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Large superficial epithelial neoplasia occupying more than more
than half of the lumen and the lesion had a depressed appearance
(A), in chromoendoscopic examination with FICE, lesion borders
are more clear (B), en bloc resection of the lesion was achieved
with ESD method (C), no recurrence was observed in the 3rd
month follow-up (D).
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v AKADEMIK GASTROENTEROLOJi DERGISi'nde,
gastroenteroloji alanindaki 6zgtin arastirmalar, olgu su-
numlari, 6zguin gortintller yayinlanir.

V' Dergide derleme yazi yayinlanmayacaktir.

v Blitdin yazilar YAYINLAMA ve iNCELEME KURU-
LU'nun onayindan gectikten sonra yayinlanir.

v Dergide yayinlanacak yazi ve makaleler icin dil TURK-
CE'dir. Yabanci dilde yazilar yayinlanmayacaktir.

v Yazlar AKADEMiK GASTROENTEROLOJi DER-
GiSi, Tlrk Gastroenteroloji Vakfi, Gaziler Sokak, 22/1,
06620, Abidinpasa, Ankara adresine 3 kopya gdnderil-
melidir. Ayrica yazinin dtzeltilmis son seklinin dijital or-
tamda PC’'de Windows altinda Word programiyla yazi-
larak “doc” dosyasi olacak sekilde (CD'ye) kaydedilmis
bir kopyasinin gonderilmesi gerekmektedir. Postadaki
kayiplardan dergi sorumlu degildir.

v Dergiye génderilen yazilarin daha énce baska bir
yerde yayinlanmamis olmalari gerekir. Daha dnce kong-
relerde teblig edilmis ve 6zeti yayinlanmis calismalar,
bu 6zelligi belirtiimek tizere kabul edilebilir. Yayin icin
gdnderilen yazilarin geri alinmasi istenirse yazarin bir
dilekge ile basvurmasi gerekir.

V' Yazilar génderilirken kontrol listesi izlenecek ve
yayin hakkinin devri s6zlesmesi tiim yazarlarca imzala-
nacaktir.

V' Dergi, “Insan” 6gesinin icinde bulundugu tim calis-
malarda Helsinki Deklerasyonu Prensipleri’ne uygunluk
(http://www.wma.net/e/policy/b3.htm) ilkesini kabul
eder. Bu tip calismalarin varliginda yazarlar, makalenin
GEREC VE YONTEMLER béltimtinde bu prensiplere uy-
gun olarak calismayi yaptiklarini, kurumlarinin etik ku-
rullarindan ve calismaya katilmis insanlardan “Bilgilen-
dirilmis olur” (informed consent) aldiklarini belirtmek
zorundadir.

vyazarlara aciklama

v Calismada “Hayvan” 6gesi kullanilmis ise yazarlar,
makalenin GEREC VE YONTEMLER béliimiinde Gui-
de for the Care and Use of Laboratory Animals (www.
nap.edu/catalog/5140.html) prensipleri dosrultusunda
calismalarinda hayvan haklarini koruduklarini ve kurum-
larinin etik kurullarindan onay aldiklarini belirtmek zo-
rundadir.

v Olgu sunumlarinda hastanin kimliginin ortaya cik-
masina bakilmaksizin hastalardan “Bilgilendirilmis olur”
(informed consent) alinmalidir.

V' Eger makalede direkt-indirekt ticari baglanti veya
calisma icin maddi destek veren kurum mevcut ise ya-
zarlar; kullanilan ticari trtin, ilag, firma... ile ticari hicbir
iliskisininin olmadigini ve varsa nasil bir iliskisinin oldu-
gunu (konsuiltan, diger anlasmalar), editore sunum say-
fasinda bildirmek zorundadir.

v Makalelerin etik kurallara uygunlugu yazarlarin so-
rumlulugundadir.

v Génderilen yazilarin kontrol ve dtizeltmeler igin pos-
ta giderleri karsiligi olarak 1.000,00 TL, Ttrkiye Is Ban-
kasi Cebeci Hastanesi Subesi (Sube Kodu: 4365) Ttirk
Gastroenteroloji Vakfi 39035 Nolu TL hesabina (IBAN:
TR71 0006 4000 0014 3650 0390 35) yatirilacak ve
dekontun kopyas! yaziyla birlikte génderilecektir.

v Baslk sayfasinda kisaltma yapilmadan Tiirkce ve
ingilizce olarak yazilmis basliklar yazilmalidir. Ttirkce ve
ingilizce basliklarin altina, en fazla 4 kelimeden olusan
kisa baslk yazilmalidir. Bu sayfada baslik disinda su bil-
giler bulunmalidir. Yazarlarin adlari bashgin altina acik
olarak yazilmali, soyadlarinin lzerine rakam yazilarak
calistiklari kurumlar dipnot olarak belirtiimelidir. Yazis-
malar i¢in sorumlu yazarin adresi, telefon ve faks numa-
rasl ile E-posta adresi yazilmalidir.

v Arastirma herhangi bir kurulus tarafindan maddi des-
tek gérmusse makalenin baghgmnin son kelimesi tizerine
yildiz (*) konularak ayni sayfada dipnot olarak belirtilir.



v Arastirma yazilarinda 6zetler Ttirkce ve ingilizce ola-
rak, en fazla 250 kelimeden olusacak sekilde yazilmal-
dir. Giris ve amag, gereg ve yontem, bulgular ve sonug
bélimlerinden olusmalidir. Ozetlerde kaynak, tablo,
resim ve kisaltma olmamalidir. Olgu bildirilerinde Ttirk-

ce ve ingilizce olmak lizere kisa bir ézet yazilmalidir.
Anahtar kelimeler Tirkce ve ingilizce 6zetlerin altina
yazilmaldir.

V' Metin yazimi A4 (21X29.7) katida cift aralikli olarak
sol ve sag tarafta 3 cm, Ust ve alt taraftan 2 cm bosluk
birakilarak yazilmalidir. Tim sayfalar baslik sayfasindan
baslamak Uizere numaralandiriimalidir.

V' Kisaltmalar mimkin oldugu kadar az kullaniimali
ve ilk gectigi yerde parantez icinde belirtimelidir. Ozet-
lerde kisaltma kullaniimamalidir. Arastirma yazilar 15
sayfayl, olgu bildirileri 5 sayfayl gegmemelidir.

v ARASTIRMA YAZILARI metni giris, gereg ve yon-
tem, bulgular, tartisma, kaynaklar, tablolar ve resim alt
yazilari seklinde siralanmalidir.

v 6ZGUN GORUNTULER bolimtinde yazi en fazla 4
fizik bulgu, cerrahi bulgu, cerrahi materyel, endosko-
pik, radyolojik veya histopatolojik resimlerden olusmali
ve bir hastaligi tanimlamalidir. Tanimlayici, kisa baslikla
baslamali, ilave bir metin, kaynakca ve tablo olmamali-
dir. ilk resim alt yazisinda hasta kisaca tanimlanmalidir.
Resim alt yazilar toplam 120 kelimeyi asmamalidir ve
cift aralikli yazilmalidir.

v DERGIYE MEKTUP kdsesine gonderilecek yazilar
AKADEMIK GASTROENTEROLOJI DERGISi'nde son
zamanlarda yayinlanmis yazilar tizerine olmalidir. Kisa
olgu sunulari, yeni bulgular ve yontemler de bu késeye
gonderilebilir. Buraya génderilecek yazinin 2 sayfadan
fazla olmamasi arzu edilir.

V' Resim, grafik ve cizimler, iyi kalitede kuse kagida
cizilmis ya da basilmis olmalidir. Resim, grafik ve cizim-
lerin arkasinda bir ok isareti ile Gst kismi, sira numarasi
ve makalenin adi mutlaka belirtilmelidir.

yazarlara aciklama

v Tablolar her biri ayri bir sayfaya arabik rakamlar-
la (Tablo 1, Tablo 2.... gibi) yazilmalidir. Her tablonun
bashgi olmali ve tabloda gecen kisaltmalar tablo altinda

belirtiimelidir.

v Kaynaklar, yazida gecis srrasina gore yazilmal
ve metinde parantez icinde belirtiimelidir. Cift aralikli
yazilmali, kisaltmalar Index Medicus'ta kullanildigi gibi
yapiimalidir. Konuyla ilgili yerli yayin varsa yazilmalidir.

Kaynaklarin formatlari su 3 sekilde olmalidir.
Uc veya daha az yazarli makale icin;

Ozbek E, Esrefoglu M. Tavsan ve sican duodenumunda-
ki bezlerin yapisal ve histolojik ozellikleri. Turk J Gastro-
enterol 1999;10:126-32.

Ucten fazla yazarli makale icin;

Mungan Z, Demir K, Onuk MD, ve ark. Gastro6zofageal
reflli hastaliginin Glkemizdeki 6zellikleri. Turk J Gastro-
enterol 1999;10:101-7.

Kitap kaynagi yazim ornegi;

Pope CE Il. Anatomy and developmental anomalies.
In: Sleisenger MH, Fordtran JS, Editors. Gastrointesti-
nal disease, pathophysiology, diagnosis, management.
Section A. The esophagus, 3 rd ed. Philadelphia. Saun-
ders 1983;407-14.

v Olcti birimi olarak metrik sistem kullanilmalidir.
V' Reprint verilmeyecektir.

v Yayin kurallarina uygun olmayan sekilde génderilen
yayinlar degerlendirmeye alinmayacaktir. Bu nedenle
yayin basvurusu yapanlarin bu konulara azami dikkat

gdstermesi gerekmektedir.



instructions to

Specific research papers, case reports and authentic
images in the field of gastroenterology are publis-
hed in the THE TURKISH JOURNAL OF ACADEMIC
GASTROENTEROLOGY.

V' Review articles will not be published in the Journal.

v All articles are published subject to authorization of
Publishing and Editing Board.

V' Articles in Turkish and English languages will be
published in the Journal.

v Articles should be mailed to THE TURKISH JOUR-
NAL OF ACADEMIC GASTROENTEROLOGY, Ttk
Gastroenteroloji Vakfi, Gaziler Sokak, 22/1, 06620,
Abidinpasa, Ankara, Turkey in 3 copies. The final edited
version of the article should be submitted as softcopy
written on Word under Windows as “doc” file format
saved in a CD.

The journal do not undertake any liability for any pos-
sible losses in mail service.

V' Articles submitted to the journal should not be un-
published or under consideration for publication elsew-
here. The articles that were presented in congresses
and the abstracts of which were published may be ac-
cepted for publication in the Journal, as indicated they
were presented or published elsewhere. For the wit-
hdrawal of an article, the author should apply for the
Journal with a petition.

v A check list will be followed when submitting artic-
les and the Authors Agreement must be undersigned
by all authors .

v The Journal abides by the principle of compliance to
the Helsinki Declaration (http://www.wma.net/e/poli-
cy/b3.htm) in all its works that are based on the “hu-
man” factor. In such studies, authors should confirm
compliance to such principles in the MATERIALS AND
METHODS part and should clearly state that they have
obtained “informed consents” from ethical boards of
relevant institutions and study participants.

v In studies involving “animal factor”, authors should
declare that they observe animals’ rights and have ta-
ken approval from ethical boards of their institutions as
per the principles of Guide for the Care and Use of La-
boratory Animals (www.nap.edu/catalog/5140.html)
in the MATERIALS AND METHODS part of the article.

V' Informed consent will be taken from the patients
in case reports notwithstanding disclosure of patient
identity.

V' As for direct and indirect commercial relations or
financial sponsorship for the study, authors should
acknowledge either absence of such commercial links
with the commercial products, drugs, companies, ... or
should disclose to the editor the type of relationship
they have with relevant counterparts (consultation, ot-
her agreements) in the cover page of the article.

V' Articles’ compliance to ethical rules is under the
responsibility of authors.

v As a mailing contribution of articles to be subject
to further proofreading and editing, 1.000,00 TL (Tur-
kish Liras) will be deposited to TL account of the TGV
Saglik Malz. Ltd. Sti. before Turkiye is Bank (IBAN: TR71
0006 4000 0014 3650 0390 35) with a copy of the
bank receipt submitted in attachment of the article.

V' The title in English will be stated in the title page
without any abbreviation. The brief title of maximum 4
words will be stated under the title. On the title page,
the following information will be stated besides the tit-
le: names of the authors will be written below the title.
Footnotes will be added to the surnames of the authors
and their institutions will be explained in the footno-
tes. The address, telephone and facsimile numbers and
e-mail address of the author responsible for correpon-
dences will be stated.

V' In case there is financial support given to the study,
footnote (*) will be added to the last word of the title
and it will be explained in the footnote on the same

page.




v The abstracts of the research papers will be at most
250 words and be written in English. The articles will be
structured in parts of Background and Aims, Material
and Methods, and Results and Conclusions. The abstra-
cts will not include references, tables, images and abb-
reviations. Case reports will be supported with a short
abstract in English. The key words will be written right
below the abstract.

V' The text will be written on A4 paper (21x29.7) in
double line spacing and with 3 cm of margin from left
and right and 2 cm of margin from top and bottom. All
the pages starting from the title page will be numbered.

v Abbreviations should be avoided as much as possib-
le and should be indicated in brackets wherever they
are used. No abbreviation should be used in abstracts.
The research papers will not be more than 15 pages
and case reports will not more than 5 pages.

v RESEARCH PAPERS will be structured in the order
of introduction, material and method, results, discussi-
on, references, tables and captions.

v AUTHENTIC IMAGES text will include at most 4
physical results, surgical results, surgical material, en-
doscopic, radiological or histopathological images; and
they will define a disease. It will start with a definitive
short title and no text, reference and table will be al-
lowed. In the first caption the patient will be explained
briefly. The captions will be at most 120 words and will
be written in double line spacing.

v LETTERS TO THE JOURNAL will be on the recent
publications of the THE TURKISH JOURNAL OF ACA-
DEMIC GASTROENTEROLOGY. Short case reports,
new results and methods may also be sent to this part.
The letter to the journal will not be more than 2 pages.

v Pictures, graphics and charts, will be drawn or
printed on high quality coated paper. At the back page
of the pictures, graphics and charts, the top side will be
marked with an arrow and the number and the name
of the article will be stated.

v Each table should be given in a separate page with
Arabic numerals (Table 1, Table 2, etc.) with a title as-
signed for each table, and abbreviations used in the
table should be given under the table.

v References should be indicated according to order
of appearance in the article and they will be stated in
the text in paranthesis. Double spacing will be used and
the abbreviations will be given as in the format of Index
Medicus. Relevant national publications, if any, will be
stated. The format of the references will be as follows:

For Articles with three or less authors;

Ozbek E, Esrefoglu M. Structural and histological chara-
cteristics of duodenal glands of rabbits and rats. Turk J
Gastroenterol 1999;10:126-32.

For Articles with more than three authors;

Mungan Z, Demir K, Onuk MD, et al. Gastroesophage-
al reflux characteristics in Turkey. Turk J Gastroenterol
1999;10:101-7.

Book Reference entry sample;

Pope CE Il. Anatomy and developmental anomalies. In:
Sleisenger MH, Fordtran JS, Editors. Gastrointestinal
disease, pathophysiology, diagnosis, management. Se-
ction A. The esophagus, 3™ ed. Philadelphia. Saunders
1983;407-14.

v Metric system will be used.
v Reprints will not be allowed.

V' Articles that are not in compliance with the publica-
tion rules will not be taken into consideration. There-
fore the applicants of publications need to pay utmost
attention to the publication rules.
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OZGUN ARASTIRMA

Colyak hastaliginda Helicobacter pylori enfeksiyonu sikhgi
Frequency of Helicobacter pylori infection in celiac disease

® Muhammed KAYA!, ® Melis BEKTAS?, ® Mesut SEZIKLI!

Hitit Universitesi Tip Fakaiiltesi, ‘Gastroenteroloji Bilim Dali, Corum
Ankara Universitesi Tip Fakiiltesi, 2Hematoloji Bilim Dali, Ankara

Giris ve Amac: Helicobacter pylori tim diinyada ve Tirkiye’de en yaygin kronik enfeksiyon etkenidir ve lilkemizdeki prevalansi %80’ler civarin-
dadir. Oncelikle mide mukozasina tutunarak gesitli gastroduodenal hastaliklara yol agmaktadir. Peptik iilser, gastrik MALT lenfoma, gastrik adeno-
kanser gibi hastaliklar artirdigi bilinmekle birlikte, astim, eozinofilik 6zofajit ve ¢olyak hastaligi gibi bazi hastaliklara karsi da koruyucu olabilecegi
dustnllmektedir. Biz de bu calismamizda klinigimizde takipli ¢olyak hastalarinda Helicobacter pylori sikigini degerlendirmeyi amacladik. Gerec
ve Yontem: Calismaya histolojik inceleme ile tani almis 90 ¢olyak hastasi dahil edildi. Kontrol grubu olarak herhangi bir nedenle Ust gastroin-
testinal sistem endoskopileri yapilarak biyopsileri yapiimis 108 hasta alindi. Hasta ve kontrol gruplarina ait veriler retrospektif olarak incelendi.
Bulgular: Célyak hastalar arasinda Helicobacter pylori 90 hastadan 37’sinde (%41.1) pozitif, kontrol grubunda 108 hastadan 63’iinde (%58.3)
pozitif saptandi. Célyak hasta grubunda Helicobacter pylori sikhigi kontrol grubuna oranla anlaml olarak daha azdi (p: 0.016). Sonug¢: Colyak
hastaligi olanlarda Helicobacter pylori sikhdi literatuir verileriyle de uyumlu olarak olmayanlara gére anlaml diizeyde dusiik saptanmistir. Bu durum
Helicobacter pylori variginin ¢olyak hastaligi Gzerine koruyucu etkileri olabilecegi yoniindeki fikirleri desteklemektedir. Bu iligskinin netlestiriimesi
ve olasi mekanizmalarin belirlenebilmesi icin ileri calismalara halen ihtiya¢ duyulmaktadir.

