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PURPOSE

METHODS

RESULTS

CONCLUSION

Medullary thyroid carcinoma (MTC) in MEN2B syndrome is associated with
germline RET mutation. Patients harboring de novo mutations are usually di-
agnosed at more advanced disease stages. We present a young woman with
Met918Th mutation diagnosed with stage IV MTC at age 10 years.

The disease progressed despite total thyroidectomy and multiple surgical in-
terventions for cervical lymph node recurrences, leading to distant metastases
in the fifth year after the initial diagnosis. Subsequently, she underwent five
different types of tyrosine kinase inhibitor (TKI) treatments. The 17-year
disease course was divided into periods defined by four surgical interven-
tions and sequential treatment intervals with four multikinase (sunitinib,
vandetanib, cabozantinib, and lenvatinib) and one RET-selective TKI (sel-
percatinib). Tumor growth for different phases of spontaneous development
and drug treatment intervals was characterized by changes in serial log-
transformed calcitonin measurements (n = 114).

Three operations (one for calcitonin-producing adrenal pheochromocytoma)
were associated with drops in calcitonin levels. All of the nonselective TKIs were
stopped due to adverse effects. As reflected by the negative calcitonin doubling
rate, the best treatment response was observed with selpercatinib, which was
associated with an initial large drop followed by a decreasing calcitonin tra-
jectory over 514 days without any major side effects.

This case of MEN2B medullary thyroid cancer with long-term survival presents
how the effectiveness of different treatment modalities can be estimated using
log-transformed calcitonin levels. Furthermore, our experience supports the
view that serial calcitonin measurements may be more sensitive than radio-
logical follow-up in advanced MTC. Our patient also represents a new case of
rarely reported calcitonin-producing pheochromocytomas.
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Introduction

Medullary thyroid carcinoma (MTC) accounts for approx-
imately 2%-4% of malignant thyroid tumors.*"* More than
70% of MTC cases occur sporadically while the rest are
associated with MEN2A or MEN2B syndromes. Its treat-
ment involves early total thyroidectomy and neck lymph
node dissection. While preventive thyroidectomy can be
curative for family members carrying RET mutations,
sporadic cases arising from de novo mutations are often
detected in advanced stages. Targeted molecular therapies
discovered over the past decade have improved the prog-
nosis of advanced cases, offering prolonged progression-
free survival (PFS).4
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Serum calcitonin concentration is a solid and sensitive
biochemical marker of tumor growth used for postoperative
surveillance.>® Furthermore, tumor stage and serum calci-
tonin are the independent prognostic parameters in MTC.”
Given that the natural trajectory of serum calcitonin follows
alogarithmic curve in patients with MTC over time, the time
required for doubling of serum calcitonin concentration
(calcitonin doubling time [Ct-DT]) could reflect the pro-
gression of MTC. Indeed, the prognostic value of Ct-DT is
superior to clinical staging.® Since doubling time is inversely
related to tumor growth, several authors have suggested
using 1/Ct-DT (the slope of log-transformed calcitonin
changes), the calcitonin doubling rate (Ct-DR) for disease
follow-up.®® Ct-DR indicates the number of doublings

ascopubs.org/journal/po | 1


https://orcid.org/0000-0003-1095-5030
https://orcid.org/0000-0002-6234-3936
https://orcid.org/0000-0003-4298-2746
https://orcid.org/0000-0002-2987-2764
https://orcid.org/0000-0002-8701-408X
https://doi.org/10.1200/PO.23.00675
http://ascopubs.org/journal/po
http://crossmark.crossref.org/dialog/?doi=10.1200%2FPO.23.00675&domain=pdf&date_stamp=2024-05-06

Downloaded from ascopubs.org by University College London (ucl) / England on May 14, 2024 from 193.060.240.099

Copyright © 2024 American Society of Clinical Oncology. All rights reserved.

Réti et al

(tumor growth) or halvings (shrinkage, if it is a negative
value) that occur per unit of time.

