conser-
vative treatment of endometrial cancer, it is recommended that pregnancy occurs as soon as there is neoplasm
remission.

e Suspected ovarian cyst in a patient with reproductive desire should be evaluated by ultrasound performed by
an experienced professional associated with tumor markers.

* Fertility-sparing surgery in ovarian cancer consists of preserving the uterus with or without preservation of
the contralateral annex. Young patients with low-grade stage IA epithelial histology (G1 and G2), stage IA/IC
non-epithelial histology and low malignant potential (borderline) are candidates. Complementation of surgery
is recommended after the end of pregnancy for patients with invasive epithelial disease, and is not necessary
for non-epithelial and borderline tumors.

» Assisted reproduction techniques, such as cryopreservation of oocyte, embryo or ovarian tissue may be nec-
essary and thus offered to patients.
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Background

Gynecological cancer directly affects fertility, as treatment
consists of surgical removal of the reproductive system
and/or exposure to gonadotoxic agents. However, pa-
tients in early stages who meet established criteria can be
treated with fertility-sparing surgeries and reach equiva-
lent oncological results to those of traditional treatments.
Fertility preservation techniques such as cryopreservation
of oocytes, embryos and ovarian tissue may also be of-
fered in some situations. The American Society of Clinical
Oncology (ASCO) has published recommendations on
fertility preservation with the aim of raising awareness
on the topic, and, together with the American Society for
Reproductive Medicine (ASRM), they recommend that
patients of childbearing age with cancer undergo repro-
ductive counseling. These patients have lower rates of
regret, even when they choose to abandon conservative
treatment.(V Interest in fertility preservation has increased
in recent decades, both because women delay pregnancy
and because of the higher incidence of cancer in young
people. The incidence rate of all cancers increased by 29%
between 1973 and 2015 in adolescents and young adults
of both sexes.? Cervical cancer in women aged 20-29
years increased annually by an average of 10.3% between
2000 and 2009.9 Failure to advise cancer patients about
the possibilities of preserving fertility may raise questions
in the future; in some countries, this is already considered
medical malpractice.

Cervical cancer

Because it affects young women, has highincidence and
mortality rates, cervical cancer has great importance
among gynecological tumors. In the United States of
America, about half of all fertile women diagnosed with
early-stage cervical cancer meet the criteria for conser-
vative surgery. Once the histological diagnosis is made,
staging is the initial condition for treatment.

When are conservative surgeries indicated?
Conization: In stage IAT without LVSI, conization or
trachelectomy with surgical margins free of tumor and
free of HSIL serves as diagnosis and treatment in wom-
en who wish to preserve the uterus. It should be a sin-
gle non-fragmented specimen.“®

Radical trachelectomy with pelvic lymphadenec-
tomy: The preferred treatment in stages IA1 with LVSI,
IA2 and IB1 with or without LVSL.“? The surgery is per-
formed vaginally, associated with laparoscopic pelvic
lymph node dissection, laparotomy abdominal approach
or minimally invasive surgery (MIS), videolaparoscopic
or robotically. In the International Radical Trachelectomy
Assessment (IRTA) study, open surgery was compared
with minimally invasive surgery, and no difference in sur-
vival and recurrence was found, although further studies
are needed to confirm the safety of MIS.®
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The criteria to be followed are reproductive age,
desire to preserve fertility, tumors of up to 2 cm (the
greatest diameter), squamous, adenocarcinoma and
adenosquamous histological types, absence of para-
metrial invasion, lymph node metastasis and infertil-
ity. Other histological types, such as neuroendocrine
and non-human papillomavirus (HPV)-associated ad-
enocarcinoma are contraindicated for conservative
treatment.“? Magnetic resonance imaging (MRI) is
the best imaging method to assess the preoperative
extent of the neoplasm, such as tumor size, depth of
stromal invasion, distance between the upper part of
the tumor and the internal orifice, lymph node me-
tastasis, and parametrial invasion.*® Positron emis-
sion tomography (PET) is superior to MRI and com-
puted tomography (CT) in the evaluation of lymph
node metastasis.

