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Talk Overview

Background:
* Discovery
* Aectiology
* Frequency and cancerrisk

The 4 Lynch Syndromes

Clinical guidelines:
* ldentification
* Cancerrisk management
* Treatment

Improving detection and care



Lynch Syndrome

* Commonest hereditary cancer
syndrome (1 in ~380)

colorectal
gastric

* Highriskand early onset biliary tract
pancreatic

astrointestinal
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Discovery

1895-1913

Family G u
Progenitor
Site Unknown
d. 60y
e ® o v o m m W e
A B C D E F G H \
Site Unknown  Stomach d. 84y d. .26y d. 63y Colon, NOS Rectum Stomach Uterus, NOS
d. 47y d. 64y d. 55y d. 42y d. 60y d. 565y

929 known descendants as of 2005:

CRC SIR =3.20, 95% CI 2.39-4.19

EC SIR=3.51,95% CI 1.92-5.89

Dr Aldred Douglas et al 2005, PMID: 16264161
Scott Warthin




Discovery

1960s-1980s

Hereditary Non-Polyposis
Colorectal Cancer (HNPCC)
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‘ Lynch syndromes | and Il
Dr Henry T. Lynch

Lynch & Krush 1971, PMID: 5088221
Lynch et al 1985, PMID: 4016685



Discovery

~15% CRCs have MSI MMR deficient yeast have MSI
PMMR  dMMR MMRd > MSI
N T N T
germline variants in
— human mutS homolog
I — 2 (MSH2) associated
with MSI HNPCC
D55346 :
Aaltonen et al 1993, PMID: 8484121 Strand et al 1993, PMID: 8371783 Fishel et al 1993, PMID: 8252616
Lothe et al 1993, PMID: 8261392 Leach et al 1993, PMID: 8261515

Thibodeau et al 1993, PMID: 8484122
lonov et al 1993, PMID: 8505985



Aetiology

DNA MMR system

* Highly conserved

Upregulated during S ph

Four principal proteins ir
e MSH2 (MutS)
e MSH6 (MutS)
* MLH1 (Mutl)
e PMS2 (Mutl)

 Single base mismat

Detects and initiates rej
* |nsertion-deletion |

e Detects base modificatic
repair cycling

* Signalsto the wider DNA

increased mutation rate
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Aetiology

Does LS colorectal carcinogenesis follow the classic model?
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Aetiology

Three molecular pathways model colorectal
carcinogenesis in Lynch syndrome

Ahadova, Gallon et al 2018, PMID: 29424427
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Frequency and Cancer Risk

1in ~380 people (0.26%) have LS:
* 1in 421 people, UK Biobank project (388 of 163,516) Hassanin et al 2023, PMID: 36872334

* 11in 354 people, USA All of Us project (615 of 217,824) park et al 2025, PMID: 39788943

| Gene | English LS Registry*

 Gene | UK Biobank | All of Us*

MLH1 2.8% 10.9% MLH1 29.1%

MSH2 3.4% 8.8% differing MSH2 37.2%

MSH6  34.8% 35.4% penetrance MSH6 21.4%

PMS2 59.0% 44.9% PMS2 12.3%
*n =457 with medical records available *n=9030

The English National LS Registry
Huntley et al 2024, PMID: 38356732



Frequency and Cancer Risk
Tumour LS Frequenc LS Risk (cumulative LS Overall Survival
9 4 incidence by 75 years) (10 year)

Colorectal cancer 3.0% Up t0 56.0% 84%
Gastric cancer 1.0% Up to 8.9% 63%
Hepatobiliary tract cancer 3.5% Upto 4.6% 42%
Pancreatic cancer 1.0% Upto 3.7% 17%
Small bowel cancer 7.0% Up to 8.3% 70%
Endometrial cancer 3.0% Up t0 45.7% 92%
Ovarian cancer 1.0% Up to 13.4% 85%

6.5% (upper tract)

Urothelial cancer 0.4% (lower tract) Up to 25.1% 72%

Prostate cancer 0.7% Up to 24.0% 76%
Sebaceous tumour 17.7% ? ?

