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Abstract
The present letter to the editor is related to the study titled, “Preoperational 
diagnosis and management of breast ductal carcinoma in situ arising within 
fibroadenoma: Two case reports.” Fibroadenoma is the most common benign 
mass lesion in young females. Based on this study showing that malignancy can 
develop on fibroadenomas, we want to emphasize that careful sonographic 
follow-up of fibroadenomas should be done and that each lesion should be 
followed carefully and separately in cases with multiple fibroadenomas. Addi-
tionally, we want to emphasize the critical role of sonographic examination in 
diagnosing fibroadenoma, the importance of correctly defining benign and 
malignant sonographic findings, and which lesions should be followed up 
sonographically and which lesions should be evaluated histopathologically.

Key Words: Breast; Fibroadenoma; Malignity; Follow-up; Ultrasound

©The Author(s) 2022. Published by Baishideng Publishing Group Inc. All rights reserved.

Core Tip: We read with interest the case report of two cases presented as examples of 
malignancies developing from fibroadenoma followed as benign. With this letter to the 
editor, we wanted to emphasize the importance of sonographic evaluation of single and 
multiple fibroadenoma cases, which we frequently encounter in daily practice, as  well 
as which lesions should be referred for sonographic follow-up and which lesions should 
be referred for histopathological examination. Additionally, based on the first case in 
this case report, we want to emphasize the importance of carefully following each lesion 
in cases with multiple fibroadenomas.
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TO THE EDITOR
We read the article titled, “Nonoperational diagnosis and management of breast ducal carcinoma in situ 
arising within adenocarcinoma: Two case reports”[1] with interest and appreciate the authors’ compre-
hensive case report. The article provides remarkable and useful information regarding malignant 
entities that arise on adenocarcinoma, which is the most frequent benign breast disease. One of the 
important features of this article is that it shows imaging findings about malignancy developing on 
adenocarcinoma that were followed as benign for a while. Another important point is to detect the 
malignancy by excision made on suspicion of one of the lesions in a case with multiple adenocarcinoma. 
According to this case results, we conclude that as radiologists, we need to be more careful when 
evaluating single or multiple adenocarcinoma cases, which we frequently see in daily practice, and 
when referring them for ultrasonically follow-up.

At this point, we believe it is necessary to emphasize the importance of phonographic examination in 
diagnosing adenocarcinoma, the importance of accurately defining benign and malignant phonographic 
findings, and the distinction between which lesions should be referred for phonographic follow-up and 
which lesions should be evaluated anthropologically. Additionally, although the risk of developing 
malignancy from adenocarcinoma is low, we want to emphasize once again, based on the first case in 
this article, that each lesion should be evaluated separately when following up on cases with multiple 
adenocarcinoma.

Various clinical dilemmas arise when a lesion suspicious of adenocarcinoma is detected in a patient. 
It is well known that adenocarcinoma are the most common benign mass lesion in young females[2], 
and currently, an immediate intervention procedure is not usually performed on a lesion with a misdia-
gnosis of fibroadenoma. Histopathological examination of every fibroadenoma prediagnosed lesion was 
abandoned a long time ago. While all fibroadenoma prediagnosed lesions were excised until the mid-
1980s[3], research published in the 1990s recommended that fibroadenomas with no suspicion of 
malignancy based on fine needle aspiration biopsy results be followed up[4]. Later studies suggested 
that young patients with benign sonographic findings could be safely followed without biopsy[5]. 
Additionally, it was stated that a quality sonographic scan has a high negative predictive value and that 
short-term imaging follow-up would be a good alternative to biopsy[6]. Today, when a fibroadenoma 
prediagnosed lesion is first seen, according to the American College of Radiology Breast Imaging 
Reporting and Data System (BI-RADS)[7] BI-RADS 3 classification and evaluating probably in the 
benign category is a common practice, and a short-term imaging follow-up of 6 mo is recommended[8]. 
However, in the presence of various suspicious sonographic findings, lesions are classified as BI-RADS 
4 and histopathological correlation is recommended[9]. Although malignant transformation of 
fibroadenomas is rare, it is seen between 0.002% and 0.125%[10]. Therefore, it is important to emphasize 
fibroadenoma imaging and suspicious findings.

