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Introduction: The impact of consensus, prescription choices and efficacy
trends on clinical practice over time has not been studied in depth.

Aims & Methods: International multicenter prospective non-intervention-
al registry aimed to evaluate the decisions and outcomes of H. pyloriman-
agement by European gastroenterologists. All infected adult patients were
systematically registered at AEG-REDCap e-CRF from 2013 to December
2021.

Variables included: previous eradication attempts, prescribed treatment,
adverse events, and outcomes. Modified intention-to-treat (mITT) and
time trend analyses were performed. Data were subject to quality review.
Results: So far 49,739 patients from 29 European countries have been in-
cluded, and 35,203 (71%) were first-line empirical prescriptions.

Overall, the most common prescribed treatments in the 2013-21 period
were triple therapies; however, a shift in antibiotic regimens was identi-
fied. Triple therapies decreased from over 50% of prescription in 2013/15
to less than 25% in 2020/21; likewise, non-bismuth concomitant therapy
use decreased from 21% in 2013/14 to 13% in 2020/21, while three-in-one
single-capsuleincreased from 0-1% in 2014/2015 to 17% in 2020/21.

An increase in the average duration of treatments from 9.8 days in 2013
to 13 days in 2021 was identified, as well as the daily high-dose of PPIs
increasing from 16% in 2013 to 50% in 2021.

Detailed description of most common treatments is shown in Table 1. Re-
garding the effectiveness of each specific treatment, no trend was identi-
fied (data now shown); however, there was a 10% overall improvement in
first-line mITT overall effectiveness from 2013 to 2021 (Table 1).
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Year 2013 2014 2015 2016 2017 2018 2019 2020 2021 Medico d.o.o., Gastroenterology, Rogaska Slatina, Slovenia,

Quadruple- ¢A.S. Loginov Moscow Clinical Scientific Center, Department of
20% 27% 68% 205% 13.7% 21.7% 10.8% 9.8% 10.3% o . .

C+A+B Pancreatic, Biliary and Upper Gl Diseases, Moscow, Russian

Single-capsule* 0.1%  0.0% 05% 13.2% 245% 18.7% 21.7% 16.5% 18.2%

Triple-A+L 23% 22% 31% 18% 03% 03% 04% 03% 04%
Triple-C+M 34% 64% 88% 63% 14% 07% 11% 102% 4.9%
Triple-C+A 48.5% 54.6% 447% 292% 321% 31.0% 352% 34.6% 32.7%

(Er;";‘?'%a“f’” B g5.0% 85.1% 85.7% 87.6% 87.7% 914% O15% 927% 9%

PPI: proton pump inhibitor; mITT: modified intention-to-treat; A — amoxicillin, C — clarithromycin;
M — metronidazole; T - tinidazole; L — levofloxacin B; — bismuth salts; Tc — tetracycline.
“three-in-one single-capsule containing metronidazole, tetracycline and bismuth;

**Low dose PPI - 4.5 to 27 mg omeprazole equivalents, b.i.d;

standard dose PPI - 32 to 40 mg omeprazole equivalents, b.i.d.;

high dose PPI - 54 to 128 mg omeprazole equivalents, b.i.d

Federation, *Hospital Valme, Sevilla, Spain, **Hospital General de

N
S i Tomelloso, Aparato Digestivo, Tomelloso, Spain, **Gastrocentr,
N Quadruple 24% 19% 05% 02% 04% 05% 14% 12% 1.4% ) i . . )
o M+Tc+B Perm, Moscow, Russian Federation, Instituto Biodonostia, San
(7] .z . . . .

itant- Sebastian, Spain, **Interni Oddelek, Diagnostic Centre, Bled,
2 Concomitant: 1 aor 9159% 27.0% 227% 209% 80% 134% 12.8% 13.1% an, spain, agn _
S CHA+MIT Slovenia, *University of Zaragoza University Hospital Dept. of
_E- (s;itz\lieh;;?l 8% 35% 19% 09% 05% O07% O41% 01% 03% Med:cme—Gastr.oenterolqu, D?Qt. Mec{:cmg & Qastroenterology,
€ Zaragoza, Spain, *°*Hospital Clinico Universitario Lozano Blesa,
5 g P P
w

Zaragoza, Spain, **Hospital Clinico Universitario Lozano Blesa,
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Sciences, Kharkiv, Ukraine, #Kazan State Medical University,
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test (n=10,636; 38%), and the urea breath test (n=7,577; 27%). According
to age, an invasive test was indicated in 11,179 (77%) cases for those =50
years, and in 8,603 (65%) for those <50 years. Depending on the country,
the use of an invasive test ranged from 29% to 99% in the <50 years group,
and from 60% to 99% in those =50 years (Table 1).

Culture was performed only for 3,986 patients (11%), mainly in rescue
treatment. Regarding the tests used to confirmH. pylori eradication, most
of them were non-invasive (n=32,540, 93%), the urea breath test being
the most frequently prescribed (n=32,540; 78%). In 2,983 (9%) of the post-
treatment tests, a gastroscopy with biopsies for histology (n=1,887; 5%) or
arapid urease test (n=1,223; 4%) was performed.

Patients with Patients <50 years Patients 250 years
an invasive with an invasive with an invasive
diagnostic diagnostic test/Total diagnostic test/Total

test/Total number number of patients  number of patients
of patients (%) <50 years (%) =50 years (%)
Azerbaijan 565/570 (99) 382/386 (99) 183/184 (99)
Greece 497/541 (92) 184/211 (87) 313/330 (95)
Italy 2,213/2,629 (84) 904/1,117 (81) 1,300/ 1,485 (88)
Latvia 426/528 (81) 250/326 (77) 176/202 (87)
Norway 598/740, (81) 215/261 (82) 383/479 (80)
Russia 3,520/5,245 (67) 1,871/2,879 (65) 1,648/2,364 (70)
Slovenia 2,304/2,411 (96) 952/983 (97) 1,352/1,428 (95)
Spain 7,482/12,331 (61) 3,027/5,876 (52) 4,447/6,442 (70)
TOTAL 19,801/27,776 (71) 8,603/13,179 (65) 11,179/14,554(77)

Table 1: Invasive tests used for the initial diagnosis ofH. pylori according
to age.

