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Dispepsia

e | a prevalenza di dispepsia in comunita e del
26-41%.

e || 20-25 % del dispeptici ricorre a cure
mediche.

e || 2-5 9% ricorre a strutture di Pronto
Soccorso.

(Fisher N Engl J Med 1998)



Overall Prevalence of dyspepsia in Canada
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Prevalence of dyspepsia
Canadian Medical Association

e An estimated 7 % of average Canadian
family physician’s practice is devoted to
the management of dyspepsia and 23
% of these patients are presenting for
the first time.

e Significantly diminuishes the quality of
ife of those affected



Dyspepsia - Quality of Life

The impact of illness in patients with moderate to severe BMC Comroamaroingr 2005, 5:23 - il 0.1 186/1471-230%-5-23
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Abstract

Background: Gastro-ssophageal reflue dissase (GERD) is a commaon diseass. |t impairs health related
quakty of life (HROL). However, the impact on uility scores and work productivity in patisnts with
moderats 1o severe GERD is notwel known

Methads: We analyzed data from 217 patients with moderats to severs GERD (mean age 50, 50 [37)

across |7 Canadian centers. Patients compleced three utlity instrurments — the standard gamble (3G), the
feeling thermometer (FT), and the Health Lldlicies Inde 3 (HLY 3) - and seseral HROL instruments,

including Gruabity of Lif in Refur and Crspepsia {QERLRAD) and the Medical Gutcomes Short Form.36
(SF-361 All patients received a proton purp inhibitor, ssomeprazole 40 mg daily, for four to s wesks,

Resules: The mean scores on a scale from O (dead) to | {full health) obtaired for the FT, 3G, and HUI 3
were 067 (95% CI, 064 to 0705, 0.78 (95% 1, 0.75 to 0.80), and 0.0 (%5% CI, 0.77 to 082) respectiely.

The mean scores on the SF-38 were lower than the previcusly reported Canadian and LS general
population mean scores and work productiity was impairsd.

Conclusion: GERD has significant impact on utiliey scores, HROL, and wark productiity in patients with
modsrate oo severs dissase. Furthermore, the FT and HU| 3 provide mors valid measurements of HRQL
in GERD than the 3G After treatment with ssomeprazole, patients showed mproved HROL



Functional Dyspepsia

DEFINITION

e “Chronic or recurrent upper abdominal pain
or discomfiort for a period of at least one
month, with symptoms present more than 25
% of the time, and an absence of clinical,
biochemical, endoscopic and
ultrasonographic, evidence of organic disease
that would account for the symptoms”,

Talley et al. Consensus conference 1991



Dispepsia

e Dyspepsia (oyo bad zezo: digestion) is used to refer to
upper abdominal pain or disconfort but may also encompass
symptoms of early satiety, post prandial abdominal bloating

or distention, nausea, and vomiting.
Camilleri 1996

e An organic cause is found in < 40 % of patients with
dyspeptic symptoms.



Dyspepsia

Functional Non GI causes
Dyspepsia of symptoms
40 % 10 %
v

Structural Dyspepsia
50 %



Symptoms of Functional Dyspepsia

Ulcer-like Dominant <=» Dysmotility-like Dominant




Hypothesis of pathogenesis Functional
Dyspepsia

e Altered enteric visceral perception
(hyperalgesia)

e Altered enteric motor function
e Altered CNS function

e Hellcobacter pylori



Dyspepsia

Clinical evaluation
|
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Referral for early upper endoscopy
Is always indicated in older
patients presenting with

new on-set dyspepsia.

Figure 1. Management algorithm for patients presenting with dyspepsia who have not been previously investigated. GERD, gastroesophageal
reflux disease; IBS, irritable bowel syndrome; Hp, H. pyiori. The words fails and failure refer to symptomatic failure. Alarm features include
unexplained weight loss, recurrent vomiting, dysphagia, evidence of anemia or gastreintestinal bleeding, or an abdominal mass or

lymphadenopathy.