In this article, we present the case of MEN2B-associated
MTC with a uniquely long disease course. During the 17-year
follow-up, several new tyrosine kinase inhibitors (TKIs)
were used to treat our patient. Regular calcitonin surveil-
lance over the disease course allowed us to investigate the
effects of surgical interventions and TKIs on calcitonin
trajectories and Ct-DR. This study was approved by the local
ethics committee of Semmelweis University (SE RKEB
139/2023).

Case Presentation

Our patient presented with a right cervical mass and char-
acteristic features of MEN2B, including marfanoid habitus,
enlarged lips, and mucosal neuromas on the tongue, at age
10 years in 2006. Fine-needle biopsy confirmed MTC; serum
calcitonin was 1,597 pg/mL (reference range, 0-19). Family
history and genetic analysis of the index patient and her
parents confirmed de novo germline RET proto-oncogene
mutation (Met918Thr).1o1

Serum calcitonin levels were monitored regularly
(24 measurements/year; n = 114). Given that the natural
increase of calcitonin levels in MTC follows a logarithmic
curve over time, we modeled log-transformed calcitonin

levels with the general linear model with time as the only
covariate for each treatment period.® The slope in this model
corresponds to Ct-DR. For visual representation of the data,
we estimated log-transformed calcitonin values with re-
spective 95% confidence bands for each treatment period. For
TKI inhibitors, we excluded the first 60 days of the treatment,
as visual inspection of the data suggested decreasing calci-
tonin trajectories during this time that cannot be estimated
with the above method. Furthermore, we excluded another
60 days to the end of the last TKI intake to allow the TKI effect
to wane. We provide estimated Ct-DR values with 95% CIs for
the following four intervals without drug treatment (A—
operation 1-2, B—operation 2-3, C—operation 3-4, and D—
operation 4-5) and 3 with TKI treatments (Van—vandetanib,
Len—Ilenvatinib, and Sel—selpercatinib).

Routine radiological follow-up was performed during the
whole study period with contrast enhanced magnetic res-
onance imaging (2011-2016: Philips Achieva 3 T, 2016-2023,
Philips Ingenia 3 T). Using archived images, we systemically
reanalyzed treatment response using the RECIST 1.1 criteria
for the three TKI treatments lasting longer than 4 months
(Van, Len, Sel). Furthermore, we provide visual represen-
tation of quantitative response data as the sum of largest
diameters over the three investigated periods.

Total thyroidectomy and neck lymph node dissection were
performed in April 2006. Histopathological analysis

. . Length, Doubling/Halving Rate of Doubling/Halving Reason for
Surgical Intervention Days Drug Treatment Calcitonin (1/year) Rate of Calcitonin (1/year) Pfor Contrasts Discontinuation
Beta 95% Cl vinterval (C) v Selpercatinib
Total thyroidectomy
and node dissection (op 1) -3 -2 1 0 1 2 3
400 Interval A 0.3 -0.39 to 0.99 ° .006 <.0001
Node dissection (op 2)
1001 Interval B 1.39 1.17 to 1.61 ol .002 <.0001
Node dissections (op 3 and 4)
978 Interval C 0.95 0.7510 1.15 o ref. <0001
104 Sunitinib Not estimated NC nc  Nephrotic syndrome
(grade 3)
Left adrenalectomy (op 5)
860 Interval D 0.88 0.52to0 1.23 ke 69 <.0001
1348 Vandetanib 0.57 0.31t0 0.82 o 01 <.0001 Diarrhea
(grade 3)
- 156 - Not estimated NC NC
88 Cabozantinib Not estimated NC NC Hepatotoxicity
(grade 3)
- 190 - Not estimated NC NC
226 Lenvatinib -0.11 -2.83t0 2.6 .21 <.0001 Intractable diarrhea,
cachexia
- 377 - Not estimated NC NC
514 Selpercatinib -1.23 -2.13t0 -0.32 —e—i <.0001 ref.

