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Long-standing differentiated thyroid
carcinoma”

Carcinoma papilar de larga evolucioén

Papillary thyroid carcinoma has been defined as a malignant
epithelial tumor that shows evidence of follicular differen-
tiation and is characterized by papilla formation and/or a
set of characteristic nuclear changes.' Papillary carcinoma
is the most common thyroid neoplasm and accounts for
50-90% of differentiated follicular cell thyroid carcinomas.?
Most of them are diagnosed between 30 and 50 years of
age, and they predominantly occur in females. Approx-
imately one third of patients have clinically evident
adenopathies at presentation. Only 1-7% of patients have
distant metastases at the time of diagnosis. Approximately
15% of patients experience recurrent disease, and an even
lower proportion (5%) have a fatal prognosis.3

We report the case of a 51-year-old male patient with a
history of respiratory tract infection who was diagnosed with
pulmonary tuberculosis at 28 years (for which the patient
adequately completed treatment) and with left pneumoth-
orax 15 years earlier, and who was an active smoker of
60 cigarettes daily.

He was admitted to the infectious diseases department
of the hospital for joint and muscle pain during the previous
year. In the physical examination, an adenopathy approxi-
mately 3 cm in diameter was palpated in the right side of the
neck. Chest X-rays revealed multiple lung nodules. Given
the patient’s history, miliary tuberculosis was suspected.
A complete work-up consisting of chemistry, bacilloscopy,
and bronchial aspirate was negative for infection. A chest
X-ray upon admission showed bilateral pulmonary nodules,
mainly at the lung bases, and a condensation image each at
the upper right and left lobes. A chest CT revealed a spiked
nodule at the posterior segment of the upper right lobe,
as well as a second nodule at the posterior segment of the
left lobe. Multiple bilateral pulmonary nodules were seen
in the middle and lower fields. There were also nodules
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in the right side of the neck, in the area adjacent to the
sternocleidomastoid muscle.

PET/CT showed radiotracer uptake by the two nodules
described in the CT report, located at the posterior seg-
ment of both upper lobes. None of the other nodules showed
uptake.

Based on the results of the different tests, an active
tuberculous infection was considered unlikely. A neoplas-
tic condition was therefore suspected, and puncture of the
upper left nodule, transbronchial biopsy of the right mid-
dle lobe, and puncture of the dominant cervical adenopathy
were requested.

Pathological examination of the pulmonary nodule
revealed the presence of cells of large cell lung cancer. How-
ever, the results of transbronchial biopsy and adenopathy
puncture were consistent with metastases from an as yet
undiagnosed papillary thyroid carcinoma.

Thyroid ultrasound examination revealed a partly cal-
cified tumor, 29 x 13 x 14mm in diameter, occupying the
lower half of the right thyroid nodule, and multiple
metastatic adenopathies.

To sum up, this patient had lesions consistent with nodal
and pulmonary metastases from an undiagnosed papillary
carcinoma, and two pulmonary images which suggested syn-
chronous primary lung neoplasms.

Elective surgery of both dominant pulmonary nodules and
the thyroid tumor in a second stage was performed. Biopsy
of both lung specimens confirmed synchronous, intermedi-
ately differentiated primary carcinomas sparing the surgical
resection margins. There were no adenopathies. The tumor
was thyroglobulin-negative (T2 NO MO, stage Il). A subse-
quent total thyroidectomy found a right posterior thyroid
nodule that had invaded the recurrent and the right peri-
chondrium. The superior mediastinal lymph nodes involved
and lymph nodes of the right recurrent and right inter-
nal jugular chains were excised. Bilateral central lymph
node dissection and functional dissection of the right lat-
eral cervical lymph nodes were performed. A pathological
examination revealed a multifocal, mixed papillary and fol-
licular non-encapsulated thyroid carcinoma with infiltrating
margins that had invaded the thyroid capsule, soft tissue,
and perithyroid lymphatic and blood vessels, and metasta-
sized to multiple mediastinal and right jugular lymph nodes
(T4a N1b M1, stage IV C).
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Figure 1

A whole body scan with 23| after stimulation with
recombinant TSH disclosed bilateral thyroid remnants, a
metastatic adenopathy in the right side of the neck, and
generalized, predominantly basal, metastatic lung disease
(Fig. 1). Thyroglobulin levels of 4830 ng/mL with negative
antithyroglobulin antibodies were found.

