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[lepxaBHOr0 ynpasniHHg cripasamm, Kuis'

HavtioHanbHui Meanynmii yHisepeuter imexi 0.0. Boromonbug, Kuis?

MeayasipHa kapuyHOMa IMTONOAIOHOI 3ar03u (MKII3) € piakicHUM 3aXBOPIOBAHHSM, sIK€ CTAHOBUTH
npnbAM3HO 4-5% Bcix BUIAAKIB paKy IIMTOBMAHOI 3aA03M i IIOXOAUTH 3 KAABIIUTOHIH-CEKPETYIOUMX IIapa-
doaixyaspanx C-xkaitma. MKIII3 9acTo mommproeTsest Ha muifHI AiMdaTtndai By3An. 3ycTpidaeTscst y
criopaangHUX (75-80%) i cimertamx (20-25%) dpopmax.

[Tpeactasaennit sumnapox MKII3 3 Meracrasamy B ImifHi AiMmdatmdsi Bysam y 67-pidHOi XiHKH.
[TamieHTIIi OyAa IIpOBeAeHA TOTAABHA TUPEOIAEKTOMII 3 MMITHOIO AlMOAMCEKITi€0. 3aKAIOYHNIA ITaTOriC-
ToAorigHmit Aiaraos nmiaTBepars MKII3. Byan BusiBAeHI MeTacTasM y ABOX AiM@aTUIHMX By3AaxX 6 TPy
iy ABOX AiMdaTnaHNX By3aax 2,3.4 rpym 3AiBa.

B 06roBOpeHHI IIpeACTaBAEHMIT OTASIA KAacudikarii, maroreHesy, alarHoctmxu Ta Aikysanaa MKIII3.
3asHaveHO, IO y HAIIIOI Nal[ieHTKM Yepes3 LIiCTh MicAIIB IIicAS ollepallil He BUSBAEHO PEIIAMBY abo MeTa-
crasis MKIII3.

Orxe, MKIII3 € piaKicHMM HOBOYTBOPEHH:I IIUTOBMAHOIL 3aA03M, XapaKTepMU3yeTCs 9acThIM MeTacTa3Mpo-
BaHMEM U IIOTaHVM IIPOTHO30M 3a BIACYTHICTIO AikyBaHHA. PaHHS AlarHOCTMIKA 3abesIievuye GiABII BICOKY
BipOTiAHICTD YCIIITHOTO AiKYyBaHHS i AOBTOCTPOKOBOI'O BYKMBaHH:. ToTaAbHA THpeoiAeKTOMIs 3 AiMdoan-
cexIielo mmi € OCHOBOIO AiKyBaHHs. Bci IalieHT MOBMHHI IPOXOAUTY PeryAspHe OOCTEXXeHHs 3 MEeTOIO
MO>XAVBOTO BUSIBAEHHS pelMAUBY abo Metacrasis MKIII3.

Kntouoei cnosa: MeayAsipHa KapIMHOMa IIMTONOAIGHOI 3aA03M, CIOPaAMYHI POPMU, TUPEOIAEKTO-
Mist, muitHa AiM@OAMCeKITi s, KAABIMTOHIH.

INTRODUCTION

Medullary thyroid carcinoma (MTC) is a rare
disease that accounts 4-5% of all thyroid cancers and
originates from the calcitonin-screening parafollicular C
cells [7]. Parafollicular C-cells secrete a number of
peptide hormones such as calcitonin, serotonin,
vasoactive intestinal peptide, such as a neuroendocrine
tumor [3]. MTC may cause death if untreated [20].

MTC can be sporadic or familial, the latter of which
is defined as part of the cancer syndrome known as

Multiple Endocrine Neoplasia type 2 (MEN2) [17].
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MEN?2 is the result of an autosomally dominant gain-of-
function mutation in the RET (REarranged during
Transfection) proto-oncogene [5]. The sporadic form
occurs in 70% of the cases, and familial form in 10-20%
of all cases [4]. The preoperative diagnosis is based on
the results of thyroid fine-needle aspiration cytology
(FNAC), serum calcitoninlevel,and RET protooncogene
testing [12]. In 10—15% of cases, diagnosis of MTC is
made only after thyroidectomy. Histologically tumor
containing hyperplastic parafollicular C-cells. Sporadic
MTC generally presents as a single tumor in the one
thyroid lobe [17]. Metastasis occur in 40% of all cases of
MTC [20].
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We present the case report of patient with sporadic
MTC with metastasis.

