CM. XUPYPIuA1 - ). SURGERY 2'2025

Vol.89 Issue2 Online ISSN: 3033-151X, Print ISSN: 0450-2167 https:/bgss.eu/

HAMAAABA AU XUPYPTMYHUTE PELMANBIU PA3LLPEHATA
PE3EKUNA HA ME3BEHTEPUYMA TP BOAECTTA HA CROHN?

leopau MonuBaHoB?, KupueH KooceB?, AaHuera CmosiHoBa?,
Muxaun TabakoB8?, AHuo AeaueB?, MapuHa KoHakuueBa?,

BeHuucaaB Mymaduulicku®
'BoeHHOMeguuuHcka akagemus - Cogus
2YMBAA "C8. MBaH Puacku" - Codus

DOES THE EXTENDED MESENTERIC EXCISION REALLY
REDUCE THE SURGICAL RECURRENCE RATE IN CROHN'S
DISEASE?

Georgi Popivanov?, Kirien Kjossev?, Daniela Stoyanova?,
Mihail Tabakov?, Yancho Delchev?, Marina Konaktchieva?,

Ventsislav Mutafchiyskit
IMilitary Medical Academy - Sofia
2University Hospital St. Ivan Rilski - Sofia

Georgi Popivanov, (https:/orcid.org/0000-0001-9618-3187)

ADDRESS FOR CORRESPONDENCE:

Georgi Popivanov, MD, PhD

Department of Surgery, Military Medical Academy
“Sv. G. Sofiiski” Str. 3, Sofia 1606, Bulgaria

Email: gerasimpopivanov@rocketmail.com

DOI:10.5281/zenodo0.15955361

Received: 30 May 2025; Accepted: 28 Jun 2025; Published: 16 Jul 2025

Copyright: ® 2025 by the authors.

Published by Bulgarian Surgical Society, Sofia, Bulgaria. https:/bgss.bg

This article is an open access article distributed under the terms and conditions
of the Creative Commons Attribution (CC BY 4.0) license.

DOI:10.5281/zenodo0.15955361


https://bgss.eu/
https://orcid.org/0000-0001-9618-3187
https://bgss.bg/
https://creativecommons.org/licenses/by/4.0/

CMN. XUPYPIn4 - ). SURGERY 2'2025
Vol.89 Issue2 Online ISSN: 3033-151X, Print ISSN: 0450-2167 https:/bgss.eu/

HAMAAABA A XUPYPTMYHUTE PELMANBU PA3LLNPEHATA PE3EKLUA HA
ME3EHTEPUYMA NPU BOAECTTA HA CROHN? [BULGARIAN]

PE3HOME

PagwupeHama pe3ekuus Ha Me3eHmepuyMa mMoXke ga ce pa3aaekga u kamo gonoAHUMEAEH,
LXUpypa2uueH” onum ga ce HamaAu gobpe uzBecmHama Bucoka uecmoma Ha peuuguBume caeg
XUpyp2Uu4HOo AeyeHue Ha boaecmma Ha Crohn, nogobHo Ha gpy2u makuBa onumu kamo muna
aHacmomo3a (Kono-S u ¢yHkuyuoHanHa kpal B kpal aHacmoMo3a) u nocmu2aHemo Ha yucmu
pe3ekuuoHHu AuHuu. MpegBug akmyanHocmma Ha npobAaema Cc xupypa2uuHume peuuguBu,
mo3u nogxog e obekm Ha okuBeHa guckycus, Ho moBa, koemo npaBu BneuamaeHue, e
nybaukyBaHemo Ha gBa npomuBopeuawu cu mema-aHaau3a B Int ) Colorectal Dis camo 8
pamkume Ha uemupu Meceua npe3 mas3u 2oguHa - “Extended mesenteric resection reduces the
rate of surgical recurrence in Crohn’s disease: a systematic review and meta-analysis” (Vaghiri
et al.), nybaukyBaH BvB ¢eBpyapckuss 6pou, u ,Clinical outcomes of conventional versus
extended mesenteric resection in limited ileo-colonic Crohn's disease: a systematic review and
meta-analysis” (Mostafa et al.], nybaukyBaH npe3 loHu, 8 kolimo aBmopume He Hamupam noA3a
om pa3wupeHama pe3ekuusa. Cnopeg Hac, 3a2naBuemo Ha nvpBus Mema-aHanu3 e
nogBekgawo, mvl kamo koM MoMeHma AuncBam yb6egumeaHu gokazameacmBa 3a nonzama
om pa3wupeHama pe3ekuus. Mo-BeposmHo e, ue He obema Ha ekcuu3usma, a no-ckopo
neHempupawuam deHomun u gpyau puckoBu ¢pakmopu, kakmo u edekma om buonozuuHama
mepanus, ga okazBam cvwuHckomo BausiHue.