Anahtar kelimeler: Colyak hastali§i, Helicobacter pylori, prevalans

Background and Aims: Helicobacter pyloriis the most common chronic infection agent all over the world and in Turkey, and its prevalence in
our country is around 80%. It primarily penetrates the gastric mucosa, causing various gastroduodenal diseases. Although it is known to increase
diseases such as peptic ulcer, gastric MALT lymphoma, gastric adenocancer, it is thought to be protective against some diseases such as asthma,
eosinophilic esophagitis and celiac. In this study, we aimed to evaluate the frequency of Helicobacter pyloriin celiac patients followed up in our
clinic. Materials and Methods: Ninety celiac patients diagnosed with histological examination were included in the study. As the control group,
108 patients who underwent upper gastrointestinal system endoscopies and biopsies for any reason were included. The data of the patient and
control groups were analyzed retrospectively. Results: Among celiac patients, Helicobacter pylori was positive in 37 (41.1%) of 90 patients, and
positive in 63 (58.3%) of 108 patients in the control group. The frequency of Helicobacter pyloriin the celiac patient group was significantly lower
than in the control group (p: 0.016). Conclusion: The frequency of Helicobacter pylori in patients with celiac disease was found to be significantly
lower than those without, which is consistent with the literature data. This supports the idea that the presence of Helicobacter pylori may have
protective effects on celiac disease. Further studies are still needed to clarify this relationship and identify possible mechanisms.

Key words: Celiac disease, Helicobacter pylori, prevalence

GIiRiS
Colyak hastaligi, genetik yatkinlig: olan kisilerde  ve bunlardan iiretilen yiyecekler, icerdikleri gli-

gliiten iceren yiyeceklerin tiiketilmesi ile ortaya ten nedeniyle hastalig: tetikleyerek serolojik ve

cikan kronik bir hastaliktir. Gluten enteropatisi
olarak da bilinen ¢6lyak hastaliginin patofizyoloji-
sinde gliitene karg: T hiicre aracili bir reaksiyonun
gelismesi rol almaktadir (1). Bugday, arpa, cavdar

histolojik bazi degisikliklere neden olmaktadir.
Doku transglutaminaz, anti-gliadin ve anti-endo-
misyum antikorlarinin iretilmesi, ince bagirsak
mukozasinda intraepitelyal lenfosit artigi, kript hi-
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perplazisi ve villus atrofisi bu degisikliklerin bas-
licalaridir (2). Onemi giin gectikce artmakta olan
bu hastalik diinya nifusunun yaklasik %1.4’int
etkilemektedir (3). Tedavi edilmedigi takdirde sin-
dirim sistemi ile ilgili tipik yakinmalar goriilebil-
mekte, ayrica malabsorbsiyona ya da glutene kars:
gelisen immiin yanita baglh sindirim sistemi dis1
bagka bulgular da ortaya ¢ikabilmektedir. Karin
agrisi, sigkinlik, ishal en sik goriilen tipik bulgular
olarak karsimiza cikarken, ozellikle yetiskin cag-
da anemi, dermatit, osteoporoz, cesitli vitamin ve
mineral eksiklikleri de sik goriilen ekstraintesti-
nal bulgulardandir (4). Célyak hastaligi serolojik
bulgularin pozitifligi ile birlikte endoskopik biyop-
si sonucunda histopatolojik bulgularin saptanmasi
ile tan1 alir (5). Ancak bu histopatolojik bulgular
colyak hastaligr i¢cin spesifik degildir. Helicobacter
pylori (H. pylori), non-steroid anti-inflamatuvar
ilaclar, Crohn hastalig iligkili duodenit, gida aler-
jisi, Whipple hastaligi ve pek ¢ok enfektif mikroor-
ganizma da intraepitelyal lenfositoz ve villuslarda
diizlesmeye neden olabilmektedir (6).

H. pylori gram negatif kok seklinde, multiple fla-
gellali, mukozal yiizeylere tutunan bir bakteridir.
Tim diinyada ve Turkiye’de en yaygin kronik en-
feksiyon etkenlerinin basinda gelmektedir. Sosyo-
ekonomik gelismiglik diizeyi arttikca siklig1 azal-
maktadir. Diinya genelinde prevalans: iilkelerin
gelismiglik dizeyine gore %18.9 ile %87.7 arasinda
degismektedir (7). Tirkiye’de 2013 yilinda yapilan
bir ¢alismaya gore H. pylori prevalansi %82.5 ola-
rak saptanmistir (8). 2017 yilinda yapilan baska bir
calismada ise Tiurkiye genelinde H. pylori prevalan-
s1 %75.7 olarak bulunmustur (9). H. pylori mide ve
duedonum mukozasina tutunarak kronik gastrit,
duedonit, peptik tilser, gastrik MALT lenfoma ve
adenokanser gibi hastaliklara yol agmaktadir (10).

H. pylori kronik bir enfeksiyoz ajan oldugundan
uzun yillar boyunca konak immiin sistemi ile et-
kilesim icinde kalmakta, bu 6zelligi nedeniyle de
immiin sistem tizerinde diizensizliklere yol acarak
otoimmiin hastaliklara zemin hazirlayabilecegi

yoniinde supheler ortaya c¢ikmaktadir. Lenfosit-
ler lizerinde capraz reaksiyona neden olarak oto-
immiiniteyi tetikleyebilecegi goriisii bu konudaki
altta yatan mekanizmaya yonelik hipotezlerden
en onemlisidir. H. pylori enfeksiyonu ile Sjogren’s
Sendromu, romatoid artrit, sistemik lupus erite-
matozus ve immiin trombositopenik purpura has-
taliklar1 arasinda iligki oldugu distintilmektedir
(11). Otoimmiin bir hastalik olan ¢6lyak hastaligi-
nin H. pylori ile arasinda bir iligki olup olmadigi
da merak konusudur. Hem H. pylori hem de ¢olyak
hastaliginda duodenumda benzer histolojik degi-
siklikler goriilmekte, her iki hastalik da otoimmiin
hastaliklarla birlikte siklig1 artmis olarak saptan-
maktadir. Literatiirde bu iki hastalik arasindaki
iligkiyi inceleyen cesitli calismalar bulunmakla
birlikte halen ¢olyak hastalarinda H. pylori sikhi-
ginin artip artmadig: ve bununla ilgili altta yatan
mekanizmalar konusunda tartismalar mevcuttur.
Biz de bu ¢alisgmamizda klinigimizde ¢élyak has-
talig1 tanis1 almig hastalarin duodenum histopato-
lojik incelemelerinde saptanan H. pylori sikligini
incelemeyi amacladik.

GEREC ve YONTEM

Retrospektif olarak dizayn edilmis olan ¢aligmami-
za, klinigimize 2010-2018 yillar1 arasinda bagvuran
ve st gastrointestinal sistem endoskopisi yapilan
hastalardan ¢olyak hastaligr tanis1 alan kisiler da-
hil edildi. Ayrica ayn1 donemde herhangi bir neden-
le endoskopi yapilmis ¢olyak hastaligi bulunmayan
hastalar rastgele secilerek kontrol grubu olusturul-
du. Caligsmaya 18-78 yasg arasi histopatolojik olarak
dogrulanmig 90 ¢olyak hastas1 ve 108 kontrol dahil
edildi. Hastane veri tabanindan hastalarin medikal
kayitlar retrospektif olarak incelendi. Endoskopik
biyopsilerin patoloji raporlar: incelenerek her iki
grupta da H. pylori pozitifliginin olup olmadig: de-
gerlendirildi. Veriler IBM SPSS 22.0 programi kul-
lanilarak analiz edildi. Tanimlayic1 istatistikler,
Kolmogrov-Smirnov testi, Student T test, ki-kare
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testi kullanildi ve p degeri 0.05’in altinda ise ista-
tistiksel olarak anlamli kabul edildi.

Bu calisma Hitit Universitesi Tip Fakiiltesi Klinik
Arastirmalar Etik Kurulunun 29.11.2023 tarih ve
2023-148 sayili karar ile onaylanmigtir. Arastir-
ma protokoliinde Helsinki Deklarasyon kriterleri-
ne uyulmustur.

BULGULAR

Calismaya 90 c¢olyak hastas1 ve 108 kontrol grubu
hasta dahil edildi. Colyak hasta grubunun %30u
erkek iken %701 kadindi. Kontrol grubunun ise
%39.81 erkek iken %60.2’si kadindi. Cinsiyet ac1-
sindan gruplar arasinda farklilik saptanmadi (p:
0.150). Colyak hastalarinin ortalama yas1 41.1 +
11.9 yil iken kontrol grubunun ortalama yas1 49.1
+ 12.7 y1ld1 (p < 0.001). Colyak hasta grubunun or-
talama tani yas1 ise 37.3 + 12.0 yildu.

H. pylori siklig1 acisindan karsilagtirildiginda; Col-
yak hasta grubunda H. pylori sikligr kontrol gru-
buna oranla anlamh olarak daha diisik saptand:
(p: 0.016). H. pylori 90 ¢olyak hastasinin 37’sinde
(%41.1) pozitif, kontrol grubunda 108 hastadan
63’tinde (%58.3) pozitif saptandi (Tablo 1).

Kontrol grubu hastalarin mide biyopsisi patolojik
incelemelerinde en sik saptanan bulgular sirasiy-
la; kronik gastrit (%69.4), yuzeyel gastrit (%13),
intestinal metaplazi (%11.1), kronik atrofik gastrit
(%3.7) seklindeydi.

TARTISMA

Calismamizda H. pylori pozitif olan ¢olyak hasta-
larinin sayis1 negatif olanlara gore daha az saptan-
mig olup, kontrol grubunda ise H. pylori pozitifli-

Tablo 1 Gruplar arasinda H. pylori sikliginin karsilastiriimasi

ginin daha baskin oldugu goriulmistir. Lasa J. ve
arkadaslarinin 312 kigilik poptilasyonda yaptigi
calismada 72 ¢olyak hastasi arasinda H. pylori
prevalans1 (%12.5), hastaligi olmayanlara (%30)
gore daha diisik bulunmustur (12). Ayn1 calisma-
da H. pylori pozitif ve negatif ¢élyak hastalarinin
duodenal biyopsi incelemelerinde anlamli farklilik
saptanmazken, endoskopik degerlendirme sirasin-
da H. pylori negatif olan ¢olyak hastalarinda vill6z
atrofi saptanma siklig1 daha fazla bulunmustur.
Aragtirmacilar bu durumu H. pylori nedeniyle
artmis Treg yanitin gliitene karsi immiin yaniti
azaltmig olabilecegi veya H. pylori proteazlari ve
artmig olan gastrik pH nedeniyle gliitenin immii-
nojenitesinin azalmis olabilecegine baglamaktadir
(12). Lebwohl B. ve arkadaglarinin ¢ok genis bir
popilasyon tizerinde yaptig1 bir bagka caligmada
2689 colyak hastasi incelenmis ve H. pylori pozitif-
ligi (%4.4), hasta olmayanlara gore (%8.8) anlaml
olcide daha az bulunmustur (13). Ayrica bu ca-
lismada normal villuslarla birlikte intraepitelyal
lenfositoz varlig1 olan vakalarda H. pylori sikligi
(%13.3) belirgin olarak yiiksek saptanmigtir. Lasa
dJ. ve arkadaglar1 gibi Lebwohl B. ve arkadaslar
da; H. pylori enfeksiyonunun Treg lenfosit yaniti
tizerine etkileri ve bu hiicrelerin ¢olyak hastaligi
patogenezindeki muhtemel rolii nedeniyle boyle
bir koruyucu etkinin ortaya ¢ikabilecegini diisiin-
mektedir (13). Yalnizca ¢6lyak hastalarinin katildi-
g1 bir calismada Villanaci ve arkadaslar1 H. pylori
pozitif ¢olyak hastalarinda vill6z atrofi derecesinin
negatif olanlara gore daha diisiik oldugunu sap-
tamigtir (14). Narang ve arkadaglar1 tarafindan
yapilan bir calismada da 324 ¢6lyakl: hastada H.
pylori pozitifligi (%11.4) hasta olmayanlara gore
(%50) anlaml 6l¢iide disiik saptanmigtir (15).

H. pylori (+)
%41.1 (n: 37)
%58.3 (n: 63)

Colyak hasta grubu (n: 90)
Kontrol grubu (n: 108)

P degeri
0.016

H. pylori (-)
%58.9 (n: 53)
%41.7 (n: 45)
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Colyak hastalarinda H. pylori sikhiginin disik
oldugunu go6steren cok sayida calisma bulun-
makla birlikte baz1 arastirmalarda da aralarinda
herhangi bir iliski olmadig1 ya da birlikte goriil-
me sikliklarinin artmis oldugu yontinde bulgular
saptanmigtir. Bu calismalardan biri de tilkemizde
Aydogdu S. ve arkadaslar1 tarafindan yapilmig
olup 96 c¢olyak hastasi gocuk tizerinde yapilan
incelemede, ¢olyak hastalarinda H. pylori siklig:
(%21.8) hasta olmayan cocuklarla (%23.8) benzer
oranlarda saptanmistir (16). Ancak bu sonuglar;
calismadaki hastalarin ortalama yasinin 8,2 olma-
s1, cocuklardaki H. pylori sikliginin yetiskin genel
popilasyona gore diisiik olmasi gibi nedenlerle bu
calismada H. pylori ve ¢olyak hastaligi arasindaki
koruyucu iliskinin saptanamamis oldugu seklinde
de yorumlanabilir. Konturek PC ve arkadaslarinin
91 hasta ve 40 kontrol tizerinde serolojik testler
kullanarak yaptig1 nispeten eski bir ¢calismada da
colyak hastalarinda H. pylori siklig1 (%26.4) kont-
rol grubuna gore (%20) ytuksek saptanmistir (17).

H. pylori tim diinyada en yaygin kronik enfeksiyon
etkenidir ve gorillme siklig: iilkelerin sosyoekono-
mik geligsmiglik diizeyi ile ters orantili olacak sekil-
de degismektedir (7). H. pylori mide ve duedonum
mukozas1 altina yerleserek kronik inflamasyonu
tetiklemektedir. H. pylori enfeksiyonunda klinik
olarak en cok gastrit tablosu goriillmekte ve akut
gastrit zamanla konagin enfeksiyona kars: verdigi
immiin yanitin yetersiz kalmasi sonucunda aktif
kronik gastrite dontismektedir. Buradaki yetersiz
yamt H. pylori'nin Treg (yardimc: T lenfosit) hiicre
aktivasyonu yapmasi ve buna bagh olarak immiin
yanitin yetersizlesmesi seklinde spekiile edilmek-
tedir. Enfekte kigilerin hemen hepsinde gastrit
ve midede fonksiyonel degisiklik, %15-20’sinde
peptik ulser, %1-3tiinde mide kanseri, az oranda
da fonksiyonel dispepsi gelisme riski vardir (18).
H. pylori enfeksiyonu ile immiin sistemde olusan
Th1l yanitinin gastrik inflamasyonu daha da sid-
detlendirerek kanser riskini arttirdig: gosterilmis
olmakla birlikte H. pylori'nin Treg yanitin1 artti-

rarak astim ve atopik rahatsizliklardan koruyucu
olabilecegi de diisiiniilmektedir (19). Baz1 ¢alisma-
lar bunu “Hijyen Hipotezi” ile iligkilendirmektedir.
Hijyen hipotezine gore artan sosyoekonomik gelis-
mislik diizeyi ile birlikte 6zellikle yasamin erken
dénemlerinde mikroorganizmalarla daha az oran-
da karsilagilmasi nedeniyle immiin mekanizma-
larda regiilatuvar yanit etkilenmekte, bu nedenle
de atopik ve otoimmiin hastaliklara yatkinlik art-
maktadir. Cogunlukla yasamin erken doénemle-
rinde maruz kalinan bir patojen mikroorganizma
olan H. pylori de bir yandan gastrik adenokanser
ve peptik ilser gibi hastaliklarin sikligini1 arttirir-
ken diger yandan alerjik, inflamatuvar ve otoim-
miin hastaliklarda azalmis risklerle iligkilidir (20).