Brain (glioma) <1% (?) Up to 6.6% 34%

P I s Dominguez-Valentin et al 2023 Gallon et al 2021
PMID: 37181409 PMID: 33499123

The Praspective Lynch Syndromes Database



Freqguency and Cancer Risk

Age at cancer diagnosis
10-20 years earlier than
general population

Population

B3 General population
B3 LS population - predictive

The English National LS Registry
Huntley et al 2024, PMID: 38356732

age first cancer (years)
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The 4 LynCh Syndromes PLs Dominguez-Valentin et al 2023

PMID: 37181409

The Praspective Lynch Syndromes Database
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The 4 LynCh Syndromes PLs Dominguez-Valentin et al 2023

PMID: 37181409

The Praspective Lynch Syndromes Database
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The 4 LynCh Syndromes PLs Dominguez-Valentin et al 2023

PMID: 37181409

The Praspective Lynch Syndromes Database
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The 4 LynCh Syndromes PLs Dominguez-Valentin et al 2023

PMID: 37181409

The Praspective Lynch Syndromes Database
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The 4 Lynch Syndromes

MutS redundancy

* Single base mismatches
* Single base insertion-deletion loops

* Single base insertion-deletion loops
* Multiple base insertion-deletion loops

MutS



The 4 Lynch Syndromes

MutL redundancy

* Primary endonuclease in human MMR

e Less wellunderstood
* Some evidence it contributes to MMR

Secondary endonuclease in human MMR
Role in meiotic recombination

0

MutLy



The 4 Lynch Syndromes

MSHG6-deficient tumours have lower levels of MSI
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The 4 Lynch Syndromes

Colorectal cancerincidence by MMR gene:

Cumulative incidence

HEIDELBERG
UNIVERSITY

MLH1-LS carriers have fewer colorectal adenomas: HOSPITAL
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Advanced colorectal adenoma incidence by MMR gene:

—— MILH1
~— MSH2
—— MSH6

Poverall <.001

PmiH1, msHz < .001 (= .007%)
PwmtH1, msHe = .543 (= .246%)
PwmsHz, msHe = .010 (= .004%)

* adjusted for age at index colonoscopy and country

1 1 1

10 15 20
Years since index colonoscopy

Years since index colonoscopy

Engel et al 2020, PMID: 31926173



The 4 Lynch Syndromes
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The 4 Lynch Syndromes

The 2-in-1 hit hypothesis: HOSPITAL

Normal Non-dysplastic MMR deficiency and Cancer
mucosa mucosa beta-catenin activation
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Guidelines: Identification

>150K LS carriers in the UK... we know of <10%

LS screening of CRC patients:

Test tumour for
MMR function by
MSI| and/or IHC

Test MMRd tumour for
BRAF c.1799 T>A (p.V600E) and/or
MLH1 promoter methylation (if
MLH1-deficient)

Germline genetic testing
of at-risk patients

NICE HealthTech Guidance 430

(previously Diagnostics Guidance 27)

Published 2017

LS screening of EC patients:

Test tumour for
MMR function by
IHC

Test MMRd tumour for

MLH1 promoter methylation
(if MLH1-deficient)

Germline genetic testing
of at-risk patients

NICE HealthTech Guidance 557
(previously Diagnostics Guidance 42)
Published 2020



Guidelines: Identification
Tumour LS Frequenc LS Risk (cumulative LS Overall Survival
9 4 incidence by 75 years) (10 year)

Colorectal cancer 3.0% Up t0 56.0% 84%
Gastric cancer 1.0% Up to 8.9% 63%
Hepatobiliary tract cancer 3.5% Upto 4.6% 42%
Pancreatic cancer 1.0% Upto 3.7% 17%
Small bowel cancer 7.0% Up to 8.3% 70%
Endometrial cancer 3.0% Up t0 45.7% 92%
Ovarian cancer 1.0% Up to 13.4% 85%

6.5% (upper tract)

Urothelial cancer 0.4% (lower tract) Up to 25.1% 72%

Prostate cancer 0.7% Up to 24.0% 76%
Sebaceous tumour 17.7% ? ?

Brain (glioma) <1% (?) Up to 6.6% 34%

P I s Dominguez-Valentin et al 2023 Gallon et al 2021
PMID: 37181409 PMID: 33499123

The Praspective Lynch Syndromes Database



Guidelines: Cancer Risk Management

Colorectal cancer:

 Colonoscopy starting at age 20-25 years (MLH1/MSH?2) or 35 years (MSH6/PMS2),
with1-3 yearly intervals

* More extensive resection to prevent metachronous disease
Seppala etal 2021, PMID: 34043773

Endometrial cancer:

* Uncertain benefit of surveillance (ultrasound, hysteroscopy, biopsy)