Because of his multiple conditions, which involved
surgery for two synchronous lung tumors and with severe
centrilobular emphysema and extensive metastatic lung
involvement from his thyroid tumor, the patient was eval-
uated by the department of physics and radioprotection,
which contraindicated the use of 3!l because of the risk of

123| scan after rTSH.

acute pneumonitis, with subsequent respiratory failure that
would be life-threatening.

After discussion with the oncological department six
months after surgery, palliative chemotherapy with the
antiangiogenic drug sorafenib, a tyrosine kinase inhibitor,
was decided upon. The patient did not tolerate regu-
lar cycles due to the occurrence of hand-foot syndrome.
Subsequent controls with chest X-rays (Fig. 3) and CT scans
every six months (Fig. 4) showed no nodule changes or
decreases in thyroglobulin levels. The last value found on
suppressant therapy was 1,921 ng/mL with negative antithy-
roglobulin antibodies.

Figure 2

Posteroanterior chest X-rays taken in 1988.
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Figure 3  Current chest X-rays.

Figure 4 CT scan of the chest.

Only 1-7% of patients with papillary thyroid carcinoma
have distant metastases at diagnosis.? Clinical symptoms of
lung involvement are not common. The involvement pattern
may range from macronodular to diffuse infiltrates. The lat-
ter pattern, when undetected in the chest X-ray, is usually
diagnosed using a 23| whole body scan, and may be con-
firmed with a spiral CT. Almost all patients have high serum
thyroglobulin levels despite the fact that lung metastases
are not visible in X-rays. In our patient, lung micrometas-
tases were visualized from the start, but were not initially
interpreted as such. Clinical records corresponding to the
patient’s previous stay at the hospital for tuberculosis were
requested. Chest X-rays were then reviewed (Figs. 2 and 3)
and were seen to be similar to the current X-ray films, taken
23 years later. Thus, the patient already had at that time the
metastatic micronodular lung infiltrate, which in the setting
of clinical respiratory signs was interpreted as an infectious
process, while these new findings suggested, although it
could not be categorically stated, that it was a metastatic
lung disease of a thyroid origin. The very slow development
in this case of a tumor that had remained silent for years
should be noted. It should be stressed that the patient had
not consulted a specialist during this time.

Treatment with 'l for 6-12 months was advised
for micrometastases, in the knowledge that that com-
plete remission could be achieved with doses higher than
200 mCi.*

Lung macrometastases are also treated with '] if they
are shown to take up the radioactive agent. In this case, it
was possible to decrease thyroglobulin levels and size. How-
ever, it should be noted that complete remission is rarely
achieved.?

Complications of treatment with high doses of 3!l include
pneumonitis and pulmonary fibrosis. If these are suspected,
lung function should be assessed and may limit treatment
continuation.®

If lung metastases do not take up '3'l, chemotherapy (cis-
platin, doxorubicin) may be given, with its attendant risk of
toxicity and low response.’ Partial remission is achieved in
15% of patients.

Treatment with antiangiogenic agents such as tyrosine
kinase inhibitors (axitimib, motesanib, and sorafenib) is
under investigation, but they have many side effects, includ-
ing arterial hypertension, diarrhea, fatigue, skin erythema
and rash, and weight loss.%-"2
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Large adrenal cavernous hemangioma as
an unexpected finding after work-up of an
abdominal mass™

Hemangioma cavernoso adrenal de gran
tamano como hallazgo inesperado tras estudio
de masa abdominal

A cavernous hemangioma (CH) is a benign tumor com-
monly occurring in skin and liver, but extremely rare in the
adrenal glands." Although the first case of an adrenal cav-
ernous hemangioma (ACH) was reported in 1955,2 only 60
cases of ACH have been reported to date in the medical
literature. ACHs are in most cases unilateral, non-
functioning lesions occurring at between 50 and 70 years
of age. Females are mainly affected, with a 2:1 sex
ratio.? Differential diagnosis of ACH with adrenal carci-
noma represents a challenge for clinicians because the
tumors are usually very large and, although they show
some typical features in radiographic studies, the vast
majority are only discovered after surgery and histological
study.