Literatur verileri 1g181nda bakildiginda her ne ka-
dar aksini iddia eden bazi1 calismalar olsa da, ca-
lismalarin 6rneklem biiyiiklikleri ve giincellikleri
degerlendirildiginde H. pylori enfeksiyonu ve ¢ol-
yak hastalig1 arasinda anlamli diizeyde negatif bir
iligki oldugu goriulmektedir. Bizim calismamizda
da literatiirdeki caligmalarin ekseriyetine uygun
sekilde ¢olyak hastalarinda H. pylori enfeksiyonu
sikliginin anlamli olgiide diisiik oldugu saptan-
mistir. Bu negatif iligkinin mekanizmas1 tizerine
cesitli spekiilasyonlar olsa da su an icin en olasi
mekanizma H. pylori enfeksiyonunun c¢olyak has-
talig1 patogenezinde de rol adligi tahmin edilen
Treg lenfositler tizerinde etkili olmasi gibi goriin-
mektedir. Nitekim atopik hastaliklarda oldugu
gibi ¢olyak hastalign patogenezinde de suglanan
“Hijyen Hipotezi” de bu mekanizmay1 destekle-
mektedir. Ayrica bir diger muhtemel mekanizma
da H. pylori enfeksiyonu nedeniyle degisen gastrik
pH ve salgilanan baz proteazlarin gliitenin immii-
nojenitesini azaltici etkilerinin olabilecegidir. Bi-
zim calismamizdaki temel kisitlamalar ise hasta
sayisinin azligi ve retrospektif olarak planlanmig
olmasidir. H. pylori ve ¢olyak hastaligi arasindaki
iligskiyi daha iyi agiklayabilmek i¢in genis katilimh
daha ileri ¢caligmalarin yapilmasina halen ihtiyag
duyulmaktadir.
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Etik Kurul: Bu calisma Hitit Universitesi Tip
Fakiiltesi Klinik Arastirmalar Etik Kurulunun
29.11.2023 tarih ve 2023-148 sayili karart ile onay-
lanmustir. Arastirma protokoliinde Helsinki Dekla-

rasyon kriterlerine wyulmustur.
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ORIGINAL ARTICLE

The role of endoscopic submucosal dissection in the
treatment of large superficial duodenal epithelial neoplasia

Blyuk yuzeyel duodenal epitelyal neoplazi tedavisinde endoskopik submukozal
diseksiyonun rolu

® Abdullah Murat BUYRUK?, ® Bahadir Emre BAKI2, ® Cagdas KALKAN?®

Departments of 'Gastroentrerology and 2General Surgery, Ege University School of Medicine, izmir, Turkey

Department of *Gastroentrerology, University of Health Sciences, Bilkent City Hospital, Ankara, Turkey

Background and Aims: Endoscopic submucosal dissection is one of the recommended treatment modality in terms of facilitating en-bloc resec-
tion in patients with superficial duodenal epithelial neoplasm larger than 2 cm. There is limited information in the literature about the applicability of
endoscopic submucosal dissection in superficial duodenal epithelial neoplasm. In this single-center study, the results of eight patients with super-
ficial duodenal epithelial neoplasm who underwent endoscopic submucosal dissection were retrospectively analyzed. Materials and Methods:
Twelve patients who underwent duodenal endoscopic submucosal dissection between February 2019 and November 2023 were screened. Eight
patients with superficial duodenal epithelial neoplasm larger than 2 cm were included in the study. Results: The median tumor diameter was 27.5
mm (20 - 80 mm). The most common localization was the duodenum second part (87.5%). En bloc and RO resection rates were each 100%. The
median procedure time was 37.5 min. Two patients (20%) with complications were treated with endoscopic clips. No recurrence was observed in
all patients (mean 21 months). Conclusion: Endoscopic submucosal dissection is a technically challenging but successful method in the treat-
ment of superficial duodenal epithelial neoplasm. Due to the high risk of complications, duodenal endoscopic submucosal dissection should be
performed in experienced centers.

Key words: Duodenum, endoscopic submucosal dissection, neoplasia

Giris ve Amac: Endoskopik submukozal diseksiyon, 2 cm’den buiyik ylizeyel duodenal epitelyal neoplazmi olan hastalarda en-blok rezek-
siyonun kolaylastiriimasi agisindan 6nerilen tedavi yéntemlerinden biridir. Literatiirde endoskopik submukozal diseksiyonun ytizeyel duodenal
epitelyal neoplazmda uygulanabilirligi hakkinda sinirli bilgi bulunmaktadir. Bu galismada endoskopik submukozal diseksiyon uygulanan sekiz
yuzeyel duodenal epitelyal neoplasm hastasinin sonuclari retrospektif olarak analiz edildi. Gerec ve Yontem: Subat 2019 ile Kasim 2023 tarihleri
arasinda duodenal endoskopik submukozal diseksiyon uygulanan 12 hasta tarandi. Yiizeyel duodenal epitelyal neoplazmi 2 cm’den buiylik olan 8
hasta galismaya dahil edildi. Bulgular: Medyan timor ¢api 27.5 mm (20 - 80 mm) idi. En sik lokalizasyon duodenumun ikinci kismiydi (%87.5).
En blok ve RO rezeksiyon oranlarinin her biri %100 idi. Ortalama iglem siresi 37.5 dakika idi. Komplikasyon gelisen iki hasta (%20) endoskopik
kliplerle tedavi edildi. Hastalarin tamaminda (ortalama 21 ay) niiks gériilmedi. Sonuc: Endoskopik submukozal diseksiyon, ylizeyel duodenal epi-
telyal neoplazm tedavisinde teknik agidan zor ancak basaril bir yéntemdir. Komplikasyon riskinin yiiksek olmasi nedeniyle duodenal endoskopik
submukozal diseksiyon deneyimli merkezlerde yapiimalidir.

Anahtar kelimeler: Duodenum, endoskopik submukozal diseksiyon, neoplazi

INTRODUCTION

Superficial duodenal epithelial neoplasms (SDENs)  sampling have a limited role in the diagnosis (2).
are encountered more frequently and in a wider = Endoscopic resection, surgery, or both methods as
localization due to the increased use of screening  hybrid treatment (duodenal laparoscopic - endos-
endoscopy (1). Biopsies taken for histopathological copic combined treatment) can be applied (3-7).
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Duodenum is the most difficult localization for en-
doscopic resection (ER) due to its thin wall. Among
the ER methods, endoscopic mucosal resection
(EMR) is recommended primarily because of its
shorter procedure time and lower risk of complica-
tions (3). However, it may be technically difficult
to grasp the lesion with a snare after submucosal
injection in EMR treatment, especially in SDENs
larger than 2 cm (8). In these cases, endoscopic su-
bmucosal dissection (ESD) may be a salvage met-
hod. There is limited data on the applicability of
ESD in the duodenum. Herein, we present our ex-
perience with eight cases those underwent duode-
nal ESD for SDENS.

MATERIALS and METHODS
Patient Selection

A total of twelve patients underwent duodenal
ESD at between February 2019 and November
2023. Among these, eight patients with SDENs
larger than 2 cm were included in the study. Pa-
tients who underwent ESD for indications other
than SDEN (2 patients who underwent ESD due
to duodenal lipoma and 2 patients who failed ESD
due to duodenal angle) were not included in the
study. Informed consent was obtained from all pa-
tients.

Pre-procedural Evaluation

The anatomical localization in the duodenum, size,
and macroscopic appearance of all lesions were re-

corded according to the Paris classification (9).

ESD Procedure

All procedures were performed under general
anesthesia by an endoscopist (XXX) experienced
in ESD. Fujinon EG-760 R (Fujifilm Medical Co.,
Ltd., Tokyo, Japan) or Olympus GIF-HQ190 gast-
roscopy devices (Olympus Medical Systems, Tokyo,
Japan) were used during the procedures. ESD was

performed using a Flush knife with a length of 3
mm (DK2620J-B15S; FTS, Tokyo, Japan) powe-
red by an electrosurgical unit (ESG 400-Olympus.
Corp.). Pocket-creation method was used during
ESD. A small caliber type transparent hood (DH-
28GR; Fuyjifilm Medical Co., Ltd., Tokyo, Japan)
was used in the procedures.

Based on the appearance of the submucosal layer,
mild fibrosis was grouped as FO (no fibrosis) or F1
(appears as a blue transparent layer) and severe
fibrosis was grouped as F2 (appears as a white
muscle layer) (10). In cases where adequate eleva-
tion could not be achieved due to dense submucosal
fibrosis, traction was applied with the multi-loop
method (11). After dissection, all ESD ulcers were
closed with through-the-scope (TTS) clips. Proce-
dure time was defined as the time between muco-

sal injection and final dissection.

Enteral nutrition was started at 24 hours after
ESD. The patients were hospitalized for at least
24 - 48 hours and intravenous antibiotic treatment
(ceftriaxone 2 x 1 g) was administered during this

period.

Follow-up Evaluation

Endoscopic control was performed at 3 and 12
months after ESD. Routine biopsy of the ESD scar
was avoided unless recurrence was suspected at

follow-up.

Measured Outcomes

The primary endpoint was en bloc and RO resecti-
on rates. The secondary endpoint was ESD-related

complication rates.

En bloc resection was defined as excision of the le-
sion as a single piece. RO resection was defined as
excision of the lesion with negative surgical mar-
gins. Delayed bleeding and presence of perforation
were evaluated as complications. Post-procedural
delayed bleeding was defined as hematemesis and/
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Table 1 Demographic, procedural and histopathological data of patients treated with endoscopic submucosal dissection

for large (> 2 cm) superficial duodenal epithelial neoplasms

Patient Age M/F  Localization  Size Paris
(mm)

1 35 M D2 45 x 30 lla + llc
2 63 M D2 80 x 64 lla + llc
3 58 M D2 35 x 30 Is+lla
4 65 M D2 23 x 15 lla + llc
5 70 M D1 20 x 20 lla

6 54 M D2 25 x 23 lla

7 69 F D2 30x 25 Is

8 55 M D1 25 x 20 lla

Pathology Time  Complication  Follow up

(min) (month)
TVA + HGD 95 Post-op 26
bleeding
Tis 180 Per-op minor 34
perforation
TVA + HGD 100 - 37
TA + HGD 40 - 14
TA 30 - 24
TVA 22 = 8
TA + HGD 28 - 5
TVA + HGD 35 - 18

M: Male; F: Female; D1: First (superior) part of the duodenum; D2: Second part of the duodenum; TVA: Tubulovillous adenoma; LGD: Low grade dysplasia;

HGD: High grade dysplasia; TA: Tubular adenoma; Tis: Carcinoma in situ.

or melena after ESD together with a decrease in
hemoglobin value > 2 g/dL. compared to the preo-
perative value. Perforation was defined as intrao-
perative perforation if it occurred during ESD and

delayed perforation if it developed after ESD.

Ethics Committee

Ethics Committee approval was optained from Ege
University Medical Research Ethics Committee
(08.02.2024 with decision number 24-2T/38).

RESULTS

The median tumor diameter was 27.5 mm (range,
20 - 80 mm). The most common localization was the
second segment of the duodenum (Table 1). Three
of the lesions had a history of biopsy before ESD.
On macroscopic examination, three lesions had a
depressed appearance at their center (Figure 1).
Non-lifting sign was positive in 3 out of 8 (37.5%) of
the lesions. Traction method was applied in three
patients (37.5%) due to severe submucosal fibrosis.
En bloc and RO resection rates were 100%. The me-
dian procedure time was 37.5 min (range, 30 - 180
min) (Table 2). Six clips (range, 3 - 15 clips) were

used on an average to close the ESD ulcer. ESD-re-
lated complications were observed in two patients
(40%) (Table 2). Pre-op minor perforation was ob-

Table 2 Endoscopic submucosal dissection outcomes

Variables N=8
Submucosal fibrosis
Mild (FO/F1) 5
Severe (F2) 3
Procedure time (min), median (range) 37.5 (30 -180)
Dissection speed (mm?/min) * 215
En bloc resectiont 8 (100)
RO resection * 8 (100)
Curative resection 8 (100)
Complication 2 (25)
Postoperative bleeding 1(12.5)
Intraoperative perforation 1(12.5)
Delayed perforation 0

* Dissection speed (mm?/min) was defined as the calculated ratio of the rese-
cted specimen area (mm?) divided by the procedure time (minutes). The rese-
cted specimen area was calculated using the formula for ellipse area (mm?) =
longest length (mm) / 2 x shortest length (mm) /2 x 3.14.

t Pathologically identified en bloc resection with negative horizontal and ver-
tical margins.

$ RO resection of low grade dysplasia, high grade dysplasia, and T1 carcino-
ma satisfying all of the following: well/moderately differentiated or papillary
carcinoma, no vascular invasion, submucosal invasion depth.
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served in one patient and was treated by clipping.
In the other patient, delayed bleeding developed
post-op at 24th hour. Endoscopic examination re-
vealed gushing hemorrhage from the ESD lumen
although the clips were in place. Bleeding was
stopped by applying an additional 10 TTS clips.
There were no complications requiring surgical in-
tervention. The mean duration of hospitalization
was 2.5 days (range, 1 - 5 days). Histopathological
examination revealed low-grade dysplasia in two

-
31/08/2021 _
12:

patients, high-grade dysplasia in five patients, and
intramucosal carcinoma in another patient. No re-
currence was observed at a mean follow-up of 21

months (range, 5 - 37 months).

DISCUSSION

In this retrospective case series, we aimed to in-
vestigate the efficacy and safety of the ESD met-
hod in the endoscopic treatment of SDENs larger

B

31/08/2021
12:38:21 Alx1/100
0

HNS
FICE 0

Figure 1 Large superficial epithelial neoplasia occupying more than more than half of the lumen and the lesion had a
depressed appearance (A), in chromoendoscopic examination with FICE, lesion borders are more clear (B), en bloc resection
of the lesion was achieved with ESD method (C), no recurrence was observed in the 3rd month follow-up (D).
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than 2 cm. En bloc and RO resection was achieved
with ESD method in all of our limited number of
patients. Complications were observed in two pa-
tients. Therefore, the results obtained in our series
showed that duodenal ESD is effective in the tre-
atment of SDEN, but it is a high-risk procedure in

terms of complications.

Superficial epithelial tumors are less common in
the duodenum compared to other gastrointestinal
areas. For treatment, ER methods are usually suf-
ficient. But duodenum is the most difficult localiza-
tion for ER (7). This difficulty could be attributed
to the narrow lumen of the duodenum, difficulty of
endoscopic stability due to the sharp angle, sub-
mucosal Brunner’s glands stiffening the duodenal
mucosa and making elevation difficult after sub-
mucosal injection, the presence of dense vascular
structure in the submucosal layer, and also the re-

latively thin muscle layer (7,12).

Various methods can be applied in the endosco-
pic treatment [EMR, under water EMR (U-EMR),
ESD, endoscopic full thickness resection] of SDEN
(3-7). Among these methods, EMR is the ER met-
hod primarily recommended by European Society
of Gastrointestinal Endoscopy compared to other
methods due to its lower risk of complications (3).
U-EMR has become more popular in recent years
due to its higher technical success compared to con-
ventional EMR. However, EMR or U-EMR metho-
ds got more success particularly in SDENs smaller
than 2 cm (4,8,13). EMR may also be a treatment
option for larger lesions. In this regard, Binmoel-
ler et al. reported in a limited case series that no
recurrence was observed in a 16-month follow-up
after piecemeal U-EMR in the treatment of SDENs
larger than 2 cm. However, lack of a control group
and limited follow-up period were the most impor-
tant shortcomings of their study (4).

Data on the ESD method in the treatment of
SDENSs are very limited. In a retrospective study

conducted by Pérez et al. comparing EMR with
ESD in the treatment of SDENSs, en bloc, complete
resection, and local recurrence rates were similar.
In the ESD arm of this study, the en bloc resecti-
on rate was quite low (29.7%), and most of the pa-
tients (78.4%) in the ESD arm underwent hybrid
ESD (14). However, Kato et al. analyzed 10-year
data of 18 centers from Japan, and reported that
the rate of RO resection in large SDENs was below
50% in both conventional EMR and U-EMR, com-
pared to 75% in the ESD arm (6). In our case serie,
RO resection was achieved in all patients with the
ESD method and no recurrence was observed in
any of our patients. Our high treatment success
rate is attributed to the following: ESD was per-
formed by an experienced endoscopist, no hybrid
treatment was needed in any procedure, and the
low number of patients.

The difficulty with ESD in the treatment of SDEN
has been associated with prolonged procedure time
> 100 minutes or the presence of intraprocedural
perforation (15). Accordingly, one third of ESDs
in the duodenum were reported in the difficult
category. According to these criteria, the rate of
difficult ESD in our series was 25%. Localization
in the flexure, lesion diameter > 4 ¢m, and lesions
occupying more than half of the lumen are defined
as risk factors for difficult ESD. It has been repor-
ted that applying Kocher’s maneuver before ESD
for SDENSs located in the flexure may facilitate the
procedure (16). In our series, Kocher maneuver
was not used, but traction method was used in two

patients due to submucosal fibrosis.

On the other hand, the high risk of ER-related
complications in the treatment of SDEN (compli-
cations requiring surgery: 1.1% - 36.4%) may raise
questions about the necessity of treatment in these
patients. In this regard, Ikenoyama et al. repor-
ted that progression occurred in one third of pa-
tients with low-grade dysplasia SDEN who were
followed up for an average of 45 months. In this

10

April, 2024 | Volume 23 | Number 1



ESD in superficial duodenal epithelial neoplasms

patient group, the risk of progression was low in
lesions smaller than 5 mm (< 5%), while the risk
of progression was = 50% in SDENSs larger than 20
mm, which are in the high-risk group. Therefore,
the authors recommended that SDENs larger than
2 cm should be treated (12).