* Riskreducing hysterectomy
Seppala et al 2021, PMID: 34043773

Aspirin:
* Prevents half of CRCs (NICE Guideline 151 recommendation 1.1)

* Probable prevention of extra-colorectal LS cancers

Burn et al 2020, PMID: 32534647



Guidelines: Cancer Risk Management

Colorectal cancer 3.0%
Gastric cancer 1.0%
Hepatobiliary tract cancer 3.5%
Pancreatic cancer 1.0%
Small bowel cancer 7.0%
Endometrial cancer 3.0%
Ovarian cancer 1.0%

6.5% (upper tract)

Urothelial cancer 0.4% (lower tract)

Prostate cancer 0.7%
Sebaceous tumour 17.7%
Brain (glioma) <1% (?)

P I s Dominguez-Valentin et al 2023
PMID: 37181409

The Praspective Lynch Syndromes Database

LS Risk (cumulative

S Freauency incidence by 75 years)
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Up t045.7%
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Up to 25.1%

Up to 24.0%
t)

Up to 6.6%

LS Overall Survival
(10 year)

84%
63%
42%
17%
70%
92%
85%

72%

76%
?
34%

Gallon et al 2021
PMID: 33499123



Guidelines: Cancer Risk Management

Tumour LS Frequenc LS Risk (cumulative LS Overall Survival
9 4 incidence by 75 years) (10 year)

Colorectal cancer 3.0%
Gastric cancer 1.0%
Hepatobiliary tract cancer 3.5%
Pancreatic cancer 1.0%
Small bowel cancer 7.0%
Endometrial cancer 3.0%
Ovarian cancer 1.0%

6.5% (upper tract)

Urothelial cancer 0.4% (lower tract)

Prostate cancer 0.7%
Sebaceous tumour 17.7%
Brain (glioma) <1% (?)

P I s Dominguez-Valentin et al 2023
PMID: 37181409

The Praspective Lynch Syndromes Database
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Upto 4.6%
Upto 3.7%
Up to 8.3%
Up t045.7%
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Up to 24.0%
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Up to 6.6%
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Gallon et al 2021
PMID: 33499123



Guidelines: Treatment

CRC:

* Reducedresponse of MMR deficient cancers to 5-FU therapy alone

* More extensive resection to prevent metachronous disease

Other LS cancers:

* Generally managed as per sporadic disease
Seppala etal 2021, PMID: 34043773

CNS tumours:
* No LS-specific guidelines

* Temozolomide notrecommended in CMMRD and should not be used in LS
Colas et al 2024, PMID: 39420201

The immune checkpoint inhibitor (ICl) revolution...



Guidelines: Treatment

MMR deficient cancers are highly immunogenic

Loss of function ~ epeatlength
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Guidelines: Treatment

MMR deficient cancers respond to ICl therapy
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Guidelines: Treatment

MMR deficient cancers respond to ICl therapy
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Guidelines: Treatment

Pan-cancer response to ICl therapy in metastatic disease

100

Ampulla of Vater
Cholangiocarcinoma
Colorectal
Endometrial cancer
Gastroesophageal
Neuroendocrine
Osteosarcoma
Pancreas

Prostate

Small Intestine -100
Thyroid

Unknown Primary

% Change from Baseline SLD
o

Le etal 2017, PMID: 28596308



Guidelines: Treatment

Neoadjuvant ICl allows non-surgical treatment of early stage (I-1ll) cancer

Surgical Outcome
| Pathological complete response
| Residual disease
Complete

response- L !
Near-- ! }

complete
response

Partial - 1 INNNNNy 1 ]
response

Tumor Response

Stable- ‘ 3 | K !
disease I-L
Rectal Urothelial HPB Colon Gastric GE] EG Small Endo- Prostate
(100%) (100%) (100%) (82%) (57%) (33%) (0%) bowel metrial (0%)
(0%) (0%)

Type of Cancer
(% with clinical complete response)

Cercek et al 2025, PMID: 40293177
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The Newcastle MSI-Plus assay:
* Enhanced LS screening of CRC patients

* Urine MSI analysis for the early detection of LS urothelial cancer

The CAPP studies:
* CAPP2 - aspirinvs placebo RCT

* CaPP3 -aspirin dose finding



Screening for Lynch syndrome

» UK NICE Diagnostic Guidance 27 (2017)

‘Molecular testing strategies for Lynch
syndrome in people with colorectal cancer’

