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_Clinical Significance of Lymph Node Micrometastasis in Dukes’ Stage
A&B Colorectal Cancer: An Immunohistochemical Study

Tae Soo Kim, M.D., Jae Kwan Hwang, M.D., Sun Young Bae, M.D.
Yang Hee Kim, M.D., Kee Chun Hong, MD Seung Ik Ahn, M.D.
Yoon Seok Hur, M.D., Hye Seung Han, M.D.! and Ze Hong Woo, M.D.

Departments of Surgery and "Pathology, Inha University College of Medicine, Inchon, Korea

Purpose: Lymph node metastasis is the most important prognostic factor in colorectal
cancer. However, 20~30% of patients with lymph node negative colorectal cancer die
of recurrent disease. We investigated whether the detection of micrometastasis is of any
clinical significance in Dukes’ stage A & B colorectal cancer. Methods: Ninety patients
who underwent curative resection of colorectal cancer from Aug. of 1996 to Jan. of 1999
were entered the study. For examination, we used paraffin blocks of lymph nodes which
were metastasis-free by conventional histopathology. After preparation of tissue blocks
using the serial sectioning technique, the specimens were stained with immunohisto-
chemical method using anticytokeratin antibody. And the hematoxylin-eosin staining was
repeated. Results: We disclosed micrometastases in 15 of 90 cases, mostly located in
subcapsular sinuses. And in 8 of 15 cases, we also found metastases in repeated H&E
staining. There were no significant relationship between the detection of micrometastases
and the depth of wall invasion, the histological grade and the status of lymphovascular
invasion. With median follow-up of 15 months, we found no significant difference in re-
currence between the micrometasis positive and negative groups. Conclusions: The result
showed that the micrometastasis of lymph node in colorectal caner might increase the risk
for development of tumor recurrence. But because of small numbers of recurtent cases
and relatively short follow-up period, there was no statistically significant relationship
between micrometastasis negative and positive groups.
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Table 1. Clinical summary of 90 cases

Age (years)

Sex (Male : Female)

Stage (Astler-Coller)
A .
B1
B2

Location of tumor (cases)
Rectum
Sigmoid colon
Ascending colon
Descending colon
Transverse colon

Types of operation (cases)
Low anterior resection
Anterior resection
Abdomino-perineal resection
Rt. hemicolectomy .
Hartmann’s operation
Lt. hemitolectomy
Transverse colectomy

34~78 (60.8+11.0)
46 : 44 (1 : 0.96)

9 (10.0%)
15 (16.7%)
66 (73.3%)

54 (60.0%)
17 (18.9%)
15 (16.7%)
3 (3.3%)
1 (1.0%)

25 (27.8%)
24 (26.7%)
18 (20.0%)
18 (20.0%)
2 2.2%)
2 (22%)
1 (1.1%)
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429341°H-8-(RT-PCR: Reverse Transcriptase-Polymer-
ase Chain Reaction) 58 o] &3} Hx} Y234
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ZA 3 o] R kS Aol 24
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% A g en oleld mARel} e
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Asteistzg Y ukslzholq olger Ackelol
TAH AAEE AWPYE #A45 F Yxa
Hol7t gy F=& Wl 7)(Astler-coller criteria) A
S+ B 32 90418 otz 31l o] 2 Uit
46 (51.1%), oIZ= 44 @d8.9)0l9om ol
344158 T8AZF A AEHEH F 6047).

Aukekel 9x1E e, =HAlo] 544(60.0%), ol
247 A o] 174](18.9%), A A Ao 156)(16.7%),
st A ol 3¢(3.3%), FYAAo] 1:(1.0%) T}
TE WHoZE AJARRAL] 25427.8%) 2
AL ke AutA A go] 2400(26.7%), £3)L
AAE 189(20.0%), $HFAAA A S 1801](20.0%),
SLERY = 2011(22%) FHHPAAAAE 24)(2.2%),
FAAAAAE 16(1.1%)5=0] ZLcH(Table 1).
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% 3% JANFLER
% g '5]—_;_ PBS (phosphate buffered saline) 442 2
AAsLG ek o] 7ol 12484 low molecular weight
cytokeratin- (35bH11, DAKO, 1 : 50, carpinteria, CA,
USA, CK No 8)% Wolmal & 4-golld] A7
ok ke A7tk PBSEHOF 12} 3A|ete wh
o9 ZA )75 oA (linked antibody: biotiny-

Table 2. The result of immunohistochemical staining &
redo H&E staining

Case H&E staining  Redo H&E ~ Cyiokeratin
staining
| o/11 o/11 11
2 024 124 124
3 0126 1/28 2/28
4 0/43 1/44 1/44
5 0/19 120 120
6 0/15 0/14 214
7 0/16 0/17 1/16
8 0/13 0/14 214
9 0/29 128 5125
10 0/22 0/22 7122
1 0126 0725 126
12 0/12 1/14 114
13 019 3/20 3/20
14 010" | 1/9 19
15 T - 015 2/9
0/294 11/305 31296

