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Appendix 1s

Search strategy

A specialist with expertise in systematic reviews designed the search strategy (M.S.).
The studies were identified using specific medical subject headings (MeSH) and
keywords like “endoscopic papillectomy” and “endoscopic ampullectomy.” The search
was limited to articles published in English.

The Medline search strategy employed was: "endoscopy"[MeSH Terms] OR
"endoscopy"[All Fields] OR "endoscopic"[All Fields]) AND papillectomy[All Fields]
OR ("endoscopy"[MeSH Terms] OR "endoscopy"[All Fields] OR "endoscopic"[All
Fields]) AND ampullectomy[All Fields].

Selection Process

Two authors of the review (M.S. and G.F.) independently evaluated the titles and
abstracts from the search based on the inclusion criteria. Full reports were obtained for
titles that seemed to meet the criteria or where there was any doubt. The pairs then
reviewed the full texts and abstracts to determine if they fit the inclusion criteria,
resolving disagreements through discussions among all authors. The reasons for
excluding trials were documented. Neither review author was blinded to the journal
titles or to the authors or institutions of the studies. If multiple articles were available
for a single study, we considered the most recent publication, supplementing it with
data from a more comprehensive version if needed.

Data Extraction

Using standardized forms, two reviewers (M.S. and G.F.) independently extracted data
from each eligible study in duplicate. Disagreements were resolved through discussion,
with unresolved issues referred to two arbitrators (A.R. and A.F.). The extracted data
included publication status, study design and location, number of centers involved,
enrollment period, total number of lesions treated, number of sporadic or familial
lesions, average number of lesions per center per year, patient demographics (average
age, gender), average tumor size, intraductal growth, preoperative assessments, use of
prophylactic biliary or pancreatic stenting, numbers of lesions completely resected, en-
bloc resections, curative resections, need for adjunctive treatments during the same
session, adverse events (such as bleeding, perforations, pancreatitis, cholangitis,
papillary stenosis, deaths), required treatments (like blood transfusions or surgeries),
histological types of resected lesions (e.g., adenoma, submucosal cancer, deep
infiltration, other histologies), mean follow-up duration, recurrence counts, endoscopic
re-treatments, surgeries due to incompleteness or recurrence, overall surgical needs,
number of patients with curative resections without recurrences, and patients managed
solely by endoscopy.

Quality assessment

Quality assessment was performed according to the modified Newcastle-Ottawa Scale
for non-randomized studies, ranging from 0 (low-quality) to 5 (high-quality). Two
different reviewers (MS, GF) assessed quality measures for included studies and
discrepancies were adjudicated by discussion.
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Table 1s: Newcastle-Ottawa scale for quality assessment

Author (Reference) Publication Selectio | Comaparabilit | Exposur | Total

year n y e Scor
e
Norton 2002 2 1 3 5
Catalano 2004 2 1 3 6
Cheng 2004 2 1 2 5
Katsinelos 2006 2 1 3 6
Jung 2009 2 1 3 6
Ghidirim 2009 2 1 2 5
Boix 2009 2 1 2 5
Kim 2009 3 1 2 6
Irani 2009 3 1 2 6
Hwang 2010 3 0 2 5
Patel 2011 3 0 2 5
Ito 2012 3 1 2 6
Salmi 2012 2 1 2 6
Ceppa 2013 3 1 2 6
Kim SH 2013 3 1 2 6
Laleman 2013 3 0 2 5
Will 2013 3 0 2 5
Ridtitid 2014 3 1 2 6
Onkendi 2014 3 0 2 5
Napoleon 2014 3 1 2 6
Ma 2014 3 0 2 5
Shim 2014 3 0 2 5
De Palma 2015 3 0 2 5
Lee 2016 3 1 2 6
Tsuji 2015 3 1 2 6
Soma 2015 2 1 2 5
Dubois 2016 2 0 2 4
Kang 2017 2 0 2 5
Klein 2018 3 1 2 6
Abe 2022 3 1 2 6
Attila 2018 2 1 1 4
Camus 2018 3 1 2 6
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Cho 2023 3 1 2 6
Choi S 2022 2 1 2 5
Choi JH 2023 2 1 2 5
Chung 2018 3 1 2 6
Cui 2022 3 1 2 6
Gondran 2022 3 1 2 6
Han 2023 2 1 2 5
Iwasaki 2020 3 2 1 6
Kagawa 2019 3 0 2 5
LiS 2018 3 1 2 6
Lee Kj 2022 3 2 2 6
Meunier 2021 2 1 2 5
Miwa 2021 3 1 2 6
Miyamoto 2023 2 1 2 5
Nam 2018 2 1 3 6
Perez Cuadrato 2019 2 1 3 6
Robles
Sahar 2019 2 1 3 6
Seyfried 2022 2 1 3 6
Singh 2024 2 1 3 6
Suzuki 2023 2 1 2 5
Takada 2023 2 1 2 5
Trung 2023 2 1 3 6
Wang 2023 2 1 3 6
Xie 2023 2 1 3 6
Yamamoto 2018 2 1 3 6
Yoon 2023 2 1 3 6
Binda 2024 2 1 3 6
Hyun 2018 2 1 3 6
Park 2022 2 1 3 6
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Table 2s: Adverse events; Subgroup Analysis

Variables RR 95%Cl 12 (%) v
Prospective 32.6 22.2-42.7 88.23 0.01
Retrospective 29.5 25.7-33.3 87.97 0.01
Geographical Eastern 34.8 28.7-40.9 92.16 0.02
area Western 25.7 21.6-29.8 84.96 0.01

Pubblication Before 2021 28.9 23.9-33.9 89.43 0.02
2021 and

year 31.9 27.7-35.9 81.56 0.01
after

Study design

Figure 1s: Overall adverse events: leave-one-out sensitivity analysis.

Studies Estimate (95% C.I.) |

Overall 0.30043 (0.26598, 0.33489)

- Norton 0.29984 (0.26507, 0.33460) 7

- Catalano 0.30441 (0.27049, 0.33832)

- Cheng 0.30193 (0.26701, 0.33686)

- Katsinelos 0.30255 (0.26785, 0.33726)

- Jung 0.29966 (0.26493, 0.33439)

- Ghidirim 0.30097 (0.26627, 0.33567)

- Boix 0.30130 (0.26652, 0.33607)

- Kim 0.30461 (0.27020, 0.33901)

- Irani 0.30349 (0.26880, 0.33819)

- Hwang 0.29914 (0.26453, 0.33375)

- Patel 0.30344 (0.26873, 0.33815)

-lto 0.29871 (0.26402, 0.33341)

- Salmi 0.30268 (0.26780, 0.33756)

- Ceppa 0.30279 (0.26791, 0.33767)

- Kim SH 0.30141 (0.26641, 0.33641)

- Laleman 0.30015 (0.26514, 0.33516)

- Will 0.30220 (0.26729, 0.33710)

- Ridtitid 0.30190 (0.26668, 0.33711)

- Onkendi 0.30098 (0.26580, 0.33616)

- Napoleon 0.29764 (0.26304, 0.33224)

-Ma 0.30148 (0.26667, 0.33629)

- Shim 0.29995 (0.26511, 0.33478)