Sentinel lymph node

The the sentinel lymph node mapping and immunohis-
tochemical analysis is recommended for the identifica-
tion of low-volume metastases (isolated tumor cells and
micrometastases). The anatomopathological analysis
of intraoperative frozen section has the advantage of
contraindicating surgery, in addition to allowing ovarian
transposition in the same surgical time. The disadvan-
tage is the risk of not identifying low-volume metasta-
ses.® The International Federation of Gynecology and
Obstetrics (FIGO) suggests freezing sentinel lymph nodes
and, if negative, completing the surgery or, alternatively,
trachelectomy in a second time after the anatomopatho-
logical paraffin examination of the lymphadenectomy.®

What is the role of parametrectomy?

The need for parametrectomy in low-risk stages 1A2
and IB1 is the subject of study. In a meta-analysis com-
paring simple trachelectomy or conization with radical
trachelectomy, similar oncological results were found,
with less fetal loss in the conization groups.? The pro-
spective ConCerv study comprised the analysis of sim-
ple hysterectomy or conization + pelvic lymphadenec-
tomy in stage IB1 patients in specimens of conization
with free margins, without LVSI and without suspected
lymph node metastasis, squamous and adenocarcino-
ma histological types, and the recurrence rate was sim-
ilar to that of radical treatment.("" After the completion
of two other ongoing studies - SHAPE and GOG 278 -
that aim to compare the oncological results of simple
hysterectomy and radical hysterectomy in early stages,
the evidence will be more robust regarding the need for
parametrectomy.

Tumors larger than 2 cm

In patients with tumors larger than 2 cm, neoadjuvant
chemotherapy is a possibility. The cisplatin paclitaxel
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regimen is the most commonly used, even though car-
boplatin and paclitaxel have less toxicity. A recent me-
ta-analysis showed 39% of pathological complete re-
sponse and 45.6% of partial response.'? The multicenter
CONTESSA study, scheduled to end in 2025, estimates a
good response in more than 70% of patients. It remains
unclear if lymph node dissection should be performed
before chemotherapy, if the surgery to be performed af-
ter chemotherapy is radical trachelectomy or conization,
and what is the best chemotherapy regimen.

Oncology results

Conservative surgery performed according to indica-
tion criteria does not differ from radical hysterectomy
in terms of oncological safety.“® The recurrence and
5-year mortality rates of radical trachelectomy are
3-6% and 1.6-5%, respectively.(*' Two systematic
reviews analyzed different approaches to radical tra-
chelectomy. Recurrence and death from cancer were,
respectively, 4% and 1.7-2% vaginally, 4.7% and 1.4%
in laparotomy, and 7.5% and 1.3% in the laparoscop-
ic route. Recurrence rates were associated with tumor
size greater than 2 cm and LVSI.(1314

Reproductive results

Infertility after radical trachelectomy occurs in 14-41%,
and some patients may require assisted reproduction
techniques.™ Although first trimester abortion is
comparable to that of the general population, second
trimester miscarriage is more frequent. Prematurity
occurs in 28-38% of pregnant women and, before 32
weeks in 12%.0419 Fetal loss in the second trimester
and prematurity before 32 weeks result from prema-
ture rupture of membranes secondary to cervical in-
sufficiency. Cerclage can be performed vaginally, but
the abdominal route has better results. It is preferably
performed at the same surgical time. Pregnancy rates
range from 55-65.8% and the rate of live newborns is
70%.0417) In the series by Speiser et al., of the 212 pa-
tients treated, 76 (35.8%) were planning to become
pregnant up to five years after surgery. Fifty out of
these 76 became pregnant, resulting in a pregnancy
rate of 65.8%. However, the pregnancy rate for all 212
patients was 24% (50/212).07) Pregnancy is considered
high risk and antenatal care is performed at a referral
center. As for specific procedures to be adopted for
these patients, evidence is scarce and based only on
observational studies. Vaginal progesterone and cer-
clage, investigation of asymptomatic bacteriuria, and
cervical length follow-up by ultrasound are suggested.
Elective cesarean section is preferred.®

How is the follow-up performed?

