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• Various commercial laboratories are used in cancer genetics
practice, leading to conflicting categorizations of genetic variants.

• 96% of cancer genetic counselors report encountering a variant
interpretation discrepancy, and 99% have concerns about
counseling patients with these variants.1

• Significant discrepancies between the test report and ClinVar have
been reported in 11% of patients with germline findings.2

• Limited research has assessed the frequency of conflict among
solely clinical laboratories and its impact on patient care.

• We describe the frequency of this occurrence, analyze genetics
providers’ awareness of conflicting interpretations, and compare
management recommendations provided to patients with discrepant
classifications of the same variant.

Background

• A prospective cohort study of 2,000 patients undergoing MyRisk
testing was recruited from 3 cancer genetics clinics from 2014 to
2016.

• A review of ClinVar archives was performed to identify clinically
significant conflicts between ClinVar and the test report, defined as
either a variant of uncertain significance (VUS) on the test report
with a pathogenic/likely pathogenic (P/LP) classification by major
laboratory in ClinVar, or a P/LP variant on the test report with a
VUS classification by a major laboratory in ClinVar.

• For patients carrying a VUS with a conflict, study case report forms
and results disclosure clinic notes were analyzed to determine if
there was evidence that providers were aware of the conflict.

• Patients in this cohort with clinically significant conflicts were then
compared to patients with the same variants outside the cohort,
tested by the same providers utilizing different laboratories.

Methods

Results

• A proportion of patients undergoing genetic testing have results
that are interpreted differently by another major laboratory.

• Laboratory classification of variants is complex and variable.
• Genetics providers are not routinely incorporating ClinVar into

their VUS counseling, and rely on their laboratory of choice.
• Initiatives to harmonize variant classifications may be useful in

resolving discrepant interpretations and supporting clinicians in
providing accurate risk assessment.

Conclusions

Figure 2. Variants with Clinically Significant Conflicts between Myriad 
and Other Major Labs in ClinVar

Figure 1. Identification of Clinically Significant Conflicts

Figure 3. Suspicion of Pathogenicity in Patients with Variants 
Classified as VUS by Myriad

• We demonstrate that 2.5% (50/2000) of patients tested carried a
variant with a clinically significant conflict in ClinVar when the
test report was issued, including 19 patients with a P/LP variant
reported in APC or MUTYH, and 31 patients with a VUS reported
in CDKN2A, CHEK2, MLH1, MSH2, MUTYH, RAD51C, or TP53
(Figure 2).

• For patients with a VUS on their report who had a clinically
significant conflict, only 10/28 (36%) of patients appeared to be
counseled by a provider who was aware of the conflict (Figure 3).

• A detailed case analysis led to the finding that discrepant
counseling strategies were utilized for different patients with the
same variant, within the same institution and even by the same
counselor.
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Table 1. Characteristics of 2,000 Study Participants 
N % 

Gender Female 1614 80.7% 
Male 386 19.3% 

Age <30 100 5.0% 
30-39 283 14.2% 
40-49 533 26.7% 
50-59 503 25.2% 
60-69 411 20.5% 
70-79 139 7.0% 
>79 31 1.6% 

Race/Ethnicity American Indian/Alaska Native 5 0.3% 
Asian 234 11.7% 
Black/African American 75 3.8% 
Hispanic 779 39.0% 
Native Hawaiian/Pacific Islander 5 0.3% 
Non-Hispanic White 811 40.6% 
Unknown/More than one 91 4.6% 

Cancer Status Affected 1442 72.1% 
Unaffected 558 27.9% 

Original Overall Result Positive (with or without a VUS) 243 12.2% 
VUS 732 36.6% 
Negative 1025 51.2% 

Any VUS Identified Yes 810 40.5% 
No 1190 59.5% 

*There were 3 patients for which documentation of post-test counseling was unavailable.
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