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Gliederung der Schilddriisenkarzinome

0,5%

MEN IIA/B

Julie Guilmette et Vania Nosé.Hereditary and familial thyreoid tumors.
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Sporadisches SD-Karzinom: Mutationen

Genetic Alteration PTC (%) FTC (%) ATC (%) MTC (%)
RET/PTC rearrangement 13-43 0 0 0
RET mutation 0 0 0 50
BRAF mutation 39-69 I 10-35 0
RAS mutation 0-21 40-53 20-60 0
PPARy rearrangement 1 236 L 0
CTNNBI mutation 0 0 66 0
P53 mutation 0-5 0-9 67-88 0

ATC indicates anaplastic thyroid carcinoma; FTC, follicular thyroid carci-
noma; MTC, medullary thyroid carcinoma; PTC, papillary thyroid carcinoma.
Modified from Refs. 23, 28, 37.

€ Dotto, Jorge; Nosé, Vania. Advances in Anatomic Pathology. 15(6):332-349, November 2008.doi:
10.1097/PAP.0b013e31818a64af
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Genetische SD-Karzinome (nicht-medulizr)

Table 1. Syndromic and non-syndromic familial non-medullary thyroid carcinoma associated with thyroid disorders and

maliﬁnancies

Incidence of
thyroid
Syndrome Inheritance  Gene location ~ Gene cancer (%) Histological findings
Familial adenomatous polyposis Autosomal  5q21 APC 212 PTC-CMV
dominant
Cowden syndrome Autosomal  10g23.3 PTEN, SDH, PIK3CA, 35 PTC (follicular variant), FTC,
dominant AKTT, KLLN, SEC238 adenomatous nodules,
C-cell hyperplasia
Carney complex Autosomal 2p16, 17q24  PRKARTu 15 PTC, FTC, follicular adenomas,
dominant adenomatous nodules
Werner syndrome Autosomal  8p11-p12 WRN 18 PTC, FTC, ATC
recessive
McCune-Albright syndrome 20q13.2-q13.3 GNAS PTC, FTC, follicular adenomas
with papillary growth
DICER1 syndrome Autosomal  14q32.13 DICERT Rare Nodular hyperplasia
dominant
P —
Familial papillary thyroid carcinoma  Autosomal 19p13 7CO PTC
dominant
Familial papillary thyroid carcinoma  Unknown — 1g21 PRN PTC
with papillary renal cell neoplasia
Familial non-medullary Unknown  2q21 NMTCT PTC
thyroid carcinoma type 1
Familial papillary thyroid Autosomal  14q32 MNGT PTC, nodular hyperplasia
carcinoma and multinodular goitre ~ dominant PTCSC3

carcinoma cribriform—morular variant.

ATC, anaplastic thyroid carcinoma; FTC, follicular thyroid carcinoma; PTC, papillary thyroid carcinoma; PTC-CMV, papillary thyroid

€ Julie Guilmette et Vania Nosé.Hereditary and familial thyreoid tumors. Histopathology (2018):

72, 70-81
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Schilddrisen-
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Hauptkarzinom:
Schilddrisen-
karzinom




Syndrom-ass. Familidare SD-Carzinom

Familiare adenomatose Polyposis (FAP)
-100-1000 kolorektale Adenome, Polypen
Magen&Duodenum

Cowden-Syndrom |
-multiple Hamartome (Haut, GI-Trakt), Mamma-CA,|
Uterus-Ca

* Carney-Complex

-Triade: Pigmentflecken, endokrine Uberfunktion,
Myxome

 Werner-Syndrom

-Progerie (dliinne Haut, Faltenbildung, Alopezie,

Muskelatrophie), Kleinwuches,

JAlterserkrankungen” (Diabetes mellitus, pAVK,

Melanom, Weichteilsarkome, Osteosarkome)
€ Julie Guilmette et Vania Nosé.Hereditary and familial thyreoid tumors. Histopathology (2018):
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Familiares papillares SD-Karzinom (fPTC)

* 5% der nicht-medull. SD-Ca

* Genetik: Autosom.dom., 6 potentielle Gene
u.a. Chromosom 19p13 (TCO-Gen), jedoch nicht ubiquitar

+ somatische Mutationen
zB in BRAF (-45% bei PTC), RET/PTC (-35%)

* Mind. 3 erstgradig verwandte Familienmitglieder!
Erkrankungsalter jinger; mehr mannl., héhere Zahl an
multilok. bzw. bilat. Karzinomen, hdhere Metastasierungszahl

