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proteins correlates well

with the absence of mcrosatellite instability by PCR Since the correlation is not

perfect, however, a direct evaluation by PCR may be hel pfu

to excl ude the

possibility of mcrosatellite instability (refer to Mcrosatellite Instability/HNPCC
0051740). Al'so, the lack of microsatellite instability in an adenona is not as

reliable a criterion for excluding Lynch syndrome (HNPCC) as the | ack of

in a cancer. Controls worked appropriately.

This result has been reviewed and approved by Joshua F. Col eman

Test Information
i1 M smat ch Repair by | HC Result

| NTERPRETI VE | NFORMATI ON: M snatch Repair IHC with Reflex to

M_H1

I mmunohi st ochem cal staining for msmatch repair
test for mcrosatellite instability as measured by PCR Nor nal

well with the absence of microsatellite instability, while abnornal

instability

M D.

proteins can be used as a surrogate
results correlate
results

correlate well with the presence of mcrosatellite instability. Abnornal

results may

al so qualify patients for i mmune checkpoint inhibitor treatnent. The

i mmunohi stochemni cal staining pattern can also be used as a guide for the subsequent
germ ine evaluation of msmatch repair genes (refer to Lynch Syndrone - HNPCC)
testing algorithmat ARUPconsult.con). Normal staining results consist of any |evel
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Test Information

i1 M smat ch Repair by | HC Result
of staining in the tunor cells (unless evidence of clonal |oss). Abnormal staining
results consist of conplete |loss of staining in the tunor cells, in the presence of
retained staining in normal (non-tunor) cells, which serve as an internal control
An abnornal overall result may qualify patients for inmmune checkpoint inhibitor
treatnment, in the appropriate clinical setting

CGenetic counseling is reconmended for the interpretation of all results.

Assay is performed on fornmalin fixed paraffin-enbedded tissue. Antibody clone for
M.HL is ESO5, MSH2 is FE11l, MBH6 is EP49, and PMS2 is EP51. Detection systemis a
proprietary polynmeric HRP

This test was devel oped and its performance characteristics determ ned by ARUP
Laboratories. It has not been cleared or approved by the US Food and Drug
Admi nistration. This test was performed in a CLIA certified |aboratory and is

i ntended for clinical purposes.
i2: M.H1L Pronoter Methylation
TEST | NFORVATI ON: MLH1 Pronoter Methylation, Paraffin

M.HL nethylation is comon in sporadic nicrosatellite unstable tunors, |ike
colorectal cancer and endonetrial cancer, and rarely occurs in Lynch syndrone
(hereditary non-pol yposis colon cancer or HNPCC). Therefore, the presence of MHL
nmet hyl ati on suggests that the tunor is sporadic and not associated with Lynch
syndrone. However, since there have been rare reports of Lynch syndrone-associ at ed
M_.HL nethylation, all results should be interpreted within the clinical context. The

lack of MLHL nethylation in a msmatch repair deficient tunor suggests that it may
be associated with Lynch syndrone, and germine evaluation is suggested. Finally,
low |l evel M.HL nethylation is not reported as positive, since it does not correlate
with MLHL inactivation and mcrosatellite instability.

METHODOLOGY: DNA is isolated fromtunor tissue nicrodi ssected from prepared slides.
DNA is treated with sodiumbisulfite, followed by anmplification of a segment of the
M_HL pronoter region using nethylation specific real-time PCR The MHL nethyl ation
I evel is calculated by conparison to the anplification of a reference gene.

LI M TATIONS: Methyl ation at |ocations other than those covered by the priners and
probes will not be detected. Results of this test nust always be interpreted within
the clinical context and other relevant data, and should not be used alone for a

di agnosi s of mmlignancy. This test is not intended to detect mninmal residua

di sease.

ANALYTI CAL SENSI TIVITY: Methylation |evels bel ow 10 percent are reported as
negati ve.
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Test Information
i2: M.H1L Pronoter Methylation

This test was devel oped and its performance characteristics determ ned by ARUP
Laboratories. It has not been cleared or approved by the US Food and Drug

Admi nistration. This test was performed in a CLIA certified |aboratory and is

i ntended for clinical purposes.
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