FIG 1. Chronology of interventions and their effect on doubling/halving rate of calcitonin. Doubling/halving rates are estimated using general
linear model with log-transformed calcitonin as outcome and time as predictor. Error bars show 95% Cls. Interval A, interval B, interval C, and
interval D—untreated postoperative intervals. NC, not calculated; op, operation; ref., reference.
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confirmed the MTC involving central and jugular regional
lymph nodes (pT2aN1bMx, stage IVa). Calcitonin levels
markedly decreased postoperatively from 1,597 to 193 pg/
mL. In the following year, calcitonin levels showed a shallow
increase (interval A) in agreement with imaging that indi-
cated lymphoglandular involvement in the neck. After the
second operation, an approximate halving of calcitonin
levels was observed. However, the postoperative increase
(interval B) was faster than before, reflected by the higher
Ct-DR (Figs 1 and 2).

While the third and fourth operations (performed in short
succession) seemed to have no significant effect on cal-
citonin levels immediately after the operations, the in-
crease in calcitonin levels (Ct-DR) became shallower
(interval C). In March 2011, liver metastases were found,
and a short period of sunitinib treatment commenced.
Sunitinib had no major effect on calcitonin levels (Figs 1
and 2).

The last surgical intervention (January 2013) that produced a
significant drop in calcitonin levels included adrenalectomy
for pheochromocytoma. Although it had no significant effect
on the slope of the calcitonin curve, the immediate drop
probably reflects the finding that the pheochromocytoma
was calcitonin-positive by histopathology (Fig 3). At the

same time, the patient underwent a liver biopsy that revealed
hepatic metastasis of MTC.

In the subsequent years (June 2015-December 2021), three
different multikinase inhibitors (vandetanib, cabozantinib,
and lenvatinib) were used to stabilize the disease course. In
general, these medications necessitated frequent dose re-
ductions and temporary treatment stops because of side
effects, finally leading to their discontinuation (Table 1).
Both vandetanib and cabozantinib were associated with
significant drops in calcitonin levels in the first 60 days of
treatment. Furthermore, vandetanib also significantly re-
duced the speed of calcitonin increase compared with the last
untreated period (Fig 2, interval D), resulting in a more than
2-year long stable disease period as per RECIST 1.1.

Surprisingly, the initiation of lenvatinib had no effect on
calcitonin levels in the first 60 days. However, the negative
point estimate for Ct-DR suggested that lenvatinib resulted
in decreasing calcitonin over the whole treatment period.
This also corresponds well with the categorical radiological
assessment of stable disease over the lenvatinib treatment
period (Fig 2).

Despite all our efforts, the patient’s somatic state contin-
uously deteriorated. Finally, she became cachectic with

262144
op b.
65536 Ip
16384
- op1. op2. op 3,4
e
~
(=]
£ 4096| I A
£
c
o
=
(&}
= 1024
O
<)
256 [/Xoe 50.00 =
a-® (%]
o @
perad =z
hacT Wy Tommgtay S 0.00 £
64 e <
- (8]
-50.00 O
2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 a
A. B. C. Sun p. E. Van Cab  Len Sel
> A

FIG 2. Serial serum calcitonin concentrations over 17 years of follow-up and relative changes in the SLD during Van, Len, and Sel treatments.
Actual calcitonin values are plotted on a log-scale. Gray areas show 95% confidence bands of the estimated calcitonin values for a given
treatment period (details in the text). Changes in SLDs are shown in the right lower insert. SLDs were expressed as percentage and set to zero at
the start of each drug treatment periods with Van, Len, and Sel. The two horizontal lines at —30% and +20% indicate cutoffs of partial remission
and progressive disease, as per RECIST 1.1. A, B, C, D, and E (blue line) are postoperative intervals without drug treatment. Arrows point to dates
of surgical interventions (op1-op5). Cab, cabozantinib; Len, lenvatinib; op, operation; Sel, selpercatinib; SLD, sum of largest diameter; Sun,

sunitinib; Van, vandetanib.
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FIG 3. Histopathological examination of the adrenalectomy sample. (A) Diffuse growth of tumor cells with
large confluent nests creating a zellballen pattern. Nuclear atypia and cellular pleomorphism are con-
spicuous, but there is no mitosis. (B) Focal but strong calcitonin positivity is obvious (immunostaining with
calcitonin).

secondary amenorrhea. In 2019, her body mass index was
16.9 kg/m?, and she complained of weakness and severe
watery diarrhea (30/day). Imaging indicated further pro-
gression, with confluent liver metastases and new lytic bone
lesions.