Biopsy is usually the first-line diagnostic method
in the diagnosis of SDEN. However, the diagnostic
role of biopsy is limited (sensitivite 37.5%, speci-
ficity 83.1%, accuracy 71.6%) (2). In our case se-
rie, histopathological correlation was 50%. In ad-
dition, biopsies taken before treatment may cause
submucosal fibrosis, making ER difficult. In our
case serie, severe fibrosis was observed in 37,5%
of the patients. Classifications based on magni-
fied narrow-band imaging to distinguish SDEN
and non-neoplastic lesions or low-grade dysplasia
vs. high-grade dysplasia/adenocarcinoma within
SDEN may help the endoscopist in the diagnosis
without biopsy. However, data on these classifi-
cations are limited (17). More widespread use of
these classifications in the future may prevent the
development of pre-ER fibrosis by eliminating the
need for biopsy in the diagnosis and classification
of SDEN. This may reduce the complication rate

and improve success of treatment.

Prophylactic repair after duodenal ESD may re-
duce the risk of complications (7). Particularly in

defects involving the papilla vateri, repair may not
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ORIGINAL ARTICLE

Effect of donor graft hepatosteatosis on postoperative
complications in adult living donor liver transplant
recipients

Dondr graft hepatosteatozunun yetiskin canli donér karaciger nakli alicilarinda
ameliyat sonrasi komplikasyonlara etkisi
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Background and Aims: Steatosis is one of today’s important and common donor liver problems, affecting graft function to varying degrees and
leading to marginal graft failure. We examined the effect of graft steatosis on postoperative complications, in our study. Material and Methods:
One hundred forty eight donors and adult living donor liver transplant recipients who underwent transplantation were included in the study. The
numbers and rates of perioperative blood product transfusion, postoperative biliary complications, hepatic vein thrombosis, portal vein thrombosis,
postoperative bleeding, sepsis and primary graft dysfunction were analyzed statistically. Results: Early postoperative intra-abdominal bleeding
was observed to be more common in fatty grafts, with a rate of 10.5%, than in non-fat grafts, with a rate of 4.5%. There was no statistically signif-
icant difference between those with and without donor graft steatosis. Conclusion: Although not statistically significant, the high rate of postop-
erative intra-abdominal bleeding in fatty grafts may be an important finding.

Key words: Liver, graft, steatozis, transplantation, donor

Giris ve Amac: Steatoz, greft fonksiyonunu degisen derecelerde etkileyen ve marjinal greft yetmezligine neden olan glinimuzin énemli ve
yaygin dondr karaciger problemlerinden biridir. Calismamizda, greft steatozunun postoperatif komplikasyonlara etkisini inceledik. Gerec ve Yon-
tem: Calismaya 148 dondr ve transplantasyon yapilan yetiskin canli donér karaciger nakli alicisi dahil edildi. Perioperatif kan Grin( transfiizyonu,
postoperatif safra komplikasyonlari, hepatik ven trombozu, portal ven trombozu, postoperatif kanama, sepsis ve primer greft disfonksiyonu sayilari
ve oranlari istatistiksel olarak analiz edildi. Bulgular: Ameliyat sonrasi erken dénemde intraabdominal kanamanin yagh greftlerde oran olarak,
yagsiz greftlere gére daha sik oldugu gorildi. Dondr greft steatozu olan ve olmayanlar arasinda tiim parametreler acisindan istatistiksel olarak
anlamli fark yoktu. Sonuc: istatistiksel olarak anlamli olmasa da yagl greftlerde ameliyat sonrasi intraabdominal kanama oraninin yiiksek olmasi
onemli bir bulgu olabilir.

Anahtar kelimeler: Karaciger, greft, steatoz, transplantasyon, dondr

INTRODUCTION

Steatosis is one of today’s important and common (> 20%) (1). Hepatocyte necrosis and inflammation
donor liver problems, affecting graft function to  caused by steatosis in the donor liver may pose a
varying degrees and leading to marginal graft fail-  risk for graft function in the recipient (2). Although
ure. The rate of graft steatosis can be classified as  the benefit from transplantation varies depending
mild (5 - 10%), moderate (10 - 20%), and severe on the The Model for End-Stage Liver Disease
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(MELD) score and ischemia times, post-transplan-
tation outcomes may be worse in implanted grafts
especially with > 30% steatosis (3).

Perioperative blood transfusion requirement in the
recipient, postoperative vascular and biliary com-
plications, and sepsis rates have been evaluated in
many studies in terms of the effect of graft hepa-

tosteatosis.

There is heterogeneity in both significant and in-
significant results regarding the effect of a fatty
graft on these complications and infections (1,4,5).

In our study, we examined the effect of graft stea-

tosis on postoperative complications.

MATERIAL and METHODS

The data of the patients were examined retrospec-
tively. The study included 197 donors and adult
(18 years and older) living donor liver transplant
recipients who underwent transplantation be-
tween July 2021 and July 2023. The operations
were performed by a single surgical team. The
graft steatosis rates of donors were calculated on
routine non-contrast abdominal computed tomog-
raphy (CT). The average age and gender character-
istics of the recipients were examined as numbers
and ratios. MELD and Child score averages and
etiological factors were stated in the study. The
numbers and rates of perioperative blood product
transfusion, postoperative biliary complications
(leak and stenosis), hepatic vein thrombosis (HVT),
portal vein thrombosis (PVT), postoperative bleed-
ing, sepsis and primary graft dysfunction (PGD)

were analyzed.

These parameters were analyzed statistically be-
tween those with and without fat and then accord-
ing to the rates of 5 - 10%, 10 - 20% and 20 - 30%,
and > 30 graft fat.

Additionally, the effect of steatosis on graft surviv-
al was examined statistically. All procedures were

conducted in accordance with the ethical stand-
ards of the committees concerned with human ex-
perimentation (institutional and national) and the
1964 Declaration of Helsinki and its later editions.
This study was approved by the Istanbul Aydin
University Human Experiments Ethics Commit-
tee with an ethics committee decision number
2023/115 on the date 10.4.2023.

Determination of Hepatosteatosis Rate and
Surgery Desicion in Donors

The density measurement from the liver parenchy-
ma, the difference between liver and spleen density,
and the spleen-liver ratio were used to diagnose and
grade liver steatosis in the non-contrast computer
tomography (CT) examination. In the non-contrast
CT examination, the density of the normal liver
parenchyma was approximately 50 - 57 Hounsfield
units (HU), and it was considered to be approxi-
mately 8 - 10 HU higher than the spleen density.

Those with a liver density below 50 HU in the
non-contrast examination were considered to have
a fatty liver. Those with a liver density of 48 - 50
HU were considered as 5% - 10%, those between
45 - 48 HU as 10 - 20%, those between 40 - 45 HU
as 20 - 30%, those with < 40 HU as > 30%, those
with 30 - 40 HU as approximately > 50% steatosis.

Additionally, a liver-spleen ratio below 1.1 or a dif-
ference of less than 10 HU between the liver and
spleen was considered to be at least moderate ste-
atosis (6,7).

Donors with up to 20% graft steatosis were taken
into surgery. For donors with steatosis between
20% and 30%, a weight loss and diet program was
implemented under the supervision of a dietitian,
while those with over 30% steatosis underwent
medical treatment, and at the end of the treatment,
fat measurement was performed with CT. If the
steatosis rate fell below 20% based on this meas-
urement, they were taken into surgery. The trans-
plant surgery was performed by the same team.
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Statistical Analysis

Nominal and ordinal parameters were defined
with frequency analysis, whereas scale parameters
were defined with means and standard deviations.
The Chi-Square Test and Chi-Square Likelihood
tests were used for differences between categori-
cal parameters. The Kolmogorov-Smirnov test was
used for the normality of scale parameters. The
Mann-Whitney U test was used for difference anal-
ysis, since distributions were non-normal. Spear-
man’s rho correlation and Cox Regression tests were
used for relational analysis. SPSS 17.0 for Windows
was used at 95% Confidence Interval. When refer-
ring to SPSS versions prior to the IBM acquisition,
authors should cite SPSS Statistics for Windows,
version 17.0 (SPSS Inc., Chicago, 3., USA).

RESULTS

The number of patients with hepatosteatosis was
54 (%27). Among them, 39 (%72) patients had less
than 10% steatosis, 9 (%17) patients had steatosis
between 10 - 20%, and 6 patients (%11) had steato-
sis of between 20-30%.

The average age of all patients was 53.5 (range: 18
- 78). Forty-six percent of the patients were female,
and 54% were male. Twenty-four percent of the pa-
tients were Child A, 47% were Child B, and 29%
were Child C. The rate of implanting fatty grafts
in Child A patients was 25%, in Child B patients
was 45%, and in Child C patients was 30%. The
average MELD score was 16.2. The average MELD
score in fatty grafts was 16.1. Among the known
etiological factors for all recipients, the most com-

Table 1 The demographic and clinical data in patients with hepatosteatosis

Hepatosteatosis

Donor No Steatosis (n: 143)

Donor Hepatosteatozis (n: 54)

% (n) % (n)
Age 54.4 52.3
Gender
e Female %48 (68) %27 (20)
* Male %52 (75) %63 (34)
MELD 16.3 16.1

Anhepatic phase [minute] (std. dev.)/(interval)
Cold ischemia time [minute] (std. dev.)/(interval)

Operation time [minute] (std. dev.)/(interval)

86.7 (+ 33.2)/(73.5 - 96.4)
58.7 (+24.2)/(50.2 - 61.2)
481.4 (+ 79.4) / (437 - 525)

82.9 (+ 35)/(78.6 - 88.1)
57.7 (+ 27.6)/ (54.2 - 64.4)
480.6 (+ 78.4) / (450 - 515)

Child
o A %21 (31) %25 (13)
°B %51 (72) %45 (24)
o C %28 (40) %30 (17)
Etiology Total
* HBV %22 (44)
e HCC %18 (35)
e NASH %15 (30)
e HBV+HDV %4 (8)
e Budd-Chiari %2 (4)
e Others %16 (31)
e Cryptogenic %23 (45)

Other etiologies: Autoimmune hepatitis, alcohol, familial cholestasis, primary hyperoxaluria, hemochromatosis, Wilson’s disease, and Hepatitis C virus.
HBV: Hepatitis B Virus; HCC: Hepatocellular carcinoma; NASH: Nonalcoholicsteatohepatitis; HDV: Hepatitis D virus.
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mon was hepatitis B virus (HBV) with 22%, hepa-
tocellular carcinoma (HCC) in second place with
18%, and nonalcoholic steatohepatitis (NASH) in
third place with 15%. Autoimmune hepatitis rate
was 6%, the alcohol-related cirrhosis rate was 5%,
the HBV+hepatitis D virus (HDV) rate was 4%,
and the Budd-Chiari rate was 2%. Other known
etiological factors included familial cholestasis,
primary hyperoxaluria, hemochromatosis, Wil-
son’s disease, and hepatitis C virus (HCV) rate of
1%. Twenty three percent of patients had crypto-
genic cirrhosis. The cold ischemia time averaged
69.7 minutes, and the anhepatic phase duration
averaged 86.1 minutes. In grafts with all degrees

of steatosis, the average cold ischemia time was

57.7 minutes, and the anhepatic phase duration
averaged 82.9 minutes. The average duration of
surgery was 481.4 minutes in patients without
hepatic steatosis and 480.6 minutes in those with
hepatic steatosis. In grafts with 5% steatosis, the
cold ischemia time was 60 minutes, and the anhe-
patic phase duration was 86.3 minutes. For grafts
with 10% steatosis, the cold ischemia time was 44
minutes, and the anhepatic phase duration was 76
minutes. Grafts with 20% or more steatosis had a
cold ischemia time of 79 minutes and an anhepatic
phase duration of 67 minutes. However, due to in-
sufficient sample size, statistical evaluation could
not be performed. The demographic data as well as
clinical features have been shown in Table 1.

Table 2 Results of peroperative blood transfusion and postoperative complications in liver recipients in terms of donor

hepatosteatosis

Donor No Steatosis Donor Hepatosteatozis P Value
%/n (n: 143) %/n (n: 54)
Peroperative blood transfusion
L] 0, 0,
Yes %18.9 (27) %27 (14) 0283
e No %81.1 (116) %73 (40)
Postoperative bile complication (stricture/leakage)
] 0, 0,
Yes %21.7 (28) %17.7 (9) 0824
* No %79.3 (115) %82.3 (45)
Postoperative early intraabdominal bleeding
e Yes %4.5 (7) %10.5 (6) 0.160
* No %95.5 (136) %89.5 (48) '
Postoperative PVT
o) 0,
® Yes %2.8 (4) %0 (0) 0227
e No %97.2 (139) %100 (54)
Postoperative HVT
L] 0, o)
Yes %2.8 (84) %0 (0) 0483
e No %97.2 (139) %100 (54)
Postoperative Sepsis
® Yes %13.3(19) %7.7 (4) 0341
* No %86.7 (124) %92.3 (50) '
PGD
L] [0) o)
Yes % 1.4 (2) %0 (0) 0.396
* No %98.6 (141) %100 (54)

PVT: Portal vein thrombosis; HVT: Hepatic vein thrombosis; PGD: Primary graft dysfunction.
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There was no statistically significant difference in
perioperative blood product transfusion (p = 0.283)
between those with and without donor graft steato-
sis. No statistical difference was observed in terms
of postoperative biliary complications (p = 0.824),
portal vein thrombosis (PVT) (p = 0.227), hepatic
vein thrombosis (HVT) (p = 0.483), early postop-
erative bleeding (p = 0.160), sepsis (p = 0.341) and
primary graft dysfunction (PGD) (p = 0.396) (Table
2). No postoperative hepatic artery thrombosis or
insufficiency was detected in recipients.

However, although not statistically significant, the
early postoperative intra-abdominal bleeding rate
showed a proportional difference of 10.5% in fat-

ty grafts compared to 4.5% in non-fat grafts. The

average patient follow-up period was 15.3 months
(range: 14.1 - 16.5 months). It was observed that
donor graft steatosis did not statistically affect
graft survival (p = 0.636). Therefore, different ste-
atosis rates could not be compared statistically
with patients without graft steatosis. However, no
statistical difference was observed in terms of post-
operative complications, PGD, graft and patient
survival between 5%, 10 - 20% and 20 - 30% graft
steatosis rates (p > 0.05) (Table 3).

DISCUSSION

The recipient problems caused by fatty grafts have
been researched for many years and are a popu-
lar topic, with different results both perioperative-

Table 3 Rates of peroperative blood transfusion and postoperative complications in liver recipients in terms of donor

hepatosteatosis grade

Hepatosteatosis Grade (n: 54) %5-10 (n:39) %10-20(n:9) %20 -30 (n:6) P Value
% (n) % (n) % (n)

Peroperative blood transfusion

o Yes %15 (6) %44 (4) %0 (0)

e No %85 (33) %56 (5) %100 (6)
Postoperative bile complication (stricture/leakage)

e Yes %25 (10) %0 (0) %17 (1)

e No %75 (29) %100 (9) %83 (5)
Postoperative early intraabdominal bleeding

® Yes %5 (2) %22 (2) %0 (0)

* No %95 (37) %78 (7) %100 (6)
Postoperative PVT > 0.05

e Yes %0 (0) %0 (0) %0 (0)

* No %100 (39) %100 (9) %100 (6)
Postoperative HVT

o Yes %0 (0) %0 (0) %0 (0)

* No %100 (39) %100 (9) %100 (6)
Postoperative Sepsis

® Yes %2 (1) %22 (2) %0 (0)

e No % 98 (38) %78 (7) %100 (6)
PGD

® Yes %0 (0) %0 (0) %0 (0)

e No %100 (39) %100 (9) %100 (6)
PVT: Portal vein thrombosis; HVT: Hepatic vein thrombosis; PGD: Primary graft dysfunction.

akademik.tgv.org.tr 17



e

Anilir et al.

ly and postoperatively (1,2,4). When we examine
these results, while in some studies it was ob-
served that PGD, hepatic artery thrombosis (HAT)
and bile complication rates increased with graft
steatosis (5,8), in another group of studies, it can
be said that there is no relationship between donor
hepatosteatosis and early postoperative bleeding,
PVT, HAT and biliary complications (1,9-12).

In other studies examining different steatosis
rates such as < 10% and 10% - 20%, apart from
those with and without steatosis, no significant
difference was observed between the two groups
in terms of HAT, PVT, postoperative bleeding and
sepsis, and biliary complications (13).

It can also be said that the need for blood trans-
fusion does not change with increasing graft fat
content (11-13) and that graft fat has no effect on

recipient infections (9,12).

In our study, 5%, 10 - 20% and 20 - 30% graft ste-
atosis rates were determined separately in terms
of perioperative blood product transfusion, postop-
erative complications such as bleeding, PVT, HAT,
HVT, bile stenosis, bile leaks and sepsis- and in
two groups: those with and without fat. No statis-
tical difference was observed in the results evalu-
ated in case.

However, the rate of early postoperative intra-ab-
dominal bleeding was observed to be higher in fat-
ty grafts (10.5%) than in non-fat grafts (4.5%).

