APPENDIX D - Forest Plots

Figures
Figure 1 (Analysis 1.2)

22-Apr-2025

POEM Heller Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1 Randomized trials
Conte 2020 nE 1.2 20 n4 07 20 A0.0% 0.20 [0.41, 0.81]
deMoura 2022 na 1.2 20 o ov 20 A0.0% 050 011, 1.11]
Subtotal (95% CI) 410 40 100.0% 0.35 [-0.08, 0.78]

Heterogeneity: Tau®=0.00; Chi®= 047, df=

Test for overall effect: =199 (FP=0.11)

1.2.2 Observational studies

Leeds 2017 1.2 16 11
Shally 2022 1.3 31 33
Rasmussen 2023 3 31 24
Peng 2017 26 14 12
Wiard 2021 22 31 27
Wiard 2017 09 16 41
Wiirsching 2019 056 065 £
Subtotal (95% CI) 157

1(F=049); F=0%

3 07 9 153%
244 3 25 39%
a8 3 2 44%
28 13 15 149%
24 3 22 TO%
1 13 232 M T%
052 0.65 22 27 0%
124 100.0%

Heterogeneity: TauwF=0.22; Chi*=1117, df=6{F = 0.08); F= 46%

Test for overall effect: £=1.68 (P = 0.08)

Test for subgroup differences: Chif= 531, dfi=1 {P=0.02, F=81.2%

-1.80[-2.85,-0.74]
-1.14 2,72, 0.44]
-0.80 [3.22,1.62]
-0.20 127, 0.87]
-0.20 F1.81,1.81]
-0.10 [F0.82, 0.62]

0.04 [-0.46, 0.54]
-0.47 [-1.01, 0.08]

Forest plot of comparison: 1 POEM vs Heller, outcome: 1.2 Eckardt.

Figure 2 (Analysis 1.4)

=t

2 0 2
Favors POEM  Favors Heller

o

POEM Heller Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Random, 95% CI I, Random, 95% CI
1.4.1 Randomized trials
VWerner 2019 168 235 112 176 a7y 109 100.0% -0.80[-1.97, 0.37] l
Subtotal (95% CI) 112 109 100.0%  -0.80 [-1.97, 0.37]
Heterogeneity: Mot applicable
Test for overall effect: Z=1.34 (P=0.1&)
1.4.2 Observational studies
Subtotal (95% CI) 0 0 Mot estimable

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

Test for subaroup differences: Mot apnlicable

2

-1 0 1 2
Favors POEM Favors Heller

Forest plot of comparison: 1 POEM vs Heller, outcome: 1.4 DeMeester score continuous (>12mo).

Figure 3 (Analysis 1.6)
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22-Apr-2025

Test for Test
POEM Heller Odds Ratio Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.6.1 Randomized trials
VWerner 2019 27 G4 14 6 36.4% 1.25[0.60, 2.61] i
Subtotal (95% CI) 69 K6 36.4% 1.25 [0.60, 2.61] —ea
Total events 27 19
Heterogeneity: Mot applicable
Test for overall effect: £ = 0.60 (P =0.58)
1.6.2 Observational studies
Costantini 2020 aa 99 14 ™ 3T 1% 2.89[1.43, 5.86] L
Wiard 2021 14 27 14 22 26.48% 050016, 1.62] =
Subtotal (95% CI) 126 101 63.6% 1.20[0.23, 7.12] | ———enn SR ———
Total events a2 29
Heterogeneity: Tauw®=1.29; Chi*=6.28, df=1 (F=0.01); F=84%
Test for overall effect: =029 (P=0.77)
Total (95% CI) 195 157  100.0% 1.34 [0.54, 3.31] ——e i ———
Total events 79 43
Heterogeneity: Tau®=0.45; Chi*= 687, df=2 (P =003 F=71% I I ! !
. 0.z 0.4 2 a
Test for overall effect: £=0.63 (P =053 Favors POEM Favors Heller
Test for subaroup differences: Chi®= 0.00, df=1 (P =088, F=0%
Forest plot of comparison: 1 POEM vs Heller, outcome: 1.6 DeMeester score dichotomous (>6mo).
Figure 4 (Analysis 1.8)
POEM Heller Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
1.8.1 Randomized trials
YWerner 2019 19 112 20 109 497 0% 0.91 [0.46, 1.81]
Conte 2020 1 20 1] 20 30% 7.39([015, 372.38]
Subtotal (95% CI) 132 129 100.0% 0.97 [0.49, 1.91] ‘
Total events 20 20
Heterogeneity: Chi*=1.08, df=1 (P =030}, F= 6%
Testfor overall effect Z=009{F=0.93)
1.8.2 Observational studies
Bhayani 2014 n 27 24 a8 26.2% 0.05[0.02, 0.13] —
Furmagalli 2016 1 4] 2 L 2.9% QA7 [0.01, 3.13]
Shea 2020 a a0 a4 a2 31.8% 0.22[0.049, 0.53] ——
Fodboy 2021 14 a4 14 43 34.2% 0.70[0.20, 1.66] —
Wirsching 2019 1 ] K] 22 4.9% Q.80 [0.08, 7.83]
Subtotal (95% CI) 127 164 100.0% 0.23[0.14, 0.38] : 3
Total events 24 a3
Heterogeneity, Chi®=17.45, df=4 (FP=0002); F=77%
Test for overall effect: Z2=5.71 (P = 0.00001)
0.005 0.1 10 200
Favors POEM Favors Heller