Tumour test for
MMR function
\ 4

Tumour test for BRAF c.1799 T>A
(p.V60OE) and/or
MLH1T promoter methylation

Germline genetic testing
of at-risk patients

https://www.nice.org.uk/guidance/dg27

Newcastle NHS

University The Newcastle upon Tyne Hospitals

NHS Foundation Trust

» NHS national audit (2019 data)

* Only44% of CRCs tested for MMR function

e Complete tumour testing had a median
turnaround time of 58 days

* Missed ~700 Lynch syndrome diagnoses
McRonald et al 2024, PMID: 38355963

» Bowel Cancer UK survey

Barrier to Agree
testing

Financial 87%
Staffing 56%
Awareness 15%
Policy 15%

Bowel Cancer UK 2018, “Time to Test”



i@ Newcastle [\'//H
The Newcastle MSI-Plus Assay University The Newcastle upon Tyne Hospitals

Multiplex PCR and sequencing of MSI markers + BRAF/RAS hotspots

<1ng sample DNA

HS VeriFi polymerase
+ .... .'.t .... +

BIOSYSTEMS

3’ target-specific
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adapter sequence
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MSS
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target actionable > massively parallel bespoke variant calling !
biomarkers sequencing . and sample classification
Q

Mss MSI-H
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Gallon et al 2024, PMID: 38962168
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High throughput MSI-Plus testing

University The Newcastle upon Tyne Hospitals

NHS Foundation Trust

Newcastle NHS

In-service from October 2022 (northeast + Cumbria pop. ~3m)

One technologist testing all CRCs
Clinically actionable results for the MDT:

 MSI - response to ICl therapy
 RAS - resistance to anti-EGFR therapy
e MSI + BRAF - Lynch syndrome risk

Gallon et al 2024, PMID: 38962168



High throughput MSI-Plus testing

University The Newcastle upon Tyne Hospitals

NHS Foundation Trust

Newcastle NHS

In-service from October 2022 (northeast + Cumbria pop. ~3m)
One technologist testing all CRCs
Clinically actionable results for the MDT:

 MSI - response to ICl therapy

 RAS - resistance to anti-EGFR therapy
 MSI + BRAF - Lynch syndrome risk

Oct. 2019 -

- 0 0 0
Oct. 2020 multi-test pathway 2104 601 (28.6%) 12 work days 61 (2.9%) 7 (0.3%)
C)Occft 22002223_ MSI-Plus assay 2536 2466 (97.2%) 6 work days 139 (5.5%) 16 (0.6%)

*multi-test: MSI Analysis System V1.2 (Promega) followed by BRAF MassARRAY (Agena)
Gallon et al 2024, PMID: 38962168 1CRCs with tissue available for testing

tpatients with MSI-H+BRAF wild-type CRC



University The Newcastle upon Tyne Hospitals

NHS Foundation Trust

Urothelial cancer

Newcastle NHS

Cancers of the urinary tract epithelial lining
>11,000 cases per year in the UK

Associations: male sex, older age, smoking

1 Upper tract (renal pelvis and ureters)

e uncommon, 5-10% of cases

e poorer prognosis, 60-70% invasive disease at diagnosis
* 6.5% associated with Lynch syndrome

X Lower tract (bladder and urethra)

e common, 90-95% of cases
* better prognosis, 15-25% invasive disease at diagnosis
J * <1% associated with Lynch syndrome

‘European Association of Urology Guidelines on Upper Urinary Tract Urothelial Carcinoma: 2023 Update.
Rouprét et al 2023, European Urology, PMID: 36967359



vNewcastle NHS'|

Unlver81ty The Newcastle upon Tyne Hospitals

NHS Foundation Trust

Lynch syndrome and urothelial cancer

Urothelial cancer (UC) surveillance recommended by EAU Lonati et al 2022, PMID: 34896051
BUT there is no suitable method:

 (Cystoscopy/ureteroscopy is invasive and costly
Vasen et al 2013, PMID: 23408351

e Abdominal ultrasound misses small and ureteric lesions
Tsikitas et al 2023, PMID: 37894407

* Urine cytology has poor sensitivity

» 29% (2/7) urothelial cancers detected during surveillance
Myrhgj et al 2008, PMID: 18389386

* Urinalysisisinsensitive and unspecific
» 19/204 had microscopic haematuria but no urothelial cancer

» 5/204 had no haematuria but developed interval urothelial cancer
Chouhan et al 2022, PMID: 34882627 R




Newcastle NHS

University The Newcastle upon Tyne Hospitals

NHS Foundation Trust

Surveillance by urine MSI-Plus

Urine liquid biopsy:

* Non-invasive, self-collection
|

housing

* Postal delivery to lab - !

