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Multifocal papillary thyroid microcarcinoma in the end stage of Hashimoto’s
thyroiditis
MyntudokaaHu nanuiapHu MUKPOKApIIMHOM IITUTACTE KJIE3]Ie Y 3aBpIHOj (ha3u

XamuMoTOBOT THPCOUAUTHCA

SUMMARY

Introduction Common coexisting of papillary thyroid
carcinoma (PTC) with Hashimoto's thyroiditis (HT)
indicates its immunological link, with no consensus on
a cause and effect of this relationship.

The aim of this report is to represent an unusual case
of occurrence of  multifocal papillary thyroid
microcarcinoma in the severe thyroid atrophy as a
result of the end stage of Hashimoto's thyroiditis and
to analyze its clinical significance.

Case Outline A 59-year-old female patient with a
fourteen years history of HT was admitted for the
surgical treatment of a cytologically suspected PTC.
During disease evolution ultrasound controls were
performed once a year and the findings showed a
progressive decrease in thyroid volume. The nodule in
the right lobe was detected for the first time in 2014.
After one year follow up, the nodule size was 7mm.
Fine needle aspiration biopsy was performed and was
reported as "suspicious for PTC". The patient
underwent total thyroidectomy. Intraoperatively,
thyroid gland  was indistinguishable from the
surrounding tissue and histopathological intraoperative
consultation was performed in order to 'confirm
malignancy and thyroid tissue. After — gross
examination all surgical specimen weighed less than
3g. A final diagnosis of multifocal papillary thyroid
microcarcinoma with bilateral / presentation and
extrathyroidal extension was made. Seventeen months
after total thyroidectomy was performed, the patient
was well with no evidence of metastasis or recurrence
of papillary carcinoma.

Conclusion In the' circumstances of severe thyroid
atrophy, papillary. microcarcinoma with infiltrative
growth can-early lead to extrathyroid extension even
to the infiltration of surrounding structures.
Keywords:  papillary. microcarcinoma; Hashimoto's
thyroiditis; end stage

INTRODUCTION

CAXETAK

YBoxa UYecra ynpyKeHOCT HamWIApHOI THUPEOUHOT
kapmmaoMa (IITK) m XammmoToBOT THpEOWAHMTHCA
(XT) ynyhyje Ha BHXOBY HMYHOJOIIKY ITOBE3aHOCT,
WaKO FHHUXOBE Y3POYHO-TIOCICAMYHE BE3€ HHUCY
pasjammbeHe.

Husms oBor pama je OWO &a MpUKaxe ~HEyOOHYajeHY
rojaBe MYJITU(OKATHOT MaNuIapHOI MUKPOKAPIHUHO-
Ma y aTpoM4HO] ITUTACTOj XKIIE31U ~3aBpuIHEe (hase
XT n ananuza beH KIMHUYKY 3HAYE].

IIpuxa3 6oaecnuka. bonecHuia, crapa 59 roausa, ca
YETPHACTOTOAMIIHFOM HETOPHjoM JedeHor X T, mpum-
JbCHA je 300T ONEepaTHBHOT JIe4ea MITHTACTE XKIIC3/1e
HaKOH IUTOJOIIKHU /yIBp))eHe CyMIme Ha IOCTOjame
ManuwiapHor KapmuHoMma. .Y TOKy Jjeuewma X[ u
YATPa3BYYHHX KOHTposia HpaheHo je MpOorpecuBHO
CMamkCHE BENWYHMHE INTHTAcTe kie3ne. Ysop y
JECHOM' PEXIbY “IUTHTACTE KJIE3le, NPBH IyT je
nujardoctrkoBan 2014, roaune. Ilocne roauHy aaHa,
BeIMYMHA YBOpa HM3HOCWJIA je OKO 7 MM, Kama je
yUHIbeHa je_achmupanyoHa OHMOINCHja TaHKOM HIJIOM.
[uronommkn Haa3 je UHTEPIpPETHPaH Kao ,,CYyCIeKTaH
Ha [ITK®. HakoH yunmeHe TOTaIHE THPEOUICKTOMH]C
YKyIiHa Maca y30pka Omna je Mama ox 3g. MuTpaomne-
paTMBHO, INTHTAcTa XJie3na je Omna HeymaiybuBa U
TEIIKO MMPETIO3HATIbNBA O OKOJHOT TKHBa. MHTpeorme-
patuBHO je noTBpher Mamurauret. Ilaroxucronomku
j€ I¥jarHOCTHKOBAH MYJITH(OKAITHH, OMIaTepaiHy I1a-
NUJIaPHA MUKPOKAPIIMHOM IITUTACTE XKJie3zie ca oboc-
TpaHUM, MUHUMAJIHUM €KCTPATUPCOUTHUM HINPECHEM.
ITocne 17 mecenu o5l OTepaTUBHOT Jieuewa, OOIECHHU-
na je no0po, 06e3 MOCTONEepAaTHBHHUX KOMILIMKAIIW]ja,
peunMBa 1 MeTacTasa narnumiapHoOT KapuuHOMa.
3ak/pbyyak. VY OKOJHOCTMMAa TelIKe arpoduje
IITUTACTEe >JKJIE3[e MANWIapHA MHUKPOKapIMHOMH
MHQWITPAaTHBHOT pacTa MOTY paHO Ja MOKaxy
eKCTPATUPEOUTHO HUPEHE U HHPHUITPALN]Y OKOITHUX
CTPYKTYpa.