Forest plot of comparison: 1 POEM vs Heller, outcome: 1.8 Dysphagia (>6mo).

Figure 5 (Analysis 1.10)
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Test for Test

POEM
Study or Subgroup

Heller
Bvents Total Bvents Total

Odds Ratio

Weight M-H, Random, 95% CI

Odds Ratio

22-Apr-2025

M-H, Random, 95% CI

1.10.1 Randomized trials

Caonte 2020 | 20
demoura 2022 10 16
Subtotal (95% CI) 36
Total events 149

1
1

2

20 51.4%  1555([1.73,139.65]
18 486% 2833 [2.97, 270.47]
38 100.0%  20.81[4.32, 100.40]

Heterogeneity: Taw®=0.00; Chi*=014, df =1 (F=0713; F=0%
Test for overall effect: £= 3.78 (F = 0.0002)

1.10.2 Observational studies

Costantini 2020 ar 599
Wirard 2021 12 27
Subtotal (95% CI) 126
Total events 49

12
7

19

79 F1.8% 3.33[1.59, 6.96]
22 282% 1.71[0.53, 5.59]
101 100.0% 2.76 [1.48, 5.16]

Heterogeneity: Tau®= 0.00; Chi®= 088, df=1 (F=0235); F=0%

Test for overall effect: £= 319 (F=0.001)

Test for subogroup differences: Chif= 547, df=1 {P=0.02, F=81.7%

L
-~

0.005

0.1
Favors FOEM

Forest plot of comparison: 1 POEM vs Heller, outcome: 1.10 Esophagitis A-D (6-12mo).

Figure 6 (Analysis 1.11)

POEM
Study or Subgroup

Heller
Bvents Total Bvents Total

Odds Ratio
Weight M-H, Random, 95% CI

Odds Ratio

10 200

Favors Heller

M-H, Random, 95% CI

1.11.1 Randomized trials

deboura 2022 11 17
YWerner 2019 38 ar
Subtotal (95% CI) 104
Total events 49

2
23

24

18 41.7% 1467 [2.49, 86.57]
78 5B.3% 1.85[0.97, 3.54]
96 100.0% 4.39 [0.59, 32.56]

Heterogeneity: Tau®=1.68; Chi*= 463, df=1 (FP=0.03); F=73%

Testfor overall effect £=145{F =019

1.11.2 Ohservational studies

FPodboy 2021 2 a4
Subtotal (95% CI) 55
Total events 2

Heterogeneity: Mot applicable

Testfor overall effect £2=1.12 (P =0.26)

4

4

43 100.0%
43 100.0%

0,37 [0.06, 2.11]
0.37 [0.06, 2.11]

Test for suboroup differences: Chi*= 335, df=1 P=0.07. F=T01%

Forest plot of comparison: 1 POEM vs Heller, outcome: 1.11 Esophagitis A-D (>12mo).

