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Principles of screening’
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The emerging epidemic of endometrial cancer: time to take action

Emma Crosbie, Jo Morrison

Cochrane Database of Systematic Reviews

Cochrane Database of Systematic Reviews 2014;(12):ED000095 https://doi.org/10.1002/14651858.ED000095

Publication date: 22 December 2014

Endometrial cancer is the fifth most common cancer in women, affecting 318,000 women per year globally.[1] Incidence is higher than for ovarian cancer and is increased in developed nations, reflecting differences in lifestyle
risk factors.[1] In the UK, endometrial cancer is the fourth most common cancerin women, but there is little public awareness about the disease,[2] and thereis no endometrial cancer charity in the UK. There is also very little
research effort oninternational level: a simple PubMed search using the term ‘endometrial cancer’ revealed 28,218 references, compared with 85,926 for ‘ovarian cancer’ and 289,989 for ‘breast cancer’.

The incidence of endometrial cancer is rising, and more women are now dying from the disease, despite improvements in overall survival.[3] Most of the increase in incidence is due to low-grade Type 1 cancers. These are
largely caused by excess oestrogen, unopposed by progesterone, and the main risk factor is obesity.

Body mass index (BMI) is the main driver for the increasing incidence in endometrial cancer globally.[4] However, survival from the more aggressive Type 2 cancers is decreasing.[3] Thereis therefore an urgent need for research
into the aetiology, screening, prevention, and treatment of this disease.

Overall survival rates for endometrial cancer are good. In England, 77.7% of women are expected to survive their disease for five years or more.[5] However, survival stage-for-stage is similar to ovarian cancer; five-year survival
is around 85% for stage | tumours, compared with 25% for women diagnosed with stage IV disease.[6] The overall relatively favourable survival may be one explanation for the lack of research and fundingin this area. Another
reason may be thatitis commonly a disease of older women, who attract less media attention and may be less likely to discuss gynaecological problems, similar to the silence surrounding breast cancer 30 years ago. Whatever
the reason, women are dying due to this relative lack of attention and research.

The emerging epidemic of endometrial cancer: time to take action (Editorial)
Copyright © 2014 The Cochrane Collaboration | Published by John Wiley & Sons, Ltd. | https://doi.org/10.1002/14651858.ED000095
www.cochranelibrary.com

* Crosbhie E, Morrison J. Cochrane Database Syst Rev. 2014.
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Survival rates remain low for patients with
advanced® or recurrent EC

EC in the 2020s
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EC, endometrial cancer.

1. World Health Organization International Agency for Research on Cancer. Accessed from: https://gco.iarc.fr/today/data/factsheets/cancers/24-Corpus-uteri-fact-sheet.pdf . 2. Colombo N et al. Ann Oncol.
2016;27;16-41. 3. Huijgens A, Mertens H. Facts Views Vis ObGyn. 2013;5:179-186; 4. Cancer Research UK. Uterine cancer survival statistics. Accessed from: https://www.cancerresearchuk.org/health-
professional/cancer-statistics/statistics-by-cancer-type/uterine-cancer/survival#theading-Three .
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EC, endometrial cancer; NSMP, no specific molecular profile; PFS, progression-free survival; POLE, DNA polymerase epsilon; TCGA, The Cancer Genome Atlas; TP53, tumor protein p53




{\ Upregulation of the PD-

1/PD-L1 immune
inhibitory axis
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FoxP3, Forkhead box P3; MMR, mismatch repair; PD, programmed
death-1; PD-L1, programmed death-ligand 1




PORTEC 3 - molecular markers
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5-year RFS: 100% (CTRT) v 96.6% (RT) w ‘, 5-year RFS: 58.6% (CTRT) v 36.2% (RT) l ‘, 5-year RFS: 68.0% (CTRT) v 75.5% (RT) l { 5-year RFS: 79.7% (CTRT) v 67.7% (RT)

HR, 0.02; 95% Cl, < 0.01 to >105; HR, 0.52; 95% Cl, 0.30 to 0.91; HR, 1.29; 95% Cl, 0.68 to 2.45; HR, 0.68; 95% Cl, 0.36 to 1.30;
P, = .637 P, = .637 P =.429 P =.246
*  POLE mut: Excellent prognosis, regardless of adj. treatment *  MMRd: Intermediate prognosis, no benefit from adj chemotherapy
* P53abn: Worst prognosis; greatest benefit from adj chemotherapy * NSMP: Intermediate prognosis, maybe some benefit (ns)