Although there are studies showing that there is
no relationship between graft survival and prima-
ry graft dysfunction and steatosis (9,11,12,14); in
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OZGUN ARASTIRMA

Yiiksek doz senna bagirsak hazirhginda standart rejimler
kadar etkin ve tolere edilebilir mi? Senna ile PEG ve
sodyum pikosiilfat rejimlerinin karsilastiriimasi

Is high-dose senna as effective and tolerable as standard regimens in bowel
preparation? Comparison of senna versus PEG and sodium picosulfate regimen
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Giris ve Amac: Bagirsak temizliginin kalitesi tanisal dogrulugu ve islem giivenligini yakindan etkiler. Bagirsak temizlik preparatlarinin hastaya
uygun secilmesi hasta uyumunu artirabilir. Bu calismada, yiiksek doz sennanin etkinlik ve tolere edilebilirliginin standart preparatlar ile karsilastiril-
masi amaglandi. Gerec¢ ve Yontem: Elektif kolonoskopi yapilmasi planlanan toplam 150 ayaktan hasta galismaya dahil edildi. Hastalar polietilen
glikol, senna ve sodyum pikostlfat magnezyum sitrat olacak sekilde 3 gruba ayrildi. Hastalarin timiine islemden 2 giin 6nce distuk lifli diyet, 1 glin
dnce berrak sivi diyet verildi. islem 6éncesinde hazirlik siirecine olan tolerans ve yan etkiler kayit edildi. Tim islemler 6gleden énce sedoanaljezi
altinda yapildi. Kolon temizligi Aronchick bagirsak hazirlik skalasi ile derecelendirildi. Bagirsak hazirlik diizeyi, yan etkiler ve hazirlik surecine
olan tolerans gruplar arasinda karsilastirildi. Bulgular: Senna grubundaki hastalarin %74’linde miikemmel/iyi derecede kolon temizligi saglandi.
Senna, polietilen glikol ve sodyum pikostilfat magnezyum sitratin kolon temizlik diizeyleri benzerdi (p = 0.846). Senna rejiminin en belirgin yan
etkisi karn agnisi idi (p < 0.001). Sodyum pikosiilfat magnezyum sitrat en iyi tolere edilen rejimdi (p < 0.001). Senna ve polietilen glikol grubunda
tolerans benzerdi. Gruplar arasinda adenom tespit orani, gekal entlibasyon orani ve cekuma ulasma siiresinde fark yoktu. Sonuc: Kolonoskopi
haziriginda yliksek doz senna etkili ve tolere edilebilir bulundu. Standart polietilen glikol ve sodyum pikostilfat magnezyum sitrata alternatif bir
rejim olarak dusundulebilir.

Anahtar kelimeler: Senna ekstresi, polietilen glikol, kolonoskopi

Background and Aims: The quality of bowel cleansing closely affects diagnostic accuracy and procedural safety. Appropriate selection of
bowel cleansing preparations for the patient may increase patient compliance. In this study, it was aimed to compare the efficacy and tolerance
of high-dose senna with standard preparations. Materials and Methods: A total of 150 outpatients scheduled for elective colonoscopy were
included in the study. Patients were divided into 3 groups as polyethylene glycol, senna and sodium picosulfate magnesium citrate. All patients
were given a low fiber diet 2 days before the procedure and a clear liquid diet 1 day before. All procedures were performed under sedoanalgesia
before noon. Colon cleansing was graded with the Aronchick bowel preparation scale. Bowel preparation level, side effects, and tolerance to the
preparation process were compared between the groups. Results: Excellent/good colon cleansing was achieved in 74% of the patients in the
senna group. Colon cleansing levels of senna, polyethylene glycol, and sodium picosulfate magnesium citrate were similar (p = 0.846). The most
obvious side effect of the senna regimen was abdominal pain (p < 0.001). Sodium picosulfate magnesium citrate was the best tolerated regimen (p
< 0.001). Tolerability was similar in the senna and polyethylene glycol groups. There was no difference between the groups in adenoma detection
rate, cecal intubation rate and time to reach the cecum. Conclusions: High-dose senna was found to be effective and tolerable in colonoscopy
preparation. It can be considered as an alternative regimen to standard polyethylene glycol and sodium picosulfate magnesium citrate.

Key words: Senna extract, polyethylene glycol, colonoscopy

GIiRiS
Kolonoskopi, kolonu goriintiilemek i¢in standart yonlarin tespiti ve tedavisinin yapilmasina olanak
yontem haline gelmistir. Malign ve premalign lez-  saglar. Tanisal dogruluk ve iglem giivenligi i¢in
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Yiksek doz senna, PEG ve sodyum pikostilfat rejimlerinin karsilastirimas|

liimen temizligi nemli rol oynar (1). Bagirsak te-
mizligi yeterli olmadigi takdirde iglemin iptal edil-
mesine, lezyonlarin kacirilmasina, iglem siiresinin
uzamasina, hasta konforunun bozulmasina neden
olabilir. Ayrica kolonoskopi sirasinda olasi yan et-
kilerin daha fazla goriilmesine, maliyet artisina ve

is giicti kaybina yol acabilir (2,3).

Guntmizde sik kullanilan, bagirsaktan emilim ve
sekresyon o6zelligi olmayan polietilen glikol (PEG)
kolon temizliginde etkinligi ve giivenligi kanitlan-
mis bir etilenoksit polimeridir. Yiitksek voliimlii ol-
mas1 bir dezavantajdir (4). Stimiilan laksatif olan
magnezyum sitratin etkinligi tek basina yeterli de-
gildir. Yiiksek dozda verildiginde ise hipermagne-
zemi iligkili yan etkileri goriilmesi nedeniyle kul-
lanilmamaktadir (5). Giivenli dozda magnezyum
sitrat + sodyum pikosiilfat kombinasyonu kolon

hazirliginda etkin bulunmustur (6,7).

Senna bilegiklerinin kabizlik tedavisinde etkinligi
kamitlanmistir (8). Bagirsak temizliginde ise tek
bagina kullanimi i¢in yeterli kanit yoktur (9). An-
cak yliksek doz kullanilmasi halinde etkili oldugu-

nu gosteren caligmalar mevcuttur (10,11).

Calismamizda yiksek doz senna, standart doz 4
It PEG ve sodyum pikosiilfat magnezyum sitrat
(SPMS) ile kolon hazirligr yapilan ayaktan has-
talarin kolon temizlik diizeyi, hazirlik siirecine
toleransi ve yan etki profilinin degerlendirilmesi

amaclandi.

GEREC ve YONTEM

Elektif total kolonoskopi yapilmasi planlanan
ayaktan erigskin hastalar calismaya dahil edildi.
Kolon rezeksiyonu, inflamatuvar bagirsak hastali-
g1, kalp yetmezligi (New York Kalp Cemiyeti sinif
3 - 4) ve bobrek yetmezligi (e-glomeriiler filtrasyon
hiz1 < 60 ml/dk), gebelik, laktasyon ve gastrointes-
tinal motiliteyi etkileyen ilag (laksatif, trisiklik an-
tidepresan, kalsiyum kanal blokorii, opiat tiirevi ve
antikolinerjik ilaclar) kullanan hastalar calismaya

dahil edilmedi. Caligmaya katilmay:1 kabul eden

hastalardan bilgilendirilmis olur formu alind.

Hastalarin tiimiine iglemden 2 giin 6nce distik lifli
diyet, 1 giin 6nce berrak sivi diyet verildi. Hasta-
lar senna, PEG ve SPMS olacak sekilde randomi-
ze 3 gruba ayrildi. Senna grubuna, sennosid A-B
500 mg (X-M Diet Soliisyon, 250 ml Yenigehir Lab.
Tirkiye) 1 adet saat 16:00'da 1 adet 20:00’de ici-
rildi. Hastalara en az 3 litre berrak sivi almasi
onerildi. PEG grubuna polietilen glikol 3350 236 g,
sodyum silfat 22.74 g, sodyum bikarbonat 6.74 g,
sodyum kloriir 5.86 g, potasyum klorur 2.97 g, ice-
ren kullanima hazir toz (Golytely, Braintree Lab.
Inc, Braintree, MA) 4 litre suda ¢ozilerek saat:
18:00’de baglanarak her 10-15 dakikada bir 200
ml icirildi. SPMS grubuna sodyum pikosiilfat 10
g, magnezyum oksit 3.5 g ve sitrik asit 12 g (Picop-
rep, Ferring, Kiel, Almanya) ilk sase 200 ml suda
coziilerek saat 16:00°da icildikten sonra ek olarak
1.5 litre berrak sivi i¢irildi ve ayni prosediir saat
22:00’de tekrar edildi.

Hastalar igslem odasina alinmadan 6nce hastanin
hazirhik silirecine toleransi1 ve olasi yan etkiler
sorgulanarak kayit edildi. Bagirsak hazirligina
tolerans 1’den 4’e kadar [hazirlanma siireci ko-
lay (skor: 1), tolere edilebilir (skor: 2), zayif tolere
edilebilir (skor: 3) veya tolere edilemez (skor: 4)]
derecelendirildi. Yan etkiler bulanti, kusma, karin
agrisi, siskinlik, bag donmesi, halsizlik, bas agrisi
ve anal bélgede tahris olarak tanimlandi. Tim ko-
lonoskopiler 6gleden 6nce, Fujinon EC-530WL ko-
lonoskop (Fujinon Inc, Tokyo, Japonya) ile bilingli
sedoanaljezi (midazolam + meperidin) uygulana-
rak yapildi. Kolon temizligi Aronchick bagirsak
hazirlik skalasi (1 = miikemmel: minimal seffaf
s1vi, mukoza > %95 goriilebiliyor; 2 = iyi: icerigin-
de feges olmayan az miktarda bulanik sivi, mukoza
> %90 goriilebiliyor; 3 = orta: orta derecede digk:
aspire edilerek tim kolon degerlendirilebiliyor,
mukoza > %90 gorilebiliyor; 4 = zayif: yetersiz fa-

kat iglemin tamamlanmasina izin veriyor, aspire
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edilemeyen yar1 kati digki, mukoza < %90 goriile-
biliyor, 5 = yetersiz; yeniden temizlik gerekli, fazla
miktarda digk: islemi tamamlamay1 engelliyor) ile
derecelendirildi.

Istatistiksel Analiz

Tanmimlayic1 istatistik kategorisinde siirekli (sayi-
sal) degiskenler ortalama =+ standart sapma veya
medyan, minimum ve maksimum olarak tablo ha-
linde verildi. Kategorik degiskenler say1 ve yiizde
olarak wverildi. Sayisal degiskenlerin normallik
durumlar1 Shapiro-Wilk, Kolmogorov-Smirnov ve

Anderson-Darling testleri ile kontrol edildi.

Gruplara gore kategorik degiskenler arasindaki
farklilik kargilagtirmalarinda beklenen gozelerin
5 ve lizerinde olan 2 x 2 tablolarda Pearson Ki-Ka-
re, beklenen goézelerin 5’in altinda oldugu tablolar-
da ise Fisher’s ExactTest kullanilirken, beklenen
gozelerin 5’in altinda oldugu RxC tablolarda ise
Fisher Freeman Haltontest kullanildi. Bagimsiz
ikiden fazla grup karsilagtirmalarinda; sayisal de-
giskenlerin normal dagilim gosterdigi durumlar-
da One-Way ANOVA testi kullanildi. Istatistiksel

analizler Jamovi (Version 2.2.5.0) ve JASP (Versi-
on 0.16.1) programlar: ile yapildi. Istatistik ana-
lizlerde anlamlilik diizeyi 0.05 (p-degeri) olarak
kabul edildi.

Etik Kurul

Calisma Helsinki Deklerasyonu Prensiplerine
uygun sekilde yiritilmistir. Istanbul Mede-
niyet Universitesi Goztepe Egitim ve Arastirma
Hastanesi Klinik Arastirmalar Etik Kurulu'ndan
11.03.2020 tarih ve 2019/0512 sayili karar ile izin

alinmigtir.

BULGULAR

Calismaya senna, PEG ve SPMS gruplarinda 50’ser
olmak tizere toplamda 150 hasta dahil edildi. Calig-
ma popiilasyonunun yas ortalamasi 57.7 = 12.4 ve
77s1 (%51.3) erkekti. Hazirlik gruplar: yas ve cinsi-
yet bakimindan benzerdi (p > 0.05) (Tablo 1).

Kolonoskopi endikasyonuna goére hastalarin da-
gilimi incelendiginde hazirlik gruplari benzerdi
(p > 0.05) (Tablo 1). Aronchick bagirsak hazirlik

Tablo 1 Hazirlik gruplari arasinda yas ve cinsiyet 6zelliklerinin karsilastiriimasi

Hazirhik
Genel (n = 150) Senna (n = 50) PEG (n = 50) SPMS (n = 50) p

Yas T 577124 56.1 £ 10.0 59.7 £ 13.7 57.1£13.1 0.333*
Cinsiyet

Erkek 77 (51.3) 25 (50.0) 30 (60.0) 22 (44.0) 0.270**

Kadin 73 (48.7) 25 (50.0) 20 (40.0) 28 (56.0) '
Endikasyon

KRK tarama 47 (31.3) 17 (34.0) 13 (26.0) 17 (34.0)

Kabizlik 32(21.3) 12 (24.0) 11(22.0) 9(18.0)

Anemi 25(16.7) 8(16.0) 8(16.0) 9(18.0)

ishal 20(13.3) 5(10.0) 8 (16.0) 7 (14.0) 0.954**

Polip kontrol 11(7.3) 2 (4.0) 6(12.0) 3(6.0)

Karin agrisi 8(5.3) 4 (8.0) 2 (4.0) 2 (4.0)

Rektal kanama 7(4.7) 2 (4.0) 2 (4.0) 3(6.0)

KRK: Kolorektal kanser.

$:n (%), T: Ortalama + Standart Sapma
*. One-Way ANOVA test.

**_ Pearson Chi-Square test
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I

Tablo 2 Kolon hazirlik duzeyi

Miikemmel n (%) lyi n (%) Orta n (%) Zayif n (%) Yetersiz n (%) p*
Senna 16 (32.0) 21(42.0) 8(16.0) 3(6.0) 2 (4.0)
PEG 19 (38.0) 20 (40.0) 7 (14.0) 2 (4.0) 2 (4.0) 0.846
SPMS 12 (24.0) 23 (46.0) 11(22.0) 3(6.0) 1(2.0)
*Fisher Freeman Halton test. PEG: Polietilen glikol; SPMS: Sodyum pikosulfat magnezyum sitrat.

Kolon temizlik diizeyi
o jyi
0,
Yetersiz
0.0% 10.0% 20.0% 30.0% 40.0% 50.0% 60.0% 70.0% 80.0% 90.0% 100.0%

Sekil 1 Hazirlik rejimlerine gore kolon temizlik diizeyi.
SPMS: Sodyum pikostlfat magnezyum sitrat; PEG: Polietilen glikol.

skalasinda gruplar arasinda fark saptanmadi (p =
0.846) (Tablo 2). Bagirsak hazirligi “miikemmel ve
iyi” olanlarin oran1 SPMS, PEG ve senna hazirlik
protokollerinde sirasiyla %70, %78ve %74; “orta”
olan hastalarin ytzdesi %22, %14 ve %14; “zayif/
yetersiz” olan hastalarin ytlizdesi ise %8, %8 ve
%10 bulundu (Sekil 1).

Kolonoskopi hazirlig: sirasinda 63 (%42) hastada
yan etki saptandi. Yan etki goriilme siklig1 senna
grubu ile PEG grubunda benzer iken SPMS gru-
bunda daha azdi (p = 0.001). Senna grubunda ka-
rin agrisi diger gruplardan anlamli derecede daha
fazla goriildi (p < 0.001). Diger yan etkiler tek tek
incelendiginde gruplar arasinda anlaml fark sap-
tanmadi (p = 0.120) (Tablo 3).

Hazirlik siirecine olan tolerans degerlendirildigin-
de hastalarin 22’si (%14.7) “zayif tolere edilebilir”
olarak bulundu. Zayif tolere eden hastalar en az
SPMS grubunda goriilirken senna ve PEG gru-
bunda benzerdi. Hazirlik siirecini “kolay” bulanlar
en fazla SPMS grubunda idi (p < 0.001). Senna ve
PEG grubundaki hastalarda ise sirasiyla %56 ve
%'74 oraninda “tolere edilebilir” bulundu (Tablo 3).