Figure 7 (Analysis 1.12)
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Test for Test

22-Apr-2025

POEM Heller Odds Ratio Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.12.1 Randomized trials
Conte 2020 2 20 1 20 aT.6% 211018, 25.35] L
deMoura 2022 a 16 1] 18 424%  17.70[0.89, 350.849] i +
Subtotal (95% CI) 36 38 100.0% 5.20 [0.64, 42.42] —menl
Total events i 1
Heterogeneity: Taw®= 038, Chi*=119, df =1 {(F=027); F=16%
Test for overall effect: Z=1.94 (FP=0.12)
1.12.2 Observational studies
Costantini 2020 16 99 K] ™ T9.0% 488 [1.37,17.42 _._
Wiard 2021 2 27 1 22 21.0% 1.68[0.14,19.85] =
Subtotal (95% CI) 126 101 100.0% 3.90 [1.26, 12.10] i
Total events 18 4
Heterogeneity: Taw®= 0.00; Chi*=0.47, df=1 (F=0.448); F=0%
Test for overall effect: £= 2.36 (P =0.02)
0.01 0.1 10 100
] ] Favors FOEM Favors Heller
Test for subaroup differences: Chi®= 0.06, df=1{F=081) F=0%
Forest plot of comparison: 1 POEM vs Heller, outcome: 1.12 Esophagitis C/D (6-12mo).
Figure 8 (Analysis 1.13)
POEM Heller Odds Ratio Odds Ratio
Study or Subgroup  Bwents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.13.1 Randomized trials
deMoura 2022 G 17 1 18  43.8% 927 [0.98, 87.87] B
YWerner 2019 4 ar ] T8 AE2% 070018, 2.72] ——
Subtotal (95% CI) 104 96 100.0% 218 [0.17, 27.50] —— e ———
Total events 10 ]
Heterogeneity: Tau®=2.50; Chi*=3.79, df=1 (P=0.09); F=74%
Test for overall effect: £= 060 {F=0.599)
1.13.2 Observational studies
Fodboy 2021 1 a4 2 43 100.0% 0.38[0.03, 4.33] l
Subtotal (95% CI) 55 43 100.0% 0.38[0.03, 4.33]
Total events 1 2
Heterogeneity: Mot applicable
Testfor overall effect Z= 073 {(F=0.44)
0.02 01 10 50
Favors POEM Favors Heller

Test for suboroup differences: Chi*= 095, df=1 {F=033) F=0%

Forest plot of comparison: 1 POEM vs Heller, outcome: 1.13 Esophagitis C/D (>12mo).

Figure 9 (Analysis 1.16)
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Test for Test 22-Apr-2025
POEM Heller Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
1.16.1 Randomized trials
Conte 2020 n 20 1] 20 Mot estimable
Werner 2019 n 11z 1] 104 Mot estimable
Subtotal (95% CI) 132 129 Mot estimable
Total events n 1]
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
1.16.2 Observational studies
Khoraki 2022 0 1714 0 95455 Mot estimahle
Ali 2020 n ar 1] a4 Mot estimahle
Haseeh 2023 o 1910 19 49708 304% 0.30[0.09,1.02 — &
Cahiya 2022 0 1184 an 111480 30.3% 0330010, 1.11] — &
Gupta 2021 29490 17 A8188 298% 0.66 [0.19, 2.24] —
Costantini 2020 1 140 1 140 A8%  1.00([0.06 16.07]
Lois 2022 1 142 3 14454 8% F.32[0.23, 229.46]
Subtotal (95% CI) 6169 37249 100.0% 0.47 [0.24, 0.92] S
Total events 4 i
Heterogeneity: Chif=3.86, df=4 (P =043); F=0%
Test for overall effect: £= 219 (P =0.03)
0.005 0.1 10 200
Favors POEM  Favors Heller
Forest plot of comparison: 1 POEM vs Heller, outcome: 1.16 Mortality.
Figure 10 (Analysis 1.17)
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Test for Test 22-Apr-2025

POEM Heller Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
1.17.1 Randomized trials
Werner 2019 o112 3 109 B0.4% 0.13[0.01,1.26] L
Conte 2020 2 20 0 200 396% TF.r9[04F 129.11] L
Subtotal (95% CI) 132 129 100.0% 0.66 [0.11, 3.83] —ani——
Total events 2 K]

Heterogeneity: Chif=4.94, df=1 (F=0.03; F= 30%
Test for overall effect: £=0.47 (P =0.64)

1.17.2 Ohservational studies

Fodboy 2021 n a4 2 43 1.1% 0.10[0.01, 1.66]

