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Uvod do problematiky

* Gastroskopie-hlavni metoda v diagnostice nemoci horniho GIT

* Celkovy pocet vykonU narustd, v USA 2000-2009 1T o 54%

e Karcinom zaludku-vysoka incidence (Japonsko, Jizni Korea)

e Karcinom jicnu-"* incidence v zapadnich zemich

* Moznost endoskopického reseni casnych neoplastickych lézi
endoskopicky (EMR, ESD)

* Mnaroky na kvalitu horni endoskopie

1. Peery AF et al.Burden of gastrointestinal disease in the United States: 2012 update. Gastroenterology. 2012 Nov;143(5):1179-1187.
2. Januszewicz W et al. Quality indicators in diagnostic upper gastrointestinal endoscopy. Therapeutic Advances in Gastroenterology. 2020 May;13:1-19



Karcinom Zaludku v CR
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Quality standards in upper gastrointestinal
endoscopy: a position statement of the British Society

of Gastroenterology (BSG) and Association of Upper Sta n d d rdV k\la I ity h orn |'
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POUGIC (Post Oesophagogastroduodenoscopy
Upper Gastrointestinal Cancer)

* 4,8-11,3 % vSech diagnostikovanych karcinomu v hornim GIT

* Analyza hlavnich pricCin (Kamran et al.)

— 71 % POUGIC se dalo potencialné vyhnout, u 45 % pacientt s POUGIC mohl byt potencialné
klinicky vysledek odlisny v pfipadé drivéjsiho stanoveni diagndzy

— 33 % indexovych endoskopii u pacientl s POUGIC byla porizena fotodokumentace D2 duodena

— 47 % indexovych endoskopii byla sliznicni prehlednost hodnocena jako excelentni nebo dobra

Alexandre L et al. Clinical and Endoscopic Characteristics Associated With Post-Endoscopy Upper Gastrointestinal Cancers: A Systematic Review and Meta-analysis.
Gastroenterology 2022;162(4):1123-1135
Kamran U et al. A root cause analysis system to establish the most plausible explanation for post-endoscopy upper gastrointestinal cancer. Endoscopy 2023;
55(2):109-118
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Kamran U et al. A root cause analysis system to establish the most plausible explanation for post-endoscopy upper gastrointestinal cancer. Endoscopy 2023; 55(2):109-118




Prehlednost sliznice v prubéhu gastroskopie

e Lacnéni 6 hodin pred vykonem, tekutiny maximalné 2 hodiny pred

* Podani latek s protipénivym a mukolytickym ucinkem (simethicon,
N-acetylcystein a enzym pronasa)

* Distenze lumen vysetrovaného organu insuflaci vzduchu nebo oxidu
uhlicitého, odsatim zbylé tekutiny a dale oplachem sliznice

* Sedace pacienta

e Chybi validované platné skére k hodnoceni prehlednosti

Beg S et al. Quality standards in upper gastrointestinal endoscopy: a position statement of the British Society of Gastroenterology (BSG) and Association of Upper
Gastrointestinal Surgeons of Great Britain and Ireland (AUGIS). Gut 2017
Cyrany J et al. Gastroskopie — standardy kvality Ceské gastroenterologické spole¢nosti CLS JEP. Gastroent Hepatol 2022; 76(3): 194-211



Pouziti mukolytickych roztoku pred horni endoskopii

* Simethicon-efektivni davka 100-200 mg
* NAC-rozporuplna data

Autor studie Pouzité substance,
efektivni davky

Chang et al 2014 Simethicon 100 mg

Song et al 2016 Simethicon 100+200 mg

Monrroy at al 2018 Simethicon 200 mg+NAC
500+1000 mg

Elvas et al 2017 Simethicon 100 mg+NAC
600 mg

Bertoni et al 1992 Simethicon 65+195 mg

Veeraraghavan et al 2018 Simethicon 150 mg+NAC
600 mg

Manfredi et al 2021 Simethicon 2 mI+NAC 600

mg



Pouziti maximalni davky mukolytického roztoku
pred gastroskopii
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Administration of maximum dose of mucolytic solution
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European Journal of Gastroenterology & Hepatology 35(6):p 635-640, June 2023. | DOI: 10.1097/MEG.0000000000002559



Metodika

* studie probihala od kvétna do zari 2021

* v Centru péce o zazivaci trakt, Nemocnice Agel Ostrava Vitkovice
* schvalena Etickou komisi VN, Statnim ustavem pro kontrolu |éCiv
e registrace v ClinicalTrials.gov (NCT04641455)

* Agel vzdélavaci a vyzkumny institut, Grant: INT2021005

* pacienti podepsali informovany souhlas+GDPR



Zarazovaci kritéria

e véek nad 18 let

e schopni porozumeét a podepsat informovany
souhlas

e diagnosticka gastroskopie



Vylucovaci kritéria

* planovana terapeuticka endoskopie

e znamé organické onemocnéni zaludku nebo stav po operaci
zaludku

e gastroskopie indikovana pro krvaceni do GIT, dysfagii nebo poruchu
pasaze

» gastroskopie v celkové anestezii

e alergie na slozky mukolytického roztoku a pomocné latky

* tehotenstvi



Randomizace

* A: 100 ml vody + 600 mg N-acetylcystein+400 mg simetikon
* B: 100 ml vody + 400 mg N-acetylcystein+20 mg simetikon