Functional Dyspepsia -
who to investigate ?

e Over 45 years of age, with new onset of
symptoms

e Failed therapy
e Cancer fear

e Symptoms that are severe as perceived
by patient or physician



Management of Functional
Dyspepsia

Functional Dyspepsia

;

General treatment and specific
management
based on dominant symptom
complex )

Ulcer-like Dysmotility-like

N\ '

Follow-up within 3 to 6
weeks




Lifestyle modification for patients
with Functional Dyspepsia

e Small frequent meals

e Stop smoking

e Reduce alcohol

e Reduce caffeine

e Avoid Irritating foodstuffs
 Maintain an ideal weight
e Review medications




Management of ulcer-like Functional
Dyspepsia

Ulcer-like Symptoms Dominant

v
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Acid suppression therapy for ulcer-like
Functional Dyspepsia

» H,-receptor antagonist for 4 weeks
OR
e Proton pump inhibitor for 2 weeks



Management of ulcer-like Functional Dyspepsia

Dysmotility-like Symptoms Dominant
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Rationale for the use use of prokinetic agents in
dysmotility-like Functional Dyspepsia

e Accelerate gastric emptying
e |Increase antral contractions

e Decrease duration of proximal
gastric distention

e Antinausea



Placebo-controlled trials in functional
dyspepsia

PROKINETICS

e Have been effective than placebo in 16 of 21 studies
(metoclopramide has been effective than placebo in 2 of 2
studies; cisapride in 7 of 12, domperidone in 7 of 7)

GASTRIC ACID-SUPPRESSING AGENTS

e In 14 of 24 studies, higher doses of acid suppressing
agents had a positive effect on symptoms, with
Improvement reported in 35 to 80 % of patients the acid
suppressing agents, as compared with 30 to 60 % of those
receiving placebo.



Placebo-controlled trials in functional
dyspepsia

e OMEPRAZOLO

e In 3 studies only 50 % of the patients treated with omeprazole had a
response, as compared with 25 % of those receiving placebo

e H2-BLOCKERS
e Only 4 of 12 trials showed benefit vs. placebo
e Overall, 59% response rate for H, blockers, 48% for placebo

e H. PILORI

® (Controversial) Some evidence
- biological plausibility
- prevalence (45% to 70% in dyspeptics, 13% to 60% in controls)
- eradication studies



Malattia da Reflusso
GastrokEsofageo (GERD)




Malattia da Reflusso Gastro-esofageo
(GERD)

* The global prevalence of GERD is estimated from 5
tO 7% bUt VarieS W|de|y [Intern Fundation for functional gastrointest disord

www.aboutgerd.org]

e GERD Is common condition affecting up to one-
thll’d Of adUItS (Haags 2003)

e Reported GERD symptoms once a week or more
25% of adult population in Belgium (wouis 2002, Nearly

189% In Australia raiey 1908y 2090 1IN USA (Locke 1007y aNd 19%
In Canada (Frank 2000).

e In primary care setting in the US, as many as 20%
of older patients report acid reflux ol 2001)




Malattia da Reflusso Gastro-
esofageo (GERD)

Age distribution of confirmed cases of reflux esophagitis (n = 119) in Japanese
patients examined by upper gastrointestinal endoscopy (n = 2278)

Medscapea www.medscape.com

|

Patients with reflux esophagitis (%)

<39 4049 50-59 60-69 =70
Age (years)

Sourca: Int J Clin Pract @ 2005 Blackwall Publishing Lid.

Maekawa et al J Gastroenterol Hepatol 1998



Malattia da Reflusso Gastro-
esofageo (GERD)

 |n a large epidemiological study from the
US reported that age was an important risk
factor for the development of severe form of
GERD, in addition to male gender, white
ethnicity and hiatus hernia

El-Serag HB, Sonnenberg A Gut 1997



Malattia da Reflusso Gastro-
esofageo (GERD)

 The high prevalence of GERD In the elderly
may be explained at least in part by certain
pathophysiological changes in esophageal
function that occur with age, mainly a
modification of the esophageal motility and
of the epithelial barrier of the esophagus.