CASE REPORT

A 67-year-old woman referred to endocrinologist
with an anterior neck mass. An ultrasound examination
of his neck showed a 1,5 cm solid hypoechoic nodule of
the left thyroid lobe, and the metastatic lymph nodes was
noticed. The right thyroid lobe and the isthmus were
normal. Serum levels of triiodothyronine and thyroxine
were within normal ranges, and anti-thyroglobulin
antibody were negative. A preoperative calcitonin serum
value was 240 ng/L. She had normal serum levels of
calcium, phosphorus and parathyroid hormone. FNAC
biopsy of the nodule was consistent with a diagnosis of
MTC. Our patient underwent a total thyroidectomy with
neck exploration. An enlarged thyroid gland with a
prominent left lobe were detected during the operation
(Figure 1). A neck dissection yielded six regional lymph
nodes of 6 group, twenty lymph nodes of 2,3.4 groups in
left side and eighteen lymph nodes of 2,3.4 groups in
right side. Surgical specimens were fixed in 10% buffered
formalin, embedded in paraffin, and stained with
hematoxylin and eosin. For immunohistochemical
studies, sections were incubated with the following
primary monoclonal antibodies: chromogranin A,
thyroglobulin, and calcitonin (Dako Corporation,
Glostrup, Denmark). In light microscopy, two lesions in
the left lobe of thyroid were found. The tumor was
limited to thyroid capsule. Two nodules consisted of
sheet-like cells with round nucleiand clumped chromatin
with amphophilic cytoplasm. Mitotic activity was low.
The stroma contained a homogeneous and pink ground
substance. Tumor cells were immunoreactive for
calcitonin, chromogranin A, and were negative for
thyroglobulin. There were found two lymph nodes of 6
group and two lymph nodes of 2,3.4 groups in left side

Fig. 2. Medullary thyroid carcinoma with nesting proliferation of
neoplastic parafollicular cells with stromal amorphous material
deposition. Hematoxylin and eosin (H & E) staining. x200.
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Fig. 1. Specimen showing total thyroidectomy in the patient

with metastasis of medullary carcinoma. Pathologic
findings in thyroid gland are showed in the figures 2 and
figures 3, which reveal neoplastic proliferation of
parafollicular cells in nesting pattern with amorphous
eosinophilic material depositions in stroma.

DISCUSSION

MTC is a neuroendocrine tumor of the parafollicular
C cells of the thyroid gland. And accounts 4-5% of
thyroid carcinomas [7]. MTC can be sporadic or familial,
which is defined as part of the cancer syndrome known
as Multiple Endocrine Neoplasia type 2 (MEN2) [17].
Germline mutations of the RET proto-oncogene found
on chromosome 10q11 are responsible for familial MTC
sand may be present in more than 95% of the hereditary
MTC and about only 25% of the sporadic MTC [5,12].

The prognosis of MTC is better than the poorly-
differentiated, malignant, anaplastic thyroid cancer, but
is worse than the more well-differentiated and benign
papillary and follicular thyroid cancers [9]. Therefore,
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Fig. 3. Medullary thyroid carcinoma. Polygonal cells with
eosinophilic cytoplasm and little mitosis. Hematoxylin and eosin
(H & E) staining. x200.
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early diagnosis is necessary for improving recurrence and
survival rates among these patients [20].

The most common presentation of sporadic MTC is
a painless solitary thyroid nodule, and multifocality and
bilaterally nodules of the hereditary forms. Cervical
lymph node metastasis is approximately found in 50% of
the cases, whereas distant metastases are present in 10%
of the cases; higher incidence being those with large
tumor size or multifocal tumors [18]. In our study, the
female presented with multiple nodules and cervical
metastasis.

The literature states that MTC included various
histological types: encapsulated, follicular, oncocytic,
squamous, cribriform, rosette formation, osteogenic
sarcoma type, and pseudopapillary types [22]. The
histology did not seem to influence the course of the
disease.

Calcitonin is the most sensitive and specific tumor
marker at the preoperative diagnosis and the post surgery
follow up. Calcitonin values decrease into the normal
range after resection of the tumor. Thus, according to
the American Thyroid Association, it is not routinely
recommended and hence preoperative normal calcitonin
value always cannot exclude the diagnosis of MTC [19].
Another biomarker, Carcinoembrionic Antigen (CEA,)
is also produced by the neoplastic C-cells, and it has
been useful in predicting the prognosis of MTC patients,
more importantly when preoperative serum calcitonin
values are negative [16]. CEA may be found in more than
50% of the MTC patients, and levels above 30 ng/ml
strongly indicate a poor prognosis [25]. It is also seen
that CEA values more than 100 ng/mL are found to be
associated with extensive lymph node involvement and
distant metastasis [25]. Our patient had significantly
raised level of serum calcitonin which regressed to
following the surgery.

