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@ Extranodal cancer deposits
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1. EXDERS

Actual Status of Distribution and Prognostic Impact of
Extramural Discontinuous Cancer Spread in Colorectal Cancer
J Clin Oncol 29: 2550-2556, 2011

TNMDEBIC R T Dstage D8 E DHEIKRU

Optimal Colorectal Cancer Staging Criteria in TNM Classification
J Clin Oncol (in press)

RIRFE IR \IRIIC R Sstagen 8 L DERHRL

Multicenter Study for Optimal Categorization of Extramural
Tumor Deposits for Colorectal Cancer Staging
Ann Surg (in press)
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Stage |~IIl KIZVE

1St cohort 1994~98F
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1. RRBEBEERAZF

2. 2FEkk

3. O EERARR

4. XABRKKZF

5. RRUFERKAF

6. UEBERKF

7. BRYLEDA SR b5e

8. B RS

9. DALY —tHIRZPN

10. BMKZF

11. BEEDP RSk
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2nd nor B

5=

1. RIG=ALIRGSL *

2. [hEERATR

3. ABAKKZFE

4. BRERERAS

5. & 2mkk

. BMKRE

NERERF B3R *

. RREKEE 7 /Bmb *
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OREERX

* 2nd cohort3RE& R D SN0
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SNTTHEREA

N=1716 7.204 13.6% 18.5%
m N=2242 7.0% 12.0% 17.0%
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— AV/AYAI vascular/neural invasion

__

tumor nodule

— S-ND

Smooth nodule

— |I-ND

Irregular nodule



Lymphatic invasion

Venous invasion

N=1716 2.9% 2.3% 4.8%
m N=2242 3.206 1.4% 4.3%




1st cohort

N=1716

5.1%

12.5%

16.0%

N=2242

5.1%

11.3%

14.9%




Distribution of ND

0t
SO
Eal

G

1st : 0.4%
2nd: 0.0%

1st : 1.9%
2nd: 2.0%

1st : 0.1%
2nd: 0.1%

o
&
S

N

1st : 1.5%
2nd: 1.6%

Pelvic E

1st : 19.5%

. 0,
1st:12.3% nd: 17.5%

2nd: 12.0%

1st, N=524
2nd, N=607

1st, N=1192
2nd, N=1635



| ) >/ ) \EO(LN)Er 2 ENDDLEEER

Disease-specific survival

1st cohort

Probability

1.0 -

0.5

0.0 ;

5-year

survival
LNERF5(-) 94.6%
LNERAZ(+) 76.4%
ND(-) 91.6%
ND(+) 71.9%

0

2 4 6 8 10
Years after surgery

o LNERFS(-)
T ' P=0.0374

ND(_)
LNERFZ(+)

.......
s

- P<0.0001
5_year .......
survival ND(+)
LNER’5(-) 93.4%
LNERFS(+) 74.3%
ND- 91.2%
ND+ 62.7%
0 2 4 6 8 10

Years after surgery
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@ InEi R IMERRE(LNELFS/ND) DI

P<0.0001

m 34 52 00,0001

@ IEEHTIEEEIMNER(LNERTS/ND)DEEE

6.2% (70/1137) 26.0% (374/1441) P<0.0001

m 3.8% (56/1488) 25.0% (476/1908) P<0.0001
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@ Disease-specific survival[CEE 9 ShazardLt

Hazard ratio [95% Cl]

T

4.53 [3.42-5.99] 4.04 [3.08-5.30]
m 4.14 [3.26-5.26] 5.33 [4.23-6.72]
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cohort

LNERFD Neg.(1137) 4.3%
Pos. (579) 12.8%

ND Neg. (1441) 5.1%
Pos. (275) 17.8%

LNERFD Neg. (1488) 4.1%
Pos. (754) 13.3%

ND Neg. (1908) 5.3%
Pos. (334) 18.0%

BRI
_____

P value

<0.0001

<0.0001

<0.0001

<0.0001

pic)cs

P value

<0.0001

<0.0001

<0.0001

P value

<0.0001

<0.0001

<0.0001

<0.0001

\‘EF

8

0.6%

2.4%
0.9%

0.7%

4.0%

1.1%

P value

0.0013

<0.0001

<0.0001
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TNMD£E5th.~7th.[C RIT DNDDstage = DI\

