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MRCOG Part 1 Revision Notes 

Lecture 124: Lynch Syndrome 

Cell biology  •  Visual revision edition — follows Lecture 123 (HBOC) 

 

COLOUR CODE USED THROUGHOUT THESE NOTES 

MLH1 / ENDOMETRIAL MSH2 / BOWEL MSH6 / OVARIAN PMS2 SPORADIC / TREATMENT 

 

LEARNING OBJECTIVES — tick off as you go 

☐  Explain mismatch repair, MSI and how IHC pairs guide testing. 

☐  Quote gene-specific cancer risks, especially endometrial. 

☐  Apply the universal endometrial tumour-testing algorithm. 

☐  Plan surveillance, risk-reducing surgery and aspirin by gene. 

☐  Know immunotherapy, variants (Muir–Torre, CMMRD) and reproductive issues. 

1  Genetics 

IN ONE LINE:  Germline loss of one mismatch-repair gene (MLH1, MSH2, MSH6, PMS2 or EPCAM) — AD, ~1 in 
300. Tumours lose the second copy → microsatellite instability. The commonest inherited cause of 
endometrial cancer. 

 
Figure 1. Mismatch repair, MSI and IHC pairs. 

MNEMONIC / MEMORY HOOK 

'Lynch genes: My Mum Makes Pies' — MLH1, MSH2, MSH6, PMS2 (+ EPCAM); partners pair up: MLH1–
PMS2, MSH2–MSH6. 
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2  Cancer Risks 

 
Figure 2. Risk by gene. 

3  Universal Tumour Testing 

 
Figure 3. Endometrial cancer MMR testing pathway. 

• Clinical criteria (Amsterdam II, revised Bethesda) miss many carriers — now support suspicion only; 
universal tumour testing is standard. 
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4  Surveillance and Risk Reduction 

 
Figure 4. Management by gene. 

5  Treatment, Variants and Reproduction 

 
Figure 5. Immunotherapy, variants, reproduction. 

 

★ PEARL 

Every endometrial cancer gets MMR IHC (NICE DG42). MLH1 loss → methylation test; unmethylated or 
MSH2/MSH6/PMS2 loss → germline testing. 

Endometrial cancer is often the sentinel cancer in women with Lynch. Gynae screening is not 
recommended — risk-reducing hysterectomy + BSO from ~35–40 (gene-dependent). 

6  MRCOG Exam Pearls — Last-Minute Page 

Numbers to know 

~1 in 300 
Carrier frequency 

~40–50% 
Endometrial 

(MLH1/MSH2/MSH6) 

~13% 
Endometrial (PMS2) 

~17% 
Ovarian (MSH2) 
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25 / 35 
Colonoscopy start 
(MLH1/MSH2 vs 

MSH6/PMS2) 

2-yearly 
Colonoscopy interval 

35–40 
Hysterectomy + BSO 

~50% 
CRC ↓ with aspirin (CAPP2) 

 

HIGH-YIELD CHECKLIST 

☐  MLH1, MSH2, MSH6, PMS2, EPCAM; AD; ~1 in 300. 

☐  MutSα (MSH2/MSH6), MutLα (MLH1/PMS2); MSI-H. 

☐  Endometrial ≈ bowel risk; sentinel cancer; endometrioid/clear cell ovary. 

☐  Universal IHC: all endometrial (DG42) and colorectal (DG27). 

☐  MLH1 loss → promoter methylation; methylated = sporadic. 

☐  Germline panel + MLPA; Lynch-like → tumour somatic testing. 

☐  Colonoscopy 2-yearly: 25 (MLH1/MSH2), 35 (MSH6/PMS2). 

☐  No gynae screening; TAH + BSO ~35–40; HRT to 51. 

☐  Aspirin (NG151); H. pylori; immunotherapy for dMMR. 

☐  Muir–Torre; CMMRD (biallelic); PGT-M. 

 

Self-assessment — cover the right-hand column 

Question Answer 

Commonest inherited cause of endometrial cancer? Lynch syndrome 

Which proteins pair with MLH1 and MSH2? PMS2 and MSH6 respectively 

Next test after MLH1/PMS2 loss on IHC? MLH1 promoter methylation 

Meaning of methylated MLH1 promoter? Usually sporadic (not Lynch) 

NICE guidance for endometrial MMR testing? DG42 (2020) 

Colonoscopy start for MLH1/MSH2 carriers? Age 25, 2-yearly 

Is annual TVUS + pipelle surveillance recommended? No — no proven benefit 

Risk-reducing surgery? Hysterectomy + BSO from ~35–40 

Drug that reduces bowel cancer in Lynch? Aspirin 

Why do dMMR cancers respond to PD-1 inhibitors? High mutation/neo-antigen load 
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