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Acceptable:Nodular follicular disease; Follicular nodular disease; Adenomatous nodules;
Nodular hyperplasia; Adenomatous hyperplasia; Multinodular thyroid
hyperplasia; Multinodular goitre (clinical)

Not recommended: Goitre; Adenomatoid hyperplasia; Diffuse goitre; Colloid
nodule/goitre
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Thyroid follicular nodular disease (FND

® FLEEEHBAT REHSIEREEEREE IEH Noninvasive follicular thyroid neoplasm

with papillary-like nuclear features (NIFTP)
® E it ERBAZIER Tumors of uncertain malignant potential (UMP)
v B ETRAAEREES Follicular tumor of uncertain malignant potential (FT-UMP)
v B E TR E 5 {LIES Well-differentiated tumor of uncertain malignant potential
(WDT-UMP)

© T 1k RAIKFEE Hyalinizing trabecular tumor (HTT)
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Original Investigation

Nomenclature Revision for Encapsulated Follicular Variant
of Papillary Thyroid Carcinoma

A Paradigm Shift to Reduce Overtreatment of Indolent Tumors

Yuri E. Nikiforov, MD, PhD; Raja R. Seethala, MD; Giovanni Tallini, MD; Zubair W. Baloch, MD, PhD:

Fulvio Basolo, MD; Lester D. R. Thompson, MD; Justine A. Barletta, MD; Bruce M. Wenig, MD; Abir Al Ghuzlan, MD;

Kennichi Kakudo, MD, PhD; Thomas J. Giordano, MD, PhD; Venancio A. Alves, MD, PhD;

Elham Khanafshar, MD, MS; Sylvia L. Asa, MD, PhD; Adel K. El-Naggar, MD; William E. Gooding, MS;

Steven P. Hodak, MD; Ricardo V. Lloyd, MD, PhD; Guy Maytal, MD; Ozgur Mete, MD; Marina N. Nikiforova, MD:

Vania Nosé, MD, PhD; Mauro Papotti, MD; David N. Poller, MB, ChB, MD, FRCPath; Peter M. Sadow, MD, PhD;

Arthur S, Tischler, MD; R. Michael Tuttle, MD; Kathryn B. Wall; Virginia A. LiVolsi, MD; Gregory W. Randolph, MD; Ronald A. Ghossein, MD

Nikiforov YE, et al. JAMA Oncol. 2016;2:1023-
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NIFTP
" : Total " EFVPTC
Setting/ Time Analysis "
Source : : number FVPTC | EFVPTC | withno
Location interval of PTC performed FSSioh
o Bellaria Hospital
SoTallnl | Hospital, | 2000 523 | database | 224% | 207% | 13.6%
P Bologna, Italy search
" San Luigi Hospital
M. Papotti, " 2005-
unpublished Ho_splta!, 2014 409 database 36% 36% 25%
Turin, Italy search
Hospital of Hospital
iy | PsaPisa, | G0 | 2197 | datmbase | 434% | 27% | 187%
Italy search
R. Ghossein, | MSKCC, NY, 2000- Pathology
unpublished USA 2003 303 | glide review | 277% | 234% | 18.8%
Mean —
N_18.6%

PIC. papillary thyroid carcinoma; FVPIC, follicular vasiant of PIC; EFVPTC, encapsulated follicular variant of PIC

Nikiforov YE, et al. JAMA Oncol. 2016;2:1023-
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FV-PTC  eFv-PTC [ NIFTP
PI Site Period PTC, n n % n % n %
M. Hirokawa Japan, Kobe 20072015 9727 271 2.8% 167 1.7%| 50 0.5%
S. Satoh, K. Kakudo  Japan, Fukuoka 2015 386 25 6.5% 20 5.2% 12 3.1%
C.K. Jung South Korea, Seoul 2008-2014 6269 240 38% 140 22%| 95 15%
S.W. Hong South Korea, Seoul 2014 2111 171 8.1% 55 2.6% 5 02%
Z. Liu China, Shandong 2011-2016 5113 113 22% 36 07%| 16 03%
Y. Zhu China, Wuxi 2012-2014 2190 187 85% 19 0.9% 6 03%
CR. Lai Taiwan, Taipei 20102011 380 2 58% 20 53%| 18 47%
A. Bychkov Thailand, Bangkok 2013-2014 163 16 9.83% 9 55% 4 25%
L. Huynh Vietnam, Ho Chi Minh City 2016 265 25 94% 10 38% 0 0%
Total 26,604 1070 4.0% 476 1.8% \ 206 0.8% )

PTC=all primary PTC, including NIFTP; FV-PTC =all PTC follicular variant, including infiltrative and encapsulated (both invasive and
noninvasive); eFV-PTC = encapsulated invasive and noninvasive FV-PTC; NIFTP=noninvasive eFV-PTC.