CAP: mm— | , =
* Existing seq. assays of cell pellet DNA for bladder cancer = ] oo

titls oater
 Multiplex PCR from cell free DNA = tumour-enriched o :
* Proof of principle Phelps et al 2022 PMID: 35954501 Pl = -

e N

Pilot: Urine MSI-Plus analysis of asymptomatic Lynch syndrome carriers

81/142 (57.0%) MSH?2 (L)PV carriers (aged 30-75 years) accepted invitation

1 exclusion (Case A) - bladder UC diagnosis between enrolment and first sample
75/80 (93.75%) had an MSS urine and no UC diagnosis during follow up (median 18 months, 15-25 months)

5/80 (6.25%) had an MSI-H urine...
\

Hall et al 2025, PMID: 411 38669}




Surveillance by urine MSI-Plus

University The Newcastle upon Tyne Hospitals

NHS Foundation Trust

Newcastle NHS

B Timeline of MSI analysis and clinical interventions
. . ' = —
o |~ QL
Tissue V| pay: 0 61 223 284 A 284 202 378 B 389
3 12
analysed: | @1 a)URS day 284: 5x <1cm UTUC foci. All biopsied.

D thine B) URS day 378: 1x <Smm UTUC focus. Laser ablation. No tissue obtained.

OEVEY @] 020 Ol | — 2 laser ablation = kidney sparing therapy
OTumour - :

Day: 0 33 57 107 129 A 159 176 264 285 401 411 593 B 604
Other:

A) URS day 159: UTUC biopsy * laser ablation
B) URS day 594: Laser ablation of small recurrence. Unable to biopsy. 4 M S I - H U C
S—

[ diagnoses

Day: 0 34 227A 320

Case 2.2

! Clinical
y intervention

—

— 1 previous contralateral UC - RRT

MSI score
scale:

Case 2.3

A) NU day 320 followed by RRT. Post-op urine samples unavailable.
+30 Past medical history of contralateral UTUC and NU.

O [ O N

Day: 0 28 141A 141 143 213 253 318B 361 364 384 C 442

— 1 concurrent MSS RCC + MSI-H BUC

A) Nephrectomy day 141 for RCC B) Cystoscopy day 361: BUC + TURBT
C) Cystoscopy + scar tissue re-resection day 404. No macroscopic disease
-0 but focal residual BUC detected on histological review of scar tissue.

Ms"—. o
Day: 0 17 39 48 632 — 1 false positive

No cancer evident on investigations. Spontaneous resolution of MSI urine.

~ I ONE_ I

Day: A-99 0 15 B 41 119 182

Case 2.4

)
()]
Case 2.5

Case A

— 1 incomplete resection

A) Cystoscopy + TURBT (day -99)
B) Cystoscopy day 15: Persistent BUC. Repeat resection incomplete.

Hall et al 2025, PMID: 41138669
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Surveillance by urine MSI-Plus University The Newcastle upon Tyne Hospitals
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Accuracy statistics for detecting asymptomatic UC in Lynch syndrome:
* sensitivity = 100% (95% ClI: 39.8-100.0%)

* specificity = 99% (95% Cl: 92.9-99.9%)

* PPV =80% (95% CI: 28.4-99.5%)

* NPV =100% (95% CI: 95.2-100.0%)

Hall et al 2025, PMID: 41138669

Future work:

* MUSICaL (UK) and Predi-Lynch (EU) studies

* Health economic analysis

* Establish LS UC surveillance programmes using urine MSI-Plus analysis



CAPP2: Daily aspirin prevents LS cancer

RCT 10 year follow-up (PP analysis)

cumulative incidence

CRC

LS-spectrum cancers

Newcastle
University

Prof. Sir John Burn

—g— Placebo

05 - -@- Aspirin placebo 0.5
—@- 600 mq aspirin o Resistant starch
0.4 HR 0-56 (95% Cl 0-34-0-91); p=0-019 0.4-
03 () 0.3{HR1.10(95% C1,0.69-176) P= 0.69
o
02 1 © 0.2 )
]
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01 4 c 0.1
)
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©) 0
c
o
05 7 HR0-63(95% Cl 0-43-0-92); p=0-018 = 0w o
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03 = O .3 HR 0.42 (95% CI1,0.22-0.81) P = 0.0090
© £
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Years since CAPP2 entry Years since CAPP2 entry