Considering the patient’s deteriorating general health and
that a selective RET-kinase inhibitor (selpercatinib) became
available, we decided to replace lenvatinib with selpercatinib
treatment in December 2021. We have used selpercatinib at
its recommended starting dose without notable side effects.
Selpercatinib led to a marked (>90%) decrease in calcitonin
levels in the first 60 days of treatment, followed by a sig-
nificantly decreasing trajectory with a slope that was lower
than all previous treatment modalities. In contrast to this
rapid and marked reduction of calcitonin levels, partial re-
mission per RECIST could be diagnosed only after 12 months
of treatment (Figs 1and 2). The patient gained 10 kg in weight
and became completely asymptomatic during the 22-month
selpercatinib treatment.

Discussion

Over the past one and a half decades, several TKIs have been
introduced to treat advanced-stage MTCs. Multikinase in-
hibitors (sorafenib, sunitinib, vandetanib, and cabozantinib)
have achieved moderate efficacy in MTC treatment, as re-
flected by increased PFS.>'7 However, evaluating radio-
logical response using RECIST 1.1 criteria might be extremely

4 | © 2024 by American Society of Clinical Oncology

difficult in advanced MTC since radiological improvement
may become apparent only after several years.!7-2°

Our patient’s long disease course represents typical diffi-
culties in the real-life management of MTC in MEN2 pa-
tients. As with most patients with de novo mutations, the
diagnosis was established in an advanced stage with ex-
tensive nodal involvement. The patient underwent multiple
cervical lymph node dissections and the removal of a
calcitonin-producing pheochromocytoma. All these opera-
tions seemed to have a significant effect on the course of the
disease, reflected by either immediate drops in calcitonin
levels or by decreases in the slope of postoperative calcitonin
increase (Ct-DR) or a combination of the above.

The unambiguous decrease in serum calcitonin after
pheochromocytoma removal and the presence of calcitonin
within tumor cells were unexpected findings that suggest
local calcitonin production. Calcitonin-producing pheo-
chromocytomas are rarely reported in the literature.

Altogether, four multikinase TKIs have been used to treat our
patient over the past decade. By and large, drug availability
was the primary determinant of the choice of subsequent
drug treatment. Notably, sunitinib and cabozantinib were
associated with marked biochemical response in the first
2 months after initiation, while vandetanib and lenvatinib
decreased the slope of subsequent increase compared with
untreated postoperative periods.
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TABLE 1. Treatment-Related AEs During Different Drug Treatments

Dose

AE

AE Grades?

2

Action Taken

Sunitinib: May 4, 2011-August 1, 2011

37.5 mg, once daily Rash Local treatment
37.5 mg, once daily Nausea Symptomatic treatment
37.5 mg, once daily Headache Symptomatic treatment

37.5 mg, once daily

Nephrotic syndrome

Discontinuation of medication

Vandetanib: June 8, 2015-February 16, 2019

100 mg, three times a day ECG abnormal T wave X Dose reduction

100 mg, three times a day ECG prolonged QT corrected interval X Dose reduction

100 mg, once daily Rash X Interruption of medication

100 mg, three times a day Diarrhea X Interruption of medication

100 mg, once daily Rash X Symptomatic treatment

100 mg, twice daily Diarrhea X Symptomatic treatment

100 mg, twice daily Pericardial effusion X Dose reduction

100 mg, once daily Vomiting X Symptomatic treatment

100 mg, once daily Diarrhea X Symptomatic treatment
Cabozantinib: July 23, 2019-October 20, 2019

140 mg, once daily Maculo-papular rash X Local treatment

140 mg, once daily Palmar-plantar erythrodysesthesia syndrome X Local treatment

140 mg, once daily Epistaxis X Treatment not needed

140 mg, once daily Loss of normal hair pigmentation X Treatment not needed

140 mg, once daily Headache X Symptomatic treatment

140 mg, once daily Increased lactate dehydrogenase level X Observation

140 mg, once daily Increased AST level X Discontinuation of medication

140 mg, once daily Increased ALT level Discontinuation of medication

140 mg, once daily Vomiting X Symptomatic treatment
Lenvatinib: April 28, 2020-November 17, 2021

24 mg, once daily Vomiting X Dose reduction

20 mg, once daily Amenorrhea X Observation

20 mg, once daily Headache X Symptomatic treatment
Selpercatinib: December 24, 2021-ongoing

160 mg, twice daily None

Abbreviation: AE, adverse event.
2Grade 4 AE did not occur.