- De Palma 0.30224 (0.26745, 0.33704)

- Tsuji 0.30103 (0.26613, 0.33593)

- Soma 0.29907 (0.26415, 0.33400)

- Lee 0.30204 (0.26734, 0.33675)

- Dubois 0.30339 (0.26875, 0.33802)

- Kang 0.29851 (0.26371, 0.33331)

- Klein 0.29405 (0.26111, 0.32699)

- Attila 0.29379 (0.26024, 0.32735)

- Camus 0.30436 (0.26996, 0.33875)

- Chung 0.29927 (0.26457, 0.33397)

-Li 0.29983 (0.26505, 0.33461)

- Nam 0.30047 (0.26539, 0.33556)

- Kagawa 0.29997 (0.26490, 0.33505)

- Perez Cuadrato Robles 0.29801 (0.26334, 0.33268)

- Sahar 0.29919 (0.26409, 0.33428)

- lwasaki 0.30108 (0.26588, 0.33628)

- Meunier 0.30078 (0.26582, 0.33573)

- Miwa 0.30360 (0.26892, 0.33827)

-Lis 0.29786 (0.26321, 0.33251)

-LeeKj 0.29740 (0.26284, 0.33195)

- Cui 0.30104 (0.26538, 0.33670)

- Gondran 0.29700 (0.26252, 0.33149)

-Lee (2) 0.30127 (0.26628, 0.33627)

- Cho 0.29724 (0.26276, 0.33171)

- Choi JH 0.30251 (0.26758, 0.33745)

- Han 0.30351 (0.26884, 0.33818)

- Miyamoto 0.29920 (0.26441, 0.33399)

- Singh 0.30133 (0.26579, 0.33687)

- Suzuki 0.29672 (0.26229, 0.33115) +

- Takada 0.30314 (0.26832, 0.33796) ‘

- Trung 0.30022 (0.26492, 0.33551) -

- Wang 0.30071 (0.26561, 0.33581) .

- Xie 0.30359 (0.26892, 0.33825) + .

- Yoon 0.29784 (0.26323, 0.33246) . :

- Seyfried 0.30048 (0.26463, 0.33633) .

- Hyun 0.29299 (0.25988, 0.32610) L

- Park 0.29965 (0.26472, 0.33458) .
|

027 028 029 031 032

03
Proportion
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Figure 2s: Bleeding; Forrest plot.

Number of Proportion Weight

Study successesTotal with 96% CI (%)
Norton et al, 2002 2 2 —i 0.077[0.000, 0.179] 1.53
Catalano et al, 2004 2 1w W 0.019[0.000, 0.046] 2.14
Cheng et al, 2004 4 ss 0.073[0.004, 0.141] 1584
Katsinelos et al, 2006 1 14— 0.07110.000, 0.208] 1.24
Jung et al, 2009 1 2z 0.045[0.000, 0.132) 167
Ghidirim et al, 2009 2z 12— —— 0.167[0.000, 0.78] 0.76
Boix et al, 2009 1 21 i 0.048[0.000, 0.139] 1.63
Kim et al, 2009 o 17 - 0.028[0.000, 0.104] 1.7
Irani et al, 2009 s 11 W 0.085[0.005, 0.066] 2.12
Hwang et al, 2010 4 bl = 0.364[0.079, 0.648] 0.50
Patel et al, 2011 2 s 0.053[0.000, 0.124) 1.82
Ito et al, 2012 7 28 T 0.250[0.090, 0:410] 1.05
Salmi et al, 2012 3 s W 0.048[0.000, 0.103] 1.9
Ceppa etal, 2018 & 6 0.088[0.021, 0.156] 1.85
Kim SH et al, 2013 12 Pz = 0.167[0.081, 0253 1.68
Laleman et al, 2013 1 91 0.121[0.054, 0.188] 1.85
Wil etal, 2013 3 s+ M 0.056[0.000, 0.117] 1.9
Ridtitd et al, 2014 28 151 ] 0.152[0.095, 0.210] 1.94
Onkendi et al, 2014 17 130 0.181[0.078, 0.189] 1.93
Napoleon et al, 2014 1 L) 0.118[0.053, 0.184] 187
Ma et al, 2014 1 2 0.088[0.000, 0.112) 1.79
Shim et al, 2014 4 a9 0.103[0.007, 0.198] 159
De Paima et al, 2015 2 27 - 0.074[0.000, 0.173] 156
Lee et al, 2016 3 4+ 0.067[0.000, 0.140] 1.80
Tsuji et al, 2015 21 1s L 0.183[0.112, 0.253] 1.82
Soma et al, 2015 1 12 —M— 0.083[0.000, 0.240] 1.08
Kang et al, 2017 18 104 L 0.17310.100, 0.246] 1.80
Kiein et al, 2018 66 125 — 0.528[0.440, 0.616) 1.67
Abe et al, 2022 10 43 — 0.233[0.106, 0.359] 1.32
Attila et al, 2018 3 « i 0.068[0.000, 0.143] 1.79
Camus et al, 2018 1 20 M 0.050[0.000, 0.146] 159
Cho et al, 2023 1 2 W 0.034[0.000, 0.101] 1.86
Choi S et al, 2022 1 106 q 0.104[0.045, 0.162] 1.93
Chung et al, 2018 10 122 0.082[0.033, 0.131] 201
Cul et al, 2022 s 17 J-I 01910132, 0.249) 1.93
Gondran et al, 2022 25 227 0.110[0.068, 0.151] 2.06
Han etal, 2023 2 13 L 0.169[0.106, 0.232) 1.80
Iwasaki et al, 2020 40 60 —— 0.667[0547, 0.786] 1.38
Kagawa et al, 2019 2 2 0.050[0.000, 0.118] 1.85
Lisetal 2018 22 1o B 0.200[0.125, 0.275] 1.78
Lee K] et al, 2022 18 40 —— 0.325[0.180, 0470 1.16
Meunier et al, 2021 a4 807 ] 0.143[0.104, 0.183] 2.07
Miwa et al, 2021 s 40 = 0.225[0.095, 0.354] 1.28
Miyamoto et al, 2023 2 7~ B 0.029[0.000, 0.068] 2.07
Nam et al, 2018 16 109 0.147[0.080, 0.213] 1.86
Perez Cuadrato Robles et al, 2018 4 7 i 0.055[0.003, 0.107] 1.98
Sahar et al, 2019 10 161 W 0.062[0.025, 0.009) 2.00
Seytried et al, 2022 1 2 B 0.024[0.000, 0.070] 2.03
Singh et al, 2024 28 257 0.109[0.071, 0.147] 2.08
Suzuki et al, 2023 8 20 L 0.267[0.108, 0.425) 1.07
Tekada et al, 2023 7 7% 0.003[0.027, 0.159] 1.88
Truing et al, 2023 26 202 0.129[0.083, 0.175] 2.02
Wang et al, 2023 1z 107 0112[0.052, 0.172] 182
Xie et al, 2023 s 106 0.047[0.007, 0.088] 2.07
‘Yamamoto et al, 2018 s 17 - 0.203[0.144, 0.263] 1.92
Binda et al, 2024 77 430 L] 0.178[0.143, 0.215] 2.08
Hyun et al, 2018 2 50 = 0.440[0.302, 0578) 1.2
Park et al, 2022 18 78 — 0.231[0.137, 0.324] 1.61
Overall —— 0.128[0.105, 0.151]