Famirez 2018 n aa 1 34 0.6% 0.14[0.00,6.82] 4

Caldaro 2014 n ] 1 q 0.6% 0.14[0.00,6.82] 4

Furmagalli 2016 n 4] K] q 1.4% 014 [0.01,1.73]

Ali 2020 1 ar 7 a4 43% 0.20[0.04, 0.83] —
Leeds 2017 1 12 K] 11 2.0% 0.28[0.03, 2.34]

kahaleh 2020 1 G4 K] 64 22% 0.33[0.04, 2.4

Lois 2022 o 14z 4 14454 0.7% 0.33[0.01,10.44]

Attaar 2021 4 128 1 33 1.8% 1.05[0.12, 9.36]

Haseeh 2023 24 1910 107 9708 403% 1158072, 1.83] —
Ljiki 2013 1 148 1 21 1.1% 1.7 [0.07, 19.62]

kKhoraki 2022 28 1714 95 95855 34 T% 1.55 [0.94, 2.56] T
Costantini 2020 4 140 K] 140 4. 4% 1.67 [0.41, 6.80] R
Hungness 2013 1 148 1 ikl 0.8% 3299016, 101.63]

Schneider 2016 7 14 K] 24 41% B.07 [1.41, 26.11]

Subtotal (95% CI) 4357 21246 100.0% 1.12 [0.84, 1.51] L 2
Total events L 234

Heterogeneity: Chi®=24.87 di=14 (F=0.04); F= 43%
Test for overall effect: =078 (P =0.44)

0.01 0.1 10 100
Favors POEM Favors Heller

Forest plot of comparison: 1 POEM vs Heller, outcome: 1.17 Unrecognized leak.

Figure 11 (Analysis 1.18)

POEM Heller Odds Ratio Odds Ratio
Study or Subgroup  Bwents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.18.1 Randomized trials

Conte 2020 11 20 2 20 100.0% 11.00 [2.00, 60.57] l
Subtotal (95% CI) 20 20 100.0% 11.00 [2.00, 60.57]
Total events 11 2

Heterogeneity: Mot applicable
Test for overall effect: 2= 2.74 (P = 0.00E)

1.18.2 Ohservational studies

Rasmussen 2023 a6 106 8 33 36.9% 3.80101.45, 8.46] —
Shea 2020 q 30 17 52 34.0% 0881033, 2.37] — &

Ward 2021 14 27 g 22 291% 1.56[0.50, 4.84] — T
Subtotal (95% CI) 163 107  100.0% 1.73[0.75, 4.01] -
Total events A a4

Heterogeneity: Tau®= 030, Chi*=4.31, df=2 (P=012); F=594%
Testfor overall effect £=1.28 (P =0.20)

00z 0 10 50

) ) Favors POEM Favors Heller
Test for suboroup differences: Chi*= 3.63, df=1 (P=0.068), F=72.5%

Review Manager 5.4.1 6



Test for Test 22-Apr-2025
Forest plot of comparison: 1 POEM vs Heller, outcome: 1.18 PPI use (6-12mo).
Figure 12 (Analysis 1.19)
POEM Heller Odds Ratio Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Woeight M-H, Random, 95% CI M-H, Random, 95% CI
1.19.1 Randomized trials
Verner 20149 41 106 20 103 382% 2.62[1.40,4.89)] — &
Subtotal (95% CI) 106 103 35.2% 2.62 [1.40, 4.89] e
Total events 41 20
Heterogeneity: Mot applicable
Test for overall effect: £ = 3.02 (F=0.003
1.19.2 Obhservational studies
Costantini 2020 a5 138 21139 367% T2 [2.09 662 —
Fodboy 2021 16 a4 13 43 28.0% 0.95[0.40, 2.27]
Subtotal (95% CI) 193 182 64.8% 1.96 [0.51, 7.47] —b—
Total events 71 34

Heterogeneity: Tauw®=0.80; Chi*=6.99, df=1 {F=001); F=85%
Test for overall effect: £ =098 (P=0.33)

Total (95% CI) 299 285 100.0% 2.24[1.10, 4.58] —aRARe—
Total events 112 54
Heterogeneity: Tau®=0.28;, Chi*=6.61, df=2 (F=0.04); F=70% 0= 05 3 :

Test for overall effect: £=2.21 (P=0.03)
Test for subgroup differences: Chif= 015, df=1 {FP=070, F= 0%

Forest plot of comparison: 1 POEM vs Heller, outcome: 1.19 PPl use (>12mo).

