Supplementary Figure legends

Supplementary Figure 1A. Forest plot of 5-year DFS following NOSE compared with CL.
Supplementary Figure 1B. Forest plot of lymph node harvest following NOSE compared with CL.
Supplementary Figure 1C. Forest plot of proximal margin following NOSE compared with CL.
Supplementary Figure 1D. Forest plot of distal margin following NOSE compared with CL.
Supplementary Figure 2A. Forest plot of surgical site infection following NOSE compared with CL.
Supplementary Figure 2B. Forest plot of anastomotic leakage following NOSE compared with CL.
Supplementary Figure 2C. Forest plot of blood loss following NOSE compared with CL.
Supplementary Figure 2D. Forest plot of intra-abdominal abscess following NOSE compared with CL.
Supplementary Figure 2E. Forest plot of total perioperative complications following NOSE compared with CL.
Supplementary Figure 3A. Forest plot of operation time following NOSE compared with CL.
Supplementary Figure 3B. Forest plot of hospital stay following NOSE compared with CL.
Supplementary Figure 3C. Forest plot of pain score following NOSE compared with CL.
Supplementary Figure 3D. Forest plot of time to first flatus following NOSE compared with CL.
Supplementary Figure 4A. Forest plot of lymph node harvest based on malignant diseases.
Supplementary Figure 4B. Forest plot of proximal margin based on malignant diseases.
Supplementary Figure 4C. Forest plot of distal margin based on malignant diseases.

Supplementary Figure 4D. Forest plot of surgical site infection based on malignant diseases.
Supplementary Figure 4E. Forest plot of anastomotic leakage based on malignant diseases.
Supplementary Figure 4F. Forest plot of blood loss based on malignant diseases.

Supplementary Figure 4G. Forest plot of total perioperative complications based on malignant diseases.
Supplementary Figure 4H. Forest plot of operation time based on malignant diseases.

Supplementary Figure 41. Forest plot of hospital stay based on malignant diseases.

Supplementary Figure 5A. Forest plot of lymph node harvest based on sample number > 30.
Supplementary Figure 5B. Forest plot of lymph node harvest based on BMI < 30 (kg/n?).

Supplementary Figure 5C. Forest plot of lymph node harvest based on non-RCTs (NOS = 6).



Supplementary Figure 5D.
Supplementary Figure 6A.
Supplementary Figure 6B.
Supplementary Figure 6C.
Supplementary Figure 6D.
Supplementary Figure 7A.
Supplementary Figure 7B.
Supplementary Figure 7C.
Supplementary Figure 7D.
Supplementary Figure 8A.
Supplementary Figure 8B.
Supplementary Figure 8C.
Supplementary Figure 8D.
Supplementary Figure 9A.
Supplementary Figure 9B.
Supplementary Figure 9C.

Supplementary Figure 9D.

Forest plot of lymph node harvest based on prospective trials.

Forest plot of total perioperative complications based on sample number > 30.
Forest plot of total perioperative complications based on BMI < 30 (kg/m?).
Forest plot of total perioperative complications based on non-RCTs (NOS = 6).
Forest plot of total perioperative complications based on prospective trials.
Forest plot of anastomotic leakage based on sample number > 30.

Forest plot of anastomotic leakage based on BMI < 30 (kg/m?).

Forest plot of anastomotic leakage based on non-RCTs (NOS > 6).

Forest plot of anastomotic leakage based on prospective trials.

Forest plot of surgical site infection based on sample number > 30.

Forest plot of surgical site infection based on BMI < 30 (kg/m?).

Forest plot of surgical site infection based on non-RCT (NOS = 6).

Forest plot of surgical site infection based on prospective trials.

Forest plot of operation time based on sample number > 30.

Forest plot of operation time based on BMI < 30 (kg/m?).

Forest plot of operation time based on non-RCTs (NOS > 6).

Forest plot of operation time based on prospective trials.

Supplementary Figure 10A. Forest plot of hospital stay based on sample number > 30.

Supplementary Figure 10B. Forest plot of hospital stay based on BMI < 30 (kg/m?).

Supplementary Figure 10C. Forest plot of hospital stay based on non-RCTs (NOS > 6).

Supplementary Figure 10D. Forest plot of hospital stay based on prospective trials.



Supplementary Figure 1A
Hazard Ratio

Hazard Ratio
IV, Fixed, 95% CI

Study or Subgroup  log[Hazard Ratio] SE Weight [V, Fixed, 95% CI
Denost 2015 -0.13 0289 60.6% 0.88[0.50,1.55]
Park 2017 -0.23 036 39.4% 0.79[0.39,1.61]
Total (95% CI) 100.0% 0.84 [0.54, 1.31]

Heterogeneity: Chi*=0.05, df=1{P=0.83); F=0%
Test for overall effect Z=0.75 (P =0.45)
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Supplementary Figure 1B

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Award 2014 17.8 523 20 208 873 20 5.0% -3.00[-7.46,1.46] —
Hisada 2014 177 7.7 20 175 88 50 5.8% 0.20[-3.96, 4.36] -
Kim 2014 159 96 58 161 123 58 6.2% -0.20[4.22 3.82] A
Park 2011 338 21 34 304 17 34 1.2% 3.40[-5.68, 12.48]
Saurahh 2017 174 6.4 82 177 589 106 31.4% -030[2.08,1.49] e
Xing 2017 146 2.56 16 16 2.97 32 379% -1.40[3.02,0.22] —i
Zhang 2014 17 83 65 189 116 132 125% -1.90[-4.73, 093] -
Total (95% CI) 295 432 100.0% -0.97[-1.97,0.03] L 4
Heterogeneity: Chi*= 3.36, df= 6 (P = 0.76); F= 0% 30 = : T 1

Test for overall effect. Z=1.91 (P = 0.06)

Favours [CL] Favours [NOSE]



Supplementary Figure 1C
NOSE CL

—Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI

Kim 2014 13 116 58 123 10
Saurabh 2017 85 39 82 82 33
Xu 2016 88 59 23 7.3 3.3
Total (95% Cl) 163

Heterogeneity: Chi? = 0.65, df =2 (P = 0.72); I’ = 0%
Test for overall effect: Z = 0.96 (P = 0.34)
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Supplementary Figure 1D

Kim 2014 42 24 58 49 35 58 25.

Saurabh 2017 46 34 82 42 23 106 42.
Xu 2016 32 18 23 35 16 23 31
Total (95% Cl) 163 187 100.

