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COLOPROCTOLOGY
Hazard ratio Hazard ratio
Study Log (hazard ratio) SE Weight IV, fixed, 95% Cl IV, fixed, 95% Cl
PFS (KRAS WT)
Bokemeyer et al. [174] (2009) -0.5621 0.2373 7.2% 0.57 [0.36, 0.91]
Douillard et al. [175] (2010) -0.2231 0.0982 42.1% 0.80 [0.66, 0.97] —-—
Karapetis et al. [177] (2008) -09163 0.1468 18.8% 0.40 [0.30, 0.53] —=—
Van Cutsem et al. [178] (2011) -0.3624 0.1128 31.9% 0.70 [0.56, 0.87] —-—
Subtotal (95% CI) 100.0% 0.66 [0.58, 0.74] L 4
Heterogeneity: Chi’=16.07, df=3 (P=0.001); I’=81%
Test for overall effect: Z=6.63 (P<0.00001)
PFS (KRAS MT)
Bokemeyer et al. [174] (2009) 0.6043  0.262 7.7% 1.83 [1.10, 3.06]
Douillard et al. [175] (2010) 0.2546  0.1099 43.9% 1.29 [1.04, 1.60] -
Karapetis et al. [177] (2008) -0.0101 0.1554 22.0% 0.99 [0.73, 1.34]
Van Cutsem et al. [178] (2011) 01579  0.1417 264%  1.17 [0.89, 1.55] —
Subtotal (95% CI) 100.0%  1.22 [1.06, 1.41] -
Heterogeneity: Chi’=4.54, df=3 (P=0.21); I’=34%
Test for overall effect: Z=2.72 (P=0.007) I I I I I I
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Test for subgroup differences: Chi’=41.12, df=1 (P<0.00001); I’=97.6%
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Hazard ratio

Study Log (hazard ratio) SE Weight IV, fixed, 95% Cl IV, fixed, 95% ClI

0S (KRAS WT)

Douillard et al. [175] (2010) -0.1863  0.1093 32.5% 0.83 [0.67, 1.03] — =

Karapetis et al. [177] (2008) -0.5978 0.1499 17.3% 0.55 [0.41, 0.74] —_——

Van Cutsem et al. [178] (2011) -0.2282 0.0879 50.2% 0.80 [0.67, 0.95] — -

Subtotal (95% CI) 100.0% 0.76 [0.67, 0.86] .

Heterogeneity: Chi’=5.58, df=2 (P=0.06); I’=64%

Test for overall effect: Z=4.47 (P<0.00001)

0S (KRAS MT)

Douillard et al. [175] (2010) 02151 0.1201 374%  1.24[0.98, 1.57] B E—

Karapetis et al. [177] (2008) -00202 0.1717 18.3%  0.98[0.70, 1.37] — =

Van Cutsem et al. [178] (2011) 0.0344 0.1102 44.4% 1.03 [0.83, 1.28] — -

Subtotal (95% CI) 100.0%  1.10 [0.95, 1.27] —~—

Heterogeneity: Chi’=1.75, df=2 (P=0.42); I’=0%

Test for overall effect: Z=1.25 (P=0.21) ; ; : :
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Test for subgroup differences: Chi’=14.80, df=1 (P=0.0001); I°=93.2%
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Hazard ratio

Study Log (hazard ratio) SE IV, fixed, 95% CI IV, fixed, 95% Cl

PFS (NRAS WT)

Douillard et al. [176] (2013) -0.3285 0.1103 0.72 [0.58, 0.89] -+

PFS (NRAS MT)

Douillard et al. [176] (2013) 0.2469 0.2462 1.08 [0.79, 2.07] I

0S (MRAS WT)

Douillard et al. [176] (2013) -0.2614 0.0943 0.77 [0.64, 0.93] 4+

0S (NRAS MT)

Douillard et al. [176] (2013) 03203 02161 139[091,212] . i . .
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Supplementary Fig. 15. Forest plots of progression-free survival (PFS) and overall survival (OS). (A) PFS and (B) OS according to KRAS status.
(C) PES and OS according to NRAS status. (D) PES and OS according to BRAF status. SE, standard error; IV, inverse variance; Fixed, fixed-effect
model; CI, confidence interval; WT, wide type; MT, mutant type; df, degree of freedom.

https://doi.org/10.3393/ac.2024.00059.0008



Annals of Ryu HS, et al.
COLOPROCTOLOGY
Hazard ratio Hazard ratio
Study Log (hazard ratio) SE Weight IV, fixed, 95% CI IV, fixed, 95% Cl
PFS (BRAF)
Kaczirek et al. [179] (2015) 0.8437 03417 27.7%  2.32[1.19, 4.54] —-
Rouyer et al. [180] (2021) 0.9969 0.2116 72.3% 2.71[1.79, 4.10] -
Subtotal (95% CI) 100.0%  2.60 [1.83, 3.70] L 2
Heterogeneity: Chi’=0.15, df=1 (P=0.70); I’=0%
Test for overall effect: Z=5.31 (P<0.00001)
0S (BRAF)
Kaczirek et al. [179] (2015) 1.3863 0.3329 30.6% 4.00 [2.08, 7.68] —a—
Rouyer et al. [180] (2021) 1.026  0.2208 69.4% 2.79[1.81, 4.30] —-
Subtotal (95% Cl) 100.0% 3.1 [2.17, 4.47] 4
Heterogeneity: Chi’=0.81, df=1 (P=0.37); I’=0% } } } |
Test for overall effect: Z=6.17 (P<0.00001) 0.01 0.1 1 10 100 0
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Test for subgroup differences: Chi’=0.50, df=1 (P=0.48); I’=0%

Supplementary Fig. 15. (Continued).
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