Conclusion: There is great heterogeneity among European countries in
the use of invasive and non-invasive tests for both the initial diagnosis and
the confirmation of H. pylori eradication after treatment. The reasons for
the apparent lack of adherence to the clinical guidelines on the diagnosis
of H. pylori should be further explored.

References: 1- Malfertheiner P, Megraud F, O’Morain C, Gisbert JP, Kuipers
EJ, Axon A, et al. Management of helicobacter pylori infection-the Maas-
tricht V/Florence consensus report. Vol. 66, Gut. BMJ Publishing Group;
2017. p. 6-30.

Disclosure: Nothing to disclose.

Vol. 10 | October 2022

45

I\
N
o
~
()}
S
]
o
]
+
o
o
>
(]
o
=
=
(7]




N
N
o
N
—
—
=
[
2
[=]
+
O
o
>
©
T
]
()
=]
=

OP179

EXPERIENCE WITH SINGLE-CAPSULE BISMUTH QUADRUPLE
THERAPY IN 6,000 PATIENTS FROM THE EUROPEAN REGISTRY
ON H. PYLORI MANAGEMENT (HP-EUREG)

0. Perez Nyssen!, A. Pérez-Aisa, L. Rodrigo?, A. Keco-Huerga®,

M. Castro-Fernandez*, M. Pabdn Carrasco?, A.J. Lucendo®,

S.J. Martinez-Dominguez®, E. Alfaro®, D. Vaira’, R. Pellicano®,

A. Gasbarrini®, B.J. Gdmez Rodriguez', I. Ortiz*,

J.M. Huguet Malavés2, M. Perona®?, O. Nifiez*, M. Romano®,

L. Fernandez-Salazar®, B. Velayos?, N. Alcaide’, J. Barrio®’,

M. Areia'®, E. lyo®, M. Venerito®, R. Rosania®’, B. Gbmez?,

M. Fernandez-Bermejo?, J. Gdmez Camarero?,

L.J. Lamuela Calvo?, A. Campillo?, R. Marcos Pinto?, B. Tepes?,
D. Lamarque?, W. Marlicz®, L. Kunovsky*, V. Milivojevi¢*,

D.S. Bordin®, T. Rokkas®, M. Leja*, V. Lamy?**, M. Doulberis®,

J. Kupcinskas®, D. Boltin®, A. Cano-Catal&®, L. Moreira Ruiz®,

I. Puig®, F. Mégraud*, C. O’Morain®, J.P. Gisbert?,

on behalf of the Hp-EuReg Investigators

IHospital Universitario de La Princesa, I1S-IP, UAM and CIBERehd,
Gastroenterology Unit, Madrid, Spain, ?Hospital Costa del Sol
Marbella, Redes de Investigacion Cooperativa orientada a
resultados en salud (RICORS), Gastroenterology Unit, Marbella,
Spain, *Hospital de Asturias, Gastroenterology Unit, Oviedo, Spain,
*Hospital de Valme, Gastroenterology Unit, Sevilla, Spain, *Hospital
General de Tomelloso, Gastroenterology Unit, Tomelloso, Spain,
®Hospital Clinico Universitario Lozano Blesa, Gastroenterology
Unit, Zaragoza, Spain, "University of Bologna, Surgical and Medical
Sciences, Bologna, Italy, *Outpatient Clinic, Molinette-SGAS
Hospital, University of Turin, Turin, Italy, °Fondazione Policlinico
Universitario Gemelli IRCCS, Universita’ Cattolica, Internal Medicine,
Gastroenterology and Liver Diseases, Rome, Italy, °°’Hospital

Virgen de la Macarena, Gastroenterology Unit, Sevilla, Spain,
“Hospital Universitari i Politécnic La Fe, Gastroenterology Unit,
Valencia, Spain, ?Hospital General Universitario de Valencia,
Gastroenterology Unit, Valencia, Spain, *Hospital Quirén,
Gastroenterology Unit, Marbella, Spain, **Hospital Univ. La Moraleja,
Gastroenterology Unit, Madrid, Spain, **Universita degli Studi della
Campania “Luigi Vanvitelli’, Department of Precision Medicine,
Napoli, Italy, **Hospital Clinico Universitario, Gastroenterology
Unit, Valladolid, Spain, *"Hospital Rio Hortega, Gastroenterology
Unit, Valladolid, Spain, **Portuguese Oncology Institute of Coimbra,
Gastroenterology Unit, Coimbra, Portugal, **Hospital Comarcal de
Inca, Gastroenterology Unit, Mallorca, Spain, *Otto-von-Guericke
University, Gastroenterology Hepatology and Infectious Diseases,
Magdeburg, Germany, ?*Hospital de Mataré, Gastroenterology Unit,
Barcelona, Spain, ?*Clinica San Francisco, Gastroenterology Unit,
Caceres, Spain, #Hospital Universitario de Burgos, Gastroenterology
Unit, Burgos, Spain, **Hospital Universitario Miguel Servet,
Gastroenterology Unit, Zaragoza, Spain, *Hospital Reina Sofia,
Gastroenterology and Hepathology, Tudela, Spain, *Centro
Hospitalar do Porto Institute of Biomedical Sciences Abel Salazar,
University of Porto, CINTESIS, University of Porto, Porto, Portugal,
2’AM DC Rogaska, Gastroenterology, Rogaska Slatina, Slovenia,
2Hdpital Ambroise Paré, Université de Versailles St-Quentin

en Yvelines, Gastroenterology, Boulogne Billancourt, France,
“Pomeranian Medical University, Gastroenterology, Szczecin,
Poland, **University Hospital Olomouc, Faculty of Medicine, Palacky
University, Brno, Czech Republic, *'Clinical Center of Serbia and
School of Medicine, University of Belgrade, Gastroenterology and
Hepatology, Belgrade, Serbia, #’A. S. Loginov Moscow Clinical
Scientific Center, Tver State Medical University, A.l. Yevdokimov

