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(Abstract \

Background: Metastatic Papillary Thyroid Carcinoma (PTC) confined to cervical lymph nodes, with no identifiable primary
tumour in a completely examined thyroidectomy specimen, is the rarest presentation of occult thyroid carcinoma, with fewer
than 30 cases reported to date. Its coexistence with tuberculous lymphadenitis within the same lymph node has only rarely
been observed.

Case presentation: A 45-year-old woman, with no relevant medical history, presented with a slowly enlarging right level 11
cervical mass of one year's duration, associated with a 4-kg weight loss over six months. Ultrasonography showed a heteroge-
neous, necrotic nodal mass suggestive of tuberculous lymphadenitis, with a normal-appearing thyroid gland. The nodal con-
glomerate was excised and entirely submitted for histological examination, which revealed caseating granulomatous lymph-
adenitis; Mycobacterium tuberculosis was detected by the GeneXpert MTB/RIF assay, without rifampicin resistance. Within
the same lymph node, an 8-mm focus of metastatic PTC was identified, composed of infiltrative follicles set in a desmoplastic
stroma and displaying the characteristic nuclear features; the tumour cells were positive for CK7, thyroglobulin and TTF-1
antibodies. A subsequent total thyroidectomy with bilateral neck dissection showed no carcinoma and no fibrous scar in the
entirely embedded thyroid gland, and all 15 dissected lymph nodes were free of metastasis (pT0 N1b MO0). The patient received
nine months of antituberculous therapy without radioactive iodine and remained free of disease at one-year follow-up.

Conclusion: The absence of an intrathyroidal primary raises three hypotheses: an undetected microcarcinoma, a regressed
primary, or malignant transformation of intranodal ectopic thyroid tissue. In tuberculosis-endemic regions, a diagnosis of
caseating granulomatous lymphadenitis should not preclude complete histological examination of the lymph node, as both
conditions share clinical and radiological features and may coexist within the same node.
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Introduction

Papillary Thyroid Carcinoma (PTC) is the most frequent thy-
roid malignancy and spreads early to regional lymph nodes
[1,2]. A cervical nodal metastasis is sometimes its first sign,
and a small primary is then usually found in the thyroidectomy
specimen. Much rarer is the situation in which no primary tu-
mour is found despite complete histological study of the gland.
Boucek et al. classified occult thyroid carcinoma into four
groups [3], and Liu et al. later proposed a fifth group, in which
metastases occur while the thyroid is benign on both imaging
and pathology [4]. Xu et al. retrieved only seven such cases
from a large institutional archive [5], and a pooled analysis
published in 2026 counted 23 cases in total [6].

Tuberculous lymphadenitis is the most frequent form of extra-
pulmonary tuberculosis (TB) in Morocco, where it accounted
for 41% of notified extrapulmonary cases in 2021 [7,8]. It
mimics nodal metastasis of PTC clinically and radiologically
[9,10]; the two diseases have been reported together in the
same patient mainly as isolated cases [11-13], and within a
single lymph node only exceptionally [11,14]. We report a pa-
tient in whom both conditions were found in a single cervical
node while the thyroid gland was free of tumour, and we re-
view both bodies of literature.

Case Presentation

History and physical examination:
A 45-year-old woman presented with a right cervical swell-
ing in the upper jugular region, which had been slowly enlarg-
ing for one year. She had never received neck irradiation, had
no family history of thyroid disease and reported no contact
with tuberculosis. She had no fever but reported progressive
weight loss of 4 kg over the previous six months. Physical ex-
amination revealed an upper jugular (level II) mass, which was
mobile, firm, and painless, measuring approximately 6 cm on
palpation. Thyroid gland palpation was unremarkable.
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Figure 2: Incidental fin
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ding of occult metastatic papillary thyroid carcinoma in the same lymph node: (A)

Investigations and initial surgery:

The chest radiograph was normal. Cervical ultrasound re-
vealed a heterogeneous, necrotic, mobile mass, located in the
upper jugular region (level 1), primarily suggestive of tubercu-
lous lymphadenopathy. The thyroid gland was normal, and the
thyroid-stimulating hormone (TSH) level was also within the
normal range. The nodal conglomerate was excised through
a limited cervical incision in the otorhinolaryngology depart-
ment and sent for histopathological examination.