Reviews every 3-4 months in the first two years, every
six months from the third to the fifth year, and annual-
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ly thereafter.*® In addition to anamnesis and physical
examination, cervicovaginal cytology is recommended
annually. A follow-up period of 6-12 months is advised
for pregnancy.®) There is no indication of radical treat-
ment after pregnancy.

What are the alternatives for conservative surgery?
Ovarian transposition or oophoropexy conserves ovarian
function by suspending the gonads out of the radiation
field. The ovaries are fixed above the iliac crests and clips
are placed to guide the radiotherapist. The dose of pel-
vic radiotherapy for cervical cancer is 40 to 50 Gy, and
ovarian failure occurs at lower doses, between 2 and
12 Gy. The best results are in patients younger than 40
years and after brachytherapy, compared with external
beam radiotherapy. When cryopreservation is intended,
oocyte aspiration is preferably performed during sur-
gery. Note that ovarian transposition is justified mainly
for the maintenance of fertility and oocyte capture, and
less justified for the maintenance of hormonal function.
Another feasible surgery is uterine transposition, initially
proposed for cancer of the rectum and other pelvic tu-
mors that require irradiation. In 2020, it was described in
a patient with cervical cancer undergoing fertility-spar-
ing surgery who required external radiotherapy due to
micrometastasis in pelvic lymph nodes.(®

Endometrial cancer

It mainly affects postmenopausal women, even though
4% occur before the age of 40 years and 6.4% between
20 and 44 years of age.('? In these age groups, tumors
are generally well differentiated. Around 10% are asso-
ciated with Lynch Syndrome (LS).

How is conservative treatment

performed and when is it possible?

The preservation of the uterine body, fallopian tubes and
ovaries in patients with endometrial carcinoma is limit-
ed to the well-differentiated endometrioid histological
type (G1), stage IA without myometrial infiltration. In
addition to clinical and family history, with attention to
the possibility of LS, the patient is advised about weight
loss and informed about the risks and the need to com-
plement treatment after pregnancy. Referral to a bar-
iatric surgeon may be necessary and if there are other
comorbidities, to a specialist in preconception counsel-
ing." Magnetic resonance is the imaging method that
best defines myometrial invasion, cervical invasion, and
lymph node metastasis.®2" The preferred conservative
treatment is hormonal with oral systemic progestogen,
such as medroxyprogesterone acetate (MPA) or mege-
strol acetate (MA), or with a intrauterine levonorgestrel
device (LNG-IUD). Medroxyprogesterone acetate doses
range from 2.5 to 1,500 mg/day, more frequently be-
tween 400-600 mg/day.?*?") The reported doses of MA
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are from 10 to 400 mg/day, most commonly 160-320
mg/day.?%?? Evidence is limited on which one is more
effective, what is the duration of treatment, and what is
the safest dose. Some studies suggest better responses
with lower doses, such as 10 mg/day of MPA and 160
mg/day of MA.?223 Treatment duration varies from eight
weeks to nine months. Side effects may occur, such as
weight gain, thrombosis, mood swings, headache and
breast tension. LNG-IUD can be used alone or in combi-
nation with systemic progestogen, with the combination
considered preferred.(?¥ Hysteroscopic resection of the
tumor and adjacent endometrium preceding LNG-IUD or
progestogen has better rates of complete response, high-
er rates of pregnancy and fewer hysterectomies.® Other
medications are proposed, such as GnRH analogues, aro-
matase inhibitors and metformin. The risk of recurrence
or persistent disease is greater with conservative treat-
ment compared to hysterectomy, and surgical staging
is indicated after pregnancy. Even at a presumed early
stage, the risk of synchronous ovarian cancer is 4-25% in
women younger than 45 years.?® Another warning factor
is the possibility that LS may be involved in the etiology of
the tumor in a young patient whose molecular diagnosis
is difficult with conservative treatment. An alternative to
conservative surgery is preservation of only the macro-
scopically normal ovaries. In a study of women with G1
endometrial carcinoma under 50 years of age who un-
derwent surgery, survival was significantly higher in the
group that had their ovaries preserved given the lower
cumulative risk of cardiovascular disease.?”