Heterogeneity: Chi? = 2.63, df = 2 (P = 0.27); I? = 24%
Test for overall effect: Z = 0.38 (P = 0.70)
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Supplementary Figure 2A

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.20.1RCT
Leung 2013 0 35 4 35 16.0% 0.10[0.01,1.80] -
Subtotal (95% CI) 35 35 16.0%  0.10[0.01, 1.90] ——eeSiiR——
Total events 0 4

Heterogeneity: Not applicable
Test for overall effect: Z=1.53 (P=0.13)

3.20.2 NRCT

Award 2014 0 16 2 32 6.0% 0.37 [0.02, 8.16)

Hisada 2014 0 a2 4 106 141% 0.14 [0.01, 2.60] -

Kim 2014 1 138 8 138 287% 0.12[0.01, 0.96) L E—
Park 2017 0 58 3 58 12.5% 0.14 [0.01, 2.68) -
Saurahh 2017 0 20 8 50 17.5% 0.12[0.01,2.22) *

¥ing 2017 0 20 1 20 58.3% 0.32 [0.01, 8.26)

Subtotal (95% Cl) 334 404 84.0%  0.16 [0.05, 0.48] -
Total events 1 26

Heterogeneity: Chi*=0.59, df=5 (P =0.99), F=0%
Test for overall effect: Z=3.23 (P =0.001)

Total (95% Cl) 369 439 100.0%  0.15[0.05, 0.42] -
Total events 1 30

Heterogeneity: Chi*=0.69, df=6 (P=0.99); F=0%
Test for overall effect: Z=3.58 (P =0.0003)
Test for subaroun differences: Chi*=0.08. df=1 {P=0.78). F=0%

0.005 0.1 1 10 200
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Supplementary Figure 2B

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Costantino 2011 1 17 0 9 28% 1.73[0.06, 46.77)
Kim 2014 0 58 1 58 7T.1% 0.33[0.01,8.21]
Park 2017 9 138 11 138 49.2% 0.81[0.32, 2.01] ——
Saurahh 2017 2 a2 3 106 12.2% 0.86 [0.14, 5.26] I
Xu 2016 0 23 1 23 7.0% 0.32[0.01, 8.25]
Zhang 2014 2 65 6 102 21.7% 0.51 [0.10, 2.60] I
Total (95% Cl) 383 436 100.0% 0.71[0.36, 1.38] -
Total events 14 22 . .

Heterogeneity: Chi*=1.01, df=5{P=0.96); F=0%

Testfor overall effect. Z=1.02 {(P=0.31) 0002 i1 L 1 a0l

Favours [NOSE] Favours [CL]



Supplementary Figure 2C

Hisada 2014 114 72 20 120 56 50 10.2%

Park 2011 425 349 34 323 326 34  15.4%
Park 2017 31.37 27.21 138 4967 619 138 16.6%
Saurabh 2017 59 291 82 712 693 106 15.8%
Xing 2017 438 9.2 16 35.3 10.2 32 17.5%
Xu 2016 70 501 23 852 748 23 9.8%
Zhang 2014 702 66.1 65 126.3 586 132 14.7%
Total (95% Cl) 378 515 100.0%

Heterogeneity: Tau? = 427.36; Chi? = 56.90, df = 6 (P < 0.00001); I> = 89%
Test for overall effect: Z = 1.40 (P = 0.16)
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Supplementary Figure 2D

NOSE CL Odds Ratio Odds Ratio
—Study or Subgroup __Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixzd. 95% Cl
Kim 2014 1 58 1 58 33.3% 1.00 [0.06, 16.38]
Park 2011 0 34 1 34 50.1% 0.32[0.01, 8.23] i
Park 2017 2 138 0 138 16.6% 5.07[0.24, 106.65] "
Total (95% ClI) 230 230 100.0% 1.34 [0.30, 6.05] ’
Total events 3 2 . . . .

TR 2 = - - S 12 = 09, I T T
-!l-_let?;ogeneltyl.lcfl:l : 125_20(?;8 |2:(-P0 7Cz).47),l 0% 0.005 0.1 1 10 200
est for overall effect: Z = 0.35 (P = 0.70) Favours [NOSE] Favours [CL]



Supplementary Figure 2E
NOSE CL

Total

Odds Ratio

Weight M-H, Fixed, 95% CI

Odds Ratio
M-H. Fixed, 95% CI

Study or Subgroup  Events Total Events
3.19.1RCT

Walthuis 2014 3 20 3
Subtotal (95% CI) 20

Total events 3 3

Heterogeneity: Not applicable
Test for overall effect: Z=0.00 (P =1.00)

3.19.2NRCT

Award 2014 2 20 10
Christoforids 2012 3 10 ]
Costantino 2011 ] 17 1
Denost 2015 42 122 42
Hisada 2014 4 20 12
Kim 2014 2 58 7
Park 2011 4 34 9
Park 2017 20 138 K|
Saurabh 2017 8 a2 12
Xu 2016 0 23 ]
Zhang 2014 4 65 23
Subtotal (95% Cl) 589

Total events 94 159

20
20

20
20
9
93
50
58
34
138
106
23
132
688

21%
2.1%

7.3%
2.3%
0.8%
24.9%
4.5%
55%
6.5%
21.6%
7.7%
52%
11.6%
97.9%

Heterogeneity: Chi*=12.599, df=10(P=0.25); F=21%

Test for overall effect: Z= 3.96 (P < 0.0001)

Total (95% CI)
Total events 97

609
162

708

100.0%

Heterogeneity: Chi*=12.97, df=11 (P=0.30); F=15%

Test for overall effect: Z=3.91 (P < 0.0001)

1.00[0.18, 5.67)
1.00 [0.18, 5.67]

0.11 [0.02, 0.61]
1.00[0.19, 5.24]
3.33[0.33, 34.12)
0.70 [0.40, 1.21]
0.79[0.22, 2.83]
0.26 [0.05, 1.31]
0.37 [0.10, 1.35]
0.59 [0.31,1.09]
0.85 [0.33, 2.18]
0.06 [0.00, 1.09]
0.31[0.10, 0.94]
0.55 [0.41, 0.74]

0.56 [0.41, 0.75]

Test for subaroun differences: Chi*=0.45. df=1 (P=050. F=0%
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Supplementary Figure 3A

NOSE CL Mean Difference Mean Difference
Study or Subgroup Mean SD_Total _Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.17.1RCT
Leung 2013 1068 275 35 100 375 35  99% 500[10.41,2041) T
Subtotal (95% Cl) 35 35  9.9% 5.00[-10.41, 20.41] -
Heterogeneity: Not applicable
Test for overall effect. Z=064 (P=0.52)
3.17.2NRCT
Award 2014 2211 M7 20 157.35 4575 20 1% B3.75([36.62,90.88)
Christoforids 2012 220 70.24 10 201.25 485 20 37% 18.75[-29.70,67.20]
Costantino 2011 122 365 17 105 308 9 72% 17.00[9.62 43.62] ]
Hisada 2014 240 77 20 278 39 50 55% -3B8.00[-73.44,-2.56]
Kim 2014 1493 398 58 1319 414 58 101% 17.40[2.62,32.18) -
Park 2011 1708 464 34 1467 572 34  76% 2410[-0.66, 45.86)
Park 2017 17186 57.36 138 14981 4676 138 106% 22.05[9.70, 34.40] —_
Saurahh 2017 2279 558 82 2181 57 106 9.7% 9.80 [-6.44, 26.04] T
Xing 2017 140.6 8.3 16 1222 26.2 32 111% 18.40 [8.45, 28.39] -
Xu 2016 2378 681 23 1689 475 23 5.8% 68.90([34.97,102.83)
Zhang 2014 1116 254 65 1153 23 132 116% -3.70[11.02 3.62) -T
Subtotal (95% Cl) 483 622 90.1% 18.83 [6.48, 31.17] ‘
Heterogeneity: Tau®= 302.20; Chi*=55.86, df=10 (P < 0.00001); F=82%
Test for overall effect: Z=2.99 (P =0.003)
Total (95% CI) 518 657 100.0%  17.34 [6.14, 28.54] <>
Heterogeneity: Tau® = 267.53; Chi*= 56.45, df= 11 (P < 0.00001); F= 81% o0 o i 5 20D

Test for overall effect: Z=3.03 (P=0.002)
Test for subaroun differences: Chi*=1.88.df=1{P=017). = 46.9%

Favours [NOSE] Favours [CL]



