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Figure 8: Dose-response meta-analysis of processed meat and colorectal
cancer per 50 grams per day

Author Year Sex Per 50 g RR (95% Cl) % Weight
Ollberding 2012 M/W '. 1.09 (0.94, 1.26) 18.77
Cross 2010 M/W i} 1.26 (1.13, 1.40) 26.51
Balder 2006 M/W -—:I— 1.21 (0.91, 1.61) 6.44
Sato 2006 M/W ¢ . 0.77 (0.24, 2.42) 0.45
Larsson 2005 W —- — 1.134(0.85; 1.51) 6.39
Norat 2005 M/W _ 1.15(1.02, 1.29) 24.21
English 2004 M/W L= 1.61(1.12,2.30) 4,24
Lin 2004 W L 0.56 (0.24, 1.23) 0.88
Flood 2003 W —— 1.17 (0.76, 1.81) 2.99
Pietinen 1999 M —- 1.01 (0.80, 1.27) 9.13
Overall (-squared 20.1%, p = 0.258) W) 1.16 (1.08, 1.26) 100.00
NOTE: Weights are from random effects analysis :
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Figure 5: Non-linear dose-response association of fruit intake
and colorectal cancer

Estimated RR

Best fitting cubic spline
95% confidence interval

1.5

0 100 200 300 400 500 600 700 800
Fruit (g/d)

Figure 18: Non-linear dose-response associations of alcohol (as ethanol)
intake and colorectal cancer
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Figure 17: Dose-response meta-analysis of alcohol (as ethanol)
and colorectal cancer per 10 grams per day

Author Year Sex g’s';%ﬁ/ day RR % Welght
Shin 2014 M 1.07 (1.05, 1.08) 25.39
Bamia 2013  M/W 1.04 (1.01, 1.08) 13.49
Everatt 2013 M . 1.10 (0.98, 1.24) 1.63
Nan 2013 M " 1.10 (1.04, 1.15) 7.90
Nan 2013 W ' 1.03 (0.97, 1.09) 6.14
Razzak 2011 W 1.01 (0.95, 1.07) 5.77
Bongaerts 2008 M/W : 1.10 (0.84, 1.44) 0.31
Mizoue 2008 M/W '- 1.07 (1.06, 1.09) 28.15
Toriola 2008 M ~f-——1.21 (0.95, 1.55) 0.38
Akhter 2007 M - 1.11 (1.06, 1.17) 7.05
Glynn 1996 M —=—  1.10(1.00, 1.22) 2.17
Wu 1987 M/W +e— 116 (1.04,1.31) 1.62
Overall (squared = 27.7%, p = 0.172) ¢ 1.07 (1.05, 1.08) 100.00
NOTE: Weights are from random effects analysis :
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%
Author Year RR (95% C1) Weight
Cho, Y. A 2016 —_—— 223(166,300) 1457
Marmon, B. E 2017 —-o-p 122(102,147) 2108
Shivappa, N 2014 -—o— 148(004.234) 864
Shivappa. N 2015 —-b— 147(1.14,190) 1670
Tabung, F. K 2015 ——o—-— 120(084,1.72) 1182
Wirth, M. D, 2015 —1-— 145(122,173) 2160
Zamora-Ros, R 2015 —-o—-— 1.12(061,208) 558
Overall (I-squared = 54.5%, p = 0.040) <> 144(123,169)  100.00
NOTE Waeights are from random effects analysis

T T 1 T

2 5 1 2 5

Figure 3. Forest plot of the relative risks (RRs) with corresponding 95% confidence intervals (Cls) of studies on DIl and rectal cancer.
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“igure 3: Estimate of colorectal cancer due to human papillomavirus 16 and 18.
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Hazard Ratio

Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Dahl 0.01 0.2 3.6% 1.01 [0.68, 1.49] ——
Coldberg 0.01 0.12 8.1% 1.01 [0.80, 1.28] -T—
GTCCG/EORTC -0.05 0.13 7.2% 0.95 [0.74, 1.23]) —r
MRC 1a 0.04 0.11 9.1% 1.04 [0.84, 1.29] .
MRC 2 -0.24 0.12 8.1% 0.79 [0.62, 1.00] ——
NWRCT -0.18 0.14 6.5% 0.84 [0.63, 1.10) —
Peteren -0.62 0.26 2.3% 0.54 [0.32, 0.90] —
SRCT -0.18 0.07 14.8% 0.84 [(0.73, 0.96) -
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TME Trial -0.01 0.08 13.1% 0.99 [0.85, 1.16] =
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b Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Goldberg -0.45 0.22 9.4% 0.64 [0.41, 0.98) —
GTCCG/EORTC -0.43 0.18 10.9% 0.65 [0.46, 0.93]) ——
MRC 1la 0.05 0.13 12.9% 1.05 [0.81, 1.36) g
MRC 2 -0.39 0.19 10.5% 0.68 [0.47, 0.98) —
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. 3 Meta-analyses on a overall survival and b local recurrence-free survival in studies comparing neoadjuvant therapy to surgery alone
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Figure |. Forest plot of comparison: | radiotherapy vs radiochemotherapy, outcome: .10 Local Recurrence

at Sy.
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Figure 2. Forest plot of comparison: | radiotherapy vs radiochemotherapy, outcome: .12 HR'LR.

Hazard Ratio Hazard Ratio
Study or Subgroup _ Weight Expl(O-E) / V], Fixed, 95% CI____ Exp|(0-E) / V). Fixed, 95% CI
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Gerard 2006 47.1% 0.74 (0.48,1.15)

Total (95% C1) 100.0% 0.71(0.52, 0.95)

Total events
Heterogeneity Ch*= 012, df=2(P=094),P=0%
Testfor overall effect Z= 228 (P=002)
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Figure 3. Forest plot of comparison: | radiotherapy vs radiochemotherapy, outcome: 1.1 Overall Survival at

S5y.

CRT RT Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl_ Year M-H, Fixed, 95% ClI
Boulis-YWassif 1984 68 126 50 121 106% 1.66[1.01, 2.75] 1984
Gerard 2006 122 375 118 367 36.4% 1.02[0.75,1.38) 2006
Bosset 2006 173 506 178 505 53.0% 0.95(0.74,1.24) 2006
Total (95% CI) 1007 993 100.0%  1.05[0.88, 1.27]
Total events 363 346 $+#'-
Heterogeneity: Chi*= 3.78,df=2 (P=0.15); F=47% 0102 05 1 j 10

Test for overall effect Z= 055 (P =0.58)

Figure 5. Forest plot of comparison: | radiotherapy vs radiochemotherapy, outcome: |.3 Discase free

survival at S y.
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Figure 7. Forest plot of comparison: | radiotherapy vs radiochemotherapy, outcome: 1.6 Grade lll - IV

toxicity.
CRT RT Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bosset 2006 67 483 37 495 38.4% 1.99[1.31,3.04) —_—

Bujko 2006 29 157 5 155 28.0% 6.80 [2.56, 18.07] —_—
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Total (95% CI) 1015 1017 100.0% 4.10[1.68, 10.00] st

4 + Total events 151 52
Heterogeneity: Tau*=0.49, ChiF=1057,df= 2 (P=0.005);, F=81% 0102 05 1 3 10

Test for overall effect Z=3.10 (P=0.002)

Figure 8. Forest plot of comparison: | radiotherapy vs radiochemotherapy, outcome: 1.7 Sphincter

preservation.
CRT RT Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
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Figure 10. Forest plot of comparison: | radiotherapy vs radiochemotherapy, outcome: 1.5 Postop morbidity.

CRT RT Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bosset 2006 111 487 112 483 46.2% 0.98[0.73,1.32) —-
Bujko 2006 31152 39 153 14.3% 0.75[0.44, 1.28) ———
Gerard 2006 75 359 97 360 34.7% 0.72[0.51,1.01) ~i-
Latkauskas 2011 12 46 15 37  48% 0.52[0.20, 1.31) —
Total (95% CI) 1044 1033 100.0% 0.82 [0.67, 1.00] ¢
Total events 229 263
Heterogeneity: Tau®= 0.00; Chi*= 2.98, df= 3 (P = 0.40); F= 0% :o ] o’z 0:5 ; 2 é 10=

Test for overall effect Z=1.92 (P=0.05)

Figure I11. Forest plot of comparison: | radiotherapy vs radiochemotherapy, outcome: 1.9 Anastomotic

leak.

