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Perche e importante
I'Helicobacter?
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In Europa ci sono 743 milioni di
| abitanti
297.000 sono H pylori+
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In Italia 24 milioni persone
sono H pylori+
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The cancerwars 3

Cancer survival: global surveillance will stimulate health
policy and improve equity

Michel P Coleman

Lancet 2014;383:564-73
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2010: about 8 million people died
from cancer, 38% increase since 1990.

e by 2030 20 million people will be diagnosed
with cancer every year with more than 13
million death.

Lancet 2014; 383:564-73
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Chronic Gastritis

Active Inflammation

Helicobacter
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Atrophic Gastritis

Dysplasia
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L'Hp pu0 essere responsabile
di patologie anche molto gravi
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H pylori & Gastric Cancer

c d H. pylori
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Napoleone Bonaparte nacque nel 1769 e
mori il 5 maggio 1821 dopo 6 anni di esilio

Fase 1-3: ottobre 1817-gennaio 1819
Dolore, nausea, mal di testa, alvo alterno,
febbre, ittero, urine marsalate (post-mortem
“sludge biliare”)

Fase 4: ottobre 1820-febbraio 1821
Sarcofobia, disfagia, calo ponderale,
(“per me, ogni azione € come se
affrontassi le prove di Ercole...”

Fase 5: marzo -maggio 1821

Dolore, febbre, sudorazione (“era
costretto a cambiare abito molte volte
durante la notte”), ematemesi, melena

Egli ha avuto una infezione da H pylori con conseguente ulcera
pre-pilorica ed evoluzione a cancro gastrico

Dino Vaira

Lugli A & Genta RM. Nat Cli Pract Gastr. Hepatol; gennaio 2007
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RUOLO DEL GASTROENTEROLOGO
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4 | Come trattare

Effects of Helicobacter pylori Eradication on Early Stage Gastric
Mucosa-Associated Lymphoid Tissue Lymphoma

ANGELO ZULLO,* CESARE HASSAN,* FRANCESCA CRISTOFARI,* ALESSANDRO ANDRIANI,*
VINCENZO DE FRANCESCO,® ENZO IERARDI,® SILVERIO TOMAO," MANFRED STOLTE, SERGIO MORINI,*
DINO VAIRA*

CLINICAL GASTROENTEROLOGY AND HEPATOLOGY 2010;8:105-110

32 trials
1.408 pz

Gastrite follicolare

Stadio Il1
55.6%

Stadio |
78.5%

Linfoma MALT
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Effects of Helicobacter pylori Eradication on Early Stage Gastric
Mucosa-Associated Lymphoid Tissue Lymphoma

ANGELO ZULLO,” CESARE HASSAN,” FRANCESCA CRISTOFARI," ALESSANDRO ANDRIANI?
VINCENZO DE FRANGESCO,® ENZO IERARDI,® SILVERIO TOMAQ,! MANFRED STOLTE,™ SERGIO MORINI® and

DINO VAIRA®

H. pylori eradication:

1,408/1,436

(98%)

N

Lymphoma remission:

1,091/1,408 Stage II::
(77.5%) 30/54

(95% CI: 75.3-79.7 )
(55.6%)

\\~

Stage I:
1061/1,354

(78.4%)

Dino Vaira Clin Gastro Hepatol 2010: 8:105-10.
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RESULTS 2

Table 2. Lymphoma Remission Rate After H pylori
Eradication in Different Areas

Country
Asian, n (%) Western, n (%) P value
Stage | 401/478 (83.9) 660,876 (75.3) .0005
Stage Il 22 /25 (88.0) 8/29 (27.5) .0001
Total 423/503 (84.1) 668,905 (73.8) .0001
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Eco-endoscopia
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Gastric low-grade, B-cell MALT-lymphoma diagnosis

Search for H. pylori infection

~90% H. pylori positive ~10%H. pylori negative

Eradication therapy recommended in all patients

~75% remission ~15% remission

~25% oncologic therapy ~85% oncologic therapy

Dino Vaira 1088-2021
ALMA MATER STUDIORUM ~ UNIVERSITA DI BOLOGNA

IL PRESENTE MATERIALE E RISERVATO AL PERSONALE DELL'UNIVERSITA DI BOLOGNA E NON PUO ESSERE UTILIZZATO Al TERMINI DI LEGGE DA ALTRE PERSONE O PER FINI NON ISTITUZIONALI



Terapia “5+5”

Esomeprazolo 40 mg bid
Amossicilina 1g bid 5 giorni

Sequito da

Esomeprazolo 40 mg bid
Claritromicina 500 mg bid 5 giorni
Tinidazolo 500 mg bid

Dino Vaira Vaira et al Annals of Internal Medicine 2007:146:556-63]  ;0ss.2021
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Annals of Intemal Medicine \ ARTICLE

Sequential Therapy versus Standard Triple-Drug Therapy for
| Helicobacter pylori Eradication