Supplementary Figure 3B

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean _SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
3.18.1RCT
Leung 2013 5 1.25 35 5 2 35 13.9% 0.00[-0.78,0.78] T
Subtotal (95% CI) 35 35 13.9% 0.00 [-0.78, 0.78] @
Heterogeneity: Not applicable
Test for overall effect: Z=0.00 (P =1.00)
3.18.2NRCT
Award 2014 7.7 517 20 53 218 20 37% 2.40 [-0.06, 4.86]
Christoforids 2012 12.25 912 10 975 475 20 0.7% 250[-3.52,852]
Costantino 2011 6.62 3.98 17 7.43 665 9  12% -0.81[5.55, 3.93)
Hisada 2014 11.2 3.2 20 11 3 50  6.8% 0.20[-1.43,1.83] B
Kim 2014 65 38 58 7138 58 8.2%  -0.60[-2.00,0.80)] N
Park 2011 79 08 34 88 15 34 16.2% -0.90[-1.47,-0.33] =
Park 2017 986 35 138 11.87 617 138 99% -2.01[3.18,-0.83] -
Saurahh 2017 48 34 a2 59 24 106 13.0% -1.10[1.97,-0.23] —
¥ing 2017 68 34 16 56 08 32 6.5% 1.20 [-0.49, 2.89] T
Xu 2016 129 25 23 148 55 23 37%  -1.90[-4.37, 057 ~
Zhang 2014 9 19 65 9.9 2 132 16.2% -0.90[1.47,-0.33) -
Subtotal (95% CI) 483 622 86.1% -0.66[-1.22,-0.10] L4
Heterogeneity: Tau®= 0.34; Chi*= 2002, df=10(P=0.03); F=50%
Test for overall effect. Z=2.31 (P=0.02)
Total (95% CI) 518 657 100.0% -0.56 [-1.09,-0.04] L 2

Heterogeneity: Tau®= 0.36; Chi*= 23.69, df=11 (P=0.01); F=54%
Test for overall effect. Z=2.11 (P=0.03)
Test for subaroun differences: Chi*=1.80.df=1{P=0.18). F= 445%

4 -2 0 2 4
Favours [NOSE] Favours [CL]



Supplementary Figure 3C

NOSE CL Mean Difference Mean Difference
—Study or Subgroup Mean SD Total Mean SD Total Weight IV.Random.95%ClI  IV.Random,95%Cl
Costantino 2011 2.81 2.6 17 3.28 2.49 9 5.3% -0.47 [-2.51, 1.57]
Kim 2014 49 16 58 58 19 58 20.0% -0.90 [-1.54, -0.26] -
Park 2011 42 0.3 34 57 03 34 27.9% -1.50 [-1.64, -1.36] =
Xing 2017 3.8 0.8 16 48 1.1 32 21.7% -1.00 [-1.55, -0.45] =
Zhang 2014 3.8 1.2 65 6.1 12 132 251% -2.30 [-2.66, -1.94] -
Total (95% Cl) 190 265 100.0% -1.42 [-1.94, -0.90] ’

Heterogeneity: Tau? = 0.25; Chi? = 26.41, df =4 (P < 0.0001); I> = 85% _:4 _'2 0 2 4
Test for overall effect: Z = 5.33 (P < 0.00001) Favours [NOSE] Favours [CL]



Supplementary Figure 3D

NOSE CL Mean Difference Mean Difference

—Study or Subgroup _Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Kim 2014 22 11 58 27 12 58 9.9% -0.50[-0.92,-0.08]

Park 2011 27 08 34 34 09 34 10.7% -0.70[-1.10,-0.30]

Saurabh 2017 12 05 82 18 09 106 425% -0.60[-0.80,-0.40] -

Xu 2016 26 07 23 34 07 23 10.7% -0.80[-1.20, -0.40] -

Zhang 2014 27 09 65 31 0.8 132 26.2% -0.40[-0.66,-0.14] —u

Total (95% Cl) 262 353 100.0% -0.57 [-0.70, -0.44] L 2

Heterogeneity: Chi? = 3.50, df = 4 (P = 0.48); 1> = 0% 2 1 5 1

Test for overall effect: Z = 8.45 (P < 0.00001)

Favours [NOSE]

Favours [CL]



Supplementary Figure 4A

CL

Mean _SD_Total Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

NOSE
Study or Subgroup  Mean __ SD_Total
Award 2014 17.8 5.23 20
Hisada 2014 177 7.7 20
Kim 2014 159 96 58
Park 2011 338 21 34
Saurabh 2017 174 6.4 82
Xing 2017 146 2.56 16
Zhang 2014 17 8.3 65
Total (95% Cl) 193

208 873 20
175 88 50
16.1 123 58
304 17 34
177 59 106

16 2.97 32
189 116 132

306

Heterogeneity: Chi*=1.94, df=4{(P=0.75), F=0%

Test for overall effect. Z=1.79{(P=0.07)

0.0%
9.1%
9.7%
1.9%
0.0%
59.6%
19.7%

100.0%

-3.00 [-7.46, 1.46]

0.20 [-3.96, 4.36]
-0.20 [-4.22, 3.82]
3.40[-5.68,12.48]
-0.30 [-2.08,1.48]
-1.40[-3.02,0.22]
-1.90 [-4.73, 0.93]

-1.15[-2.40, 0.11]
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Supplementary Figure 4B

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean _SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kim 2014 13 116 58 123 10 58 329% 0.70[-3.24, 4.64] &
Saurabh 2017 85 39 82 8.2 33 106 MNot estimahle
Xu 2016 88 549 23 7.3 33 23 B71% 1.50[-1.26, 4.26] L
Total (95% CI) 81 81 100.0% 1.24[-1.03, 3.50] "'
Heterogeneity: Chi*= 0.11, df=1 (P = 0.74); F= 0% 4 2 5 2 4

Test for overall effect. Z=1.07 (P=10.28)

Favours [NOSE] Favours [CL]



Supplementary Figure 4C

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kim 2014 42 24 58 49 35 58 448% -0.70[1.79,0.39] =
Saurabh 2017 46 34 82 42 23 106 MNot estimahle
Xu 2016 32 18 23 35 186 23 552% -0.30[1.28 068 i

Total (95% Cl) 81 81 100.0% -0.48[-1.21,0.25] Q"

Heterogeneity: Chi*=0.28, df=1 (P=0.59); F=0% f J

Test for overall effect: Z=1.28 (P=0.20) B Fav;)1urs [NOSE]UFavours [Cl]



Supplementary Figure 4D

NOSE

Study or Subgroup  Events Total Events

CL

Total

Odds Ratio

Weight M-H, Fixed, 95% CI

Odds Ratio

M-H. Fixed, 95% CI

Award 2014
Hisada 2014
Kim 2014
Leung 2013
Park 2017
Saurabh 2017
Xing 2017

Total (95% CI)
Total events

0

oo =000

1

20
20
58
35
138
82
16

267

Mo 00 ) 00—

25

20
50
58
35
138
106
32

313

Heterogeneity: Chi*=0.47, df=4 (P=0.98), F=0%

Test for overall effect: Z=3.23 (P =0.001)

0.0%
21.7%
15.5%
19.9%
35.6%

0.0%

7.4%

100.0%

0.32 [0.01, 8.26]
0.12[0.01, 2.22]
0.14 [0.01, 2.68]
0.10 [0.01, 1.90]
0.12 [0.01, 0.96]
0.14 [0.01, 2.60]
0.37 [0.02, 8.16]

0.14 [0.04, 0.46]
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0.002

0.1 1

Favours [NOSE] Favours [CL]
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Supplementary Figure 4E

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Costantino 2011 1 17 0 9 0.0% 1.73[0.06, 46.77]
Kim 2014 0 58 1 58 8.4% 0.33[0.01,8.21]
Park 2017 9 138 11 138 57.9% 0.81[0.32, 2.01] ——
Saurahh 2017 2 a2 3 106 0.0% 0.86 [0.14, 5.26]
Xu 2016 0 23 1 23 8.3% 0.32[0.01, 8.25]
Zhang 2014 2 65 6 102 255% 0.51 [0.10, 2.60] e
Total (95% Cl) 284 321 100.0% 0.65[0.31, 1.37] -
Total events 11 19 . .