Oncology results

Complete response rates range from 48% to 96%,
considering all types of treatment.?*28) Recurrence
among patients who achieve complete response
ranges from 25% to 47%.0-2224 In terms of efficacy,
oral progestogens have more side effects and greater
recurrence than LNG-IUD, although data are still in-
consistent.?” Treatment with LNG-IUD with or with-
out oral progestin results in a complete response in
63-96% of patients.#230 |n a recent meta-analysis,
complete response occurred in 79.7%, with 35.3% of
recurrence.®V In a randomized study of patients with
G1 adenocarcinoma and atypical hyperplasia treated
with LNG-IUD alone compared to the combination of
weight loss, and metformin use, complete response
rates after six months were 61%, 67%, and 57%, re-
spectively. Considering adenocarcinoma and atypical
hyperplasia in the three groups, remission occurred in
43% and 82%, respectively.G?

Obstetric results

Pregnancy rates vary from 32-53% and rates of live
births from 28-69.4%.23V The highest chances oc-
cur in women up to 35 years of age, with treatment
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combining hysteroscopic resection + progestogens
and with up to three years of follow-up.®V In the series
treated with hysteroscopic resection and LNG-IUD, the
rate of live births was 83% among the 63% of patients
who achieved a complete response.® Pregnancy
is recommended as soon as neoplasm remission is
achieved (two negative biopsies), since there is a risk
of recurrence.

How should patient follow-up be?

The patient is alerted about bleeding and given life-
style advice. The first histological control is performed
three months after the start of treatment. In the case
of complete response, histological control is quarter-
ly. Pregnancy is suggested after two negative endo-
metrial samples.!V If there is no response, increase
the progestin dose and follow the quarterly control. If
there is no response or progression after nine months,
definitive surgical treatment is indicated.?

Ovarian cancer

Ovarian cancer is less common than cervical and uter-
ine cancer, but it is the most lethal. Most occur after
menopause and 11.8% occur before the age of 45
years, generally at an early stage and with a better
prognosis. (1933

How to manage the patient with a

desire to become pregnant?

The evaluation of the patient with a pelvic mass in-
cludes, in addition to anamnesis and physical exam-
ination, an ultrasound performed by an experienced
professional. A family history of ovarian cancer is the
most important risk factor to consider. Although tumor
markers help, they are unspecific; CA-125, alpha-feto-
protein (a-FP), human chorionic gonadotropin (hCG)
and lactate dehydrogenase (LDH) are the most used.
The most frequent histological types in childhood and
adolescence are germ cell types and, in reproductive
adulthood, epithelial types. The patient should be in-
formed that intraoperative frozen section has limita-
tions, with sensitivity and specificity around 90% and
99.5%, respectively. When the frozen section diagnosis
is a borderline tumor, in 21% of the cases the result in
the paraffin will be an invasive tumor.®4 Therefore, the
fertility-sparing surgical planning may change after the
final histopathological result. For this reason, many au-
thors suggest the management of suspicious ovarian
lesions in two steps in patients who wished to main-
tain fertility, awaiting the definitive histopathology
for decision making. Fertility-sparing surgery provides
for preservation of the uterus with or without preser-
vation of the contralateral annex. It is acceptable in
young patients with low-grade stage IA epithelial his-
tology (G1 and G2), non-epithelial germ cell and sex
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cord stromal histology stage IA/IC and low malignant
potential (borderline).®>39 Approximately one-third of
borderline tumors occur in women under 40 years of
age. In stage |, survival rates reach 99%, and unilater-
al salpingo-oophorectomy associated with collection
of peritoneal lavage, omentectomy and biopsy of any
peritoneal alteration is the conservative treatment
option.®>3%) Considering that the definitive histologic
diagnosis may change the therapeutic plan, oocyte or
embryo cryopreservation is advised in patients with an
ovarian tumor suspected of malignancy.

Conservative surgery results

A systematic review of 120 studies resulted in 54% of
pregnancy in patients treated conservatively for bor-
derline tumors.®” According to a recent study, there
was no worse obstetric outcome in pregnancies after
fertility-sparing surgery for ovarian cancer compared
to low-risk pregnancies.®® Complementation of sur-
gery is recommended after termination of pregnancy
for patients with invasive epithelial disease, and is not
necessary for non-epithelial or borderline tumors.