Figure 13 (Analysis 1.21)

POEM Heller Peto Odds Ratio
Study or Subgroup Bvents Total Bvents Total Weight Peto, Fixed, 95% CI

Favors FOEM  Favors Heller

Peto Odds Ratio
Peto, Fixed, 95% CI

1.21.1 Randomized trials

Wierner 2019 3 107 20102 100.0% 1.43[0.24, 8.41]
Subtotal (95% CI) 107 102  100.0% 1.43[0.24, 8.41]
Total events 3 2

Heterogeneity: Mot applicable
Test for overall effect: £=0.40 (P = 0.64)

1.21.2 Observational studies

Subtotal (95% CI) 0 0 Mot estimable
Total events n 1]

Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

—

0.2

Forest plot of comparison: 1 POEM vs Heller, outcome: 1.21 Regurgitation (>12mo).

Figure 14 (Analysis 1.23)
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Test for Test 22-Apr-2025
POEM Heller Odds Ratio Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.23.1 Randomized trials
Wiermer 2019 5 112 3 108 100.0% 1.65 [0.38, 7.08] +
Subtotal (95% CI) 112 109  100.0% 1.65 [0.38, 7.08]
Total events a K]
Heterogeneity: Mot applicable
Test for overall effect: Z= 0.67 (P =0.50)
1.23.2 Observational studies
Kahaleh 2020 10 G5 23 G4 381% 03010013, 0.70] — &
Rasmussen 2023 6 106 3 33 23.4% 060014, 2.54]
FPodboy 2021 fi 58 il 43 27.2% 0.93[0.26, 3.28] B EE—
Shea 2020 2 44 1 97 11.3% 4 A7 [0.40, 51.81] =
Subtotal (95% CI) 274 237 100.0% 0.66 [0.26, 1.63] ot
Total events 24 32
Heterogeneity: Tauw®=0.39; Chi*= 54593, df=3(F=014); F= 46%
Test for overall effect: £=0.91 (P = 0.36)
002 01 10 500
] ] Favors POEM Favors Heller
Test for subaroup differences: Chit= 111, df=1 {FP=029, F=98%
Forest plot of comparison: 1 POEM vs Heller, outcome: 1.23 Reintervention for failure.
Figure 15 (Analysis 1.24)
POEM Heller Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
1.24.1 Randomized trials
Subtotal (95% CI) 0 0 Mot estimable
Total events n 1]
Heterogeneity: Mot applicable
Test for overall effect: Mot applicahle
1.24.2 Observational studies
Ali 2020 1] a7 1 84 12.3% 0.13[0.00, 6.4549] =
Caldaro 2014 1] g 1 9 124% 0.141[0.00,6.82] =
Haseeh 2023 1 1910 2 9708 204% 34210016, 72.48] =
Hungness 2013 1 18 1 85 181% 299016, 101.63] =
Leeds 2017 1 12 0 11 12.3% 6.80[013, 343.88] =
Fodboy 2021 1] 55 1 43 12.2% 0.10([0.00,5.32] 4 =
Ramirez 2018 1] 35 1 B 124% 0.141[0.00,6.82] =
Subtotal (95% CI) 2126 9945 100.0% 0.75[0.19, 2.98] .
Total events 3 7
Heterogeneity: Chi*=6.38, df=6 (P =0.38); F=6%
Test for overall effect 2= 0.41 (P =0.68)
0.005 0.1 10 200
Favors POEM Favors Heller
Forest plot of comparison: 1 POEM vs Heller, outcome: 1.24 Unexpected ICU.
Figure 16 (Analysis 1.27)
Review Manager 5.4.1 8



