a3k 3] A 2007;23:237-244

O N O

BN OlAIY ABYTYS UUSAXZMO| FAIE 1T

= Al
=8
Ak g oIkl Aol

Io-lAl-

ALE . 25|

Fol

Clinical Characteristics of Synchronous Ade-
nomas Designated as Risk Factors of Meta-
chronous Malignancy in Colorectal Cancer

Sang Hun Jung, M.D., Hee Cheol Kim, M.D., Chang Sik
Yu, M.D,, Jin Cheon Kim, M.D.

Colorectal Clinic, Asan Medical Center, Department of Surgery,
University of Ulsan College of Medicine, Seoul, Korea

Purpose: More than 80% of colorectal cancers are known
to occur from adenomas, but only a subset of adenomas
undergoes malignant transformation. The aim of this retro-
spective study was to assess clinicopathologic characteris-
tics of synchronous adenomas associated with metachro-
nous malignant neoplasms in colorectal cancer patients.
Methods: Three hundred sixty-eight colorectal cancer
patients with synchronous adenomas who underwent a
complete polypectomy were consecutively enrolled bet-
ween 1995 and 2002. The patients with familial adeno-
matous polyposis (FAP), hereditary nonpolyposis colorectal
cancer (HNPCC), and synchronous colorectal cancers with
invasion beyond the submucosa, and patients who under-
went a total colectomy were excluded. Results: The mean
age were 60 years (range, 27~83), and the male-
to-female ratio was 2.6 : |. The mean number of synchro-
nous adenomos was 2.4 (I ~22). The incidence of meta-
chronous adenomas was 44.3% (163 patients), and that of
metachronous malignant neoplasms was 5.2% (19 patients),
consisting of 9 carcinomas and 10 malignant polyps (or
adenomas with malignant change). In the multivariate ana-
lysis, the variables associated a metachronous adenoma were
sex (male), location of the primary tumor, and multiple syn-
chronous adenomas. The independent risk factors of meta-
chronous malignant neoplasms were synchronous neopla-
stic adenomas (OR, 3.8; 95% CI, 1.24~11.83) and large
adenomas (OR, 3.64; 95% CI, 1.17~11.27). The mean
free-inverval of matachronous malignant neoplasms was 24

months (range, 12~52). Conclusions: Colorectal cancer
patients with synchronous adenomas are prone to be at
risk for recurrent adenomas and malignant tumors. High-
risk patients for metachnonous malignant neoplasms should
be considered for frequent colonoscopy follow-up. | Ko-
rean Soc Coloproctol 2007;23:237-244

Key Words: Colorectal cancer, Synchronous adenoma, Meta-
chronous malignant neoplasm, Risk factors
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Table 1. Clinicopathologic characteristics of the 368 colorectal cancer patients with synchronous adenoma

No. of patients (%)

Age (years) <60 161 (43.8)
>60 207 (56.3)
Sex Male 267 (72.6)
Female 101 (27.4)
Familial history CRC/related cancer* 44 (11.9)
No 324 (88.0)
Index tumor
Location” Rt. colon 77 (20.9)
Lt. colon 104 (28.3)
Rectum 187 (50.8)
TNM stage I 95 (25.8)
II 148 (40.2)
III 107 (29.1)
v 18 (4.9)
Synchronous adenoma
Number 1 162 (44.0)
2~4 164 (44.6)
>5 42 (11.4)
Location Rt. colon 164 (44.6)
Lt. colon 181 (49.2)
Rectum 165 (44.8)
Size <1 cm 304 (82.3)
>1 cm 64 (17.4)
Histologic type TA 307 (83.4)
VTA/VA 61 (16.6)
Neoplastic adenoma’ No 315 (85.6)
Yes 53 (14.4)
Follow-up CFS (median, range) 36 (12~120)

* = small bowel cancer, endometrial cancer, urinary tract cancer, stomach cancer, ' Right = proximal location to splenic flexure;
Left = distal location to splenic flexure, ¥ = intramucosal carcinoma and adenoma with high-grade dysplasia. CRC = colorectal
cancer; TA = tubular adenoma; VTA = villotubular adenoma; VA = villous adenoma; CFS = colonofiberscopy.
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Table 2. Risk factors of synchronous adenoma with malignant change (n=53) according to clinicopathological characteristics

No. of patients (%) P

Age (years) <60 26/161 (16.1) NS
>60 27/207 (13.0)

Sex Male 41/267 (15.4) NS
Female 12/101 (11.9)