* Histo ident zu sporadischem papill. SD-Ca

* Therapie tendenziell radikaler als bei sporadischem SD-Ca

L5 Dotto, Jorge; Nosé, Vania. Advances in Anatomic Pathology15(6):332-349, November 2008.doi:
10.1097/PAP.0b013e31818a64af
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Familiares papillares SD-Karzinom (fPTC)

Table 1. Charactenistics of FNMTC versus matched controls at presentation

FNMTC patients

Matched controls

Female Mals Total Female Male Total
Predictor (n=38) fn=10) in=48) in=114) (n=30) (n=144) P valus*®
Age (y) (mean + S5D) 3|+ 11 341 + 11 30 +11 45 + 16 50 = 16 46 = 15 < 005
Follow-up median (y) (range) B (1-15) 7 (1-20) 97
Tumor size {(cm) (mean +SD) 2.7+ 1.5 34+1.5 28+1.5 3.1+15 32+12 31=+x15 28
Extrathyroidal invasion 9 4 13 (27%) 22 ba 30 (21%) 37
Lymph node involvement 15 " 23 (48%) 46 18 64 (44%) 68
Distant metastasis 2 0 2 (4%) 7 0 7 (5%) B84
Past history of benign thyroid 8 6 14 (29%) 25 5 30 (21%) 253
disease

*Pvalue was based on the companson of total familial versus total matched controls.

€ Osamah et al: Is familial non-medullary thyroid carcinoma more aggressive than sporadic thyroid cance

series. Surgery 2000;128:1043-51.
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Patient 1 Patient 2 Patient 3 Patient 4 Patient 5

Demographic data 12.12.1980 07.07.1955 1954 1953 1954
F F F F F
Daugther of Patient Sibling, Mother of Sibling (twin) Sikling Sibling (twin)
2 Patient 1
Thyreoid Hashimoto Hashimato Struma multinodosa  Struma multinodosa  Struma nodosa bds.
characteristics Thyreoditis Thyreoiditis Il
Euthyreosis Substituted Euthyreosis Euthyreosis X
Hypothyreosis
Right 1,5, left 2,3 X Right 3,9, left 5,6 X X
Laboratory 1,8 X 1,4 1,2 X
findings
precperative 4.5 X 4,3 4.8 X
16,8 X 13,9 12,5 X
6,7 ng/ml X
Surgery 28.10.2011 24.11.2014 15.12.2015; 29.09.2018 20.12.2016
23.12.2015
a1 59 61 65 62
Thyreoidektomie+  Thyreoidektomie, LK. Thyreoidektomie; Thyreoidektomie Thyreoidektomie,
neck dissection sampling neck dissection nght central neck
+ LK sampling (BKH dissection, cervical
Schwaz, kein 35) LK exstirpation left
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Characteristics of
cancer

Follow Up

28.10.2011
15mm
No
Right lobe
pTib
NO(D/27)
X
0
X
X
X
X

1x Hochdosis
Radiojod mit 3,55
GBq

09.01.2018
<0,3ngml

None

24.11.2014
2-8mm
Yes (3)

Right lobe

pT3(m)

NO (0/3)
X
0
1
0
0

BRAF: pVBO0E

1x Hochdosis
Radicjod mit 5560,2
MBq
18.01.2018
<0,3 ng/ml

None

17.12.2015
®
MNo
Right
pT3
Nia (2/25)

X
0
0
0
x

X

1x Hochdosis
Radicjod 5906,72
MBq
30.01.2018
<0,3ng/ml

None

29.09.2018

7mm

Mo
Right
pT3b
px

X

0

1

0

0

BRAF p.VBOOE

1x Hochdosis
Radiojod mit 4750
MBq

18.05.2018
<0,3ng/ml

None
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20.12.2016
8mm
Mo
Right
pT3
Nia (1/9)
X
0
1
X
b3
BRAF positiv

1xHochdosis
Radiojod 5377 MBq

20.01.2018
<0,3ng/ml

None
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Figure 2. Progression-free survival based on BRAF mutational status.
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Figure 3. Disease-specific survival based on BRAF mutational status.
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Conclusio

* Familienanamnese immer!
ggf. Screening von Geschwistern/Eltern/Kindern empfohlen

* Multilokulares bzw. bilaterales pap. SD-Ca oder sehr junger Pat:
genetische Ursache?!

* Therapie ident zu nicht-familiarem papillarem SD-Ca

aber:
immer komplette Thyreoidektomie + LK-Sampling, ggf. LK-Diss.

* Nachsorgen ident zu nicht-familiarem papillarem SD-Ca
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