OcBeH cnokHocmma Ha npobaema 3a xupypaudyHume peuyuguBu, HabalogaBaHusm deHomeH
gemoHcmpupa konko BHuMameAHo mpab6Ba ga 6bgam yemeHU U UHMepNpemupaHu Mema-
aHaAau3zume, koumo moz2am ga 6bgam MHo020 nogBerkgawu, ako He ca B3emu B cvobparkeHue
npucowume uM Hegocmamuvuu. KaakyaupaHemo Ha gocmambueH 6poli nayueHmMu u cebumus
e HeobxoguMmo, 3a ga ce u3bezHe cayuyauHama 2pewka, kosmo B ,paHHUMe” Mema-aHaAu3u
Hall-uecmo Bogu go HagueHsiBaHe Ha edpekma om uHmepBeHuuume.

KARQUYOBU AYMUA
6oaecm Ha Crohn, pa3wupeHa pe3ekuyus Ha Me3eHmMepuyMa, XupypauuHu peuyuguBu

0Ob30P

»~Bcska xpucmusHcka getiHocm, BkalouumeaHo u cay>keHuemo Ha Haykama —
mo8Ba e caykeHue Ha ucmuHama, 3apagu camama iemuHa.”

Apxum. Po6bpm Tagpm (1932-2018)

Bucokama uecmoma Ha peuuguBu caeg xupypau4yHo AeveHue Ha 6oanecmma Ha Crohn e gobpe
uzBecmHa, kamo Hal-20AaM npobaeM npegcmaBasBam me3u, koumo u3zuckBam noBmopHa
uHmepBeHuus, Mm.Hap. ,XupypauuHu” peyuguBu. Bonpeku, ue HaBAu3zaHemo Ha buoAo2uyHama
mepanus 3HaYumeAHo nogobpu koHmpoaa Ha 3aboasBaHemo, pa3wupeHama pe3ekuyus Ha
me3eHmepuyma (PP) moXke ga ce pa3aaexkga u kamo eguH gonbAHUMEAEH, ,XUpyp2u4veH” onum
ga ce HaMaAu yecmomama uMm, NnogobHo Ha gpyau makuBa onumu kamo muna aHacmomo3a
(Kono-S u ¢pyHkuyuoHanHa kpat 8 kpali aHacmomo3a) u nocmuzaHemo Ha Yucmu pe3ekyuoHHU
AUHuU [1-5]. NMpegBug akmyanHocmma Ha npobAeMa ¢ XxupypauuHume peuuguBu, mo3u nogxog
e obekm Ha okuBeHa guckycusi, Ho moBa, koemo npaBu BneuamaeHue, e nybaukyBaHemo Ha
gBa npomuBopeuawu cu mema-aHaau3a B Int J Colorectal Dis camo 8 pamkume Ha uemupu
mMeceua - “Extended mesenteric resection reduces the rate of surgical recurrence in Crohn’s
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disease: a systematic review and meta-analysis”, nybaukyBaH BvB deBpyapckus 6pol [6] u
»Clinical outcomes of conventional versus extended mesenteric resection in limited ileo-colonic
Crohn's disease: a systematic review and meta-analysis”, nybaukyBaH npe3 loHu, B8 kolmo
aBmopume He Hamupam noa3a om PP [7]. OcBeH caokHocmma Ha npobaeMa 3a obema Ha
pe3ekuusma Ha Me3eHmMepuyMma, HabalogaBaHusm d¢eHomMeH gemoHcmpupa u koako
BHuMameAHo mpabBa ga 6bgam uemeHU U UHMepnpemMupaHu Mema-aHaAu3ume.