CTRT, chemoradiotherapy; HR, hazard ratio; MMRd, Mismatch repair deficient; NSMP, no specific molecular profile; p53abn, p53
abnormal; POLE, DNA polymerase epsilon; POLEmut, POLE ultramutated; RFS, recurrence-free survival; RT, radiotherapy

* Leon-Castillo et al, 2020, J Clin Oncol 38:3388-3397



PORTEC 3 — molecular markers
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**Leon Castillo et al, J Pathol 2020

EC, endometrial cancer; MMRd, Mismatch repair deficient; NSMP, no specific molecular profile p53abn, p53 abnormal; POLE, DNA
polymerase epsilon; POLEmut, POLE ultramutated; RFS, recurrence-free surviva

1. Leon-Castillo et al, 2020, J Clin Oncol 38:3388-3397
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PROMISE Algorithm for molecular classification in
clinical practice’

All Endometrial Carcinomas

(regardless of histological type, including
carcinosarcoma)
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|

p53 status —
—> p53 abnormal —> p53abn EC



Paradigm Shift in Endometrial Cancer
Classification’

Endometrial Cancer

Endometrioid, Serous, Clear | |
Surrogate Marker Tests: Cell, Dediff EC

v

. Molecular testing not performed
POLE wildtype or

POLE sequencing POLE pathogenic non-pathogenic POLE variant OR inconclusive

Ill v
[ 1 EEC, NOS
MMR-IHC —  MMR deficient MMR proficient SEC, NOS
l CCC, NOS
: | 1 I DEC, NOS

P53-1HC P53 normal P53 abnormal
\4

| . |
POLE mut EC MMRd EC NSMP EC P53mut EC

Adapted from Vermij et al. Histopathology. 2020.

EC, endometrial cancer; IHC,immunohistochemistry ; NSMP, no specific molecular proﬁle; POLE, DNA polymerase epsilon; POLE, DNA polymerase epsilon mutated; P53, protein p53

1. Vermij L et al. Histopathology. 2020;76(1):52-63.
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v
< Low Grade ) High Grade Endometroid idual y
regardless of 3MMRd/*NSMP P53 abnormal L s U Residual
. disease K
High grade W depth N 1/IVA disease
EAZARd/TS%I: J > Endometroid
ndometroid: GRADE 1 & myometrial invasion P53 abnormal
1LvsI 3MMRd/ *NSMP P53 abnormal 3MMRd/ *NSMP IVB
Non-Endometroid Negative )
Myometrial .
invasion? ) :f YES
Myometrial
Invasion
INTERMEDIATE |NTE:|\I/|GE|-|I)|ATE 3MMRd/ *NSMP HIGH RISK ‘ Ad\;antcetc-ll |
Myometrlal RISK / metastatic
invasion (polyp) v ¢
even if - Consider adj t /
. onsider adjuvan Options of pre-operative,
P53 abnormal Vaginal SEBRT chemotherapy neo-adjuvant Chemotherapy/
Brachytherapy Post operative SEBRT
(Concurrent or

Adapted from Al-Booz H. Int J Gynecol Cancer 2021.

X X followed by chemotherapy
sequential) with °EBRT

EBRT, external beam radiation therapy; LVSI, lymphovascular space invasion; MMRd, mismatch repair deficient; NSMP,
no specific molecular profile; ER, estrogen receptor; LVSI, lymphovascular space involvement; p53abn, mutated
tumour protein p53; POLE, DNA polymerase epsilon;

 Al-Booz H. IntJ Gynecol Cancer. 2021;31(9):1313-1314.



FIGO 2023 staging system prognostic risk
groups’

Molecular classification

POLEmut dMMR NSMP low-grade+ERpos NSMP high-grade/ERneg* p53abn

Confined to the uterine corpus

No myoinvasion, limited to polyp/endometrium IAm POLEmut 1Al 1Al 1Al IC

Myoinvasion <50%, no/focal LVSI IAm POLEmut 1A2 1Al

Myoinvasion >50%, no/focal LVSI IAm POLEmut 1B 1B
Confined to the uterus (uterine corpus * cervical invasion)

