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Identification of studies via databases and registers

Records identified from:
5 Embase (n=746) Records removed before
MEDLINE (n=432) L | SCTEEING
2 Scopus (n=45) Duplicate records removed
i Cochrane Library databases (n=1523)
(n=51})
Web of science (n=573)
l Records excluded
Records o (n=291)
cords screen 169 Wrong population
E—
(n=324) 55 Wrong intervention of interest
l 67 Wrong outcome
Reports sought for retrieval Records not retrieved
4 (n=33) * (n=0)
- Reports excluded, with reasons
Reporis assessed for eligibili (n=20)
n=233 ot re any outcomes
(n=33) Pl " Not reported any if
interest (n=13)

Included

Studies included in final analysis
(n=13)

» Supplemental Fig. 1 Flowchart of study selection process.
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Study Event %

i Improvement Based on Study Design rate (95% CI) Weight
T
I

RCT I
I
I

Kalapala R follow up 3 months (2022) —_— 0.66 (0.50, 0.81) 16.82
I
I

Maydeo A follow up & months (2023) —_—— 0.55{0.37, 0.73) 12.54
I
I

Rothstein R follow up 3 months (2006) B 0.56 (0.45, 0.67) 26.85
I
I

Subtotal (l-squared = 0.0%, p = 0,584) <> 0.59 {0.51, 0.67) 55.21
i
|
!
I
I

Prospective !
I
|

Pleskow D follow up 3 months (2004} —_—— 0.64 {0.52, 0.78) 24.54
!
!

Rentaln D follow up & manths (2008) ——— 075 (062, 088) 2025
I

Subtotal ({l-squared = 30.7%, p = 0.230) <> 0.69 {0.58, 0.80) 44.79
I
I
I

Overall {l-squared = 24.6%, p = 0.267) <> 0,63 {0.56, 0.70) 100.00
I
|

NOTE: Wisights are from random effects analysis :
il

T T
-884 B84

» Supplemental Fig. 2 Forest Plot of Subgroup Analysis: Comparing GERD-HRQL Score Improvement Based on Study Design.
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Study

following EFTP (3 months follow up)

Kalapala R (2022)
Rothstein R (2006)
Pleskow D (2004)

Overall (l-squared = 0.0%, p = 0.529)

NOTE: Weights are from random effects analysis

Event

rate (95% CI)

0.66 (0.50, 0.81)

0.56 (0.45, 0.67)

0.64 (0.52, 0.76)

0.61 (0.54, 0.68)

%

Weight

20.70

4226

37.04

100.00

|
-814

814

» Supplemental Fig. 3 Forest plot of the change in GERD-HRQL scores following EFTP (3 months follow up).
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Study

Rothstein R (2006) +

Pleskow D (2004) —_——

Overall (I-squared = 0.0%, p = 0.651)

NOTE: Weights are from random effects analysis

WMD (95% CI)

-13.20 (-16.12, -10.28)

-12.30 (-14.88, -9.72)

-12.69 (-14.63, -10.76)

Weight

4382

56.18

100.00

-16.1

16.1

» Supplemental Fig. 4 Forest plot of the change in GERD-HRQL scores following EFTP (3 months follow up).
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Study Event %
improvement in GERD-HRQL scores following EFTP (6 months follow up)

ID rate (95% CI) Weight
1
.
1

Maydeo A (2023) —_—— 0.55 (0.37,0.73) 2368
1
;
]

Renteln D (2008) ——— 075(062, 088) 3530
]
|
1

Pleskow D (2004) —_—— 0.64 (0.52, 0.76) 41.02
1
]

Overall (I-squared = 37.6%, p = 0.201) 0.66 (0.56, 0.76) 100.00
]
]
1
:
1

NOTE: Weights are from random effects analysis :
1

| |
-884 884

» Supplemental Fig. 5 Forest plot of the proportion of patients with a 250% improvement in GERD-HRQL scores following EFTP (6

months follow up).
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Study %

following EFTP (6 months follow up)