How should follow-up of the patient

with conservative surgery be?

Follow-up is quarterly in the first two years and every
six months between the third and fifth years. Imaging
examination is recommended annually.

The importance of fertility assessment

and assisted reproduction techniques
Patients with cancer and the desire to preserve fer-
tility, when evaluated by a reproduction specialist,
have better conditions for a safe choice, as they re-
ceive information about age and fertility, ovarian
reserve and their reproductive potential. The multi-
disciplinary discussion with clinical oncologist, radio-
therapist, pathologist and psychologist is important
for therapeutic planning and follow-up. In early stag-
es, conservative surgeries are the first fertility-spar-
ing options. However, it may be interesting or even
necessary to add fertility preservation techniques
that include oocyte, embryo or ovarian tissue cryo-
preservation. The first two are more widespread and
in two weeks, ovarian hyperstimulation is performed.
The main difference between these techniques is
that the embryo belongs to the couple, while the
oocyte belongs to the patient. More than half of pa-
tients with a partner prefer oocyte cryopreservation
without fertilization or adhere to both techniques
(oocyte and embryo cryopreservation).?)

Final considerations

Fertility-sparing treatment in women with gynecolog-
ical cancer is premised on the patient’s desire and po-
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tential to become pregnant, although without worsen-
ing the oncological outcome. Careful selection is one
of the most critical phases of this process. The care of
the patient candidate for conservative treatment must
be multidisciplinary in a reference center, and repro-
ductive counseling with a specialist in assisted repro-
duction is recommended. Sentinel lymph node and ul-
trastaging is stimulated in cervical-sparing surgery. The
evaluation of the ovarian reserve and of reproductive
possibilities is performed by a specialist in reproduc-
tion. Assisted reproduction techniques do not compro-
mise the outcome and can add reproductive results to
conservative surgical treatment.

References

1. Stewart K, Campbell S, Frumovitz M, Ramirez PT, McKenzie LJ.
Fertility considerations prior to conservative management of
gynecologic cancers. Int ] Gynecol Cancer. 2021;31(3):339-44.
doi: 10.1136/ijgc-2020-001783

2. Scott AR, Stoltzfus KC, Tchelebi LT, Trifiletti DM, Lehrer EJ, Rao
P, et al. Trends in cancer incidence in US adolescents and young
adults, 1973-2015.JAMANetwork Open.2020;3(12):e2027738.
doi: 10.1001/jamanetworkopen.2020.27738

3. Patel A, Galaal K, Burnley C, Faulkner K, Martin-Hirsch P, Bland
M|, et al. Cervical cancer incidence in young women: a historical
and geographic controlled UK regional population study. Br |
Cancer. 2012;106(11):1753-9. doi: 10.1038/bjc.2012.148

4. Bhatla N, Aoki D, Sharma DN, Sankaranarayanan R. Cancer of
the cervix uteri: 2021 update. Int ] Gynaecol Obstet. 2021;155
Suppl 1:28-44. doi: 10.1002/ijgo.13865

5. Federacdo Brasileira das Associacbes de Ginecologia e
Obstetricia (Febrasgo). Preservacao da fertilidade em mulheres
com cancer ginecoldgico. Sao Paulo: Febrasgo; 2021. (Protocolo
Febrasgo -Ginecologia; n° 95/Comissao Nacional Especializada
em Ginecologia Oncoldgica).