140

Moscow State University of Medicine and Dentistry, Moscow, Russian
Federation, **Henry Dunant Hospital, Gastroenterology, Athens,
Greece, **Digestive Diseases Centre GASTRO, Institute of Clinical

and Preventive Medicine & Faculty of Medicine, University of Latvia,
Riga, Latvia, *°*CHU de Charleroi, Gastroenterology and Hepatology,
Charleroi, Belgium, **Kantonsspital Aarau, Gastroenterology and
Hepatology, Aarau, Switzerland, *’Lithuanian University of Health
Sciences, Gastroenterology, Kaunas, Lithuania, *Rabin Medical
Center, Beilinson Campus, Gastroenterology, Petah Tikva, Israel,
PAlthaia Xarxa Assistencial Universitdria de Manresa and Universitat
de Vic-Universitat Central de Catalunya (UVicUCC), Manresa, Spain,
“Hospital Clinic de Barcelona, CIBERehd, IDIBAPS , University of
Barcelona, Gastroenterology Unit, Barcelona, Spain, “Hopital
Pellegrin, Laboratoire de Bacteriologie, Bordeaux, France, *Trinity
College Dublin, Faculty of Health Sciences, Dublin, Ireland

Contact E-Mail Address: opn.aegredcap@aegastro.es

Introduction: There has been a resurgence in the use of bismuth-quadru-
ple therapy (PPI, bismuth, tetracycline and metronidazole) in Europe with
the commercialization of a three-in-one single-capsule formulation, but
the experience with this regimen is still limited.

Aims & Methods: To evaluate the effectiveness and safety of the three-in-
one single-capsule in the European Registry onHelicobacter pylori man-
agement (Hp-EuReg).

International multicenter prospective non-interventional registry aimed
to evaluate the decisions and outcomes of H. pylori management by Eu-
ropean gastroenterologists. All infected adult patients treated with 10-day
single-capsule according to data sheet (3 capsules/6h) or alternative three
times a day (4 capsules/8h) prescriptions were systematically registered
at AEG-REDCap e-CRF until December 2021. Variables included: Patient’s
demographics, previous eradication attempts, prescribed treatment, ad-
verse events, and outcomes. Modified intention-to-treat (mITT) and per-
protocol (PP) analyses were performed, and data were subject to quality
review.

Results: Of the 49,739 patients in the Hp-EuReg, 6,069 (12%) received
single-capsule bismuth-quadruple therapy. The majority of these patients
were naive (70%), with an average age of 52 years, 63% female and 15%
with peptic ulcer. Overall, the single-capsule achieved a high eradication
rate based on the mITT (92%) and PP (93%) analyses. Effectiveness (mITT)
was higher when using the single-capsule as a first-line treatment (93%),
but it had also high effectiveness as a rescue therapy, both in second-line
(89%) or subsequent lines of therapy (3-6%" lines: 86%) (Table 1).

Use,N (%) mITT,N (%) 95%Cl PP,N (%)  95%Cl

Overall 6,069 (12*) 5,676 (92) (91-92) 5,551 (93) (92-93)
1t line (naive) 4,378 (72) 4,108 (93) (92-94) 4,026 (94) (93-94)
2" line 1,118(18) 1,038 (89) (87-91) 1,013 (90) (88-92)
34line 451 (7,4) 419 (89) (85-92) 406 (90) (86-93)
Rescue

73 (9,4 - -91
(3% to 6*line) 573(9,4) 530 (86) (83-89) 530 (86) (85-91)

*Of the total of treatments included in the Hp-EuReg up to December 2021 (i.e.,
N=49,739); mITT: modified intention-to-treat; PP: per-protocol, N: total number of
patients analysed.

Table 1. Three-in-one single-capsule effectiveness in first-line and
consecutive rescue treatment lines.

Compliance with treatment (>90% of drug intake) was reported in 97% of
cases and was the factor most closely associated with the effectiveness
of treatment. Adverse events (28%) were generally mild-to-moderate and
transient, only 0,1% of patients reported a serious adverse event, leading
to the discontinuation of treatment in 1.8% of patients.
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Conclusion: The 10-day treatment with single-capsule bismuth-quadru-
ple therapy achieves H. pylori eradication in approximately 90% of pa-
tients by mITT in real-world clinical practice, both as afirst-line and rescue
treatment, with a favourable safety profile.

Disclosure: Dr Gisbert has served as speaker, consultant, and advisory
member for or has received research funding from Mayoly, Allergan, Dia-
sorin, Gebro Pharma, and Richen.

Dr Nyssen has received research funding from Mayoly and Allergan.
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of Health Sciences, Trinity College Dublin; Dublin/IE, Faculty of Health
Sciences, Dublin, Ireland, “Hospital Universitario de La Princesa, Instituto
de Investigacion Sanitaria Princesa and CIBEREHD, Digestive Services,
Madrid, Spain
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Introduction: Antibiotic resistance is the main factor influencing the ef-
ficacy of treatments to eradicate the infection by Helicobacter pylori (H.
pylori). The treatments including clarithromycin are the most frequently
used in first-line; however, the bacterial resistance to clarithromycin in
treatment-naive patients in Europe is, overall, >20%.

Aims & Methods: To assess the effectiveness of first-line H. pylori treat-
ments in Europe according to the resistance to clarithromycin.
Non-interventional, prospective, multicenter, international European re-
gistry on the management of H. pylori (Hp-EuReg). All culture-diagnosed
infected adult patients were registered at AEG-REDCap e-CRF from 2013 to
2021. Per-protocol (PP) analysis was performed based on the presence or
absence of bacterial resistance to clarithromycin in treatment-naive pati-
ents. The data was subject to quality control.