Pilotto et al 2004



Malattia da Reflusso Gastro-
esofageo (GERD)

Clinical features in the elderly

® Often, elderly patients with GERD do not present with
heartburn (most common symptom in younger patients) and
the majority (over 75%) do not initially experience acid
regurgitation. Raiha et al Age Ageing 1991
They reported symptoms such dysphagia, vomiting and
respiratory difficulties at presentation

The frequency of vomiting, anorexia, weight loss,
dysphagia and anoemia-melena all increase significantly
with age

Pilotto et al 2003 Age Ageing



Malattia da Reflusso Gastro-
esofageo (GERD)

® Because of this different symptom profile of GERD In
elderly, the disease, particularly in milder form, may remain
undiagnosed for a considerable period of time

Maekawa et al J Gastroenterol Hepatol 1998

e GERD and esophagites was more likely to be the cause of
bleeding in patients aged >80 years than in patients aged
60-69 years (21 vs 3%).

Zimmermann Scand J Gastroenterol1997



Malattia da Reflusso Gastro-
esofageo (GERD)

® [For younger, a therapeutic trial of an acid inhibitor may
be started as the first step and, if symptoms are relieved,
serves to support the clinical diagnosis

e Elderly patients require endoscopy as the initial diagnostic
test, irrespective of the severity or duration of their
symptoms

eEven elderly subjects without current typical symptoms but
with a past history of GERD should be examined
endoscopically.

Richter Am J Gastroenterol 2000



Malattia da Reflusso Gastro-
esofageo (GERD)

Treatment options

e lifestyle modification are rarely effective in relieving
symptoms.

e prokinetic drugs are only moderately effective and
require prolonged use (no RTC in elderly patients)

 While H2-antagonist are effective at relieving the milder
symptoms, particularly heartburn, they are less effective at
healing reflux esophagitis should it be present. The efficacy
of H2-antagonist in terms of acid inhibition is reported to
decline over time due to the development of tollerance to
their effects (Huang 2001).



Malattia da Reflusso Gastro-
esofageo (GERD)

Treatment options

e« Numerous studies have demostrated the superior efficacy
of PPIs

e Meta-analysis of 443 single — or double blind trials (7635
patients aged 18-89 ys with grade 2-4 esophagitis and
reflux trated for up to 12 weeks) showed that PPIs produce
higher healing rates (83.6 £11.4%) than H2 antagonist
(51.9 £17.1%), sucralfate (39.2 £22.4%) or placebo (28.2
+15.6%0).

e Moreover, relief of heartburn was faster and more
complete with the PPIs.

Chiba et al Gastroenterology 1997.



Malattia da Reflusso Gastro-
esofageo (GERD)

Treatment options in the elderly

eTwo main approaches to drug therapy for GERD: step-up and step-
down.

eIn the STEP-UP approach, therapy is initiaded with weak inhibition of
gastric acid (ie. An H2-antagonist or half-dosage PPIl) and progresses to
a higher degree of acid inhibition, until adequate symptom control is
obtained.

eThe STEP-DOWN approach involves starting with the most effective
regimen (full dosage of a PPI) and switching to lower doses of PPIfor
maintenance therapy once symptoms are under control.

The evidence shows superior efficacy of PPIs over H2-antagonist.
However no comparative studies have been carried out to evaluate
wich strategy (step-down vs step-up) is more cost-effective in elderly
patients.

Wilcox J Gerontol A Biol Sci Med Sci 2002



Malattia da Reflusso Gastro-
esofageo (GERD)

e Frequente nell’'anziano
e Manifestazione clinica atipica

e Poco diagnosticata nelle forme lievi
moderate

e Spesso peggiorata dalla iatrogenesi



Gastropatia da FANS




Gastropatia da Fans

| FANS sono la seconda classe di farmaci assunti dai soggetti anziani

Tobella 15
Farmact assuet da 3154 sogqettt anzionl (etd = 65 amei] affesnd
presso Vombolotorio dal MNG, Adettata do Prilchte of ol ?