Cnopeg Hac, 3a2naBuemo Ha nbpBus Mema-aHaAu3 Ha Vaghiri et al. nogBe)kga uumamens, mol
kamo He camo He ompa3sBa peanHocmma, HO u npomuBopeuu gopu Ha guckycusama Ha
aBmopume u o2paHuueHusma u3bpoeHu om msax. Ha ¢oHa Ha HesscHama namozeHe3a Ha
6onecmma u MyamudakmopHama ob6ycaoBeHocm Ha peuyuguBume (nepdopupaw, hpeHomun,
mlomloHonyweHe, 6uoAo2uyHa mepanusi, pe3ekuuoHHU AUHUU, Mmun Ha aHacmomo3ama)
moXkem caMo ga cnekyaupame 3a peanHama npudyuHa 3a Bv3HukBaHemo uM. ABmopume
u3BvpwBam mema-aHanu3z Ha mpu npoyuBaHus [8-10]. Te gonyckam, ue pa3aukama B
geduHuyusama Ha ,pagukanHa ekcyusus” 6u Moz2aa ga 6vge ugmouHuk Ha epewka, Ho u Zhu et
al. u Mineccia et al. cvBcem sicHo nocouBam, ue npekbcBam Me3eHmepuyma Ha CXogHU HUBo —
“Ha 1 cm gucmanHo om eAnaBHume apmepuanHu cbgoBe nogobHo Ha oHkoAo2uYHUS N0gx0og npu
konopekmaneH pak (D2 HuBo).

MopBomo npoyuBaHe, koemo cvobwaBa 3a 3Hauuma non3za om PP Ha Coffey et al. e ¢ Bucok
puck om zpewka, He camo nopagu no-Bucokama uecmoma Ha 6Buonoz2uuHa mepanus B
epynama c¢ PP, HO u nopagu u3non3BaHemo Ha ucmopuuecku koHmpoau c ozpaHuueHa
pe3ekuus 3a cpaBHeHue [8]. Bonpeku moBa, mo e BkaloueHo B Mema-aHanu3a. Apy2ume gBe
npoyuBaHusi ca pempocnekmuBHu aHaAu3u Ha npocnekmuBHu 6a3u gaHHU CbC CXOQHO
pa3npegeAeHue Ha mlomloHonyweHemo u buoAo2uuHama mepanus 8 gBeme 2pynu [9,10]. MNo-
2oAaMomo om msix, REMEDY study, e npoBegeHo B8 gBe cneuuaau3upaHu ueHmbvpa B TopuHo u
MunaHo om 2009 go 2019 2., cbc cpegHo npocAegsiBaHe 4.7 2oguHu [10]. MpoyuBaHemo
BkalouBa 326 nauueHmu camo c uneokonuuHa nokaauzauyus. ABmopume peanHO He HaMupam
pa3auka B xupypauuHume peuuguBu npu pa3wupeHa UAu o2paHuveHa pe3ekuus Ha poHa Ha
MH020 Huckama um yecmoma u B gBeme 2pynu (3% u 4%) [10]. Apyzcomo npoyuBaHe e
MOHOUEHMpUUHO, 06xBawa nepuoga 2000-2018 cvc cpegHo npocaegsaBaHe 45 Meceua, HO Hag
noAnoBuHama om nauueHmume u 8 gBeme 2pynu ca ¢ koAuuHa (L2, 53% u 62%), a no-mankama
yacm ca c uneokoauuHa Aokanuzauus (L3, 47% u 38%) [9].

