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The manuscript ‘‘Additional BRAF mutation analysis may

add additional diagnostic value in thyroid nodules with

suspicion of malignant cytology alone even when the

nodules do not show suspicious US features’’ [1] pointed

out that some nodules, which were not considered suspi-

cious on the ultrasound scan, can be potentially malignant.

Moreover, the authors performed the V600E-BRAF test

on the samples which were diagnosed in cytology as at

variance with undetermined significance/follicular lesion

(AUS/FLUS), to prove it.

This study proves that nodules which are not suspicious

on the ultrasound scan cannot reassure the clinician, alto-

gether. Therefore, it is always necessary to check carefully

all the thyroid nodules. The V600E-BRAF tests advantage

is that it helps the cytopathologist to diagnose the papillary

carcinoma and the follicular variant. The V600-Braf

mutation is considered a specific marker of the thyroid

papillary carcinoma. Concerning the role of mutation on

the management of thyroid nodules, many studies have

been published with no definitive conclusion.

Therefore, it would be valuable to research this topic in

more detail so as to clearly define the role of the V600 Braf

test when performed on Fine-needle cytology.

What is the role of V600E-BRAF mutation on Thyroid

FNC?

On the one hand, several studies [2] have proven that the

V600E-BRAF mutation is closely related to high-risk cli-

nico pathological factors and poorer outcome of PTC, and

this suggests that this mutation should be considered as a

poor prognostic marker in PTC, which may lead to better

management of individual patients.

On the other hand, several studies have demonstrated

that BRAF mutation testing of thyroid fine-needle aspi-

ration specimens enhances the predictability of malig-

nancy in thyroid follicular lesions of indeterminate

significance, which are known to have an excellent prog-

nosis [3–6].

Some authors [7, 8] in their publications have under-

lined this contradiction.

It is important that a resolution of this contradiction be

determined.

The overall outcome on patients with papillary carci-

noma is excellent. The V600 BRAF mutation is positive in

nearly 70 % papillary carcinoma, therefore showing that

most PTCs, with BRAF mutation are not aggressive. It is

clearly wrong to suggest that this mutation should be

considered as a poor prognostic marker in PTC. That

BRAF mutant PTCs also include those that are aggressive

does not mean that the PTCs with the BRAF mutation have

a poor prognosis.

In conclusion, there is a misconception among patholo-

gists and clinicians, who believe that BRAF positive means

aggressive. It does not. If there was a correlation between

prognosis and BRAF mutation, considering that nearly 70 %

of papillary carcinomas have V600-BRAF mutation, we

would have the 70/80 % of papillary carcinomas with poor

prognosis, but we do not.
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Is there a correlation between suspicious ultrasound

features V600E-BRAF mutation?

A misconception arose with the publication [3] ‘‘Outcome

of Thyroid Nodules Characterized as Atypical of Unde-

termined Significance or Follicular Lesion of Undeter-

mined Significance and Correlation With Ultrasound

Features and V600E-BRAF Mutation Analysis’’.

The authors assert that the nodules with suspicious

features on ultrasound have a higher malignancy rate than

those with indeterminate features on ultrasound, using the

V600-BRAF test to prove it.

This statement does not hold water, and I think, as a

pathologist, that it points to an obsession of experts of

image analysis to arrive at certain diagnoses just from the

processing of X-ray and ultrasound scans. This attitude has

already produced many problems related to the diagnostics.

However, considering that the nodules with suspicious

ultrasound features have a higher malignity predictive

value, it’s obvious to observe more V600 BRAF mutated

with non-suspicious nodules.

A publication [9] titled ‘‘BRAF mutation analysis and

sonography as adjuncts to fine-needle aspiration cytology

of papillary thyroid carcinoma: their relationships and

roles’’ gives an answer to the question, concluding that the

sonography features of PTC are not related to BRAF status

and that the combination of sonography and BRAF testing

would increase the diagnostic accuracy of cytological

diagnoses of PTC.

In the literature, the V600 BRAF mutation papillary

carcinomas of thyroid were detected between 30 and 75

percent, why does this happen?

To achieve an optimal result for use in clinical practice

[10], aspirations of the thyroid are best performed with 25

or 23 gauge needles by an experienced practitioner. It

would be better that fine-needle cytology was carried out

under ultrasound guidance aided by an echographist and

cytopathologist. The issue of what constitutes an adequate

thyroid sample has been a subject of debate for several

years. Six clusters of epithelial cells on one smear consti-

tute an acceptable minimum of sampling adequacy. The

residual material is put in a test tube [10].

The amount of DNA, extracted from the test tube, would

be greater than 80 ng for every specimen. For the evalua-

tion of the validity of DNA samples, we suggest an

amplification of a region of the thyreoglobulin gene. The

presence of the gene proves the adequacy of the sample.

Following this protocol, the mutation would be found in

most of the papillary carcinomas.

I believe that the reason why authors have not detected

most V600-BRAF mutation in papillary carcinomas diag-

nosed is due to an incorrect sampling procedure. The DNA

extraction must be performed by a single fine-needle

cytology sample [11].

Is it useful to perform the FNC and V600-Braf test

on nodules without suspicious ultrasound features?

Yes it is because there are several malignant nodules

without suspicious ultrasound features.

So I believe it is really important that this study [1] has

been published in this journal because it would open an

interesting debate on the evaluation of the cost/benefit

ratio.

In this perspective, according to my advice, the V600-

BRAF test should be performed only on the undetermined

nodules to find the follicular mutations of the papillary

carcinoma.
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