Vakalarin %96’sinda ¢ekum entiibasyonu saglan-
di. Cekal entiibasyon orani, ¢cekuma ulagsma za-
man1 ve toplam islem zamani agisindan gruplar
arasinda istatistiksel fark saptanmadi (sirasiyla p
= 0.573, p = 0.856, p = 0.746) (Tablo 3). Calisma
popiilasyonunda adenom tespit oran1 %24.7 (n =
37) bulundu. Gruplar arasinda adenom tespit ora-
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Tablo 3 Hazirlik protokollerine gore yan etki, tolerans ve prosedr bulgulari

Hazirhik
Genel (n = 150) Senna(n=50) PEG(n=50) SPMS (n=>50) p*

Yan etki sikligr, n (%) 63 (42.0) 30 (60.0)? 21 (42.0)*0 12 (24.0)° 0.001
Yan etkiler, n (%)

Karin agrisi 14 (22.2) 10 (20.0) 2 (4.0) 2 (4.0) < 0.001

Bulanti 14 (22.2) 7 (14.0) 4 (8.0) 3 (6.0)

Kusma 9(14.3) 5(10.0) 2 (4.0) 2 (4.0)

Anal tahris 8(12.7) 2 (4.0) 4 (8.0) 2 (4.0)

Halsizlik 7(11.1) 3(6.0) 3(6.0) 1(2.0) 0.120

Bas agrisi 5(7.9) 3 (6.0) 0 (0.0) 2 (4.0)

Siskinlik 4 (6.3) 0 (0.0) 4 (8.0) 0 (0.0)

Bas donmesi 2(3.2) 0(0.0) 2 (4.0) 0(0.0)
Tolerans n (%)

Kolay 36 (24.0) 11 (22.0) 4 (8.0)° 21 (42.0)

Tolere edilebilir 92 (61.3) 28 (56.0)? 37 (74.0)° 27 (54.0) <0.001

Zayif tolere edilebilir 22 (14.7) 11 (22.0)2 9 (18.0) 2 (4.0)°
Cekal enttibasyon, n (%) 144 (96.0) 48(96.0) 49(98.0) 47(94.0) 0.573
Cekuma ulasma suresi (dk), 7.9(5.1) 8.0 (5.0) 7.3 (5.5) 8.6 (4.8) 0.856
mean (s.d.)
Toplam islem suresi (dk), 16.7 (9.1) 16.5 (9.0) 18.0(10.2) 15.5 (8.3) 0.746
mean (s.d.)
Adenom tespit orani, n (%) 37 (24.7) 11(22.0) 16 (32.0) 10 (20.0) 0.329
Polip boyutu

Dimunitif 18 (48.6) 3(27.3) 8 (50.0)* 7 (70.0) 0.038

6 -9 mm 16 (43.2) 8(72.7)? 7 (43.8)? 1(10.0)°

1-2cm 2 (5.4) 0 (0.0)? 1(6.2)? 1(10.0)

>2cm 1(2.7) 0 (0.0) 0 (0.0)2 1(10.0)

*Pearson Chi-Square veya Fisher Freeman Halton test.
a, b, ¢: Gruplar arasinda anlamli farkhliklari gésteren harfler.

nm benzerdi (p = 0.329) (Tablo 3). Polip boyutlarina
gore kargilastirildiginda 6-9 mm c¢apindaki polip-
ler senna ve PEG grubunda SPMS grubuna gore
daha fazla tespit edildi (p= 0.038)

TARTISMA

Bu calisma, yiiksek doz senna ile yapilan kolon
temizliginin PEG ve SPMS kadar etkili ve tolere
edilebilir oldugunu gosterdi. Senna rejimini diger-
lerinden ayiran en 6nemli yan etkinin karin agrisi

oldugu gorildi. Yeterli kolon temizliginin indirekt

gostergeleri olan ¢ekal entiibasyon orani, gekuma
ulagma siiresi ve adenom tespit orani her ti¢ grup-

ta da benzer saptanda.

Standart doz 4 1t PEG ve senna tablet (288 g) ile
yapilan bir calismada senna grubunda %90.6, PEG
grubunda %79.7 hastada miikkemmel/iyi skoru elde
edilmis ve senna ile daha iyi bagirsak temizligi-
ne ulagilmigtir (10). Coskun ve Yiksel boliinmiis
yiiksek doz senna (1000 mg) ve bolinmiis doz 4 1t
PEGi karsilagtirdigi calismada senna grubunda
%89.9, PEG grubunda %73.8 hastada yeterli ba-
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girsak temizligi saglamigtir (11). Yan etki acisin-
dan degerlendirildiginde her iki ¢alismada da PEG
grubunda bulant1 ve kusma daha fazla goruliirken
senna grubunda abdominal kramp daha fazla gor-
migtir. Calismamizda yiiksek doz senna grubun-
da %74, PEG grubunda %78, SPMS grubunda %70
oraninda mikemmel/iyi derecede kolon temizligi
saglandi (p = 0.846). Karin agris1 senna grubunda-
ki hastalarin %20’sinde gorulirken PEG ve SPMS
grubunda %2 oraninda gorildi (p < 0.001). Senna
grubunda karin agris1 sikligr fazla olmasina rag-
men hazirlik siirecini yarida birakacak kadar sid-

detli karin agris1 gozlenmedi.

Senna rejimindeki abdominal krampin 6niine gec-
mek icin alternatif rejim olarak yiiksek doz senna
ile yar1 doz senna + 2 1t PEG rejiminin kargilagti-
rildig1 bir ¢alismada iki grup arasindaki temizlik
oranlar1 benzer bulunmustur. Yari doz senna + 2 1t
PEG rejiminde abdominal kramp yakinmasi daha
az gorilmiig ve daha iyi tolere edilmistir (12).

PEG; yiksek voliimli olmasi ve tadinin hos ol-
mamasi nedeniyle, bazi hastalar tarafindan kolay
tolere edilemeyebilir. Hasta uyumunu arttirmak
amaciyla diisik volim PEG + senna kombinasyo-
nu ile standart doz PEG’in karsilagtirildig1 bagka
bir calismada kombinasyon rejiminde gigkinlik ve
bulant1 sikayeti daha az gozlenmigtir (13). Bizim
calismamizda bulant:1 ve kusma orani senna ve
PEG arasinda benzerdi (p = 0.120). Sigkinlik ya-
kinmasi ise sadece PEG grubunda 4 hastada go-

rilda.

SPMS ile PEG’i kargilastiran 13 randomize kont-
rolli calismanin dahil edildigi bir meta-analizde
SPMS’nin daha tolere edilebilir ve etkili bir te-
mizlik sagladig: gorilmiustir (14). SPMS ile senna
bilesiklerini birebir karsilastiran ¢aligmalar mev-
cut degildir. Calismamizda yiiksek doz senna ile
SPMS rejimi arasinda kolon temizliginde fark goz-
lenmedi (p = 0.846). Yan etki acisindan degerlen-
dirildiginde SPMS grubunda karin agris1 daha az

gorildia (p = 0.001). Hazirlik stirecine olan tolerans
sorgulandiginda SPMS daha kolay tolere edilebilir
bulundu (p < 0.001).

Sodyum fosfat bagirsak temizliginde uzun yillar-
dir kullanilan stimiilan bir ajandir. Unal ve ark.
nin, senna ile sodyum fosfat1 kargilagtirdigi ca-
lismada sodyum fosfat daha iyi tolere edilmis ve
daha iyi temizlik saglamigtir (15). Poyrazoglu ve
ark.nin, senna ve sodyum fosfat1 kargilagtirdig:
calismada sodyum fosfat ile daha iyi temizlik elde
edilirken, senna daha tolere edilebilir bulunmus-
tur (16). PEG, sodyum fosfat ve sennanin karsi-
lastirildig: baska bir calismada PEG ile en iyi te-
mizlik orani elde edilirken, senna ve sodyum fosfat
esit diizeyde bulunmustur (17). Giintimiizde fosfat
nefropatisi ve sivi-elektrolit dengesini bozma riski
nedeniyle fosfatli preparatlarin kullanimi kisith
kalmaktadir. Bobrek yetmezligi, kalp yetmezligi
ve karaciger sirozu olan hastalarda 6nerilmemek-
tedir. Sadece mevcut hazirlik preparatlarini tolere
edemeyen kisilerde kullanilabilecegi belirtilmek-
tedir (18). Bu nedenle calismamizda sodyum fosfat

rejimine yer vermedik.

Kolon hazirliginda kullanilan ilac¢larin giivenilir
olmasi, limeni etkin bir sekilde temizlemesi ve in-
testinal mukozada makroskopik ya da mikrosko-
pik degisiklige sebep olmamas1 gerekir (19). Yan
etki gorilmemesi, ucuz ve ulagilabilir olmasi bek-
lenir (20,21). Bu o6zelliklerin hepsini birden karsi-
layan bir preparat heniiz mevcut degildir.

Kolon hazirliginda kullanilan preparatlarin bir-
birine gére baz1 avantaj ve dezavantajli oldugu
durumlar olabilir. PEGin belirgin mukozal de-
gisiklige sebep olmadan limeni hizli bir sekilde
temizlemesi 6nemli bir tercih nedenidir. Yiiksek
hacimli oldugu ve tadi hos olmadig: i¢in bazi1 has-
talar tarafindan tolere edilemeyebilir. PEG prepa-
ratlarinin tadi cesitli aromalar eklenerek ve sogu-
tularak iyilestirilmeye ¢aligilmigtir. Ancak tatmin

edici bir sonug elde edilememistir. Kalp yetmezligi
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ve kronik bobrek yetmezliginde kullanimi giivenli
olarak gorilmektedir. Ancak sivi kisitlamasi ge-
reken hastalarda kullanimi problemlidir. Ayrica
iilkemizde PEG saglik sigortas: geri 6deme kapsa-
minda olmadig i¢in ulasilabilirligi kisitli kalmak-
tadur.

SPMS'nin digiik voliimli olmasi ve geri 6deme
kapsamina alinmig olmasi bir avantaj iken iceri-
gindeki magnezumun renal yolla atilmasi sebebiy-
le ileri derecede bobrek yetmezligi olan hastalara

verilememesi bir dezavantajidir.

Senna ucuz ve ulasilabilir bir preparattir. Ulke-
mizde yiliksek doz senna ve rektal enama birlikte-
ligi sik¢a kullanmaktadir. Ancak giincel kilavuzlar
hasta konforunu bozdugu i¢in rektal enema kulla-
nimin tavsiye etmemektedir (18). Calismamizda
rektal enama verilmeden etkili bagirsak temizli-
gine ulagildi.

Kolon hazirligi hem diyet kisitlilign hem de purga-
tif kullanimi sirasinda hasta icin zorlu bir siirectir.

KAYNAKLAR

1. Froehlich F, Wietlisbach V, Gonvers JJ, et al. Impact of colon-
ic cleansing on quality and diagnostic yield of colonoscopy:
the European Panel of Appropriateness of Gastrointestinal
Endoscopy European multicenter study. Gastrointest Endosc.
2005;61(3):378-84.

2. Chokshi RV, Hovis CE, Colditz GA, et al. Prevalence of missed
adenomas in patients with inadaquate bowel preparartion on
screening colonoscopy. Gastrointest Endosc. 2012;75:1197-
203.

3. Menees SB, Kim HM, Elliott EE, et al. The impact of fair colo-
noscopy preparation on colonoscopy use and adenoma miss
rates in patients undergoing outpatient colonoscopy. Gastroin-
test Endosc. 2013;78:510-6.

4. Enestvedt BK, Tofani C, Laine LA, et al. 4-Liter split-dose poly-
ethyleneglycol is superior to other bowel preparations, based
on systematic review and meta-analysis. Clin Gastroenterol
Hepatol. 2012;10:1225-31.

5. Saltzman JR, Cash BD, Pasha SF, et al. Bowel preparation be-
fore colonoscopy. Gastrointest Endosc. 2015;81(4):781-94.

6. Rex DK, Katz PO, Bertiger G, et al. Split-dose administration of
a dual-action, low-volume bowel cleanser for colonoscopy: the
SEE CLEAR | study. Gastrointest Endosc. 2013;78:132-41.

Endoskopist agisindan ise yeterli kolon temizligine
ulagabilme endisesi yaratmaktadir. Etkili ve tole-
re edilebilir bagirsak temizligi icin hasta uyumu
en onemli faktordir. Hazirlik rejiminin hastanin
genel durumuna, eslik eden hastaliklara ve tolere
edilebilirligine gore secilmesi hasta uyumunu art-
tirabilir.

Sonug olarak, calismamizda yiiksek doz senna re-
jimi kolon temizliginde etkili ve tolere edilebilir
bulundu. PEG ve SPMS hazirlik rejimlerine alter-
natif olarak diistintlebilir.

Etik Kurul: Istanbul Medeniyet Universitesi Goz-
tepe Egitim ve Arastirma Hastanesi Klinik Aras-
tirmalar Etik Kurulu'ndan 11.03.2020 tarih ve
2019/0512 sayili karar ile izin alinmustir.

Cikar catismasti: Yazarlar ¢ikar ¢atismast olma-
digini beyan eder.

Finansal destek: Yazarlar calisma icin finalsal

destek alinmadigint beyan eder.

7. Katz PO, Rex DK, Epstein M, et al. A dual-action, low-volume
bowel cleanser administered the day before colonoscopy:
results from the SEE CLEAR Il study. Am J Gastroenterol.
2013;108:401-9.

8. Rao SSC, Brenner DM. Efficacy and Safety of Over-the-Counter
Therapies for Chronic Constipation: An Updated Systematic
Review. Am J Gastroenterol. 2021;116(6):1156-81.

9. Hassan C, Bretthauer M, Kaminski MF, et al; European Society
of Gastrointestinal Endoscopy. Bowel preparation for colonos-
copy: European Society of Gastrointestinal Endoscopy (ESGE)
guideline. Endoscopy. 2013;45(2):142-50.

10. Radaelli F, Meucci G, Imperiali G, et al. High-dose senna com-
pared with conventional PEG-ES lavage as bowel preparation
for elective colonoscopy: a prospective, randomized, investiga-
tor-blinded trial. Am J Gastroenterol. 2005;100(12):2674-80.

11. Coskun Y, Yuksel I. Polyethylene glycol versus split high-dose
senna for bowel preparation: A comparative prospective ran-
domized study. J Gastroenterol Hepatol. 2020;35(11):1923-9.

12. Amato A, Radaelli F, Paggi S, Teruzzi V. Half doses of PEG-
ES and senna vs. high-dose senna for bowel cleansing before
colonoscopy: a randomized, investigator-blinded trial. Am J
Gastroenterol. 2010;105(3):675-81.

26

Nisan, 2024 | Cilt 23 | Say 1



Yiksek doz senna, PEG ve sodyum pikostilfat rejimlerinin karsilastirimas|

13.

14.

15.

16.

17.

Sadeghi A, Rahmani K, Moghadam PK, et al. Low volume poly-
ethylene glycol combined with senna versus high volume poly-
ethylene glycol, which regimen is better for bowel preparation
for colonoscopy? A randomized, controlled, and single-blinded
trial. Health Sci Rep. 2022;12(5):e829.

Van Lieshout I, Munsterman ID, Eskes AM, et al. Systematic
review and meta-analysis: Sodium picosulphate with magne-
sium citrate as bowel preparation for colonoscopy. United Eu-
ropean Gastroenterol J. 2017;5(7):917-43.

Unal S, Dogan UB, Oztiirk Z, Cindoruk M. A randomized pro-
spective trial comparing 45 and 90-ml oral sodium phosphate
with X-Prep in the preparation of patients for colonoscopy. Acta
Gastroenterol Belg. 1998;61(3):281-4.

Poyrazoglu OK, Yalniz M. Two low-dose bowel-cleansing reg-
imens: efficacy and safety of senna and sodium phospho-
rus solution for colonoscopy. Patient Prefer Adherence.
2015;9:1325-31.

Kaplan M. Comparison of polyethylene glycol, sodium phos-
phate, and sennoside for colonoscopy preparation. Endosco-
py Gastrointestinal 2018;26(3):74-7.

18.

19.

20.

21.

Hassan C, East J, Radaelli F, et al. Bowel preparation for
colonoscopy: European Society of Gastrointestinal Endoscopy
(ESGE) Guideline - Update 2019. Endoscopy. 2019;51(8):775-
94.

Lawrance IC, Willert RP, Murray K. Bowel cleansing for colo-
noscopy: prospective randomized assessment of efficacy
and of induced mucosal abnormality with three preparation
agents. Endoscopy 2011;43(5):412-8.

Yadlapati R, Johnston ER, Gregory DL et al. Predictors of
inadequate inpatient colonoscopy preparation and its as-
sociation with hospitallength of stay and costs. Dig Dis Sci
2015;60(11):3482-90.

Rex DK, Imperiale TF, Latinovich DR, Bratcher LL. Impact of
bowel preparation on efficiency and cost of colonoscopy. Am J
Gastroenterol. 2002;97(7):1696-700.

akademik.tgv.org.tr

27



The Turkish Journal of Academic Gastroenterology ® 2024; 23(1): 28-31
Manuscript Received: 17.07.2023 ¢ Accepted: 24.07.2023

Ustekinumab or vedolizumab for refractory metastatic

Crohn’s disease?

Refrakter metastatik Crohn hastaliginda ustekinumab veya vedolizumab?

® Idris KURT!, ® Hiiseyin Ahmet TEZEL?
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Metastatic Crohn’s disease is a rare skin manifestation of Crohn’s disease. A variety of treatment options are available for this condition. But
there is a lack of clarity regarding the treatment of resistant cases. There is ongoing debate as to which agent should be selected (vedolizumab or
ustekinumab) in patients that are not responding to anti-tumor necrosis factor agents. This study identifies a unique patient who has developed a
disease (metastatic Crohn’s disease) under treatment with vedolizumab. Following treatment with ustekinumab, the patient regressed completely.
Therefore, we recommend ustekinumab primarily in metastatic Crohn’s disease.
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Metastatik Crohn hastaligi, Crohn hastaliginin nadir gérilen deri tutulumudur. Bu tutulum icin gesitli tedavi segenekleri mevcuttur. Ancak direncli
vakalarin tedavisi konusunda netlik yoktur. Anti-timdor nekrozis faktor ajanlara yanit vermeyen hastalarda hangi ajanin (vedolizumab veya usteki-
numab) segilmesi konusunda tartismalar devam etmektedir. Bu galismada, vedolizumab tedavisi altinda iken hastalik (metastatik Crohn hastalig)
gelisen benzersiz bir hasta tarif etmekteyiz. Ustekinumab tedavisi sonrasi hastalik tamamen geriledi. Bu nedenle metastatik Crohn hastaliginda

oncelikle ustekinumab tedavisini dnermekteyiz.
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INTRODUCTION

Between 18 and 44% of Crohn’s patients have been
reported to have skin involvement (1). The rarest
cutaneous form, metastatic Crohn’s disease (MCD)
was described by Park et al. in 1965 (1,2). Although
its treatment remains controversial, topical treat-
ments and systemic immunosuppressants are em-
ployed (3). In this study, we sought to demonstrate
the successful treatment of peristomal metastatic
Crohn’s disease with ustekinmab in a patient who
had undergone total proctocolectomy, was unre-
sponsive to anti-tumor necrosis factor agents (An-
ti-TNF), and was in endoscopic remission while

receiving vedolizumab.