ABmopume Ha Mema-aHaAu3a Hamupam cmamucmuuecku 3Hauuma noa3a om PP ¢ OR 4.9 [6].
Cmamucmuueckama 3Hauumocm Ha Haxogkama obaue cvBcem He 03HauaBa u buonozuuecka
BanugHocm. 3awomo, ako uzkalouum cepusama Ha Coffey et al., kosmo e ¢ Bucok puck om
2pewka, u Hal-2onaMomo npoyuBaHe Ha Mineccia et al.,, koemo He Hamupa pa3Aauka meXkgy
gBama nogxoga, u3au3a uye pe3yaAmambm Ha Mema-aHaau3la ce ocHoBaBa camo Ha
npoyuBaHemo Ha Zhu et al. ¢ 66 u 60 nauueHmu BwvB Bcaka 2pyna, koemo e kpaliHo
HegocmambuHO ga ce HanpaBu BaaugHo 3akaloueHue [9]. Hewoo noBeue, 6posm Ha
nayueHmume ¢ neHempupauw,o 3abonsBaHe (B3) e 3HauumeAHO no-20AaM B 2pynama c
oz2paHuueHa pe3ekuus (67% u 36%), gokamo 8 REMEDY me ca no paBHo (67%). ToBa 6u mo2ao
ga e ugmouHuk Ha 2pewka, mbl kamo aBmopume Ha REMEDY onpegeAsm neHempupauwusam
deHomun kamo kamezopuueH puckoB dakmop 3a peuuguB (HR 2).

ABmopume Ha nocaegBawusa mema-aHaau3, kolmo aHaAu3upa camo uAeokoAuvyHume
Aokaauszauyuu, geMoOHCMpupam MoyHo obpamHomo mBvpgeHue — ue PP Ha Me3eHmepuyMa He
Bogu go HamanaBaHe Ha peuyuguBume. Te BkalouBam paHgomu3upaHomo npoyuBaHe Ha van der
Does de Willebois, Bbnpeku ue mo aHaau3upa camo eHgockonckume peuuguBu Ha wecmus
mecey, caeg onepauyusima [7, 11]. A om npoyuBaHemo Ha Mineccia et al. BkalouBam camo
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eHgockonckume peuyuguBu. Ha npakmuka, maxHomo mBopgeHue ce ocHoBaBa Ha aHaAu3 Ha
uemupume npoyuBaHus (maba. 1), obeguHsBalku xupypauuHume u eHgockonckume peuuguBu
u mo Ha ¢oHa Ha 76% xemepozeHHocm, koemo nocmaBsa nog Bonpoc cmamucmuueckama
3HauuMocm Ha pe3yamama. Hewo noBeue, He cmaBa sicHo gaau om npoyuBaHemo Ha Zhu et
al. ca BkaloueHu camo nayueHmume ¢ uaeokoAuuHa anokaausauust uau Bcuuku, koemo nvk 6u
6uno gpyz uzmouHuk Ha 2pewka. He Ha nocAegHO Msicmo, u3noA3BaHusm om max random
effect mogen 3a aHanu3 u3zuckBa HopManHO pagnpegeneHue Ha mouvpceHus edpekm, kakmo u
gocmambueH bpol npoyuBaHus (noHe nem), 3a ga Ce NoCMu2He No-20AiMa cmamucmuuecka
cuna om ma3u Ha BkaloueHume npoyuBaHus [12].

Tabauua 1. MpoyuBaHus, cpaBHaBawu o2paHuveHa u pagwupeHa ekcuyu3us.

ABmop n O2paHuueHa Pa3wupeHa [Mpocae BugpeuuguB [pegu

ekcuu3us ekcuu3us gsBaHe mMcmBo
Ha PP

n % n %

Coffey et al. 64 12/30 40 1/34 3 51mec.  xupypauueH ga

Zhu et al. 126 18/60 30 7/66 11 45Mec.  XupypauueH ga

Mineccia et al. 326 91/132 45 57/204 47 4.7e. eHgockoncku  He
3 4 1 2.8 XupypauueH

de Willeboisetal. 131 28/65 43 28/66 42 6 mec. eHgockoncku  He

Cnopeg Hac, koM MOoMeHmMa AuncBam kamezopuuHu HayuHu gokazameacmBa 3a npegumcmBo
Ha PP no omHoweHue Ha HaMansiBaHemo Ha peuuguBume. ToBa e B YHUCOH U C nocAegHuUs
koHceHcyc Ha ECCO, B kolimo o6aue aBmopume gopu He koMeHmupam npoyuBaHusima Ha Zhu
et al. u Mineccia et al. [13]. Apy2 uHmepeceH ¢pakm, kolmo uma omHoweHue koM memama, e
3awo0 aHacmomo3ama Ha Kono-S, npu kosmo ce 3ana3Ba me3zeHmepuyma e cBvp3aHa ¢ no-
Hucka yecmoma Ha xupypauuHu peuyuguBu [2]. NMo-BeposmHo e, ue BausiHue okazBam He obema
Ha ekcuu3usma Ha Me3eHmepuyMa, a ho-ckopo neHempupawusm ¢eHomun kamo puckoB
dakmop, a 6uoAnoz2uyHama u/uau umyHocynpecuBHama mepanus kamo npomekmuBeH
dakmop [10]. Tabauua 2 npegcmaBs cmamyca Ha paHgomMu3upaHume npoyuBaHua KbMm
Hacmosawusa MoMeHm [14-16].