Heterogeneity: Chi*= 0.66, df=3{(P=0.88), F=0%

Testfor overall effect. Z=1.14 (P=0.25) 0002 i1 L 1 a0l

Favours [NOSE] Favours [CL]



Supplementary Figure 4F

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Hisada 2014 114 72 20 120 56 a0 127%  -6.00[-41.17,29.17]
Park 2011 425 349 34 323 3286 34 18.2% 10.20 [-5.85, 26.25] T
Park 2017 337 2721 138 4967 619 138 193% -18.30[-29.58,-7.02) —
Saurabh 2017 59 291 82 71.2 693 1086 MNot estimahle
Xing 2017 43.8 9.2 16 353 102 32 202% 8.50[2.77,14.23] -
Xu 2016 70 501 23 B52 748 23 122% -15.20[-51.99, 21.59] - |
Zhang 2014 702 661 65 126.3 586 132 17.4% -56.10[-75.02,-37.18] -
Total (95% CI) 296 409 100.0% -12.35[-32.62,7.93] ﬂ’

Heterogeneity: Tau®= 521.64; Chi*=54.62, df=5 (P < 0.00001); F=91%
Testfor overall effect. Z=119{P=0.23)

-50 0 50
Favours [NOSE] Favours [CL]



Supplementary Figure 4G

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed. 95% CI
Award 2014 2 20 10 20 0.0% 0.11[0.02, 0.61]
Christoforids 2012 3 10 6 20 0.0% 1.00[0.19,5.24]
Costantino 2011 5 17 1 9 00% 3.33[0.33 3412
Denost 2015 42 122 42 98 31.2% 0.70[0.40,1.21] —-
Hisada 2014 4 20 12 50  5.6% 0.79[0.22, 2.83) .
Kim 2014 2 58 7 58 6.9% 0.26 [0.05,1.31) - T
Park 2011 4 34 9 34 81% 0.37[0.10,1.39] - T
Park 2017 20 138 31 138 271% 0.59[0.31,1.09] =
Saurahh 2017 8 a2 12 106  0.0% 0.85[0.33,2.18)
YWolthuis 2014 3 20 3 20 0.0% 1.00[0.18, 5.67]
Xu 2016 0 23 ] 23 6.5% 0.06 [0.00,1.09)
Zhang 2014 4 65 23 132 146% 0.31[0.10,0.94] —
Total (95% CI) 460 533 100.0% 0.52[0.37,0.73] .
Total events 76 130
Heterageneity: Chi*= 5.66, df= 6 (P = 0.46); F= 0% 5.002 0f1 ; 1’0 500‘

Test for overall effect: Z=3.83 (P = 0.0001)

Favours [NOSE] Favours [CL]



Supplementary Figure 4H

NOSE CL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Award 2014 2211 a7 20 157.35 4575 20 0.0% B3.75([36.62, 9088
Christoforids 2012 220 70.24 10 201.25 485 20 0.0% 18.75[-29.70,67.20]
Costantino 2011 122 365 17 105 308 9 0.0% 17.00[9.62 43.62]
Hisada 2014 240 77 20 278 39 50  7.4% -3B.00[-73.44,-2.56] I
Kim 2014 1493 3898 58 13189 414 58 14.0% 17.40[2.62,32.18] -
Leung 2013 106 275 35 100 375 35 138% 5.00[10.41,2041] I
Park 2011 1708 464 34 1467 572 34 104% 2410[-0.66, 48.86) —
Park 2017 17186 57.36 138 14981 4676 138 14.8% 22.05[9.70, 34.40] -
Saurahh 2017 2279 558 82 2181 57 106 0.0% 9.80 [-6.44, 26.04]
Xing 2017 140.6 8.3 16 1222 262 32 156% 18.40 [8.45, 28.39] -
Xu 2016 2378 681 23 1689 475 23 7.7% 68.90([34.97, 10283 -
Zhang 2014 1116 254 65 1153 23 132 163%  -3.70[11.02, 3.62) -
Total (95% CI) 389 502 100.0%  13.70[0.97, 26.43] @
Heterogeneity: Tau*= 244.73; Chi*= 40.95, df= 7 (P < 0.00001); F= 83% b0 50 5 20 60

Test for overall effect. Z= 211 (P=0.03)

Favours [NOSE] Favours [CL]



Supplementary Figure 41

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Award 2014 77 517 20 53 218 20 0.0% 2.40[-0.06, 4.86]
Christoforids 2012 12.25 912 10 975 475 20 0.0% 2.50[-3.52,8.52)
Costantino 2011 6.62 3.98 17 743 B.65 9 0.0%  -0.81[-5.55,3.93]
Hisada 2014 1.2 3.2 20 11 3 a0 8.0% 0.20[-1.43,1.83] N
Kim 2014 65 38 58 7138 58 98%  -0.60[-2.00,0.80] -
Leung 2013 5 1.25 35 L 2 35 17.3% 0.00[-0.78,0.78] -
Park 2011 79 08 34 88 15 34 206% -080[1.47,-0.33] -
Park 2017 986 35 138 11.87 617 138 118% -2.01[3.19,-083] -
Saurabh 2017 48 34 82 59 24 106 0.0% -1.10[-1.97,-0.23]
Xing 2017 68 34 16 56 08 32 7.6% 1.20[-0.49, 2.89] T
Xu 2016 129 25 23 148 45 23 42%  -1.90[-4.37,0.57] -
Zhang 2014 9 19 65 9.9 2 132 206% -0.90[1.47,-0.33] -
Total (95% CI) 389 502 100.0% -0.64[-1.19,-0.09] L 2

Heterogeneity: Tau®*=0.30; Chi*=15.68, df=7 (P=0.03); F=55%
Testfor overall effect. Z= 228 (P=0.02)

4 -2 0 2 4
Favours [NOSE] Favours [CL]



Supplementary Figure SA

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Award 2014 17.8 5.23 20 208 873 20 0.0% -3.00[-7.46,1.46]
Hisada 2014 177 7.7 20 175 88 a0 0.0% 0.20[-3.96, 4.36]
Kim 2014 159 96 58 161 123 58 121% -0.20[-4.22, 3.82] . I
Park 2011 338 21 34 304 17 34 2.4% 3.40[-5.68, 12.48]
Saurabh 2017 174 6.4 82 177 59 106 61.2% -030[-2.08, 1.48] —
Xing 2017 146 2.56 16 16 2.97 32 0.0% -1.40[-3.02,0.22]
Zhang 2014 17 8.3 65 189 116 132 244% -190[-4.73 093] —
Total (95% CI) 239 330 100.0% -0.59[-1.99,0.80]
Heterogeneity: Chi*=1.70, df= 3 (P = 0.64); F= 0% 5 : 5