CASE REPORT

A 55-year-old female patient has been followed
for 10 years with Crohn’s disease. In 2012, she
received a diagnosis of colonic and perianal fis-
tulizing disease in accordance with the Montreal
classification A3, L2, B3, p (A - age, L - location,
B - behaviour, p — perianal disease). Infliximab
and azathiopurine were started. The use of adal-
imumab was initiated after an allergic reaction to
infliximab had occurred. In 2016, loop ileostomy
was performed for refractory perianal disease and
rectovaginal fistula. Consequently, a total procto-
colectomy and end-ileostomy were performed due
to the progression of the disease. Stoma revision
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Figure 1 Peristomally located metastatic Crohn’s disease; before (A) and after (B) ustekinumab treatment.

was performed in 2021 due to peristomal abscess,
fistulas, and endoluminal active disease. The
treatment was switched to vedolizumab. An ulcer-
ated lesion appeared around the stoma of a patient
who was in clinical and endoscopic remission after
seven doses of vedolizumab (Figure 1-A). Swab cul-
tures and biopsies were obtained by department of
dermatology. The patient received topical therapy
with moist gauze dressings and cream containing
zinc oxide and Hamamelis virginiana distillate. No
infective pathogen was detected in the cultures.
Polymerase chain reaction for tuberculosis in sam-
pled tissue was negative. Histopathology revealed
a nonnecrotizing granulomatous reaction within
the lymphocyte infiltration with abundant plasma
cells in the papillary dermis (Figure 2). Findings
were consistent with metastatic Crohn’s disease.
As a result of a lack of response to topical therapy
(additionally with corticosteroid content), usteki-
numab was administered. The lesion regressed
following an intravenous loading dose of 390 mg.

And fully resolved within a week following a sub-
cutaneous dosage of 90 mg (Figure 1-B). Informed
consent was obtained from the patient.

Figure 2 Periodic acid schiff stain x400; nonnecrotizing
granulomatous reaction and plasma cell enriched, abun-
dant lymphocyte infiltration in papillary dermis.
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DISCUSSION

In a sizable population study, up to 43% of indi-
viduals with Crohn’s disease exhibited extraintes-
tinal manifestations. Metastatic Crohn’s disease is

among them (4).

On a histopathological level, it is distinguished
from Crohn’s disease by the presence of a non-ca-
seating granulomatous response in an organ or fo-
cus that is not part of the gastrointestinal tract (5).

Its etiology has not been fully elucidated. The first
hypothesis is that the antigen from the gastroin-
testinal tract accumulates under the epidermis via
the bloodstream, causing a granulomatous reac-
tion involving monocytes and epithelioid cells in
the perivascular region. The second theory propos-
es that T lymphocytes that have been sensitized
by circulating antigens create a type IV hypersen-
sitivity reaction. Diverse lymphokines released by
lymphocytes also activate monocytes, resulting in
vessel wall inflammation and granulomatous reac-
tion (6).

While MCD management is still controversial,
topical treatments, systemic immunosuppressive
drugs, and biological agents are commonly used (3).

In resistant MCD, vedolizumab and ustekinum-
ab are being considered as biological agents other
than anti-TNF's. Phillips, Frank M et al. conducted
the most comprehensive study comparing vedol-
izumba with ustekinumab, although the number of
healed cases with vedolizumab is low (7). Based on

a case series involving 28 patients from 14 centers,

REFERENCES

1. Siroy A, Wasman J. Metastatic Crohn disease: a rare cutane-
ous entity. Arch Pathol Lab Med. 2012;136(3):329-32.

2. Parks AG, Morson BC, Pegum JS. Crohn’s disease with cuta-
neous involvement. Proc R Soc Med. 1965;58(4):241-2.

3. Bender-Heine A, Grantham JT, Zaslau S, Jansen R. Metastatic
Crohn disease: a review of dermatologic manifestations and
treatment. Cutis. 2017;99(6):E33-E40.

10 patients were diagnosed with MCD. Nine of
these patients responded to ustekinumab (5 re-
missions, 4 partial responses), and one responded
to vedolizumab. A total of three patients were ad-
ministered vedolizumab, and two of them did not
respond to the drug. Remissions were achieved af-
ter either the first or second dose of ustekinumab,
with a median duration of five months. Similarly,
the lesion in our patient healed after the second
dose.

It has also been reported that another case has re-
sponded to vedolizumab (8).

Ustekinumab, however, results in a much higher
number of cases with a response, which is in ac-
cordance with the previous study (9-14). Further-
more, it has been shown that increasing the dosage
can result in achieving a complete response when
the expected response cannot be attained with
the standard dosage (90 mg subcutaneously in 4
weeks) (13). In the case study conducted by Zullow,
Samantha, and colleagues all patients underwent
an ileostomy operation, while two of them under-
went a complete proctocolectomy, which is similar
to our circumstances (14).

Based on these pieces of evidence, we suggest uti-
lizing ustekinumab for managing refractory MCD.
Moreover, adequately planned and randomized tri-

als are required.
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Metimazol kullanimi sonrasi sarilik: Olgu sunumu

Jaundice after methimazole use: A case report

® Mustafa ERGIN

Aksaray Egitim ve Arastirma Hastanesi, Gastroenteroloji Bolimu, Aksaray

Hipertiroidi tedavisinde yer alan metimazol sonrasi sik gérilmemekle beraber kolestatik paternde karaciger hasari ve sarilik gelisebilmektedir.
Nadiren 6limctil de olabilen bu durum ila¢ kesilmesini takiben genellikle geri donusli bir seyir gésterir. Hastalarin yakin takibi ve destek tedavisi
6nemlidir. Metimazol iligkili kolestatik veya miks (karisik) tip karaciger hasari gelisen hastalarda antitiroid ilag yerine radyoaktif iyot veya cerrahi
tedavi 6nerilmelidir. Bu raporda metimazol iligkili miks tip karaciger hasar gelismis sarilikla prezente olan bir olgu sunulmaktadir.

Anahtar kelimeler: Hipertiroidi, metimazol, karaciger hasari, kolestaz

Although it is not common after methimazole in the treatment of hyperthyroidism, liver injury and jaundice may develop in a cholestatic pattern.
This condition, which can rarely be fatal, usually shows a reversible course after drug discontinuation. Close follow-up of patients and supportive
treatment are important. Radioactive iodine or surgical treatment should be recommended instead of antithyroid medication in patients who de-
velop methimazole-associated cholestatic or mixed type liver injury. In this report, a case with methimazole-associated mixed type liver injury with

jaundice is presented.

Key words: Hyperthyroidism, methimazol, liver injury, cholestasis

GIRiS

Hipertiroidizm, tiroidin fazla miktarda tiroid hor-
monlar1 trettigi ve salgiladigi yaygin bir klinik
durumdur (1). Hipertiroidizmin en yaygin nedeni
Graves hastaligidir. Hipertiroidizm tedavisi cer-
rahi, antitiroid ilaclar ve radyoaktif iyot tedavile-
ridir. Oral antitiroid ilaclar olarak metimazol ve
propiltiourasil yaygin olarak kullanilmaktadir (2).
Karaciger hasari, hipertiroidizmli hastalarda sik
goriilen bir komplikasyondur. Hipertiroidizmi olan
hastalarda antitiroid ilaglarin yan etkisi olarak or-
taya cikan kolestatik ve miks (karigik) tip hepatik
hasar giderek artan bir sekilde bildirilmektedir (3).
Bu olgu sunumunda hipertroidi nedeniyle metima-
zol kullanimi1 sonrasi karaciger enzim yiiksekligi
ve sarilik tespit edilen bir hasta sunulmaktadir.

OLGU SUNUMU

Iki ay once hipertiroidi nedeniyle metimazol (20
mg/giin) baslanan 44 yasinda erkek hasta, gozle-
rinde ve cildinde sararma, diskida soluk renk, koyu
renkli idrar sikayetleri ile bagvurdu. Atesi, karin
agris1 ve kasintis1 yoktu. Alkol, agr1 kesici, bitki-
sel ila¢ kullanim1 ve antibiyotik kullanim 6ykiisi
bulunmuyordu. Seyahat oykiisii yoktu. Hastanin
kan basinci: 130/80 mmHg, nabiz: 84 atim/dakika,
ates: 36,5 °C idi. Fizik muayenede skleralar ve cilt
ikterikti, batin rahatti, defans ve rebound yoktu,
hepatosplenomegali, asit, telenjiektazi veya aste-
riksis bulgular1 saptanmadi. Hastanin bagvuru
laboratuvarinda kolestatik tipte karaciger enzim
yiiksekligi ve sarilik tespit edildi (Tablo 1).
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Tablo 1 Basvuru anindaki laboratuvar degerleri

Parametre (Birim) Deger Normal Aralik
TSH (piU/mL) 5.17 0.38-5.33
T4 (ng/dL) 0.74 0.61-1.20
T3 (pg/mL) 3.56 2.60-4.37
Total bilirtibin (mg/dL) 7.40 0.20-1.20
Direkt bilirtibin (mg/dL) 4.30 0-2
AST (U/L) 159 0-50
ALT (U/L) 332 0-50
ALP (U/L) 260 30-130
GGT (U/L) 289 0-55
INR 1.034 0.80-1.20

ALP: Alkalen fosfataz, ALT: Alanin aminotransferaz, AST: Aspartat aminot-
ransferaz, GGT: Gama-glutamil transferaz, INR: Uluslararasi normallestirilmis
oran, TSH: Tiroid stimulan hormon, T3: Triiyodotronin, T4: Tiroksin.

Hasta kolestatik ve parankimal karaciger enzim
yiksekligi ile sarilik etiyolojisi arastirilmas: ve te-
davisi i¢in hospitalize edildi. Sarilik ayiric1 tanisi
i¢cin ultrasonografinin ardindan manyetik rezonans
kolanjiyopankreatografi yapildi. Intra ve ekstra-
hepatik safra yollar1 ve koledok normaldi. Pankre-
as kanali dilate degildi. Doppler ultrasonografide
karaciger boyutlar: ve parankimal eko normaldi.
Portal venoz sistem ve ana hepatik venler ile akis

yonleri normal gériiniimdeydi. Safra kesesi normal

gorintiimde idi. Dalak normal boyuttaydi, sonogra-
fik olarak yapisi normaldi. Karin i¢i serbest sivi ve
portosistemik sant izlenmedi. Albiimin, protrom-
bin zamani, parsiyel tromboplastin zaman1 deger-
leri normal sinirlardaydi. Hepatit virusleri (A, B,
C, D, E), Epstein-Barr ve sitomegaloviris (CMV)
i¢in serolojik testleri negatifti. Anti niikleer anti-
kor (ANA), anti diiz kas antikoru (ASMA), karaci-
ger-bobrek mikrozomal antikoru (anti-LKM), anti
mitokondriyal antikor (AMA), mpo-ANCA (miyelo-
peroksidaz antinétrofil sitoplazmik antikor) dahil
olmak tizere primer biliyer kolanjit ve otoimmiin
hepatit i¢cin otoantikor profilleri ve anti-dsDNA
negatifti. Bagvurudaki laboratuvar verileri dog-
rultusunda karaciger hasari tipini belirlemek i¢in
hesaplanan R degeri 3.30 (2 - 5) olarak hesaplanan
hastada mevcut bulgularla metimazole bagh miks
tip karaciger hasar1 distinildi ve metimazol ke-
sildi. Hastaya destek tedavi amach hidrasyon ve-
rildi, orali agik sekilde karaciger koruyucu diyet ve
istirahat onerildi. Bilin¢g durumu yakindan takip
edildi. Giinliik biliriibin, karaciger fonksiyon test-
leri ve uluslararasi normallestirilmis oran (INR)
degerleri olgiildi. Takipte bilirtiibin degerleri 6nce
yikseldi takiben diigiis egiliminde oldugu gorildi.
Yatiginin 14. giintiinde onerilerle ve yakin takip
planlanarak hasta taburcu edildi. Ayaktan takip-

Tablo 2 Basvuru, yatis ve taburculuk sonrasi laboratuvar degerleri

Parametre Basvuru Yatisin  Yatisin  Yatisin
(Birim) 3. Glnu 7. 10.
Guni Guni
Total bilirtibin 7.40 10.72 12.78 13.26
(mg/dL)
Direkt bilirbin 4.30 6.40 7.25 7.59
(mg/dL)
AST (U/L) 159 172 92 75
ALT (U/L) 332 350 210 139
ALP (U/L) 260 275 282 294
GGT (U/L) 289 237 165 123
INR 1.034 1.051 0.94 1.061

14. Giin 3. 4. 5. 6. Normal
(Taburcu Hafta Hafta Hafta Hafta Aralik
Oldugu Giin)
10.41 7.19  3.80 2.12 1.04 0.20-1.20
5.65 3.80 1.68 1.17 0.62 0-2
122 142 75 45 41 0-50
162 197 142 73 47 0-50
254 261 194 164 114 30-130
95 87 62 57 52 0-55
0.94 1.05 1.04 0.92 0.97 0.80-1.20

ALP: Alkalen fosfataz, ALT: Alanin aminotransferaz, AST: Aspartat aminotransferaz, GGT: Gama-glutamil transferaz, INR: Uluslarasi normallestirilmis oran.
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lerinde 6. haftada biliriibin, karaciger fonksiyon
testleri ve kolestatik enzimlerin tamamen normale
geldigi goriildi. Yatigsindaki ve taburculuk sonrasi
kontrollerindeki degerleri Tablo 2’de gosterilmis-

tir.

Karaciger hasarinin iyilesmesinin ardindan hiper-
tiroidi kesin tedavisi i¢cin endokrinolojiye yonlendi-

rildi. Hastadan bilgilendirilmis onam alindx.

TARTISMA

Hipertirodizmli hastalarda antitiroid ilaclara bag-
I dokiinti, kasinti, irtiker gibi hafif yan etkiler
daha sik goriillmekle beraber bazi hastalarda ag-
raniilositoz, toksik hepatit, kolestatik hepatit gibi
ilac kesilmesini gerektirecek ve 6liimle dahi sonuc-
lanabilecek yan etkiler de goriilebilir (4).

Hipertiroidizmli hastalarda kolestaz nadir fakat
komplike bir durumdur. Klinik pratikte kolestazin
nedeni hipertiroidinin kendisi olabilecegi gibi anti-
tiroid ilaclara baglh da kolestaz gelisebilir. Bunun
ayrimi her zaman kolay olmayabilir (3). Hasta-
mizda bagvuru aninda tiroid fonksiyon testlerinin
normal olusu hipertiroidinin kendisinden ziyade
metimazole bagh bir karaciger hasar1 ve kolestaz

disindirmustir.

Propiltiourasil ve metimazol hipertiroidili hasta-
larin %0.1 - 0.2’sinde karaciger hasarina neden
olabilir. Calismalar, propiltiourasilin ¢ogunlukla
hepatoseliiler hasara ve metimazoliin siklikla ko-
lestaza neden oldugunu géstermektedir (5). Meti-
mazol hipertiroidizm ve Graves hastaliginin tibbi
tedavisi icin birinci basamak ajan olarak kabul
edilen bir antitiroid ilactir (6). Metimazoliin in-
dikledigi ciddi karaciger hasar1 veya siddetli ko-
lestaz olgu raporlarinda giderek daha fazla bildi-
rilmektedir (3,7-9).

Karaciger hasari genellikle metimazol alindiktan
sonraki 2 giin ila 3 ay icinde ortaya c¢ikar (3). Me-

timazoliin akut karaciger hasarina neden oldugu

mekanizma bilinmemektedir, ancak muhtemelen
metabolik bir tiriintine karg1 immiinolojik bir reak-

siyondan kaynaklandig1 diistintilmektedir (6).

Metimazol, tedavi sirasinda serum aminotrans-
feraz yukselmelerinin yani sira klinik olarak be-
lirgin, tipik olarak kolestatik ve kendi kendini
smirlayan idiyosinkratik karaciger hasar ile ilis-
kilendirilmigtir (10). 5 ve 10 mg’lik tabletler ha-
linde mevcuttur. Yetiskinlerde olagan doz, hasta
otiroid olana kadar ti¢ doza boliinmiis olarak giin-
de 15 ila 60 mg’dir, ardindan giinde 5 ila 15 mg’lhk
bir idame dozu gelir. Ila¢ dozunun yiiksek olusu-
nun karaciger hasari gelisiminde etkili oldugu di-
stintilse de diisiik doz kullanimlarda da karaciger

hasar1 geligsen vakalar mevcuttur.

Metimazolin neden oldugu kolestatik hepatit uza-
yabilir, ancak 6liim nadirdir ve semptomlar ve sa-
rilik genellikle tedavinin kesilmesinden sonraki 2
ila 8 hafta icinde ortadan kalkar (3).