The following sonographic findings indicate that the lesion is not a typical fibroadenoma: taller than 
wide orientation, deterioration of orientation parallel to the skin, deterioration in the thin echogenic ring 
around the lesion, thickening and irregular border feature, angulation at the edges, hypoechoic 
shadowing, heterogeneous internal structure, containing cystic areas and microcalcifications, microlobu-
lation and spicule contour feature and echogenicity changes in surrounding tissue[5,11,12]. On magnetic 
resonance imaging (MRI), fibroadenomas are often isointense or hypointense in comparison to adjacent 
breast tissue on T1 weighted image and hypointense or hyperintense on T2 weighted image. It usually 
presents as a type 1 dynamic curve pattern in contrast-enhanced dynamic series, which is characterized 
by a slow enhancement and a persistent enhancement in the delayed phase. It may also contain non-
enhancing internal septations. Contrary to malignant lesions, they are characterized by high apparent 
diffusion coefficient (ADC) values in diffusion-weighted imaging (DWI).

Histopathological examination can be performed in the following situations respectively; In the 
presence of suspicious findings on sonographic examination, an increase in size during sonographic 
follow-up, an immobile and poorly circumscribed lesion, advanced age (> 35 years), a family history of 
cancer, and a lesion greater than 2.5 cm in diameter[13-15].

Novel radiologic studies continue to emphasize the critical distinction between fibroadenomas and 
malignant tumors. Radiomics—a diagnostic tool based on artificial intelligence—has been evaluated for 
the aforementioned purpose using sonographic and magnetic resonance images; it is stated that the 
radiomics signature may be a useful predictive parameter for the differentiation of fibroadenomas from 
malignant lesions and phyllodes tumors[16,17]. Additionally, novel MRI approaches have been 
developed to distinguish fibradenomas from malignant lesions, one of which is three-dimensional 
amide proton transfer weighted magnetic resonance imaging. It is said that this unique technique 
performed similarly to dynamic contrast enhanced MRI in differentiating fibroadenomas from 
malignant breast tumors and better than DWI and added additional information on tumor cell activity 
to DWI images[18].

In the literature, the use of contrast-enhanced ultrasonography to differentiate fibroadenomas from 
ductal carcinoma in situ (DCIS) has been shown to be helpful. In contrast-enhanced ultrasonography 
examinations utilizing microbubble agents, DCIS is more likely than fibroadenoma to exhibit an earlier 
wash-in time, hyperintense enhancement, blood perfusion defects, an enlarged enhancement scope and 
penetrating vessels[19]. In addition, there are studies reporting that the use of digital breast tomosyn-
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thesis (DBT) in patients with dense breast tissue will increase sensitivity and specificity in the diagnosis 
of malignancy, as well as in the diagnosis and follow-up of benign lesions such as fibroadenoma. 
Tomosynthesis is able to detect more invasive tumors than two-dimensional mammography alone, and 
DBT will also find more benign lesions. Lesion shape and margins are generally well depicted by DBT
[20]. In addition, noninvasive functional MRI examination can potentially be utilized to assess breast 
lesions. Using DWI and MR spectroscopy, the lesion is evaluated. In comparison to benign lesions, 
malignant lesions exhibit lower ADC values and restricted diffusion. The proton MR spectroscopy can 
identify the biochemical characteristics of tissue. Total choline resonance at 3.14–3.34 ppm has been 
associated to oncogenesis and tumor progression, as well as found in malignant breast tumors due to 
complicated metabolism[21].

As a result, it is important to keep in mind that malignancy may develop on fibroadenomas, which is 
the most common benign mass lesion of the breast, albeit rarely. Additionally, caution should be 
exercised during the diagnosis and sonographic follow-up of patients with multiple fibroadenomas, 
with each lesion being documented separately and each lesion being carefully evaluated during the 
follow-up.
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