PL principal investigator; PTC, papillary thyroid carcinoma; FV-PTC, follicular variant of PTC; eFV-PTC, encapsulated follicular
variant of PTC; NIFTP, noninvasive follicular thyroid neoplasm with papillary-like nuclear features.

Bychkov A, et al. Thyroid 2017;27:983-
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TABLE 2 Revised diagnosis of non-invasive encapsulated follicular variant PTC and non-oncocytic FTA originally diagnosed in six
Japanese institutions before the proposal of NIFTP.

Original (0 il follicular variant PTC)  Original diagnosis (non-oncocytic FTA)
Revised diagnosis Revised diagnosis
FTA NIFTP NIFTP NIFTP FTA NIFTP NIFTP NIFTP

Cases (NSOor1) (NS2) (NS 3) (NS20r3) Cases (NSOor1) (NS2) (NS3) (NS2or3)
A7) [ 5 2 7 (100%) A (29) 21 8 0 8 (27.6%)
B (1) [ 1 [ 1 (100%) B (21) 16 4 1 5 (23.8%)
C(0) c{7n) 1 5 1 6 (35.3%)
D) 0 0 2 2 (100%) D (26) 20 6 0 6 (23.1%)
E(11) 3 6 2 8 (72.7%) E (6) 5 1 0 1(16.7%)
F (5) 2 1 2 3 (60.0%) F (46) 27 19 0 19 (41.3%)
Total 26) 5 13 8 21(80.8%) | Total (145) 100 43 3 45 (31.0%)

Abbreviations: FTA, follicular thyroid adenoma; NIFTP, non-invasive follicular thyroid neoplasm with papillary.like nuclear features; NS, nuclear score; PTC, papillary
thyroid carcinoma.

Hirokawa M, et al. Pathol Int. 2024;74:26-32.
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Western countries Japan

Pre-NIFTP ==» Post-NIFTP Pre-NIFTP ==> Post-NIFTP
Histological Papillary NIFTP Follicular NIFTP
Diagnosis carcinoma (downgrading) adenoma (upgrading)
Cytology AUS / FN / SFM FN FN FN
Metastasis None None None None
Mutation RAS RAS RAS RAS
Management Total Lobectomy Lobectomy Lobectomy

thyroidectomy

Hirokawa M. et al. Endocr J. 2017;64:1149-
Hirokawa M. et al. Endocr J. 2020;67:1071-
Hirokawa M, et al. Cancer Cytopathol. 2023:415-
Hirokawa M, et al. Pathol Int. 2024;74:26-
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High-grade medullary thyroid carcinoma with papillary-like
nuclear features: A report of five cases

Naoki Yamao CT, IAC*
Ayana Suzuki CFIAC' © |
Akira Miyauchi MD, PhD?

| Mitsuyoshi Hirokawa MD, PhD, FIAC* © |
Miyoko Higuchi CT, IAC' © | Tomo Ishisaka MD?© |

| Takashi Akamizu MD, PhD* @&
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has not been previously described. Here, we amed to describe the unique features

of MTC and examine thei prognostic vake a5 markers of high-grade MTC.

Methods: Of the 110 MTC patients reviewsd.  total of five (4.5%) who exhibited

MTC with papilry-ce mucear featires based on abservations from cylologcal
his study g

25 exhibitng all of the folowing characteistics: ground:ghas chromatin patten
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oy e s ctres 3 K67 being e of 50% Ptets 1 3hd
mitotic counts of 25 per 2mm?. The MTC in all five patients was classiied as high-
ade. Moreover ptet 1 horbed 3 RET mtaton MMF16T) whie RET (R912W1
BRAF(V600EL and CTNNG (SI3. 41 mutatons were resntnptien 2.
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These fings may be cologcaly
i rade tumorscter than ecrosisor mics.