6. Cibula D, Pétter R, Planchamp F, Avall-Lundqvist E, Fischerova
D, Haie Meder C, et al. The European Society of Gynaecological
Oncology/European Society for Radiotherapy and Oncology/
European Society of Pathology Guidelines for the Management
of Patients with Cervical Cancer. Int | Gynecol Cancer.
2018;28(4):641-55. doi: 10.1097/1GC.0000000000001216

7. Guimardes YM, Godoy LR, Longatto-Filho A, Reis RD.
Management of early-stage cervical cancer: a literature review.
Cancers (Basel). 2022;14(3):575. doi: 10.3390/cancers14030575

8. Salvo G, Ramirez PT, Leitao MM, Cibula D, Wu X, Falconer H, et
al. Open vs minimally invasive radical trachelectomy in early-
stage cervical cancer: International Radical Trachelectomy
Assessment Study. Am | Obstet Gynecol. 2021;226(1):97.e1-
16. doi: 10.1016/j.ajog.2021.08.029

9. Segarra-Vidal B, Persson ], Falconer H. Radical trachelectomy
Int ] Gynecol Cancer. 2021;31(7):1068-74. doi: 10.1136/ijgc-
2020-001782

10. Zhang Q, Li W, Kanis M|, Qi G, Li M, Yang X, et al. Oncological and
obstetrical outcomes with fertility-sparing treatment of cervical
cancer: a systematic review and meta-analysis. Oncotarget.
2017;8(28):46580-92. doi: 10.18632/oncotarget.16233

11. Schmeler KM, Pareja R, Lopez Blanco A, Fregnani JH, Lopes A,
Perrota M, et al. ConCerv: a prospective trial of conservative
surgery for low-risk early-stage cervical cancer. Int ] Gynecol
Cancer. 2021;31(10):1317-25. doi: 10.1136/ijgc-2021-002921

165 1IN



- Fertility preservation in gynecologic cancer patients

12.

13.
14.
15.
16.
17.
18.
19.

20.

21.
22.

23.

24,
25.

26.

I 166

Gwacham NI, McKenzie ND, Fitzgerald ER, Ahmad S, Holloway
RW. Neoadjuvant chemotherapy followed by fertility sparing
surgery in cervical cancers size 2-4 cm; emerging data and
future perspectives. Gynecol Oncol. 2021;162:809-15. doi:
10.1016/j.ygyno.2021.06.006

Smith ES, Moon AS, O’Hanlon R, Leitao MM Jr, Sonoda Y, Abu-
Rustum NR, et al. Radical trachelectomy for the treatment of
early stage cervical cancer: a systematic review. Obstet Gynecol.
2020;136(3):533-42. doi: 10.1097/A0G.0000000000003952

Bentivegna E, Gouy S, Maulard A, Chargari C, Leary A, Morice
P. Oncological outcomes after fertility-sparing surgery
for cervical cancer: a systematic review. Lancet Oncol.
2016;17(6):€240-53. doi: 10.1016/51470-2045(16)30032-8

Shah ]S, Jooya ND, Woodard TL, Ramirez PT, Fleming ND,
Frumovitz M. Reproductive counseling and pregnancy
outcomes after radical trachelectomy for early stage cervical
cancer. | Gynecol Oncol. 2019;30(3):e45. doi: 10.3802/
jg0.2019.30.e45

Gien LT, Covens A. Fertility-sparing options for early stage
cervical cancer. Gynecol Oncol 2010;117(2):350-7. doi:
10.1016/j.ygyno.2010.01.039

Speiser D, Mangler M, Kéhler C, Hasenbein K, Hertel H, Chiantera
V, et al. Fertility outcome after radical vaginal trachelectomy:
a prospective study of 212 patients. Int | Gynecol Cancer.
2011;21(9):1635-9. doi: 10.1097/IGC.0b013e3182230294

Marques RM, Tsunoda AT, Dias RS, Pimenta |M, Linhares |C,
Ribeiro R. Robotic uterine transposition for a cervical cancer
patient with pelvic micrometastases after conization and pelvic
lymphadenectomy. Int ] Gynecol Cancer. 2020;30(6):898-9. doi:
10.1136/ijgc-2020-001250

International Agency for Research on Cancer. Cancer today
[Internet]. 2020 [cited 2022 Feb 7]. Available from: https://
gco.iarc.fr/today/home

Koskas M, Amant F, Mirza MR, Creutzberg CL. Cancer of the
corpus uteri: 2021 update. Int ] Gynaecol Obstet. 2021;155
Suppl. 1:45-60. doi: 10.1002/ijgo.13866