Cervical stromal invasion, no/focal LVSI |IAm POLEmut 1A 1A

Uterine corpus * cervical invasion, substantial LVSI** IAm POLEmut 1133 11B

Local and/or regional spread beyond uterus
Spread to ovary or fallopian tube (except for #)
Involvement of uterine subserosa or spread through the uterine serosa
Metastasis or direct spread to the vagina and/or the parametrium
Metastasis to the pelvic peritoneum
Metastasis to the pelvic lymph nodes
Metastasis to the para-aortic lymph nodes
Locally advanced
Invasion of bladder mucosa and/or intestinal mucosa
Low-grade endometrioid carcinoma of both the endometrium + ovary #

Myoinvasive <50%, no/focal LVSI, overian tumour pT1a
Metastatic or residual disease after surgery

Local and/or regional spread with residual disease 11l with residual disease
Invasion of bladder musosa and/or intestinal mucosa with residual disease IVA with residual disease
Peritoneal metasis beyond pelvis IVB
Distant metastasis IVC

Table adapted from Concin et al. 20251
Green denotes low risk for recurrence; yellow denotes intermediate risk; orange denotes high-intermediate risk and red denotes high risk; grey denotes uncertain risk classification because of lack of data.
2023 FIGO stage IIC carcinomas other than p53 abnormal are not depicted in this table.

When molecular classification is known, the FIGO stage should be reported with an annotation of m (for molecular) followed by the specific molecular subtype. There are two specific molecularly defined FIGO stages, namely stage IAm POLEmut (stages | and Il
disease with a pathogenic POLE mutation) and stage IICm p53abn (stages | and Il disease with a p53 abnormality and myometrial invasion).

*The molecular subgroup NSMP high-grade/ERneg consists of either high-grade NSMP cases or ERneg NSMP cases. Thus, in low-grade endometrioid carcinomas of both the endometrium + ovary, only the ERneg cases of the molecular subgroup NSMP high-
grade/ERneg apply.

**Substantial LVSI is defined according to WHO criteria by 24 vessels in at least one H&E slide.

dMMR, mismatch repair deficient; ER, estrogen receptor; FIGO, International Federation of Gynecology and Obstetrics; LVSI, lymphovascular space invasion; NSMP,
no specific molecular profile; p53abn, mutated tumour protein p53; POLEmut, DNA polymerase epsilon mutation

1. Concin N et al. Lancet Oncol. 2025;26(8):e423-e435- Update 2025. Presented at ESGO 2025, 20-23 Feb, Rome, Italy



SIMPLIFIED BAGP/BGCS POLE NGS
Testing guidance’

All endometrial ¢ as regardless of histological type
( N\
BIOPSY: MMR normal, p53 normal or _ POLE NGS testing NOT

MMR L G1/G2 endometrioid ) RECOMMENDED
p53 ( A

ER MMR abnormal, p53 abnormal or POLE NGS testing

IHC on all cases L Grade 3/high grade ) g RECOMMENDED

( ) ( ) }——»' ER positive N POLE NGS testing NOT
No or focal LVSI RECOMMENDED
Grade 1 o'r.2 > ER negative
endometrioid ) g
—>| Substantial LVSI
> STAGE 1A E— )
) rade
SURGICAL
STAGING —J Non-endometrioid ) " tl)'-_iECOMI\{lEND.ED |
L ) if biopsy not previously
(Histological assessment) f ) tested)
—> STAGE 1B or 2
1 POLE NGS testing only i
—J STAGE 3 or 4 Tz @l

recommended by MIDT

BAGP, British Association of Gynaecological Pathologists; BCGS, British Gynaecological Cancer Society; ER, estrogen receptor; G, grade; IHC,
immunohistochemistry; LVSI, lymphovascular space invasion; MDT, multidisciplinary team; MMR, mismatch repair; NGS, next generation sequencing; POLE,
DNA polymerase epsilon

e QOakninAetal. Ann Oncol. 2022;33;860-877
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Clinical outcomes of patients with POLE mutated endometrioid ®
endometrial cancer ons |

Marina Stasenko ?, Irina Tunnage °, Charles W. Ashley °, Maria M. Rubinstein ¢,

Alicia J. Latham “ 9, Arnaud Da Cruz Paula °, Jennifer J. Mueller * ¢, Mario M. Leitao Jr. *¢,
Claire F. Friedman “, Vicky Makker “¢, Robert A. Soslow ™, Deborah F. DeLair ¢,

David M. Hyman ¢, Dimitriy Zamarin ¢, Kaled M. Alektiar “', Carol A. Aghajanian ¢,
Nadeem R. Abu-Rustum ¢, Britta Weigelt ™ ¢, Karen A. Cadoo ¢