CRT RT Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bosset 2006 2 267 0 255 3.2% 4.81(0.23,100.71) ’
Bujko 2006 8 87 9 86 29.5% 0.87 [0.32, 2.36) &
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Total (95% CI) 588 563 100.0% 1.07 [0.62, 1.84] i
Total events 31 27
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Figure 9. Forest plot of comparison: | radiotherapy vs radiochemotherapy, outcome: 1.4 Mortality 30 d.

CRT RT Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bosset 2006 12 487 6 483 337% 201 [0.75,5.40) T—
Boulis-YVassif 1984 11 124 6 1211 3MN.2% 1.87[0.67,5.22) -1
Bujko 2006 1 182 2 153 57% 050004, 557 ¢
Gerard 2006 7 359 7T 360 29.4% 1.00[0 35, 2.69) . A—
Latkauskas 2011 0 46 0 37 Not estmable
Total (95% CI) 1168 1154 100.0% 1.48 (0,83, 2.63) ‘
Total events N il
Heterogeneity. Tau*= 0.00; Chi*= 186, df= 3 (P = 0.60); "= 0% 0 " 0¢2 0¢5 b 5 _i, 0

Testfor overall effect Z=134 (P=0.18)

Figure 12. Forest plot of comparison: | radiotherapy vs radiochemotherapy, outcome: 1.8 pCR.

CRT RI Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bosset 2006 60 473 22 476 436% 3.00(1.81,497) —_—
Boulis-Wassif 1984 6 126 3 121 11% 1.97 (0.48, 8.05) -
Bujko 2006 22 138 1 148 58% 2788([3.70, 209.90) EE—
Gerard 2006 41 350 13 360 4% 3.44[1.81,6.54) —-
Latkauskas 2011 6 46 1 37 51% 540(062 47.03) 5
Total (95% C1) 1142 1142 100.0% 352 (2.12,5.84) ‘
Total events 135 40
Heterogeneity Tau*= 0.09; Ch*= 544, df= 4 (P = 0.25), P= 26% 0 " 032 035 5 5 10:

Tes!t for overall eflect: Z= 4 88 (P < 0.00001)
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Chen, et al: Shont versus long precperative treatment for rectal cancer
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Bugko K 2006 52 188 $3 187 099 (062 158) S36% 58 5%
Kragcovicova | 2012 % 1 059 (026,132) 227% 19.7%
Pettersson D 2013 2 244 1 078 (007.867] 22% 22%
Samuel YN 2012 11 182 15 181 071 [032.189) 21.5% 196% 3
Fized effect model 57 468 0.83 [0.58; 1.19)  100% -
Random effects model 0.83 [0.58; 1.19) -_ 100%
Heterogenedy |- squered=0s tou- squared=0 p+0 1043 : .
01 10

Experimental Control
Study Events Total Events Total ; OR 95%~Cl W(fixed) W(random)
Buko K 2008 2 158 0 157 il 021 [005 101) 148% 10.5%
Efta MA 2010 2 W 1 15 —-—-— 233 019, 2004) 14% 44%
Krajcovicova | 2012 1M 3 8 =t 224 (060 842) ST 1™
Pach R 2012 ' n e n - 100 (037, 267) 134% 21.9%
Samuel YN 2012 46 182 40 161 091 (056 146] SO2% 4TS
Yeh CH 2011 1 28 4 W 031 (003 290) S6% 54%
Fixed effect model 832 502 0.88 [0.61; 1.27) 100% -
Random effects model 0.88 [0.51; 1.83) - 100%
Meterogenely |- squer A% Lo s uar 1141, p=0 2912

01 051 2 10
Control

Study Events Total Events Total OR  #5%~-Cl W(fixed) W{random)
Buo K 2008 » 188 » 197 105 (063 1.76] 2902% 273%
Kragcovcova | 2012 T 4 55 100 [020.350) 49% 4.4%
Pettersson D 201) 128 244 » o 158 [008.258) 276% AN
Samuel YN 2012 84 158 ™ 187 112 (072, 1.74) 38.4% W%
Fixed effect model 633 404 1.22 [0.94; 1.60) 100% - )/ #
Random effects model 1.22 [0.93; 1.60) - 100%
MOOrogeneily |- SQuareds . tau- sQuaredsd p+d 6J99