Neck ultrasound should be performed as the
traditional approach to thyroid nodules. Although MTC
has no classical feature on ultrasound, it can be helpful
to show the nodule characteristics, enlarged lymph
nodes. FNAC is usually the first line of investigation for
diagnosing thyroid nodules [2, §]. In our case, classical
features of MTC in FNAC were seen which included
plasmacytoid appearance of cells and multiple spindle-
shaped cells.

Total thyroidectomy along with central compartment
neck dissection is the treatment of choice for the patients
with medullary carcinoma of thyroid. The incidence of
central neck metastasis can be as high as 80% in patients
with palpable tumors and thus, central compartment
neck dissection provides a better survival and cure rate
than total thyroidectomy alone [23]. In respect that a
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huge risk of neck metastasis, even in tumors less than 1
cm, many surgeons do recommend bilateral lateral neck
dissection in all patients with MTC [24].

In the 2009 American Thyroid Association guidelines
for the surgical management of MTC, the extent of
calcitonin preoperative elevation guides the selection of
preoperative imaging studies, which in turn influence
the extent of surgery [10]. A majority of guideline
authors agreed to a consensus view that sporadic MTC
should be treated with total thyroidectomy and central
node dissection. The ipsilateral level II—V dissection is
best justified by suspicious lymph nodes on examination
[11]. A prophylactic approach to ipsilateral neck
dissection is favored by some authors because the
incidence of lateral node metastases in macroscopic
MTC is roughly 80% [6].

All patients with MTC who limited to the thyroid
gland without neck node involvement tend to have a low
recurrence rate and rarely die from their disease [13]. A
lot of patients with MTC with nodal metastasis have a
great risk for developing recurrent or persistent disease.
They have to be on a strict postoperative follow-up and
monitoring. The postoperative follow-up should begin
2-3 months after operation and it is based on serum
calcitonin and CEA levels. For localization of the
recurrence or residue of the MTC, scintigraphic methods
are used with the radio-labeled molecules [14]. Our
patient through six months after operation have no
recurrence or residue of the MTC.

The prognosis for patients with MTC with a 10-year
survival rate being 75-85% [20]. About 50% of the
patients with MTC have disease restricted to the thyroid
gland, and have a 10-year survival rate of 95%. About
30% of the patients have locally invasive tumors or with
metastasis to the regional lymph nodes. Distant
metastases may be seen in 13% of the patients at the
initial diagnosis and have a poor prognosis, with a
10-year survival rate of only 40%.

Radio-active iodine therapy seems to have no role in
MTC as the tumor originates from parafollicular C-cells
which do not accumulate iodine [21]. Both radiation
therapy and conventional chemotherapy have limited
place in the treatment of patients with MTC [15].

CONCLUSION

MTC being an uncommon and a rare thyroid
malignancy, its management is different than that for
differentiated thyroid cancers. Early diagnosis offers a
successful cure and long-term survival. Total
thyroidectomy plus central compartment neck dissection
is the mainstay of treatment. All patients must be kept on
regular follow-up to avoid recurrence.
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Tkauenko P.M.!, Kypuk E.l."2, Tonosko A.C.2, Denncenko A.W.!
l'ocynapCTBEHHOE HAayyHOE yypexaeHue «Hay4HO-NpakTUYECKM LEHTP NPOMUNAKTUYECKON W KIIMHMYECKOA MEAMLIHBI»

[oCynapcTBEHHOO yrpaseHus aenamu, Kues'

HavuwoHanbHbIi MeguUMHCKIA yHuBepeuTeT umenn A.A. Boromonba, Kues?

MeayaasipHasg KapuyHOMa IIUTOBMAHOM >XeAesbl (MKIII3) saBasieTcss peAxkmM 3abOAeBaHMEM, KOTOpOe
COCTaBASIET IPUOAUBUTEABHO 4-5% OT BCeX BMAOB paKa INMTOBUAHOI >KeAe3bl U IIPOVICXOAUT U3 KaABLIUTO-
HIH-CeKpeTUpyommx napadorrnkyasipabix C-kaetok. MKIII3 - peakast 3a0KauecTBeHHAsI OITyXOAb, KOTO-
pasl 9acTo MeTacTasMpyeT B IIeliHble AMMddaTHIeckye y3Abl. Bcrpedaercsa B cmopaamdecknx (75-80%) u

ceMenHEIX (20-25%) dopmax.

