Recurrent medullary thyroid carcinoma in pregnancy
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« Physical exam and
US of the neck

Detectable Ctn but

< 150 pg/mL and no
evidence of persistent
or recurrent MTC on
physical exam or US

Status » Measure serum
TTX levels of Ctn, CEA,
TFTs, and TSH every Ctn>
6 to 12 months > 150 pg/mL
L5 Ctn undetectable or

Y v v A oa o . 3 v 1w .
51 2 uaaauamans duAumadesl§iansns tias19nUsEAD calcitonin geUUNAIHIAA total thyroidectomy

within normal range

« Physical exam and

US of neck every 6
months

* Measure serum Ctn

and CEAevery3to6
months to determine
doubling times

« If serum Ctn > 150

pg/mL perform im-
aging procedures to
detect recurrent MTC

If physical exam and
US remain normal,

——> evaluate every 6
months for 1 year, then
annually

« Consider treating

regional disease by
surgical resection,
EBRT, or other mo-
dalities depending on
site and associated
risks

« Patients with progres-

sive systemic disease
should be treated
with systemic therapy
(preferentially a TKI),
or participate in a
clinical trial

Imaging
positive

« Imaging procedures

to detect metastases

Imaging
negative

* Physical exam and

repeat imaging
studies every 6 to 12
months

*» Measure serum Ctn

and CEAevery3to 6
months to determine

| doubling times
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phrochromocytoma I8¢ hyperparathyroidism

RET mutation® Exon MTC risk level” Incidence of PHEO® Incidence of HPTH® crA® HD*
G533C 8 MOD + - N N
C609F/G/R/S/Y 10 MOD +/++ + N Y
Co611F/G/S/Y/W 10 MOD +/++ + N Y
C618F/R/S 10 MOD +/++ + N Y
C620F/R/S 10 MOD +/++ + N Y
C630R/Y 11 MOD +/++ + N N
D631Y 11 MOD +++ = N N
C634F/G/R/S/W/Y 11 H +++ ++ Y N
K666E 11 MOD + = N N
E768D 13 MOD - - N N
L790F 13 MOD + - N N
V804L 14 MOD + + N N
V804M 14 MOD + ar Y N
ABB3F 15 H +++ - N N
S891A 15 MOD + ar N N
R912P 16 MOD - - N N
M918T 16 HST +++ = N N

“The references for each of the RET mutations can be found in the Supplementary Information, where all reported RET mutations in MTC
are listed.

PRisk of aggressive MTC: MOD, moderate; H, high; HST, highest.

“Incidence of PHEO and HPTH: + = ~ 10%:; ++ = ~20%-30%; +++ = ~ 50%.

dy, positive occurrence; N, negative occurrence.
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= Normal physical
exam and normal US
of the neck

« Measure serum levels
of Ctn and CEA
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TTX in the first year, or « Physical exam, US
the first months of life, of the neck, and
based on di of
with the endocrinolo- serum levels of Ctn
MEN28 | gist, the surgeon, and and CEA every 6 M
— (ATA-HST) > the parents. Level VI —» months for one year
) lymph node dissection then annually
dependent on the + Begin screening for
ability to identify and PHEO at 11 years
preserve or transplant of age
the parathyroid glands
MEN2A ] TTX at or before 5 [
~>» Children > > years of age based on ¥ * Same as above
(ATA-H)
— - L - - serum Ctn levels
TTX to be performed * Follow with evalua-
when the serum Ctn tion every 6 months
level becomes ele- for 1 year, then
= I vated, or in childhood annually if serum Ctn «If serum Ctn is
MEN2A if the parents do not remains undetectable elevated but
= (ATA-MOD) [ wishtoembarkon | >| or within normal L™ <%0 pg/mL measure
g a lengthly period of range serum levels of Ctn
evaluation, which « Begin screening for and CEAevery 3to 6
might last for years or PHEO at 16 years months to determine
decades of age doubling times
*If serum Ctn is > 150
« Annual testing. If Ctn pg/mL initiate imaging
Normal serum Ctn | becomes elevated, procedures to detect
i > MTC metasases
« If metasases are
>  Adults « Exclude PHEO found, treatment
) +TTX and dissection is based on site. If
| of lymph node com- systemic disease
Elevated serum Ctn  —» » _
| on US findings and therapies
preoperative serum
Ctn levels

Med Assoc. 1981;73(7):649-52.

2.

of the maternal skeleton. Lancet. 1979;2(8146):769-70.

3.

guidelines for the management of medullary thyroid carcinoma. Thyroid. 2015;25(6):567-610.

Silva OL, Titus-Dillon P, Becker KL, Snider RH, Moore CF. Increased serum calcitonin in pregnancy. J Natl

Stevenson JC, Hillyard CJ, MacIntyre I, Cooper H, Whitehead MI. A physiological role for calcitonin: protection

Wells SA, Jr., Asa SL, Dralle H, Elisei R, Evans DB, Gagel RF, et al. Revised American Thyroid Association