Experimental Control
Study Events Total Events Total OR 95%~C1 W{fixed) W(random)
Bupko K 2008 ¥ 158 42 187 -J- 083 (050 138] 852% S1.0%
Eta MA 2010 3 1 15 —p— ) 02 (035, 4198) 20% 129%
Yeh CH 2011 1% 20 N w - 246 (090 674) 128% I
Fixed effect model 197 209 110 [0.71; 1.71) 100% -_
Random effects model 148 [0.58; 178) -— 100%

i

01 0512 1w

3# ) HHH

Figure 4: Forest plots of comparison between short-term versus long-term treatments on other outcomes. (a) death rate; (D) recurrence
rate; (¢) complicatons; (d) distant metastasis




#$

#

34/

% #% & #$

3/ 35>177

.32 3236&-

1239@
123432 231

%



S #

Study

a
Tran (2003)

Stein (2003)

Evans (2011)

Garcia-Aguilar (2011)

Probst (2015S)

Timudom (2016)

Akbar (2016)

Garrer (2016)

Subtotal (l-squared = 9.3%, p = 0.358)

b

de Campos Lobato (2011)

Jeong (2013)

Sloothaak (2013)

Mihmanli (2016}

Saglam (2016)

Subtotal (l-squared = 21.7%, p = 0.276)

Overall (l-squared = 9.8%, p = 0.347)

+85#0%

#

RR (95% CI)

1.50 (0.17, 13.30)
0.68 (0.14, 3.20)
1.78 (0.63, 5.04)
1.38 (0.71, 2.71)
1.24 (1.14, 1.35)
1.58 (0.37, 6.70)
0.75 (0.44, 1.26)
7.00 (0.93, 52.96)
1.24 (1.14, 1.35)

1.90 (1.06, 3.42)
1.16 (0.56, 2.41)
1.39 (0.98, 1.99)
2.14 (0.70, 6.59)
0.72 (0.36, 1.47)
1.36 (1.06, 1.76)

1.25 (1.16, 1.35)

Weight

0.13
0.34
0.48
1.17
85.57
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0.10
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Chemoradiotherapy timing in rectal cancer

Preop-CRT  Postop-CRT Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight  M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl ABCDETFG
Park JH et al. 2011 18 107 0 12 330% 3871236, 636.46] =—— 0070000
Roh MS et al. 2009 18 123 0 131 327% 3939 [240, 64661] — : 4 4 : s : :
Sauer R et al. 2004 32 405 O 394 342%  63.24 [3.89, 1029.19] ’ -
Total (95% Cl) 635 637 100.0%  47.33 [9.39, 238.49] ~—
Total events 68 0 . . t .

H & '? L — — " 2 . I 1 L L}
Heterogeneity : Chi? = 0.08, df = 2 (P = 0.96); I” = 0% 0.002 01 1 10 500

Test for overall effect: Z = 4.68 (P < 0.0001)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)

(G) Other bias

Favours [Postop-CRT] Favours [Preop-CRT]

Fig. 2. Forest plot of comparison: pathologic complete response (ypTONO) between preoperative and postoperative chemoradiotherapy.



