Comparison of Long-term Outcome after Palliative Treatment for Unresctable Stage IV Colorectal
Cancer Patients with Obstructive Symptoms: Self Expandable Metal Stents versus Surgery
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Table 1. Patients characteristics of unresectable stage IV colorectal cancer with obstructive symptoms

Characteristics Surgery group SEMS group P value
(n =96) (h=88)
Mean age, years, mean % SD (range) 57.8+£11.42 59.68+11.68 0.274
Age>65 32 (36.4%) 33(34.3%) 0.877
Sex Male 48 (50.0%) 53 (60.2%) 0.184
ECOG <2 95(99.0%) 76(86.4%) 0.001
Site of tumor Right colon 29 (30.2%) 3(3.4%) <0.001
Left colon 39 (40.6%) 52 (569.1%) 0.018
Rectum 28(29.2%) 33(37.5%) 0.273
Tumor differntiation low grade* 85 (88.5%) 79 (89.8%) 0.817
high grade t 1(11.5%) 9(10.2%)
CEA =5 ng/mL 93 (96.9%) 81 (93.1%) 0.313
ALP >80 IU/L 42 (43.8%) 71 (82.6%) <0.001
Site of metastasis Liver 72 (75.0%) 75 (85.2%) 0.099
Lung 24 (25.0%) 26 (29.5%) 0.511
peritoneal seeding 9 (30.2%) 37 (42.0%) 0.124
Distant node 6(16.7%) 7 (8.0%) 0.080
Bone 3(3.1%) 1(1.1%) 0.622
Others
(Brain/Adrenal 8(8.3%) 4 (4.5%) 0.377
gland/ovary/prostate)
>2 sites 40 (41.7%) 1(46.6%) 0.553
Post-treatment Chemotherapy # § 91 (94.8%) 6 (86.4%) 0.049
Pyrimidine + leucovorin only 22 (22.9%) 11 (12.5%) 0.083
Oxaliplatin based 66 (68.8%) 2(81.8%) 0.043
Irinotecan based 63 (65.6%) 1(46.6%) 0.011
anti-VEGF (Bevacizumab) 10 (10.4%) 15(17.0%) 0.204
anti-EGFR (Cetuximab) 16 (16.7%) 9(10.2%) 0.282
Emergency\ 8(8.3%) 16 (18.4%) 0.051
Operation methods Resection with anastomosis 57 (69.3%) - -
Resection without anastomosis 36 (37.5%) - -
Bypass 3(3.1%) - -

* Low grade tumor included well differentiated and moderate differentiated adenocarcinoma,

T High grade tumor included poorly differentiated adenocarcinoma or signet ring cell carcinoma.

# Post—treatment chemotherapy means that patients were taken the systemic chemotherapy.

9 Each chemotherapeutic regimens were included with all kind of drugs using the Ist line, 2nd line, and 3rd line chemotherapy.
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Table 2. Clinical outcomes of unresectable stage IV colorectal cancer with obstructive symptoms based on treatment options

Surgery group SEMS group P value
Factors
(n=96) (n=88)
A. Efficacy category, no. (%)
Early success Technical 94 (97.9%) 79 (89.8%) 0.027
Clinical 96 (100%) 70 (79.5%) < 0.001
Late success Maintenance of colonic decompression
76 (79.2%) 68 (77.3%) 0.858
(< 30 days)
B. Complication category, no. (%)
Overall complications 56 (58.3%) 5 (62.5%) 0.651
Early 46 (47.9%) 3(26.1%) 0.002
Major* 7(7.3%) 15 (17.0%) 0.067
Minor 39 (40.6%) 81(9.1%) < 0.001
Time from treatment to early complication
date, median (days) ° °
Late 22 (22.9%) 36 (40.9%) 0.011
Major* 7(7.3%) 11 (12.5%) 0.321
Minor 15 (15.6%) 25 (28.4%) 0.048
Time from treatment to late complication
date, median (days) 282 149
Overall major complication*® 9(9.4%) 24 (27.3%) 0.002
Bowel complication related with main lesion after procedure 34 (35.4%) 45 (51.1%) 0.037
D. Additional procedure after complication (Secondary surgery or stent) 6(6.2%) 28(31.8%) < 0.001
Time from palliative treatment to additional procedure
median (months) 8.8 4.0
E. Hospital stay, median (days) 15 8
F. Time from treatment to initation of chemotherapy, median (days) 28 5

* Major complications were considered as events to be caused to death, to be required admission to the intensive care unit for 48 hours and to be led to surgery.