Testfor overall effect. Z=083 (P=0.41)

Favours [CL] Favours [NOSE]



Supplementary Figure 5B

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean _SD Total Mean SD Total Weight IV, Fixed, 95% ClI IV, Fixed, 95% CI
Award 2014 17.8 5.23 20 208 873 20 0.0% -3.00[-7.46,1.46]
Hisada 2014 177 7.7 20 175 88 a0 6.1% 0.20[3.96, 4.36] S
Kim 2014 159 96 58 161 123 58 6.5% -0.20[-4.22 3.82] - 1
Park 2011 338 21 34 304 17 34 1.3% 3.40[-5.68,12.48]
Saurahh 2017 174 6.4 82 177 59 106 331% -0.30[2.08, 1.48] —a—
Xing 2017 146 256 16 16 2.97 32 399% -1.40[3.02,022] —i
Zhang 2014 17 8.3 65 1849 116 132 132% -1.90[4.73, 093] - 1
Total (95% CI) 275 412 100.0% -0.87 [-1.89, 0.16] L
Heterogeneity: Chi*= 2.52, df=5 (P=0.77); F= 0% f f

Test for overall effect: Z=1.66 (P=0.10)

-10

-5 0 5§ 10
Favours [CL] Favours [NOSE]



Supplementary Figure 5C

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Award 2014 17.8 523 20 208 873 20 81% -3.00[-7.46,1.46] —
Hisada 2014 177 7.7 20 175 88 50  93% 0.20[-3.96, 4.36] -
Kim 2014 159 96 58 161 123 58 10.0% -0.20[-4.22, 3.82] - 1T
Park 2011 338 21 34 304 17 34 20% 3.40[-568, 12.48]
Saurahh 2017 174 6.4 82 177 589 106 506% -030[2.08, 1.49] ——
Xing 2017 146 2.56 16 16 2.97 32 0.0% -1.40[3.02,0.22]
Zhang 2014 17 83 65 189 116 132 201% -1.90[-4.73,0.93] T
Total (95% CI) 279 400 100.0% -0.71][-1.98, 0.56]
Heterogeneity: Chi*= 2.93, df=5 (P= 0.71); F= 0% 30 = : T 1

Testfor overall effect. Z=110{P=0.27)

Favours [CL] Favours [NOSE]



Supplementary Figure 5D

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Award 2014 17.8 523 20 208 873 20 0.0% -3.00[-7.46,1.46]
Hisada 2014 177 7.7 20 175 88 50 0.0% 0.20[-3.96, 4.36]
Kim 2014 159 96 58 161 123 58 13.7% -0.20[-4.22 3.82] - 1T
Park 2011 338 21 34 304 17 34 27% 3.40[-568, 12.48]
Saurahh 2017 174 6.4 82 177 589 106 0.0% -0.30[2.08,1.49]
Xing 2017 146 2.56 16 16 2.97 32 837% -1.40[3.02,0.22] i
Zhang 2014 17 83 65 189 116 132 0.0% -1.90[-4.73, 093]
Total (95% CI) 108 124 100.0% -1.11[-2.59, 0.38] ‘[
Heterogeneity: Chi*=1.27, df= 2 (P = 0.53); F= 0% 30 = : T 1

Testfor overall effect. Z=146(P=0.14)

Favours [CL] Favours [NOSE]



Supplementary Figure 6A

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed. 95% CI
Award 2014 2 20 10 20 0.0% 0.11[0.02, 0.61]
Christoforids 2012 3 10 6 20 0.0% 1.00[0.19,5.24]
Costantino 2011 5 17 1 9 00% 3.33[0.33 3412
Denost 2015 42 122 42 98 32.0% 0.70[0.40,1.21] —-
Hisada 2014 4 20 12 50  0.0% 0.79[0.22, 2.83)
Kim 2014 2 58 7 58 71% 0.26 [0.05, 1.31] - T
Park 2011 4 34 9 34 83% 0.37[0.10,1.39] - T
Park 2017 20 138 31 138 27.8% 0.59[0.31,1.09] =
Saurahh 2017 8 82 12 106 99% 0.85[0.33,2.19] e
YWolthuis 2014 3 20 3 20 0.0% 1.00[0.18, 5.67]
Xu 2016 0 23 ] 23 0.0% 0.06 [0.00,1.09)
Zhang 2014 4 65 23 132 149% 0.31[0.10,0.94] -
Total (95% CI) 499 566 100.0% 0.57 [0.41, 0.79] ¢
Total events a0 124
Heterageneity: Chi*= 3.72, df= 5 (P = 0.59); F= 0% n 002 0=1 ; 1’0 500‘

Test for overall effect: Z=3.37 (P =0.0008)

Favours [NOSE] Favours [CL]



Supplementary Figure 6B

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed. 95% CI
Award 2014 2 20 10 20 0.0% 0.11[0.02, 0.61]
Christoforids 2012 3 10 6 20 0.0% 1.00[0.19,5.24]
Costantino 2011 5 17 1 9 00% 3.33[0.33 3412
Denost 2015 42 122 42 98 0.0% 0.70[0.40,1.21]
Hisada 2014 4 20 12 50  6.9% 0.79[0.22, 2.83) I
Kim 2014 2 58 7 58  8.5% 0.26 [0.05,1.31) - T
Park 2011 4 34 9 34 10.0% 0.37[0.10,1.39] - T
Park 2017 20 138 31 138 33.4% 0.59[0.31,1.09] —
Saurahh 2017 8 82 12 106 11.9% 0.85[0.33,2.19] e
YWolthuis 2014 3 20 3 20 3.2% 1.00[0.18, 5.67] S
Xu 2016 0 23 ] 23 8.0% 0.06 [0.00,1.09)
Zhang 2014 4 65 23 132 18.0% 0.31[0.10,0.94] —
Total (95% CI) 440 561 100.0% 0.50[0.34, 0.74] ‘
Total events 45 103
Heterageneity: Chi*= 6.16, df= 7 (P = 0.52); F= 0% 5.002 0f1 ; 1’0 500‘

Test for overall effect: Z=3.54 (P =0.0004)

Favours [NOSE] Favours [CL]



Supplementary Figure 6C

Odds Ratio

Odds Ratio
M-H. Fixed, 95% CI

0.11 [0.02, 0.61]
1.00[0.19, 5.24]
3.33[0.33, 34.12)
0.70 [0.40, 1.21]
0.79[0.22, 2.83]
0.26 [0.05, 1.31]
0.37 [0.10, 1.35]
0.59 [0.31,1.09]
0.85 [0.33, 2.18]
1.00[0.18, 5.67]
0.06 [0.00, 1.09]
0.31[0.10, 0.94]

0.57 [0.42,0.78]

NOSE CL
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI
Award 2014 2 20 10 20 7.9%
Christoforids 2012 3 10 ] 20 2.5%
Costantino 2011 ] 17 1 9 0.8%
Denost 2015 42 122 42 98 26.9%
Hisada 2014 4 20 12 50 4.8%
Kim 2014 2 58 7 58 5.9%
Park 2011 4 34 9 34 7.0%
Park 2017 20 138 3 138 23.3%
Saurahh 2017 8 a2 12 106  8.3%
Wolthuis 2014 3 20 3 20 0.0%
Xu 2016 0 23 ] 23 0.0%
Zhang 2014 4 65 23 132 125%
Total (95% CI) 566 665 100.0%
Total events 94 153