A. 5-year locoregional recurrence

Preop-CRT  Postop-CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Fixed, 95% O M-H, Fixed, 95% CI
Park JH et al 2011 5 107 7 12 95% 0.75 (024, 2.28) —]
Roh MS et al 2009 13 123 14 131 188% 099 [0.48, 2.02)
Sauer R et al. 2004 24 405 51 394 717%  046[029,073] A
Total (95% C) 635 637 1000% 059 [0.41,0.84] e
Total events 42 72
Heterogeneity : Chi? = 333, 6f = 2 (P = 0.19); F = 40% . . | . .
Test for overall effect: Z = 2.89 (P = 0.0004) 0.02 Qs 1 2 5
Favours [Preop-CRT) Favours [Postop-CRT]
B. 5-year distant recurrence
Preop-CRT  Postop-CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Park JH et al 2011 25 0w 27 12 148% 097 [0.60, 1.56)
Roh MS et al 2009 0 0 0 0 Not estimable
Sauer R et al. 2004 146 405 150 394 B5.2% 095 [0.79, 1.13]
Total (95% C1) 512 506 100.0% 0.95 [0.80, 1.13)
Total events 1in 177
Heterogeneity : Cni* « 0.01, df = 2 (P = 0.93); FF = 0% ' + | + "
Test for overall effect: Z = 0.59 (P = 0.55) 0.02 Qs 1 2 5
Favours [Preop-CRT) Favours [Postop-CRT]
C. 5-year relapse-free survival
Preop-CRT Postop-CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Fixed, 95% O M-H, Fixed, 95% CI
Park JHetal 201 2 0 2 N2 125% 1.05[067, 1.63] -
Roh MS et al 2009 43 123 8 131 260% 0.75 [0.55, 1.02) —
Sauer R et al. 2004 130 405 138 394 61.5% 092 [0.75, 101)
Total (95% C1) 635 637 100.0% 0.82 [0.76, 1.04)
Total events 202 228
*mm(iw :Chit = '.482, df=2 (P - 0.40], F=0% ¥ 4 } + i
Test for overall effect: Z = 1.49 [P = 0.14) 0.02 Qas 1 2 5
Favours [Preop-CRT) Favours [Postop-CRT]
D. 5-year overall survival
Preop-CRT  Postop-CRT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight  M-H, Fixed, 95% O M-H, Fixed, 95% CI
Park JH et al 201 B8 W07 17 N2 10.2% 1.1 [0.60, 2.03) o
Roh MS et al 2009 3 123 45 131 266% 0.73 [0.50, 1.08] -
Sauer R et al. 2004 9 405 102 394 B3.2% 092[0.72,1.17)
Total (35% C1) 635 637 100.0% 0.89[0.73, 1.08]
Total events 145 164
Heterogeneity : Chi* = 1.51, df = 2 (P = 0.47); I = 0% ' : . . .
Test for overall effect: Z = 1.22 [P = 0.22) 0.02 05 1 2 5
Favours [Preop-CRT) Favours [Postop-CRT]

$+ 39



A. sphincter preservation rate

Preop-CRT Postop-CRT Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl

Park JH et al 2011 a8 107 7 81 367% 127 (1.1, 1.44) -

Roh MS et al. 2009 59 123 14 51 240% 123 (093, 1.63) 1T
Sauer R et al. 2004 279 405 51 280 394% 097 [0.89, 1.08) -

Total (35% CI) 635 637 1000%  1.13[092, 1.40) T

Total events 436 412

Heterogeneity : Tau® = 0.03; Chi’ = 12.24, ¢f = 2 (P = 0.002); I* = 84% ; . 4
Test for overall effect: Z = 1.16 [P = 0.24) 0.02 05 1 2

Favours [Postop-CRT) Favours [Preop-CRT)
B. conversion rate from APR to LAR
Preop-CRT Postop-CRT Risk Ratio Risk Ratio

Stucy or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

Park JH et al 2011 42 62 22 52 57.2% 1.60 [1.12, 2.30) —
Roh MS et al 2009 0 0 0 0 Not estimable

Sauer R et al. 2004 45 ne 15 78 428% 202 [1.21, 336 L
Total (35% C1) 178 130 100.0% 1.78 [131, 2.41] e
Total events 87 37

Heterogeneity : Oni¥ = 0.56, ¢f = 1 (P = 0.45); ¥ = 0% . . .
Test for overall effect: Z = 3.72 (P = 0.0002) 0.02 05 1 2

Favours [Postop-CRT) Favours [Preop-CRT)



A. 2 grade 3 acute complication

Preop-CRT  Postop-CRT Risk Ratio Risk Ratio
Stucy or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Park JH et al 201 16 107 18 12 723% 093 [0.50, 1.73)
Roh MS et al 2009 51 123 85 131 262% 0.84 [0.64, 1.10) .
Sauer R et al. 2004 109 405 158 394 665% 067 (055 082) —-
Total (5% C1) 635 637 1000%  0.73 [0.63,088] <>
Total events 176 24
Heterogeneity : Oni = 2.20, ¢f = 2 (P = 033); I = 9% ’ . .
Test for overall effect: Z = 3.87 [P = 0.0001) 0.02 05 1 2
Favours [Preop-CRT] Favours [Postop-CRT)
B. 2 grade 3 perioperative or chronic complication
Preop-CRT  Postop-CRT Risk Ratio Risk Ratio
Stucy or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Park JH et al. 2011 18 07 17 N2 267% 1.11 [0.60, 2.03) -
Roh MS et al 2009 31 123 30 30 337% 1.10 [0.71, 1.70) -
Sauer R et al. 2004 57 405 95 95 39.7% 0.58 [0.43, 0.79] -
Total (35% C) 635 637 1000% 0.86 [0.53,1.38)
Total events 106 142 ‘

