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The Second Amendment of the 
United States Constitution reads: 
"A well regulated Militia, being 

necessary to the security of a free 
State, the right of the people to 

keep and bear Arms, shall not be 
infringed."



N, ITCs & Staging (extent of disease)

• “…staging provides those with cancer and 
their physicians with the critical benchmark 
for defining prognosis and the likelihood of 
over coming their cancer…”*

• ‘T, N, and M remain purely anatomic’ –
[paraphrased]

• Grouping is based on prognosis (stage I, II, III, 
and IV)

*AJCC Cancer Staging Manual, 7th ed, S B Edge editor , preface; Roman 
numerals for stage grouping.



Isolated tumor cells

• Cluster of cells less not more than 0.2mm in a 
lymph node

• “The appropriate N classification for cases with 
nodes only involved by ITCs is defined in the 
disease site chapters for those cancers where this 
commonly occurs”*
– ?room for interpretation?

• Today, we are talking about H&E only, not IHC or 
molecular analysis of occult cells

• We are not talking about sentinel nodes

*AJCC Cancer Staging Handbook, 7th ed, S B Edge editor, p18



ITCs, easy background

• Breast- ITCs are N0 with very good supporting 
information

• Melanoma- ITCs are N1 with very good 
supporting information

• What about colon?

• What about the rest of GI carcinoma?

• CAP protocols are not always = to AJCC (but 
we know that, so no anxiety needed)



Framing the debate

• Overview of AJCC/CAP

• General rules AJCC

• Breast example

• Colon

• The rest of GI

• Other cancers in AJCC

• Survey results and audience participation



GENERAL…“The appropriate N 
designation for cases with nodes 
only involved by ITCs is defined 
in disease specific chapters for 
those cancers where this 
commonly occurs.  In most such 
chapters these cases with ITC 
only in lymph nodes…are 
classified as pN0”



GENERAL. “Lymph nodes 
with ITC only generally 
staged as pN0…” 



BREAST; 
clearly 
designated 
ITC data 
element in 
paragraph 
and 
tabular 
formats in 
11 lines of 
text.



ITCs and Breast cancer prognosis

• “Isolated tumor cells or micrometastases in regional lymph nodes 
were associated with a reduced 5-year disease-free survival among 
women with favorable early stage breast cancer who did not 
receive adjuvant therapy”

• “….in patients with isolated tumor cells or micrometastases who 
received adjuvant therapy, disease-free survival was improved.”

• “In view of our results, a reevaluation of the current AJCC 
classification is warranted.”

• Data for ITCs was independent of micrometastases and held true 
(this was NOT a hybrid category)

• N0(i+) is worse than N0

• N Engl J Med 2009;361:653-63

• The effect on overall survival is not known.



ITC data element in GI
[Site specific ITC classified as N0 for staging]

Organ AJCC 7th edition CAP protocol (Sep 2015)

Esophagus Not mentioned Not mentioned

Stomach Not mentioned Yes

Small bowel Not mentioned Not mentioned
[no special technique*]

Appendix Not mentioned Not mentioned

Colon and rectum Yes (p.153) [Not in 6th ed.] Yes [also N(mic) and M(mic)]

Anus Not mentioned Not mentioned

Gallbladder Not mentioned Not mentioned
[no special technique*]

Bile ducts, extra-hepatic Not mentioned No [no special technique]

Ampulla Not mentioned Not mentioned
[no special technique*]

Pancreas Not mentioned Not mentioned



This is typical 
for all GI 
cancers-No 
tabular 
detailed ITC N-
data elements 
like that in 
breast

COLON



“It should be 
noted that 
isolated tumor 
cells identified 
on H&E stains 
alone are 
classified as 
ITC …pN0(i+); 
‘i’= ‘isolated…”

This paragraph 
does not
appear in 
other GI 
cancer 
chapters

COLON; 
there is a 
paragraph 
indication 
that ITCs are 
N0(i+); but 
appears 
after a 
conditional 
statement 
about future 
technology



AJCC 7th edition Non-GI site specific chapters (excluding neuro, 
sarcoma and lymphoma) and ITCs

ITCs being mentioned in specific chapters

Yes

No

Breast and Lung, note lung is new in 7th edition

2

32



Moving forward

• Grateful to AJCC (and CAP)

• Data from GIPS survey

• Discussion

















Discussion




