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COLOPROCTOLOGY
Hazard ratio Hazard ratio
Study Log (hazard ratio) SE  Weight IV, fixed, 95% Cl IV, fixed, 95% Cl
Overall survival 4
ISRCTN59757862 -0.006 0.0156  81.9% 0.99 [0.96, 1.02]
NCT0064660 0.077 0.0818 3.0% 1.08 [0.92, 1.27] —
NCT00958737 0.0198 0.0363 15.1% 1.02 [0.95, 1.10] —p=-—
Subtotal (95% CI) 100.0%  1.00 [0.97, 1.03] L 4
Heterogeneity: Chi’=1.33, df=2 (P=0.51); I’=0%
Test for overall effect: Z=0.03 (P=0.98)
Recurrence-free survival
ISRCTN59757862 0.006 0.0517  45.7% 1.10 [0.91, 1.11] ——
NCT0064660 0.1133  0.0681 26.3% 1.12 [0.98, 1.28] O e —
NCT00958737 0.2151  0.0849 16.9% 1.24 [1.05, 1.46) e —
NCT01308086 0.0488 0.2771 1.6% 1.05 [0.61, 1.81] >
UMINO00008543 -0.0513  0.1139 9.4% 0.95 [0.76, 1.19]
Subtotal (95% CI) 100.0%  1.07 [1.00, 1.14] ~
Heterogeneity: Chi’=5.98, df=4 (P=0.20); I’=33%
Test for overall effect: Z=1.86 (P=0.06) } } } }
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Test for subgroup differences: Chi’=2.94, df=1 (P=0.09); I’=66.0% Favors experimental  Favors control Q
Experimental Control Risk ratio Risk ratio
Study Events  Total Events Total Weight M-H, fixed, 95% Cl M-H, fixed, 95% ClI
Peripheral sensory neuropathy (grade 3-4)
ISRCTN59757862 28 420 67 409 6.5% 0.41[0.27,0.62] —
NCT0064660 161 1,820 572 1,832 54.6% 0.28 [0.24, 0.33] ]
NCT00958737 79 1,002 255 1,007 24.4% 0.31 [0.25, 0.39] -m—
NCT01308086 33 557 m 528 10.9% 0.28 [0.19, 0.41] ——
UMIN000008543 6 650 38 641 3.7% 0.16 [0.07, 0.37]
Subtotal (95% Cl) 4,449 4,417 100.0% 0.29 [0.26, 0.33] *
Total events 307 1,043
Heterogeneity: Chi’=4.92, df=4 (P=0.30); I’=19% ) ) ) )
L7 T T T T
Test for overall effect: Z=20.15 (P<0.00001) 001 04 1 10 100
Test for subgroup differences: not applicable Favors experimental  Favors control e
Hazard ratio Hazard ratio
Study Log (hazard ratio) SE  Weight IV, fixed, 95% Cl IV, fixed, 95% ClI
Low-risk stage Ill (CAPOX)
NCT00958737 0.0953 0.3266  39.9% 1.10 [0.58, 2.09]
UMIN000008543 -0.4463 0.266  60.1% 0.64 [0.38, 1.08] ——
Subtotal (95% CI) 100.0%  0.79 [0.53, 1.19] >
Heterogeneity: Chi’=1.65, df=1 (P=0.20); I’=40%
Test for overall effect: Z=1.12 (P=0.26)
Low-risk stage Ill (FOLFOX)
NCT00958737 0.1398 0.1308  89.4% 1.15 [0.89, 1.49]
UMIN000008543 0.2151 0.379 10.6% 1.24 [0.59, 2.61]
Subtotal (95% CI) 100.0% 1.16 [0.91, 1.48]
Heterogeneity: Chi’=0.04, df=1 (P=0.85); I’=0%
Test for overall effect: Z=1.20 (P=0.23)
High-risk stage Ill (CAPOX)
NCT00958737 -0.1393 03965  15.5% 0.87 [0.40, 1.89] —
UMIN0O00008543 0.0583 0.1698  84.5% 1.06 [0.76, 1.48] :‘
Subtotal (95% CI) 100.0%  1.03 [0.76, 1.40]
Heterogeneity: Chi’=0.21, df=1 (P=0.65); I’=0%
Test for overall effect: Z=0.18 (P=0.86)
High-risk stage Ill (FOLFOX)
NCT00958737 0.3646  0.1192 81.3% 1.44 [1.14,1.82] [ ]
UMIN000008543 0.0862 0.2483 18.7% 1.09 [0.67, 1.77] —n—
Subtotal (95% CI) 100.0%  1.37 [1.11, 1.69] *
Heterogeneity: Chi’=1.02, df=1 (P=0.31); I’=2%
Test for overall effect: Z=2.91 (P=0.004) } ! ! ]
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Test for subgroup differences: Chi’=6.30, df=3 (P=0.10); I’=52.4%
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Supplementary Fig. 17. Forest plots of (A) overall survival and recurrence-free survival, (B) peripheral neuropathy in stage III colon cancer
patients receiving 3 months versus 6 months of adjuvant chemotherapy, and (C) recurrence-free survival in patients receiving 3 months of
adjuvant chemotherapy according to risk stratifications and regimens. SE, standard error; IV, inverse variance; Fixed, fixed-effect model; CI,
confidence interval; df, degree of freedom; M-H, Mantel-Haenszel test; CAPOX, capecitabine and oxaliplatin; FOLFOX, folinic acid, fluorouracil,

and oxaliplatin.
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