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ENRD (endoscopy negative reflux
disease) 19%

= Functional dyspepsia 49%

m Peptic ulcer disease 10%

= Malignity 1%

= Barrett's oesophagus 2%

m Oesophagitis 19%

& 0 *

Zagari. BMJ 2008;337:a1400 www.farmaka.be
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- % T #1 7C 7 D(OR Clostridium=2.05; 95% Cl, 1.47-2.85

- RR=1.89; 95% Cl,1.36-2.62

- OR=1.44 for 1 year of PPI use; 95% ClI, 1.30-1.59
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Kahrilas. Medical management of gastroesophageal reflux disease in adults. Uptodate october 2008.
Lacy. JAMA 2008;299:555-565
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*: volgens consensusvergadering. Varieert van 45-55 in richtlijnen
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Geen verschil op
Symptomen na 1 j

Geen verschil op
symptomenna 1 j
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Geen verschil op
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Blinde
proefbehandeling

“Test and treat”

Endoscopie

-Goedkoop
-Gemakkelijk in 12 lijn
- aantal endoscopieén

-Genezing van eventueel aanwezig ulcus
-Beperkt effect functionele dyspepsie
-Theoretisch mogelijk winst op lange
termijn (ulcera, maligniteit)

- aantal endoscopieén

-Gouden standaard

-Geruststelling patiént

-Tot 40%: organische oorzaak
-Complicaties kunnen direct behandeld

-Uitstellen van diagnostiek en dus ook van
eventuele betere behandeling (bvb ulcus)
-Voordeel qua kosten verloren bij recidief of gebrek
aan effect

-Langdurig medicatiegebruik

-Maskeren van maagcarcinoom

-Geen geruststelling voor patiént

- antibiotica resistentie

-Rekening houden met plaatselijke prevalentie HP
-Incidentie daalt sterk in Westen (toegenomen
hygiéne)

-Uitstellen van diagnostiek

-Complexe behandeling (eradicatietherapie)
-Geen effect op refluxklachten

-Duur

-Invasief; complicaties

-Niet kosteffectief in jonge patiénten zonder
alarmsymptomen

Longstreth et al. Approach to the patient with dyspepsia. UpToDate 9-12-2008

www.farmaka.be



e PPI>H2RA/ antacida > placebo

* Prokinetica: enkel cisapride
Overwegend bestudeerd
refluxklachten  Eventueel STEP UP strategie :
2w H2 RA / antacida — PPl 4w

(NHG, consensusvergadering)

Eradicatietherapie bij HP positief
dere Klach 60% symptoomvrij na 1 jaar vs
andere klachten A7% bij usual care; NNT=8

Overwegend

\2

*. Heel wat richtlijnen (oa NHG, consensusvergadering) maken voor niet-geinvestigeerde dyspepsie een onderscheid in
patiénten met overwegend refluxklachten en patiénten met overwegend andere klachten. Voor de eerste groep wordt
vaak voorgesteld om te beginnen met een blinde proefbehandeling, voor de tweede groep wordt vaak voorgesteld om te
beginnen met een “test and treat” behandeling. De NICE richtlijn bvb maakt geen onderscheid en stelt voor om bij alle
patiénten te starten met een blinde proefbehandeling.

www.farmaka.be
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Numans et al. NHG-standaard Maagklachten. Huisarts Wet 2003;46:690-700. Via http://nhg.artsennet.nl
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Delaney B, Moayyedi P. Dyspepsia: Health Care Needs Assessment 3rd Series. Oxford, England: Radcliffe; 2005.
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Numans et al. NHG-standaard Maagklachten. Huisarts Wet 2003;46:690-700. Via http://nhg.artsennet.nl




N/n Duration  Population Treatments Outcome Result

RCT N=4; 1y Dyspepsia -Initial pharmacological therapy Global improvement RR=0.89 (95%CI 0.77 to
n=1125 (PPI/H2RA/prokinetic) 1.02)
-Early endoscopy

3:LM3S0SLQ R@P

N/n Duration  Population Treatments Outcome Result
RCT N=1; 1y Dyspepsia; 28%: -Initial pharmacological therapy Number of patients without  55% vs 61%
n=368 predominantly reflux  with omeprazol 40 mg (no (most important) symptoms
response endoscopy etc) after 1y (according to gp)