D WMD (85% C1) Weight
1
1
1
1
Maydeo A (2023) ' L -7.00 (-7.60, -6.40) 27.89
1
1
1
1
Pleskow D (2004) —_—{— -12.00 (-14.53, -9.47) 2643
'
1
'
'
Rentein D (2008) — -18.00 (-21.24, -14.76) 2553
1
'
'
1
Chuttani R (2003) —f—— -14.20 (:20.71, -7.69) 2015
1
1
Overall (I-squared = 94.9%, p = 0.000) -12.58 (-18.10, -7.06) 100.00
]
1
1
'
1
MOTE: Weights are from random effects analysis :
'
L

212 0 212

» Supplemental Fig. 6 Forest plot of the change in GERD-HRQL scores following EFTP (6 months follow up).
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Study

(12 months follow up)

Pleskow D (2005)

Renteln D (2009) +

Overall (I-squared = 90.8%, p = 0.001)

HOTE: Weights are from random effects analysis

WMD (35% CI)

-10.30 (-13.27, -7.33)

-17.60 (-20.72, -14.48)

-13.93 (:21.08, 6.78)

Weight

50.22

49.78

100.00

211

21

» Supplemental Fig. 7 Forest plot of the change in GERD-HRQL scores following EFTP (12 months follow up).
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Study %
compared to sham procedure group.

D OR (95% CI) Weight
1
|
. \

Kalapala R (2022) v £ 7 1312 (377, 4563) 26.26
1
:
1

Maydeo A (2023) _— 6.89 (2.18, 21.80) 28.76
1
1
|

Rothstein R (2006) — 3.26 (1.65, 6.44) 44.98
1

Overall (I-squared = 51.4%, p=0.128) 5.83 (2.54, 13.38) 100.00
1
1
1
:
1

NOTE: Weights are from random effects analysis :
1

| |
.0219 456

» Supplemental Fig. 8 Forest plot of pooled odds ratio of the PPI cessation rate in EFTP group compared to sham procedure

group.
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Study
ID

RCT

Kalapala R 2022

Maydeo A 2023

Antoniou S

Rothstein R 2006

Subtotal (l-squared = 83.5%, p = 0.000)

Prospective

Weitzendorfer M 2018

Jeansonne L 2011

Pleskow D 2004

Renteln D 2008

Koch O 2013

Chuttani R 2003

Subtotal (l-squared = 33.0%, p=0.188)

Overall (I-squared = 64 9%, p =0.002)

NOTE: Weights are from random effects analysis

Cessation Rate Based on Study Design

Event

rate (95% Cl)

0.63 (0.47, 0.79)
0.69 (0.52, 0.86)
0.86 (0.74, 0.99)
0.50 (0.39, 0.61)
0.67 (0.50, 0.84)

0.63 (0.46, 0.81)
0.52 (0.32, 0.73)
0.75 (0.64, 0.87)
0.70 (0.56, 0.84)
0.50 (0.31, 0.69)

0.60 (0.17, 1.03)
0.64 (0.56, 0.73)

0.65 (0.56, 0.73)

%
Weight

10.43
10.04
12.16
12.90
45.53

985
8.48
12.65
11.32
898
3.18
54.47

100.00

I
-1.03

1.03

» Supplemental Fig. 9 Forest Plot of Subgroup Analysis: Comparing PPI Cessation Rate Based on Study Design.
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Study

Weitzendorfer M (2018)
Maydeo A (2023)
Rothstein R (2006)

Overall (l-squared = 49.7%, p = 0.137)

NOTE: Weights are from random effects analysis

ES (95% C1)

0.63 (0.46, 0.81)

0.69 (0.52, 0.86)

0.50 (0.39, 0.61)

059 (0.47, 0.71)

%

Weight

2827

29.05

4268

100.00

-.858 0

» Supplemental Fig. 10 Forest plot of PPl cessation rates following EFTP (3 months follow up).
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Study

Jeansonne L (2009)

Pleskow D (2004)

Renteln D (2008)

Chuttani R (2003)

Overall (l-squared = 24.6%, p = 0.264)

NOTE: Weights are from random effects analysis

ot

L 2

Event

rate (95% Cl)

0.52 (0.32, 0.73)

0.75 (0.64, 0.87)

0.70 (0.56, 0.84)

0.60 (0.17, 1.03)

0.68 (0.58, 0.78)

