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Image 1 - (A) Unfiltered image demonstrating an
inflammatory conglomerate in the theoretical location of the
left ureter; (B) ICG enhancement in the lumen of the ureter
after retrograde injection through the ureteral catheter.

uneventful. The patient currently lives a normal daily life and
is monitored in follow-up appointments.

The use of ICG provides very good results in the field of
colorectal surgery for the real-time evaluation of the perfusion
of the proximal end of the intestinal loop and the distal end
before anastomosis, thereby avoiding, a priori, a potential
anastomotic leak in the postoperative period.*

The extension of its use to identify structures that are
difficult to visualize in complex surgeries in which the field is
distorted and unstructured is illustrated in the intraoperative
localization of the ureter, thus preventing injury to it.

This technique is useful and easy to reproduce; the most
complex part of the process is the administration of the dye and
the technological infrastructure necessary for visualization.”®

Even so, more studies are needed with a greater degree of
scientific evidence in order to consolidate the use of ICG in
daily practice.
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Persistent Disease and Recurrence in Medullary
Thyroid Carcinoma: A Case Series™

Check for
updates

Enfermedad persistente y recaida en el carcinoma medular de tiroides.

Serie de casos

Medullary thyroid carcinoma (MTC) is a rare disease that is
silent and usually diagnosed in advanced stages, representing

2%-5% of all thyroid cancers. After years of study, we have
been able to better understand its relationship with genetic
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factors and the presence of lymph node invasion. It can occur
sporadically (70%-80%) or associated with a complex group of
familial endocrinopathies (20%-30%)." Mutations of the RET
proto-oncogene located on chromosome 10q11.2 cause an
alteration of the transmembrane receptor tyrosine kinase,
resulting in clinical manifestations in the thyroid (in the
sporadic type) and in different organs (when associated with
familial syndromes).> MTC affects parafollicular cells, increa-
sing the secretion of calcitonin and making these levels a
useful marker to evaluate the response to treatment and
during follow-up. At the time of diagnosis, lymph node or
distant involvement were detected in half of patients, which
reduced the average survival in the latter to 3 years, with high
rates of persistent disease and locoregional recurrence.’ We
present a series of 12 cases that analyzes the characteristics
related with the persistence and recurrence of the disease.
Between 2000 and 2016, 12 patients underwent surgery for
MTC at our hospital, with an average follow-up of 86 months
and a mean overall survival of 7.1 years. The majority were
women (58%), with a mean age of 52 years and no family
history of carcinoma; the study reported mutations of the RET
proto-oncogene in only 3 cases. Clinically, 33% started with
palpable cervical lymphadenopathies associated with other
symptoms, such as goiter, nodules or dyspnea. In more than
half of the patients, the diagnosis was obtained incidentally in
the histological study of the piece, consequently requiring
more than 2 surgical interventions for its treatment (Table 1).
Analytical studies (to rule out other endocrine tumors),

Table 1 - Characteristics of the Patients Treated (n=12).

cervical ultrasounds (to evaluate lateral lymph node chains)
and cervical-thoracic CT scans were performed systematically
as extension studies in all patients during the preoperative
period and were completed before totalization surgery in
patients with incidental diagnoses. Total thyroidectomy was
performed in all patients, with bilateral central lymph node
dissection in 7; 57% were during the same surgery, and the rest
were in a second operation; lateral compartment dissection
was done in only 4 (cases 8-11). In 4 patients, surgery was
palliative treatment as they had extensive muscular or
esophageal invasion, associated with metastatic disease
(mainly mediastinal or pulmonary). Three patients presented
complications (Table 1): bilateral recurrent nerve paralysis
(case 3), transient hypoparathyroidism (case 8) and asphyxia
hematoma (case 9), the latter resulting in reoperation.
Persistent disease was defined as maintained elevated
calcitonin levels 6 months after surgery, and recurrence was
the increase of calcitonin after its descent or normalization in
this period of time.* Seventy-one percent of patients with disease
persistence or recurrence had calcitonin levels higher than
500 pg/mL at diagnosis (Table 2). Four patients had persistent
disease (cases 4, 5, 9 and 10); in 2 of them (cases 4 and 5), no
decrease in calcitonin levels was observed after surgery, and
during follow-up they increased progressively. In the remainder
(cases 9 and 10), these levels initially decreased but increased
again after a few months. The maintained high levels of the first
group are explained by the presence of unresected metastatic
disease and the appearance of involvement in new locations,”®