Heterogeneity: T = 0.01, I = 86.72%, H’ = 7.63
Test of 6, = 8: Q(57) = 429.11, p = 0.00
Testof 6=0:z=11.00, p=0.00

Random-effects DerSimonian-Laird model
5% prediction interval

Table 3s: Bleeding: Meta Regression analysis

Covariate Coefficients

Lower
Bound

Upper
Bound

Standard
Error

P-value

Age 0.003

-0.002

0.008

0.002

0.243

Female -0.221

-0.498

-0.02

0.121

0.048

Lesions for -0.003
center/year

-0.015

0.009

0.006

0.654

Size (mm) -0.001

-0.002

0.001

<0.00

0.315

Intraductal 0.002

- 0.003

0.006

0.002

0.497

RFA 0.019

-0.165

0.203

0.094

0.837
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Figure 3: Pancreatitis; Forrest Plot.

Number of Proportion Weight
Study successes_Total with 95% CI (%)
Norton et al, 2002 4 2 L] 0.154[0.015, 0.203] 0.82
Catalano et al, 2004 5 103 0.049[0.007, 0.080] 261
Cheng et al, 2004 5 55 —M— 0.001[0.015, 0.167] 1.74
Katsinelos et al, 2006 1 14— 0.071[0.000, 0.206] 0.86
Jung et al, 2009 4 2 —a— 0.182[0.021, 0.343] 0.65
Ghidirim et al, 2009 1 12— — 0.083[0.000, 0.240] 0.68
Boix et al, 2009 4 21 . 0.190[ 0.023, 0.358] 0.61
Kim et al, 2009 1 17— 0.059[0.000, 0.171] 1.12
Irani et al, 2009 10 1 0.071[0.029, 0.113] 259
Hwang et al, 2010 0 1 0.042[0.000, 0.155] 1.10
Patel et al, 2011 3 3g — M 0.079[0.000, 0.165] 1.54
to et al, 2012 0 28 - 0.017[0.000, 0.065] 2.45
Salmi et al, 2012 6 61 - 0.008[0.024, 0.173] 1.76
Ceppa et al, 2013 6 68 0.088[0.021, 0.156] 1.93
Kim SH et al, 2013 6 72 0.083[0.018, 0.147] 202
Laleman et al, 2013 14 £l 0.154[0.080, 0.228] 1.78
Will et al, 2013 7 54 0.130[ 0.040, 0.219] 1.47
Ridtitid et al, 2014 [ 151 0.060[0.022, 0087] 271
Onkendi et al, 2014 19 130 0.146[0.085, 0207 2.10
Napoleon et al, 2014 22 % 0.237[0.150, 0.323] 1.53
Ma etal, 2014 5 2 0.192[0.041, 0344] 0.72
Shim et al, 2014 7 a8 0.179[0.056, 0.300] 1.01
De Palma et al, 2015 3 27— — 0.111[0.000, 0.230] 1.03
Lee et al, 2016 7 45 R 0.156[0.050, 0.261) 1.20
Toujl et al, 2015 12 s - 0.104[0.048, 0.160] 2.22
Soma et al, 2015 1 12— — 0.083[0.000, 0.240] 0.68
Kang et al, 2017 16 104 iz | 0.154[0.085, 0.223] 1.89
Klein et al, 2018 ] 125 0.072[0.027, 0.117) 251
Abe et al, 2022 17 43 — 8@ (0.395[0.249, 0.541] 076
Attila et al, 2018 1 « B 0.023[0.000, 0.067] 2.54
Camus et al, 2018 3 20 — ' 0.150[0.000, 0.306] 0.68
Cho etal, 2023 6 2% —|—8— 0.207[0.056, 0.354] 0.75
Choi S et al, 2022 14 106 n 0.132[0.068, 0.187] 201
Chung et al, 2018 17 122~k 0.139[0.078, 0.201] 2.08
Cu et al, 2022 26 173 L 0.150[0.007, 0.204] 229
Gondran et al, 2022 40 227 - 0.176[0.127, 0.226] 2.3%
Han et al, 2023 g 13 HH 0.066 [ 0.024, 0.108] 2.60
Iwasaki et al, 2020 17 60 —— 0.283[0.169, 0.397) 1.09
Kagawa et al, 2019 g 40 —l— 0.075[0.000, 0.157] 1.62
LiS etal, 2018 13 10 L] 0.118[0.058, 0.478] 2.1
Lee Kj et al, 2022 7 0 —8— 0.175[0.057, 0.283] 1.04
Meunier et al, 2021 a0 307 0.098[0.065, 0.131] 283
Miwa et al, 2021 6 40 ] 0.150[0.038, 0.261] 1.13
Miyamoto et al, 2023 7 o — 0.1000.030, 0.170] 1.87
Nam et al, 2018 17 109 il 0.156[0.088, 0.224] 1.92
Perez Cuadrato Robles et al, 2019 6 7 —l 0.082[0.019, 0145 2.04
Sahar et al, 2018 11 161 0.068[0.029, 0.107] 2.68
Seyfried et al, 2022 15 42 —®——  0.357[0212 0502 077
Singh et al, 2024 28 257 I 0.109[0.071, 0.147] 2.70
Suzuki et al, 2023 9 30 L] 0.300[0.136, 0.464] 0.63
Tekada et al, 2023 3 7 - 0.040[0.000, 0.084] 2.53
Trung et al, 2023 a 20 Hi- 0.158[0.108, 0.209] 237
Wang et al, 2023 ] 107 -l 0.084[0.032, 0.137] 231
Xie et al, 2023 7 106 M 0.066[0.019, 0.113] 245
Yamamato et al, 2018 18 1 i 0.102[0.057, 0.146] 2.53
Binda et al, 2024 s a0 M 0.088[0.062, 0.115] 2.98
Hyun et al, 2018 10 50 —i- 0.200[0.089, 0.311] 1.13
Park et al, 2022 ° s —l— 0.115[0.044, 0.186] 1.85

Overall + 0.112[0.098, 0.127]

Heterogeneity: ™° = 0.00, I¥ = 62.86%, H* = 2.69
Testof 6, =6 Q(57) = 153.48, p = 0.00
Testof 6 =02 =15.14, p = 0.00

Random-effects DerSimonian—Laird model
95% prediction interval

Table 4s: Pancreatitis: Meta Regression analysis

Covariate Coefficients | Lower Bound | Upper Bound | Standard Error | P-value
Pancreatic Stent -0.095 -0.182 --0.009 0.044 0.031
Age 0.000 -0.001 0.002 <0.001 0.689
Female -0.024 -0.05 0.098 0.038 0.528
Lesions for 0.001 -0.002 0.003 0.01 0.610
center/year
Size (mm) -0.000 -0.006 0.006 0.003 0.954
Intraductal 0.060 -0.176 0.295 0.120 0.619
RFA 0.020 -0.073 0.113 0.047 0.680
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Figure 4s: Post Procedural Cholangitis; Forrest Plot