%

Weight

19.30

42.53

33.03

5.14

100.00

|
-1.03

1.03

» Supplemental Fig. 11 Forest plot of PPI cessation rates following EFTP (6 months follow up).
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Study

Kalapala R (2022)

Antoniou S (2011)

Koch O (2013)

Overall (l-squared = 82.1%, p = 0.004)

NOTE: Weights are from random effects analysis

Event

rate (95% Cl)

0.63 (0.47, 0.79)

0.86 (0.74, 0.99)

0.50 (0.31, 0.69)

0.67 (0.46, 0.89)

%

Weight

33.32

35.87

30.81

100.00

|
-.988

.988

» Supplemental Fig. 12 Forest plot of PPI cessation rates following EFTP (12 months follow up).
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Study

D fundoplication following EFTP

GERDx

Kalapala R (2022)
Weitzendorfer M (2018)
Maydeo A (2023)

Subtotal (l-squared = %, p=.)

NDO

Jeansonne L (2009)
Rothstein R (2008)
Renteln D (2009)
Koch O (2013)
Chuttani R (2003)

Subtotal (l-squared = 34.8%, p =0.189)

Overall (l-squared = 58.8%, p = 0.033)

NOTE: Weights are from random effects analysis

ES (95% CI)

0.00 (0.00, 0.00)
0.17 (0.08, 0.29)
0.00 (0.00, 0.00)

0.17 (0.0, 0.29)

0.13 (-0.01, 0.27)
0.01 (-0.01, 0.04)
0.05 (-0.02, 0.11)
0.08 (-0.01, 0.17)
0.17 (-0.13, 0.46)

0.05 (0.00, 0.09)

0.07 (0.02, 0.13)

%

Weight

0.00
13.26
0.00

13.25

10.81
3218
2295
17.75
3.06

86.75

100.00

I
-.465

485

» Supplemental Fig. 13 Forest plot of the rate of necessity for laparoscopic fundoplication following EFTP.

Endosc Int Open | 10.1055/a-2231-7136 | © 2024 The Author(s).
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Study

Kalapala R (2022)
Weitzendorfer M (2018)
Maydeo A (2023)
Pleskow D (2005)
Renteln D (2008)

Overall (l-squared = 97.3%, p = 0.000)

ES (95% Cl)

17.40 (16.07, 18.73)

34.00 (30.75, 37.25)

25.00 (24.02, 2598)

17.00 (14.06, 19.94)

27.50 (23.73, 31.27)

22.75 (22.03, 23.48)

Weight

30.24

5.02

54 .85

6.14

375

100.00

-37.3

» Supplemental Fig. 14 Forest plot of EFTP procedure time.

Endosc Int Open | 10.1055/a-2231-7136 | © 2024 The Author(s).
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Study

GERDx

Kalapala R (2022)

Maydeo A (2023) L ]

*

Subtotal (I-squared = 99.9%, p=0.000) ——Scc

NDO

Pleskow D (2005)
Renteln D (2009)
Rathstein R (2006)
Renteln D (2008)

Subtotal (I-squared = 47.1%, p=10.129)

Overall (I-squared = 99.7%, p = 0.000)

NOTE: Weights are from random effects analysis

.1

WMD (95% CI)

-1.00 (-169, -0.31)
23,90 (-24 92, -22.88)

-12.45 (-34.89, 9.99)

-3.50 (-5.65, -1.35)
-5.70 (-10.34, -1.06)
-1.80 (-2.29, -1.31)
-4.40 (-9.78, 0.98)

288 (-4 51, -1.25)

6.76 (-14.53, 1.02)

Weight

17.07
17.05

3412

16.86
16.12
17.08
15.80

65.88

100.00

-34.9

» Supplemental Fig. 15 Forest plot of the change in the percentage time with esophageal pH <4.
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Study

GERDX
Kalapala R (2022)
Weitzendorfer M (2018)

Maydeo A (2023) e

Subtotal (I-squared = 99.5%, p=0000) =——

NDO

Rothstein R (2006)
Pleskow D (2004)
Koch O (2013)
Renteln D (2009)

Subtotal (I-squared = 0.0%, p = 0 627)

Overall (I-squared = 98 8%, p = 0.000)