2 Department of Surgery, Memorial Sloan Kettering Cancer Center, New York, NY, USA

" Department of Pathology, Memorial Sloan Kettering Cancer Center, New York, NY, USA

< Department of Medicine, Memorial Sloan Kettering Cancer Center, New York, NY, USA

9 Weill Medical College of Cornell University, New York, NY, USA

© Department of Pathology, NYU Langone Medical Center, New York, NY, USA
 Radiation Oncology, Memorial Sloan Kettering Cancer Center, New York, NY, USA

ABSTRACT

Objectives: Assess outcomes of a clinical cohort of patients with endometrioid endometrial cancer (EEC)
harboring somatic POLE exonuclease domain mutations (EDMs).
Methods: Patients were consented to a protocol of tumor-normal massively parallel sequencing of 410
—468 cancer related genes. EECs subjected to sequencing from 2014 to 2018 were reviewed. Tumors with
somatic POLE EDMs were identified. EECs were assessed for microsatellite instability (MSI) using MSI-
sensor and immunohistochemical analysis for mismatch repair (MMR) proteins.
Results: Of the 451 EECs sequenced, 23 had a POLE EDM (5%): 20 primary and 3 recurrent tumors
sequenced. Nineteen cases (83%) were stage I/Il and 4 (17%) were stages III/IV. Thirteen EECs (57%) were
of FIGO grades 1/2, 10 (43%) grade 3. All patients were treated with surgery and 17 (89%) received
adjuvant therapy. Five (22%) demonstrated loss of DNA MMR protein expression, none were due to Lynch
syndrome. MSIsensor scores were conclusive for 21 samples: 19 were microsatellite stable and 2 MSI-
high. After median follow-up of 30 months, 4/23 (17%) developed recurrences: 3 with initial grade 3
stage [ and 1 with grade 1 stage IIl disease. One patient with grade 2 stage IV EEC had progressive disease
after treatment.
Conclusions: Patients with POLE EDM EEC have been shown to have a favorable prognosis. In this real-
world cohort of patients, de novo metastatic disease and recurrences in initially uterine-confined cases
were observed. Further research is warranted before incorporating the presence of POLE EDM into
decision-making regarding adjuvant therapy.

© 2019 Elsevier Inc. All rights reserved.
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What is Lynch syndrome?

[ Lynch syndrome is an autosomal dominant cancer predisposition syndrome arising from a w
dysnfunctional DNA mismatch repair (MMR) system

( Up to 95% of Lynch syndrome carriers are unaware W

g
Lynch syndrome may occur in up to 1 in 278 people
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making it the most common inherited cause of cancer

DNA, deoxyribonucleic acid; MMR, mismatch repair
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The proportion of endometrial tumours
associated with Lynch syndrome (PETALS): A
prospective cross-sectional study
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The Manchester International Consensus Group
recommendations for the management of gynecological
cancers in Lynch syndrome

Emma J. Croshie, PhD o 23, Meil A. 1. Ryan, MBChB", Mark J. Arends, PhD®, Tjalling Bosse, PhDE,
John Burn, MI'.'I'"", Joanna M. Cornes, B5¢, Robin Crawford, MD®, Diana Eccles mMD™,
lan M. Frayling, PhD" . Sadaf Ghaem-Maghanmi, PhD™, Heather Hampel M5'3, Moah D. Kauff, MD™,
Henry C. Kitchener, MD', Sarah J. Kitson, PhD', Ranjit Manchanda, PhD'S
Raymond F. T. McMahon, MD'S, Kewin J. Monahan, PhD', Usha Menon, MD'®, P3| Meller, PhD92021,
Gabriela Maslein, MD*!, Adam Rosenthal, PhD™, Peter Sasieni, PhD™, Mourad W. Seif, MD'7,
Naveena Singh, MD™, Pauline Skarrott, MBChB™, Tristan M. Snowsill, PhD™*2, Robert Steele, MD™,
Mare Tischkowitz, MD™** Manchester International Consensus Group, and
D. Gareth Evans, MD o 343

Purpose: There are no inermatonally agresd opon dindal
guiddines as to which women with gynecological cancer would
henefit friom Lynch syndrome sorneening or how best to manage the:
risk of gmecologal cancer in women with Lynch spndn

syndrome and {2} how this should be done, (3) whether there was
a mle for gyneonlogical surveillance in women at risk of Lyndh
syndrome, and (4} what preventve measores shoold be reonm-

The Manchester Iniernational Consenss Group was comvened in
Aprill 2017 o address this onmet nead. The aim of the Groap was
o dewelop dear and comprehensive clinical goidance regarding
the: management of the grneonlogical ssqueas of Lyndh syndrame:
bassd on existing ewdence and expent opinden from meadizal
professionals and patents

Methods: Saksholdars fram Europe and Naorth America worked
together oner a two-day workshop io achleve oonsensos on best
practice.