Number of Proportion Weight

Study successes Total with 95% CI %)
Norton et al, 2002 0 26 ——— 0.019[ 0.000, 0.069] 0.60
Catalano et al, 2004 0 103 0.005[ 0.000, 0.018] 4.42
Cheng et al, 2004 0 55 W— 0,008 [ 0.000, 0.034] 2.06
Katsinelos et al, 2006 0 14 - 0.033[ 0,000, 0.124] 0.20
Jung et al, 2009 2 22— 00981[0.000, 0211] 0.1
Ghidirim et al, 2009 0 12— 0.038( 0.000, 0.143] 0.5
Boix et al, 2009 0 21 = 0.023[0.000, 0.085] 0.41
Kim et al, 2009 0 17— 0.028( 0.000, 0.104] 0.28
Irani et al, 2009 1 141 W 0.007[ 0.000, 0.021] 4.25
Hwang et al, 2010 0 "o 0.042[ 0.000, 0.155] 0.13
Patel et al, 2011 0 38 0.013[ 0,000, 0.048] 1.15
lto et al, 2012 3 28 0.107[ 0.000, 0.222] 0.2
Salmi etal, 2012 0 61 W— 0.008[ 0.000, 0.030] 2.39
Ceppa etal, 2013 0 68 W 0.007[ 0.000, 0.027] 2.77
Kim SH et al, 2013 0 2 0.007[ 0.000, 0.026] 2.99
Laleman et al, 2013 4 91 - 0.044[ 0,002, 0.086] 0.84
Ridiitid et al, 2014 0 151 : 0.003( 0.000, 0.012] 5.89
Onkendi et al, 2014 0 130 0.004[ 0.000, 0.014] 5.35
Napolean et al, 2014 5 93 —=— 0.054[ 0.008, 0.100] 0.72
Ma et al, 2014 0 26 —E—— 0.019[ 0.000, 0.069] 0.60
Shim et al, 2014 0 39 0.013[ 0.000, 0.047] 1.20
De Palma et al, 2015 0 0.018[ 0.000, 0.067] 0.64
Tsuji et al, 2015 2 0.017[ 0.000, 0.041] 2.6
Somaetal, 2015 0 0.038[ 0,000, 0.143] 0.15
Kang et al, 2017 0 0.005[ 0.000, 0.018] 4.46
Abe et al, 2022 2 0.047[ 0,000, 0.109]  0.40
Attila et al, 2018 0 0.011[0.000, 0.042] 1.46
Camus et al, 2018 1 0.050[ 0.000, 0.146] 0.18
Cho et al, 2023 0 0.017[ 0,000, 0.062] 0.72
Choi § etal, 2022 6 0.057[ 0013, 0.101] 0.78
Chung etal, 2018 5 0.041[ 0,006, 0.076] 1.16
Cui etal, 2022 10 0.058[ 0.023, 0.093] 1.18
Han et al, 2023 0 0.004[ 0,000, 0.014] 5.52
Iwasaki et al, 2020 1 0.017[ 0.000, 0.049] 1.33
Kagawa et al, 2019 0 0.012[ 0,000, 0.046] 1.25
LiSetal, 2018 8 0073 0.024, 0.121]  0.65
Lee K] et al, 2022 0 0.012[ 0,000, 0.046] 1.25
Meunier et al, 2021 5 0.016(0.002, 0.030] 4.16
Miwa et al, 2021 3 0.075[ 0,000, 0.157] 0.24
Miyamoto et al, 2023 9 0.129[ 0050, 0.207] 0.26
Nam et al, 2018 8 0073 0.024, 0.122]  0.64
Perez Cuadrato Robles et al, 2019 0 0.007[ 0.000, 0.025] 3.04
Sahar et al, 2019 0 0.003 0.000, 0.012] 6.1
Seyfried et al, 2022 0 0.012[ 0,000, 0.044] 1.36
Singh et al, 2024 3 0.012[ 0.000, 0.025] 4.47
Suzuki etal, 2023 0 0.016[ 0.000, 0.060] 0.77
Trung et al, 2023 0 0.002[ 0.000, 0.009] 6.76
Wang et al, 2023 7 0.065[ 0019, 0.112] 0.70
Yamamoto et al, 2018 5 0.028( 0.004, 0.053] 2.09
Binda et al, 2024 6 00140003, 0.025] 5.16
Hyun et al, 2018 1 0.020[ 0,000, 0.059] 0.98
Park et al, 2022 0 0.006[ 0.000, 0.024] 3.29
Overall 0.013[ 0.008, 0.017)

Heterogeneity: T° =0.00, I = 33.11%, H’ = 1.49
Test of 6= 8: Q(51) = 76.24, p = 0.01
Testof @ =0:2=6.19, p=0.00

Random-effects DerSimonian-Laird mode!
95% prediction interval

Table 5s: Cholangitis: Meta-regression analysis

Covariate Coefficients | Lower Bound Upper Bound | Standard Error | P-value
Biliary Stent -0.017 -0.042 0.008 0.013 0.180
Age 0.000 -0.001 <0.001 <0.001 0.944

Female -0.019 -0.030 - 0.008 0.006 <0.001
Size -0.001 - 0.002 0.001 <0.001 0.315

Lesions for 0.000 -0.001 0.001 <0.001 0.940
center/year
Intraductal 0.008 -0.053 0.068 0.031 0.807
RFA -0.015 -0.040 0.010 0.013 0.234
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Figure Ss: Post Procedural Perforations; Forrest Plot

