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At the beginning we had ‘The Laws’




European Journal of Endocrinology (2008) 154 787-803 ISSN 0804-4643

CONSENSUS STATEMENT

European consensus for the management of patients with

differentiated thyroid carcinoma of the follicular epithelium

Furio Pacini, Martin Schlumberger®, Henning Dralle®, Rossella Elisei®, Johannes W A Smit*, Wilmar Wiersinga®
and the European Thyroid Cancer Taskforce

Apart from solitary well differentiated thyroid cancer less than 1 em in diameter
with no evidence for nodal or distant metastases, and no history of previous
radiation exposure that may be operated on by less than total thyroidectomy, the
standard surgical treatment is total (or near-total) thyroidectomy. This
procedure decreases the risk of local recurrence and s performed with almost no
morbidity under expert hands, Moreover, it facilitates postsurgical radioiodine
ablation and adequate follow-up (16, 24-28), More limited thyroidectomy
should not be performed, and if a patient is referred after less than near-total
thvroidectomy, completion thyroidectomy should be proposed in the case of a

e Standard surgery: total thyroidectomy
* Post-surgical radioiodine ablation
 Completion surgery in case of less than total thyroidectomy



Then came the doubts




Nanonal

Comprehensive NCCN Guidelines Version 2.2013 G

NCCN [eEnhe: 2 < A . Thyroid Table of Contents
Netwrk*  Thyroid Carcinoma — Papillary Carcinoma Diequssion
FNA DIAGNOSTIC PREOPERATIVE OR PRIMARY TREATMENT
RESULTS PROCEDURES INTRAOPERATIVE
DECISION-MAKING CRITERIA
Indications for total .
thyroide ctomy Total thyroidectomy
(any present): If lymph node(s) palpable or biopsy positive:
sAge<15y or >45y° « Central neck dissection (level VI)
« Radiation history » Lateral neck dissection (levels II, lll, IV, and Vb,
« Known distant motastases include levels | and Va if clinically involved). —
« Thyroid and neck » Bilateral nodularity — | Consider preservation of the cervical sensory
ultrasound « Extrathyroidal extension nerves )
{including central o Tisnor > & Cits in diameter If node(s) negative, consider prophylac:ic central Sag
and lateral « Cervical lymph node neck dissection (level VI) (category 2B) 3
compartments), if elnsianes ———-—E"“,A‘:,“g'] Jon
Eapiary not proviously done | |, Aggressive variant?
ShLnomal . |y CT/MRI for fixed, " Total thyroidectomy!
FNA indications for total S Gonsy .
positive? bulky, o‘: substernal thyroide ctomy or (category 2B) - "
lesions I tomy, if all present: Any of the following:
« Consider evaluation «Age 15y -45y° «Tumor > 4 cm
of vocal cord « No prior radiation «Positive margins
mobility o No distant metasiases or « Gross extrathyroidal
« Consider chest xsay No cerv =% extension Completion of
" n&astas% Yrph Hoce « Macroscopic multifocal| thyroidectomy
diseaso
*There Is a polentid ke for lobectamy with ot | * No extrathyroidal
without frazen section if FNA is suspicious extonsion Lobectomy i OConﬁlmo:snodal co
but not diagnostic for papillary carcinoma. « Tumor <4 cm in diameter * i's‘hmum”my metastas v nsider
with RAI but is required for optimal carvical All of the followina: measurement
imading using CT. NoatTT:% _ |+ Consider
-
“For microcarcinoma (< 1om), a total thyrodectamy may not ba needed. Age = an approximation .N:g ntral :gral saion levothyroxine
and not an absolute determinaton co s m.’apy to mp
:’Id c_a! vanm&_qun‘mr cell, or poorly dilerer'ﬂgted te‘auruss: | ) ) TSH low or

R. Michael Tuttie,
Memorial Sloan-K
Cancer Center



And then ... summer 2014

Guidelines
for the management
of thyroid cancer

Third edition

Perros P, Colley S, Boclacnt K, Evans C, Evans RM, Gerrard GE, Gilbent JA, Hammison B,
Johnson S1, Giles TE, Moss L., Lewington V, Newhold KL, Taylor J, Thakker RV,
Watkinson J, Williams GR

British Thyroid Association

July 2014



Differentiated Thyroid Cancer 2015
What we believe to know “for sure”

(Over estimate the risk of recurrence?)

(Over estimate the impact of RAI on recurrence?)

(Over estimate the impact of RAI on survival?)

Furio Pacini, Personal Communication



Last, possibly .... spring 2015

2014 American Thyroid Association Management Guidelines for Patients with

Thyroid Nodules and Differentiated Thyroid Cancer

The American Thyroid Association (ATA) Gudelines Taskforce on Thyroid Nodules and

Differentiated Thyroid Cancer

Bryan R. Haugen. M.D." (Chair)*, Erik K. Alexander. M.D.%, Keith C. Bible. M.D..
Ph.D.?. Gerard M. Doherty, M.D.*, Susan J. Mandel. M.D.. M.P.H.”. Yuri E. Nikiforov. M.D..
Ph.D.°. Furio Pacini. M.D.”. Gregory W. Randolph. M.D.®. Anna M. Sawka. M.D.. Ph.D.°.
Martin Schlumberger. M.D."®, Kathryn Schuff. M.D.". Steven I. Sherman. M.D."%. Julie Ann
Sosa. M.D.". David L. Steward. M.D.."* R. Michael Tuttle. M.D.". and Leonard Wartofsky,



Can we put some order, again?