Results: Goidance was developed in four key areas (1) whether
women with ggnecological cancer shonld be soreened for Lynch

ded for with Lynch syndrome o redoce their risk
of gyneonbogical cancer.
Conclusionc This doooment provides comprehensie  dinial
guidance that can be referenced by both patients and clinicians
#0 that woamen with Lyndh syndrome can expat and recehe
approp rigte sandards of care

Genetics in Madicine (2019 hipa//dolorg 10 1EBE 341486015
oESy

Keywords: Lyndh syndmme. endometridl cancer sossning
surveillance goidance

* Croshie EJ et al. Genet Med. 2019;21(10):2390-2400
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Read about our approach to COVID-19

Testing strategies for Lynch syndrome in people with endometrial cancer

Home 2 NICE Guidance » Conditionsand diseases » Cancer » Endometrial cancers

. Testing strategies for Lynch syndrome in people with
Draft SW pathway for MMR IHC for endometrial cancer (DG42) endometrial cancer

For the identification of patients with Lynch Syndrome Diagnostics guidance [DG42] ~ Published date: 28 October 2020 gesister asa stakehoider

C MDT/ Clinical team >

All patients with suspected endometrial tumours being biopsied/resected — given information leaflet

Local Cell All endometrial tumour biopsy or
Pathology laboratories resection specimens (FFPE) for MMR IHC

(MLH1, MSH2, PMS2, MSH6)

~ \

No loss of staining
— / Loss of MSH2, MSH6 or isolated PMS2 Loss of MLH1 or MLH1+PMS2 SWGLH

v
(" h v J

l\C/IeI:I)ITjaIt.h.reT:rt to. Cell Path report to MDT/clinilcal team:
clinicalteam. MMR (MSH2, MSH6 or PMS2) deficient
MMR proficient Lynch .

Lynch syndrome likley

y

Send sample to SWGLH (NBT) for MLH1
methylation analysis

syndrome unlikley v v
- J
In the presence of a stron Send sample to SWGLH (NBT) for MLH1 Cell Path report to MDT/clinical team:
. - & methylation analysis MMR (MLH1) deficient but MLH1
clinical or family history hypermethylated

referral to clinical genetics

should be considered even if
MMR IHC proficient. MDT/clinical team to consider referral to Clinical

Lynch syndrome unlikely

Genetics

IHC, immunohistochemistry; MDT, multidisciplinary team; MMR, mismatch repair



An audit of current endometrial cancer mismatch repair testing
and onward genetic referral in the United Kingdom and Republic
of Ireland between March 2022 to March 2023.

WIONONIRG

2353 91% 28% 55% <1%

Number of endometrial Of endometrial cancers Of tested endometrial Of those who should Of this cohort had
cancers included in this had tumour-based MMR  cancers were MMR have had genetic testing  confirmed Lynch
audit testing deficient had recorded germline syndrome. (The
results prevalence should be
3%')

Fifteen centres contributed data

MMR, mismatch repair




An audit of current endometrial cancer mismatch repair testing
and onward genetic referral in the United Kingdom and Republic
of Ireland between March 2022 to March 2023

-
Outcomes of Tumour Based Testing Referral to Genetics when indicated
Yes FHx ]
000000000 E Abnormal Yes Age -
0000000000 (3 Abnomal (Hypermethylated)  Yes Other Cancer—
Q000000000 B Normal Yes Tumour - ]
000000000 Bl Not Known No
0000000000 [ No Testing NK
0000000000 3 Failed
000000000 Known LS
0000000000 Declined
000000000
2990000000 0 50 100 15
Number
e o Of endometrial cancers had o Of those who should have had genetic
2353 @ @ 9 1 A) tumour-based MMR testing 55 A) testing has recorded germline results
Number of endometrial 55% <1% (n=2353) (n=2353)
cancers in:lu:‘.:ed in this M= e

