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Abstract

| Case Report

Introduction : Thyroid cancers, the most common endocrine tumours, have increased in incidence, partly due to
advanced diagnostic techniques. Non-invasive follicular thyroid neoplasms with papillary nuclear features (NIFTP) are
characterized by a low malignancy risk and excellent prognosis. NIFTP was reclassified in 2015 to prevent
overdiagnosis and overtreatment. This study aims to explore the characteristics, management, and outcomes of NIFTP.
Methods : This retrospective study, conducted over six years (2018-2024) at Mohammed VI University Hospital Centre,
identified 10 NIFTP cases from pathology samples. All patients were referred for management and follow-up in the
endocrinology department. Results : The cohort was predominantly female (80%) with a mean age of 56 years. Most
patients presented with multinodular goitre or thyroid nodules, with some showing compressive symptoms. Ultrasound
revealed multiheteronodular goitre in 80% of cases. All patients underwent total thyroidectomy, and no recurrence was
observed during an average follow-up of 18 months. Discussion : NIFTP is associated with a very low malignancy risk
and a favorable prognosis. Its diagnosis is based on histopathology, and management typically involves conservative
surgery. The reclassification of EFVPTC as NIFTP helps reduce unnecessary treatments. Long-term follow-up and
further research are needed to refine patient care strategies. Conclusion : Reclassification of EFVPTC to NIFTP allows
for more conservative management, ensuring excellent patient outcomes. Ongoing advances in diagnostic and
management techniques will continue to optimize care for these patients.
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INTRODUCTION

Thyroid cancers are the most common
endocrine tumours, and their incidence has risen
significantly in recent decades. This increase is partly
due to the increased detection of indolent tumours thanks
to the use of sophisticated diagnostic tools. Among these
tumours, non-invasive follicular thyroid neoplasms with
papillary nuclear features (NIFTP) stand out for their
excellent prognosis and minimal risk of malignancy.

The concept of NIFTP was introduced in 2015
by a group of international experts to reclassify a subset
of non-invasive encapsulated papillary carcinomas
(EFVPTC). This reclassification responds to the need to
reduce overdiagnosis and overtreatment of indolent
thyroid lesions, while sparing patients the psychological
and economic conseguences of a cancer diagnosis.

In this context, our study aims to describe the
epidemiological, clinical, paraclinical and
anatomopathological characteristics of NIFTP, as well as
their management and evolution.

METHODS

Our work is a descriptive retrospective study
carried out over a period of 6 years (2018-2024), in the
endocrinology  diabetology  department of the
Mohammed VI University Hospital Centre (CHU) in
Marrakech. Ten cases of non-invasive follicular thyroid
neoplasm with papillary nuclear features (NIFTP) were
identified from samples sent to the anatomopathology
department of the University Hospital.

Our 10 patients with NIFTP were managed in
the ENT department of the University Hospital and then
referred to our department for further management and
follow-up.
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Inclusion Criteria : All patients with NIFTP alone
confirmed by anatomopathological study on the surgical
specimen were included in our study.

Exclusion Criteria: Patients with another benign or
malignant thyroid tumour or with NIFTP associated with
another histological entity were excluded from our study.

RESULTS

Ten of the papillary thyroid carcinomas
diagnosed during the study period were NIFTP. The
study population was predominantly female (80%), with
a mean age of 56 (range 35-80). No family or personal
history of thyroid cancer was reported in this cohort.

All patients presented with an anterior cervical
swelling. Clinical examination revealed a multinodular
goitre in 90% of cases and an isolated nodule in 10%.
Compressive signs such as dysphoniaand dyspnoea were
found in 40% of cases, and signs of hyperthyroidism
such as palpitations, thermophobia, transit disorders and
weight loss were observed in 50% of cases. The average
duration of onset of symptoms before consultation
ranged from six months to 12 years, and none of the
patients had any signs of lymph node involvement at the
time of initial assessment.

Cervical ultrasound showed a
multiheteronodular goitre (MHGN) in 80% of patients,
one case of MHGN with well-limited nodules, and one
case of a well-limited, hypoechoic thyroid nodule with
peripheral vascularisation, suggesting encapsulated
lesions. Some nodules showed microcalcifications, often
associated with malignancy, but these features were not
systematically present. Our patients had not undergone
fine needle aspiration (FNA) cytology prior to surgery,
due to the indecision of operability that was present.