Farmaci %

ACE-inibitori 380

FAMS 30,4

Diuretici 26,8

Ca ++ antagoristi 20,4

Ansiolitici 20,3

Antiaggreganti plastrinic 13,6

Antiulcerosi 131

Digitale 12 4

Antidiabetici {orali, insulina) 106

Bta-bloccanti 105

Hit roderivati ¥}

Ipalipemizzanti 7.5

Witamine Elettroliti 7.0

Vasodilataton periferic 6,4

Anticoagulanti 548

Antiaritriici 5.5

Procinetici 5.3

&nalgesici 5.1

Cortisonici 5.0 Pilotto A, Di Mario F Franceschi M, Dal Ba N an

Tesfillina 48 behalf of Geriatric-Gastroenterology Study

Antibiotic 4.7 Group of The Ttalian Gerontological and Geratric

Frostatici &7 Sucie_ty. Drug use and upper gasfcruintestinal

Betag-stimolanti Iy tract in the Elu;le_rly: an epidemiological survey of
. . general practitioners. Gastroenterology 2000:

Antidepressivi 45 118 (suppl): A1203.

Lassativi 3.7




Gastropatia da Fans

Modalita di assunzione

S0 455

44

Usooccaslongls = usoacuto | Usocronico

Figura 17
Modalitd i assunzione ae FANS da parte oo soggetti affaranti

presso (Ambulatoro del MMG. Uso cronico: assungione comtinga- Pllotto A, D1 Mario F, Franceschi M, Dal B2 N an

behalf of Geriatric-Gastroenterology Study

tiva por un periodo df tompo prolungeto per oltre wn mose; uso Group of The Italian Gerontological and Geriatric

Society. Drug use and upper gastrointestinal
acuee Ii'.'iﬁl.l'.l'Ell.'-'.ﬂ'i' I.'E'ml.ﬂf.l'ﬂ'f?b'ﬂ' Pﬂ'r i F'ﬁ'.l'll?-i'ﬂ dil [‘.'.'-.ﬂ?pl:l |_'|,'.-_I'|i:I||,'.-.l'£- tract in the elderly: an epidemiological survey of
50 bio wng settimang & wn sy W50 OOCASIoN i assinaiong sok- general practitioners. Gastroenterology 2000;

tuaria, por quakche giomo, comunque non oltre una sattimana. 118 (suppl): A1293.



Risk Factors for the Development of NSAID-Associated Gastroduodenal Ulcers
-

TABLE 1. RisK FACTORS FOR THE
DevELOPMENT OF NSAID-ASSOCIATED
GASTRODUODENAL ULCERS.*

Established risk factors

Advanced age (lincar increase in risk)

History of ulcer

Concomitant usc of corticosteroids

Higher doses of NSAIDs, including the use of more
than one NSAID

Concomitant administration of anticoagulants

Scrious systemic disorder

Possible risk factors

Concomitant infection with Helicobacter pylor
Cigarctte smoking
Consumption of alcohol

*Information on risk factors is from Singh and
Triadafilopoulus,'? Bjorkman '* Longstreth }? Greene
and Winickoff,"® Gabricl et al.,'? Griffin ¢t al.,? Lang-
man ct al.,® Garcia Rodrigucz and Jick,2 Hallas
ct al. 2 Silverstein ct al.,* Hochain ct al.,® Piper
et al.,2 Shorr et al..¥ and Barkin.28

Wolfe, M. M. et al. N Engl J Med 1999;340:1888-1899

The NEW ENGLAND

JOURNAL of MEDICINE




Gastropatia da Fans

Evento multifattoriale

Fattori di nschio di danno gastroduadenale da FANS. Adottata da Wol-
feetalf

Fattori di rischio

1. Eta avanzata (aumento del rischio lineare con l'avanzare del-
leta)

* [isabilita

*  Compromissione nelle ADL

*  Numero dei rcoven ospedalien

*  Malatte concomitanti

Elevato dosaggio del FANS

Impiego di pid FANS contemporane amente

Concomitante terapia con cortisonici

Concomitante terapia con anticoagulanti

Anamnes1 positiva per ulcera peptica, disturbt dispeptici,
impiego di farmac gastroenteralogici