Ll

genetic test
had recordad germline syndrame. (The
results ould be

MMR, mismatch repair




The English National Lynch Syndrome transformation project: an
NHS Genomic Medicine Service Alliance (GMSA programme)’

Kevin J Monahan, Neil Ryan, Laura Monje-Garcia, Ruth Armstrong, David N Church, Jackie Cook, Alaa Elghobashy, Fiona Lalloo, Sally Lane, Frank D McDermott,
Tracie Miles, Steven A Hardy, Adele Tyson, Valerie Ya Wen Wang, Anna Kim, Simone Gelinas, Francesca Elmslie, Adam C Shaw

< Cancer Team Meeting with GMSA and CA Lynch support team$ > § Meeting with:
1. Cancer team members: Lynch syndrome champion, cancer
v nurse specialist, pathologist
< Data*: Baseline data from NDRS > 2. Genomic medical service alliance (GMSA) team: Regional
medical lead and regional
v 3. Lynch syndrome nurse
1. Audit current practice 4. Cancer alliance (CA): Project management team
2. Identify bottlenecks and barriers in testing pathways
*Data:
1. National disease registration service (NDRS) monitoring
i Agree Action Plan l framework
2. Audit: Locally performed audit of testing outcomes in 30
Mainstreaming (Optimal) External referral (Alternate) consecutive cancer patients

| é Y |

> Training** J‘ **Training:
1. Online training module completion
2. Participate in national and regional workshops

MMR normal, p53 3. One-one support from GMSA team on site
normal or

G1/G2 endometrioid

_ 1

A 4

A 4

MMR normal, p53 normal
or
G1/G2 endometrioid

MMR normal, p53 normal or
G1/G2 endometrioid

T— Gradual progression to mainstreaming of genetic testing

Figure 1 Flow chart for support of delivery of LS diagnosis by cancer teams (details of this pathway are outlined in the section ‘effective diagnostic delivery with mainstreaming’).

CA, cancer alliance; GMSA, genomic medical service alliance; LS, Lynch syndrome; MMR, mismatch repair; NDRS, National Disease Registration Service

* MonahanKlJ etal. BMJ Oncol. 2023;2(1):e000124



Surgeo

First meet the patient at diagnosis Do the biopsy Central role in MDT

Discuss biomarker

Take FHx Request biomarker testin
g g results and treatment plans

See at recurrence Give post operative results Co-ordinates early care

Onward referral/Treatment implications Onward referral/Treatment implications

This slide reflects speaker experience

FHx: Family history, MDT; multidisciplinary team.



The English National Lynch Syndrome transformation project’

MDT member responsible for dealing with results

4 N

50 = 70 =

45 -
60 -

40
35 50

30 +
40

25
20 - 30 H

15
20

10
10

5 —
0= 0 -

Don’t know Genetics Oncology Other Pathology Surgical CNS Don’t know Pathologist Surgeon
team team team team

. Manage themselves . Other responsible

Figure 2 Cancer multidisciplinary team (MDT) member responsible for (A) receiving and actioned a somatic testing results (B) Respondent’s specialty (blue columns); and opinion
about which specialists they feel should manage these patients (red columns). The majority of respondents felt that someone else should be managing their patients at high risk of
hereditary colorectal cancer (from baselines survey of LS champions). Y-axis=numbers of respondents.

CNS, cancer nurse specialist; LS, Lynch syndrome; MDT; multidisciplinary team.

*  MonahanK]J etal. BMJ Oncol. 2023;2(1):e000124




Mainstreaming

Oncologist

Refers the BC patient to
a genetic counsellor to
discuss BRCA testing

Oncologist

Pathologist, Clinical ‘
Scientist +
Bioinformatician

Laboratory DNA
analysis

Receiving BRCA status +
determines treatment
options

The average waiting l
time for a genetics

inconsistent and
appointment in the UK unsuccessful, with only
is 12-15 weeks 15-30% of eligible
patients being referred
for testing



TAKE home

MMR results save lives

Surgeons are the conductors of the patients journey so should lead:

On biomarker testing } { Biomarker results } { Consider implications




PRACTICE

") Check for updates

The Academic Women's Health Unit,
Translational Health Sciences, Bristol
Medical School, University of Bristol,
Bristol, UK

Department of Obstetrics and
Gynaecology, St Michael's Hospital,
Bristol, UK

Health Economics Group, University
of Exeter Medical School, University
of Exeter, Exeter, Devon, UK

