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Current indications of proton pump
inhibitor (PPI) therapy

|Clinical setting IPPI dose and duration

GERD

Erosive Esophagitis (A/B)  Standard dose PPI therapy for 8-12 weeks

Erosive Esophagitis (C/D) |Double dose PPI therapy for 8-12 weeks

NERD |Standard dose PPI therapy for 4-8 weeks

Standard (or half) dose PPI maintenance (continuous, intermittent or
lon-demand, depending on clinical characteristics of the patient)

Long-term Management
(both GERD and NERD)

Barrett's Esophagus lLong-term individually-tailored PPI therapy

Extra-digestive GERD Standard or double-dose PPI therapy for at least 12 weeks

Eosinophilic Esophagitis Standard or double dose PPI therapy for 8-12 weeks

Double dose, twice daily, PPI therapy for 7-14 days (in combination

H. pylori Eradication With antimicrobials

Current indications of proton pump
inhibitor (PPI) therapy

(Clinical setting |PPI dose and duration

INon H. pylori-related PU disease |Standard dose PPI therapy for 4-8 weeks

(Zollinger-Ellison Syndrome |High-dose (eventually twice daily) long-term PPI therapy

Stress Ulcer Prophylaxis

in patients with risk factors Standard PPI therapy by intravenous route only during ICU stay

Dyspepsia

Uninvestigated Dyspepsia in

Patients younger than 45 yrs Standard or half-dose empiric PPI therapy for 4 weeks

Functional Dyspepsia
(EPS phenotype)

Standard or half dose PPI therapy for 4-8 weeks

INSAID-gastropathy |

Prevention of gastro-duodenal|Standard or half-dose PPI therapy, starting form the very first dose of N
lesions and events ISAID in patients at GI risk

U Bleeding Intravenous bolus of 80 mg of the available injectable PPIs, followed by

18 mg/h for 72 hours




2019 SIS LS TISS| EASkEE

Comparison of pharmacokinetics and

Generation of PPI pharmacodynamics of PPIs

Lansoprazole Dextansoprazole Omeprazole Esomeprazole Mg*

: Parameters 0 le P le Lansoprazole Rabeprazol prazole llaprazole
! VA, 20mg/day 40 mg/day 30 mg/day 20 mg/day 40 mg/day 10 mg/day
e - ) 5 Coue (/) 008-08 11-33  06-12 04l 16 NA*
\- \- AN Trnax () 1-3 2-4 13-22 31 15 34-37
2 AUC (pg vml) 02-12  2-5 17-5 08 39 18-22
) tip () 06-1 09-19 09-16 1 12 81-101
(RISHensprezme RHorsopank (Shomeprnie Metabolsm by CYP2C19  ++ ++ + ¢ + .
Metabolism by CYP3A4  + + + + + ++
Pantoprazole Na ~ S-Pantoprazole Na | Rabeprazole Na laprazole Nonenzymatic metabolism - - - + - +
% Time pH > 4' 49.16 41.94 47.98 50.53 58.43 689
. Mean 24-h pH' 354 333 356 370 404 48
el & | B, e "B
SH-pentopraze RISHa RISHaazke
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Metabolic Pathways of PPIs pKa values of PPIs
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Proton pump inhibitor pKa1 pKa2
Rabeprazole Pantoprazole
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TS| o\ P “P:‘m Lansoprazole 383 062
Deakjaedmeioe  Pantopezdesuphone
iy e l A Pantoprazole 383 0.11
sutore Pk sfae Rabeprazole 453 062
llaprazole 510
7. Mareli S and Pace . Expert Rev. Gastoenterol Hepatol 20126423435
. Smg|e Dose Studies Potential adverse effect Relative risk Absolute excess risk
Chronic kidney disease 10% to 20% increase 0.1% to 0.3% per patient/year
(S, Mhasaes Dementia 4% to 80% increase 0.07% to 1.5% per patient/year
’ = < Bone Fracture 30% to 4-fold increase 0.1% to 0.5% per patient/year
a7 Myocardial infarction No association in RCTs
3. Small intestinal bacterial overgrowth 2-fold to 8-fold increase Unable to calculate
3 3 Campylobacter or Salmonella infection 2-fold to 6-fold increase 0.03% to 0.2% per patient/year
2 2 Spontaneous bacterial peritonitis 50% to 3-fold increase 3% to 16% per patient/year
1 . . : : Clostridium difficile infection No risk to 3-fold increase 0% to .09% per patient/year
SR Py Pneumonia No association in RCTs
o Micronutrient deficiencies 60% to 70% increase 0.3% to 0.4% per patient/year
mperison of area under
i poor metzbalzen Gastrointestinal malignancies No association in RCTs