The surgical specimens revealed well-
demarcated, encapsulated nodules with follicular
architecture and papillary nuclear characteristics (sparse,
overlapping nuclei with nuclear inclusions). Microscopic
analysis also confirmed the absence of capsular or
vascular invasion, as well as the absence of tumour
necrosis or significant mitosis. These criteria confirmed
the diagnosis of NIFTP. One specimen showed
characteristics of micro NIFTP.

In terms of therapeutic management, all patients
underwent total thyroidectomy. No radioactive iodine
was administered. Patients who underwent total
thyroidectomy were placed on hormone replacement
therapy.

Clinical and biological monitoring was
instituted. All patients were euthyroid at last follow-up,
with no recurrence, but one case of medium-term
complication such as dyspnoea, which required
tracheostomy. Average follow-up was 18 months.

DiscussION

The term NIFTP was introduced in 2015
following a study by a working group of the Endocrine
Pathology Society [1]. It is a neoplasm with a very low
risk of malignancy and a very good prognosis. Its
definitive diagnosis is made by pathological study, but it
may be suspected by fine needle aspiration and
molecular biology.

It accounts for 10% to 20% of all thyroid
cancers currently diagnosed [2], and constitutes 50% to
75% of follicular encapsulated thyroid lesions (FVPTC)
[3, 4].

Epidemiologically, NIFTPs mainly affect
middle-aged women, with an average age of onset
towards the end of the 4th decade and beginning of the
5th decade [5-8], a profile similar to that of other
follicular thyroid tumours. As in our study, the mean age
was 56 years, with a clear female predominance.

The incidence of NIFTP has increased
dramatically in recent decades. However, their
encapsulated nature and lack of capsular or vascular
invasion are essential distinguishing features. These
features are of major importance in avoiding aggressive
management.

Thyroid nodules are the most common mode of
manifestation. Pusztaszeri et al., reported that 61.6%
presented with a single nodule, and 34.9% consulted for
a multi-nodular goitre [6]. In our study, the discovery of
a single thyroid nodule was the mode of presentation in
10% of cases, while goitre was the mode of presentation
in 90% of cases.

Cervical ultrasound and fine needle aspiration
(FNA) are valuable tools for suspecting NIFTP [9, 10].
However, the limitations of these tests in distinguishing
NIFTP  from other thyroid lesions require
histopathological confirmation. It is a neoplasm with a
very low risk of malignancy and a very good prognosis.
Its definitive diagnosis is made by anatomopathological
study. Histological diagnostic criteria include a complete
study of the tumour capsule, absence of necrosis,
follicular architecture and specific nuclear papillary
features [1-11].

The genetic characteristics of NIFTP, notably
RAS and BRAF mutations and gene rearrangements
involving PPARG or THADA, reinforce the distinction
between these tumours and classic papillary carcinomas.
These genetic abnormalities could be used to refine
diagnosis, although their use in routine clinical practice
remains limited [1-15]. The future integration of
molecular tests could improve diagnostic accuracy and
optimise patient stratification.
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Treatment of NIFTP consists of conservative
surgery, i.e. lobectomy without treatment with
radioactive iodine (RAI), thus avoiding unnecessary total
thyroidectomy and hormone replacement therapy [3].
The absence of additional treatment with radioactive
iodine is part of a strategy of therapeutic de-escalation,
reducing iatrogenic risks while maintaining rigorous
monitoring. This approach reflects a move towards
personalised medicine, tailored to the patient's risk
profile. However, this strategy requires multidisciplinary
expertise and clear communication with patients to
explain the indolent nature of NIFTP) [1-17].

Long-term studies are essential to assess the
outcome of patients diagnosed with NIFTP, particularly
in terms of residual risk of malignancy or adverse events.
These data will be used to refine recommendations for
clinicians and optimise management. Analysis of the
psychological and economic impact of NIFTP
reclassification would also be a relevant area of research
to better understand the overall benefits of this approach
[1-18].

CONCLUSION

The reclassification of EFVPTCs as NIFTPs
marks a turning point in the management of indolent
thyroid tumours. This entity makes it possible to avoid
unnecessary overtreatment, while ensuring an excellent
prognosis for patients. Advances in diagnostic
techniques and conservative strategies will continue to
play an essential role in optimising care. A better
understanding of the biology of NIFTP and long-term
clinical monitoring will consolidate these findings and
inform future recommendations.
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