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Blurred lines for management of thyroid 
nodules in the era of atypia of undetermined 
significance/ follicular lesion of undetermined 

significance: novel subdivisions of categories IIIA 
and IIIB in a possible forthcoming The Bethesda 

System for Reporting Thyroid Cytopathology, 3rd 
edition; amending versus unnecessary?
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The management of indeterminate cytology1-5 of the thyroid nod-
ules, particularly the atypia of undetermined significance or fol-
licular lesion of undetermined significance (AUS/FLUS), has still 
been one of the most challenging issues in endocrine pathology, 
neck endocrine surgery, endocrine surgery, endocrinology, and thy-
roidology. Of note, the estimated risk of malignancy (ROM) for 
AUS/FLUS was 5–15% in the 1st edition (ed.) of The Bethesda 
System for Reporting Thyroid Cytopathology (TBSRTC), whereas 
it was increased to 10–30% in the 2nd ed. TBSRTC. The 2015 
American Thyroid Association (ATA) management guidelines for 
adult patients with thyroid nodules and differentiated thyroid cancer 
recommend repeat fine-needle aspiration (FNA), molecular testing, 
surveillance, or diagnostic lobectomy for nodules with AUS/FLUS 
cytology, after consideration of worrisome clinical and sonographic 
features3,4. The 2015 ATA management guidelines also recommend 
informed patient preference and feasibility in clinical decision-making 
([A17] AUS/FLUS cytology, Recommendation 15A, Weak recom-
mendation-Moderate quality evidence)3. Deftereos and colleagues4 

recently reported a worthy study, entitled “Differential outcomes 
of patients with thyroid FNA diagnoses of AUS/FLUS with and 
without nuclear atypia: The potential need for separation in the 
Bethesda System.” They proclaimed that the presence or absence 
of the nuclear atypia is pertinent to the different malignancy rates 

and, therefore, propounded Category III, TBSRTC might be being 
divided into two subcategories with different implied ROMs by 
virtue of the presence of nuclear atypia (consisting of intranu-
clear pseudoinclusions, nuclear grooving, irregular nuclear con-
tours, and nuclear overlapping). The 2014 Italian Consensus for 
the Classification and Reporting of Thyroid Cytology (ICCRTC) 

divided diagnostic category TIR3, indeterminate cytology, into two 
subcategories, namely, TIR3A (low-risk indeterminate lesion) and 
TIR3B (high-risk indeterminate lesion), with different ROMs and 
diverse clinical behaviors. TIR3A is characterized by augmented cel-
lularity with numerous microfollicular structures in a background 
of poor colloid or scarce cellular structure including predominantly 
microfollicular groups, also with oxyphilic features, Hurthle cells, 
harboring estimated ROM of <10%, whereas TIR3B is proclaimed 
cases with “mild/focal nuclear atypia” at expected higher ROM of 
15–30%. Even though 

(i)	 Thy 3A, neoplasm possible, atypia/nondiagnostic, the Royal 
College of Pathologists, United Kingdom (RCPath, UK); 

(ii)	TIR3A, low-risk indeterminate lesion, ICCRTC; 
(iii)	indeterminate or follicular lesion of undetermined 

significance, Thyroid Cytology Structured Reporting 
Protocol, 2014 Royal College of Pathologists of Australia 
(RCPA, 2014); and 
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(iv)	AUS/FLUS, TBSRTC, 2nd ed. have been compared and 
matched as if being in the equivalent status, the ROMs are 
not completely the same for determining the mentioned 
groups of indeterminate cytology in terms of AUS/FLUS. 

For instance, they are <10% for TIR3A, ICCRTC and 
10–30% for AUS/FLUS, the 2nd ed. TBSRTC5. Of note, actu-
ally, the ROM value of TIR3B (15–30%) is compatible with 
AUS/FLUS (10–30%) rather than TIR3A. As already known, 
TIR3B involves some additional features consistent with pap-
illary thyroid carcinoma, such as nuclear inclusion, nuclear 
groove, and overlapping nucleus. To this end, the suggested 
actions also differ for both TIR3A and TIR3B, i.e., repeat 
FNA/clinical follow-up for indeterminate cytology whereas 
surgery for indeterminate cytology with nuclear alterations. 
Finally, the recommended usual management for AUS/FLUS 
is repeat FNA, molecular testing, or lobectomy in the 2nd ed. 
TBSRTC, compatible with both TIR3A and TIR3B, in spite 
of propounding ROM of Category III, TBSRTC, 2nd ed., is 
consonant with TIR3B, ICCRTC5,6. We recently emphasized 
whether it is essential to maintain Category III, TBSRTC as a 
unique and indivisible category, per se, among indeterminate 
cytology of thyroid nodules or not, published in Volume 67, 
Revista da Associação Médica Brasileira7. We currently have 
mentioned Category III from another perspective and recom-
mended the requirement of zooming in thyroid nodules in sus-
pense, 10–15 mm with repeat cytology, Category III, TBSRTC 
in Volume 67, Revista da Associação Médica Brasileira7.

In conclusion, it is critical for the endocrine surgeons and 
thyroidologists, who stay informed of the growing spectrum 
of clinical presentation for Category III of TBSRTC, AUS/
FLUS cytology, to ensure appropriate clinical care and use of 
FNA cytology in order to minimize overlooking thyroid malig-
nancy. We postulated that the so-called subdivision concept in 
Category III, TBSRTC: 

(i)	 Category IIIA: AUS/FLUS without nuclear atypia (AUS/
FLUS wo NA) and 

(ii)	Category IIIB: AUS/FLUS with nuclear atypia (AUS/
FLUS w NA) 

Within the possible forthcoming Category III, TBSRTC, 
3rd ed., the 202X TBSRTC, with different newly established 
ROMs for each diagnostic category might selectively enrich the 
different management proposals in thyroidology. As a matter 
of fact, this issue merits further investigation.
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