Case Age Sex Type Reason for Diagnosis = Surgery Complications Histology Adjuvancy
Consultation
1 50 F S Nodule+goiter Postoperative  TTE MTC 25 mm
53 M S Nodule+goiter Postoperative TT MTC 35 mm, Iodine
multifocal, VI and PI
3 66 F S Goiter+dyspnea Preoperative TTB Paralysis MTC 12 mm, Iodine
recurrence multifocal, Cl and LI  Radiotherapy
4 72 F MEN  Lymphadenopathies  Preoperative TTB? MTC 50 mm, Radiotherapy
+dyspnea multifocal, VI, PI and
LI
5 51 M S Nodule Postoperative =~ TTB*® MTC 50 mm, Radiotherapy
+lymphadenopathies multifocal, bilateral,
CI, VI, PI, MI and LI
6 46 F S Nodule Postoperative TT MTC 22 mm
7 43 M S Nodule+goiter Preoperative TTE MTC 40 mm and CI
8 4 F S Nodule Postoperative  TTE HypoPTH MTC 11 mm
transient
9 57 M S| Lymphadenopathies  Preoperative TTE* Asphyxia MTC 20 mm, Radiotherapy
hematoma multifocal, bilateral,
CI, VI, PI, MI and LI
10 35 M Fa Lymphadenopathies  Preoperative ~ TTE® MTC 35 mm, Radiotherapy
multifocal, bilateral, = vandetanib
CI, VI, PI, MI and LI
11 62 F S Nodule+goiter Postoperative  TTE MTC 12 mm
12 51 F S Nodule Postoperative  TTE MTC 80 mm

MTC: medullary thyroid carcinoma; S: sporadic; Fa: familial; CI: capsular invasion; LI: lymphatic invasion; MI: muscle invasion; PI: perineural
invasion; VI: vascular invasion; F: female; MEN: multiple endocrine neoplasia; TT: total thyroidectomy; TTE: total thyroidectomy, extended; TTB:

total thyroidectomy+lymph node biopsy; M: male.
2 Palliative surgery.
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Table 2 - Correlation of Calcitonin Levels With Persistent Disease and Locoregional Recurrence (n=12).

Case Recurrence/Persistence Calcitonin Levels (pg/mL) Metastasis Survival (yrs)
Diagnosis <6m >6m
1 50 1 1 17t
2 Recurrence(3 y) 70 ! 1 Hepatic, pulmonary 121
3 Recurrence(10 y) 768 1 1 Mediastinal 17t
4 Persistence 48,000 = il Mediastinal® <1f
5 Persistence 7,900 = 1 Pulmonary?® 7t
6 Recurrence(3y) 109 ! 1 Mediastinal 17
7 15 1 i 5
8 8 ! i 4
9 Persistence 1,534 1 T Mediastinal® pulmonary 3
10 Persistence 6,027 ! il Pulmonary® 2
11 140 1 i 1
12 19 ! T <1

y: yrs after initial surgery; m: months; |: descent; |: increase; =: equal; i: exitus.

& Appearance at the time of diagnosis.

while the decrease in tumor burden would explain the initial
decrease in calcitonin in the second group.® Although it is widely
accepted that calcitonin levels are related with the prognosis of
these patients, they do not always coincide with the amount of
metastatic deposits, and disseminated disease can be observed
even with lower levels of this parameter.”

As for recurrences (cases 2, 3 and 6), we observed that the
initial surgery was limited to the thyroid, with selective biopsy
of certain lymphadenopathies. Furthermore, although there
was capsular, vascular or lymphatic invasion in the histology
study, no other surgical procedure was performed at that time.
This could confirm the need for bilateral central lymph node
dissection in all patients, especially those with high levels of
calcitonin and suspicious lymphadenopathies on ultra-
sound,®'° leaving lateral compartment dissection for selected
cases (evidence of pathological central and lateral lympha-
denopathies).” Over time, it has been shown that the
implementation of standard bilateral central lymph node
emptying decreases locoregional recurrence rates, so that
“berry-picking” techniques are not recommended.®*