The Lynch Syndrome and Family
Cancer Clinic, St Mark's Hospital and
Academic Institute, Harrow, London,
UK Imperial College London, London,
UK

Department of Gynecologic Oncology
and Reproductive Medicine, The

UNCERTAINTIES

Should women with Lynch syndrome be offered gynaecological cancer
surveillance?
NAJ Ryan, " T Snowsill, * E McKenzie, K] Monahan, “ D Nebgen®

What you need to know

Lynch syndrome is an inherited genetic condition
associated with anincreased risk of endometrial and
ovarian cancer in women

Limited low quality evidence from observational
studies show that gynaecological surveillance detects
cancers in women with Lynch syndrome; but it is
uncertain if this improves survival, and the optimal

University of Texas MD Anderson
Cancer Center, Houston, Texas, USA

testing strategy is not established

* Inform women with Lynch syndrome about their risk
of developing cancer and initiate a discussion about
their preference for risk reducing surgery which is
definitive, or options for annual review and
gynaecological surveillance, explaining their risks
and benefits

Correspondence to NAJ Ryan
neilryan@nhs.net

Cite this as: BMJ2021;374:n2020
httpy//dx.doi.org/10.1136/bmj.n2020
Published: 2 September 2021

Guidelines published in 2020 by the National Institute
for Health and Care Excellence (NICE) recommend
testing for Lynch syndrome in women with

* Ryan N et al. BMJ. 2021;374:n2020

the Prospective Lynch Syndrome database
(http://www.plsd.eu). For a woman with Lynch
syndrome, the lifetime risk of endometrial or ovarian
cancer is 40-60% and 10-17%, respectively, the
incidence increasing with age beyond 40 years.?

Data sources and selection strategy

We searched CENTRAL, Medline, Embase, and the
Cochrane Database of Systematic Reviews for articles in
English from the database inception to February 2021.
Our search yielded 974 records. After removal of
duplicates, 719 were available to screen. Screening was
done by two independent reviewers using the Rayyan
platform (https://www.rayyan.ai). Ofthese, 49 underwent
full title review. Full manuscripts (not conference
abstracts) are summarised in the supplementary table.
All the studies identified were observational in nature.
Our systematic review also identified four guidelines that
addressed gynaecological surveillance in Lynch
syndrome carriers; these are detailed in table 1.




UK, European, US and National Comprehensive Cancer
Network gynaecological surveillance recommendations
for women with Lynch syndrome

Guidelines UK 2019°¢ ESMO 2016’ ASCO 20158 NCCN2021°

Symptom awareness

Education Yes, age 25 Yes Yes Yes
Gynaecological examination Yes Yes Yes
Pelvic ultrasound No Yes Yes Not
CA125 No Not stated No Noft

. . Annually from Annually from Every 1-2 years from age
Endometrial biopsy No age 30-35 age 30-35 30-35
Hyst.erectomy and bilateral Yest Yes Yes Yes
salpingo-oophorectomy
Research needed Yes - -

tCan consider at the physician’s preference. ¥No earlier than 35-40 years and preoperative endometrial biopsy and pelvic ultrasound. United Kingdom (UK) Manchester guidelines (NICE does not
currently offer a recommendation on surveillance), European Society for Medical Oncology (ESMO), American Society of Clinical Oncology (ASCO), National Comprehensive Cancer Network (NCCN).



PREDI-LYNCH funded with 13,6 million Euro

The European initiatitive will develop validated, non-invasive biopsy tests for cancer prediction in people
with Lynch Syndrome.

a
-

% S European
=l —— Commission
| PREDI-LYNCH Project Overview ]
Funding Coordination Partners UK Lead
€13.6 million from the EU Oslo University Hospital 28 organisations across Edinburgh University (€1.4
Horizon Missions programme Europe million share)
Goal Innovation
Early cancer detection in individuals with Lynch syndrome — the Development of an Al-integrated liquid biopsy screening method
most common hereditary cancer syndrome linked to colorectal, using different technologies such — affordable, non-invasive, and

endometrial, and other abdominal cancers. predictive.



Summary

We all need a degree of genetic fluency

Genetic testing saves lives through prevention and treatment

We need to do better in LS screening in endometrial cancer

Gynaecological cancer surveillance is controversial but it maybe we need better tools

Geneticrisk in gynaecological cancer should be managed by an expert supported by an expert MDT




neilryan@ed.ac.uk X@neilajryan

Thank you
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