Antitiroid ilaglarin neden oldugu kolestazdan siip-
helenilen hastalarda oncelikle ila¢ kesilmelidir.
Diger kolestaz nedenleri dislanmalidir. Metimazol
ile indiiklenen karaciger hasarindan sonra propil-
tiourasile bagarili bir sekilde gegilebilecegine dair
veriler olmasina ragmen, bu ilaclar arasinda bu-
lunabilecek ¢apraz alerjik reaksiyonlar nedeniyle

onerilmemektedir.

Bazi vakalar, otoimmiinite veya immiinoalerjik
hepatit ozelliklerine sahiptir ve kanitlanmig bir
fayda kanit1 olmaksizin kortikosteroidlerle tedavi
edilmigtir. Chayma ve arkadaslari bildirdikleri va-
kada glukokortikoid tedavi ile iyilesme bildirmig-
lerdir (11). Glukokortikoidler, periferik dokularda
tiroksinin triiyodotironine déniisiimini azaltir ve
tiroksin sekresyonunu azaltarak hipertiroidizmi
olan hastalarda serum tiroksin diizeylerini diisi-
rir. Hastamizda ilac¢ kesilmesi ve destek tedaviyi
takiben kolestatik enzimler, karaciger fonksiyon
testleri ve bilirtibin degerleri geriledigi icin korti-

kosteroid tedavisi kullanilmamigtir. Hipertiroidiz-
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min varhigi, karaciger fonksiyonunun kotiilesme-
sinde rol oynayabilir ve akut karaciger hasarinin
seyri sirasinda bile beta-blokerler veya diger yak-
lagimlarla gegici tedavi gerekli olabilir (12). Siddet-
li vakalarda, hipertiroidizmin radyoaktif iyot veya
cerrahi ile daha kesin tedavisi uygundur. Hasta-
mizda tiroid fonksiyon testleri normal oldugu ve
hipertiroidizm bulgular1 olmadigi i¢in belirtilen
tedavilere ihtiya¢ duyulmamistir. Hipertiroidi ke-
sin tedavisi icin radyoaktif iyot veya cerrahi tedavi
secenekleri degerlendirilmek tizere endokrinoloji

takibi icin yonlendirilmigtir.
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Canl vericili karaciger naklinde soguk iskemi siiresi ve

MELD skoru ne kadar iliskili?

How related are cold ischemia time and MELD score in living donor liver

transplantation?

® Bengi OZTURK

Hacettepe Universitesi Tip Fakiiltesi Gastroenteroloji Bilim Dali, Ankara

Saywn Editor,

Anilir E ve arkadaglarinin canh vericili karaciger
naklinde yiiksek MELD skorunun perioperatif
bulgular ve post-operatif komplikasyonlar iizerine
etkisini aragtirdiklar: makalelerini ilgiyle okudum
(1). Genis bir hasta grubunda boyle bir calismay:
yaptiklar: i¢cin kendilerini tebrik ediyorum. Hem
yiksek MELD skoru ve hem de uzamis soguk is-
kemi zamani karaciger nakli alicilarinda bilinen
koti sonlanim kriterlerindendir (2,3). Bu ¢calisma,
canl vericili karaciger naklinde MELD skoru yik-
sek olanlarda soguk iskemi zamaninin da uzadi-
gna igaret etmesi acisindan olduk¢a 6nemlidir.
Calismada MELD skoru > 20 olan hastalarda, < 20
olan hastalarla karsilastirildiginda post-operatif
komplikasyonlarin oraninin degismedigi goriil-
mekte, fakat sag kalima dair bir veri goriilmemek-
tedir. Soguk iskemi siiresi, esasinda her iki grupta
da beklendigi iizere diisiiktiir. Yine de arada ista-
tistiksel anlamlilik gosteren yaklagik 15 dakikalik
bir fark vardir (72 vs. 58 dakika). Yazidan anla-
sildig1 kadariyla, MELD skoru yiiksek olan hasta-
larda soguk iskemi siiresinin neden uzadigina dair
kapsaml bir analizin yapilmadig: gorilmektedir.
Bunun sebebi cerrahi teknikten mi kaynaklan-
maktadir, yoksa MELD skoru yiiksek olan hastalar

‘daha hasta’ olduklar1 icin siire¢ biraz daha komp-
like mi gitmektedir? Bu calismada MELD skoru
yiiksek ve diisiik olan hasta gruplarinda sag kalim
analizleri yapilabilmis olsaydi ¢cok daha kiymetli
bulgulara ulasilacag gorisindeyim. Hastalarin
caligsmaya dahil olduklar: tarih dikkate alindigin-
da, ¢ok biiyiik bir hasta grubunun 1 aylik, 6nemli
bir hasta grubunun ise 1 yillik takip stirelerinin
tamamlanmis olmasi beklenmektedir. Bu hasta
grubunda 1 aylik ve 1 yillik sag kalim analizleri,
sag kalima etki eden faktirler ve yapilacak ¢oklu
degisken analizi canli vericili nakilde post-operatif
sag kalim tizerine etkili olan bagimsiz degiskenleri
cikarabilir, bu da calismay1 cok daha degerli hale
getirebilirdi.

MELD yiiksek olan hasta grubunun bir diger 6zel-
ligi de kirilganhiginin artmig olmasidir. Kirilgan-
Iik 6nemli bir mortalite nedenidir (4). Bu grupta,
cerrahi teknigin ve hasta takibinin basarisindan
bagimsiz olarak hastalar cesitli nedenlerle kaybe-
dilebilmektedir. Boylesine kiymetli bir hasta gru-
bunda, kirilganliga yo6nelik yapilacak calisma ve
analizlerin literatiire 6nemli bir katk: saglayacagi

goristiindeyim.
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MELD skoru yiiksek canl vericili karaciger nakli alicilarinda
perioperatif bulgular ve postoperatif komplikasyonlar

Sayin Editor,

Oncelikle degerlendirme ve yorumunuz icin tesek-
kiir ederim. MELD skoru > 20 olan hastalarin or-
talama sag kalim stiresi 20.7 ay [+ 1.5 (17 - 23 ay)],
MELD skoru < 20 olan hastalarin ortalama sag
kalim siiresi 22.1 aydir [+ 0.89 (20 - 23 ay)]. Her iki
grup arasinda istatistiksel fark saptanmamistir (p
= 0.460). Ayrica MELD < 20 olan hastalarin mor-
talite oranmi1 %17 ve MELD > 20 olanlarin mortalite
orani %21 seklinde farkh olsa da iki grup arasinda
istatistiksel fark saptanmamigtir (p = 0.514).

Makale MELD skoru ile nakile ait pre, per ve pos-
toperatif parametrelerin iligkisini genel bakis ola-
rak ortaya koymaktadir. Soguk iskemi siiresine bu
parametrelerden biri olarak yer verilmistir ve ko-
nuyla ilgili tartisma b6limi mevcuttur. Tartigsma
bolimiinde MELD skoru ile soguk iskemi siiresi
iligkisinin survival tizerine dolayli etki edebilece-
gine dair bir paragraf da yer almaktadir. Kapsamh
bir analiz olarak bahsettiginiz “sadece MELD sko-
ru ile soguk iskemi suresi iligkisi” ayrica bir maka-
le konusu olarak incelenebilir.
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Alici-verici cerrahileri ve back-table standart cer-
rahi ekip tarafindan ayni teknik ile yapilmigtir.
Makalede, artan MELD skoruyla komplikasyon
oranlarimin arttig: literatiir sonuglar: (1-4) irdele-
nerek bize ait sonuclarin karsilastirilmasi, MELD
skorunun yarattigini soylediginiz “kirilganlik ve
daha hasta?” durumunu yaratan sebeplerden bir
kisminin makale c¢ercevesinde bilimsel olarak ifa-
desidir. Peroperatif faz bulgulari, kan transfiiz-
yon ihtiyaci, hastane yatis siireleri ve postopera-
tif komplikasyonlar; ifade ettiginiz “kirilganlik ve
daha hasta” ibarelerinin gosterge o6lciitlerinden
birkacidir. “MELD skoru ve olusturdugu kirilgan-
Lik” ile ilgili diger olciitlere ait 6nerilerinizi de li-
teratir esliginde tartismak ve sunmak bizler i¢in
ayrica kiymetli olacaktir.
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inflamatuvar barsak hastaliginda degismeyen soru:
Immiunmodiilator tedavi ne kadar gilivenli?

The constant question in inflammatory bowel disease: How safe is immunomodulatory

therapy?

® Bengi OZTURK

Hacettepe Universitesi Tip Fakiiltesi Gastroenteroloji Bilim Dali, Ankara

Saywn Editor;

Atay ve arkadaslarinin “Inflamatuvar bagirsak
hastalig1 olan hastalarda immiinmodiilator teda-
viler giivenli mi? 23 yillik tek merkez deneyimi”
calismasini ilgiyle okudum. Atay ve arkadaglari bu
calismada immiinmodilator ajanlarin yan etkile-
rini 23 yillik geriye doniik olarak degerlendirmig-
ler. Bu ¢aligsmada, halihazirda anti-timér nekrozis
faktor (anti-TNF) ajanlar veya anti-integrin ajan
ile tedavi edilmekte olup ge¢misinde immiinmo-
dillator tedavi almig olan hastalar degerlendiril-
mig. Bu caligmada azatiyopiirin kullanim siiresini
Crohn hastalarinda 4.2 + 3.5 yil, tlseratif kolit
olan hastalarda ise 3.0 = 2.6 yil olarak saptamis-
lar. Ayrica azatiyopiirin kullanmis olan hastalarin
18’inde (%5.5), metotreksat kullanmis olan hasta-
larin 6’sinda (%7) ilag kesilmesini gerektirecek yan
etkiler gelistigini ve bu yan etkilerin tamaminin
2. derece yan etkilerden olustugunu gostermisler
ve takip siiresince tedavi iligkili hematolojik veya
solid organ malignitesi saptamadiklarini goster-
migler (1). Yakin donemde yapilan calismada da
immiinmodilator tedavinin giivenli olduguna dair

benzer bulgular gosterilmistir (2).

Azatiyopiirin ile monoterapinin 8-9 yila kadar uza-
yabildigi ve bu siirelerde dahi giivenli oldugu yo-

niinde bilgiler sunulmaktadir (3,4). Bu ¢aligmada
hastalarin tedavi aldiklar: siire literatiire kiyasla
daha kisadir; sadece monoterapi alip sonrasinda
kombine tedaviye ihtiyaci olan hastalar: kapsama-
s1 nedeniyle, tedavi suresi bu calismada daha kisa
gibi goziikkmektedir. Yan etkilerin daha az goriil-
mesi tedavi siiresi kisaligina da bagli olabilir.

Yapilan ¢alismalarda, immiinmodiilat6ér tedavinin
anti-TNF tedavi ile kombinasyonunda etkinligi ve
yan etkileri degerlendirilmis olup; yan etkiler mo-
noterapi grubunda %29.4, kombinasyon grubunda
ise %36.3 hastada gosterilmis (5). Azatiyopiirinin
anti-TNF tedavi ile kombinasyonunda, azatiyo-
pirinin yan etkileri nedeniyle calismanin erken
asamasinda calismadan ayrilmayla sonuclandigi
gosterilmistir (6). Bir bagka calismada ise immii-
nomodiilatorlerle kombinasyon tedavisi ozellikle
immiinomodilatér tedaviye biyolojik tedavinin
baglamasindan 30 giinden daha uzun bir siire 6nce
baglandiginda, tedaviyi birakma riskinin 6nemli
olcude azaldigr gosterilmistir (7). Yapilan calig-
malar incelendiginde anti-TNF ajanla kombine
immiinmodilator tedavinin yan etkilerine yone-
lik birbirinden farkli sonuglarin oldugu dikkati
cekecektir. Bu calismada da, anti-TNF veya an-
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Imminmodulator tedavi ne kadar giivenli?

ti-integrin ajanlar ile es zamanli imminmodiilator
tedavi alan hastalar var ise bu hasta grubunun be-
lirtilmesi ve immiunmodilatér tedavinin kombine
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Inflamatuvar bagirsak hastaliginda degismeyen soru:
Immiinmodiilator tedavi ne kadar giivenli?

Saywn Editor,

Oztiirk’iin calismamiz (1) hakkindaki yorumlarini
ilgiyle okudum ve degerli yorumlar i¢in kendisi-
ne tesekkir ediyorum. Yazar anti- timor nekrozis
faktor (anti-TNF) veya anti-integrin ajanlar ile es
zamanli imminmodilatér tedavi alan hastalarin
belirtilmesini, tedavideki yan etki profilinin deger-
lendirilerek alt grup analizi yapilmasinin litera-
ture katki saglayacagini vurguluyor. Ayrica calis-
mamizda bildirmis oldugumuz yan etki sikliginin
literatire gore daha diisiik oldugunu ve bu sonu-
cun tedavi siiresinin kisa olmasindan kaynaklana-

bilecegini belirtiyor.

Oncelikle calismamizin gerec ve yontem kisminda
belirttigimiz tizere calismamizda halihazirda an-
ti-TNF veya anti-integrin ajanlar ile tedavi edil-
mekte olup gecmisinde immiunmodiilator tedavi
almig olan hastalar degerlendirilmistir. Hastalar-
dan tedavi dozunda azatioprin (AZA) (50 mg/gin
ile baslanilmasini takiben haftalik takip ile doz
arttirilarak tedavi dozunda 2-2.5 mg/kg/giin, oral)
ve metotreksat (MTK) (12 hafta siire ile 25 mg/
hafta, subkiitan, indiiksiyon dozlamasi sonras1 15
mg/hafta, subkiitan, idame tedavisi) almig olanlar
calismaya dahil edilip; immiinojenisiteyi azaltmak

akademik.tgv.org.tr

39



e

Oztlirk B.

icin 50 mg/giin, oral, dozunda AZA veya indiiksi-
yon dozlamasi olmaksizin 10 mg/hafta, subkiitan,
dozunda MTK kullanan hastalar ¢calismadan dis-
landi. Sonu¢ olarak calisma popiilasyonumuzda
biyolojik ajanlar ile es zamanli immiinmodiilator
tedavi alan hastalar yer almamaktadir. Bu dogrul-
tuda alt grup analizi yapilmasi mimkiin degildir.
Ancak bu amacla gelecekte yapilabilecek bir ¢alig-
manin da literatiire katki saglayacag agikardir.

Calisgmamizda tedavi kesilmesini gerektirecek yan
etki degerlendirilmesi esas amacimizdir. Yazarin
referans gostermis oldugu Holtmann ve arkadas-
lar1 ile Yewale ve arkadaslarinin yayinlamis oldu-
gu caligsmalari1 daha 6nce 6zenle degerlendirmistim
(2,3). Holtmann ve arkadaslarinin calismasinda en
az 6 ay siuire ile AZA tedavisi alan hastalar deger-
lendirilip ila¢ kullanim siirelerine gore gruplara
ayrilip etkinlik ve giivenlik degerlendirilmesi ya-
pilmigtir. Tedavi kesilmesini gerektiren yan etki
siklig1 incelemesinde Crohn hastaligi ve tulseratif
kolit hastalarinda sirasi ile hastalarin %5-6’sinda
kemik iligi toksisitesi, %4-8’inde hepatotoksisite
ve %2-4’inde alerjik yan etkiler oldugu bildirilmis-
tir. Diger olarak belirtilen grupta hangi nedenler
oldugu acik degildir. Ayrica 3-4 yillik tedavi son-
ras1 semptom yoklugunda AZA tedavisinin endise
olmadan kesilebilecegi de bildirilmistir. Yewale ve
arkadaglar: ise caligmalarinda ortalama 1.72 mg/
kg/giin (1.5-2 mg/kg/giin) dozunda AZA tedavisi
alan hastalarinda %20.6’lik yan etki orani bildir-
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miglerdir, ancak bu oran tedavi kesilmesini ge-
rektirecek yan etki oranini temsil etmemektedir.
Ayrica ortalama AZA kullanim siiresi 33 aydir
(11.7-60 ay). Hastalarin %39.4’inde tedaviye ara
verilip yeniden baslanilmasi veya doz azaltimi ile
tedaviye devam edilebildigi bildirilmistir. 5 yildan
uzun tedavi aliminda yan etki orani %1.2 olup yan
etkilerinin ¢ogunlugunun ilk 6 ayda ortaya ciktigi
tespit edilmistir ve bu oran AZA tedavisinin yan
etkilerinin biiyiik kismini olusturan kemik iligi
toksisitesi, gastrointestinal sistem toksisitesi ve
hepatotoksisitenin tedavinin erken dénemlerinde
beklenmesi nedeniyle ongoriilebilir bir orandir.
Dolayisi ile bu caligmalar ile ¢alismamizin meto-
dolojileri arasinda major farkhiliklar mevcuttur ve
sonuclarin karsilagtirilmasinin saglikli olmayaca-

gin1 distinmekteyim.

Uzun déonem AZA kullanimi ile maligniteler ara-
sindaki iligkinin halen belirsizligini stirdiirmesi
nedeni ile net yorum yapmanin mimkiin olmadigi-
n1 distniyorum. Bunun nedeni olarak es zaman-
1 ila¢ kullanimlari, genetik ve cevresel faktorler,
hastalik aktivitesi gibi katkida bulunan diger ne-
denler olabilir. Gelecekte yapilabilecek uzun do-
nem AZA kullanimi olan hastalarin ¢ok merkezli
veri tabanlarinin incelenmesini iceren ¢alismala-
rin literatiire ek katkilar saglayacagini diistinmek-

teyim.
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