Heterogeneity : Tau? = 0.13; Ohi’ = 7.26, df = 2 (P = 0.03); F = 72%

Test for overall effect: Z = 0.63 [P = 0.53)

0.02 05
Favours [Preop-CRT]

R L

1 2
Favours [Postop-CRT)
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E] Circumferential resection margin involvement

LRR ORR

No. of No. of
Source Events Participants Events Participants RR (95% Cl)
Guillou et al,15 2005 30 193 14 97 1.08 (0.60-1.93)
Ng et al,35 2008 3 51 48 1.41(0.25-8.09)
Ng et al,33 2009 2 76 77 2.03(0.19-21.88)
Lujan et al,34 2009 4 101 3 103 1.36(0.31-5.92)
Kang et al,14 2010 5 170 7 170 0.71(0.23-2.21)
van der Pasetal, 132013 43 588 26 300 0.84(0.53-1.35)
Ngetal, 302014 3 40 2 40 1.50(0.26-8.50)
Stevenson et al,21 2015 16 238 7 235 2.26(0.95-5.39)
Fleshman et al,20 2015 29 240 17 222 1.58(0.89-2.79)
Total 135 1697 79 1292 1.17 (0.89-1.53)
Heterogeneity t2=0.00, x§= 6.32 (P=.61), I?=0%
Test for overall effect: Z=1.13 (P=.26)
E Noncomplete mesorectal excision

LRR ORR

No. of No. of
Source Events Participants Events Participants RR (95% Cl)
Kang et al,14 2010 47 170 43 170 1.09 (0.77-1.56)
van der Pas al,13 2013 77 666 28 331 1.37(0.91-2.06)
Ng et al,>02014 4 40 3 40 1.33(0.32-5.58)
Fleshman et al,20 2015 19 240 11 222 1.60(0.78-3.28)
Stevenson et al,?1 2015 32 238 19 235 1.66 (0.97-2.85)
Total 179 1354 104 998 1.31(1.05-1.64)

Heterogeneity 12=0.00, x3=2.11 (P=.71), I*=0%
Test for overall effect: Z=2.36 (P=.02)