Test for Test 22-Apr-2025
POEM Heller Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight M, Fixed, 95% CI I, Fixed, 95% CI
1.27.1 Randomized trials
VWerner 2019 1175 142 103 11448 142 99  &50.5% 018 [-0.09, 0.46] -
Subtotal (95% CI) 103 99  50.5% 0.18 [-0.09, 0.46] -
Heterogeneity: Mot applicable
Test for overall effect: Z=1.29 (P =020
1.27.2 Observational studies
Attaar 2021 11.2 1149 14 47 T4h A 41% 0.57 [-0.39, 1.54] T
Shally 2022 a8y T4 33 a9 T4 28 14.3% -0.03 [-0.59, 0.49] .
Shea 2020 96 T4 an 6.3 T4 a2 181% -0.04 [-0.49, 0.41]
Wiard 2021 141 74 2Fr 117 T4 22 12.0% 0.31 [-0.26, 0.87] ?
Subtotal (95% CI) 105 105 49.5% 0.10[-0.18, 0.38]
Heterogeneity: Chif=2.058, df= 3 (P = 0.86); F= 0%
Test for overall effect: 2= 0.69 (P =0.49)
Total (95% CI) 208 204 100.0% 0.14 [-0.06, 0.34]

Heterogeneity, Chif= 223, df= 4 (P = 0.69); F= 0%

2

I IEIP I

1 2

Test for overall effect: £=1.40 (P =0.16) Faﬁ.n:uts1 Heller Favors POEM
Test for subaroup differences: Chi*= 018, df=1{F=0E67). F=0%
Forest plot of comparison: 1 POEM vs Heller, outcome: 1.27 QOL.
Figure 17 (Analysis 2.3)
POEM PD Odds Ratio Odds Ratio
Study or Subgroup  Bwents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.3.1 Randomized trials
Kuipers 2022 2 42 1] 16 48.5% 2.04[0.09, 44 76 |
Ponds 2014 3 a4 1] 29 51.58% 4.01 [0.20, 80.34) |
Subtotal (95% CI) 96 45 100.0% 2.89[0.34, 24.82] ——e——
Total events a 1]
Heterogeneity: Tau®=0.00; Chi*=0.10,df=1 {P=0.76); F=0%
Testfor overall effect £= 0497 (F=0.33)
2.3.2 Observational studies
Subtotal (95% CI) 0 0 Mot estimable
Total events 1 1]
Heterogeneity: Mot applicable
Test for overall effect: Mot applicahle
002 01 10 50
Favors FOEM Favors PD

Test for subgroup differences: Mot apnlicable

Forest plot of comparison: 2 POEM vs PD, outcome:

Figure 18 (Analysis 2.5)
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2.3 Esophagitis C/D (>12mo).



Test for Test 22-Apr-2025

POEM PD Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Bvents Total Bvents Total Weight Peto, Fixed, 95% Cl Peto, Fixed, 95% CI
2.5.1 Randomized trials
Subtotal (95% CI) 1] 0 Mot estimable
Total events n n

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

2.5.2 Observational studies

Haseeb 2023 24 1310 37 2436 911% 114 [0.65, 1.98] —-
Kim 2014 n G4 a 17T 43% 0.25[0.02,3.32] ¢

Lois 2022 o 142 a3 324 4 6% 024 [0.02, 2.78]

Meng 2017 I} 32 1] a0 Mot estimable

Tan 2016 n 12 1] 9 Mot estimable

Witang 2016 I} 21 1] 10 Mot estimable

Fheng 20149 I} 26 1] a0 Mot estimable

Subtotal (95% CI) 2207 3037 100.0% 0.99 [0.58, 1.69] -
Total events 24 KK

Heterogeneity: Chif=2.61, dfi= 2 (F =027 F=23%
Test for overall effect: £=0.03 (P =0.97)

00z 041 10 50
Favors POEM Favors PD

Forest plot of comparison: 2 POEM vs PD, outcome: 2.5 Perforation.

Figure 19 (Analysis 2.6)

POEM PD Risk Ratio Risk Ratio
Study or Subgroup  Bwents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.6.1 Randomized trials
Kuipers 2022 11 G2 25 63 100.0% 0.45[0.24, 0.83] i
Subtotal (95% CI) 62 63 100.0% 0.45[0.24, 0.83]
Total events 11 25

Heterogeneity: Mot applicable
Test for overall effect: £= 256 (F=0.01)

2.6.2 Observational studies

Meng 2017 7 az 40 40 827% 023042 043 ——
Zheng 2019 726 17 40 17.3% 018[0.05 0.72) +—=*
Subtotal (95% CI) 58 80 100.0% 0.22[0.12,0.30] —ugi——
Total events g ar

Heterogeneity: Tau®=0.00; Chi*= 010, df=1 {P= 079}, F=0%
Test for overall effect Z= 517 (P = 0.00001)

01 0.2 0.5 2 5 10
Favors PO Favors POEM

Test for subgroupn diferences; Chi*= 270, df=1 {F=0100 F=63.0%
Forest plot of comparison: 2 POEM vs PD, outcome: 2.6 Dysphagia.