Number of Proportion Weight
Study successes Total with 95% CI (%)
Norton et al, 2002 1 26 0.038[0.000, 0.112] 0.20
Catalano et al, 2004 0 103 W 0.005[0.000, 0.018] 6.26
Cheng et al, 2004 1 55 — 0.016[0.000, 0.053] 0.89
Katsinelos et al, 2006 0 1 0.033[0.000, 0.124] 0.13
Jung et al, 2009 1 22 0.045[0.000, 0.132] 0.15
Ghidirim et al, 2009 0 12 0.0360.000, 0.143] 0.0
Boix et al, 2009 0 e 0.023[0.000, 0.085] 0.28
Kim et al, 2008 0 17 0.0260.000, 0.104] 0.18
Irani et al, 2009 2 141 — 0.014[0.000, 0.034] 2.0
Hwang et al, 2010 0 1" 0.042(0.000, 0.155] 0.08
Patel et al, 2011 0 3 —&4— 0.013[0.000, 0.048] 0.89
o et al, 2012 2 28 - 0.071[0.000, 0.167] 0.12
Salmi et al, 2012 2 81 =—=—= 0.033[0.000, 0.077] 0.55
Ceppa et al, 2013 [ 68 W — 0.007[0.000, 0.027] 276
Kim SH et al, 2013 0 72 0.0070.000, 0.026] 3.08
Laleman et al, 2013 ] o1 M- 0.005[0.000, 0.020] 4.90
Will et al, 2013, 1 54 —m—— 0.019[0.000, 0.054] 0.86
Riditd et al, 2014 3 151 — 0.020[0.000, 0.042] 2.23
Onkendi et al, 2014 0 130 lH 0.004[0.000, 0.014] 9.92
Napoleon et al, 2014 4 g3 ——w= 0.043[0.002, 0.084] 0.65
Maetal, 2014 0 26— 0.019[0.000, 0.069] 0.43
shim et al, 2014 2 39 0.051[0.000, 0.121] 023
De Palma et al, 2015 0 27— 0.0160.000, 0.067] 0.46
Lee et al, 2016 1 45— 0.022[0.000, 0.065] 0.60
Tsuji et al, 2015 3 15 —=-— 0.026 [0.000, 0.055] 1.30
Kang et al, 2017 ] 104 = 0.077[0.026, 0.128] 0.42
Kiein et al, 2018 1 125 - 0.006 [ 0.000, 0.024] d.54
Abe et al, 2022 1 43 0.023[0.000, 0.068] 0.55
Attla et al, 2018 0 44 = 0.011[0.000, 0.042] 1.18
Cha et al, 2023 0 29 —p—— 0.017[0.000, 0.062] 0.53
Choi S et al, 2022 1 106 -M— 0.009[0.000, 0.028] 3.27
Chung et al, 2018 2 122 —# 0.016[0.000, 0.039] 2.18
Cui et al, 2022 4 173 —— 0.023[0.001, 0.046] 2:21
Gondran et al, 2022 12 221 | —=— 0.053[0.024, 0:082] 1.31
Han et al, 2023 5 136 - 0.037[0.005, 0.068] 1.1
Iwasaki et al, 2020 3 60 - 0.050(0.000, 0.105] 0.36
Kagawa et al, 2019 0 40 —=— 0.012[0.000, 0.046] 0.98
LiSetal, 2018 3 10 —= 0.027[0.000, 0.058] 1.19
Lee Kj et al, 2022 0 40 —=—— 0.012[0.000, 0.046] 0.98
Meunier et al, 2021 7 a7 0.023[0.006, 0.039] 3.97
Miwa et al, 2021 3 40 ™ 0.075[0.000, 0.157] 0.17
Miyamoto et al, 2023 0 70 M 0.007[0.000, 0.026] 292
Nam et al, 2018 2 109 —W— 0.018[0.000, 0.043] 1.74
Perez Guadrato Robles et al, 2019 4 7™ - - 0.055[0.003, 0.107] 0.41
Sahar et al, 2018 2 161 B 0.012[0.000, 0.030] 378
Singh et al, 2024 3 257 - 0.012[0.000, 0.025] 642
Suzuki et al, 2023 0 30 —& 0.016[0.000, 0.060] 0.56
Takada et al, 2023 2 s e 0.027[0.000, 0.063] 0.83
Trung et al, 2023 6 202 W — 0.030[0.006, 0.053] 2.02
Wang et al, 2023 3 107 —f-® 0.026(0.000, 0.059] 1.13
Xie et al, 2023 3 106 0.028(0.000, 0.060] 1.1
Yamamoto et al, 2018 5 177 .- 0.028[0.004, 0.053] 1.86
Binda et al, 2024 7 a0 M 0.016[0.004, 0.028] 7.73
Hyun et al, 2018 1 50 0.020[0.000, 0.058] 0.73
Park et al, 2022 [ 78 W 0.0060.000, 0.024] 3.62

Overall

Heterogeneity: 1° = 0.00, I* = 0.00%, H* = 1.00

Test of 6,=

: Q(54) = 46.38, p = 0.76
=889,p=0.00

Test of 8 = 0:

Random-effects DerSimonian-—Laird model
95% prediction interval

Table 6s: Perforation; Meta Regression analysis.

0.015[0.012, 0.018]

Covariate

Coefficients

Lower
Bound

Upper
Bound

Standard
Error

P-value

Biliary Stent

-0.017

-0.042

0.008

0.013

0.180

Age

0.000

-0.001

0.001

<0.001

0.944

Female

-0.005

-0.024

0.015

0.010

0.630

Lesions for
center/year

0.000

-0.001

0.001

<0.001

0.940

Size (mm)

-0.001

-0.002

0.001

<0.00

0.315

Intraductal

0.044

0.027

0.125

0.031

0.038

RFA

0.015

-0.040

0.010

0.013

0.234
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Figure 6s: Post Procedural Strictures; Forrest Plot

Number of Proportion Weight
Study successes Total with 95% CI (%)
Norton et al, 2002 2 26 mi———= 0.077[0.000, 0.179] 0.22
Catalano et al, 2004 3 103 & — 0.029 [ 0.000, 0.062] 1.90
Cheng et al, 2004 2 55 Er¥E— 0.036 [ 0.000, 0.086] 0.90
Katsinelos et al, 2006 0 14 = 0.033[ 0.000, 0.124] 0.28
Jung et al, 2009 0 22 P 0.022[ 0.000, 0.081] 0.64
Ghidirim et al, 2009 0 12 S 0.038 [ 0.000, 0.143] 0.22
Boix et al, 2009 0 21 ={— 0.023 [ 0.000, 0.085] 0.59
Kim et al, 2009 0 17 —— 0.028 [ 0.000, 0.104]  0.40
Irani et al, 2009 3 141 0.021[ 0.000, 0.045] 3.09
Hwang et al, 2010 1 I Sie=Se———— 0.091[ 0.000, 0.261] 0.08
Ceppa et al, 2013 0 68 0.007 [ 0.000, 0.027] 3.93
Kim SH et al, 2013 0 72 I 0.007 [ 0.000, 0.026] 4.23
Ridtitid et al, 2014 0 151 0.003[ 0.000, 0.012] 8.19
Onkendi et al, 2014 0 130 q 0.004 [ 0.000, 0.014] 7.47
De Palma et al, 2015 0 27 e 0.018 [ 0.000, 0.067] 0.92
Lee etal, 2016 1 45 —=-— 0.022[ 0.000, 0.065] 1.16
Tsuji et al, 2015 5 15 o 0.043[ 0.006, 0.081] 1.50
Abe et al, 2022 0 43 #— 0.011[0.000, 0.043] 2.02
Attila et al, 2018 0 44 ¥ 0.011[0.000, 0.042] 2.09
Camus et al, 2018 3 20 = 0.150[ 0.000, 0.306] 0.10
Cho et al, 2023 3 Pl W S 0.103[ 0.000, 0.214] 0.19
Choi S et al, 2022 0 106 0.005 [ 0.000, 0.018] 6.37
Chung et al, 2018 6 122 0.049[ 0.011, 0.088] 1.43
Gondran et al, 2022 6 227 0.026 [ 0.006, 0.047] 3.72
Han et al, 2023 0 136 0.004 [ 0.000, 0.014] 7.69
Iwasaki et al, 2020 2 60 0.033[ 0.000, 0.079] 1.06
Kagawa et al, 2019 0 40 0.012[ 0.000, 0.046] 1.79
LiSetal, 2018 2 10 0.018 [ 0.000, 0.043] 2.88
Lee Kj et al, 2022 0 40 0.012[ 0.000, 0.046] 1.79
Miyamoto et al, 2023 0 70 0.007 [ 0.000, 0.026] 4.08
Nam et al, 2018 8 109 —— 0.073[0.024, 0.122] 0.92
Perez Cuadrato Robles et al, 2019 1 73 0.014[ 0.000, 0.040] 2.61
Sahar et al, 2019 0 161 0.003 [ 0.000, 0.012] 8.48
Singh et al, 2024 6 257 0.023[ 0.005, 0.042] 4.36
Yamamoto et al, 2018 12 177 g 0.068 [ 0.031, 0.105] 1.52
Binda et al, 2024 1 430 0.002 [ 0.000, 0.007] 10.40
Hyun et al, 2018 2 50 Er— 0.040[ 0.000, 0.094] 0.76
Overall + 0.013[0.008, 0.018]
Heterogeneity: 12 = 0.00, I? = 37.92%, H* = 1.61
Test of 8, = 6;: Q(36) = 57.99, p = 0.01
Test of 8 =0:z=5.24, p =0.00