Weight,
Favors LRR @ Favors ORR %

— - 20.8
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[i] Distal resection LRR ORR
margin involvement No. of No.of Weight,
Source Events Participants Events Participants RR (95%Cl) Favors LRR | Favors ORR %
Braga etal,” 2007 0 83 0 85 Not estimable N 3 # #
Fleshman et al,20 2015 4 240 4 222 0.93(0.23 to 3.65) 75.2
Lujén et al,34 2009 0 101 0 103 Not estimable
Stevenson et al,2! 2015 2 238 1 235 1.97 (0.18 to 21.63) H 24.8 5 5 )
Total 6 662 5 645 1.12(0.34 t0 3.67) < 100
Heterogeneity 12=0.00, x3=0.29 (P=59), 2= 0% S . | ——
Test for overall effect: Z=0.18 (P=.86) 0.001 0.10 1 10 1000
RR (95% Cl)
Distance to radial margin Distance, mm
LRR ORR Mean Difference Weight,
Source Mean (SD) Total Mean (SD) Total (95% CI) Favors ORR | Favors LRR %
Kang et al,14 2010 9 (5.92) 170 8 (592) 170 1.00(-0.26t02.26) + 27.8
van der Pas et al,13 2013 10  (9.62) 588 10 (8.14) 300 0.00(-1.21t01.21) —— 283 3 #
Fleshman et al,20 2015 10.5 (9.2) 240 12.8 (11.2) 222 -2.30(-4.18t0-0.42) —— 22.4
Stevenson et al,2! 2015 10 (10.37) 211 12 (10.37) 201 -2.00 (-4.00to 0.00) =% 21.4
Total 1209 893 -0.67 (-2.16t00.83) 100
H ity t2= 2 - 738 <=
eterogeneity 14=1.69, 3= 11.46 (P=.009), I?=74% . : ; . )
Test for overall effect: Z=0.87 (P=.38) -10 -5 0 5 10
Mean Difference (95% CI)
IE Distance to distal margin Distance, cm
LRR ORR Mean Difference Weight,
Source Mean (SD) Total Mean (SD) Total (95% CI) Favors ORR = Favors LRR %
Kang et al,'* 2010 2 (1.85) 170 2 (1.85) 170 0.00(-0.39t00.39) — 9.6
Liuet al,32 2010 3 (0.375) 98 2 (0.5) 88 0.00(-0.13t00.13) - 34.2
Liang etal,?1 2011 3.22 (0.738) 86 3.03 (0.684) 104 0.19(-0.01t00.39) - 233
van der Pas et al,!3 2013 3 (2.07) 618 3 (2.37) 310 0.00(-0.31t00.31) —— 13.7 3 # # )
Stevenson et al,2! 2015 26 (2.22) 240 3 (1.77) 201 -0.40 (-0.77 to-0.03) — 10.4
Fleshman et al, 20 2015 3.2 (2.6) 240 3.1 (1.9) 222 0.10 (-0.31t00.51) —— 8.8
Total 1452 1095 0.01 (-0.12 t0 0.15) @ 100
Heterogeneity t2=0.01, x2=7.82 (P=.17), 12=36% -3 -1 0 1 ]
Test for overall effect: Z=0.16 (P=.87) i
Mean Difference (95% Cl)
@ Lymph nodes harvested No. of Lymph Nodes
LAR ORR Mean Difference Weight,
Source Mean (SD) Total Mean (SD) Total (95% CI) Favors ORR @ Favors LRR %
Araujo et al,38 2003 55 (7.81) 13 11.9 (7.81) 15 -6.40 (-12.20t0-0.60) ~— »— — 1.8
Braga et al,37 2007 127 (7.3) 83 136 (6.9) 85 -0.90 (-3.05t0 1.25) —_— 7.6
Pechlivanides et al, 36 2007 19.2  (5.5) 34 19.2 (6.66) 39 0.00(-2.79t02.79) - 5.6
Ng et al, 3> 2008 124 (6.7) 51 13 (7) 48 -0.60 (-3.30t02.10) — 5.8
Ng et al,33 2009 11.5 (7.9) 76 12 (7 77 -0.50 (-2.87 to 1.87) —_— 6.8
Lujan et al, 4 2009 1363 (6.26) 101 11.57 (5.1) 103 2.06 (0.49 t03.63) e 101 2+)/ # 5 #
Kang et al,!% 2010 17 (7.29) 170 18 (6.66) 170 -1.00 (-2.48t00.48) —— 10.5
Liuetal, 322010 16 (5) 98 15 (4.9 98 1.00 (-0.39t02.39) - 11.0
Liang etal,! 2011 7.05 (5.05) 169 7.44 (4.89) 174 -0.39 (-1.44t00.66) —— 127
van der Pas et al,13 2013 13 (5.92) 683 14 (6.66) 341 -1.00 (-1.83t0-0.17) —— 13.8
Ng et al,30 2014 17.7 (8.4) 40 148 (5.6) 40 2.90(-0.23t06.03) —_— 48
Fleshman et al,20 2015 17.9 (10.1) 240 165 (8.4) 222 1.40(-0.29tc3.09) T 9.5
Total 1758 1412 0.05 (-0.77 to 0.86) @ 100
Heterogeneity ™2=1.07, x3,=27.72 (P=.004), 1=60% = = 7 T o JAMA