The best biochemical response was observed with the se-
lective RET-kinase inhibitor selpercatinib, which produced
the largest drop in calcitonin levels and was associated with a
statistically significant decreasing trajectory of calcitonin. In
the absence of notable side effects, selpercatinib also im-
proved our patient’s quality of life within a few months of
treatment.

While the biochemical response to different treatment
modalities was almost immediate and reflected the overall
status of the patient, the radiological treatment outcomes
based on either RECIST 1.1 or the SLDs happened much
slower and they were overall less sensitive to the treatment
effects. However, the huge effect of selpercatinib on calci-
tonin levels was also reflected in partial remission and as an

JCO Precision Oncology

almost 50% tumor shrinkage in terms of radiological
response.

In conclusion, our patient has a 17-year survival of stage IV
MTC and a 12-year survival of advanced, distant metastatic
disease. Such an extended survival is rare in the literature in
patients with MTC harboring the M918T mutation.?>2° The
long disease course and regular calcitonin monitoring during
the entire disease course made it possible to compare the
effects of different treatment modalities, including surgical
procedures and nonselective and selective TKIs. This case
presents how the effectiveness of different treatment mo-
dalities can be estimated by the use of log-transformed
calcitonin levels and Ct-DR and the important individual
differences of the different TKIs both in terms of treatment
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response and side effects. Our experiences reported above
support the view that serial calcitinin measurements may be
more sensitive than radiological assessment per RECIST 1.1.
for the follow-up of advanced MTC. Our case clearly reflects

AFFILIATIONS

'Department of Internal Medicine and Oncology, Semmelweis
University, Faculty of Medicine, Budapest, Hungary

2George Emil Palade University of Medicine, Pharmacy, Science, and
Technology of Targu Mures, Targu Mures, Romania

3Department of Public Health, Semmelweis University, Faculty of
Medicine, Budapest, Hungary

“UCL Brain Sciences, University College London, London,

United Kingdom

SPediatric Center, Semmelweis University, Faculty of Medicine,
Budapest, Hungary

®Medical Imaging Centre, Semmelweis University, Faculty of Medicine,
Budapest, Hungary

"Department of Pathology and Experimental Cancer Research,
Semmelweis University, Budapest, Hungary

CORRESPONDING AUTHOR
Miklos Toth, MD, PhD, DSc; e-mail: toth.miklos@med.semmelweis-
univ.hu.

EQUAL CONTRIBUTION
Z.R. and A.G.T. contributed equally to this work.

SUPPORT

Supported by the UK Medical Research Council (S011676), NordForsk
(the Nordic Research Program on Health and Welfare, 75021), and the
Ministry of Innovation and Technology of Hungary from the National
Research, Development and Innovation Fund (2021 Thematic
Excellence Program funding scheme, TKP2021-NKTA-47).

DATA SHARING STATEMENT

The data of this study may be available on reasonable request to the
corresponding author.

REFERENCES

oW~

239-246, 2008

the importance of individualized therapy and illustrates the
possibility of a long survival with advanced MTC. With the
use of selpercatinib, our patient is approaching a 2-year PFS
with excellent clinical conditions.