Diagn Cytopathol
2024;52:58-64.
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. N . . BRI 7RR~ SHhTII— ROM ROM Possible management
NtE241-2h2(2008, 2018) AtZX¥3hk(2023) (2015~) ” ?ﬂ:z;za) ?322333 Usual management  recommendations
Nondiagnostic/Unsatisfactory Nondiagnostic RBTBEIE ; : . . Repeat FNA with Repeat FNA with
Nondiagnostic 13 (5-20) 14 (0-33) ultrasound guidance ultrasound guidance
Benign Benign Rt } ! Clinical and sonographic ~ Clinical and
Atypia of Undetermined Benion 4@ : 6027 fotow-up sonographic follow-up
Significance/Follicular Lesion of Atypia of Undetermined B Atypia of : Repeat FNA, molecular i
Undetermined Significance Significance (AUS) § Undetermined 22 (13-30) ! 28 (11-54) testing. diagnostic Repeat FNA or surgical
(AUS/FLUS) SiEniicanes 0 lobectomy, or resection
licular N L /s . F 2 surveillance
Follicular Neoplasm/Suspicious For i prefial i o= Follicular H Molecular testing, . .
a Follicular Neoplasm (FN/SFN) Follicular Neoplasm (FN) ERAENBE Neoplasm 30 (23-34) 150 (28-100) diagnostic lobectomy Surgical resection
. . .. . ; - 1 Molecular testing,
SUSEIERS fer MElEEREY Stveeielions e MElgREney  EERiy MePiclous for 74 (67-83) | 81 (40-100) lobectomy or near-total  Surgical resection
Malignant Malignant i 3 v tLgybre?cl(thr%tx/ogynear-total
Malignant 97 (97-100) 98 (86-100) : Surgical resection

thyroidectomy
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Table 4: Frequency, risk of malignancy, and recommended clinical management in the Japanese system for reporting thyroid cytopathology.
Diagnostic category F [%]  Risk of mali *[%] R ded clinical

e el R ] Median [Range]
Unsatisfactory 44[36-118] 45[3.7-99] Re-aspiration or follow-up for benign ultrasound findings
Cyst fluid 50[3.2-7.6] 0.4[0.1-2.9] Follow-up or re-aspiration for malignant ultrasound
Benign 57.4 [41.5-62.4] 0.7[0.4-1.2) findings
Undetermined significance 7.9 [4.7-10.3] 16.7 [11.6-28.4] Re-aspiration, follow-up based on ultrasound findings or

Ancillary study

Follicular neoplasm 3.9[2.7-54] _11.4[8.9-17.0] Resection or follow-up based on other clinical findings
Suspicious for malignancy 1.8[1.4-2.8] 94.2 [82.7-100] Resection or active surveillance for low-risk papillary
Malignant 15.5 [13.7-19.9] 99.6 [99.1-99.8] thyroid microcarcinoma
*Percentage of overall cases for unsatisfactory, cyst luid, benign, undeterminfd significance, and follicular neoplasm and that of resected cases for
suspicious for malignancy and malignant

. BERBRENEZRSh. BRESEND
* FNOROMAMELY
- BEFREATDOh TN

. BBHERANSL Hirokawa M, et al. CyoJournal. 2025;22:55. doi: 10.25259/Cytojournal_229_2024
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AUS with nuclear atypia AUS —-Other

(ALEamgR)) (Znesh)
« Focal nuclear atypia * Architectural atypia
« Extensive but mild nuclear atypia » Oncocytic/Oncocyte atypia
« Atypical cyst lining cells » Atypia -NOS
« “Histiocytoid” cells « Nuclear changes not suggestive
< Nuclear and architectural atypia of PTC

* Psammoma bodies

« Atypical lymphoid cells, r/o lymphoma

AUS with nuclear atypia AUS =Other

(FLERmERL)) (k)
« Focal nuclear atypia « Architectural atypia
« Extensive but mild nuclear atypia + Oncocytic/Oncocyte atypia
« Atypical cyst lining cells + Atypia -NOS
« “Histiocytoid” cells * Nuclear changes not suggestive
* Nuclear and architectural atypia of PTC

* Psammoma bodies

« Atypical lymphoid cells, r/o lymphoma
ROM=59% ROM=6.5%
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Takada et al. (2017) Kanematsu et al. (2018)  Suzuki et al. (2014)

Takada N et al. Endocr J. 2017;64:759-765.
Kanematsu R et al. Diagn Cytopathol. 2020 48:30-34.
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CD45 Gating
Gate (1) 25.1%, n=2,757

Gate (2) 32.9%, n=3,614 Gate (A) 59.3%, n=6,511
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Counted cells, n=10,986
Gate (1), % Gate (2, %
NC(G) 03 01 0 20 40 60 80 100 (%)
NC (R) 02 0.0 T
cD19 %6.6 9.9
cD19 95.9 52
K-ch. 36.6 43
A-ch. 106 0.9
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M Hirokawa et al. Endocr J 2017;64: 859-865
A Suzuki, et al. Endocr J 2019;66:1083-1091

Just visit our website “Kobe Thyroid Cytology Club”

and download the handouts of today'’s lecture.
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