Heterogeneity: Chi*=10.14, df=9{P=034); F=11%
Test for overall effect: Z=3.60 (P =0.0003)

o 1+HI+ |

0.002

0.1 1 10
Favours [NOSE] Favours [CL]

500



Supplementary Figure 6D

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Award 2014 220 10 20  0.0%  0.11[0.02, 061
Christoforids 2012 310 6 20 0.0% 1.00[0.19,5.24]
Costantino 2011 5 17 1 9  21% 3.33[0.33,34.12)
Denost 2015 42 122 42 98  0.0%  0.70[0.40,1.21]
Hisada 2014 4 20 12 50  0.0%  0.79[0.22, 2.83]
Kim 2014 2 58 7 58 151%  0.26[0.05,1.31] Tk
Park 2011 4 34 9 34 17.8%  0.37[0.10,1.35) ——
Park 2017 20 138 31 138 59.3%  0.59[0.31,1.09] —H
Saurabh 2017 8 82 12 106 0.0%  0.85[0.33,2.18]
Wolthuis 2014 320 3 20 57%  1.00[0.18, 5.67] B E—
¥u 2016 0 23 6 23 0.0% 0.06[0.00,1.09
Zhang 2014 4  B5 23 132 0.0%  0.31[0.10,0.94)
Total (95% Cl) 267 259 100.0%  0.58 [0.36, 0.93] L 2
Total events 34 51
Heterogeneity: Chi*= 3.96, df= 4 (P = 0.41); F= 0% n = 0=1 ; 150 500‘

Test for overall effect: Z=2.24 (P=0.03)

Favours [NOSE] Favours [CL]



Supplementary Figure 7A

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Costantino 2011 1 17 0 9 0.0% 1.73[0.06, 46.77]
Kim 2014 0 58 1 58 7.9% 0.33[0.01,8.21]
Park 2017 9 138 11 138 545% 0.81[0.32, 2.01] ——
Saurahh 2017 2 a2 3 106 13.5% 0.86 [0.14, 5.26] I
Xu 2016 0 23 1 23 0.0% 0.32[0.01, 8.25]
Zhang 2014 2 65 6 102 240% 0.51 [0.10, 2.60] e
Total (95% Cl) 343 404 100.0% 0.70[0.35, 1.42] -
Total events 13 21 . .

Heterogeneity: Chi*=0.50, df=3{P=0.92), F=0%

Test for overall effect. Z= 098 (P=0.33) 0002 i1 L 1 a0l

Favours [NOSE] Favours [CL]



Supplementary Figure 7B

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Costantino 2011 1 17 0 9 0.0% 1.73[0.06, 46.77]
Kim 2014 0 58 1 58 7.3% 0.33[0.01,8.21]
Park 2017 9 138 11 138 506% 0.81[0.32, 2.01] ——
Saurahh 2017 2 a2 3 106 126% 0.86 [0.14, 5.26] I
Xu 2016 0 23 1 23 7.2% 0.32[0.01, 8.25]
Zhang 2014 2 65 6 102 223% 0.51 [0.10, 2.60] e
Total (95% Cl) 366 427 100.0% 0.68 [0.34, 1.34] S 3
Total events 13 22 . .

Heterogeneity: Chi*=0.72, df= 4 (P=0.95), F=0%

Test for overall effect. Z=1.12 (P =0.26) 0002 i1 L 1 a0l

Favours [NOSE] Favours [CL]



Supplementary Figure 7C

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
Costantino 2011 1 17 0 9 3.0% 1.73[0.06, 46.77)
Kim 2014 0 58 1 58 T.7% 0.33[0.01,8.21]
Park 2017 9 138 11 138 528% 0.81[0.32, 2.01] ——
Saurahh 2017 2 a2 3 106 131% 0.86 [0.14, 5.26] I
Xu 2016 0 23 1 23 0.0% 0.32[0.01, 8.25]
Zhang 2014 2 65 6 102 23.3% 0.51 [0.10, 2.60] e
Total (95% Cl) 360 413 100.0% 0.73[0.37, 1.46] -
Total events 14 21 . .

Heterogeneity: Chi*=0.76, df= 4 (P=0.94), F=0%

Test for overall effect. Z=0.88 (P=0.38) 0002 i1 L 1 a0l

Favours [NOSE] Favours [CL]



Supplementary Figure 7D

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Costantino 2011 1 17 0 9 00% 1.73[0.06, 46.77]
Kim 2014 0 58 1 58 126% 0.33[0.01, 8.21] -
Park 2017 9 138 11 138 87.4%  0.81[0.32 2.01] —-
Saurabh 2017 2 a2 3 106 0.0% 0.86 [0.14, 5.26]
Xu 2016 0 23 1 23 0.0% 0.32[0.01, 8.25]
Zhang 2014 2 65 6 102 0.0% 0.51[0.10, 2.60]
Total (95% CI) 196 196 100.0%  0.75[0.31, 1.78] -
Total events 9 12 . .

Heterogeneity: Chi*=0.28, df=1 (P = 0.60); F=0%

Test for overall effect. Z= 066 (P=0.51) 0002 i1 L 1 a0l

Favours [NOSE] Favours [CL]



Supplementary Figure 8A

NOSE

Study or Subgroup  Events Total Events

CL

Total

Odds Ratio

Weight M-H, Fixed, 95% CI

Odds Ratio

M-H. Fixed, 95% CI

Award 2014
Hisada 2014
Kim 2014
Leung 2013
Park 2017
Saurabh 2017
Xing 2017

Total (95% CI)
Total events

0

oo =000

1

20
20
58
35
138
82
16

313

Mo 00 ) 00—

19

20
50
58
35
138
106
32

337

Heterogeneity: Chi*=0.03, df= 3 {(P=1.00); F=0%

Test for overall effect. Z=3.13 (P=0.002)

0.0%
0.0%
17.6%
22.5%
40.2%
19.8%
0.0%

100.0%

0.32 [0.01, 8.26]
0.12[0.01, 2.22]
0.14 [0.01, 2.68]
0.10 [0.01, 1.90]
0.12 [0.01, 0.96]
0.14 [0.01, 2.60]
0.37 [0.02, 8.16]

0.12[0.03, 0.45]

-~

0.002

0.1 1

Favours [NOSE] Favours [CL]

10

500



Supplementary Figure 8B

NOSE

Study or Subgroup  Events Total Events

CL

Total

Odds Ratio

Weight M-H, Fixed, 95% CI

Odds Ratio
M-H. Fixed, 95% CI

Award 2014
Hisada 2014
Kim 2014
Leung 2013
Park 2017
Saurabh 2017
Xing 2017

Total (95% CI)
Total events

0

oo =000

1

20
20
58
35
138
82
16

349

Mo 00 ) 00—

29

20
50
58
35
138
106
32

419

Heterogeneity: Chi*=0.47, df=5{P=0.99), F=0%

Test for overall effect: Z=3.49 (P = 0.0005)

0.0%
18.4%
13.2%
16.9%
30.3%
14.9%

6.3%

100.0%

0.32 [0.01, 8.26]
0.12[0.01, 2.22]
0.14 [0.01, 2.68]
0.10 [0.01, 1.90]
0.12 [0.01, 0.96]
0.14 [0.01, 2.60]
0.37 [0.02, 8.16]

0.14 [0.04,0.42]

et~

0.002

0.1 1 10
Favours [NOSE] Favours [CL]