AUTHOR CONTRIBUTIONS

Conception and design: Zsuzsanna Réti, Adam Gy. Tabak, Miklos Toth,
Judit Téke

Provision of study materials or patients: Miklos Garami, Zoltan Sapi
Collection and assembly of data: Zsuzsanna Réti, Miklos Garami, Ildiko
Kalina, Gergely Kiss, Miklos Toth, Judit Téke

Data analysis and interpretation: Zsuzsanna Réti, Adam Gy. Tabak,
Miklos Garami, Ildiko Kalina, Gergely Kiss, Zoltan Sapi, Miklos Toth,
Judit T6éke

Manuscript writing: All authors

Final approval of manuscript: All authors

Accountable for all aspects of the work: All authors

AUTHORS' DISCLOSURES OF POTENTIAL CONFLICTS
OF INTEREST

The following represents disclosure information provided by authors of
this manuscript. All relationships are considered compensated unless
otherwise noted. Relationships are self-held unless noted.

| = Immediate Family Member, Inst = My Institution. Relationships may
not relate to the subject matter of this manuscript. For more information
about ASCO'’s conflict of interest policy, please refer to www.asco.org/
rwc or ascopubs.org/po/author-center.

Open Payments is a public database containing information reported by
companies about payments made to US-licensed physicians (Open
Payments).

Zsuzsanna Reéti
Honoraria: STADA, Pfizer
Travel, Accommodations, Expenses: Pfizer

Adam Gy. Tabak

Honoraria: Sanofi

Travel, Accommodations, Expenses: Sanofi

Miklos Toth

Honoraria: Medis, Recordati, Lilly Medical, Pfizer, Ipsen
Consulting or Advisory Role: Medis, Pfizer

Speakers’ Bureau: Lilly

Travel, Accommodations, Expenses: Recordati

Other Relationship: Crinetics Pharmaceuticals, MSD, Camurus

No other potential conflicts of interest were reported.

ACKNOWLEDGMENT

We are grateful to our patient, who gave written consent to publish
her case.

The Department of Internal Medicine and Oncology, Semmelweis
University is a Reference Center of the ENDO-ERN: European Reference
Network on Rare Endocrine Conditions.

American Thyroid Association Guidelines Task Force; Kloos RT, Eng C, et al: Medullary thyroid cancer: Management guidelines of the American Thyroid Association. Thyroid 19:565-612, 2009
Lim H, Devesa SS, Sosa JA, et al: Trends in thyroid cancer incidence and mortality in the United States, 1974-2013. Jama 317:1338-1348, 2017

Miranda-Filho A, Lortet-Tieulent J, Bray F, et al: Thyroid cancer incidence trends by histology in 25 countries: A population-based study. Lancet Diabetes Endocrinol 9:225-234, 2021

Links TP, Verbeek HH, Hofstra RM, et al: Endocrine tumours: Progressive metastatic medullary thyroid carcinoma: First- and second-line strategies. Eur J Endocrinol 172:R241-R251, 2015
Laure Giraudet A, Al Ghulzan A, Aupérin A, et al: Progression of medullary thyroid carcinoma: Assessment with calcitonin and carcinoembryonic antigen doubling times. Eur J Endocrinol 158:

6. Filetti S, Durante C, Hartl D, et al: Thyroid cancer: ESMO clinical practice guidelines for diagnosis, treatment and follow-up. Ann Oncol 30:1856-1883, 2019

6 | © 2024 by American Society of Clinical Oncology


mailto:toth.miklos@med.semmelweis-univ.hu
mailto:toth.miklos@med.semmelweis-univ.hu
http://www.asco.org/rwc
http://www.asco.org/rwc
https://ascopubs.org/po/author-center
https://openpaymentsdata.cms.gov/
https://openpaymentsdata.cms.gov/

Downloaded from ascopubs.org by University College London (ucl) / England on May 14, 2024 from 193.060.240.099

Copyright © 2024 American Society of Clinical Oncology. All rights reserved.

