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The latter note was based on 
unpublished data, which were

not subsequently substantiated



Thiswas aboutTNM 5 (1997)

The next sentencewas:
On the contrary, severalreportsindicatedthe possibilitythat
suchnodules, whichare associatedwith colorectaltumors, 
representvascularinvasion, and that this feature had 
independent adverse prognosticweight
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The next step

Whenin doubt: go to Dukes













This system of classification takes

account only of metastases in

lymphatic glands. In a few cases we

have found deposits of carcinoma

cells at a distance from the primary

growth although the lymphatic

glands themselves have been free.

Most of these non-lymphatic

metastases are the result of

vascular spread.
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From to

ÅTNM 5: everythingover 3 mm was a lymphnode

ÅTNM 6: smoothcontour was a lymphnode, irregularwas T
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From to

ÅTNM 5: everythingover 3 mm was a lymphnode

ÅTNM 6: smoothcontour was a lymphnode, irregularwas 

ÅTNM 7: left to the discretionof the pathologistΧΦ
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Relationschipof agreement or disagreementin 
scores basedon squaredkappa or percent 

agreement statistics

Lessons in 
biostatistics:
Marry L. McHugh. 
Interrater reliability: 
the kappa statistic. 
BiochemiaMedica
2012;22(3):276-82.

TNM 7: left to the discretionof 
the pathologist

TNM 5 by eye (3 mm): 
0.61

TNM 6 (contour): 0.21

TNM 5 by ruler (3 mm):  
0.84
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research 
dataset





1997 2002 2009 2016

http://www.uicc.org/eu.wiley.com/WileyCDA/WileyTitle/productCd-1119263573.html


28,9

17,8

27,3
25,5

28

41,8

10,2

34,7

4,9

41,1

29,4

17,5
14,4

35,2

15,4

24,9

13,1

Incidence of tumor deposits

JCO 2017



Nagtegaal et al, 
JCO 2017



ÅTD seemworsethanLNM or EMVI

ÅCombinationsof TD with LNM have a significantlyworse
prognosis

Nagtegaal et al, 
JCO 2017



NowǿŜ ŀǊŜ ƘŜǊŜ ΧΦ
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Delphi study

Originof TD

Classificationin TNM

Clinical application

Lord et al, 
Histopath2021



Delphi statements on definitions

ÅA more specificdefinition is neededin TNM (93%)

ÅThe currentdefinition has poor reproducibility(87%)

ÅThereis poor interobservervariationin TD (73%)

ÅThe shapeshouldnot determineTNM inclusion(100%)

ÅThe sizeshouldnot determineTNM inclusion(75%)

Lord et al, 
Histopath2021
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How important is the origin? 

ÅFroma scientificviewpoint it is important (93%)

ÅPoorprognosisregardlessof origin (87%)

ÅFor example, if EMVI has outgrownthe vesselto form a 
large TD, it mayrepresentsomethingbeyondsimple
vascularinvasion(87%)

ÅDifferent entitiesbasedon different histological
structures, with unknownimpact on outcome(80%)

Lord et al, 
Histopath2021



Tumor deposits: not all nodesor vessels











Determine
whether the
originhas 
impact on 
prognosis

Determine
what is really
important

Findthe underlyingbiology



ComparingLNM and TD

Brouwer et al, 
J Pathol2023
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LNM and TD are not the same

ÅPrognosticdifferences

ÅHistologicaldifferences

ÅBiologicaldifferences:
ÅMatrix remodelling

ÅCellmotility

ÅEpithelial-mesenchymaltransition

ÅMore frequent CMS4

ÅNo specificbiomarkerΧΦ



Determine
whether the
originhas 
impact on 
prognosis

Determine
what is really
important

Findthe underlyingbiology



We canexplainthe poor
outcomeassociatedwith tumor 
depositsat leastpartly by the
presenceof different 
histologicalhighwaysfor
locoregionalspread,as well as 
by the lackof histological
boundaries

Brouwer et al, 
AnnalsOncol2021



Originor access points?



We canassumethe originsΧΦ

Delphi: TDsmaybea resultof incomplete tumor 
regressionin patient treatedwith neoadjuvanttherapy
(80%)

Basedon systematicreview:

Lord et al, 
EJC 2019

Lord et al, 
Histopath2021



But we canseethe access points !

Oguz Erdogan, 
in preparation
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Per TD Per patient
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Determine
whether the
originhas 
impact on 
prognosis

Determine
what is really
important

Findthe underlyingbiology



Cancer cellsshouldbeableto go outer space!



Thisis alwaysthe case with TD!





Are we back at theάŎƻƴǘƻǳǊέǊǳƭŜ?

Brouwer et al, 
Mod Path 2024