Tabauua 2. PaHgoMu3upaHu npoy4BaHusi, cpaBHsaBawu o2paHuueHa u pagwupeHa pe3ekuyus Ha
mMe3eHmepuyma [14-16].

MpoyuBaHe Macmo log. Cmamyc
NCT03172143 Mesenteric sparing for the Mayo 2017 npekpameHo
prevention of recurrent Crohn’s Clinic
disease

NCT04578392 MeSenteric SpAring Versus High Cleveland 2020 akmuBHo
Ligation lleocolic Resection for Clinic
the Prevention of REcurrent
Crohn’s DiseaSe (SPARES)

Li et al. Mesenteric excision surgery or China 2020 HsaMa
conservative limited resection in USA uHdopMauus
Crohn's disease: study protocol Ireland
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Mema-aHaAu3ume Ha paHgoMmu3upaHu npoyuBaHua ce cuumam c Hal-Bucoka
gokazameancmBeHa cmoliHoCcm, HO me Mo2am ga 6bgam MH020 nogBexkgawu, ako He ca B3emu
B8 cvobpakeHue npucbwume uM Hegocmambvuu — HegocmamubvueH bpol Ha BkaloueHume
npoyuBaHusi, HenpaBuAHO nogbpaHu npoyuBaHusa, HenpaBuAHU Memogu 3a Mema-aHaAu3,
nozpewHa uHmepnpemauuss Ha pe3yaAmamume, publication bias. KaakyaupaHemo Ha
gocmambueH 6pol nayueHmu u cbbumus e HeobxoguMo, 3a ga ce u3zbezHe cayyaliHama
2pewka, kosmo B8 ,paHHuUMe” Mema-aHaAu3u Hal-4yecmo Bogu go HagueHsBaHe Ha edpekma
om uHmepBeHuuume [17].

KoanuvecmBomo Ha mema-aHaaugume, koHceHcycume u pvkoBogcmBama pacme
2naBoAOMHO U He Mo)ke ga bbge o6xBaHamo u MeHakupaHo (33% ce npunokpuBam) [18].
AHanu3 Ha J. loannidis noka3Ba enugeMuyHume pa3mepu Ha mo3u npouec Ha nybaukyBaHe Ha
nogBe)kgawu, usAauwHU uAu npomuBopeuuBu Mmema-aHaAu3u. Tol onpegens camo 3% om msax
kamo kaAuHUUHO noAe3HU U npegynpeXkgaBa 3a 20Anamama Bpega, kosmo me Mo2am ga HaHecam
nopagu casnomo caegBaHe Ha ,Bucokama” um gokazameacmBeHa cmolHocm [19].

Emo 3awo Moshe Shein cnogeaa — “camo ¢ egHo kaukBaHe we 6vgew 3ampynaH cbC
cmamuu, koumo mo2zam ga onpaBgasim Bcuuko, koemo uzbepew ga HanpaBuw, kakmo npaBsam
u xopama npakmukyBawu xupypeuuHa akpobamuka 3apagu camama Hes. AaHHUmMe u
meopusima ca HaBcsikbge — u3moyHuyume ca MHo2o6poliHu, HoO moBa om koemo BcvwHocm
ce Hy>kgaew e mbgpocm, kossimo we mu no38oau ga npuao>kuw npaBuaHo no3HaHuemo, koemo
umaw u koemo nocmosiHHo cvbupaw.” [20].
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DOES THE EXTENDED MESENTERIC EXCISION REALLY REDUCE THE SURGICAL
RECURRENCE RATE IN CROHN'S DISEASE? [ENGLISH]

SUMMARY

Crohn's disease is notorious for the high rate of recurrences after surgery, some of which
require repeated operative interventions. The extended mesenteric excision can be considered
as an additional, “surgical” attempt to diminish the rate of surgical recurrences, similar to the
other approaches, such as the type of anastomosis (Kono-S and functional end-to-end) and
achievement of clear resection margins.