[Tpeactasaen caydart MKII3 c MeTactasamu B IeifHble AMMQaTIIeCKOe Y3ABl V¥ 67-AeTHeN >KeHIIVHBI.
[TareHTKe 6bIAQ IPOBEAEHA TOTAABHAS TUPEOUAIKTOMISI C IIIEMTHOM AVMM POAMCCEKITNEN. 3aKAIOUNTEABHBIA
ITaTOTMCTOAOIMYeCKMii AarHo3 moaTsepanA MKII3. Geiau 0o6Hapy KeHBL MeTacTasbl B ABYX AUMaTiIec-
KIX y3AaxX 6 TPYIII U AByX AUMdaTnIecknx y3aax 2,3,4 rpymi caesa.

B obcy>XAeHNMM IIpeACTaBAeH 0030p KAaccudUKaIii, IaToreHe3a, MOPPOAOrMIeCcKOll KapTUHBI, AVarHOC-
iy u Aedernst MKII3. OTMedeHo, UTO y Hallel IMalMeHTKN Yepes3 IIeCTh MecsIleB IIOCAe olepalny He

BBISIBAEHO penyAVBa MAM MeTactasos MKIII3.

128

Kainiyga Ta mpodiraktnara meanimaa, Ne 3/2017



AITEPATYPHUM OTASIA

Taknm obpasom, MKIII3 siBAsIeTCS pEAKMM 3A0Ka9YeCTBEHHBIM HOBOOOpa30BaHMEM IIIUTOBUAHON >KEAE3HI,
XapaKTepu3yeTcsl YaCThIM MeTacTa3sVpOBaHMEM ¥ IIAOXMM IIPOTHO30M IIPY OTCYTCTBUM AedeHMs. PaHHSASA
AVaTHOCTMKA AdeT 6oAee BBICOKYIO BEPOSTHOCTH YCIIEITHOTO M3A€YEHNsI ¥ AOATOCPOYHOIO BBIKVBAHUS.
ToTarpHAS TUPEOMASIKTOMUS C AMMQPOAVCCEKIIVEN IIeV SBASIIOTCS OCHOBOM AedeHMS. Bce malyeHTHI
AOAXKHBL IIPOXOAUTH PEryAAPHOe 0OCAEAOBAHME C IIEABIO BO3SMOXKXHOI'O BBISIBACHNS PELMAVMBA VAU MeTa-
craszos MKIII3.

Krnwouesvie cro6a: MeAyAAsIpHASI KAPOMHOMA IV TOBUAHO XKeAe3bl, cllopaandecKkast popMa, TOTaAb-
Hasl TUPEOUAIKTOMMSI, AI/IM(bOAI/[CCEl(I.II/I}I meun, KAABIOVMTOHMH.
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R.P.Tkachenko!, 0.G.Kuryk"?2, A.S.Golovko?, A.l. Denisenko'

State Scientific Institution “Scientific-Practical Centre of Preventive and Clinical Medicine” State Administration of Affairs, Kyiv'
Bogomolets National Medical University, Kyiv?

Medullary thyroid carcinoma (MTC) is a rare disease which accounts for approximately 4-5% of all
thyroid cancers and originates from the calcitonin-screening parafollicular C cells. MTC is a rare
malignancy, which frequently spreads to cervical lymph nodes. Occurring in both the sporadic (75-80%)
and familial (20-25%) forms.

We report a case of MTC with neck nodal’s metastasis in 67-year-old woman. Our patient underwent a
total thyroidectomy with neck exploration. Final histopathology came out to be medullary carcinoma of
the thyroid. There were found two lymph nodes of 6 group and two lymph nodes of 2,3.4 groups in left
side with metastasis of MTC.

In the review we provide a general overview of the classification, pathology, and clinical management of
MTC. Our patient through six months after operation have no recurrence or residue of the MTC.

So, MTC being an uncommon and a rare thyroid malignancy, its management is different than that for
differentiated thyroid cancers. Early diagnosis offers a successful cure and long-term survival. Total
thyroidectomy plus central compartment neck dissection is the mainstay of treatment. All patients must
be kept on regular follow-up to avoid recurrence.

Keywords: medullary thyroid carcinoma, sporadic, total thyroidectomy, neck dissection, calcitonin
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