Pathological findings:

The specimen consisted of a matted conglomerate of right up-
per jugular lymph nodes (level II). Its cut surface showed fri-
able necrotic foci. The entire specimen was submitted for his-
tological examination. Microscopically, the nodal architecture
was largely effaced by geographic areas of eosinophilic, finely
granular, acellular necrosis of caseous type, bordered by a rim
of epithelioid histiocytes, Langhans-type giant cells, lympho-
cytes and fibroblasts; residual lymphoid parenchyma persisted
at the periphery (Figure 1).
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Figure 1: Tuberculous lymphadenitis: Interface between
the granular eosinophilic caseous-type necrosis and a band
of epithelioid histiocytes, Langhans-type giant cells, lym-
phocytes and fibroblasts (Hematoxylin-eosin stain, original
magnification x200).

Neoplastic follicles and tubules infiltrating the nodal lymphoid tissue (Hematoxylin-eosin stain, original
magnification x200). (B) Follicular-patterned area with angulated infiltrative follicles, containing dense
colloid, set in a desmoplastic stroma and in direct contact with residual lymphoid tissue (Hematoxylin-
eosin stain, original magnification x200).
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Figure 3: (A) and (B): Nuclear features of PTC at high power: Enlarged, crowded and overlapping nuclei with
cleared chromatin, irregular contours and grooves (Hematoxylin-eosin stain, original magnification x400).
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Figure 4: (A), (B) and (C): Immunohistoche
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mistry of the nodal carcinoma: the tumour cells are positive for (4)
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CK7, (B) thyroglobulin and (C) TTF-1 (original magnification x200).

The GeneXpert MTB/RIF assay performed on the specimen
detected Mycobacterium tuberculosis, with no evidence of ri-
fampicin resistance.

Within the same lymph node as the granulomatous lesions,
a focus of carcinoma measuring 8 mm in greatest dimension
was present. It consisted of angulated, infiltrative follicles
and tubules, with some papillary structures, containing dense
colloid, set in a desmoplastic, inflamed stroma and in direct
contact with residual lymphoid tissue (Figure 2). The tumour
cells showed enlarged, oval, overlapping nuclei with cleared
("ground-glass") chromatin, irregular nuclear contours and
nuclear grooves (Figure 3). There were no psammoma bod-
ies, capsular breach or extranodal extension. On immunohis-
tochemistry, the tumour cells were positive for cytokeratin 7
(CK7), thyroglobulin and thyroid transcription factor-1 (TTF-
1), and negative for cytokeratin 20 (CK20) (Figure 4). The
final diagnosis was metastatic papillary thyroid carcinoma as-
sociated with tuberculous lymphadenitis.

Staging work-up and definitive surgery:

Cervical ultrasound revealed a thyroid gland of normal size
and echostructure, with no nodules and no cervical lymph-
adenopathy. Thyroid function tests were within normal lim-

its, including a normal TSH level and normal thyroglobulin
levels. Following multidisciplinary team discussion, a total
thyroidectomy with bilateral cervical lymph node dissection
was subsequently performed as a second-stage procedure. The
thyroid was fully embedded in 15 blocks. It showed normal
parenchyma without carcinoma or microcarcinoma, and no fi-
brous scar that might mark a regressed tumour. All 15 lymph
nodes from the bilateral dissection were free of metastasis. The
disease was staged pTO N1b MO (AJCC 8th edition; stage I,
age under 55 years).

Treatment and follow-up:

Anti-tuberculous treatment was started three months after the
positive GeneXpert result. It was based on the standard Mo-
roccan national regimen for new cases of lymph node tuber-
culosis: two months of rifampicin, isoniazid, pyrazinamide
and ethambutol, then four months of rifampicin and isoniazid
(2RHZE/4RH), with the continuation phase extended to give
a total duration of nine months (2RHZE/7RH). After thyroid-
ectomy, levothyroxine replacement was started at 1.5 pg/kg/
day. Radioiodine was not administered, and postoperative thy-
roglobulin was not measured. One year after diagnosis, at the
end of treatment, clinical examination and cervical ultrasound
showed no evidence of recurrent carcinoma or tuberculosis.

Table 1: Published cases of nodal papillary thyroid carcinoma without an identifiable primary after thyroid surgery.