NOTE: Weights are from random effects analysis

|

WMD (95% CI)

-0.90 (-3.74, 1.94)
2645 (-38 49, -14.41)
-39 80 (-42 35, -37 25)

-22.32 (-52.58, 7.94)

-9.00 (-10.85, -7 15)
12.50 (-22.04, -2.96)
-10.42 (-15.91, -4.93)
16.72 (-30.86, -2.58)

-9.36 (-11.07, -7 65)

-16.44 (-29.73, -3.15)

%

Weight

14.98
13.42
15.00

4339

15.04
13.99
14.70
12.88

56.61

100.00

-92.6

» Supplemental Fig. 16 Forest plot of the change in DeMeester scores.
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Study %

ID WMD (95% CI) Weight

Kalapala R (2022)

—H— -0.90 (374,194 5273

Weitzendorfer M (2018) _‘_

-26.45 (-38.49, -14.41) 4727

Overall (I-squared = 93.9%, p = 0.000) -12.98 (-37.98, 12.02) 100.00

NOTE: Weights are from random effects analysis

-385 0 385

» Supplemental Fig. 17 Forest plot of the change in DeMeester scores following EFTP (3 months follow up).
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Study %
ID WMD (95% CI) Weight
T
H
1]
1
Maydeo A (2023) = ' -39.80 (-42.35, -37.25) 26.00
1]
1
'
L]
Rothstein R (2006) . = -9.00 (-10.85, -7.15) 26.05
H
1]
'
'
Pleskow D (2004) —_—— 1250 (-22.04, -2.96) 2472
1]
'
H
1]
\
Renteln D (2009) —- -16.72 (-30.86, -2.58) 2324
1]
1]
Overall (I-squared = 99.2%, p = 0.000) 3 -19.67 (-40.25, 0.92) 100.00
[]
'
1
L]
1]
NOTE: Weights are from random effects analysis :
1
424 0 424

» Supplemental Fig. 18 Forest plot of the change in DeMeester scores following EFTP (6 months follow up).
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Study

Kalapala R (2022)

Pleskow D (2005)

Koch O (2013)

Overall (l-squared = 94.4%, p = 0.000)

NOTE: Weights are from random effects analysis

WMD (95% ClI)

6.40 (2.80, 10.00)

-14.20 (-23.06, -5.34)

-10.42 (-15.91, -4.93)

5,72 (-19.43,7.99)

Weight

3496

31.16

33.88

100.00

231

231

» Supplemental Fig. 19 Forest plot of the change in DeMeester scores following EFTP (12 months follow up).
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Study %
D WMD (95% CIy Weight
1
1
1
1
Weitzendorfer M (2018) —_— 19.58 (12.56, 26.60) 69.12
1
1
1
1
1
Koch O (2013) : 4 2273 (12.23,33.23) 30.88
1
1
1
Overall (I-squared = 0.0%, p = 0.625) 20.55 (14.72, 26.39) 100.00

NOTE: Weights are from random effects analysis

-332 ] 332

» Supplemental Fig. 20 Forest plot of the change in GIQLI score following EFTP.
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Study

GERDx
Kalapala R (2022)

Weitzendorfer M (2018)
Maydeo A (2023) ==

Subtotal (I-squared = 99 3%, p = 0.000)

NDO
Rothstein R (2006)
Pleskow D (2004)

Renteln D (2009)

|

+_

Koch O (2013)

Renteln D (2009)

il

Subtotal (I-squared = 0.0%, p = 0.844)

Overall (I-squared = 97.7%, p = 0.000) @

NOTE: Weights are from random effects analysis

WMD (95% C1)

-24.00 (-29.63, -18.37)
-78.83 (-117.96, -39.70)
-103.00 (-110.21, -95.79)

-68.18 (-131.41, -4.96)

-44.00 (-50.09, -37.91)
-36.10 (-64.99, -7.21)

-29.80 (-85.20, 25.60)
-36.81 (-52.66, -20.96)
-95.00 (-99.77, -10.23)

-42 87 (-48.38, -37.36)

-51.36 (-78.12, -24 60)