7. Anamnesi positiva per precederti effetti collaterali da FANS
&. Concomitante presenza di altre severe malatte

e B g B B

Fatteri di rischio (possibili)

1. Fumo di sigaretta

2. MAssunzione di alcolici

3. Infezione da Helicobacter pylori




Estimated relative risks of major gastrointestinal complications with individual non-steroidal
anti-inflammatory drugs (calculated with non-use of non-steroidal anti-inflammatory drugs as

reference)
-
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Copyright ©1996 BMJ Publishing Group Ltd.



Commenti

e Sembrano differenti la selezione dei pazienti ed
anche 1 dosagqgi.

e L’ibuprofene, a differenza di altri fans, viene
Impiegato principalmente a dosi analgesiche
(inferiori a dosi inflammatorie); questo potrebbe
spiegare il basso rischio riportato negli studi che
non comprendono l'analisi dose-effetto.



Current Recommendations for the Treatment of NSAID-Related Dyspepsia and Mucosal Injury

TABLE 2. CURRENT RECOMMENDATIONS FOR THE TREATMENT OF NSAID-RELATED
DysPEPSIA AND MUCOSAL INJURY.

CumicaL SmuaTioN RecomMENDATION

Dyspepsia Empirical treatment with H,-receptor antagonist (e.g.,
400 mg of cimetidine, 150 mg of ranitidine or nizatidine,
or 20 mg of famotidine, all twice daily) or proton-pump
inhibitor (¢.g., 20 mg of omeprazole, 30 mg of lansopra-
zole, 20 mg of rabeprazole, or 40 mg of pantoprazole
daily before breakfast); individualize therapy

Helicobacter pylori infection Treatment to cradicate infection only in patients with a his-
tory of peptic ulcer

Active gastroduodenal

ulcer NSAID discontinued Treatment with an H,-receptor antagonist (c.g., 800 mg of
cimetidine, 150 mg of ranitidine or nizatidine, or 40 mg
of famotidine daily before bedtime) or a proton-pump in-
hibitor (as above)

NSAID continued Treatment with a proton-pump inhibitor (as above)

Prophylactic therapy Concomitant treatment with misoprostol (=200 pg three
times a day ), a proton-pump inhibitor ( as above), or a cy-
clooxygenase-2 - preferential or cyclooxygenase- 2 -sclec-

tive NSAID

Wolfe, M. M. et al. N Engl J Med 1999;340:1888-1899

CORRECTION: Gastrointestinal Toxicity of Nonsteroidal Antiinflammatory Drugs .
On page 1896, in Table 2, the recommendation for "Active gastroduodenal ulcer
NSAID discontinued” should have read, "Treatment with an H2-receptor
antagonist (e.g., 800 mg of cimetidine, 300 mg of ranitidine or nizatidine, or 40

mg of famotidine daily before bedtime),"” not " 250 mg of ranitidine or nizatidine," d .
as printed. ' JOURNAL of MEDICINE

The NEW ENGLAND




Helicobacter Pilori




Helicobacter Pilori

* The overall prevalence of HP infection is strongly
correlated with socioeconomic conditions.

e the prevalence is over 80 % Iin many developing
countries, as compared with 20 to 50 % in industrialized

countries. (Suerbaum 2002)

- The prevalence of HP infection is reaching levels of 40
- 60% Iin asymptomatic elderly subects (Asaka 1999,
Rothenbacher 1998) and over 70 % In elderly patients
with upper gastrointestinal disease (Green 1990, Pilotto
2000)



Clinical outcomes of infection H. Pilori

e The pattern and distribution of gastritis correlate strongly
with the risk of clinical sequelae, namely duodenal or gastric
ulcers, mucosal atrophy, gastric carcinoma or gastric
lymphoma.

e HP is responsible for the majority of duodenal (— 95%)
and gastric (— 80%) ulcers (Peterson 2000)

e The life time risk of peptic ulcer in a person infected is
approximately 15% (Valle 1996)

e There is very strong evidence that HP increases the risk of
gastric cancer. HP has been classified as a type | (definite)
carcinogen since 1994.

e HP significantly increases the risk of gastric MALT
lymphoma (72-98 % of patients with imphoma are infected
with HP).