Burn et al 2020, PMID: 32534647 Mathers et al 2022, PMID: 35878732



CaPP3: Low dose aspirin prevents LS cancer

Dose non-inferiority RT

1866 LS carriers:

e 1567 UK
* 141 Australia
» 77 Finland
* 51lsrael
e 43 Spain R
('% CANCER
RESEARCH

CaPP3

Cancer Prevention Programme

75mg daily aspirin

100mg daily aspirin |
:; c blinded dose ©  un-blinded dose

300mg daily aspirin . .
3 " Eiitded dos » 300mg daily aspirin
un-blinded dose

600mg daily aspirin 600mg daily aspirin
——4_—’ blinded dose = un-blinded dose

2 years BLINDED 3 years UNBLINDED

Open Phase: maintain equivalent dose

FPFV2014
End blinded stage 2021
LPLV 2024

Newcastle

University

Prof. Sir John Burn
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CaPP3: Low dose aspirin prevents LS cancer

Cumulative incidence of CRC in CaPP3 Prof. Sir John Burn

600mg group equivalent to CAPP2

o Months to first CRC
° CaPP3600mg  --------- CAPP2 600mg
lp]
Q_
o
(.% cR:éSNE%%RCH 8 — | | | T I I | T T |
©0 10 20 30 40 50 60 70 80 90 100 110
Months
Number at risk
aPP CaPP3600mg 741 648 597 537 502 483 415 324 225 149 58 2
CAPP2 600mg 427 402 377 347 328 315 285 258 245 231 207 182

Cancer Prevention Programme
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CaPP3: Low dose aspirin prevents LS cancer

Lowest CRC incidence in 100mg arm Prof. Sir John Burn

Months to first CRC by arm

o
2
100mg
2 |- 300mg
o '
< — — — 600mg P
= o =
; e
°c8, R
o - 4
S B _
= ; r
— 1 A
= e
S 7
o L
o |-
‘% CANCER 8 | | | | | | | | | |
0O 10 20 30 40 50 60 70 80 90 100
( RESEARCH Months
Number at risk
100mg 559 506 462 424 398 383 342 255 164 108 O
a 300mg 561 513 471 434 412 392 346 268 175 120 O
600mg 741 648 597 537 502 483 415 324 225 149 0O

Cancer Prevention Programme
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CaPP3: Low dose aspirin prevents LS cancer

100mg is non-inferior to 600mg in IRR analyses Prof. Sir John Burn

Incidence Rate Ratio 100mg aspirin versus 600mg

CAPP2 ¢
CaPP3IRR (95% Cl) placebo

¢

ALLLS Cancers ITT 0.95(0.65-1.38)
AlLLS Cancers PP 0.94 (0.55-1.46)
Colorectal Cancers ITT 0.84 (0.48-1.48)
Colorectal Cancers PP 0.74 (0.37-1.46)

All Cancers ITT 0.97(0.69-1.36)

('% CANCER

RESEARCH
AllCancers PP 0.94(0.62-1.44)

1 1 | |
caPP3 Incidence Rate Ratio 0.2 0.5 1.0 115 2.0. 2.7

Cancer Prevention Programme 100mg=600mg Chosen NI limit
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CaPP3: Low dose aspirin prevents LS cancer

Fewer SAEs with lower dose Prof. Sir John Burn

Serious Adverse Events: up to 96 months

100mg 300mg 600mg
Total 26 30 47
Bleeds. 0 (0%) 3 (0.5%) 11 (1.5%)

(all types)

Fisher's exact test, p=0.004

Note: about half of GI bleeds are
( B géSNE%%RCH Not caused by the aspirin

c PP3 SAE-= life threatening or need hospital admission

Cancer Prevention Programme



Take home messages

* Lynch Syndrome is common (1 in ~380 people) BUT we only know of <10%

» high throughput screening for LS will save lives

* There are 4 Lynch Syndromes
» different penetrance, e.g. MSH2-LS at highest risk of “other” LS cancers
» MSH6-LS and endometrial cancer

» distinct molecular/genetic features

« Management of CRC and EC well established BUT neglect of the “other” LS cancers
» new data and new surveillance methods (liquid biopsy)
» ICl revolution for MMR deficient cancers

» low dose aspirin and resistant starch
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