Results: In total, 2,479 culture-naive patients were included. Of these,
627 (25%) reported resistance to clarithromycin. The eradication rate with
the standard triple therapy (PPl+clarithromycin+amoxicillin) in patients
susceptible to clarithromycin was 92% (424/460). The eradication rate in
these clarithromycin-susceptible patients was higher both with the con-
comitant regimen (PPl+clarithromycin+amoxicillin+tmetronidazole) and
with the sequential treatment with tinidazole (95%, 882/929), and also
with the bismuth quadruple regimen (PPI+bismuth+tetracycline+metron
idazole) as single capsule (100%, 67/67) (p<0.05). In those patients with
bacterial resistance to clarithromycin, the effectiveness of the standard
triple therapy decreased to 75% (9/12), and the eradication rate with the
concomitant and sequential regimen was 87% (314/361; p<0.05); while
the effectiveness with the single-capsule bismuth-containing quadruple
was 93%.

Treatment Resistance to clarithromycin  Susceptible to clarithromycin

E N %E 95%Cl E N %E 95% Cl
Overall 537 627 86% (83-88) 1.724 1.852 93% (92-94)
Triple-C+A 9 12 75% (43-95) 424 460  92% (90-95)
Triple-A+M 24 30 80% (61-92) 174 197  88% (84-93)

Sequential-C+A+T 2711 311 87% (8391) 783 825  95% (93-96)

Sequential-C+A+M 18 24 75% (53-90) 40 50 80% (68-92)

Hybrid-C+A+M 31 40 78% (63-92) 49 52 94% (84-99)

Quadruple-C+A+M/T 43 50 86% (7597) 99 104  95% (89-98)

Quadruple-M+Tc+B

58 93% (83-98) 67 67  100%  (95-100
(single capsule*) b ) b )

C: clarithromycin; M: metronidazole; B: bismuth; A: amoxicillin; Tc: tetracycline; L: levofloxacin;
E: eradicated patients; N: treated patients; Cl: confidence interval; *single capsule: three-in-one
single capsule containing bismuth, tetracycline and metronidazole commercialised as Pylera®.

Table: Per protocol effectiveness of the different first-line treatment
schemes based on the bacterial resistance to clarithromycin.

Conclusion: In those European regions where the H. pylori resistance rate
to clarithromycin is high, therapy with the bismuth quadruple regimen is
the best eradication option. Other alternatives that approach 90% eradi-
cation despite clarithromycin resistance are the non-bismuth quadruple
concomitant and sequential regimens.

Disclosure: Nothing to declare.
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CLINICAL PHENOTYPES THROUGH MACHINE LEARNING OF
FIRST-LINE TREATED PATIENTS IN EUROPE DURING THE PERIOD
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H. PYLORI MANAGEMENT (HP-EUREG)

0. Perez Nyssen?, A. Sanz-Garcia?, G.J. Ortega?, J.P. Gisbert!
Hospital Universitario de La Princesa, 11S-IP, UAM and CIBERehd,
Gastroenterology Unit, Madrid, Spain, ?Instituto de Investigaciones
Sanitarias Hospital Universitario de La Princesa, Madrid, Spain

Contact E-Mail Address: opn.aegredcap@aegastro.es

Introduction: The segmentation of patients in homogeneous groups, ac-
cording to their clinical variables and treatments, could help to improve
the effectiveness of current eradication therapies.

Aims & Methods: Objectives:

1) To determine the most important characteristics of the treatments used
in the European Registry on the management ofH. pylori (Hp-EuReg), us-
ing machine learning techniques.

2) To evaluate the effectiveness of the treatments according to the year of
the visit and the country using a cluster decomposition.

Methods: Sub-study of the Hp-EuReg, a systematic prospective registry
of the routine clinical practice of European gastroenterologists on the
management of H.pyloriinfection. All cases with a first-line empirical
eradication treatment registered from June 2013 to September 2021, were
included in the current analysis. A Random Forest method was used to de-
termine the following ‘most important’ variables: therapeutic indication,
treatment scheme, duration of treatment, proton-pump inhibitor (PPI)
dose, compliance, and patient’s country.

Results: In total, 29,771 European patients were analysed. Table 1 shows
the increasing trend in the effectiveness of treatments, from 88.3% in
2013 t0 91.2% in 2021 (more than 100 patients/clusters). This cluster was
composed of 7 days triple PPI-clarithromycin-amoxicillin therapy (92.3%
of patients), mainly in Slovenia and Latvia, and reporting a 99.5% treat-
ment compliance. The highest effectiveness was obtained in cluster #1
in 2021, also with triple PPI-clarithromycin-amoxicillin therapy (93.3% of
patients), but with a duration of 14 days (98.4%) in Azerbaijan (83.8%) and
Slovenia (11.8%).

# of clusters Effectiveness % (number of patients) per cluster
year (# of patients) -1 2 3 4 5---
2013 3(3211)  88.3(545) 853 (1434) 86.0(1,232)
2014 3(4,282) 90.6 (373)  86.8(2,596) 83.9(1,313)
2015 3(3603)  89.0(336) 87.1(2,678) 839 (589)
2016 3(4132)  91.3(2401) 865(1,094) 796 (637
2017 3(3,456) 84.8(302) 88.6(2,669) 86.0 (485)
2018 3(3351)  90.3(2272) 93.4(773)  91.5(306)
2019 3(3187)  91.1(1,748) 89.6(1,205) 92.3(234)
2020 4 (2,966) 90.9 (231)  86.7(1,168)  92.5(585) 94.9(982)
2021 5(1583)  97.7(431)  58.3(24)  90.6(363) 86.0(100) 93.7 (665)

Table 1. Trends in the overall effectiveness (by modified intention-to-treat,
per cluster) between 2013 and 2021 in Europe.

Simple underlining highlights the lowest effectiveness in clusters/year
with more than 100 patients and double underlining the highest effective-
ness.

Conclusion: Cluster analysis allows both to identify patients with homo-
geneous treatment groups, as well as to assess the effectiveness of the
different first-line treatments which depends on the therapy scheme used,
its compliance, the region where it’s prescribed, and the year of the visit.
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Introduction: The overall prevalence of H. pylori infection in Europe is de-
clining; however, it still remains high in the elderly population. Therefore,
itis important to assess the treatment efficacy and possible differences in
the elderly and non-elderly populations.