Figure 20 (Analysis 2.7)
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Test for Test 22-Apr-2025
POEM PD Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.7.1 Randomized trials
Kuipers 2022 a G2 a0 A3 100.0% 027 [014, 0.454] i
Subtotal (95% CI) G2 63 100.0% 0.27 [0.14, 0.54]
Total events a a0
Heterogeneity: Mot applicable
Test for overall effect: £= 3.67 (F=0.0002)
2.7.2 Observational studies
Kim 20149 3 A4 27177 821% 0.31[0.10, 098] 4 L
Meng 2017 2 az 12 a0 34.5% 0.21 [0.05, 0.86] +—@—————
Wang 2016 1 21 2 m  13.4% 0.24[0.02,2.33] 4 =
Subtotal (95% CI) 117 227 100.0% 0.26 [0.11, 0.60] = ——
Total events G 41
Heterogeneity: Taw®=0.00; Chi*=018, df=2 (F=0913; F=0%
Test for overall effect: £= 316 (F=0.002
0.2 0.5 2 5
] ] Favors POEM Favors PD
Test for subaroup differences: Chi*= 0.01, df=1 {F=0584) F=0%
Forest plot of comparison: 2 POEM vs PD, outcome: 2.7 Reintervention for failure.
Figure 21 (Analysis 2.8)
POEM PD Peto Odds Ratio Peto Odds Ratio
Study or Subgroup  Bwents Total Bvents Total Weight Peto, Fixed, 95% CI Peto, Fixed, 95% CI
2.8.1 Randomized trials
Subtotal (95% CI) 0 0 Not estimahle
Total events I} 1]
Heterogeneity: Mot applicable
Test for overall effect: Mot applicahle
2.8.2 Observational studies
Haseeb 2023 1 1410 2 2436 100.0% 0.46 [0.06, 3.24] l
Subtotal (95% CI) 1910 2436 100.0% 0.46 [0.06, 3.34]
Total events 1 K]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.76 (P =0.44)
01 0.2 05 2 £ 10
Favors POEM Favars PD
Forest plot of comparison: 2 POEM vs PD, outcome: 2.8 Unexpected ICU.
Figure 22 (Analysis 1.2)
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Test for Test

POEM Heller Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl

22-Apr-2025

Mean Difference
N, Random, 95% CI

1.2.1 Randomized trials

Conte 2020 0e 1.2 20 04 07 20 50.0%
demoura 2022 0a 1.2 20 o o7 20 50.0%
Subtotal (95% CI) 40 40 100.0%

Heterogeneity: Tauw®=0.00; Chi*=0.47, df=1 (F=04%9; F=0%
Test for overall effect: =193 (F=0.11)

1.2.2 Observational studies

0.20 [-0.41, 0.81]

0.50 FO.11,1.11]
0.35 [-0.08, 0.78]

Leeds 2017 1.2 16 11 3 07 9 1535% -1.80[2.85 -0.74]
Shally 2022 1.3 31 33 244 3 25 89% 114 [27F2 044]
Rasmussen 2023 3 31 24 a8 3 8  44%  -0.80[-3.22 1.62]
Feng 2017 26 15 12 28 13 15 149%  -0.20[-1.27, 0.87]
Ward 2021 2231 27 24 3 22 TO9%  -0.20[-1.91,1.51]
Ward 2017 049 16 41 1 13 23 M1.7%  -010[-0.82, 0.62]
Wirsching 20149 056 065 9 052 065 22 27 0% 0.04 [-0.46, 0.54]
Subtotal (95% CI) 157 124 100.0%  -0.47[-1.01, 0.08]

Heterogeneity: TawF=0.22; Chi*=1117, df=6{F = 0.08); F= 46%
Test for overall effect: £=1.68 (P =0.09)

Test for subogroup differences: Chif= 531, df=1 {P=0.02), F=81.2%

Forest plot of comparison: 1 POEM vs Heller, outcome: 1.2 Eckardt.
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