We report the case of a 65-year-old male patient who
was referred to our endocrinology outpatient clinic after an
abdominal mass, probably dependent on the left adrenal
gland, was found in an ultrasound examination. The patient
first attended the gastroenterology outpatient clinic com-
plaining of continuous, persistent pain in his left flank for
the previous three months. Abdominal examination at the
outpatient clinic revealed a palpable mass. An abdomi-
nal ultrasound examination showed a heterogeneous nodule
with lobulated margins, approximately 7.5 x 6 cm in diame-
ter, in the upper pole of the left kidney, probably related to
and originating in the left adrenal gland.

The patient’s history included type 2 diabetes melli-
tus (T2DM), high blood pressure (HBP), and dyslipidemia,
which were well controlled with medical treatment. The
patient smoked two packs of cigarettes daily and had previ-
ously experienced a right carotid transient ischemic attack.
Clinical examination at the endocrinology outpatient clinic
found a weight of 78.7kg, a height of 172cm, and a BMI
of 26.6kg/m?. Blood pressure levels were 137/85mmHg.
Examination by organs and systems was unremarkable,
except for a doubtful palpable mass in the left flank.

Laboratory tests reported normal complete blood count
and coagulation values. The results of blood chemistry,
including kidney, liver, bone, and lipid parameters, were also
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normal. HbA1c level was 5.4%. TSH and FT4 levels were nor-
mal. Basal cortisol was 12.53 pg/dL (normal range, 6-28),
and ACTH 17 pg/mL (normal, 7.2-63.3). Urinary free cor-
tisol (UFC) level was 88 ng/24h. Normal levels were found
of total and free testosterone, dehydroepiandrosterone sul-
phate (DHEA-S), prolactin, and 17-OH progesterone. Tumor
markers: alpha-fetoprotein, B-HCG, carcinoembryonic anti-
gen (CEA), CA 19.9, CA 125, cyfra 21.1, and prostate-specific
antigen (PSA) levels were normal. Catecholamines and
metanephrines in 24-h urine after a five-day diet were nor-
mal in two consecutive tests. Basal cortisol levels after a
1-mg overnight dexamethasone (DXM) suppression test were
4.89mcg/dL. After a subsequent 3-mg overnight dexam-
ethasone (DXM) suppression test, the basal cortisol level was
1.6 mcg/dL.

Based on these findings, resonance magnetic imaging
(MRI) was performed with gadolinium, showing a bilob-
ulated lesion 8 x 6cm in diameter with a heterogeneous
signal in T1 and T2 sequences related to small hemorrhagic
foci inside the lesion. After contrast administration, het-
erogeneous enhancement was seen, which was consistent
with a left adrenal lesion/tumor, probably an adrenal carci-
noma, although a pheochromocytoma could not be ruled out
(Fig. 1). Because of this, and although the two consecutive
catecholamine tests had been negative, a metaiodobenzyl-
guanidine (MIBG) scintigraphy was performed, which was
also negative.

After this comprehensive diagnostic work-up and based
on the results of the supplemental tests, a preliminary diag-
nosis of a left adrenal carcinoma was made, and surgical
removal of the mass for histological study was decided upon.
After approval by the anesthesiologist, a left adrenalec-
tomy was performed through a subcostal approach. Gross
examination revealed an adrenalectomy specimen 164.5g
in weight and 8.5 x 6 x4cm in diameter with a highly
vascularized surface and two well-circumscribed, brownish
red 4.3cm and 4.2cm nodules (Fig. 2). Microscopic exam-
ination showed a tumor well circumscribed by a fibrous
capsule with two nodules consisting of a proliferation
of dilated blood vessels with endothelium without atypia
or mitosis, red blood cells with endothelial proliferation,
and infarction areas with hemorrhage and fibrin. Final
histological diagnosis was a large left adrenal cavernous
hemangioma.

While a CH is a common benign tumor in certain sites,
such as the liver, a CH originating in the adrenal glands
is extremely rare. The importance of our case lies in the
complexity of the preoperative diagnosis of this tumor.
Differential diagnosis with an adrenal carcinoma and some-
times with a pheochromocytoma is difficult.* In addition,
massive spontaneous retroperitoneal hemorrhage has been
reported as a complication of adrenal CH causing high mor-
bidity and mortality rates.>
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