Test for overall effect: Z=0.11 (P=.91) Mean Difference (95% Cl)
6
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Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Grage 1981 -0.892 0366  1.4% 0.41[0.20,0.84] 1981
Thomas 1988 (GTSG) -0.288 0215 3.5% 0.75[0.49,1.14] 1988 ——
Fisher 1988 (NSABP) -0.236 0134  6.8% 0.79[0.61,1.03] 1988 7
Hafstrom 1990 -0.342 0255 2.6% 0.71[0.43,1.17] 1990 —
Krook 1991 {(NCCTG) -0.342 0134  6.8% 0.71[0.55,0.92] 1991 ==
Matsuda 1991 (SGACCS) -0.03 0119 7.8% 097 [0.77,1.23] 199 I o
Bosset 2006 (EORTC) -0.163 0105  8.9% 0.85[0.69,1.04] 1993 ==
QUASAR 2007 -0.261 013 7.0% 0.77 [0.60,0.99] 1994 =
CCCSGJ 1995 -0.416 0122 7.6% 0.66 [0.52,0.84] 1995 -
Kornek 1996 -0.868 0464 0.9% 0.42[017,1.04] 1996 I
Ito 1896 (TSGHCFU) 0.285 0.341 1.6% 1.33[0.68, 2.59] 1996 N
Yasutorni 1897 (JFMTC 7-2) -0.051 0133 69% 0.95([0.73,1.23] 1997 o
Kodaira 1998 (JFMTC 7-1) -0.073 0125 7.4% 0.93[0.73,1.19] 1998 =T
Taal 2001 (NACCP) -0.051 0184  4.4% 0.95 [0.66, 1.36) 2001 s——
Kato 2002 (TACSG) -0.416 0327 1.7% 0.66 [0.35,1.25] 2002 ———e
Cafiero 2003 0.285 0198 4.0% 1.33[0.90,1.96] 2003 S
Watanabe 2004 (JFMTC15-2) -0128 0222 33% 0.88[0.57,1.36] 2004 T
Glimelius 2005 (NGTATG) -01 010 9.2% 0.90[0.74,1.10] 2005 =
Sakamoto 2007 (JFMTC15-1) -0.084 0185 52% 0.91 [0.66, 1.26] 2007 —
Koda 2009 -1.309 0845 0.3% 0.27 [0.05,1.42] 2009 &————————
Hamaguchi 2011 -0511 0239 29% 0.60[0.38,0.896] 2011 ——
Total (95% Cl) 100.0% 0.83[0.76, 0.91] ¢

o g P = _ S 1 . ; . ; )
Heterogeneity: Tau*= 0.01; Chi*= 28.73, df= 20 (P = 0.09); F= 30% 0102 05 3 : 10

Test for overall effect: Z=4.11 (P < 0.0001)

Favours adjuvant Favours control



Hazard Ratio

Hazard Ratio

Study or Subgroup log[Hazard Ratio]  SE Weight IV, Random, 95% CI _Year IV, Random, 95% CI
Fisher 1988 (NSABP) -0.236 0134 7.7% 0.79[0.61,1.03] 1988 -

Krook 1991 {(NCCTG) -0.342 0134 77% 0.71[0.55,092] 1991 ——

Matsuda 1891 (SGACCS) -0.03 0119 8.1% 0.97([0.77,1.23] 1991 T
Bosset 2006 (EORTC) -0.163 0105 10.7% 0.85(0.69,1.04] 1993 B |
QUASAR 2007 -0.261 013 8.0% 0.77[0.60,0.89] 1994 —
CCCSGJ 1995 -0.416 0122 8.8% 0.66[0.52,0.84] 1995 ———

Yasutomi 1997 (JFMTC 7-2) -0.051 0133 7.8% 0.85[0.73,1.23] 1997 ==
Kodaira 1998 (JFMTC 7-1) -0.073 0125 85% 0.93[0.73,1.19] 1998 -

Taal 2001 (NACCP) -0.051 0184 47% 0.95[0.66, 1.36] 2001 .
Cafiero 2003 0285 0198 41% 1.33[0.90,1.96] 2003 —
Watanabe 2004 (JFMTC15-2) -0.128 0.222 3.4% 0.88[0.57,1.36] 2004 .
Glimelius 2005 (NGTATG) -0.1 0101 11.2% 0.90[0.74,1.10] 2005 i B
Sakamoto 2007 (JFMTC15-1) -0.094 0165 56% 0.91[0.66,1.26] 2007 =
Hamaguchi 2011 -0.511 0239 3.0% 0.60[0.38,0.96] 2011

Total (95% CI) 100.0% 0.85[0.78, 0.93] L
Heterogeneity: Tau*= 0.01; Chi*=17.62, df=13 (P = 0.17); F= 26% b3 o's , 3 5

Test for overall effect. Z= 3.64 (P = 0.0003)

Favours adjuvant Favours control
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