Basic Goals of Initial Therapy of DTC

Improve overall and disease-specific survival

Decrease the risk of persistent or recurrent
disease

Permit disease staging and risk stratification.

Minimize treatment-related morbidity and
worsening of the Quality of Life.

Stavrakis Al et al. Surgery 2007
Gourin CG et al. Arch Otolaryngol Head Neck Surg 2010



Goals of Initial Surgery

Remove the primary tumor

Remove disease extended beyond thyroid
capsule

Facilitate post-surgery RAIl treatment, if
appropriate.

Brierley JD et al. Cancer 1997
Hay ID et al. W J Surg 2002



Rationale for a Complete Surgical Approach

 Completeness of surgery is the most important
treatment variable for the prognosis

 RAIl and TSH suppression play only adjunctive
roles in most patients

e Staging is the basis for risk stratification and
disease management.

Cooper DS et al. Thyroid 1998
Mazzaferri EL. Endocr Pract 2000



Rationale for a Complete Surgical Approach

* PTCinvolves cervical lymph nodes in up to 50%
of patients at histology

* Preoperative US identifies only half of affected
lymph nodes due to the presence of the thyroid

and to technical limits

* US may reliably rule out only gross extracapsular
extension.



is the better?

So, the more




Why a Less Invasive Approach Could Be
Preferred?

 Data on improved survival and recurrence rate
after total thyroidectomy may be obsolete

* They were based on less effective preoperatory
staging and follow-up

* The frequency of cancer histotypes and advanced
tumors was different.

Mazzaferri EL. Thyroid 1999



Surgical Approach to High-Risk DTC

Patients with “high-risk
disease” require an
aggressive approach and
a personalized strategy.

Complete control of local
disease is mandatory

But they are frequent in
oncologic centers only.




Sloan-Kettering Cancer Center Cohort Status at
Final Follow-up (588 patients)

DD |
5%

ND: no evidence of disease; PD: persistent disease; DD: death of disease

Tuttle M et al. Thyroid 2010



Papillary Thyroid Cancer Study Group

Clinical Findings at First Postoperative Follow-Up
(1020 patients)

PDB DD
7% 0%

NED
93%

ND: no evidence of disease; PD: persistent disease; DD: death of disease

Durante C et al. JCE&M 2013



Cancer Epidemiology, MR
Biomarkers & Prevention

The Clinical and Economic Burden of a Sustained Increase

in Thyroid Cancer Incidence
Briseis Aschebrook-Kilfoy, Rebecca B. Schechter, Ya-Chen Tina Shih, et al.

Cancer Epidemiol Biomarkers Prev Published OnlineFirst May 15, 2013,
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Present DTC patients are similar to
those in the past?

* Presently, the great majority of DTC are papillary
 Most are <20 mm in diameter (pT1)

* Only a minority show gross extrathyroid
extension (pT4).



What is the present outcome of DTC?

SEER Incidence and US Death Rates®

Cancer of the Thyroid, Both Sexes
Joinpoint Analyses for Whites and Blacks from 1975-2010
and for Asian/Pacific Islanders, American Indians/Alaska Natives and Hispanics from 1992-2010
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What is the role of lymph node metastases?

* Clinical implication of micrometastases is less
relevant than macroscopic involvement

* Preoperative US may identify suspicious cervical
adenopathy in 20% of DTC patients, properly
changing surgical approach

* Cytology and FNA-Tg reliably confirm the
presence of nodal metastases.

Frasoldati A et al. Cancer 2003

Leboullex S et al. J Clin Endocrinol Metab 2007
Matsuzu K et al. World J Surg 2014

Nixon |J et al. Surgery 2012



What is the clinical impact of micrometastases?

* On routine neck dissection, small [/ '
size metastatic LNs are present: i
— Up to 80-90% central neck
— 30-60% lateral neck VNG
* If not performed, this does NOT PR
increase clinical recurrence (incidence: 2-4%)

* LNs with pathologically detected micrometastases
do not impact recurrence.

Ito K et al. World J Surg 2004, Ito K et al. World J Surg 2005
Cranshaw et al. Surg Oncol 2008; Randolph GW et al. Thyroid 2012



Most US-positive lateral neck LNS does

impact recurrence rate

Pre-op US on 460 pts = thyroidectomy with neck dissection

Disease-free survival (%)

RFS rate (%)
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Ito K et al, World J Surg 2004



Risk of persistent/recurrent disease has changed

Mazzaferri A, Am J Med, 1994 Durante et al., JCE&M, 2013

241/1077 pts 13/1020 pts



What is the role of RAIl Ablation?