A Randomized Trial

Dino Vaira, MD; Angelo Zullo, MD; Nimish Vakil, MD; Luigi Gatta, MD; Chiara Ricci, MD; Federico Perna, PhD; Cesare Hassan, MD;
Veronica Bernabucci, MD; Andrea Tampieri, MD; and Sergio Morini, MD

Tuble 2. Helicobacter pylori Eradication Rates with Sequential and Standard Therapy

Variable Sequential Therapy Standard Therapy Difference (95% Cl), % P Value
Patients, n  Eradication Rate, %  Patients, n  Eradication Rate, %

Standard intention-to-treat analysis 150 150 @ 12 (3-20) 0.0134

Modified intention-to-treat analysis* 146 91 149 3 13 (5-21) 0.0022

Per-protocol analysis 143 @ 146 @ 14 (6-21) 0.0010

* All patients who took at least 1 dose of medication are included.

Dino Vaira Ann Intern Med 2007; 146: 556-563| 10882021
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Double-blind placebo-controlled trial
sequential vs American first-line
treatment

% ER

N=246 Sequential American * p< 0.0001
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De Francesco V. Ann Int Med 2006;144;94-100.
Dino Vaira Murakami K. J Antimicrob Agents 2002;19:67-70.
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BM.J 2013;347:f4587 doi: 10.1136/bm|.f4587 (Published 7 August 2013) Page 1 of 14

[
RESEARCH

Global eradication rates for Helicobacter pyloriinfection:
systematic review and meta-analysis of sequential
therapy

o= OPEN ACCESS

Luigi Gatta physician and gastroenterologist' *, Nimish Vakil clinical professor of medicine’, Dino
Vaira professor of internal medicine”, Carmelo Scarpignato professor of pharmacology and
therapeutics; associate professor of gastroenterology®

'Gastroenterology and Endoscopy Unit, Versilia Hospital, Lido di Camaiore, Italy; *Department of Clinical and Experimental Medicine, University of

Parma, Parma, ltaly; *Depariment of Medicine, University of Wisconsin School of Medicine and Public Health, Madison, WI, USA; “Department of
Medical and Surgical Sciences, University of Bologna, taly
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(meta-analisi)

7-day TT { 71.4% (69.3 to 73.3)
10-day TT + 75.4% (72.4 to 78.2)
14-day TT + 80.8% (78.3 to 83.2)

69 74 79 84
proportion (95% confidence interval)
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Author Relative risk Weight Relative risk
(95%CI) (%) (95% CI)

Zulle et al 2003 - 12,00 1.25(1.181t0 1.32)
Focareta et al 2003 —I— 948 1.18(1.09ta 1.27)
De Francesco et al 2004 -—I— 5.5 133 (1.18to 1.50)
Zullo et al 2005 —— 6.09 1.18(1.051ta 1.32)
Scaccianoce ef al 20046 —-I— G.45  1.25(1.08 to 1.44)
Ma et al 2008 —E—i— 2,43 128 (1.04 to 1.58)
Choi et al 2008 ————— 3.10 1.09(0.91 to 1.30)
Wu et al 2008 ——I—:— 2. 71 1.04 (0.86 to 1.27)
Zhao et al 2009 —:‘I— 2.42 1.25(1.01 to 1.54)
Hu et al 2009 —F— 3.07  1.2201.02to 1.47)
Park et al 2009 = 1.21  1.12 (0.82 1o 1.53)
Paoluzi et al 2010 — - 3.43  1.32(1.12t0 1.57)
Song et al 2010 —:—l— .04 128 (1.07 to 1.53)
Gaoetal 2011 —— 4,78  1.09(0.95ta 1.25)
Gatta et al 2001 = 601 1.26(1.1210 1.42)
Franceschi et al 2012 —— 2,35  1.33(1.07 to 1.64)
Qh et al 2012 —'—I-—- 3.75  1.26(1.07 to 1.48)
Park et al 2012 —il— .41 1.25 (1.08 ta 1.45)
Choi et al 2012 ——I—'— 3.89 1.07 (0.92 to 1.26)
Singh et al 2012 — = 2.96 0.86(0.72 to 1.04)
Labbabi et al 2012 ~—1I-— 8.05 1.27(1.16to 1.40)
Seddik et al 2013 —'-I— .62 126 (1.09 to 1.45)

Overall: P=0.008, ['=29.3% — 100,00 1.21 (1.17 to 1.25)

Estimated prediction interval 1.10101.33)

a7 1 24
7 day triple therapy Sequential therapy

Fig 2 Forest plot of sequential therapy versus seven day triple therapy

_ _ Gatta, Vakil, Vaira & Scarpignato BMJ 2013 S
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WILEY AR Alimentary Pharmacology & Therapeutics

Impact of primary antibiotic resistance on the effectiveness of
sequential therapy for Helicobacter pylori infection: lessons
from a 5-year study on a large number of strains

L. Gatta2(® | C. Scarpignato®® | G. Fiorini® | J. Belsey* | I. M. Saracino® |
C. Ricci® | D. Vaira®
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: '3 Rlsultatl

1325 pazienti
arruolati

1185 pazienti
con
infezione
da Hp

!