Kbyyne peunm: manwiapHd — MHUKPOKapIIMHOM,
XarMMOTOB TUPEOUIUTHC, 3aBpiHa (da3a

Papillary thyroid microcarcinoma (PTMC) is a size-defined variant of papillary thyroid

carcinoma (PTC) measuring less then 10 mm [1]. It is the most common form of PTC and constitutes

approximately half of PTC in patients older than 45 years and accounts for 39% of the cases of

thyroid cancer in the USA [2,3]. Most of PTMC show excellent behavior but a small subset may recur

or even metastasize while mortality is less than 1% [4]. Treatment modalities of PTMC range from
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observation alone to an aggressive approach with total thyroidectomy, with or without lymph node
dissection, and radioiodine ablation [5].

Hashimoto's thyroiditis (HT) is the most common thyroid specific autoimmune disease (AD)
with an annual incidence of 0.3 -1.5 cases per 1000 persons. The histological features of HT include
diffuse lymphoid infiltration with formation of lymhoid follicules often with germinal centers,
destruction and atrophy of thyroid follicules frequently with oxyphilic metaplasia of thyreocites, and
different degree of fibrosis. These histologic findings vary significantly among patients so that HT
represents a whole spectrum of clinicopathologic conditions. This spectrum now includes the
classical, fibrous, fibrous atrophy, juvenile, Hashitoxicosis, and 1gG4-related variant [6,7].

The fibrous atrophy variant of HT is characterised by severe thyroid gland (TG) atrophy,
widespread destruction of the thyroid tissue with lymphoid infiltration and diffuse replacement by
fibrous stroma. This variant of HT most likely represent the end-stage of-this autoimmune process
[6,7].

The typical clinical presentation of HT is hypothyroidism-with or without compression
symptoms due to TG enlargement, and usually with high serum thyroid antibody [6]. The principal
approach for medical treating of HT is substitution therapy with levathyroxine.

The indications for surgery in HT patients include suspicion for malignancy, persistent
symptoms associated with the disease, or a goiter that is increasing in size [6,8].

In surgically treated patients occurrence rate of histologically proven HT in PTC is almost three
times more often than in other thyroid diseases [9]. The common coexisting of PTC and HT indicates
that these two diseases are immunologically linked with no consensus on a cause and effect of this
relationship [7,10].

The aim of this case report is.to represent an unusual case of occurrence of multifocal PTMC
in the severe TG atrophy as-a result of the end stage of Hashimoto's thyroiditis and to analyze its

clinical significance:

CASE REPORT

A 59-year-old,female patient with a fourteen years history of HT was admitted to our hospital
for the surgical treatment (total thyroidectomy) of a cytologically suspected PTC. Initially, the
diagnosis of HT was made according to TG hypofunction, increased serum level of thyroid-
stimulating hormone (TSH) and detectable anti-thyroglobulin and anti-thyroid peroxidase antibodies
(anti-TPO antibodies). During disease evolution patient received substitution therapy with
levothyroxine (100 pg/day). Ultrasound controls were performed once a year. In the beginning TG
was slightly enlarged while the following findings showed a progressive decrease in TG volume. The
presence of the nodule in the right lobe of the TG was detected for the first time in 2014. After one
year follow up (2015), due to increases in nodule size, a Fine Needle Aspiration (FNA) biopsy was

performed in another institution and was reported as "suspicious for PTC".
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Preoperative laboratory examination revealed high serum anti-TPO antibodies concentration
(>1500 IU/mL), while TSH measured 0.28 pmol/dl and level of free thyroxine (T4) was 21.2 pmol/I.
Ultrasonographic examination revealed a reduced TG volume with diffuse low echogenicity.
Dimension of the right and left lobe were 16x10x9 mm, and 19x5x8 mm, respectivly. The nodule with
cytologically proven suspicion for PTC was in the right lobe, measured 7x4 mm and showed marked

hypoechogenicity with spiculated margin.