Aims & Methods: To evaluate and compare the efficacy of first- and sec-
ond-lineH. pylori eradication regimens between the non-elderly and el-
derly European populations.

The “European Registry on H. pylori Management” (Hp-EuReg) is a Euro-
pean multicenter prospective non-interventional registry recording infor-
mation ofH. pylori infection management. Data from the year 2013 to 2022
were recorded at AEG-REDCap e-CRF. Data were subject to quality review.
The subjects were divided into non-elderly (18-59 years) and elderly (=60
years) groups. Per-Protocol (PP) and modified Intention-To-Treat (mITT)
analyses were performed to evaluate effectiveness of the six most fre-
quently used regimens in each group. In the multivariate analysis, the ef-
fect was evaluated by calculating OR and 95% Cl. Statistical significance
was considered at p<0.05.

Results: Overall 49,461 patients were included in the Hp-EuReg. There
were 34,994 (71%) non- elderly and 14,467 (29%) elderly patients. In first-
line treatment, quadruple therapies were prescribed in 45% of the cases,
and triple therapies in 44%. In second-line treatment, quadruple thera-
pies were prescribed in 51% of the cases, and triple therapies in 44%. The
treatment schemes prescribed are detailed in Table 1. The overall first-line
treatment effectiveness was 89% by PP and 88% by mITT in the non-elder-
ly, and 90% by PP and 89% by mITT in the elderly (p <0.05). The overall sec-
ond-line treatment effectiveness was 84% both by PP and mITT analyses
in the non-elderly and elderly groups (p>0.05). In the multivariate analy-
sis, the elderly group was associated with significantly higher overallmITT
eradication rate in the first-line treatment as compared to the non-elderly
(OR=1.13; 95% CI 1.05-1.12; p<0.005); however, there were no significant
differences in the overall second-line treatment mITT effectiveness. The
effectiveness by treatment scheme and line is reported in Table 1, with sta-
tistically significant differences in the first-line treatment mITT cure rates
reported between age groups when either quadruple PPI-clarithromycin-
amoxicillin-metronidazole therapy was prescribed or when sequential
PPI-clarithromycin-amoxicillin-tinidazole was used. In second-line, no
statistically significant differences were reported in the mITT effectiveness
in any of the treatment schemes evaluated.
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Comparison of First-line Treatment Regimens Between the Non-elderly and Elderly Populations

Non-Elderly (18-59 years) Elderly(260 years)
Treatment sen PP mT o PPY% miTT %
! (95% CI) (95% CI) ! (95% Cl) (95% CI)
Triple PPI+C+A 10,540  87(86-87)  86(85-87)* 4,065 88(87-89) 87 (86-89)
Triple PPI+C+M 1150  86(84-88)  86(83-88) 491  83(79-86) 83 (79-86)

Quadruple PPHC+A*M 4199 90 (89-91)°  89(88-90) 1940  91(90-93) 91 (90-92)*
Quadruple PPHC+A+B 3489 92(91-93)  92(91-93) 1086  91(89-93)  90(88-92)
Pylera® (single capsule)l 3,233 94(93-95)  93(92-94) 1,519  94(93-95) 93 (92-95)

Sequential C+A+T 1291 90(88-92)*  90(88-91)* 623  94(92:96)* 94 (91-96)
Comparison of S d-line Treatment Regi B the Non-elderly and Elderly Populations
Non-Elderly(18-59 years) Elderly(260 years)
Treatment o o 9 9
Use, N PP % miTT % Use,N PP % miTT %

(95%Cl)  (95%CI) (95%Cl)  (95% CI)

Triple PPI+A+L 1,422 83 (80-85
Triple PPI+C+A 323 78 (72-83 102 74-91) 84 (74-91)
Quadruple PPI+A+L+B 584 89 225 80-91) 86 (80-91)

(80-85) (80-84) 524 80(
(72:83) (72-83) 84 (
(86-92) (86-91) 86 (
Quadruple PPI+C+A+M 234 84(79-89)  84(78-88) 91  86(77-92)  86/(77-93)
(80-91) (78-88) 87 (
(87-91) (86-91) 92(

76:84) 80 (76-83)

Quadruple PPI+M+Tc+B 224 86 (80-91 101 78-93) 88 (79-94)
Pylera®(single capsule)' 843 89 (87-91 384 89-95) 91 (88-94)

PP — per protocol; mITT — modified Intention-To-Treat; 95% CI — 95% confidence interval; PPI - proton pump
inhibitor; C- clarithromycin; A — amoxicillin; M — metronidazole; B - bismuth; T - tinidazole; L — levofloxacin;
Tc - tetracycline; 'Pylera®: three-in-one single-capsule containing metronidazole, tetracycline and bismuth: *
statistically significant differences between the age groups, p<0,05.

Table 1. Most frequent first- and second-line H. pylori eradication
prescriptions and their efficacies in the non-elderly and elderly populations

Conclusion: The overall effectiveness of both first- and second-lineH. py-
lori eradication regimens in Europe is suboptimal (<90%). The effective-
ness of the most frequent first- and second-line triple therapies in the
non-elderly and elderly populations is also suboptimal (<90%). Optimal
effectiveness (>90%) was mostly achieved by using quadruple therapies.
Although statistically significant, no clinically relevant differences in the
effectiveness between elderly and non-elderly patients was observed in
the most frequently prescribed first-line treatments. No differences were
observed either in second-line prescriptions.

Disclosure: Nothing to disclose.
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Introduction: The adherence to Helicobacter pylori eradication treatment
is a cornerstone for achieving an adequate treatment efficacy.