Age /

Adjuvant

Study Sex Nodal involvement Thyroid sull*ger(ifb 1 freatment Outcome
. TT + central and bilat- .
Singh 2013 [18] 31F Left level 11T eral TILIV ND RAI No new disease
7 Central 3, lateral 3, 5 PTC cases NED;
Xu 2017 [5] patients both 1 T _ series median 2.2 y
112022 [15] 27F Central, 2/15 Left Iobectomy + CND | None NED at2y
Pt 1: central 1/8 + right | TT + CND + modified | Pt 1: RAI
Do 2024 [19] 67F;79M | IV 1/31; Pt 2: intrapa- | radical ND (+ paroti- | Pt 2: RAI NED (both)
rotid node dectomy, Pt 2) declined
Abdelmasih 2024 [20]* | 43 F Left lateral, 1/5 ZL;SND *left fat- oA Not stated
Carrillo 2025 [16] 45M Perithyroidal, 2/6 Right Tobectomy | p Ay 70 mci | NED
isthmusectomy
Elkins 2025 [21T* 63 F Left III-IV, 5 nodes TT + lgfit laterlalCND ILSAI Not stated
TT + bilateral CND + | TSH
Murayama 2026 [22] 5TM Left level IV left lateral ND suppression NED at4y
RAI 100 Lateral nodal recur-
Alsayyari 2026 [17] 56 F One central node (1/6) TT (78 blocks) mCi rence; lateral ND
2025, then NED
. TT + modified radical | None (RAI | Tg undetectable at
Evans 2026 [6] 27TM Cysltllc lftteral, 2/21 1 ND dRej{erre d)3 3 mo
Right laterocervical + | VA "
Kpekpeou 2026 [23] 27TM upper mediastinal (1/49) TT + extended ND GBq Cured" at 6 mo
Right Ievel II nodal con- | Node excision, then None (anti-
Present case 45 F glomerate, with tubercu- | TT (15 blocks) + bilat- TB only) NEDat1ly
losis eral ND, 0/15 oy

TT, total thyroidectomy, ND, neck dissection;, CND, central neck dissection; RAI, radioactive iodine; NED, no evidence of dis-
ease; Te, thyroglobulin. *Congress abstracts.
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Discussion

A rare association entity:

Nodal PTC with a tumour-free thyroid remains rare; Table 1
summarises the published cases in which thyroid surgery was
performed. In the pooled analysis of 23 cases by Evans et al.,
the sex ratio was nearly equal, 65% of patients presented with
a lateral neck mass, and 87% had no evidence of disease at a
median follow-up of 24 months [6]; in the series of Xu et al.,
all five patients with PTC were alive without disease (median
follow-up of the series, 2.2 years) [5]. The frequency of this
entity is probably underestimated, as it depends on how com-
pletely the thyroid is examined: one published case had only a
lobectomy [15], serial sectioning of the whole gland has been
recommended [16], and nodal recurrence may appear years
later [17]. Our patient fits this profile, with a lateral nodal de-
posit, a normal-appearing gland and a favourable early course.

Where does the carcinoma come from?

Three mechanisms have been proposed. The first is an unde-
tected intrathyroidal microcarcinoma: foci under 3 mm can
escape routine histological sampling [15], and occult micro-
carcinomas are a recognised source of nodal metastasis [24];
this explanation is weakened, although not excluded, when the
whole gland has been embedded, as in our patient. The sec-
ond is a regressed primary: spontaneous regression has been
documented in PTC, including in a nodal metastasis [25], but
its histological footprint, a stellate fibrous scar, was absent
from our patient's fully embedded gland, and was seen in only
one of seven glands in the series of Xu et al. [S]. The third is
carcinoma arising in intranodal ectopic thyroid tissue. Benign
thyroid inclusions in cervical nodes have long been recognised
[26,27], and PTC arising in intranodal or ectopic thyroid tissue
with a normal gland has been reported [23,28,29]. Although
inclusions are classically small, capsular and bland, they may
show nuclear changes, whereas nuclear pseudoinclusions,
desmoplasia and effacement of the nodal architecture favour
metastasis [30]. The infiltrative, desmoplastic tumour in our
case is therefore carcinoma, and a tumour-free thyroid with 15
negative nodes makes an intranodal origin plausible; however,
our material does not show a transition from benign ectopic
follicles, so this origin remains unproven. BRAF V600E im-
munohistochemistry or molecular testing could at least docu-

ment a PTC-type driver [5,30].