Concin N, Matias-Guiu X, Vergote I, Cibula D, Mirza MR, Marnitz
S, et al. ESGO/ESTRO/ESP guidelines for the management
of patients with endometrial carcinoma. Radiother Oncol.
2021;154:327-53. doi: 10.1016/j.radonc.2020.11.018

Qin Y, Yu Z, Yang J, Cao D, Yu M, Wang Y, et al. Oral
progestin treatment for early-stage endometrial cancer: a
systematic review and meta-analysis. Int ] Gynecol Cancer.
2016;26(6):1081-91. doi: 10.1097/1GC.0000000000000723

Simpson AN, Feigenberg T, Clarke BA, Gien LT, Ismiil N,
Laframboise S, et al. Fertility sparing treatment of complex
atypical hyperplasia and low grade endometrial cancer using
oral progestin. Gynecol Oncol. 2014;133(2):229-33. doi:
10.1016/j.ygyno.2014.02.020

Kesterson |P. Fertility preservation in patients with endometrial
carcinoma [Internet]. 2022 [cited 2022 Jul 22]. Available from:
https://[www.uptodate.com/contents/fertility-preservation-
in-patients-with-endometrial-carcinoma

Lucchini SM, Esteban A, Nigra MA, Palacios AT, Alzate-Granados
JP, Borla HF. Updates on conservative management of
endometrial cancer in patients younger than 45 years. Gynecol
Oncol. 2021;161(3):802-9. doi: 10.1016/j.ygyno.2021.04.017

Li J, Zhu Q, Yang B, Ning C, Liu X, Luo X, et al. Risk factors
for ovarian involvement in young and premenopausal
endometrioid endometrial cancer patients. Eur | Obstet
Gynecol Reprod Biol. 2018;222:151-4. doi: 10.1016/j.
ejogrb.2018.01.030

27.

28.

29.

30.

31.

32

33.

34.

35.

36.

37.

38.

39.

© 2023. Federacao Brasileira de Ginecologia e Obstetricia. All rights reserved.

Matsuo K, Machida H, Shoupe D, Melamed A, Muderspach
LI, Roman LD, et al. Ovarian conservation and overall survival
in young women with early-stage low-grade endometrial
cancer. Obstet Gynecol. 2016;128(4):761-70. doi: 10.1097/
AOG.0000000000001647

Laurelli G, Falcone F, Gallo MA, Scala F, Losito S, Granata V, et
al. Long-term oncologic and reproductive outcomes in young
women with early endometrial cancer conservatively treated:
a prospective study and literature update. Int ] Gynecol Cancer.
2016;26(9):1650-7. doi: 10.1097/1GC.0000000000000825

Pal N, Broaddus RR, Urbauer DL, Balakrishnan N, Milbourne
A, Schmeler KM, et al. Treatment of low-risk endometrial
cancer and complex atypical hyperplasia with the
levonorgestrel-releasing intrauterine device. Obstet Gynecol.
2018;131(1):109-16. doi: 10.1097/AOG.0000000000002390

Novikova OV, Nosov VB, Panov VA, Novikova EG, Krasnopolskaya
KV, Andeeva YY, et al. Live births and maintenance with
levonorgestrel 1UD improve disease-free survival after
fertility-sparing treatment of atypical hyperplasia and early
endometrial cancer. Gynecol Oncol. 2021;161(1):152-9. doi:
10.1016/j.ygyno.2021.01.001

Herrera Cappelletti E, Humann ], Torrejon R, Gambadauro P.
Chances of pregnancy and live birthamong women undergoing
conservative management of early-stage endometrial cancer:
a systematic review and meta-analysis. Hum Reprod Update.
2022;28(2):282-95. doi: 10.1093/humupd/dmab041

Janda M, Robledo KP, Gebski V, Armes |E, Alizart M, Cummings M,
et al. Complete pathological response following levonorgestrel
intrauterine device in dlinically stage 1 endometrial
adenocarcinoma: results of a randomized clinical trial. Gynecol
Oncol. 2021;161(1):143-51. doi: 10.1016/j.ygyno.2021.01.029

