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Uncommon endocrine disorders: how should we approach them?
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1950-60 1951

✔ Seven cases of  thyroid carcinoma with a distinct histological pattern
✔ Undifferentiated thyroid tumours
✔ High rate of  cervical lymph node metastases
✔ Better prognosis than anaplastic carcinoma
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1950-60 1959

✔ Solid tumour not derived from follicular cells
✔ Amyloid deposition
✔ “Medullary or solid carcinoma”
✔ Intermediate aggressiveness
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1960-80

✔ Familial occurrence of  MTC and pheo
✔ MTC as sporadic tumor or familial syndroms
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1960-80

✔ Should be considered as an aggressive tumour
✔ Aggressive surgery
✔ Total thyroidectomy and neck dissection
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1980-2000

✔ Aggressive tumour
✔ Aggressive surgery
✔ Total thyroidectomy and neck dissection
✔ Lateral neck dissection if  involvement suspected
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1980-2000

✔ Molecular genetics (1985)

✔ All patients with MEN2A, MEN2B, and FMTC have RET 

germline mutations 

✔ Approximately 50% of sporadic

✔ The prevalence of somatic RET codon mutations is different 

depending on tumor size

✔ Over 100 mutations, duplications, insertions, or deletions 

involving RET have been identified 

✔ Surgical management according to the type of mutation
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2000-2020

✔ Conservative management of  the lateral compartment.
✔ Surgery only if  there is evidence of  disease. 
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2000-2020

✔ Completion surgery not recommended for incidental medullary 
carcinoma with  normal calcitonin levels.
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2000-2020

✔ Routine calcitonin in all suspicious thyroid 
nodules (avoiding FNA)
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2000-2020

✔ Aggressive management
✔ Lateral neck dissection with 

calcitonin above 20 pg/mL
✔ Contralateral dissection if  above 

200 pg/mL
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TT
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Ipsi CND + 
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200-500p
g/mL 

Bilateral 
CND + 

Bilateral 
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>500pg/m
L 

Bilateral 
CND + 

Bilateral LND

+ 
Mediastinum

TT: Total thyroidectomy
CND : Central Node Dissection
LCL : Lateral Node Dissection

0%

ipsi CC 9%
ipsi LC 9%

Ipsi LC 15%

contra LC 4%
ipsi LC 38%

Mediastinum 12%

% positive nodes

Proposed Surgery

Calcitonin

2000-2020

✔ Correlation between calcitonin levels and nodal involvement
✔ Imaging less accurate than previously assumed
✔ Concern for achieving cure at the initial operation
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 Correlation 
coefficient 

p

Age (years) 0.071 0.267
Gender 0.106 0.100
RET gen 
mutation

-0.248 0.000

 All Sporadic type Hereditary type

CCLND 171 
(S 89%)

200 
(S 90%) 

87 
(S 90%)

LLND Ipsilateral 237
 (S 89%)

240 
(S 90%)

142 
( S 88%)

LLND contralateral 339 
(S 90%) 

627
 (S 88%)

200 
(S 87%)

2000-2020

✔ Cut-offs for lateral neck involvement 
could be higher

✔ Less aggressive management in 
RET-negative patients
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SPORADIC HEREDITARY

<240
<140240-600

140-200>600
>200
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What next?
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Desmoplastic stromal reaction positiveDesmoplastic stromal reaction negative
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• Can be assessed intraoperatively

• Qualitative/semi-quantitative

• Interference from prior FNA



 

Sensitivity 100% 
Specificity 30%  
Positive Predictive Value 54%  
Negative Predictive 

Value
100%  
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Risk factors of central node involvement in non-RET mutation tumours

 No Central 
node 

involvement 
(N=12)

Central node 
involvement 

(N=15)

P

Preoperative tumour size (mean + SD) (mm) 18.1+ 9 27.8 + 16 .06

Preoperative Calcitonin (median (range)) 
(pg/mL)

229 (18-5629) 3325 
(243-13808)

.01

DRS negative 9 (75%) 1 (6.6%) .001
No capsular invasion 11 (91.7%) 5 (35.7%) .003
Ki-67% <5% 10* (90.9%) 8 (57.1%) .06
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In sporadic, unifocal  medullary carcinoma without nodal disease, 

unilateral surgery may be considered
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2020-1950-60 1960-80 2000-2020

✔ Treatment of  MTC has evolved
✔ Prognostic factors
✔ Tailored surgery
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1980-2000



Thank you

www.eses2027.com