We observed common characteristics in both groups of
patients (persistent and recurrent). Most had pathological
lymphadenopathies at the beginning of the disease and had
undergone incomplete initial thyroid surgery. In addition, the
tumors were larger, multifocal and with capsular or vascular
invasion, all of which were unfavorable prognostic factors
identified in the literature."®°'* Case 6 would be an exception,
as it was a smaller solitary tumor (22 mm), with no capsular or
vascular invasion and with a long survival, despite having
relapsed 3 years after the initial surgery. External radiotherapy
was the most common adjuvant option, especially in the 4
palliative patients and in one patient with recurrence.
Vandetanib was used in one of the most recent cases,
providing a good response until the present time. Radioactive
iodine was used as adjuvant therapy in 2 patients who had
associated papillary carcinoma. All the patients with recu-
rrence presented metastatic disease during follow-up, and the
first cause of general death was related respiratory insuffi-
ciency.

Calcitonin levels remain a cornerstone in the follow-up of
patients, which, associated with other characteristics (incom-

plete surgical treatment, presence of lymph node infiltration,
tumor size and unfavorable anatomic pathology characteris-
tics of the tumor), can predict their prognosis. New therapies
like tyrosine kinase inhibitors are being used with good initial
results, but their use is limited only to patients with a large
tumor burden and evidence of disease progression.” Until new
lines of treatment appear, surgery will be the only effective
treatment for this disease, and prognostic factors will help us
select the best therapeutic option for each type of patient.
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Acute Gastrointestinal Bleeding, Multiple GIST and
Intestinal Ganglioneuromatosis in a Patient With

Neurofibromatosis™

Check for
updates

Hemorragia digestiva aguda en paciente con neurofibromatosis
tipo 1 afecto de maultiples GIST y ganglioneuromatosis intestinal

Neurofibromatosis type 1 (NF1) is an autosomal dominant
hereditary syndrome with an incidence of 1:3000 births; it is
caused by alterations in the NF1 gene, which involve the
development of different tumors."? Its gastrointestinal mani-
festations can lead to acute gastrointestinal hemorrhages,
which endanger the life of the patient.®* Although this
situation is exceptional, diagnostic suspicion is essential to
establish appropriate treatment, and decision making should
be individualized.

We present the case of a 74-year-old man with COPD and
home oxygen therapy. He had been diagnosed with NF1 at the
age of 35, but refused follow-up. The clinical symptoms began
with syncope, so the patient was admitted for further studies.
An abdominal computed tomography scan demonstrated
images of cutaneous nodules, a solid retroperitoneal mass
(neurofibroma), neuroendocrine tumors in the pancreaticoduo-
denal groove, and gastrointestinal stromal tumors (GIST) in the
jejunum and duodenum. The patient presented an episode of
rectal bleeding with hemodynamic instability, requiring trans-
fusion of packed red blood cells and perfusion of noradrenaline.

Colonoscopy and gastroscopy discovered no pathological
findings. After another episode of rectal bleeding, we decided
to perform urgent surgery. During the operation, multiple
fibrous-looking lesions (more than 30) were identified from the
angle of Treitz to the ileocecal valve, all of different sizes (up to
3 cm). Suspecting that these lesions were causing the hemorr-
hage, we removed the 7 largest tumors in the jejunum and
intestine. A large, umbilicated and fibrous lesion was observed
in the cecum, and ileocecectomy and ileocolic anastomosis
were performed. The gallbladder was large and the bile duct
dilated, although no mass was detected in the head of the
pancreas. The postoperative period was uneventful.

The pathological anatomy of the ileocecectomy piece
reported diffuse intestinal ganglioneuromatosis. The patho-
logy study of the resected jejunal tumors reported multicentric
GIST with multiple nodules measuring 0.5-5vcm; the predo-
minant cell type was fusiform, histological grade 1, and
resection margins were involved in more than one nodule.

Immunohistochemistry reported abnormal proliferation of
fibers and enteric nerve plexuses in the submucosa and

* Please cite this article as: de la Fuente N, Rodriguez Blanco M, Cerdan G, Artigas V. Hemorragia digestiva aguda en paciente con
neurofibromatosis tipo 1 afecto de multiples GIST y ganglioneuromatosis intestinal. Cir Esp. 2019;97:237-239.
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