6_ A 2 3

Random-effects DerSimonian—Laird model
95% prediction interval

Table 7s: Biliary Stricture; Meta Regression analysis

Covariate Coefficients | Lower Upper Standard P-value
Bound Bound Error

Pancreatic Stent -0.015 -0.042 0.012 0.014 0.278
Biliary Stent -0.014 -0.039 0.011 0.013 0.271
Age -0.001 -0.003 0.000 <0.001 0.084
Female -0.038 -0.078 0.002 0.020 0.066
Size -0.001 -0.002 0.001 <0.001 0.420
Lesions for 0.001 -0.000 0.002 <0.001 0.221
center/year

RFA 0.033 0.008 0.057 0.012 0.008
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Figure 7s: Funnel Plot; safety outcomes, Figure A: Funnel Plot for Bleeding, B
Funnel Plot for biliary stricture, C: Funnel plot for Pancreatitis, D: Funnel Plot for
Perforation, E: Funnel Plot for Adverse Event Outcome Overall
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Figure 8s: En-bloc resection; Forrest Plot

Number of Proportion Weight
Study Total with 95% CI (%)
Norton et al, 2002 24 26 —@— o0923[0821, 1.000] 223
Cheng et al, 2004 30 55 —l— 0.545[0.414, 0.677) 2.06
Katsinelos et al, 2006 13 14 - 0920[0.794, 1.000] 2.04
Jung etal, 2009 14 22 =t 0.636 [ 0.435, 0.837] 1.63
Ghidirim et al, 2009 8 2?2 —a— 0.667 [ 0.400, 0.933] 1.28
Hwang et al, 2010 1 1 —  0958[0.845, 1.000] 2.17
Patel et al, 2011 36 38 —-  0947[0876, 1.000] 239
Ito et al, 2012 27 28 ~  0964[0.896, 1.000] 2.0
Kim SH et al, 2013 60 72 —— 0.833[0.747, 0.919] 2.32
Ridtitid et al, 2014 89 151 —- 0.589[ 0.511, 0.668] 2.35
Onkendi et al, 2014 120 130 M o0923[0877, 0969] 248
Napoleon etal, 2014 68 93 — 0.731[0.641, 0.821] 2.30
Ma et al, 2014 17 26 —a— 0.654[0.471, 0.837] 1.74
Shim et al, 2014 35 39 —— 0897[0.802 0.993] 2.27
De Palma et al, 2015 24 27 ~—M— 08890770, 1.000] 2.14
Lee et al, 2016 40 45 —M—  0889[0.797 0.981] 2.29
Tuji et al, 2015 88 115 —- 0.765[0.688, 0.843] 2.36
Soma et al, 2015 12 12 —  0962[0857, 1.000] 2.22
Kang et al, 2017 94 104 - 0904[0.847, 0.961] 2.45
Attila et al, 2018 28 a4 —ii— 0.636 [ 0.494, 0.779] 1.99
Camus et al, 2018 20 20 M 0976[0911, 1.000] 2.41
Choi S et al, 2022 20 106 il 0.849[0.781, 0.917] 2.40
Chung et al, 2018 107 122 - 0.877[0.819, 0.935] 2.44
Cui et al, 2022 136 173 E B 0.786 [ 0.725, 0.847] 2.43
Gondran et al, 2022 147 227 - 0.6480.585, 0.710] 2.43
Han et al, 2023 71 136 — 0.522[0.438, 0.606] 2.33
Iwasaki et al, 2020 50 60 —— 0.833[0.739, 0.928] 2.27
Kagawa et al, 2019 40 40 B o0988[0.954 1.000] 252
LiSetal, 2018 83 110 —- 0.755[ 0.674, 0.835] 2.34
Lee Kj et al, 2022 38 40 —M  0950[0.:882, 1.000] 2.40
Meunier et al, 2021 222 807 . 3 0.723[0.673, 0.773] 2.47
Miwa et al, 2021 33 20 —— 0.825[0.707, 0.943] 2.14
Miyamoto et al, 2023 61 70 il 0.871[0.793, 0.950] 2.35
Nam et al, 2018 91 109 - 0.835[0.765, 0.905] 2.39
Perez Cuadrato Robles et al, 2019 34 73 —i— 0.466 [ 0.351, 0.580] 2.16
Sahar et al, 2019 115 161 - 0.714[0.645, 0.784] 2.39
Seyfried et al, 2022 36 42 —l—  0857[0.751, 0.963] 221
Singh et al, 2024 123 257 - 0.479[0.418, 0.540] 2.43
Suzuki et al, 2023 29 30 - 09670902, 1.000) 242
Trung et al, 2023 151 202 s ol 0.748[0.688, 0.807) 2.43
Wang et al, 2023 87 107 - 0.813[0.739, 0.887] 2.38
Xie etal, 2023 81 106 L 0.764[ 0.683, 0.845] 2.34
Binda et al, 2024 296 430 ] 0.688[0.645, 0.732] 2.49
Hyun et al, 2018 15 50 ——  0.900[0.817, 0.983] 2.33

Overall 7H 0.802 [ 0.759, 0.844]
Heterogeneity: 12 =0.02, |? = 93.05%, H? = 14.38

Test of 6, = 6 Q(43) = 618.32, p = 0.00

Testof 8 = =36.77, p=0.00

Random-effects DerSimonian-Laird model
95% prediction interval

Table 8s: Complete Resection: Meta Regression analysis.

Covariate Coefficients | Lower Upper Standard P-value
Bound Bound Error

Lesions for 0.004 0.003 0.012 0.004 0.220

center/year

Size (mm) -0.009 -0.023 0.005 0.007 0.202

Intraductal -0.647 -1.399 -0.105 0.384 0.042

Endoscopy | DOI 10.1055/a-2724-3905 | © Thieme. All rights reserved.
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Table 9s: Complete resection, Recurrence; Subgroup Analysis

Endoscopy | DOI 10.1055/a-2724-3905 | © Thieme. All rights reserved.