* C:100 ml vody
* D: bez podani vody a mukolytického roztoku




Power analyza

DOI: 10.5507/bp.2021.038

ADMINISTRATION OF MUCOLYTIC SOLUTION BEFORE UPPER ENDOSCOPY - DOUBLE-BLIND, MONOCENTRIC, RANDOMIZED STUDY

Michal Stepan L, 2, Premysl| Falt 2, Barbora Pipek 12, 4, Petr Fojtik 1, 4, Martin Hanousek 1, Martin Hill 3, Ondrej Urban z

* predpoklad T VS o 10%, dle drivéjsi studie visibility score bez
podani mukolytika nebo vody 17 £ 2.0
» Zarazeno 30 pacientu do kazdé vétve



Cile studie

* Primarnim cilem studie bylo prokazat, ze vyssi, maximalni davka
mukolytika, podana 20-30 minut pred gastroskopii, podana véetvi A,
zlepsuje prehlednost sliznice, zvysuje skore prehlednosti v hornim
zazivacim traktu v porovnani s vétvi D Cili bez podani vody nebo
mukolytického roztoku

* Sekundarnim cilem bylo prokazat, ze prehlednost sliznice po
podani vyssi, maximalni davky mukolytika, podana veétvi A, je vyssi
nez prehlednost sliznice (skore prehlednosti sliznice) v hornim
zazivacim traktu po podani nizsi davky mukolytika, vétvi B



Endpoints

* Primarni endpointem bylo skore prehlednosti hodnocené
vysetrujicim zaslepenym endoskopistou, dané souctem 5 skore 0-5
v jicnu, fundu, téle a antru zaludku a v duodenu, celkem tedy 0-25.

e Sekundarnim endpointem pak bylo skére prehlednosti hodnocené,
podle 10 porizenych fotografii dle doporuceni ESGE, zaslepenymi
endoskopisty, dané opét souctem 5 skore 0-5 v jicnu, fundu, téle a
antru zaludku a v duodenu




Dalsi sledované parametry

* Cas vydetfeni

* Mnozstvi rezidualni tekutiny v zaludku (skore 0 odpovida zadné tekutiné
v zaludku, 1 znamena nepatrné mnozstvi, které nelze odsat, 2 je malé
mnozstvi, které jiz lze odsat a skore 3 odpovida zaludecnimu jezirku)



Procedura

* Pacienti lacnili 6 hodin pred vykonem

* Pacient se dostavil hodinu pred vykonem, pohovor se zkousejicim
endoskopistou

* Podpis informovaného souhlasu

* Tehotensky test

 Randomizace, vypiti roztoku, poté za 20-30 minut gastroskopie
(moznost sedace midazolamem)

* Pristroje CF-HQ190L a 180L Olympus, insuflace oxidem uhlicitym



Procedura

* Endoskopista porizoval fotodokumentaci (10 fotografii + stanovil
skore prehlednosti v 5 lokalitach v jicnu, zaludku, duodenu), poté
biopsie, hodnotil mnozstvi rezidualni tekutiny v zaludku a cas
vysetreni

* Nasledné hodnoceni porizené fotodokumentace dvéma
zaslepenymi endoskopisty

* Nasledujici den telefonicky pohovor s pacientem stran nezadoucich
ucinku podané medikace



Fotodokumentace




Hodnoceni skore prehlednosti

Score 3 Score 4 Score 5 =

Score 5 = completely clear mucosa throughout without fluid or any coating; 4 = clear liquid residue; 3 = reduced visibility on <25%
of the area of the evaluated section (turbid fluid, mucus, bubbles, bile, food debris); 2 = reduced visibility on 25-50%; 1 = reduced
visibility over >50% of the area of the assessed section (turbid fluid, mucus, bubbles, bile, food debris); 0 = reduced visibility in
most (>75%) of the area of the assessed section



Study flow diagram
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Zakladni charakteristiky

Arm An =30 B (n = 30) C(n=30) D {n = 30) P valug®
Age, mean + SD, years 22.5+1159 471 £14.9 208 £12.7 a2.7 £13.8 0.342%
Sex, n (%)

Male 15 (50.0) 13(43.3) 15 (50.0) 17 (56.7) 0.7855

Female 15 (50.0) 17 (56.7) 15 (50.0) 13 143.3)
Indication, n

Dyspepsia 7 7 11 7 0.523°

Pyrosis 7 3 2 5

Abdominal pain 10 g 12 14

Globus 1 0 1 0

Celiac disease 1 1 0 0

Idiopathic bowel disease 1 0 0 1

Before bariatric surgery 3 7 4 2

Anemia 0 2 0 1

Before cholecystectomy 0 1 0 0

*One-way analysis of variance [ANOVA).
®Chi-squared test, (y*-test).
“Fisher exact test.