1120 pz 65 pazienti

in tp persi al
sequenziale follow up
Eradicazione:

91,1% (ITT)

93,7% (PP)

Dino Vaira Gatta et al. Aliment Pharmacol Ther. 2018 May;47(9):1261-1269 1088-2021
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Eradicazione con terapia sequenziale
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. . Gatta et al. Aliment Pharmacol Ther. 2018 May;47(9):1261-1269
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Cla-S Metro-S Levo-S 395 43,11 43,11 97,72

Cla-R Metro-R LevoR 99 10,81 53,93 90,91
Cla-R Metro-S Levo-S 88 9,61 63,54 _
Cla-R Metro-R Levo-S 79 8,62 72,16 84,81
Cla-S Metro-R Levo-S 78 8,52 80,68 97,44
Cla-S Metro-S Levo-R 55 6,00 86,68 94,55
Cla-S Metro-R Levo-R 45 4,91 91,59 100
Cla-R Metro-S Levo-R 30 3,28 94,87 93,33
Cla-I Metro-S Levo-S 28 3,06 97,93 96,43
Cla-I Metro-R Levo-S 13 1,42 99,35 100
Cla-I Metro-S Levo-R 3 0,33 99,68 100
Cla-I Metro-R Levo-R 3 0,33 100 100

. . Gatta et al. Aliment Pharmacol Ther. 2018 May;47(9):1261-1269
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Trends in Primary Antibiotic Resistance in H. pylori
Strains Isolated in Italy between 2009 and 2019

1 1
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: . . I
Aim: evaluate, in Italian
naive patients, H. pylori
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ANTIBIOTIC RESISTANCE RATES
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Mz: metronidazole.

Levo: levofloxacin.
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Conclusions: this data highlights an increase in primary H. pylori antibiotic
resistance and strongly suggests the importance of drug susceptibility testing
also in naive patients. |
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Antibiotic Resistance and Therapy Outcome in
H. pylori Eradication Failure Patients

Saracino LM. 11, Pavoni M. ¥2%0), Zullo A. 3, Fiorini G. !, Saccomanno L. !, Lazzarotto T. ¢,
Cavallo R.?, Antonelli G. 2 and Vaira D. 1*
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EFFECTIVENESS OF EMPIRICAL FIRST-LINE H.
PYLORI ERADICATION THERAPY IN ITALY: RESULTS
FROM THE EUROPEAN REGISTRY ON H. PYLORI
MANAGEMENT (HP-EUREG)

Luigi Gatta ! Giulia Fiorini 2, llaria Maria Saracino 2, Matteo Pavoni 2, Marco
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Alfredo Di Leo 6, Giuseppe Losurdo 8, Francesco Franceschi 7, Gerardo
Nardone 8, Alba Rocco 8, Maria Pina Dore ?, Fabio Farinati 1°, Matteo Ghisa
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e NDC 58914-601-20

120 Capsules in 10 blister cards
Each card contains 4 blisters. 5
Each blister contains 3 capsules.

PYLERA
lbismuth subcitrate potassium 140 mg,
metronidazole 125 mg tetracycline HC 125mg)

10 Day Therapy PAK

Rx only
Combination therapy indicated for the eradication of Helicobacter pylori

One blister card = 1 day of therapy
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. Original article

Pylera and sequential therapy for first-line
Helicobacter pylori eradication: a culture-based
study in real clinical practice

Giulia Fiorin, Angelo Zullo®, llaria M. Saracino®, Luigi Gatta®, Matteo Pavon® and Dino Vaira®

European Journal of Gastroenterology & Hepatology: June 2018 - Volume 30 - Issue 6 - p 621-625
doi: 10.1097/ MEG.0000000000001102
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Schema Pylera per 10 giorni

Dopo colazione:

¢ Peptazol cpr 40 mg -/ 1cpr

o Pyleracpr ‘/ 3epr
Dopo pranzo:

o Pylera cpr —/ 3epr
Dopo cena:

o Peptazol cpr 40 mg -/ 1cpr

o Pylera cpr - 3epr
Prima di coricarsi:

o Pylera cpr — 3 cpr
Dall’inizio della terania e per 60 giorni:
LONTroll0 POST IErap1a M Gatd.....ovvvivvininiinnines b T, = ——
Con impegnativa per “Ricerca HP”.

PRESENTARSI A DIGIUNO
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Overall Eradication Rate
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Therapies: duration, tablets

Therapy Duration Number of

regimen W EVE tablets
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Dio creo il medico...

ed il diavolo,

invidioso,

creo il collega...
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