Natural History of H. Pilori infection

High level of acid production
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H. Pilori — diagnhostic Test

Who should be tested for HP?

e Decision and cost-benefit analyses support non endoscopic
diagnostic testing of young, otherwise healthy patients with
symptoms of ulcerlike dyspepsia.

e Patient with history of ulcer disease (currently receiving
manteinance antisecretory therapy should also be tested.

e Patient with gastric imphoma
 In individuals receiving NSAIDs is controversal

eTest should be performed only if the result will affect
patient treatment.



H. Pilori — diagnostic Test

Who should be tested for HP?

Screening for Hp to prevent gastric cancer may also be cost-
effective (Parsonnet et al Lancet 1996). Although these data are
compelling, no controlled clinical trial have been performed and
no study has documented that eradication of Hp will decrease
the risk of developing gastric cancer. Therefore, routine
population-based screening for Hp cannot be recommended at
this time. On the other , it is rational clinical behavior to screen
Individuals who come to a physician with a fear or strong
family history of gastric adenocarcinoma.



H. Pilori — diagnhostic Test

How to diagnose HP?

® Invasive tests (biopsy through endoscope)
Rapid Urease Test (RUT)
Culture
Histology
Polymerase Chain Reaction (PCR)

® Non-Invasive tests
Urea Breath Tests (UBT)
Serological tests
13C bicarbonate assay
Salivary assay
Urine
Stool antigen tests



H. Pilori — diagnostic Test

Method Speciment Timetoresult Sensitivity Specificity
Quick Serology Serum 1 hour 95 85
Serology Serum 1 day 95 95
UBT CO, 15 min 05-98 95-98
RUT Mucosal biopsies 1 hour 90-95 98
Culture Mucosal biopsies 1-3 days 90-95 100
Histology Mucosal biopsies 1 day 98 98
Stool Stool 1-3 days 95 95




H. Pilori — diagnostic Test

Characteristics I(BF'QCS)_‘;'B)/ (lf(; (lf(; Serology Stool
Suitability for office + +++ +++ +++ ++
Diagnostic accuracy ++ +++ +++ ++ +++
Post treatment accuracy ++ +++ +++ + +++
Speed of test + ++ +++ +++ ++
Timeto result +++ + +++ + +
Invasiveness + +++ +++ ++ +++
Cost Low High Low Low Low




H. Pillori — Whom to Treat?

Peptic Ulcer Disease

e The controlled short term (1 or 2 months) studies
performed in elderly patients have demostred that the
treatment of Hp infection in patients with ulcer disease
healed ulcers in high percentages (over 95%), improved
symptomatology in over 85% of patient and significantly
reduced to histological activity of ulcer-associated chronic
gastritis.

e A l-year follow-up study performed in elderly patients with
ulcer showed that the eradication improved clinical
outcome, reducing ulcer ricurrences, symptomatology and
the istological signs of ulcer-associated chronic gastritis
activity.

e The cure of Hp infection in elderly patients with peptic ulcer
disease Is strongly recommended.



H. Pillori — Whom to Treat?

Gastric Limphoma

e A published case series reported a 60-70 % remission rate
In gastric mucosa - associated lymphoid tissue lymphoma
after Hp eradication (Neubauer 1998).; the remission
remained stable for more 1 year (Delchier 1998).

e Since remission of the disease subsequent to Hp therapy
seems to occur irrespective of the patient’s age (Pilotto
2000), eradication is also strongly recommended in
elderly patients.



. Pilori — Whom to Treat?

Gastric Carcinoma

EHPSG consensus strongly recommended Hp eradication
In patients with advanced form of gastritis, such as erosive
or hypertrophic gastritis, intestinal metaplasia and gastric
atrophy, and also after resection of early gastric cancer or
premalignant lesions.