Table 3. Post-procedure complications according to the treatments options in unresectable stage IV colorectal cancer with obstructive

symptoms
Surgery group Early (h=46) Late (h=22) SEMS group Early (h=23)  Late (n=36)
Intestinal obstruction Intestinal obstruction
lleus 20 (43.56%) 14 (63.6%) lleus 6 (26.1%) 2 (5.6%)
Perforation 2 (4.3%) 3(13.6%) Perforation 7 (30.4%) 2(5.6%)
Bleeding 3(6.5%) 3(13.6%) Bleeding 2(8.7%) 1(2.8%)
Urologic complications 8(17.4%) 1(4.5%) Urologic complications 0(0.0%) 2 (56.6%)
Fistula 0(0.0%) 0(0.0%) Fistula* 1 (4.3%) 0(0.0%)
Surgery-related Stent-related
Wound complication 8(17.4%) 0(0.0%) Stent migration 7 (30.4%) 10 (27.8%)
Lung complication 3(6.5%) 0(0.0%) Tumor outgrowth 0(0.0%) 2 (5.6%)
Cardiac complication 2 (4.3%) 0(0.0%) Tumor ingrowth 0(0.0%) 17 (47.2%)
Stoma complication 0(0.0%) 1(4.5%) Stool impaction 0(0.0%) 0(0.0%)
* Fistula case of SEMS group was an entero—vaginal fistula in early complication.
MEED o= QUXt 13.301-18.166), ARIELA 9. 170E 95% CI 7.038-11.095)

AA| BEE] S median) oA 15,7789 95% CI - ©]3itt (P < 0.001; Table 4). ECOG 4=3/d €7} 2 o]3}] 2kt
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Table 4. Univariate analysis for predictors of overall survival in
unresectable stage IV colorectal cancer with obstructive symptoms
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Table 5. Multivariate analysis for predictors of overall survival in
unresectable stage IV colorectal cancer with obstructive symptoms