Outcomes Variables RR 95%Cl 12 (%) T
Prospective | 93.8 99%‘;' 85.90 | 0.00
Study design 31 .6-
Retrospective | 84.3 37.0 96.15 0.01
83.5-
East 88.5 94.69 0.00
Complete Geographical astern 88.9
resection area Western | 851 | 52 | 9634 | 001
89.0
85.4-
Pubblication Before 2021 | 87.9 90.4 93.55 0.00
year 2021 and 75.6-
after 81.2 86.8 97.60 | 0.01
Prospective 8.5 3.3-13.7 | 73.87 0.00
Study design Retrospective | 16.4 122072_ 94.25 0.01
. Eastern 13.4 | 9.7-17.2 | 89.87 0.01
Recurrence Geographical 11.0-
area Western 16.8 22' . 94.10 0.02
.. Before 2021 12.0 |9.1-149 | 93.29 0.00
Pubblication 5021 and 122
year after 21.0 59.8 93.36 | 0.02
13
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Figure 9s: Complete resection: leave-one-out sensitivity analysis.

Studies Estimate (95% C.I.)
Overall 0.85945 (0.83691, 0.88199)
- Norton 0.85657 (0.83370, 0.87944) ]
- Catalano 0.85679 (0.83384, 0.87974) L ]
- Cheng 0.85695 (0.83407, 0.87983) .
- Katsinelos 0.85947 (0.83682, 0.88211) [ ]
- Jung 0.86036 (0.83774, 0.88299) .
- Ghidirim 0.85773 (0.83498, 0.88048) 3
- Boix 0.86514 (0.84290, 0.88738) n
- Kim 0.85716 (0.83436, 0.87996) [}
- Irani 0.86536 (0.84325, 0.88748) o
- Hwang 0.85788 (0.83514, 0.88061) .
-lIto 0.85648 (0.83359, 0.87937) L
- Salmi 0.85552 (0.83232, 0.87872) ]
- Ceppa 0.86073 (0.83808, 0.88337) ]
- Kim SH 0.85853 (0.83575, 0.88132) u
- Laleman 0.86116 (0.83855, 0.88377) ]
- Ridtitid 0.86318 (0.84082, 0.88555) L
- Onkendi 0.85639 (0.83335, 0.87943) L |
- Napoleon 0.85463 (0.83096, 0.87831) u
- Shim 0.85821 (0.83544, 0.88098) | ]
- De Palma 0.85652 (0.83364, 0.87940) ]
-Lee 0.85729 (0.83445, 0.88012) ]
- Tsuji 0.85582 (0.83266, 0.87899) [ ]
- Soma 0.85773 (0.83498, 0.88048) B
- Dubois 0.86063 (0.83807, 0.88319) .
- Kang 0.85739 (0.83450, 0.88027) ]
- Klein 0.85612 (0.83302, 0.87921) B
- Abe 0.86442 (0.84208, 0.88677) ]
- Attila 0.85850 (0.83573, 0.88126) B
- Camus 0.86087 (0.83828, 0.88345) _
-Choi § 0.85523 (0.83184, 0.87861) I
- Chung 0.86782 (0.84603, 0.88961) L
- Cui 0.85215 (0.82686, 0.87744) n
- Gondran 0.86701 (0.84534, 0.88867) m
- Han 0.85819 (0.83536, 0.88102) [}
- Iwasaki 0.86214 (0.83959, 0.88468) ]
- Kagawa 0.85607 (0.83309, 0.87905) ]
-Lis 0.85410 (0.83010, 0.87810) ]
- Miwa 0.86037 (0.83772, 0.88303) .
- Miyamoto 0.85529 (0.83197, 0.87860) | .
- Nam 0.86030 (0.83763, 0.88297) ]
- Perez Cuadrato Robles 0.86148 (0.83889, 0.88408) ]
- Sahar 0.85245 (0.82736, 0.87753) Il
- Seyfried 0.85660 (0.83371, 0.87950) ]
- Singh 0.86023 (0.83762, 0.88283) u
- Suzuki 0.86226 (0.83974, 0.88478) -
- Takada 0.86016 (0.83748, 0.88285) [ ]
- Trung 0.86565 (0.84370, 0.88760) 1l
- Wang 0.85974 (0.83703, 0.88245) .
- Xie 0.86273 (0.84026, 0.88520) o
- Yamamoto 0.86249 (0.84008, 0.88490) | ]
- Yoon 0.86668 (0.84465, 0.88870) ]
- Binda 0.86297 (0.84093, 0.88502) L]
- Hyun 0.86244 (0.83992, 0.88497) ]
r T T T T 1
083 084 085 086 087 088
Proportion
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Figure 10s: Recurrence after complete resection; Forrest plot.

Number of Proportion Weight
Study successes Total with 95% CI (%)
Norton et al, 2002 2 2 0.077[0.000, 0.179) 2.16
Catalano et al, 2004 10 99 0.101[0.042, 0.160] 2.52
Cheng et al, 2004 7 53 0.132(0.041, 0.223] 2.26
Katsinelos et al, 2006 B 12 0.167[ 0.000, 0.378] 1.28
Jung et al, 2009 2 17 0.118[0.000, 0.271] 1.71
Ghidirim et al, 2009 1 12 0.083(0.000, 0.240] 1.69
Boix et al, 2009 1 6 0.167 [ 0.000, 0.465] 0.84
Kim et al, 2009 5 17 0.294[0.078, 0.511] 1.25
Irani et al, 2009 8 86 0.093[0.032, 0.154] 2.50
Hwang et al, 2010 0 1 0.042[ 0.000, 0.155] 2.07
Ito et al, 2012 4 28 0.143[0.013, 0.272] 1.92
Salmi et al, 2012 3 61 0.049[0.000, 0.103] 2.55
Ceppa et al, 2013 0 54 0.009 [ 0.000, 0.034] 2.70
Kim SH et al, 2013 5 65 0.077[0.012, 0.142] 2.48
Laleman et al, 2013 13 7 0.183[0.093, 0.273] 2.27
Ridtitid et al, 2014 16 107 0.150[ 0.082, 0.217] 246
Onkendi et al, 2014 44 126 - 0.349 [ 0.266, 0.432) 2.33
Shim et al, 2014 5 e —i— 0.139[0.026, 0.252] 2.07
De Palma et al, 2015 1 7 0.037[0.000, 0.108] 2.43
Lee et al, 2016 2 4 i 0,047 [0.000, 0.109] 2.49
Soma et al, 2015 3 12— — 0.250 [ 0.005, 0.495] 1.08
Kang etal, 2017 1 9z M 0.010[ 0.000, 0.030] 2.72
Klein et al, 2018 18 122 E 3 0.148(0.085, 0.210] 2.49
Abe et al, 2022 7 21 L 0.333(0.132, 0.535] 1.34
Attila et al, 2018 7 w0 — 0.175(0.057, 0.293) 2.02
Camus et al, 2018 8 14 ——#——— 05710312, 0.831] 1.01
Choi S et al, 2022 24 108 - 0.229[0.148, 0.309] 235
Chung et al, 2018 30 60 L] 0.500( 0.373, 0.627] 1.95
Gondran et al, 2022 64 136 —- 0.471[0.387, 0.554] 2.32
Han et al, 2023 20 124 0.161[0.097, 0.226] 2.48
Iwasaki et al, 2020 5 42 0.119[0.021, 0.217] 2.20
Li S etal 2018 13 110 0.118[0.058, 0.179] 2.51
Miwa et al, 2021 1 az Il 0.0310.000, 0.092] 2.51
Miyamoto et al, 2023 1 70 0.157[0.072, 0.242] 231
Nam et al, 2018 26 90 - 0.289[0.195, 0.383) 2.24
Perez Cuadrato Robles et al, 2019 3 55 i 0.055 [ 0.000, 0.115] 2.51
Sahar et al, 2019 8 161 W 0.050[ 0.016, 0.083] 2.67
Seyfried et al, 2022 3 s - 0.073[0.000, 0.153] 2.36
Singh et al, 2024 106 216 5 0.491[0.424, 0.557] 2.46
Suzuki et al, 2023 2 18 —— 0.111[0.000, 0.256] 1.78
Takada et al, 2023 13 62 - 0.210[0.108, 0.311] 217
Trung et al, 2023 a7 128 - 0.289[ 0.211, 0.368] 2.87
Wang et al, 2023 13 91 0.143[ 0071, 0.215] 2.42
Xie etal, 2023 1 75 1 0.147 [ 0.067, 0.227] 2.36
‘Yamamoto et al, 2018 [} 132 0.004 [ 0.000, 0.014] 2.74
Hyun etal, 2018 0 3z i 0.015[ 0.000, 0.055] 2.63
Overall —— 0.152(0.120, 0.185]
Heterogeneity: 7° = 0.01, I = 93.29%, H? = 14.90
Test of 8, = 8 Q(45) = 670.69, p = 0.00
Testof 8 =0:2=9.12, p=0.00