RAI was one of the major reasons in support of
total thyroidectomy

Currently, no evidence of improved survival in
low- and intermediate-risk PTC after RAI

Improvement of risk of local recurrences appears
moderate

Follow-up is mostly based on Tg determination
and neck US.

Vaisman F et al. Clin Endocrinol (Oxf) 2011



Changes in TgAb trends in patients rendered disease-free by

surgery vs patients with persistent/recurrent disease

1,000

radioiodine Rx.

TgAb concentration kIU/L

lymph node recurrence lymph node recurrence
diagnosed by FNA biopsy diagnosed by FNA biopsy
A 4
lymph node surgery lymph node surgery

pre-op |

thyroidectomy

Spencer C A JCEM 2011;96:3615-3627




What is the Outcome of Surgery?
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Carl |, Cook




The National Cancer Data Base 1985 - 1998
Total thyroidectomy 43227 vs Lobectomy 8946

e 10-yr Survival
Thyroidectomy 98.4% vs Lobectomy 97.1% (p<0.05)

* 10-yr Recurrence
Thyroidectomy 7.7% vs Lobectomy 9.8% (p=0.05)*

*Significant differences ONLY for size >1 cm

Bilimoria KY Ann Surg 2007



SEER Data Base 1983-2002
Total Thyroidectomy 12598 vs Lobectomy 3266

e 10-yr Overall Survival
Thyroidectomy 90.4% vs Lobectomy 90.8% (NS)
e 10-yr Specific Survival

No difference at multivariate analysis

»  35% reduction in loco-regional recurrence.

Barney BM et al. Head Neck 2011, Lang BH et al Thyroid 2013;
Mendelsohn AH et al. Arch Otolaryngol Head Neck Surg 2010



Surgical Complications
The Health Care Utilization Project Nationwide Inpatient Sample

* High-volume centers (>100 cases/yr) 7.5%
* |ntermediate centers (> 10 cases/yr) 13.4%

* Low-volume centers (< 10 cases/yr) 18.9%

Thyroid resections in high-volume centers < 20%

Kandil E et al. Surgery 2013



Complications Rate (HCUP-NIS)
Total Thyroidectomy vs Lobectomy

* High-volume centers
Total Thyroidectomy 14.5% vs Lobectomy 7.6%

* Low-volume centers
Total Thyroidectomy 24.1% vs Lobectomy 11.8%

Hauch A et al. Ann Surg Oncol 2014



So, which are the Recommendations?




2014 American Thyroid Association Management Guidelines for Patients with

Thyroid Nodules and Differentiated Thyroid Cancer

* Thyroid cancer >4 cm or with gross extrathyroid
extension (cT4) or metastatic disease to nodes
(cN1) or distant sites (M1):

» Total thyroidectomy and gross removal of all
primary tumor, unless contraindications.



2014 American Thyroid Association Management Guidelines for Patients with

Thyroid Nodules and Differentiated Thyroid Cancer

* Thyroid cancer > 1 cm and <4 cm (cT2) without
extrathyroid extension or lymph node
metastases (cNO):

> Either total thyroidectomy or lobectomy.




2014 American Thyroid Association Management Guidelines for Patients with

Thyroid Nodules and Differentiated Thyroid Cancer

* Prophylactic central-compartment dissection in
PTC cNO patients ONLY in case of:

» advanced primary tumors (cT3 or cT4)
» clinically involved lateral neck nodes (cN1b).



2014 American Thyroid Association Management Guidelines for Patients with

Thyroid Nodules and Differentiated Thyroid Cancer

* Thyroid cancer < 1 cm unifocal and without
extrathyroid extension (cT1a) or lymph node
metastases (cNO):

» If surgery is chosen, lobectomy.



2014 American Thyroid Association Management Guidelines for Patients with

Thyroid Nodules and Differentiated Thyroid Cancer

 BRAF mutational status appears to add little
incremental prognostic value to clinico-
pathologic staging:

» BRAF testing is NOT routinely recommended.

Tufano RP et al. Medicine 2012



British Thyroid Association Guidelines for the Management of
Thyroid Cancer

* Thyroid lobectomy is recommended for patients
with unifocal microPTC and no other risk factors.

Key recommendation



British Thyroid Association Guidelines for the Management of
Thyroid Cancer
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British Thyroid Association Guidelines for the Management of
Thyroid Cancer

Personalised Decision Making involves cdlinicians and
patients working together to find a solution, that best suits the
arcumstances of the individual patient. This process consists of:
g Discussion in the multi-disciplinary team (MDT) meeting,
where the evidence for and against an intervention is
weighted and potential benefits and detrimental effects con-
sidered

b Consideration of risk factors for tumour-specific mortality
and recurrence that apply to the intervention. Within this
group of patients there is a spectrum of nisk defined by dini-
cal and histopathological parameters. Generally the greater
the number of nisk factors the stronger is the case in favour
of the intervention

¢ Consideration of the patient’s comorbidities, personal cir-
cumstances and values



So, we have just to think, discuss and make
the best choice all together!