TNM5  Pericolorectal ND <3 mm ND >3 mm [=counted as LNM]

TNM6 Pericolorectal I-ND S-ND [=counted as LNM]

TNM7  UICC: pericolorectal — (1) LNEBSRDND (“—ARBIICIFS-ND”)
AJCC: [=counted as LNM]
(1) pericolorectal (2) Other ND [=categorized as “N1c”]

(2) adjacent mesentery



S-NDEI-NDOD

—

Disease-specific survival

1st cohort

Probability

1.0 1

0.5

0.0 1

5-year
survival

S-ND- 89.7%
S-ND+ 74.7%
I-ND- 90.9%
I-ND+ 67.9%

P=0.1803

P=0.0906

I-ND+

2 4 6

8 10

Years after surgery

5-year
survival

S-ND- 88.8%
S-ND+ 64.5%
I-ND-  90.4%
I-ND+ 58.7%

LR

.........................

I-ND+

2 4

6

8

Years after surgery

10

P=0.0667

P=0.1406



BEONIEEIRITIRERBERDEITEICEE T D inter-observer study

,________
P
pa
O
-
pa
O

\LN@Zﬁg‘ |

% 0.788 0.535 0.575

yalll> 0.651 0.483 0.567

N 0.786 0.532 0.499

L 0.729 0.452 0.393

=25 0.725 0.497 0.335

g 0.819 0.585 0.552

falas 0.802 0.585 0.562

I 0.717 0.483 0.383

B 0.733 0.464 0.391

32K 0.697 0.455 0.583 K fRETE2
I7NG 0.761 0.552 0.471 A (1)2
S Good
Y215 0.746 0.511 0.483 06 roderate
(HIEE) 0.730 0.542 0.465 04 :

oor




NDDstage = DL
SZTNMDEEEmodified criteriaDELER

TNM5 Pericolorectal ND <3 mm ND >3 mm [=counted as LNM]

TNM6 Pericolorectal I-ND S-ND [=counted as LNM]

TNM7  UICC: pericolorectal — (1) LNEBSRODND (“—#=BYIC(3S-ND”)
AJCC: [=counted as LNM]
(1) pericolorectal (2) Other ND [=categorized as “N1c”]

(2) adjacent mesentery

Modified <=ZPAELNTEIE — All NDs [=counted as LNM]
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+m cohorts (N=3958)

DSS, disease-specific survival

DSS % / FHlgE

TNM5 2552 94.4 7955.2 0.7102
N1 1019 81.2
N2 387 59.8

TNM6 NO 2569 94.1 7997.5 0.6979
N1 1037 80.7
N2 352 61.3

TNM7 NO 2514 94.6 7972.3 0.7090
N1 1092 80.2

N2 352 61.3



ZTNMEER KX Umodified criterialC KD
NDRBDF R D RIEE

+m cohorts (N=3958)

DSS, disease-specific survival

NDO%E | EBIE | 5-year |AIC C-index | HEDIHI
DSS % /T RlgE

TNMS5 2552 94.4 7955.2 0.7102
N1 1019 81.2
N2 387 59.8

TNM6 NO 2569 94.1 7997.5 0.6979
N1 1037 80.7 n
N2 352 61.3

TNM7 NO 2514 94.6 7972.3 0.7090
N1 1092 80.2
N2 352 61.3

Modifiedcr'i'r_er'ia NO 2499 94.7 7948.1 0.7154

“all NDs=LN&RF2” N1 999 81.8

N2 460 62.1



TNM7’ tumor stage

+m cohorts (N=3958)

 Original criteria ‘ ' Modified criteria |

Provability
1.0 1

0.9

0.8

0.7

0.6

0.5

0.4

0 2 4 6 8 10 0 2 4 6 8 10 (years)

AlIC 7875.1 AIC 7856.2
C-index 0.7502 C-index 0.7547
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3. RIBEAIRU\IRRIC T Dstage D8 L DERIRL

Multicenter Study for Optimal Categorization of Extramural
Tumor Deposits for Colorectal Cancer Staging

Ann Surg (in press)




General Rules for Clinical and Pathological Studies
on Cancer of the Colon, Rectum and Anus

