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DIMENSIONS OF THE PROBLEM

@ 50% of increase in incidence attributed to tumors <
than 1 cm

No change in # of cancers > than 4 cm. 10%
Peak incidence :40-50 y/o
1996-2006: 40% fin thyroidectomy procedures

28% of thyroid cancers are an incidental finding in
thyroid surgery

Increasing incidence partially reflects earlier detection




Projecting Cancer Incidence and Deaths to
2030

Perspective

June 2014

Projecting Cancer Incidence and Deaths to 2030: The
Unexpected Burden of Thyroid, Liver, and Pancreas Cancers
in the United States

Lola Rahib®, Benjamin D. Smith®, Rhonda Aizenberg”, Allison B. Rosenzweig', Julie M. Fleshman', and
Lynn M. Matrisian’

New cases Total Women Men

Thyroid 2010 45,000 34,000 11,000
2020 92,000 71,000 21,000
2030 183,000 144,000 39,000

Breast 2010 226,000
2020 262,000

In 2030, 2030 294,000
Thyroid will be #2 in women

and #3 in men Projected death rate stable at 2,000




Differentiated Thyroid Cancer
Guidelines




Are the New Guidelines Different from

the 2009 Guidelines?
Goal: to be evidenced -based & Helpful

recommendations

Sub-recommendations

references
tables 5
figures 5

A New questions-8
A New recommendations -21

A Significantly changed recommendations -21




Guideline Grading System

Strength of Recommendation

SR

WR

NR

Strong recommendation

Weak recommendation

No recommendation

Quality of Evidence

High-quality evidence

Moderate-quality evidence

Low T quality evidence

Insufficient evidence
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Management of Thyro




Staging for Differentiated Thyroid
Cancer

Initial postop Staging (TNM,MACIS ) predict
disease specific mortality not recurrences

ATA Risk Stratification system to estimate risk
of persistent/recurrent disease (modified 2014)

ATA response to therapy (New 2014) Dynamic
Risk Stratification based on response to
treatment




R47 Role of Postoperative Staging Estimates
and Risk Stratification AJCC specitc.

mortality

Anatomic stage/prognostic groups?

Papillary or follicular {differentiated)

Under 45 years

g system for thyroid
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rec 48a 2009 A

A Initial Risk Stratification

Systemiis rec. for DTC pts. treated with TT, based
on its utility in Predicting risk of disease recurrence
and/or persistence (SR,MQE)

A LOW RISK

A Classic or PTC FV +

A No local or distant mets.

A Complete resection

A No tumor invasion

A No vascular invasion and

A If given, no RAI uptake
outside thyroid bed

A

A Microscopic ETE

A Cervical LN mets

A Aggressive histology or
A AL invasion

A

A Macroscopic gross ETE

A Incomplete tumor resection
A Distant mets . or

A inappropriate  Tg elevation

Cooper Thyroid 2009;19:1167
Hauagen Thyroid 2016:26:1




ATA Initial Risk Stratification 2015
Modifications

ATA risk stratification system to estimate risk of persistent/recurrent
disease

Papillary thyroid cancer Any of the following Any of the following
with all of the following present: present:

resent: . . . R .
e Microscopic invasion into the Macroscopic tumor

Mo local or distant

ablation
Tumor does not have ) Postoperative
serum thyroglobulin

. Tumor with agar
agare = histology .
tology or

insular, column . : of

Mo v lar invasion : lymph nod
Mo 1311 upta largest dime
thyroid bed on tl M1 with all involved lvmph

treatment scan, if done nod nin larg

Clini

M1 microme Multifocal papillary thyroid

cm in larg microcarcinoma with

extrathyroidal extension

and BRAF V600E mutated (if

krown

Intrathyroidal
follicular vari
thuraid

thyroid
i sion




Risk of Structural Disease Recurrence

(In patients w/out structurally identifiable disease after
Initial therapy)

Risk of Structural Disease Recurrence

(In patients without structurally identifiable disease after initial therapy)

Modified 2009 Risks PO e A The progno
High Risk i

) Gm::ma%mdgﬁmmm Py —————— significance

O e bt not = oNT, 20y TN = 3 om S 0% nodal mets

Intermediate Risk
Aggressive histology , minor extrathyroidal
extension, vascular invasion,

or > 5 involved lymph nodes (0.2-3 cm) pN1,> S LN involved (<20%) based on t
Intrathyroidal PTC, <4 cm, BRAF mutated* (~10%) ! d
Intrathyroidal DTC '
< § LN micrometastases (< 0.2 cm) X 0) m EtaStatI

*While analysis of BRAF and or TERT
status is not routinely recommended for
initial risk stratification, we have included
these findings to assist clinicians in proper
risk stratification in cases where this
information is available.

PTC, extrathyroidal, BRAF mutated*(= 10-40%)
PTC, vascular invasion (= 15-30%)
Clinical N1 (=20%)

pN1, <5 LN involved (=5%)
Intrathyroidal PTC, 2-4 cm (= 5%)

OCE =~ 4-6Y
Minimally invasive FTC (= 2-3%)
Intrathyroidal, < 4 cm, BRAF wild type* (= 1-2%)
Intrathyroidal unifocal PMC, BRAF mutated*, (= 1-2%)
Intrathyroidal, encapsulated, FV-PTC (= 1-2%)
Unifocal PMC (= 1-2%)

from PTC c
be stratifie



Risk of Persistent/Recurrent
Disease

Risk of Persistent/Recurrent Disease

Risk Estimates Using ATA Risk of Recurrence System
Total Thyroidectomy and RRA (n=588)

Ly —

* Biochemical = Structural

8

Persistent/recurrent/death (%)

o 8 8 & &

Low Intermediate High
(n=136) (n=291) (n=161)
Tuttle, Shaha, Thyroid 2010




Dynamic Risk Stratification

Integrating Response to Therapy in Monitoring
Management

Recommendation 49 ( SR,LQE)
Initial risk estimates should be continuously modified during

follow-up, because the risk of recurrence and disease specific
mortality can change over time as a function of the clinical
course of the disease and response to therapy




Proposed Terminology to Classify Response to
Therapy B26

Excellent response
No clinical, biochemical, or structural evidence of disease

Biochemical, incomplete response
Persistentabnl. Tg values in the absence of localizable disease

Structural Incomplete
Persistent or newly identified loco-regional or distant
metastasis

Indeterminate Response (acceptable)
Non-specific biochemical or structural findings which cannot be
confidently classified as either benign or malignant




Assessing Response to Therapy

Excellent Indeterminate Incomplete
response (good) response

Suppressed Tg <0.2 ng/ml Detectable, but < > 1 ng/ml
1 ng/ml

Stimulated Tg <1 ng/ml < 10 ng/ml >10 ng/ml

Tg trend Low Declining Stable or rising

Tg antibodies Absent Absent or Persistent or
declining rising

Neck exam Normal Normal Palpable disease
imaging negative Indeterminate Positive
Clinically
insignificant
Lower risk Stable risk Raise risk
estimates estimate estimate




ATA Initial Risk Stratification
Estimates of pts. who subsequently had NED in
each Risk Category

Low risk for recurrence 86-91%
intrathyroidal DTC, no ETE,

vascular invasion ,or metastasis

O5 ibrometastasis (<0.2cm)

Intermediate risk 57-63%
(everything else)

Higher risk variants of PTC (tall
cell,columnar)

High risk 14-16%
Gross ETE

Incomplete tumor resection

Distant mets

Thyroid



Risk Estimates Using Response to
Therapy Assessment




