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Abstract
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Background and Aims: The incidence of papillary thyroid carcinoma (PTC) has shown a significant
upward trend. Given its favorable prognosis, there is a growing trend toward de-escalating its treatment
to improve patients' quality of life. Pathologists have renamed the encapsulated follicular variant of PTC
with indolent biological behavior as noninvasive follicular thyroid neoplasm with papillary-like nuclear
features (NIFTP), providing a theoretical basis for treatment de-escalation. However, challenges persist
in the clinical pathological diagnosis of NIFTP, and it is still predominantly managed as classical PTC in
most cases. This study was performed to explore the clinicopathologic diagnostic characteristics, surgical
challenges, and prospects for de-escalation treatment of NIFTP.

Methods: The clinical data of 33 patients with thyroid disease who were admitted to Xuanwu Hospital
Capital Medical University from November 2017 to December 2022 and confirmed as NIFTP by final
paraffin pathology were retrospectively analyzed.

Results: Among the 33 NIFTP patients, there were 11 males and 22 females, with an average age of
50 years. Tumor sizes ranged from 0.6 to 7.5 cm. There were 31 cases of solitary NIFTP tumor and
2 cases of multifocal tumors (each involving 2 sites). Eleven patients had coexisting PTC (one lesion in
each case), with 4 lesions located on the same side as the NIFTP and 7 on the opposite side. All patients
underwent surgical treatment, including 27 cases of conventional open surgery and 6 cases of endoscopic
surgery. Suspicious or potentially malignant lesions were treated according to PTC surgical principles
(lobectomy of the affected side plus central compartment lymph node dissection on the same side).
Preoperative ultrasonography revealed that the nodules were predominantly hypoechoic, relatively
regular in shape, well-defined, often accompanied by calcifications, and had a longitudinal-to-transverse
diameter ratio of <I. TI-RADS classifications were as follows: 5 cases as grade 3, 9 cases as grade 4a,
and 11 cases as grade 4b or higher. Among 29 patients who underwent preoperative fine-needle
aspiration, 1 case was diagnosed as atypia of undetermined significance/follicular lesion of undetermined
significance (AUS/FLUS), 12 as follicular neoplasm/suspicious for follicular neoplasm (FN/SFN), 12 as
suspicious for malignancy (SUS), and 4 as PTC. BRAFY*“mutation testing was performed
postoperatively in 25 cases, and 7 mutations were detected, all in cases with concomitant PTC.
Conclusion: The introduction of the NIFTP concept provides a foundation for de-escalation or
individualized treatment of certain less aggressive thyroid tumors. However, the preoperative and
intraoperative diagnosis of NIFTP remains challenging in clinical practice. More precise preoperative
diagnostic criteria and methods are needed to enable surgeons to adjust treatment decisions accordingly.
Thyroid Neoplasms/diag; Thyroid Neoplasms/ther; NIFTP
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Table 1 Ultrasound characteristics of 35 lesions in 33 NIFTP
patients [n (%)]
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CIRA 18(51.4)

E 5(14.3)
TI-RADS 734
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A IV T 11(31.4)

E1 NIFTP Z2EEFERGRN (FREAFATLRERESLSE
Z%, K/ 1.1 emx1.0 cmx0.9 cm, TSN, &
FiE, BRATREN, AEARSEMIEEESREX,
CDFI: &V EAFTABRFEMRIES; TI-RADS 4aR,
AT EE R BRSE)

Figure 1 Ultrasonographic findings in an NIFTP patient

(A hypoechoic solid nodule is visible within the
thyroid, measuring 1.1 cm x 1.0 cm X 0.9 cm; the
nodule has a relatively regular shape, well-
defined margins, and a peripheral halo;
scattered small anechoic areas are observed
within the nodule; CDFI shows abundant blood
flow signals around the nodule; TI-RADS
classification: grade 4a, suspicious for thyroid
carcinoma)
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Table 2 The TBSRTC results of preoperative FNA of the
patients with NIFTP [n (%)]

TBSRTC 73 Bl
PR TS W 0(0.0)
R AR 0(0.0)
AUS/FLUS 1(3.4)
FN/SFN 12(41.4)
SUS 12(41.4)
I 4(13.8)

E* « . ~ - [

El2 FNAJRIE (SETHEERMIRBIRIRER LR, F
SR ERIR LN, BREE, AoEBZELX,
EEWHEE, BRZE, KABABZAREEE,
ABESNIEE M BB ; TBSRTC 4 %, FN/SFN;
HEx400)

Figure 2
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FNA pathology (Microscopic examination shows
scattered and focal thyroid follicular epithelial
cells, with some areas displaying a
microfollicular structure; the cytoplasm is
abundant, and some nuclei are enlarged with a
ground-glass appearance; occasional nuclear
grooves are observed, but no definitive
intranuclear pseudoinclusions are identified;
Follicular neoplasm cannot be excluded;

TBSRTC category 4, FN/SFN; HE*400)
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