Factors Median survival (months) ~ 95% Cl Pvalue Factors HR 95% Cl Pvalue
Stent vs. Surgery Surgery 15.7 13.301-18.166 < 0.001 Surgery vs. Stent 1.670 1.172-2.377 0.004
SEMS 9.1 7.038-11.095 ECOG >2 1135  0.614-2.099 0.687
Age <65 12.8 9.687-15.946  0.568 ALP >80 1.292 0.902-1.851 0.162
>65 10.56 6.519-14.415 Post-treatment chemotherapy 0.117 0.061-0.221 0.000
ECOG <2 12.9 10.047-15.819 0.006 AntiVEGF (Bevacizumab) 0.630 0.399-0.993 0.047
>2 8.6 1.612-15.640 AntiEGFR (Cetuximab) 0.570 0.364-0.900 0.016
Sex Male 95 6.829-12.171 0.250 Cox regression analysis was used in multivariate analysis.
Female 14.5 11.607-17.393
Tumor site Right 14.5 10.387-18.613 0.160
Left 10.4 7.710-13.157
Colon vs. Rectum Colon 12.4 9.034-15.833  0.589 1007 9 —Suegery
Rectum 126 7.793-17.341 . - Sy
CEA <b 10.4 4.200-16.666 0.177 s N
>5 12.6 9.797-15.403 E 50 Stemt 9.1 months
ALP <80 14.7 9.989-19.478 0.003 H
>80 105 7.782-13.285  a
Liver metastasis No 94 4.997-13.737  0.592 6
Yes 12.8 9.783-15.751 ] » <0t
Lung metastasis No 10.7 8.137-13.330  0.350 o
Yes 14.7 9.123-20.344 5 m % 4 s ™
Peritoneal seeding No 138 10.344-17.190 0.119 Months
Yes 10.5 7.415-13.519
Distant node metastasis No 131 10.233-15.967 0713 Fig. 2. Kaplan-Meier curves of patients overall survival after palliative
Yes 83 7394.9.272 surgery or palliative SEMS. The median survival of surgery group was
Metastasis site > 2 No 106 7198-14.069 0690 9.1 months and 15.7 months in the SEMS group.(p < 0.001)
Yes 14.0 10.073-17.860
Post-treatment chemotherapy No 25 0.949-3.984 < 0.001
Yes 14.0 11.926-16.007
AntVEGF (Bevacizumab) ~ No 10.7 8.180-13.153  0.050 Kaplan—Meier 48 53, A MEE0| 43S v 2oz
Yes 172 109222401 AgEe BE N AdAEe de HE FYghmedian
AntiEGFR (Cetuximab) \l(\lec; ;:? 1850250_132521 0.006 survival Tt 9018 (P—value)S Table 4 of LFEPdch 22 &
Emergency No 12.9 9.803-16.063 0.364 = AEIE AIJYSJE(P < 0.001), ALP > 80 %P = 0.003),
Yes 93 6.269-12.341 ECOG < 2 o3P = 0.006), =& $ FAR = 5P €0.001),
Major complication* No 10.7 7.209-14.2568 0.664 Cetuximab Gnti-EGFR antibody: P = 0.006) 50| A YZ50]
Yes 13.1 10.286-15.914
Late complication No 11.9 7.807-15.993  0.907 gt F-2J3t TAIE Bt (Table 4). Anti—-VEGF antibody 1
Yes 124 9.282-15.585 Bevacizumab(P = 0,05)% ThHzF E40f AT, olof u}
Additional procedure after ~ No 11.9 9.141-14.724 0477 F',]' ﬁiﬂ %‘—ﬁ—%oﬂ ‘%Q@j’ 3,‘:]_74]% E.O]—‘E— ?_]X}TE;}% %"}:}_QE Cox
complication Yes 13.1 8.671-17.529

* Major complications were considered as events to be caused to death, to be required

admission to the intensive care unit for 48 hours and to be led to surgery.
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Abstract

Purpose : The aim of this study was to compare the long-term outcomes and the efficacy between palliative self-
expanding metal stent (SEMS) and palliative surgery in unresectable stage IV patients with obstructive symptoms.
Methods : Patients with symptomatic unresectable stage IV colorectal cancer who underwent insertion of SEMS (n
= 88) or palliative surgery (n = 96) from January 2002 to May 2010 was included in the analysis. The success rates,
complications, hospital day, time from treatment procedure to chemotherapy, and the overall survival were
compared between the two groups. The independent factors related with overall survival were assessed.

Results : Early complication rate in the SEMS group was lower than in the surgery group (26.1% vs 47.9%, P =
0.002). However, the SEMS group had a higher late complication rate and major complication rate than the surgery
group. (P < 0.05). The percentage of bowel complications after procedure and additional procedures after
complications in the SEMS group were higher than in the surgery group (P = 0.037). The overall survival in the
surgery group was higher than in the SEMS group (median 15.7 months vs. 9.1 months), and more patients had to
receive additional treatment due to complications in the SEMS group (P< 0.001).

Conclusion : SEMS therapy has been considered as relatively simple and less invasive treatment. However, it has
more late complications and lower overall survival rates. Therefore, palliative treatment should be applied more

carefully considering the site of tumor, symptoms and the status of the patient.

Key Words : unresectable, colorectal neoplasm, stents, palliative care

Correspondence : Byung Chang Kim, M.D.

Center for Colorectal Cancer, Research Institute & Hospital, National Cancer Center, Goyang, Korea
Tel: 82-31-920-1649 Fax: 82-31-920-0149 E-mail: mdzara@ncc.re. kr

Received : September 23, 2011 ; Accepted : October 20, 2011

Hong Yeol Yoo « JiWon Park « Byung Chang Kim « Dae Kyung Sohn « Chang Won Hong « Sung Chan Park « Hyo Seong Choi « Jae Hwan Oh