Ve S andPace . Bxpet Re Gastoener Hepel 2012642343
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Risks and Benefits of Long-term Use of PPI
- American Gastroenterological Association

Gastroenterology 2017,152:706-715

AGA CLINICAL PRACTICE UPDATE: EXPERT REVIEWS

The Risks and Benefits of Long-term Use of Proton Pump ®
Inhibitors: Expert Review and Best Practice Advice From the
American Gastroenterological Association

Daniel E. Freedberg," Lawrence S. Kim,” and Yu-Xiao Yang’

"Division of Digestive and Liver Diseases, CD/umoua University Medical Center, New York, New York; *South Denver
Gastroenterology, P.C. Littleton, Colorado; *Divison of Gastroenterology, Perelman School of Medicine, University of
Pennsylvania, Philadelphia, Pennsylvania

BACKGROUND & AIMS: The purpose of this review is to eval-
uate the risks associated with long-term use of proton pump
inhibitors (PPls), focusing on long-term use of PPls for three
common indications: gastroesophageal reflux disease (GERD),

same period the number of studies reporting on PPl-related
adverse effects also doubled (Figure 1). Many PPls are
inappropriately prescribed, but this review focuses on PPls
prescribed long-term for three common conditions: gastro-
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Figure | | Proton Pump Inhibitor (PPI) Deprescribing
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Functional dyspepsia: ROME IV criteria
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Functional dyspepsia: ROME 1V subtype

A 2H7t =53 MEH EX X532
T [E=i= | =i 1L OST O OTIE
(Postprandial Distress Syndrome, PDS) (Epigastric Pain Syndrome, EPS)
6742 Hoj A|RE|of 342 oY X4&= 6742 T AIXE|of 342 0|4 X&EE
NS EOI EE AU MEUO|  4EE B3 EL 4EE 4N SU0
17200 39 0l4 95 3% 17200 12 0]4 95 3%

rlfu
N~
2
a5
A
ot
1o
>

A
+3E7} 95 39 (2 1% el ol
+ N3 EB2 5320099 39 Algo BANS € 2%
- 9224 1922 A7 = 61748 3 S40| SHE 29 9elaug GY=g
O £3E3F02 02 $E011, A2 O30l 22483 S40 N4eE 30U 3

SOl HEdts 42 759 22 T

o —

ARTICLE

SPECIAL REVIEW Kj G

54 28RS Nadl B9 UyHENY e

Evidence-hased clinical practice guidelines for functional

144717 amim
Toka o ks Senki Kvar Tonga Ko ok - bl Ngaara
K 2 Yot

e 2011 . 2015 [ep—
CYRDBLE ENFE KBY B * Prokinetics are
Ho|ck. (AL 2B/3ATEES effective for « (TS
=) controlling s

symptoms in 2o [ Tot vt
patients with FD. [ 22, e

[Recommendation 1 (91 %),
evidence level A,

Functional dyspepsia: Clinical guideline

ACG and CAG Clinical Guideline: Management of ® 2017
Dyspepsia

H porposthe

Hosommmsarset N o uscton
X

Functional dyspepsia: Treatment

Postprandial distress Epigastric pain

syndrome (PDS) syndrome (EPS)
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Delayed gastric Increased Hypersensitivity Duoﬁnnal mucosa
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