Aims & Methods: Objective: To determine which factors could influence
on the compliance of eradication treatments employed in Europe.
Methods: Systematic prospective non-interventional registry (Hp-EuReg)
of the clinical practice of European gastroenterologists. Treatment com-
pliance was defined as adequate with >90% drug intake. The data was
collected from 2013 until September 2021 at AEG-REDCap e-CRFand was
subject to quality control. Modified intention-to-treat (mITT) analyses
were performed. The multivariate analysis evaluated the factors associ-
ated with the effectiveness of the treatments and the compliance.
Results: Of the 38,698 available records, 646 (1.7%) did not have adequate
compliance. There was a higher rate of non-compliance in patients with
dyspepsia than in those treated for peptic ulcer (1.7% vs. 1.4%; p<0,05).
7-day treatments showed greater compliance than 10- or 14-day pre-
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scriptions (0.8% vs. 1.8 and 1.6%, respectively; p<0,001). Non-adherence
was lower in first-line as compared to rescue treatment (1.5% vs 2.2%;
p<0,001). Non-adherence in the three most frequent first-line treatments
was: 1.1% with PPI-Clarithromycin-Amoxicillin; 2.3% with PPI-Clarithro-
mycin-Amoxicillin-Metronidazole; and 1.8% with bismuth quadruple ther-
apy (single capsule Pylera®); p<0,001. Compliant patients achieved greater
eradication rates in those treatment schemes as compared to those with
poor compliance: 86% vs. 44%; 90% vs. 71% and 93% vs. 64% respectively;
p<0,001.

In the multivariate analysis, the variable which was most significantly as-
sociated with eradication success was the correct compliance with the
treatment (OR: 6.3; 95%Cl: 5.2-7.7; p<0,001). Non-compliance was greater
in the presence of adverse events as compared to the cases without (5%
vs 0.6%; p<0,001).

Conclusion: Compliance with H. pylori eradication treatment is very high.
Factors associated with poor compliance include treatment for uninvesti-
gated/functional dyspepsia, rescue-treatment, prolonged treatment regi-
mens and the presence of adverse effects, as well as the use of sequential
and concomitant treatments. Adequate treatment compliance was the
variable most closely associated with eradication success.
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Introduction: Introduction: Randomized clinical trials and meta-analyses,
primarily from Asian countries, have reported good effectiveness with
high-dose dual therapy (HDDT, i.e., PPIs plus high amoxicillin doses) when
prescribed for H. pylorifirst-line or rescue treatment. However, combining
amoxicillin with PPIs in the 1990s in several European countries yielded
suboptimal results. The objective was to analyse the effectiveness, com-
pliance and safety of HDDTin the European real clinical practice.

Aims & Methods: Methods: International, multicenter, prospective non-
interventional Registry aimed at evaluating the decisions and outcomes of
H. pylori management by European gastroenterologists. All infected adult
cases treated with HDDT were registered at AEG-REDCap e-CRF up to June
2021. Patients receiving HDDT (amoxicillin 1,000 mg three times a day plus
a PPI), with or without bismuth, in any treatment line and for at least 10
days, were selected for inclusion.

Results: Sixty patients received HDDT (98% compliance), 19 of them as
first-line and 41 as rescue treatment (2"-6" line). Overall HDDT effec-
tiveness was 52% (per-protocol) and 51% (modified intention-to-treat,
mITT). First-line and rescue treatment lines were similarly effective. Cure
rates were lower when patients had previously received metronidazole
(MITT 32% vs. 70%, p<0.05), tetracycline (mITT 26% vs. 69%, p<0.05) or
rifabutin (mITT 25% vs. 65%, p<0.005). Adding bismuth to HDDT in rescue
treatment did not yield better results. Adverse event incidence was 30%,
diarrhoea being the most common (20% of patients); no serious adverse
events were reported.

HDDT ITT N (%) P PPN (%) p  mITToN(%)  p
Overal 28/32 (46.7%) 28/54 (51.9%) 28/55 (50.9%)

1st line 1119 (57.9%) 0235 1117 (64.7%) 0200 1147 (64.7%) 0.171
260line  17/41 (41.5%) 17/37 (45.9%) 17/38 (44.7%)

2nd line 24(50%) 0187  2/3(66.7%) 0102  2/3(66.7%)  0.110
3rd line 25 (40%) 214 (50%) 214 (50%)

4thline 112 (50%) 1/2 (50%) 1/2 (50%)

5th line 12123 (52.2%) 12121 (57.1%) 12122 (54.5%)

6th line 017 (0%) 017 (0%) 017 (0%)

Conclusion: Although safe and with proven good compliance, HDDT does
not represent an effective option in European first-line or rescueH. pylori
treatment, even when bismuth is added.

Disclosure: Dr. Gisbert has served as a speaker, consultant, and advisory
member for or has received research funding from Mayoly, Allergan, Dia-
sorin, Gebro Pharma, and Richen. Dr. Nyssen has received research fund-
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Introduction: The prevalence of H. pylori infection in the elderly popula-
tion still remains quite high and this group is usually characterized by mul-
timorbidity, polypharmacy and age-related physiological changes. There-
fore, there might be some peculiarities in the diagnostics and treatment of
H. pyloriin such population.

Aims & Methods: Aims:To compare the diagnostics and treatments ofH.
pyloriinfection in the elderly and non-elderly populations.

Methods: The “European Registry on H. pylori Management” (Hp-EuReg)
is an international European multicenter prospective non-interventional
registry recording information of H. pylori infection management. Data
from the year 2013 to 2022 were analysed.

The subjects were divided into non-elderly (18-59 years) and elderly (=60
years) groups. Basic demographic information, previous eradication at-
tempts, diagnostic methods, prescribed treatment and its outcome, and
adverse events were analysed.

Results: The detailed statistical results are presented in Table 1. 14,467
elderly (29%) and 34,994 non-elderly (71%) patients were included in the
Hp-EuReg. Differences of the main indications for H. pylori testing (func-
tional dyspepsia and peptic ulcer disease) and the main symptoms before
the treatment (dyspepsia and heartburn) were reported between both age
groups.

