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t has been estimated that two-thirds of the world population have thyroid nodules,” and their
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Trtyroid cz?jnceramdoigcular tzlsting, i incidence increases with age.2 While most are benign,” the incidence of thyroid cancer has increased
uitrasoun .—gm edfine neg € aspiration, substantially worldwide over the last four decades. Therefore, there is a need for reliable methods of
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thyroid nodule evaluation. Fine-needle biopsy with cytologic evaluation remains the standard diagnostic
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its inability to identify aggressive tumors.* In an expert interview, Dr Hossein Gharib of the Mayo Clinic
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Review Process: This is an expert interview
and as such, has not undergone the journal’s
standard peer review process. Q. Why is molecular testing for thyroid cancer important?
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Q. How may these tests help in surgical decision-making in the
future?

BRAFV600, a gene mutation in papillary thyroid cancer (PTC), is a marker of more aggressive tumor
behavior. Thus, BRAF-positive tumors are more likely to metastasize to regional lymph nodes or
have higher recurrence rates. The strongest argument against the use of BRAF mutation in surgical
decision-making in practice is their high prevalence (30-80%) in PTC. However, it is expected that with
more experience, molecular testing—including BRAF—will help us stratify our approach to thyroid
cancer. For example, BRAF-positive tumors may require complete thyroidectomy and node dissection.

Q. How may molecular tests help determine prognosis?

A good example is the RET gene mutation in medullary thyroid carcinoma (MTC). When RET mutation
is identified in the proband, family screening is relatively easy: those with a negative RET test are not
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at risk and need no further testing. Furthermore, it is recognized that some
subtypes of RET mutations are associated with more aggressive tumors
and when present, require more immediate and more aggressive surgery.

Q. What new tests are in advanced development?
Several tests are becoming available. The RET mutation in MTC is a well-
established and useful test. The use of BRAF screening needs more

evidence before it can be used in routine clinical applications. Testing for the
RAS mutation is most common in follicular cancers. The presence of a BRAF
mutation coexisting with TERT promoter mutations has been associated
with a more aggressive clinical course, but this is not yet in routine use.

In addition, molecular targeted therapy is currently being studied for
differentiated thyroid cancers.Q
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