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Letter to the Editor

Staging of Differentiated Thyroid Carcinoma: Stan-
dardizing Rational Thought

In the current edition of the Journal, Lang et al.’
studied a population of 760 patients with well-dif-
ferentiated thyroid cancer who were retrospectively
restaged on the basis of the updated criteria of the 6th
edition of the AJCC Cancer Staging Manual."* In the
updated staging system, the designation of a T1 tu-
mor has been increased from <1 cm to <2 cm; T2
tumors are now > 2 cm and < 4 cm; T3 tumors now
include those with minimal extrathyroidal extension;
and T4 tumors have been subcategorized into T4a
(invading subcutaneous tissues, larynx, trachea,
esophagus, or recurrent laryngeal nerve) and T4b
(invading prevertebral fascia or encasing carotid ar-
tery or mediastinal vessels). These changes more than
doubled the percentage of T1 tumors, with a re-
ciprocal diminution in T2 tumors. The frequency of
T3 tumors increased from 10% to 33.7%, and the
frequency of T4 tumors decreased from 31.6% to
7.9%."

Nodal metastases have also been recategorized
from the previous Nla, which included both central
and ipsilateral cervical metastases, to the newer edi-
tion of Nla, which is limited to the central neck (level
VI nodes). Because of this more restrictive definition,
the frequency of patients with Nla disease decreased
in the Lang series from 25.7% to 4.7%, with a re-
ciprocal increase in N1b disease.' The staging cate-
gories have also been changed and expanded from a
single category of stage IV to encompass four new
subcategories.

Overall, the Lang data suggest that the 6th edition
has better clinical use compared with the 5th edition,
and therefore, when comparing patient populations,
it seems to have better disease predictability. The data
are carefully analyzed, and the author’s conclusions
are well founded. But the article needs to be viewed in
a broader context.

Well-differentiated thyroid cancer is a relatively
indolent malignancy characterized by a high recur-
rence rate but a relatively low cancer-specific mor-
tality rate. Treatment consists of surgery, radioactive
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iodine ablation, and long-term suppression of the
pituitary secretion of TSH by exogenous adminis-
tration of thyroid hormone. Occasionally, other
therapeutic interventions, including external-beam
radiotherapy and a variety of chemotherapy proto-
cols, are used for unresectable, unresponsive, or
metastatic disease.

Clinicians have looked to evidence-based guide-
lines to tailor individual patient treatment. These
guidelines have been based on large cohorts of
previously treated patients with well-characterized
treatment- and tumor-related morbidity. Accord-
ingly, the value of a tumor staging system is
appreciated and embraced by virtually everyone
involved in oncologic care. Unfortunately, well-dif-
ferentiated thyroid cancer is plagued by the pres-
ence of multiple staging systems, each of which has
its proponents and detractors. The plethora of
staging systems is cumbersome and confusing, par-
ticularly to our ever-sophisticated patient popula-
tion. In addition to endorsement of the tumor,
node, metastasis (TNM) staging system, there are
proponents for other staging systems, including
AMES (age, metastasis to distant sites, extrathy-
roidal invasion, size), AGES (age, tumor grade,
extent, size), and MACIS (metastases, age, com-
pleteness of resection, invasion, size).® The net ef-
fect creates more ambiguity than clarity. The TNM
staging system, as reported by the American Joint
Committee on Cancer (AJCC), represents the col-
laborative work of wvirtually every major cancer
society, including the International Union Against
Cancer (UICC). This system reflects a dynamic
process endorsed by the editors, notably Frederick
L. Green, MD, and the editor of this journal,
Charles M. Balch, MD, who had the foresight to
note that “staging is not a fixed science.”® For a
system to be useful, it needs to be periodically
updated to account for new information about both
diagnostic procedures and treatment protocols. A
formal protocol has been implemented for contin-
uous improvement of the TNM classification on the
basis of clinical relevance, prognostic evidence, and
acceptance by the members of the UICC commit-
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tee.” The changes in the AJCC staging system for
thyroid cancer typify this process and are likely to
improve their use in the clinical setting. It is
therefore essential that individuals engaged in pa-
tient care adopt the AJCC TNM as the standard
system to report every patient with thyroid malig-
nancies.

Despite the benefits of evidence-based updates of
a staging system, there are potential negative
implications. Each time a staging system is up-
graded, stage migration will likely occur. Therefore,
reliance on previous well-conducted trials becomes
ever more problematic and limits the use of such
studies when comparing patient outcomes. This
unfortunate, but requisite, limitation emphasizes the
importance of prospective randomized trials to
mitigate against these limitations. Because of the
indolent nature of well-differentiated thyroid cancer,
we will not know the effects of these modifications
for decades. Nonetheless, the study in this issue by
Lang et al., as well as additional recent publications,
will help shed light on these issues."®” It is also
certain that newer diagnostic and therapeutic op-
tions will be developed and that subsequent classi-
fication changes will be required. Despite these
limitations, the thyroid cancer community should
accept the 6th edition of the AJCC Cancer Staging
Manual and use it as its primary mode for staging
thyroid malignancies.

Ann Surg Oncol. Vol. 14, No. 5, 2007

Robert Udelsman, MD, MBA

Department of Surgery, Yale University School of Medicine,
P.O. Box 208062New Haven, Connecticut 06520-8062,
United States

REFERENCES

1. Lang BHH, Lo CY, Chan WF, et al. Restaging of differenti-
ated thyroid cancer by the 6th edition AJCC/UICC TNM
staging system: stage migration and predictability. Ann Surg
Oncol (in press).

2. Greene FL, Page DL, Fleming ID, et al, eds. AJCC Cancer
Staging Manual. 6th ed. New York: Springer, 2002.

3. Sosa JA, Udelsman R. Total thyroidectomy for differentiated
thyroid cancer. J Surg Oncol (in press).

4. Gospodarowicz MK, Miller D, Groome PA, Greene FL, Lo-
gan PA, Sobin LH. The process for continuous improvement
of the TNM classification. Cancer 2004; 100:1-5.

5. American Joint Committee on Cancer. Comparison guide:
AJCC Cancer Staging Manual, fifth versus sixth edition.
Available at: http://www.cancerstaging.org/products/ajcc-
products.html. Accessed November 22, 2006.

6. Pellegriti G, Scollo C, Lumera G, Regalbuto C, Vigneri R,
Balfiore A. Clinical behavior and outcome of papillary thyroid
cancers smaller than 1.5 cm in diameter: study of 299 cases. J
Clin Endocrinol Metab 2004; 89:3713-20.

7. Dobert N, Menzel C, Oeschger S, Griinwald . Differentiated
thyroid carcinoma: the new UICC 6th edition TNM classifi-
cation system in a retrospective analysis of 169 patients. Thy-
roid 2004; 14:65-70.

DOI: 10.1245/s10434-006-9287-2
Published online: February 10, 2007.




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (None)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /SyntheticBoldness 1.00
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 524288
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org?)
  /PDFXTrapped /False

  /Description <<
    /ENU <>
    /DEU <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [2834.646 2834.646]
>> setpagedevice