Intraoperative findings

The patient underwent total thyroidectomy. Intraoperatively, the TG was incospicious and
indistinguishable from the surrounding tissue while all four parathyroid glands were detected. In the
anatomical space of the right lobe, small nodule was noticeable to the surgeon. The nodule with
surrounding tissue was extirpated and sent to the pathologist for an intraoperative consultation (10C).
Intraoperatively received tissue sample was examined as a frozen section and histopathological
examination proved it to be PTC with small amount of thyroid tissue (histology described below).
Using the position of the parathyroid glands and recurrent laryngeal nerve (RLN) as a point of
orientation, the remainder of the right, left lobe and isthmus were removed with the preservation of
RLN. The left upper parathyroid gland is extirpated and implanted in the left sternocleidomastoid
muscle.

Histopathology
Gross Findings. — The thyroid tissue sample received for IOC measured 10x6x3 mm, it had
pale red to tan color, and a firm to hard consistency. At periphery, small amount of adipose tissue was
- present. The rest of a right lobe, left lobe and
2 isthmus measured 13x8x3 mm, 16x6x3 mm and
10x3x3 mm, respectively. Its consistency was
firm and a color was pale red. These samples
were processed for permanent section. The
weight of all specimen was less than 3 g.
Microscopic Findings. — In histologically
examined frozen section sample from right lobe a
6 mm PTMC was observed. Tumor had
infiltrative growth, partially sclerotic stroma and
mixed follicular and papillary morphology.

Minimal extrathyroidal extension of PTMC was

examined in the present perithyroid tissue. At the

il

Figure 1. Frozen section, H&E scanning periphery of the sample, part of the parathyroid
magnification. Whole-mount section of thyroid
tissue from the right lobe: a) atrophic thyroid
with perithyroid tissue; b) 6 mm size of PTC; c)
part of the parathyroid gland.

gland was microscopically observed (Figure 1).
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In the tissue sample from left lobe one more focus of PTMC was detected, measuring 3 mm in
size. This focus had a classical morphology with typical nuclear features of PTC, sclerotic stroma and
infiltrative growth. Minimal extrathyroidal extension was also noted (Figure 2A).

The remainder of the TG was mostly replaced with fibrous tissue which was confined to the
gland. Thyroid follicles where atrophic, sporadically and lobulary distributed through several areas.
Its diameter was very small with flattening of follicular epithelial cells, containing pale or thick
colloid. In addition, there was evidence of lymphocyte infiltration with rare germinal center formation
(Figure 2B). The blood vessels were small to medium size without occlusion and histological sign of

inflammation. In the isthmic region, beside small atrophic follicles, an incidental one millimeter

A do B i . == N SO / a,, oo
Figure 2. A — A 3 mm size PTMC in the left lobe of the TG (H&E, x100). B — Lymphocytic inflammation
with fibrosis, atrophy and destruction of thyroid follicles (H&E, x). C — Atrophic thyroid tissue, fibrosis
and a 1 mm thyroglossal duct remnant cysts in the isthmic region (H&E, x40).

Based on the above findings, a diagnosis of multifocal PTMC with bilateral presentation and
minimal extrathyroid extension was made (p(m)T3NxMXx), in the setting of severe TG atrophy as a
result of long standing HT.

Patient Follow-up and-outcomes
The patient had no complications during the postoperative period. Six weeks after surgery, the
patient underwent treatment with-radioiodine ablation therapy. The patient was well with no evidence

of metastasis or'recurrence of PTC 17 months after total thyroidectomy was performed.

DISCUSSION

Most of PTMC shows favorable outcome with practically benign clinical course. Although the
American Thyroid Association recommended that patients with PTMC should undergo
hemithyroidectomy for small, unifocal, intrathyroidal carcinomas in the absence of prior head and
neck irradiation, familial thyroid carcinoma, or clinical detectable cervical lymph node metastasis
[11], there are still no consensus in the management of PTMC, resulting in a wide spectrum treatment
modalities range from observation without treatment [12] to total thyroidectomy with or without
lymph node dissection, and radioiodine ablation [5,13]. Importance of recognition subset of PTMC

with potential to more aggressive behavior had influence to further treatment. The most commonly
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reported morphological characteristics of PTMC related to its aggressive behavior are: extrathyroid
extension, multifocality, lymph node and distant metastasis, vascular invasion, tumore size, total
tumor diameter, histological form of PTMC and its peripheral localization [4,5,13,14].
Peripheral/subcapsular localized PTMC can lead to early extrathyroid extension and in a case of
posterior localisation it can infiltrate trachea and RLN [12,14].

