OSU Abnormal IHC follow-up Guidelines – 09/14/2010

1. Colon or endometrial cancer in proband

· IHC: Absence MSH2/MSH6

Gene test: Negative MSH2 (seq and del) and MSH6 (seq) – MSH6 rearrangement & TACSTD rearrangements not done

OSU Recommendation: Recommend MSH6 & TACSTD rearrangement testing.  Since there is no standard of care in this scenario, to be conservative, we recommend that the proband and first degree relatives consider Lynch syndrome screening guidelines with colonoscopy every 1-3 years.

2. Colon or endometrial cancer in proband

· IHC: Absence MSH2/MSH6

Gene test: Negative MSH2 (seq and del & TACSTD1) and MSH6 (seq and del)

OSU Recommendation:  Since there is no standard of care in this scenario, to be conservative, we recommend that the proband and first degree relatives consider Lynch syndrome screening guidelines with colonoscopy every 1-3 years.

3. Colon or endometrial cancer in proband

· IHC: Absence MSH6

Gene test: Negative MSH6 sequencing – MSH6 deletions not done

OSU Recommendation:  Recommend MSH6 deletion testing.  Since there is no standard of care in this scenario, to be conservative, we recommend that the proband and first degree relatives consider Lynch syndrome screening guidelines with colonoscopy every 1-3 years.

4. Colon or endometrial cancer in proband

· IHC: Absence MSH6

Gene test: Negative MSH6 sequencing and deletions 

OSU Recommendation:  Since there is no standard of care in this scenario, to be conservative, we recommend that the proband and first degree relatives consider Lynch syndrome screening guidelines with colonoscopy every 1-3 years.

5. Colon cancer in proband

· IHC: Absence MLH1/PMS2

Gene test: Negative MLH1 gene testing

Methylation: Negative MLH1 promoter methylation

BRAF: Positive for V600E

OSU Recommendation:  If it holds true that patients with the somatic V600E BRAF mutation never have Lynch Syndrome, screening guidelines will be based on family history.  (This one is a tough call).


6. Colon cancer in proband

· IHC: Absence MLH1/PMS2

Gene test: Negative MLH1 gene testing

Methylation: Negative MLH1 promoter methylation

BRAF: Negative for V600E

OSU Recommendation:  Since there is no standard of care in this scenario, to be conservative, we recommend that the proband and first degree relatives consider Lynch syndrome screening guidelines

7. Colon cancer in proband

· IHC: Absence MLH1/PMS2

Gene test: Negative MLH1 gene testing

Methylation: Positive MLH1 promoter methylation

BRAF: Negative for V600E

OSU Recommendation:  IHC result likely not due to Lynch syndrome and screening should be based on family history

8. Colon cancer in proband

· IHC: Absence MLH1/PMS2

Gene test: Negative MLH1 gene testing

Methylation: Positive MLH1 promoter methylation

BRAF: Positive for V600E

OSU Recommendation:  Not Lynch syndrome and screening should be based on family history

9. Endometrial cancer in proband

· IHC: Absence MLH1/PMS2

Gene test: Negative MLH1 gene testing

No data to support BRAF testing.  Order MLH1 promoter hypermethylation testing.

OSU Recommendation:  Screening should be based on family history if MLH1 methylation is found and Lynch syndrome recommendations should be followed if MLH1 methylation is not found.