Compared to non-elderly group, more patients in the elderly group were
taking concurrent medications (27% vs. 55%, p<0.05) and more patients
had drug allergies (4% vs. 6%, p<0.05). There were significant differences
in most of the mainH. pylori diagnostic tests prescribed before treatment
between both age groups, the main being histological examination (47%
vs. 38%, p<0.05), rapid urease test (RUT) (both groups 38%) and urea
breath test (UBT) (25% vs. 31%, p<0.05). The main diagnostic tests post-
treatment in both groups were UBT (66% and 62%, p<0.05), stool antigen
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test (14% and 15%, p<0.05) and histological examination (5% and 4%,
p<0.05). In both groups, 81% of the cases were treatment-naive. For the
first-line treatment, quadruple therapies were prescribed in 45% of the
elderly and 46% of the non-elderly cases; and triple therapies in 42% and
45%, respectively (p<0.05).

For the second-line treatment, quadruple therapies were prescribed in
52% of the elderly and 51% of the non-elderly cases; and triple therapies
in 43% and 45%, respectively (p<0.05). The duration of first-line treatment
in the elderly and non-elderly was: 7 days in 14% and 12%, 10 days in 50%
and 49%, and 14 days in 36% and 40% (p<0.05 in all groups).

Elderly Non-elderly

(260 years)  (18-59 years) p-value
Gender, N (%)
- Total 14,467 (29%) 34,994 (71%)  <0.05
- Male 5,365 (37%) 14,244 (41%)  <0.05
- Female 9,093 (63%) 20,730 (59%)  <0.05
Average age * standard deviation 68.146.3 42.8+10.7 >0.05

Main treatment indications, N (%)
- Functional dyspepsia
- Peptic ulcer disease

5111 (36%) 13,248 (38%)  <0.05
2893 (20%) 5094 (15%)  <0.05

Main symptoms, N (%)
- Dyspepsia
- Heartburn

10,571 (73%) 27,070 (77%)  <0.05
3831(26.3%) 9,183 (265%)  >0.05

Concurrent medications, N (%) 7,364 (55%) 8,834 (27%) <0.05

Drug allergies, N (%) 796 (6%) 1,306 (4%) <0.05

Main diagnostic methodspre-treatment, N (%)

- Histology 6,840 (47%) 13,191(38%)  <0.05
- Rapid urease test 5,463 (38%) 13,138 (38%)  >0.05
- Urea breath test 3,550 (25%) 10,702 (31%)  <0.05

Main diagnostic testspost-treatment, N (%)

- Urea breath test 9,544 (66%) 21,755 (62%)  <0.05
- Stool antigen test 1,968 (13.6%) 5,401 (15.4%)  <0.05
- Histology 715 (5%) 1,529 (4%) <0.05

Treatment compliance, N (%) 12,938 (97%) 31,270 (97%)  >0.05

PPI potency in first-line treatment, N (%)

Low 5275 (46%) 12,312 (45%)  >0.05
Standard 2,726 (24%) 6,831 (25%) >0.05
High 3,516 (31%) 8,539 (31%) >0.05
PPI potency in second-line treatment, N (%)
Low 750 (40%) 1,691 (36%) <0.05
Standard 423 (23%) 1,059 (23%) >0.05
High 705 (38%) 1,983 (42%) <0.05
First-line treatment duration, N (%)
-7 days 1,583 (14%) 3,170 (12%) <0.05
- 10 days 5,700 (50%) 13,351 (49%)  <0.05
- 14 days 4,185 (37%) 11,019 (40%)  <0.05
Second-line treatment duration, N (%)
-7 days 75 (4%) 197 (4%) >0.05
- 10 days 1,023 (56%) 2,618 (56%) >0.05
- 14 days 744 (40%) 1,881 (40%) >0.05

Adverse events (AEs)
- Overall, N (%) 3,062 (23%) 8,144 (25%) <0.05
- Treatment cessation due to AEs, % 1.5% 1.2% >0.05

Table 1. The main differences in the demographics, diagnostics and
treatment of H.pylori between the elderly and non-elderly populations

The overall duration of second-line treatment was 7 days in 4%, 10 days
in 56% and 14 days in 40% of the cases in both groups. No significant dif-
ferences in the prescribed PPl doses between the elderly and non-elderly
were found in the first-line treatment, the most frequent being low-dose
(46% vs. 45%, p>0.05), high-dose (both groups 31%, p>0.05) and standard-
dose (24% vs. 25%, p>0.05). In the second-line, low PPl doses were more
frequently prescribed in the elderly (40% vs. 36%, p<0.05), while high PPI
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doses were more frequently prescribed in the non-elderly (38% vs. 42%,
p<0.05). There were no differences in the frequency of standard doses of
PPI (both groups 23%).

No differences were found in terms of the treatment compliance in both
groups. Statistically significantly less adverse events (AEs) were reported
in the elderly group compared to non-elderly (22.8% vs. 25.1%, p<0.05);
however, there were no differences in the rate of treatment withdrawal
due to AEs (1.5% vs. 1.2%, p>0.05). The AEs were usually mild to moderate
in intensity and lasted up to 14 days.

Conclusion: The diagnostics and treatment ofH. pylori infection does not
generally differ between the elderly and non-elderly groups. The main
differences were reported in the concurrent medications, drug allergies,
adverse events and the type of prescribed regimen (triple vs. quadruple)
both in first- and second-line treatment. However, treatment compliance
was similar between groups and the treatment was generally well-toler-
ated.

Disclosure: Nothing to disclose.
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Introduction: Failure of eradication therapy based on macrolides, quino-
lones or metronidazole is associated with increased H. pylori antibiotic
resistance; and so, prescribing the same antibiotic as in previous eradica-
tion treatment should be avoided. In addition, quinolones are not recom-
mended in first-line therapy given the higher incidence of adverse events
reported.

Aims & Methods: Objectives: To describe the frequency of use of quino-
lones in first-line therapy and the frequency of use of clarithromycin, levo-
floxacin or metronidazole in second-line, after failure of a first-line therapy
based on these same antibiotics.

International, multicenter, prospective, non-interventional registry of
the clinical practice of European gastroenterologists. All infected adult
patients were systematically registered at AEG-REDCap e-CRF from 2013
to December 2021.Variables included: Patient’s demographics, previous
eradication attempts, prescribed treatment, adverse events, and out-
comes. A modified intention-to-treat (mITT) analysis was performed. Data
were quality reviewed.