Case Report

Meijer JA, le Cessie S, van den Hout WB, et al: Calcitonin and carcinoembryonic antigen doubling times as prognostic factors in medullary thyroid carcinoma: A structured meta-analysis. Clin
Endocrinol (Oxf) 72:534-542, 2010

Barbet J, Campion L, Kraeber-Bodéré F, et al: Prognostic impact of serum calcitonin and carcinoembryonic antigen doubling-times in patients with medullary thyroid carcinoma. J Clin Endocrinol
Metab 90:6077-6084, 2005

Kihara M, Miyauchi A, Masuoka H, et al: Kinetic analysis of the growth rate of sporadic and hereditary medullary thyroid carcinoma: Comparing the postoperative calcitonin-doubling rate with the
hypothetical preoperative tumor volume-doubling rate. Thyroid Res 13:13, 2020

. Castinetti F, Waguespack SG, Machens A, et al: Natural history, treatment, and long-term follow up of patients with multiple endocrine neoplasia type 2B: An international, multicentre, retrospective

study. Lancet Diabetes Endocrinol 7:213-220, 2019

. Makri A, Akshintala S, Derse-Anthony C, et al: Multiple endocrine neoplasia type 2B presents early in childhood but often is undiagnosed for years. J Pediatr 203:447-449, 2018
. Elisei R, Ciampi R, Matrone A, et al: Somatic RET indels in sporadic medullary thyroid cancer: Prevalence and response to selpercatinib. J Clin Endocrinol Metab 107:2195-2202, 2022
. Koehler VF, Adam P, Fuss CT, et al: Treatment of RET-positive advanced medullary thyroid cancer with multi-tyrosine kinase inhibitors-A retrospective multi-center registry analysis. Cancers

(Basel) 14:3405, 2022

. Schlumberger M, Elisei R, Mlller S, et al: Overall survival analysis of EXAM, a phase Il trial of cabozantinib in patients with radiographically progressive medullary thyroid carcinoma. Ann Oncol 28:

2813-2819, 2017

. Valerio L, Bottici V, Matrone A, et al: Medullary thyroid cancer treated with vandetanib: Predictors of a longer and durable response. Endocr Relat Cancer 27:97-110, 2020
. Wells SA Jr, Robinson BG, Gagel RF, et al: Vandetanib in patients with locally advanced or metastatic medullary thyroid cancer: A randomized, double-blind phase Il trial. J Clin Oncol 30:134-141,

2012

. Wirth LJ, Sherman E, Robinson B, et al: Efficacy of selpercatinib in RET-altered thyroid cancers. N Engl J Med 383:825-835, 2020
. Cabanillas ME, Hu MI, Jimenez C: Medullary thyroid cancer in the era of tyrosine kinase inhibitors: To treat or not to treat-and with which drug-those are the questions. J Clin Endocrinol Metab 99:

4390-4396, 2014

. Jozaghi Y, Zafereo M, Williams MD, et al: Neoadjuvant selpercatinib for advanced medullary thyroid cancer. Head Neck 43:E7-e12, 2021
. Kim M, Kim BH: Current guidelines for management of medullary thyroid carcinoma. Endocrinol Metab (Seoul) 36:514-524, 2021
. Tessitore A, Sinisi AA, Pasquali D, et al: A novel case of multiple endocrine neoplasia type 2A associated with two de novo mutations of the RET protooncogene. J Clin Endocrinol Metab 84

3522-35627, 1999

. Mathiesen JS, Kroustrup JP, Vestergaard P, et al: Survival and long-term biochemical cure in medullary thyroid carcinoma in Denmark 1997-2014: A nationwide study. Thyroid 29:368-377, 2019
. Mozes G, van Heerden JA, Gharib H: Prolonged survival of a patient with multiple endocrine neoplasia type 2b and stage IV medullary thyroid carcinoma. Endocr Pract 9:45-51, 2003

. Park H, Yang H, Heo J, et al: Long-term outcomes and causes of death among medullary thyroid carcinoma patients with distant metastases. Cancers (Basel) 13:4670, 2021

. Raue F, Dralle H, Machens A, et al: Long-term survivorship in multiple endocrine neoplasia type 2B diagnosed before and in the new millennium. J Clin Endocrinol Metab 103:235-243, 2018
. Rend| G, Manzl M, Hitzl W, et al: Long-term prognosis of medullary thyroid carcinoma. Clin Endocrinol (0xf) 69:497-505, 2008

JCO Precision Oncology ascopubs.org/journal/po | 7


http://ascopubs.org/journal/po

	Spontaneous and Treatment ...
	Introduction
	Case Presentation
	Discussion
	REFERENCES