500



Supplementary Figure 8C

NOSE CL Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed. 95% CI
Award 2014 0 20 1 20 6.8% 0.32[0.01, 8.26)
Hisada 2014 0 20 8 50 22.4% 0.12[0.01,2.22) =
Kim 2014 0 58 3 58 16.0% 0.14[0.01, 2.68] *
Leung 2013 0 35 4 35 0.0% 0.10[0.01, 1.90]
Park 2017 1 138 8 138 367% 0.12[0.01, 0.96] —
Saurahh 2017 0 82 4 106 181% 0.14 [0.01, 2.60) -
Xing 2017 0 16 2 32 0.0% 0.37 [0.02, 8.16)
Total (95% CI) 318 372 100.0% 0.14 [0.04, 0.47] ’
Total events 1 24
Heterageneity: Chi*= 0.28, df= 4 (P = 0.99); F= 0% n = 0=1 ; 150 p—

Test for overall effect: Z=3.18 (P =0.001)

Favours [NOSE] Favours [CL]



Supplementary Figure 8D

NOSE

Study or Subgroup  Events Total Events

CL

Total

Odds Ratio

Weight M-H, Fixed, 95% CI

Odds Ratio

M-H. Fixed, 95% CI

Award 2014
Hisada 2014
Kim 2014
Leung 2013
Park 2017
Saurabh 2017
Xing 2017

Total (95% CI)
Total events

0

oo =000

1

20
20
58
35
138
82
16

247

Mo 00 ) 00—

17

20
50
58
35
138
106
32

263

Heterogeneity: Chi*=0.46, df=3 {(P=093);, F=0%

Test for overall effect: Z=2.90 (P =0.004)

0.0%
0.0%
19.8%
25.4%
45.4%
0.0%
9.4%

100.0%

0.32 [0.01, 8.26]
0.12[0.01, 2.22]
0.14 [0.01, 2.68]
0.10 [0.01, 1.90]
0.12 [0.01, 0.96]
0.14 [0.01, 2.60]
0.37 [0.02, 8.16]

0.14 [0.04, 0.53]

-

0.002

0.1 1

Favours [NOSE] Favours [CL]

10

500



Supplementary Figure 9A

NOSE CL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Award 2014 2211 a7 20 157.35 4575 20 0.0% B3.75([36.62, 9088
Christoforids 2012 220 70.24 10 201.25 485 20 0.0% 18.75[-29.70,67.20]
Costantino 2011 122 365 17 105 308 9 0.0% 17.00[9.62 43.62]
Hisada 2014 240 77 20 278 39 50 0.0% -38.00[73.44, -2.56]
Kim 2014 1493 3898 58 13189 414 58 16.7% 17.40[2.62,32.18] -
Leung 2013 106 275 35 100 375 35 16.3% 5.00[10.41,20.41] -
Park 2011 1708 464 34 1467 572 34 106% 2410[-0.66, 48.86) |
Park 2017 17186 5736 138 14981 4676 138 18.6% 22.05[9.70, 34.40] -
Saurahh 2017 2279 558 82 2181 57 106 157% 9.80 [-6.44, 26.04] T
Xing 2017 140.6 8.3 16 1222 262 32 0.0% 18.40 [8.45, 28.39]
Xu 2016 2378 681 23 1689 475 23 0.0% 68.90([34.97 10283
Zhang 2014 1116 254 65 1153 23 132 222%  -3.70[11.02, 3.62) =T
Total (95% CI) 412 503 100.0%  11.08[0.46, 21.70] @
Heterogeneity: Tau?= 118.40; Chi*= 17.78, df = 5 (P = 0.003); F=72% B0 -0 5 20 100

Testfor overall effect. Z=2.05{(P=0.04)

Favours [NOSE] Favours [CL]



Supplementary Figure 9B

NOSE CL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Award 2014 2211 a7 20 157.35 4575 20 0.0% B3.75([36.62, 9088
Christoforids 2012 220 70.24 10 201.25 485 20 0.0% 18.75[-29.70,67.20]
Costantino 2011 122 365 17 105 308 9 0.0% 17.00[9.62 43.62]
Hisada 2014 240 77 20 278 39 50  6.2% -38.00[-73.44,-2.56] -
Kim 2014 1493 3898 58 13189 414 58 12.4% 17.40[2.62,32.18] -
Leung 2013 106 275 35 100 375 35 122% 5.00[10.41,20.41] I
Park 2011 1708 464 34 1467 572 34 90% 2410[-0.66, 48.86) |
Park 2017 17186 57.36 138 14981 4676 138 13.2% 22.05[9.70, 34.40] -
Saurahh 2017 2279 558 82 2181 57 106 11.9% 9.80 [-6.44, 26.04] T
Xing 2017 140.6 8.3 16 1222 262 32 14.0% 18.40 [8.45, 28.39] -
Xu 2016 2378 681 23 1689 475 23  B6.5% 68.90([34.97, 10283 B —
Zhang 2014 1116 254 65 1153 23 132 147%  -3.70[11.02, 3.62) -
Total (95% CI) 471 608 100.0%  13.17 [1.86, 24.47] >
Heterogeneity: Tau*= 212.03; Chi*= 40.96, df= 8 (P < 0.00001); F= 80% B0 -0 : 20 100

Testfor overall effect. Z= 228 (P=0.02)

Favours [NOSE] Favours [CL]



Supplementary Figure 9C

NOSE CL Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Award 2014 2211 a7 20 157.35 4575 20 99% 63.75([36.62,90.88) -
Christoforids 2012 220 70.24 10 201.25 485 20 54% 18.75[-29.70,67.20]
Costantino 2011 122 365 17 105 308 9 10.0% 17.00[9.62, 43.62] -
Hisada 2014 240 77 20 278 39 50 7.8% -3B.00[-73.44, -2.56] -
Kim 2014 1493 3898 58 13189 414 58 136% 17.40[2.62,32.18] -
Leung 2013 106 275 35 100 375 35  0.0% 5.00[10.41,2041]
Park 2011 1708 464 34 1467 572 34 106% 2410[-0.66, 48.86) |
Park 2017 17186 57.36 138 14981 4676 138 142% 22.05[9.70, 34.40] -
Saurahh 2017 2279 558 82 2181 57 106 131% 9.80 [-6.44, 26.04] T
Xing 2017 140.6 8.3 16 1222 262 32 0.0% 18.40 [8.45, 28.39]
Xu 2016 2378 681 23 1689 475 23 0.0% 68.90([34.97 10283
Zhang 2014 1116 254 65 1153 23 132 154%  -3.70[11.02, 3.62) -
Total (95% CI) 444 567 100.0%  14.84[1.04, 28.63] -
Heterogeneity: Tau®= 308.26; Chi*= 41.34, df = 8 (P < 0.00001); F= 81% B0 -0 : 20 100

Test for overall effect. Z= 211 (P=0.03)

Favours [NOSE] Favours [CL]



Supplementary Figure 9D

NOSE
Study or Subgroup Mean SD _Total
Award 2014 2211 417 20
Christoforids 2012 220 70.24 10
Costantino 2011 122 365 17
Hisada 2014 240 77 20
Kim 2014 1493 398 58
Leung 2013 105 275 35
Park 2011 1708 464 34
Park 2017 17186 57.36 138
Saurahh 2017 2279 558 a2
Xing 2017 1406 8.3 16
Xu 2016 2378 681 23
Zhang 2014 1116 254 65
Total (95% Cl) 298

Heterogeneity: Chi*= 3.35, df=5 (P =0.65), F=0%
Test for overall effect. Z=5.74 (P < 0.00001)