Results: In total, 45,778 patients from 29 countries were included in analy-
sis, being the most frequent: Spain (40%), Russia (16%), Italy (10%), Slo-
venia (8.1%), and Lithuania (4.8%). First-line therapy was prescribed in
36,699 (80%) cases, second-line in 6,435 (14%), and third- to sixth-line in
2,644 (5.7%). Among those first-line therapies, 952 (2.6%) included levo-
floxacin, with a decrease in the consumption over the years (from 15% in
2013 to 5.9% in 2021) and differing between countries (Italy 3.4%, Lithu-
ania 2.3%, Russia 2.0%, Slovenia 0.5%, Spain 1.9%; p<0.001). In second
line, 2,878 cases used levofloxacin, 1,295 clarithromycin and 1,086 metro-
nidazole. After a first-line eradication failure, clarithromycin was repeated
in second-line therapy in 788 patients (16%), metronidazole in 312 (18%)
and levofloxacin in 43 (28%) cases. A detailed analysis by country is pre-
sented in Table 1.

Total n lItaly n Lithuania Russia Slovenia Spain Other p

Antibiotic %) (%) n(%) n(%)  n(%) n(%) n%) value

788 83 27 272 19 263 124

Clarithromycin o0, (138) (107)  468)  (56) (103) (21.1) <0001
Amoxicl 3403 410 243 435 191 1695 oot
moxicilin  707) (644) (972 (692 (923 (682 (71.1) O
vetronigaroe S22 1 21 1 198 oot
etronidazole 176y (28) (45 (800 (76 (172 (@88
. 53 0 15 19 43
Levofloxacin — oe 4y (11.1)  (0.0)  (714) T (229) (281) <0001

Table 1. Antibiotic prescriptions in second-line therapy, after first-line
failure with the same antibiotic, by country.

Conclusion: The erroneous administration of quinolones in first-line ther-
apy has decreased in recent years in Europe.After a first line-therapy fail-
ure with either clarithromycin, levofloxacin or metronidazole, the same
antibioticis frequently (and incorrectly) prescribed in second-line therapy.
Disclosure: Nothing to disclose.
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Introduction: Management of Helicobacter pylori infection (H. pylori) re-
quires co-treatment with proton pump inhibitors (PPIs) and the use of an-
tibiotics to achieve successful eradication

Aims & Methods: To evaluate the role of PPIs in the eradication of H. py-
lori, based on the “European Registry onHelicobacter pylori Management”
(Hp-EuReg).

The Hp-EuReg is a multicentre, prospective, non-interventional, registry
assessing decisions and outcomes of H. pylori management by European
gastroenterologists in routine clinical practice. Countries recruiting more
than 1,000 patients were included. Effectiveness was assessed by modi-
fied intention-to-treat (mITT). Data were quality reviewed.

Results:
Eradication rate n/N (%) Low Standard High p-value
miTT Dose Dose Dose
. 1277/1634  1088/1261 417/466
Triple PPI+CM/ A (782) (86.3) (89.5) 0.0001
Quadruple 981/1112 48/51 603/647 0.002
sequential PPI+C+AT/M  (88.2) (94.1) (93.2) :
10 days Quadruple 126211437 507/580  440/476
N: 12214 Concomitant (87.8) (87.4) (92.4) 0.013
i PPI+C+A+T/M ' ' ’
(55.3%)
Quadruple with bismuth ~ 200/233 213/235 93/101 0437
PPI+C+A+B (85.8) (90.6) (93.0) :
Pylera®/ Quadruple with 455,1603  gesi917 130011374
bismuth ©1.1) (943) (94.8) 0.0001
PPI+B+M+Tc ' ' '
. 426/528 758/850  1273/1391
Triple PPI+C+M/ A (80.7) (89.2) (915) 0.0001
Quadruple 597702 385/429  1573/1685
Concomitant 0.0001
14 days PPLCATIM (85.0) (89.7) (93.4)
N: 7782 —
(35.2%) Quadruple with bismuth ~ 165/180 797/859 969/1067 0.299
PPI+C+A+B (91.6) (92.8) (90.8) '
Pylera®/ Quadruple with 18120 55/59 112
bismuth (90.0) 932) ©16) 0.893
PPI+B+M+Tc ' ’ '

A: amoxicillin; B: bismuth; C: clarithromycin; M: metronidazole; Tc: tetracycline; T: tinidazole;
mITT: modified intention to treat; PPI: proton pump inhibitor; N= Total treated; n=Success; *Low
dose PPI - 4.5 to 27 mg omeprazole equivalent; standard dose PPI - 32 to 40 mg omeprazole
equivalent; high dose PP!I - 54 to 128 mg omeprazole equivalent, b.i.d

Table 1.
Overall, 22,078 patients from 5 countries were analysed. Optimal (»90%)

first-line mITT effectiveness was achieved with the following treatments:
14-day clarithromycin-amoxicillin-bismuth quadruple therapy, and 14-
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day metronidazole-tetracycline-bismuth quadruple therapy, both inde-
pendently of the PPI dose prescribed; in all 10- or 14-day therapies with
high-dose PPIs (except with standard 10-day triple therapy); in 10-day se-
quential and 10-day quadruple clarithromycin-amoxicillin-bismuth, and
10-day quadruple metronidazole-tetracycline-bismuth with standard-
dose PPIs. None of the 7-day therapies achieved optimal cure rates re-
gardless of the PPl dose used. The PPl dose was significantly associated
with the effectiveness of: 10- or 14-day standard triple and quadruple con-
comitant therapies, and 10-day quadruple sequential and metronidazole-
tetracycline-bismuth therapies. Table 1 details the mITT effectiveness by
duration and PPI dose used.

Conclusion: In first-lineH. pylori treatment, 290% effectiveness is obtained
with standard-dose PPIs in 10-day sequential and 10- or 14-day bismuth
quadruple therapies and with high-dose PPIs in all 10- or 14-day therapies
except with standard 10-day triple therapy.

Disclosure: Nothing to disclose.
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