We want to focus the reader’s attention on two contradictory meta-analyses published within
four months in Int J Colorectal Dis this year - “Extended mesenteric resection reduces the rate
of surgical recurrence in Crohn’s disease: a systematic review and meta-analysis” (Vaghiri et
al.Jand ,Clinical outcomes of conventional versus extended mesenteric resection in limited ileo-
colonic Crohn's disease: a systematic review and meta-analysis” (Mostafa et al.], which failed
to demonstrate benefit from the extended resection. We congratulate the authors for the
good work, but we also have particular concerns regarding the results, which should be
interpreted with caution. From our perspective, there is a lack of sound evidence, and the role
of extended resection remains unclear, making the title of the first meta-analysis somewhat
misleading.

The observed phenomenon illustrates how even meta-analyses can be misleading,
underscoring the importance of cautious interpretation of the published literature. The correct
selection of studies and calculation of a sufficient sample size (number of patients and events)
is of paramount importance to avoid the random error, which in the “early” meta-analyses
frequently leads to overestimation of the effect of interventions.

KEYWORDS
Crohn’s disease, extended mesenteric resection, surgical recurrences

REVIEW

“Every Christian activity, including the service of science,
is service to the truth, because of the truth.”

Robert Taft (1932-2018)

The higher recurrence rate after Crohn’s surgery is notorious. Approximately one-third of the
patients will require a second and subsequent operation, the so-called “surgical recurrences”.
The extended mesenteric excision (EME) is considered an additional “surgical” attempt to
reduce the recurrence rate, similar to certain types of anastomosis (Kono-S and functional
end-to-end anastomosis) and the clear resection margins, as well [1-5]. Following the initial
publication by Coffey et al.,, EME quickly became a highly discussed topic. Nevertheless, we
would like to focus the reader’s attention on two contradictory meta-analyses published in Int
J Colorectal Dis within the last four months -“Extended mesenteric resection reduces the rate
of surgical recurrence in Crohn’s disease: a systematic review and meta-analysis,” in the
February issue and ,Clinical outcomes of conventional versus extended mesenteric resection in
limited ileo-colonic Crohn's disease: a systematic review and meta-analysis” in the June issue,
in which the authors failed to demonstrate benefit from EME [6, 7]. In our opinion, except for
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the complexity of the problem with recurrences in Crohn’s disease, the observed phenomenon
also highlights the importance of carefully reading and interpreting the meta-analyses.

In our opinion, the title of the first meta-analysis of Vaghiri et al. is misleading. Given the
unclear pathogenesis and multifactorial nature of recurrence (penetrating phenotype,
smoking, biologic therapy, resection margins, and type of anastomosis), we can only speculate
about the actual cause of their occurrence. The authors performed an analysis of three studies
[8-10]. They admit that the different definitions of “radical excision” could be a source of bias.
However, both Zhu et al. and Mineccia et al. clearly stated a similar level of dissection “at1cm
distally from the main arterial vessels, similar to the oncologic approach in colorectal cancer
(D2 level).

The first study reporting a significant benefit of EME has a significantly high risk of bias, not
only because of the higher rate of biologic therapy in the EME group, but also due to the use of
historical controls in the group with limited excision [8]. Nevertheless, it is included in the
analysis. The other two studies are retrospective analyses of prospectively maintained
databases with a similar rate of smoking and biologic therapy [9,10]. The larger REMEDY study
was conducted in two IBD centers in Turin and Milan from 2009 to 2019, with a mean follow-
up of 4.7 years [10]. It included 326 cases with ileocolic localisation. In fact, the authors found
a similar rate of surgical recurrences, despite a very low rate in both groups (3% and 4%]) [10].
The other study is monocentric, spanning the period from 2000 to 2018, with a mean follow-
up of 45 months. Notably, over half of the patients in both groups had colic localisation (L2,
53% and 62%), while the remainder had L3 [9]. The authors found a statistically significant
benefit of EME with an OR of 4.9 [6]. If we exclude the series of Coffey et al., and the most
extensive study of Mineccia et al., which failed to demonstrate the benefit of EME, actually, the
meta-analysis relies only on the study of Zhu et al., with 66 and 60 patients, which is not
sufficient to draw a valid conclusion [9]. Moreover, the number of patients with a penetrating
phenotype (B3) is considerably higher in the group with limited resection (67% and 36%),
whereas in the REMEDY study, it is equal (67%). This discrepancy could be a source of bias
because B3 is arisk factor for recurrence (HR = 2) [10].