Random-effects DerSimonian-Laird model
95% prediction interval

Table 10

Recurrence: Meta Regression analysis.

Covariate

Coefficients

Lower
Bound

Upper
Bound

Standard
Error

P-value

Lesions for
center/year

-0.005

-0.012

0.003

0.004

0.219

Size (mm)

0.008

-0.006

0.022

0.007

0.281

Intraductal

-0.138

-0.696

0.421

0.285

0.629

AEs

-0.020

-0.224

0.185

0.105

0.851

HGD

-0.138

-0.397

0.120

0.132

0.293
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Figure 11s: Recurrence: leave-one-out sensitivity analysis.
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Figure 12s: Endoscopically managed lesions; Forrest plot.

Number of Proportion Weight

Study successes Total with 95% CI (%)
Norton et al, 2002 25 26 ‘h 0.962 [ 0.888, 1.000] 1.76
Catalano et al, 2004 83 103 - 0.806 [ 0.729, 0.882] 1.72
Cheng et al, 2004 48 55 —M- 0.873[0.785, 0.961] 1.52
Katsinelos et al, 2006 1 14 —®—— 0.786 [ 0.571, 1.000] 0.47
Jung et al, 2009 10 22 0.455 [ 0.246, 0.663] 0.49
Ghidirim et al, 2009 10 12 —®—— 0.833[0.622, 1.000] 0.48
Boix et al, 2009 [} 21 0.286 [ 0.092, 0.479] 0.56
Kim et al, 2009 15 17 —#— 0.882(0.729, 1.000] 0.79
Irani et al, 2009 86 141 0.610 [ 0.529, 0.690] 1.64
Hwang et al, 2010 1n 1 0.958 [ 0.845, 1.000] 1.18
lto et al, 2012 28 28 M 0.983[0.935, 1.000] 225
Salmi et al, 2012 57 61 0.934 [ 0.872, 0.997] 1.97
Ceppa et al, 2013 68 68 M0.993[0.973, 1.000] 2.68
Laleman et al, 2013 71 91 — 0.780 [ 0.695, 0.865] 1.57
Ridtitid et al, 2014 151 151 .0.997 [0.988, 1.000] 2.77
Onkendi et al, 2014 121 130 0.931[0.887, 0.974] 2.32
Napoleon et al, 2014 93 93 Mo.995 [ 0.980, 1.000] 2.73
Ma et al, 2014 24 26 0.923 [ 0.821, 1.000] 1.31
Shim et al, 2014 38 39 0.974 [ 0.925, 1.000] 2.21
De Palma et al, 2015 25 27 0.926 [ 0.827, 1.000] 1.36
Lee et al, 2016 44 45 M o978 [ 0.935, 1.000] 2.33
Tsuji et al, 2015 113 115 M 0.983[0.959, 1.000] 2.63
Kang et al, 2017 94 104 0.904 [ 0.847, 0.961] 2.08
Klein et al, 2018 17 125 0.936 [ 0.893, 0.979] 2.33
Abe et al, 2022 43 43 M o0.989 [0.957, 1.000] 2.53
Cho et al, 2023 29 29 M 0.983 [0.938, 1.000] 2.28
Choi S et al, 2022 99 106 0.934 [ 0.887, 0.981] 2.25
Chung et al, 2018 110 122 0.902 [ 0.849, 0.954] 2.15
Cui et al, 2022 172 173 Mo0.994[0.983, 1.000] 276
Gondran et al, 2022 213 227 0.938 [ 0.907, 0.970] 253
Han et al, 2023 126 136 0.926 [ 0.883, 0.970] 2.31
Iwasaki et al, 2020 60 60 Wo.992 [0.969, 1.000] 2.65
Kagawa et al, 2019 40 40 Mo.9088 [ 0.954, 1.000] 2.49
Li Setal, 2018 98 110 0.891[0.833, 0.949] 2.05
Lee Kj et al, 2022 40 40 M 0.988 [ 0.954, 1.000] 2.49
Miyamoto et al, 2023 68 70 M 0.971[0.932, 1.000] 2.40
Nam et al, 2018 108 109 - 0.991[0.973, 1.000] 2.70
Perez Cuadrato Robles et al, 2019 69 73 0.945 [ 0.893, 0.997] 2.16
Sahar et al, 2019 147 161 0.913 [ 0.870, 0.957] 2.32
Singh et al, 2024 99 257 0.385[0.326, 0.445] 2.02
Suzuki et al, 2023 25 30 ——— 0.833[0.700, 0.967] 0.96
Takada et al, 2023 62 75 —#-| 0827[0.741, 0.912] 156
Trung et al, 2023 202 202 .0.998 [0.991, 1.000] 2.78
Wang et al, 2023 107 107 Mo.99s [0.983, 1.000] 2.75
Xie et al, 2023 106 106 Mo.995 [0.982, 1.000] 2.75
Yamamoto et al, 2018 177 177 .04997 [0.989, 1.000] 2.78
Yoon et al, 2023 94 94 Mo.g9s [0.980, 1.000] 2.73
Binda et al, 2024 310 430 | | 0.721[0.679, 0.763] 2.34
Hyun et al, 2018 48 50 0.960 [ 0.906, 1.000] 2.12
Overall ~10.924 [ 0.908, 0.940]

Heterogeneity: T = 0.00, I’ = 94.62%, H? = 18.59

Test of 8, = 6 Q(48) = 892.23, p = 0.00
Testof 8 =0: z=112.50, p = 0.00

Random-effects DerSimonian—Laird model
95% prediction interval
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Figure 13s. Funnel plots. Efficacy outcomes. Figure A: Funnel Plot for Curative
resection, B Funnel Plot En bloc resection, C: Funnel plot Endoscopically managed
lesion, D: Funnel Plot Recurrence, E Funnel Plot Surgery for recurrence, F: Funnel
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