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Lynch syndrome 
(hereditary nonpolyposis colorectal cancer) 

HNPCC:  

 

Un individuals or families with a 

pathogenic germline autosomal dominant mutation 

 in one of the DNA mismatch repair genes 
  (MLH1, MSH2, MSH6, PMS2)  

Or the EPCAM gene.  

 

Increased risk for developing a variety of ca 
particularly Colorectal, Endometrial, and/or Ov Ca 





RISK FOR EN CA 

Lynch syndrome accounts for 2 -5 % of all En Ca 

the lifetime risk of En Ca  

17 -71 % those with MLH1, MSH2, or MSH6  

13 -15 % those with PMS2, 

2 - 3 % in the general population  

 The wide range in lifetime risk of En Ca in Lynch syndrome: 

 is due, in part, to variation in risk by genotype  

Traditional endo/exogenous hormonal RF appear to play a role 





RISK FOR EN CA 

En Ca is Dx at a younger age in patients with Lynch syndrome  

Study: 

The mean age 47-55 yrs for those with MLH1, MSH2, or MSH6  

The mean age 49-56 yrs for those with PMS2 

The mean age of 60 yrs in those without Lynch syndrome 

Although only 5 %t of En Ca occurs < 40 yrs of age, 

study of 69 patients with Lynch syndrome-associated En Ca,  

18% were Dx < 40 yrs  

 



Clinical features  
 

●Signs and symptoms 

 As in patients without Lynch syndrome,  

AUB is the typical presenting symptom 

 The majority of En Ca are Dx at an early stage 

with a similar favorable prognosis 

 



Clinical features  
 

●Uterine location  

 The distribution of tumor location in the uterus 

 to be slightly# in patients with Lynch syndrome. 

 In most patients with En Ca (with/without Lynch syndrome) 

 the tumor arises in the uterine corpus 

Patients with Lynch syndrome  

Higher proportion of lower uterine segment tumors  

which can be mis Dx by Cx Adenoca 

 



Clinical features 

Study:  

133 patients with lower uterine segment En Ca,  

the prevalence of Lynch syndrome was x7 >  

overall En Ca population (29, 2%) 

 or in young (age <50) , (9%) 

 

The lower uterine segment tumors 

 were higher grade and more invasive than corpus cancer.  

 



Histology 

The majority of Lynch syndrome-associated En Ca 

 Endometrioid histology,  

similar to sporadic En Ca. 

 However, nonendometrioid components reported including: 

 serous carcinoma,  

clear cell carcinoma,  

dedifferentiated carcinoma,  

malignant mixed müllerian tumors 



synchronous or metachronous cancers 

●A synchronous or nonsynchronous (metachronous cancer) common  

Study:  80 patients with Lynch-associated OV Ca 

26%  En Ca;  

35% colorectal cancer; 

7.5% either gastric, small bowel, or urinary tract ca 

Study: 117 patients with Lynch syndrome  

16 (14%) dual primary ca, colorectal and gyn ca (En or Ov) simultaneously  

 101: 52 gyn ca before a colorectal ca Dx, and 49 Dx after. 

 



SURVEILLANCE FOR EN CA 
 

Patients with Lynch syndrome should be informed  

of their increased risk for En Ca 

counseled to promptly seek medical attention for AUB  

Symptomatic patient : En Bx 

Asymptomatic patients, 

NCCN: En Bx Q 1-2 yrs but do not provide a starting age 

ACOG: En Bx Q 1-2 yrs beginning at age 30-35 yrs 

 Up to Date: En Bx annually at age 30-35  

or 5 -10 yrs prior to the earliest age of 1st Dx of Lynch-associated ca of any kind in the family.  

Surv continued until RR hysterectomy is performed 

 



SURVEILLANCE FOR EN CA 

 En Bx the most commonly used screening modality 

 highly sensitive/specific for Dx of pre/malignant En lesions.  

 Study:  

175 patients with Lynch syndrome  

aged ≥35 who underwent surveillance for En Ca  

9 of the 14 patients who developed En Ca, routine En Bx 

Dx earlier stage and higher 10-yr survival (100 vs 92%) 

 Q: If TVUS (ET) sufficient surv in asymptomatic patients with Lynch syn? 

high false-positive and false-negative rate, 

 Q: En BX with hysteroscopy? 

 



STRATEGIES FOR CANCER RISK REDUCTION 
 

RR TH-BSO at completion of childbearing 

 Hysterectomy is effective for preventing En Ca in patients with Lynch Syn 

Prophylactic BSO recommended  

at the time of hysterectomy, regardless of mutation type 

Although the risk for developing Ov Ca is lower than that for En Ca  

and may be lower in PMS2 carriers,  

but no reliable screening test for Ov Caa 

And Ov Ca advanced stage and have a poor prognosis.  

 



STRATEGIES FOR CANCER RISK REDUCTION 

In premenopause: 

prophylactic BSO should include a discussion 

limited data regarding lifetime risk of Ov Ca with specific mutations, 

the risks associated with POF,  

the risks associated with use of HRT  

the risk for peritoneal ca not eliminated, but much lower 

 



STRATEGIES FOR CANCER RISK REDUCTION 

 ●If Lynch syndrome + surgery for tr of colorectal ca: should be offered 
concurrent prophylactic TH-BSO.  

individualized, taking into account the patient's childbearing plans and prognosis. 

 Evidence — Large retrospective cohort study  

315 patients with Lynch syndrome  

61 prophylactic TH 

47 BSO 

400 not undergone a procedure (210 for the analysis of En Ca and 223 for the analysis 
of ovarian cancer) 

Median age at surgery was 41 years 

mean FU 13 years after surgery 

En Ca and Ov ca significantly lower in patients who had undergone risk-reducing 
surgery compared with those who had not.  

 Cost-effectiveness analyses support use of prophylactic surgery   

 



STRATEGIES FOR CANCER RISK REDUCTION 

Other options 

Chemoprevention before completion of childbearing 

 hormonal contraception 

+ surveillance 

Estrogen-progestin contraceptives reduce the risk of both En&Ov ca  

Some guidelines strongly recommend 

RR TAH BSO after completion of childbearing 

rather than continuation of hormonal therapy.  

 



STRATEGIES FOR CANCER RISK REDUCTION 

Data regarding chemoprevention are limited. 

In a study from the Colon Cancer Family Registry  

including 1128 patients, 

 hormonal contraception (oral, implant, injection) for at least 1 yr 

 60% reduction in En Ca risk (hazard ratio 0.39)  

Risk-reducing TH with delayed or no BSO  

may opt to take an OCP until menopause 

 to inhibit ovulation and then undergo BSO 

and Ov Ca surv 

 



SURGICAL PROCEDURE: RR TH BSO 
 

Preop assessment to exclude occult ca: 

●En Bx 

●TVS exam of uterus and adnexa 

●Baseline CA125  

Intraop procedures 

Based on patient characteristics and the surgeon's preference. 

 If possible, MIS.  

The uterus, ovaries, bowel carefully assessed for evidence of 

tumor.  

Frozen sections performed if indicated.  

Complete staging operation in the case of occult carcinoma.  



GYN FU AFTER R-R SURGERY 

If TH BSO: Q 6-12 mo indefinitely 

an annual pelvic examination 

(CA 125) level  

 

If TH No BSO: Q 6 - 12 mo 

annual pelvic examination 

 and TVUS exam,  

and CA 125 

 

 



Hope will not be cancelled 