The authors of the more recent meta-analysis, which included only ileocolic localizations,
concluded the opposite—that EME has no benefit. In contrast to Vaghiri et al., they also
selected the randomised trial of van der Does de Willebois, although it analyses only
endoscopic recurrences six months after operation (Table 1) [7, 11]. From the REMEDY, they
included only endoscopic recurrences. They analysed both endoscopic and surgical
recurrences on the background of 76% heterogeneity, which questions the statistical
significance of their finding. Moreover, it is unclear whether they included only the ileocolic
resection from the series of Zhu et al. or all, which could be another source of bias. Lastly, the
random effect model used requires a normal distribution of the effect and a sufficient number
of studies (at least five) to achieve greater power than that of the included studies [12].

Table 1. The studies comparing extended and limited mesenteric excision.

Author n Limited Extended Follow Recurrence  Benefits
excision excision -up type of EME
n % n %

Coffey et al. 64 12/30 40 1/34 3 51m. surgical yes

Zhu et al. 126 18/60 30 7/66 11 45m. surgical yes
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Mineccia et al. 326 < 91/132 45 57/204 47 4.7y. endoscopic | no
3 4 1 2.8 surgical

de Willeboisetal. 131 28/65 43 28/66 42 6m. endoscopic  no

In our opinion, as of today, there is no sound scientific evidence to support the benefits of EME.
This aligns with the last ECCO Consensus, where the authors do not even discuss the studies
by Zhu et al. and Mineccia et al. [13]. Another interesting fact related to the topic is why the
Kono-S, where the mesenterium is preserved, is associated with a lower surgical recurrence
rate [2]. In the absence of well-designed and conducted RCTs, we can only speculate that no
EME, but rather, the phenotype and the protective role of biologic therapy, have a more potent
influence (Table 2) [10, 14-16].

Table 2. The current status of the registered RCTs comparing extended and limited mesenteric
excision [14-16].
Study Place Year Status
NCT03172143 Mesenteric sparing for the Mayo Clinic 2017 terminated
prevention of recurrent Crohn’'s
disease
NCT04578392 MeSenteric SpAring Versus High Cleveland 2020 active
Ligation lleocolic Resection forthe Clinic
Prevention of REcurrent Crohn’s
DiseaSe (SPARES)

Li et al. Mesenteric excision surgery or China 2020 noinformation
conservative limited resection in USA
Crohn's disease: study protocol Ireland

The meta-analyses may achieve greater statistical power, but at the same time, they
could be misleading if several limitations are not taken into consideration: an insufficient
number of studies, incorrect study selection, incorrect interpretation of the results, and
publication bias. The calculation of the sufficient number of patients is necessary to avoid the
random error, which in the “early” meta-analyses frequently results in overestimation of the
effect of interventions [17]. The rapidly growing and overwhelming number of meta-analyses,
consensus statements, and guidelines cannot be managed and interpreted effectively (33%
overlap) [18].]). loannidis demonstrates that only 3% of the current meta-analyses are clinically
useful. As he stated, “There is massive production of unnecessary, misleading, and conflicted
systematic reviews and meta-analyses. ... Suboptimal systematic reviews and meta-analyses
can be harmful given the major prestige and influence these types of studies have acquired.”
[19].

That's why Moshe Shein says, “Today, many options exist to do almost anything. Just by
clicking open MEDLINE, you are overwhelmed with papers that can prove and justify almost
anything you elect to do, with people practising surgical acrobatics for the mere sake of doing
so. Data and theory are everywhere — the sources are numerous, but what you really need is
wisdom to enable you to apply correctly the knowledge you already have and constantly gather”
[20].
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