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[ Abstract ] Background and purpose: Microsatellite instability (MSI) status is commonly applied to predict the
prognosis and chemosensitivity in stage I and stage Ill colorectal cancer patients. However, researches of its function on
metastasis colorectal cancer are limited. This study investigated its value on prognosis and chemosensitivity in metastatic
colorectal cancer (CRC) patients. Methods: We retrospectively investigated tumor tissues from metastasis CRC patients
who were treated with oxaliplatin and 5-FU-based therapy regimens (FOLFOX and XELOX). Immunostaining of proteins
of the mismatch repair gene AMLH1, hMSH2, hMSH6 and hPMS2 was performed. Prognostic value and chemosensitivity
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in patients with MSI status were also determined. Results: Clinical features from 113 patients were analyzed. No cor—

relation of overall survival (OS) and chemosensitivity with MSI status was found. We further investigated 79 patients with

synchronous metastasis and palliatively tumor resection. Median progression free survival (PFS) from 22 MSI patients was

significant longer than that in 57 MSS patients (19.9 months vs 7 months, P=0.005). No significant difference was seen in

OS comparison (P=0.07). MSI status was also an independent prognostic factors of PFS by Cox multivariate analysis (MSS/
MSI, HR=2.079, P=0.043). Moreover, in this group, MSI patients had improved disease control rate (59.1% vs 31.6%,
P=0.025) in chemosensitivity analysis than MSS patients. Conclusion: A better PF'S in MSI patients with synchronous

metastasis and palliative tumor resection was found after treated with oxaliplatin and 5-FU-based therapy and a better

chemosensitivity in MSI patients was also found.
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Fig.1 Kaplan-Meier curves for overall survival of 113 patients

with metastatic colorectal cancer stratified by microsatellite
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Tab. 1 Clinical characteristics of 79 patients with synchronous

metastatic colorectal cancer and palliative tumor resection

Tumor status
MSI (n=22) MSS (n=57)

P value

Agelyear 61(35-73) 57(48-74) 0.161
Gender 0.438
Male 17 39
Female 5 18
Pathology 0.766
Adenocarcinoma 19 46
Mucinous 3 9
Differentiation 0.941
Low to un-differentiation 9 22
High to medium differentiation 13 33
Tumor site 0.190
Right colon 7 17
Transverse colon 1 2
Left colon 9 11
Rectum 5 25
Location of metastases
Liver 20 41 0.082
Lung 5 10 0.750
Peritoneum 2 4 0.669
Pelvic cavity 2 4 0.669
Distant lymph node 0 4 0.572
Bone 0 3 0.556
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Fig. 2 Kaplan-Meier curves for survival of 79 patients with synchronous metastatic colorectal cancer and palliative tumor resection

stratified by microsatellite status
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Tab.3 Treatment response in correlation to MSI status of 113
patients
MSI (n=35) MSH (n=78) P value
PR 4 6
SD 14 26
PD 17 46
Objective response 0.562
PR 4 6
SD+PD 31 72
Disease control 0.303
PR+SD 18 32
PD 17 46
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Tab.2 Cox multivariate analysis
. Progression-free survival overall survival
Variable
HR(95%CI) P value HR(95%CI) P value

Age 0.984 (0.958-1.011) 0.254 0.971 (0.923-1.123) 0.382
Gender 1.413 (0.737-2.708) 0.298 0.607 (0.278-1.325) 0.210
Pathology 0.527 (0.224-1.241) 0.142 1.575 (0.528-4.698) 0.415
3gfvevrf§3?1t$?ferentiaﬁon /High to medium) 0.456 (0.235-0.887) 0.021% 0.475 (0.218-1.037) 0.062
Tumor site

Right colon 0.404 (0.194-0.843) 0.016* 0.738 (0.312-1.742) 0.488

Transverse colon 0.924 (0.205-4.160) 0918 1.268 (0.149-10.776) 0.828

Left colon 0.656 (0.326-0.927) 0.223 0.972 (0.689-1.322) 0.665

Rectum 0.538 (0.244-1.184) 0.123 0.866 (0.341-2.196) 0.761
MSI status(MSS/MSI) 2.079 (1.023-4.228) 0.043* 0.572 (0.248-1.320) 0.191
Location of metastases

Distant lymph node (No/Yes) 4.981 (1.102-22.510) 0.047* 0.486 (0.104-2.278) 0.360

Liver (No/Yes) 0.800 (0.347-1.843) 0.600 1.020 (0.383-2.719) 0.968

Lung (No/Yes) 1.106 (0.510-2.399) 0.799 0.791 (0.299-2.097) 0.638

*: P<0.05.
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Tab.4 Treatment response in correlation to MSI status of 79

patients
MSI(n=22) MSS(rn=57) P value
PR 2 3
SD 11 15
PD 9 39
Objective response 0.08
PR 2 3
SD+PD 20 54
Disease control 0.025*
PR+SD 13 18
PD 9 39
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