EHPSG Consensus recommended the cure in Hp+
subjects with a family history of cancer, with gastric surgery
for peptic ulcer and in patient on long term antisecretory
treatment for reflux oesophagitis to avoid the progression of
Hp-induced atrophic gastritis.

No studies have been performed in older group to evaluate
age-specific differences; thus, at present, such indications
remain incertain in elderly patients

EHPSG consensus do not currently recommend HP
eradication for large-scale cancer prevention in
asymptomatic people.



Consensus Report

TapgLE 2. CURRENT GUIDELINES FOE THE TREATMENT
oF H. svior! INFECTION, ACCORDING TO
THE MAASTRICHT 2— 2000 CoOMNSEMSTS BEPORT.Y

Indicadons for which treatment is strongly recommended
Duodenal or gastric ulcer (actve or not, including complicated peptic
ulcer discase))
MALT lymphoma
Atrophic Eastritis
Recent resection of gastric cancer
First-degree relative of patient with gastric cancer
Dresire of the patient {after full consultation with the physician)
Indications for which treatment is adwvised
Functional dyspepsia
Gastrocsophageal reflux disease (in patients requiring long-term pro-
found acid suppression )
Use of M5AID= (H. pyleri infection and the use of NSAIDs or aspirin
are independent risk factors for peptic ulcer discase)t

*Data are from Bazzoli™ MALT denotes mucosa-associated hymphoid
tissue, and MN5ATDs nonsteroidal antiinflammatory drugs.

1In patients taking MNSAIDs, H. pylors eradication before NSAID use re-
duces the incidence of ulcer but is insufficient by itself to prevent recurrent
ulcer bleeding in MSAID users at high risk. Eradication of H. per does
not enhance healing of gastric or duodenal ulcers in patients receiving an-
tisecretory therapy who continue to take WSATTs,



H. Pilori — Whom to Treat?

Subjects living in nursing homes

 The seroprevalence of Hp infection in asymptomatic elderly
people living in NH for at least 5 years was reported to be
86% (not significantly different from 82% among elderly
people living at home). No significant correlation was
observed between Hp+ and lenght of institutional stay,
cognitive function or self-sufficiency (Pilotto,1996;
Franceschi 1996; Neri 1996).

e No specific hygienic or behavioural measures are currently
reommendedfor minimizing Hp trasmission among elderly
and professional people in nursing home



H. Pilori — How to Treat?

TaeLe 1. FDA-APPROVED TREATMENT (OJPTIONS
FoOR H. FYL.oRI ERADICATION,

Omeprazole (40 mg daily) plus clarithromycin { 500 mg three times daily)
for 2 weeks, then omeprazale (20 mg d:llJ'l.":I for 2 weeks

Omeprazole {20 mg twice daily) plus clarithronycin (300 mg twice daily)
plus amoxicillin (1 g twice daily) for 10 days

Lansoprazole (30 mg twice daily) plus cJ::i.rJthmm'!.rcm (500 mg twice daily)
plus amoxicillin (1 g twice daily) for 10 days

Lansoprazole { 30 mg twice daily) plus amoxicillin {1 g owice daily) plus
clarithronmycin (500 mg three times daily) for 10 days

Lansoprazole {30 mg three times daily) plus amosdcillin (1 g three times
daily) for 2 wecks®

Esomeprazole (40 mg daily) plus clarithromycin (300 mg twice daily) plus
amoxicillin (1 g twice n:l;3.111.r| for 10 days

Banitidine bismath citrate |4-C":I mg twice daily) plus clarithromycin
{500 mg three times daily) for 2 weeks, then ranitidine bismuth citrate
(400 mg twice daily) for 2 wecks

Eanitidine bismuth citrate {400 mg twice daily) plus carithromycin
(500 mg twice daily) for 2 weeks, then ranitidine bismuth citrate
(400 mg twice daily) for 2 weeks

Bismuth subsalicylate {525 mg towur times daily) plus metronidazole
(250 mg four Hmes daily) plus tetracycline { 500 mg four times dailyit
for 2 weeks plus Ha-receptor antagonist therapy as directed for 4 weeks

*This dual-therapy regimen has restrictive labeling. It is indicated for pa-
tients who are either allergic to or intolerant of clarithromycin or for infec-
tions with known or suspected resistance to clarithromycin.

tAlthough it is not approved by the FIA for this indication, amoxicillin
has been substituted for tetracycline in patients for whom tetracycline is
not recommended.