%

Weight

14.46
11.10
14.40

3996

14.44
12.44
8.96

13.85
10.34

60.04

100.00

-131

» Supplemental Fig. 21 Forest plot of the change in total reflux episodes.
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Study %
D WMD (95% CI) Weight
Ll
1
L}
Kalapala R (2022) i -5 2400 (-29.63, -18.37) 26.41
:
1
y [
Weitzendorfer M (2018 -18.83 (-117.96, -39.70, 2089
< 0
1
[
L}
[
Maydeo A (2023) + 1 -103.00 (-110.21, -95.79) 2631
1
1
L}
1
Rothstein R (2008) T - -44.00 (-50.09, -37.91) 26.38
]
]
Overall (I-squared = 99.0%, p = 0.000) 6152 (-100 25, 22 79) 100.00

NOTE: Weights are from random effects analysis

-118 0 118

» Supplemental Fig. 22 Forest plot of the change in total reflux episodes (3 months follow up).
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Study %
D WMD (95% CI) Weight
1
'
]
[}
Pleskow D (2004) —_—— -36.10 (-64 99, -7.21) 7060
L[]
'
'
[ ]
'
Renteln D (2009) ~— -55.00 (-99.77, -10.23) 29.40
]
'
1
Overall (I-squared = 0.0%, p = 0.487) -41.66 (-65.93, -17.38) 100.00

NOTE: Weights are from random effects analysis

-99.8 0 99.8

» Supplemental Fig. 23 Forest plot of the change in total reflux episodes (6 months follow up).
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Study
D

i
Kalapala R (2022) —p—

1
Pleskow D (2005) —

1

:

]
Rentein D (2009) i

|

1

]
Koch O (2013) —_——

Overall (l-squared = 0.0%, p = 0.970) @

NOTE: Weights are from random effects analysis

WMD (95% CI)

-35.50 (-42.44, -28.56)

-28.00 (-62.64, 6.64)

-29.80 (-85.20, 25.60)

-36.81 (-52.66, -20.96)

-35.39 (-41.60, -29.18)

Weight

8017

3.22

1.26

15.36

100.00

-85.2

85.2

» Supplemental Fig. 24 Forest plot of the change in total reflux episodes (12 months follow up).
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Study Event %

D rate (95% CI) Weight
i

Weitzendorfer M (2018) I + 0.10 (0.01, 0.19) 8.06
|

Rothstein R (2006) —— 0.05(0.00, 0.10) 29.08
|

Pleskow D (2004) —— 0.06 (0.00, 0.12) 19.81
1
1

Renteln D (2008) p———— 0.05(-0.02, 0.11) 16.03
|

Koch O (2013) —0—:— 0.03 (-0.03, 0.08) 2418
|

Renteln D (2009) : + > 0.08 (-0.07, 0.24) 285
i

Kalapala R (2022) : (Excluded) 0.00
1
1

Maydeo A (2023) : (Excluded) 0.00
1
1

Chuttani R (2003) 1 (Excluded) 0.00
1

Overall (l-squared = 0.0%, p=0.837) <> 0.05(0.03, 0.08) 100.00
1
1
1

NOTE: Weights are from random effects analysis :

T ' T
-24 24

» Supplemental Fig. 25 Forest plot of the incidence of severe adverse events.
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» Supplemental Fig. 26 The sensitivity analysis for 250% improvement in GERD-HRQL scores after EFTP.
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» Supplemental Fig. 27 The sensitivity analysis for the PPI cessation rate after EFTP.
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» Supplemental Fig. 28 The sensitivity analysis for percentage of time with pH <4 after EFTP.
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Funnel plot with pseudo 95% confidence limits

O N
7|\
/ N
/ \
Vs N
o/ \
o / \
_ / \
=) / \
Vs \
Vs N
/ \
/ %
o / o \
u / \
S ‘e .4 ® S
() // \\
& / %
/ ) \
Vs \
Vs \
/ \
i / \
: / N
Vs \
Vi ° \
C\_I_
T T T T |
-8 -6 -4 -2 0
p

» Supplemental Fig. 29 The funnel plots for 250% improvement in GERD-HRQL scores following EFTP.
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Funnel plot with pseudo 95% confidence limits
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» Supplemental Fig. 30 The funnel plots for PPl cessation rate following EFTP.
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