Japanese Society for Cancer of the Colon and Rectum (JSCCR)
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2006438 [E7iR]

General Rules for Clinical and
Pathological Studies on

Cancer of the Colon, Rectum and Anus
March 2006

(The 7th Edition)

Japanese Society for
Cancer of the Colon and Rectum

KEBRMES /R

ERERF S

48 '

3213 ) i <Ha 4>
Pl % 2 a0 17 ok Sl o) BN [V B R R () (A OF A & St (I 1 3
%
I AT S| AN 22 B0 2 ) > 28 o0 2 MBS 1k, D L2 i)
(A), DRAFROE (B), WHEREIDIET (C), PLAEZOHOIHI (D) HdhD.

A lefe L 22 AHRI

B. BRATER

C. AEN I 0%

D. ZLKEHOWEE




NAFDANES

Disease-specific
survival (%)

AlC
Harrell’s c-index

FRDBI/T7RIARE

LNERFZ (D H

NO (1137) 94.6
N1 (411) 83.7
N2 (123) 62.0

N3 (45)

48.0

3053.4
0.7112

O

Modified

L— |
LN&LF2 plus ND

NO (1067)
N1 (418)
N2 (182)
N3 (49)

95.3
85.3
65.5
49.9

3040.8
0.7255

©



NAFDANES

Disease-specific
survival (%)

AlC
Harrell’s c-index

FRDBI/T7RIARE

LN&RFZ D>

NO (1488) 93.4
N1 (581) 78.1
N2 (120) 66.3

N3 (53)

49.7

4218.1
0.6909

O

NO
N1
N2
N3

Mo

P e, e, —

a.ified

L— |
LN&LF2 plus ND

1432)
549)
201)
60)

94.3
30.4
65.0
48.1

4181.4
0.7156

©
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3.2.1.3 L >/ \EN#nFE <57BH48/ R —I >

NX : >/ \ENEniZDIZENRBATH D,

NO : 'J >/ \ERERRB & 506D\,

N1 : BRERE V/\NEfE PR /I \ENDERIBIEEN 3BT,
N2 : IRERE V/\NEfE PR >V \ENDERIB AN 4 @I L,
N3 FEJV/NERXICIZAITS ) V) \EREriB & 588D D,

F1: ERBEDXNREZDIFER) V/\ENDEHHIL. EE < BIZSINES « BIZ
[CRITDEBEDBECZDZEEIARDEIR TRED(4A5~47TESR),

T7 1 ISR DISIEATE E D V) NEHES DR VESE ST (tumor nodules:
D). ) ERERRS & BREICNR T & L TR S (48E25).
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NDD4EE & disease-specific survival (DSS)

T e T e

No.of  5-year P value No.of  5-year P value
cases DSS cases DSS
Location Level 1 225 71.6 Ref 275 66.4 Ref
Level 2 39 73.0 ns 47 45.1 0.0088
Level 3 11 72.7 ns 12 44.4 0.0485
Number 1-3 244 75.4 Ref 277 67.1 Ref
4+ 31 43.2 0.003 57 38.7 0.0005
Size ND <3 mm 67 82.0 Ref 67 74.5 Ref
3<ND<6mm 71 70.5 ns 104 67.6 ns
6 <ND <9 mm 55 78.3 ns 67 59.3 ns
9<ND <12 mm 40 66.7 ns 52 64.5 ns
ND > 12 mm 42 55.2 0.0108 44 35.5 0.0001
Morphology  ND(v/pni-) 229 77.3 Ref 262 67.7 Ref

ND(v/pni+) 46 44.9 <0.0001 72 43.3 0.0002
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ND(v/pni+) MDdisease-specific survivallC 5 Z D&

Provability
1.0 1°

ND(v/pni-)
ND(v/pni-)
05 ‘
P<0.0001
P=0.0002
5-year 5-year
survival survival ‘
ND- 91.6% . ND- 91.2%
ND(v/pni-) 77.3% ND(v/pni+) ND(v/pni-)  67.7%  ND(v/pni+)
0.0 ND(v/pni+) 44.9% | ND(v/pni+) 43.3%
0 2 4 6 8 10 0 2 4 6 8 10

Years after surgery Years after surgery
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