Skore prehlednosti

Arms A B C D F value®
VS esophagus, mean = 5D 417 £ 0.8975 3.9+ 09781 393 +0.81377 3.60./5M 0.3225
VS fundus, mean = SD 3.43 £1.0546 3.13 £1.3098 3.4 £ 0.87939 3.03 £ 0.9481 0.3944
VS corpus, mean + 5D 3.03 £ 0.B359 3.13 £ 0.8844 3 + 1065 28+0.7916 0.5544
VS antrum, mean = SD 3.9+ 1.0116 4.1 +0.9781 3.93 + 1062 3.67 £ 1075 0.4607
V8 duodenum, mean + SD 4407118 42707117 4.33 £0.6992 3.47 £1.2037 0.0002
V5 SUM, mean £ SD 18.93 £ 2886 18.53+3.4 18.6 + 2.9052 16.57 £ 3253 0.0187
V5, esophagus, mean + 5D 4.94 £ 0.9637 3.5£1.1180 3.47 £0.7630 3.43 £ 0.761 0.5888
"."51 fundus, mean + SD 3.27 £0.5734 3.2 £ 0.7023 3.23 + 0.9551 3.13 £ 0.957 0.9347
‘l.l'51 corpus, mean + SD 2.63 £0.6574 2.73 = 0.92856 2.53 £ 0.991 257 £0.7157 0.8084
‘l.l'51 antrum, mean = SD 3.47 = 0.8055 3.64 = 0.87496 3.67 £1.1353 3.43 £0.9195 0.7193
‘l.l'51 duodenum, mean + SD 427 £ 0.72724 4 +0.93095 4+0.8944 4.5 +0922 0.0107
‘I.I'51 SUM, mean + SD 17.37 £1.9405 18.53 £ 26575 16.9 £ 3.3402 16.07 £ 2768 0.3082
‘I.I'S.L, esophagus, mean + 3D 3.23 £ 0.80346 3.03 +0.835995 2.93 £0.5735 3.1 +£0.831 0.5090
"."52 fundus, mean + SD 233 £ 0.74535 2.13 £ 0.88443 2.27 +0.9638 207 £0.814 0.6249
V5, corpus, mean + 5D 2+1 2 +0.8944 2.1+0.9434 2.13 £ 0.9 0.9264
‘I.I'S.2 antrum, mean = SD 287 +0./1802 297 +0.7951 2.83 +£0.8506 2.5 0922 0.1630
‘l.I'SE duodenum, mean + SD 3204 3.1+ 0.3958 3.2 + 0.4761 2.73+0512 0.0002
"."52 SUM, mean + SD 13.63 £ 2.6437 1823 £ 2771 13.33 + 2959 1253 £ 3106 0.5207

V5, visibility score assessed by the endoscopist performing the procedure; VS,, visibility score assessed by the first blinded endoscopist; VS,, visibility score
assessed by the second blinded endoscopist; VS SUM, total visibility score as assessed by the performing endoscopist; V5, SUM, total visibility score as

assessed by the first blinded endoscopist; VS, SUM, total visibility score as assessed by the second blinded endoscopist.
Fine-wav-analveis of vanance (ANOVAL



Srovnani skére prehlednosti mezi vétvemi

Compared arms P value® P value® P value®
A V. B 1.000 1.000 1.000
A V. C 1.000 1.000 1.000
A VS, D 0.023 0.202 0.933
B VS, C 1.000 1.000 1.000
B VS, D 0.236 0.7119 1.000
C VS, D 0178 1.000 1.000

The table shows the significance values of the Mann—Whitney U test cor-
rected by Bonfferoni for multiple comparisons. Significant difference in case
of P < 0.05.

*Total wisibility score as assessed by the endoscopist performing the proce-
dure.

© Total visibility score assessed by the first blinded endoscopist.

“ Overall visibility score as assessed by the second blinded endoscopist.



Mnozstvi rezidualni tekutiny

Arms # B C D

Residual fluid score n m n m n m n m P value’
0 1 3.3% 4 13.3% 2 6.7% 2 6.7% 0.540
1 8 26.7% 4 13.3% 10 33.3% 10 33.3%

2 8 26.7% 7 23.3% 9 30.0% 5 16.7%

3 13 43.3% 15 50.0% g 30.0% 13 43.3%

A score of 0 comesponds to no fluid in the stomach; a score of 1 is a tiny amount that cannot be suctioned; a score of 2 is 2 small amount that can already be
suctioned; a score of 3 coresponds to a gastric lake.
n, total number; m, percentage.

“One-way-analysis of vaniance (ANOVA).



Cas

vysetreni
(sekundy) Primér | SD | Median | Minimum | Maximum D
A 372 96 326 1683 662
B 339 123 310 170 726

0,132
C 370 119 333 231 790
D JoZ 96 370 242 b3a




Zaver

* Podani roztoku s maximalni davkou N-acetylcysteinu a
simetikonu zlepsSuje prehlednost sliznice v priubéhu horni

endoskopie
e Dalsi studie by mély objasnit predevsim vliv podani roztoku na

detekci lézi v hornim GIT a efekt samostatné podaného N-
acetylcysteinu
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