H. Pilori — How to Treat ?

Treatment Regimens in Elderly Patients

e A controlled study performed in elderly patients showed
that a a triple therapy for 1 week with 20 mg or 40 mg
omeprazole daily plus 250 mg metronidazole four times
daily and 250 mg clarithromycin twice daily was highly
effective (an 84% eradication rate; 95% ClI, 73-95 on
Intention to treat analysis)

e Excellent cure rates were obtained with 1 week of 30 mg
Lansoprazole twice daily in combination with 250 mg of
clarithromycin twice daily 250 mg and metronidazole
four times daily (86% eradication rate; 95% CI, 71-93).

e No significant differences in eradication rate,
symptomatology or histological gastritis activity were found
by varing the proton pump inhibitor.



H. Pilori — How to Treat ?

Treatment Regimens in Elderly Patients

e Dual therapies (Omeprazole +clarithromycin or
azithromycin) (Lansoprazolo plus amoxyecillin) did not give
satisfactory cure rates.

e Particularly relevant for geriatric patients was the finding
that concomitant diseases and concomitant treatments did
not influence the efficacy of anti-H pilori therapy.



Treatment Regimens in Elderly Patients is well
tolerated ?

e Triple therapies have been proven to be well tolerated, with
only 5-9% of patients reporting side effects (less 4% having
discontinued therapy).

e Low rate of side effects are probably due to the short
duration and low dosage of antibiotics.

e Reports of severe side effects of HP therapy in elderly were
related only to the use of tetracycline (Larsen 1997), high
dose of clarithromycin 500 mg x 3 (Teare 1995) or
guadruple therapy (metronidazolo, amoxycillin, H2-blockers
and bismuth subsalicylate (Nawaz 1998)

e At present , since no studies have evaluated dual or triple
ranitidine bismuth citrate-based therapies specifically in
elderly patients, no recommendation can be made.



Messaggi conclusivi

L’'eradicazione dell’HP e fortemente raccomandata
nell’anziano con ulcera peptica, linfoma gastrico, gastrite di
grado severo, recente gastrectomia per early gastric
cancer o lesioni precancerose.

L’'eradicazione e consigliabile nei soggetti anziani con
sintomi dispeptici, gastrite cronica attiva, metaplasia
Intestinale e atrofia gastrica.

Ancora da chiarire I'indicazione alla eradicazione in pazienti
con dispepsia funzionale di grado lieve — moderato, nel
reflusso g-e e negli anziani che fanno uso di fans.

L’'eradicazione non e indicata per gli anziani asintomatici,
per quelli che vivono in NH e per quelli affetti da malattie
extradigestive

La terapia piu efficace e meglio tollerata e la tripla con PPI
per una settimana



Commenti Conclusivi

e Lo stomaco dell'anziano porta i segni di lunghi anni di uso
(invecchiamento fisiologico) e di abuso.
Evitare iatrogenesi

e Le patologie gastriche dell’'anziano sono sostanzialmente le
stesse nei pazienti piu giovani; quello che cambia spesso e
la presentazione clinica e le complicanze.

Maggiore attenzione alla diagnosi

e In linea generale nei pazienti giovani e valida I'asserzione
“treat, then scope”, nell’anziano e piu corretto “scope then
treat”.

Corretto utilizzo delle risorse per ottimizzare la prevenzione delle
complicanze



Si Ventri Bene, si lateri pedibusque tuis, nil divitiae
poterunt regales addere maius .

Se s/ sta bene di stomaco, se s/ sta
bene di polmoni e piedl, anche le
ricchezze degne di un re non
potranno aggiungere nulla ar piu.

Orazio, Epistole 1,12,5.
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