Tuberculosis and papillary carcinoma in the same lymph node:
Tuberculous lymphadenitis and nodal metastasis of PTC share
their preferred location in the lateral neck and several imaging
features, including hypoechoic, necrotic or cystic nodes and
calcifications [10,13]; in a Korean series of 9,098 operated pa-
tients, 28 had tuberculous lateral nodes initially read as metas-
tases [9]. Coexistence within a single node has been document-
ed only rarely, always with a known or synchronous thyroid
primary [11,14]; more often, the two lesions involve separate
nodes of the same neck [12,13,31-33]. Representative reports
are summarised in Table 2. In our patient, by contrast, no thy-
roid primary was found. Whether the association is causal is
unknown: tuberculosis is associated with an increased overall
risk of cancer [34], and chronic mycobacterial inflammation
has been proposed as a promoter of carcinogenesis [12,14], but
in an endemic area simple coincidence is at least as likely.

Practical implications:

For the pathologist, a diagnosis of caseating lymphadenitis
should not end the examination of a cervical node: the whole
node should be embedded, since a metastatic deposit may oc-
cupy only a few millimetres of it; the tuberculous nature of
the necrosis should be confirmed by Ziehl-Neelsen staining,
molecular testing or culture [11,14], as GeneXpert did here;
and immunohistochemistry (TTF-1, PAXS8, thyroglobulin and
BRAF V600E) should complement, not replace, morphology
[30]. For management, total thyroidectomy is the accepted next
step even when the thyroid appears normal, as it removes a pos-
sible ultramicroscopic primary and allows thyroglobulin-based
surveillance [2,6,18], and lateral disease requires therapeutic
neck dissection [2]. Radioiodine has been used in most reports
[16-21,23,29], but it may be deferred in selected patients [6],
and the 2025 American Thyroid Association guidelines base
this decision on a four-tier risk of recurrence [2]; it was with-
held in our patient, given a single 8-mm deposit without extra-
nodal extension, a tumour-free thyroid and 15 negative lymph
nodes. When tuberculosis coexists, anti-tuberculous treatment
has usually been given around the time of surgery [12,14,32],
and lymphadenopathy that persists under treatment should
prompt a search for a coexisting malignancy [11,14].

Table 2: Reported coexistence of tuberculous lymphadenitis and metastatic papillary thyroid carcinoma.

Study Patient(s) Thyroid Relation ofthe Treatment Outcome
primary two lesions
. I-cm nodule, Anti-TB 6 mo, then hemithyroidec-
Min 2018 [11] 31M PTC Same node fomy + ND Well at 2 mo
. 28 . 7/8 dissected: metas- . .
Kim 2016 [9] Datients PTC in all tasis + TB Frozen section guided ND —
7-mm PTC, | Separate nodes (4 .
. TT + CND + bilateral lateral ND;
Hachicha 2024 [12] | 53 F pTla metastatic, 5 tuber- anti-TB 6 mo; RAI NED at2y
culous)
Different nodes
Yasmin 2024 [13] 44 F PTC tr.eated (right metastasis, left | Cytological diagnosis Not stated
5y earlier TB)
- + + + s anti-
Mezri 2024 [14] | 2 00 10Pa- [ oy Same node TT+CND + lateral ND + RAL anti- | ;0 o
tients TB =8 mo (series mean)
Same node: GeneX- Node  conglomerate  excision,
Present case 45 F None found ert ositivé then TT + bilateral ND (0/15); | NEDatly
pertp 2RHZE/TRH; no RAI

TT, total thyroidectomy,; ND, neck dissection; CND, central neck dissection; RAI, radioactive iodine; NED, no evidence of disease;

Tg, thyroglobulin.
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Conclusion

This case adds to the small group of nodal papillary thyroid
carcinomas with a tumour-free thyroid, and illustrates the
rarely observed situation in which the metastatic deposit lies
within a tuberculous lymph node. In tuberculosis-endemic re-
gions, finding granulomas in a cervical node should not end
the search for malignancy, and a normal thyroid on ultrasound
does not exclude a thyroid origin. Total thyroidectomy remains
the basis of management; the need for radioiodine should be
weighed case by case, and long-term surveillance is required.
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