CL Mean Difference Mean Difference
Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
157.35 4575 20 0.0% 63.75[36.62,90.88)
201.25 4845 20 0.0% 18.75[29.70,67.20]
105 3049 9 50% 17.00[-9.62, 43.62) N
278 39 a0 0.0% -38.00[-73.44,-2.56)
1319 414 58 16.1% 17.40[2.62,32.18] —
100 375 35 148% 5.00[10.41, 20.41] -
146.7 57.2 34 57% 2410[-0.66, 48.86) |
14981 4676 138 23.0% 22.051[9.70, 34.40] —
2181 57 106 0.0% 9.80 [-6.44, 26.04)
1222 26.2 32 355% 18.40[8.45, 28.35] —
1689 475 23 0.0% 68.90[34.97,102.83)
115.3 23 132 0.0% -3.70[11.02, 3.62)
306 100.0% 17.36[11.43, 23.28] <
00 -50 0 50 100

Favours [NOSE] Favours [CL]



Supplementary Figure 10A

SD_Total Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference
IV, Fixed, 95% CI

NOSE CL

Study or Subgroup  Mean __ SD_Total Mean
Award 2014 77 817 20 53 218
Christoforids 2012 12.25 912 10 975 475
Costantino 2011 6.62 3.98 17 743 665
Hisada 2014 11.2 3.2 20 11 3
Kim 2014 65 38 58 7138
Leung 2013 5 1.25 35 5 2
Park 2011 79 08 34 88 15
Park 2017 986 35 138 11.87 617
Saurabh 2017 48 34 a2 59 24
Xing 2017 6.8 34 16 56 08
Xu 2016 129 25 23 148 54
Zhang 2014 9 19 65 9.9 2
Total (95% Cl) 412

Heterogeneity: Chi*=8.74, df=5{(P=012); F=43%
Test for overall effect. Z=5.31 (P < 0.00001)

20 0.0%
20 0.0%
9 0.0%
50  0.0%
58 4.9%
35 159%
34 29.8%
138 6.9%
106 13.0%
32 0.0%
23 0.0%
132 29.5%
503 100.0%

2.40 [-0.06, 4.86]
2.50[-3.52,8.52]
-0.81 [-5.55, 3.93]
0.20[-1.43,1.83]
-0.60 [-2.00, 0.80]
0.00[-0.78,0.78]
-0.90 [-1.47,-0.33]
-2.01 [-3.19,-0.83]
-1.10 [-1.97,-0.23]
1.20 [-0.49, 2.89]
-1.90 [-4.37, 0.57]
-0.90 [-1.47,-0.33]

-0.84 [-1.16, -0.53]
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Favours [NOSE] Favours [CL]



Supplementary Figure 10B

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Award 2014 7.7 817 20 53 218 20 0.0% 2,40 [-0.06, 4.86]
Christoforids 2012 12.25 912 10 975 475 20 0.0% 250[-3.52,852]
Costantino 2011 6.62 3.98 17 7.43 665 9 00% -0.81[5.55 393
Hisada 2014 1.2 3.2 20 11 3 50  6.5% 0.20[-1.43,1.83] I R
Kim 2014 65 38 58 71038 58 8.0% -0.60[-2.00, 0.80] - 1
Leung 2013 5 1.25 35 5 2 3B 151% 0.00 [-0.78,0.78] B
Park 2011 79 08 34 88 15 34 186% -090[1.47,-0.33] —
Park 2017 986 35 138 11.87 617 138 100% -2.01[3.19,-0.83] -
Saurahh 2017 48 34 a2 59 24 106 139% -1.10[1.97,-0.23] -
Xing 2017 68 34 16 56 08 32 6.1% 1.20 [-0.49, 2.89] -
Hu 2016 129 25 23 148 55 23 33% -1.90[4.37, 057
Zhang 2014 9 19 65 9.9 2 132 185% -090[1.47,-0.33] —
Total (95% CI) 471 608 100.0% -0.71[-1.19,-0.23] >
Heterogeneity: Tau®= 0.24; Chi*= 16.34, df= 8 (P = 0.04); F=51% 4 2 ? 2

Test for overall effect: Z= 2.89 (P = 0.004)

Favours [NOSE] Favours [CL]



Supplementary Figure 10C

CL

SD_Total Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference

NOSE

Study or Subgroup  Mean __ SD_Total Mean
Award 2014 77 817 20 5.3
Christoforids 2012 12.25 912 10 975
Costantino 2011 6.62 3.98 17 7.43
Hisada 2014 11.2 3.2 20 11
Kim 2014 65 38 58 71
Leung 2013 5 1.25 35 5
Park 2011 79 08 34 8.8
Park 2017 986 35 138 11.87
Saurabh 2017 48 34 a2 5.9
Xing 2017 6.8 34 16 5.6
Xu 2016 129 25 23 148
Zhang 2014 9 19 65 9.9
Total (95% Cl) 444

218
4.75
6.65
3
39
2
1.5
617
24
0.8
55
2

Heterogeneity: Chi*=13.64, df=8{(P=0.09), F=41%

Test for overall effect. Z=5.27 (P < 0.00001)

20 1.8%
20 0.3%
9 05%
50 41%
58 55%
35 0.0%
34 331%
138 7.7%
106 14.4%
32 0.0%
23 0.0%
132 327%
567 100.0%

2.40 [-0.06, 4.86]
2.50[-3.52,8.52]
-0.81 [-5.55, 3.93]
0.20[-1.43,1.83]
-0.60 [-2.00, 0.80]
0.00[-0.78,0.78]
-0.90 [-1.47,-0.33]
-2.01 [-3.19,-0.83]
-1.10 [-1.97,-0.23]
1.20 [-0.49, 2.89]
-1.90 [-4.37, 0.57]
-0.90 [-1.47,-0.33]

-0.88 [-1.21, -0.56]

IV, Fixed, 95% CI

LY ]
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Favours [NOSE] Favours [CL]



Supplementary Figure 10D

NOSE CL Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Award 2014 77 517 20 53 218 20 0.0% 2.40[-0.06, 4.86]
Christoforids 2012 12.25 912 10 975 475 20 0.0% 2.50[-3.52,8.52)
Costantino 2011 6.62 3.98 17 743 B.65 9 25%  -0.81[-5.55,3.93)
Hisada 2014 1.2 3.2 20 11 3 a0 0.0% 0.20[-1.43,1.83]
Kim 2014 65 38 58 7138 58 156%  -0.60[-2.00,0.80] -
Leung 2013 5 1.25 35 L 2 35 240% 0.00[-0.78,0.78] -
Park 2011 79 08 34 88 15 34 271% -080[1.47,-0.33] =
Park 2017 986 35 138 11.87 617 138 182% -2.01[3.19,-083] —
Saurabh 2017 48 34 82 59 24 106 0.0% -1.10[-1.97,-0.23]
Xing 2017 68 34 16 56 08 32 127% 1.20[-0.49, 2.89] T
Xu 2016 129 25 23 148 45 23 0.0%  -1.90[-4.37,0.57]
Zhang 2014 9 19 65 9.9 2 132 0.0% -090[-1.47, -0.33]
Total (95% CI) 298 306 100.0%  -0.57 [-1.35, 0.20] ‘I

Heterogeneity: Tau*=0.49; Chi*=13.08, df=5(P=0.02); F=62%
Testfor overall effect. Z=1.45{P=0.15)
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Favours [NOSE] Favours [CL]