The presence of PTMC in atrophic TG can also be a risk for early extrathyroid extension and
infiltration of perithyroid structures. In our case TG atrophy is caused by long-standing AD clinically
diagnosed as HT. Over time, progressive thyroid cell damage and destruction of parenchyma/can lead
to marked gland atrophy. In these cases TG is very small, usually weighing between 1 to 6 g-and is
barely identifiable on gross examination. This form of disease is also referred to as a fibrous atrophy
variant of HT, and in case when extreme atrophy of the TG follows goitrous disease, like.in our case,
it most likely represent the end-stage of this autoimmune process [5,6].

Patients with HT are usually treated conservatively with levothyroxine therapy in an attempt to
decrease thyroid volume and supplement thyroid hormone [6]. The:-mest common reason for surgical
treatment of HT is presence of a thyroid nodule with a cytology suspicious. for malignancy or
compressive symptoms due to TG. The most common surgical complications are hypoparathyroidism
due to parathyroid gland injury, and symptoms caused by RLN damage [6,8]. In our case, removed
part of the parathyroid gland did not cause clinical signs of hypoparathyroidism. According to
McManus et al. surgical complications after thyroidectomy was performed in patients with HT, are
more often compared to patients without HT because inflammatory process in TG and perithyroid
tissue makes TG more adhere to the surrounding structure [8]. On the other hand, postoperative
complications after thyroidectomy was performed are reduced if surgeons perform a larger number of
the surgeries per year [15]. The surgery of atrophic TG is even more at risk of surgical complication
because the whole TG is/in aclose vicinity of RLN. The TG can be inconspicuous from surrounding
anatomical structure-and sometimes, to in prove that removed tissue belong to the thyroid,
intraoperative consultation of pathologist may be necessary.

Intrathyroidal TGDC are rare. In recently published clinicopathologic series of TGDC,
intrathyroidal localization is reported in 1,6% of cases.The presence of TGDC in our case represents
an incidental microscopic finding without clinical importance and influence on surgical treatment and
operative approach. Its presence in the tissue sample clinically marked as an isthmus, can suggest that
at least part of it represents atrophic pyramidal lobe as the most common form of the inferior
thyroglossal duct remnant [16].

The relationship between HT and PTC has a long history of debate with no consensus on the
link between these two thyroid diseases. In a meta-analysis, Lee JH et al. showed that the occurrence
rate of HT in PTC patients, after thyroidectomy was performed, was 2.8 times higher than HT patients
in benign thyroid diseases. Contrary to this report, a statistically significant correlation between HT

and PTC was not found in biopsy samples in population-based studies after FNA was performed [17].
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In a recent meta-analysis which included 27 studies of different type (thyroidectomy, selective FNA
and FNA studies) with 76,281 patients, results confirmed that HT predisposed patients to
development of PTC [18]. On the other hand, most studies showed that HT is associated with a better
prognosis of PTC and more limited disease, with a significantly lower frequency of extrathyroidal
extension, nodal and distant metastases compared to those without HT [9,19, 20].

In addition to different results about frequency and prognosis of PTC in patients with HT, there
is a still open question whether is development of PTC induced by chronic autoimmune inflammation
("inflammation induced carcinoma"), or whether HT develops because of cross-reacting antitumor
immunity (“tumor defense -induced autoimmunity™), and how PTC develops despite (auto)immunity
[7,10,21].

In our case, the presence of PTMC in almost completely destroyed TG due to long duration of
HT suggest its ability to escape host immune response and to survive-despite an (auto)immune
response. According to the different studies, this tumor ability might. occure because of immune
tolerance or it can be explained by various immune- escape mechanisms, including secretion of
specific immune-regulatory cytokines (e.g 1l-4, 11-10), changed number and function of immune cells
(e.g tumor infiltrating lymphocytes), and expression of /specific proteins on tumor cells (HLA-G,
FasL, PDL-1) [9].

In conclusion, in the circumstances of severe TG atrophy PTMC with infiltrative growth can
early lead to extrathyroid extension even to the infiltration of surrounding structures. The treatment of
choice, even in cases of small lesion with citologicaly proven suspicion for malignancy should be a

total thyroidectomy and it should be performed by an experienced surgeon.
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