Hanatani M, Yoshikawa N, Yoshida K, Tamauchi S, lkeda Y,
Nishino K, et al. Impact of age on clinicopathological features
and survival of epithelial ovarian neoplasms in reproductive
age. Int ] Clin Oncol. 2020;25(1):187-94. doi: 10.1007/s10147-
019-01550-7

Ratnavelu ND, Brown AP, Mallett S, Scholten R], Patel A,
Founta C, et al. Intraoperative frozen section analysis for the
diagnosis of early stage ovarian cancer in suspicious pelvic
masses. Cochrane Database Syst Rev. 2016;(3):CD010360. doi:
10.1002/14651858.CD010360.pub2

Ovarian cancer/Fallopium tube cancer/Primary peritoneal
cancer. Clinical Practice Guidelines in Oncology (NCCN
guidelines). Version 1.2022 [Internet]. 2022 [cited 2022 Fev 7].
Available from: https:/[www.nccn.org/guidelines/guidelines-
with-evidence-blocks

Berek |S, Renz M, Kehoe S, Kumar L, Friedlander M. Cancer of the
ovary, fallopian tube, and peritoneum: 2021 update. Int | Gynecol
Obstet. 2021;155 Suppl 1:61-85. doi: 10.1002/ijgo.13878

Darai E, Fauvet R, Uzan C, Gouy S, Duvillard P, Morice P.
Fertility and borderline ovarian tumor: a systematic review of
conservative management, risk of recurrence and alternative
options. Hum Reprod Update. 2013;19(2):151-66. doi:
10.1093/humupd/dms047

Nitecki R, Clapp MA, Fu S, Lamiman K, Melamed A, Brady P,
et al. Outcomes of the first pregnancy after fertility-sparing
surgery for early-stage ovarian cancer. Obstet Gynecol.
2021;137(6):1109-18. doi: 10.1097/A0G.0000000000004394
European Society of Human Reproduction and Embryology.
Female fertility preservation: guideline [Internet]. Strombeek-
Bever: ESHRE; 2020 [cited 2022 Fev 7]. Available from: www.
eshre.eu/guidelines

FEBRASGO POSITION STATEMENT


http://www.eshre.eu/guidelines
http://www.eshre.eu/guidelines

Pessini SA, Carvalho JP, Reis R, Pereira Primo WQ -

Suzana Arenhart Pessini' ©®
1-Universidade Federal do Rio Grande do Sul, Porto Alegre, RS,
Brazil.

Jesus Paula Carvalho? ®
2-Universidade de Sao Paulo, Sao Paulo, SP, Brazil.

Ricardo dos Reis®? ®

3-Hospital de Cancer de Barretos, Barretos, SP, Brazil.

Agnaldo Lopes da Silva Filho* ®
4-Universidade Federal de Minas Gerais, Belo Horizonte, MG,
Brazil

Walquiria Quida Salles Pereira Primo® ®
5-Universidade de Brasilia, Brasilia, DF, Brazil.

Conflicts of interest: none to declare.

National Commission Specialized in Gynecologic Oncology of the

Brazilian Federation of Gynecology and Obstetrics Associations
(Febrasgo)

FEBRASGO POSITION STATEMENT © 2023. Federagdo Brasileira de Ginecologia e Obstetricia. All rights reserved.

President:
Walquiria Quida Salles Pereira Primo

Vice-president:
Suzana Arenhart Pessini

Secretary:
Jesus Paula Carvalho

Members:

Angélica Nogueira Rodrigues
Caetano da Silva Cardial

Delzio Salgado Bicalho

Eduardo Batista Candido

Etelvino de Souza Trindade

Fernando Maluf

Francisco José Candido dos Reis
Georgia Fontes Cintra

Marcia Luiza Appel Binda

Mirian Helena Hoeschl Abreu Macedo
Renato Moretti Marques

Ricardo dos Reis

Sophie Francoise Mauricette Derchain
Heloisa de Andrade Carvalho
Filomena Marino Carvalho

167 1IN


https://orcid.org/0000-0003-0811-3707
https://orcid.org/0000-0003-4495-057X
https://orcid.org/0000-0002-8271-3690
https://orcid.org/0000-0002-8486-7861
https://orcid.org/0000-0002-3626-1128