Aol WA Aol YH FaA —

lated horse anti-mouse serum)®.Z ] 2]slo] 10E
7+ AglA whEAIZch PBS o A3
3 ZA3rAl(labeled antibody: avidine-biotinylated
peroxidase complex)® 1557} wF-3-A|Zich whAy-&
o]&}od Tris2k<=] 10 mlol] diaminobenzene stock 8
mg¥} 34% TAZTFA T plE T3] AHgE
o ZHFE 1087 AZ g & hematoxyline. &
B E vz esdch. 1xraAeE o) 32 3HA
£ ImmunotechA} 9] streptavidine biotin universal
detection system-8 A&}t

() EAH Aolwy: ajAHelet & &3
zhote] A, AlFQQAE ] Aol w] X gkl

qg BAe APeglon, BANE PC-SAS
(ver. 6.12)& o]-g3}9ir}. Chi-square test, Fisher’s

exact test®} Mantel-Haenszel trend testE o] &3}
3 Pgto] 005 olskel Aol AR ol
Zrol7k ekl ekgict.

4 af
1) M E R stateis Zat

slutEA ol 9.4 A AT} 90ol] F 8oflell A
1070 FZA Hol|7} =g, W=z}
& o3 A7} 90l F 1500|014 31709} cytokeratin
A4 kA Q) wlAl HEZA FHelrt WA R vkl
3 HF 2070). o] F #vlEAR -4 AHGY
AAE FZA Aol BAD 81T Ao &
Toflol A= 16709 cytokeratin A4 FAH Q) H=A
Aol7} gk 3 F 2.2970)(Table 2). ¥bA
% Ro] A EE F 2 g A9 subcapsular sinus

of 143k Y chFig. 1).

2) CI2 Ol EQIXtet OlMT 0|2 2|

wAde] $7E P lFANET vz B
ket A Ag AT E FIA4 A, Bl, B2 (Astler-
Coller Modification of Dukes’ Classification)& 34
$9S ), AdlA 1], B20|A} 6¢dl7} cytokeratin
g okYolgdrt. =A A RTol vl E

3, 2, AR RS W, A7ke) A E
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Fig. 1. (Top) Lower-power photomicrography of lymph node showing cytokeratin-positive tumor cells seen
""in the subcapsular sinus (x200). (Bottom) High-power view of cytokeratin-positive tumor cells in
the top photo showing cytologic features of malignancy (X400).

L 77%, 9.8%, 0.0% 2 Z+ F7rel] 2T Xpolr}
sSem, FZR-GF} Aol gl T3 Y& T
vl 38 Bre 8.1%, 100% 2 S -

% d V4 J
Zrell = o]zt glglch(Table 3).
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Table 3. Relationship between micrometastasis (cytoke-
ratin-positive) and other prognostic variables

Variable Cytokeratin-positive P-value*

Stage (Astler-Coller)

A 1/9 (11.1%)
Bl . 0/14 (0.0%) 0.453
B2 6/59 (10.2%)
Histologic grade
- Well differentiated 2/26 (1.7%)
Moderately differentiated  5/51 (9.8%) 0.743
Poorly differentiated 0/5 (0.0%)
Lympho-vasc{ilér invasion
Negative . ) 5/62 (8.1%) 0.788
Positive 2/20 (10.0%)
*Chi-square test
Satglon, tdle] Ay BAE 3] F 11
oAl Ake] FHQlFE ek ALEAL] RBg- € F
iRl FaAEo] BAFG o} T o]ge) A
BE A x 5/E § Ageigled, 1l
At ZF oz YAFelE di7h Sellgla YA
Eoad Aol

A FAoIHW 15 F 4d
26.7%)ol A Akl o slupEA -0l 2.4 A
AN AT Holrt WA 8odl& AL 7o F
200](28.6%)oll A Aol il vmA] 756 F
780.3%)1 A Adsidem F L7 ALES Y
w3t E o FAF Aele U TH(Table 4).
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Table 4. Recurrence according to prognostic variables

Variablé

Recurrence P-value
Cytokeratin
Negative 7175 (9.3%) 0.168*
Positive 2/7 (28.6%)
Stage (Astler-Coller)
A 0/0 (0.0%)
Bl 0/14 (0.0%) 0.068"
B2 9/59 (15:3%)
Histologic grade
Well differentiated 3/26 (11.5%)
Moderately differentiated 5/51 (9.8%) 0.848"
Poorly differentiated 1/5 (20.0%)
Lympho-vascular invasion
Negative 5/62 (8.1%) 0.211*
Positive 4/20 (20.0%)

*Fisher’s exact test, TMantel-Haenszel trend test
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