Familial history CRC/related cancer® 10/54 (18.5) NS

No
Index tumor
Location’ Rt. colon
Lt. colon
Rectum
TNM stage 1
I
1
v
Synchronous adenoma
Number 1
2~4
>5
Size <1 cm
>1 cm
Histologic type TA
VTA/VA

43/324 (13.3)

9/77 (11.7) NS
15/104 (28.3)
29/187 (15.5)
12/95 (12.6) NS
22/148 (14.9)
17/107 (15.9)
2/18 (11.1)

12/162 (7.4) <0.05
31/164 (18.9)
10/42 (23.8)

21/304 (6.9) <0.05
24/64 (37.5)
34/307 (11.0) <0.05

19/61 (31.1)

* = small bowel cancer, endometrial cancer, urinary tract cancer, stomach cancer; ' Right = proximal location to splenic flexure;
Left = distal location to splenic flexure; CRC = colorectal cancer; TA = tubular adenoma; VTA = villotubular adenoma; VA

= villous adenoma; NS = not significant.

Table 3. Clinical characteristics of metachronous malignant
neoplasm (n=19)

No. of
metachronous
malignant
neoplasm
Sex Male/Female 16/3
Age <60/ =60 6/13
Location Rt. colon/Lt. colon/Rectum 8/8/3
Metachronous No/Yes 1/18
adenoma
Tumor invasion Neoplastic adenoma*
depth /invasive carcinoma 10/9
Treatment method Polypectomy only 8
Resection 10
No 1
Disease free 1 <2 years 12
interva 2~5 years 7

* = intramucosal carcinoma and adenoma with high-grade
dysplasia.
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Table 4. Risk factors of development for metachronous adenoma and malignant neoplasm (multivariate analysis)
Total Adenoma (n=163) Malignant neoplasm (n=19)
No. (%) No. (%) OR (95% CI) P value No. (%) OR (95% CI) P value
Age (years) 0.36 0.27

<60 161 (43.8) 67 (41.1) 1 6 (31.6) 1

>60 207 (56.3) 96 (58.9) 1.03 (0.6~1.6) 13 (68.4) 2.11 (0.7~6.3)

Sex 0.001 0.24

Female 101 (27.4) 31 (19.0) 1 3 (13.8) 1

Male 267 (72.6) 132 (81.0) 1.86 (1.1~3.1) 16 (84.2) 240 (0.6~9.4)

Familial history 0.13 0.64

No 314 (85.3) 145 (89.0) 1 17 (89.5) 1

CRCJrelated Ca. 54 (14.7) 18 (11.0)  0.89 (0.5~1.7) 2 (10.5) 2.87 (0.7~10.9)

Index tumor
Location 0.07 0.78
Rt. colon 77 (20.9) 26 (16.0) 1 3 (15.8) 1.06 (02~5.3)
Lt. colon 104 (28.3) 53 (325) 205 (1.1-39) 5 (26.3) 0.77 (0.2~2.5)
Rectum 187 (50.8) 84 (51.5) 1.53 (0.8~2.8) 11 (57.9) 1
Synchronous
denoma
Number <0.01 0.76
1 162 (44.0) 54 (33.1) 1 7 (36.8) 1
2~4 164 (44.6) 80 (49.1)  2.02 (1.3~3.3) 10 (52.6) 1.00 (0.4~2.7)
>35 42 (11.4) 29 (17.8) 456 (2.1~9.9) 2 (10.5) 1.40 (0.7~2.7)
Size 0.09 <0.001
<1 cm 304 (823) 117 (71.3) 1 8 (42.1) 1
>1 cem 64 (17.4) 46 (287) 139 (0.7~2.6) 11 (57.9) 364 (12~11.3)
Histology 0.71 0.51
TA 307 (834) 131 (80.5) 1 14 (73.7) 1
VTA/VA 61 (16.6) 32 (195 0.87 (0.5~1.6) 5 (26.3) 1.32 (04~4.9)
Adenoma with 0.96 0.025
malignancy*
No 315 (85.6) 141 (86.0) 1 13 (68.4) 1
Yes 53 (144) 22 (140) 0.78 (04~1.5) 6 (52 3.83 (1.2~11.8)

* = intramucosal carcinoma and adenoma with high-grade dysplasia. OR = odds ratio; CI = confidence interval; TA = tubular
adenoma; VTA = villotubular adenoma; VA = villous adenoma.
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Fig. 1. Metachronous malignant neoplasm-free interval according to the characteristics of synchronous adenoma. CFS = colonofiberscopy.
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