(Bl Ereleseemy Free of symptoms (according 21% vs 24%

to patient)
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N/n Duration  Population Treatments Outcome Result
RCT N=1; ly Epigastric pain +/- -Test and treat (treatment of Free of symptoms after 1y 26% vs 23% vs 22%; NS
n=722 heartburn, choice if test negative)

regurgitation, nausea  -Initial pharmacologiscal
or bloating symptoms therapy with esomeprazole 40mg Subanalysis in group with predominantly heartburn and in

during 1w group without heartburn gave the same results (no
Denmark -Esomeprazol 40mg during 1w difference)
Prevalence of HP : 20- “Test and treat” if symptoms

Test and treat resulted in fewer endoscopies and was

30% improved .
more cost effective

Delaney et al. Helicobacter Pylori test and treat versus proton pump inhibitor in initial management of dyspepsia in primary care: multicentre randomised

controlled trial (MRC-CUBE trial). BMJ. 2008;336:651-4.

N/n Duration  Population Treatments Outcome Result
RCT N=1; ly Epigastric pain or -Test and treat Free of symptoms after 1y 18% vs 17%; NS
N=699 heartburn or both -Initial pharmacological
therapy with omeprazole 20mg

Subanalysis in group with predominantly heartburn and in

DI NIt ) CITIig 7 group without heartburn gave the same results (no
Prevalence of HP: 20- .
30% difference)

No difference in cost

www.farmaka.be



Talley N. Review: prompt endoscopy is not a cost effective strategy for initial management of dyspepsia. Evid Based Med 2005;10:185.

Journal club of: ford et al. Helicobacter Pylori “test and treat” or endoscopy for managing dyspepsia: an individual patient data meta-analysis.
Gastroenterology 2005;128:1838-44.

RCT

N/n

Duration

ly

Population

Dyspepsia

Treatments

-Early endoscopy
-Test and treat

Outcome Result
Total dyspepsia symptom scores SMD= -0.11 (-0.28 to 0.07)

Not free of symptoms after 1y RR=0.95 (65%CI 0.92 to 0.99)

in favour of endoscopy

Subanalysis

-group with predominantly heartburn: RR=0.99(95%Cl 0.93 to 1.04)
-group with predominantly epigastric pain: RR=0.96 (95%CI 0.89 to
1.04)
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N/n Duration  Population Treatments Outcome Result
RCT N=1; 2w GORD-like -Cisapride 20mg No heartburn remission RR=0.86 (95%CI 0.73 to 1.01)
n=322 symptoms -Placebo Raw numbers: 60% (cisapr) vs 70%
No overall improvement RR=0.71 (95%CI 0.56 to 0.90)
RCT N=2; 2-6w GORD-like -Ranitidine 150mg No heartburn remission RR=0.77 (95%CI 0.60 to 0.99)
n=1013 symptoms -Placebo Raw numbers: 45% (H2RA) vs 60%
No overall improvement RR=0.72 (95%CI 0.63 to 0.81)
RCT N=2; 2-8w GORD-like -PPI (omeprazol 20mg / No heartburn remission RR=0.37 (95%CI 0.32 to 0.44)
N=760 symptoms esomeprazol 20 of 40mg) Raw numbers: 23% (PPI) vs 75%
-Placebo

N/n Duration  Population Treatments Outcome Result
RCT N=1; 24w Dyspepsia -Ranitidine 300mg No heartburn remission RR=0.86
N=80 (reflux-like)  -Antacids / alginate (95%CI 0.35t0 2.11)
. _ 0
(study underpowered) No global improvement RR=0.98 (95%CI 0.78 to 1.24)
RCT N=4; 2-6w Dyspepsia -PPI (Omeprazole 10; 20 or Dyspepsia (any symptoms) RR=0.65 (95%CI 0.54 to 0.78)
N=2154 40mgQ) Raw numbers: 40% (PPI) vs 62
-Antacids / alginate (in 3 studies _ o
OTC in placebo group) Heartburn RR=0.52 (95%CI 0.45 to 0.60)
Epigastric pain RR=0.80 (95%CI 0.63 to 1.02)
RCT N=3; 2-16w Dyspepsia -PPI (omeprazol 10 to 40mg / Dyspepsia (any symptoms) RR=0.64 (95%CI 0.58 to 0.72)
N=1267 lansoprazol 30mg) Raw numbers: 42% (PPI) vs 64
-H2-RA (cimetidine 800mg; _ o
ranitidine 150 to 300mg) Heartburn RR=0.46 (95%CI 0.37 to 0.57)
Epigastric pain RR=0.69 (95%C]I 0.58 to 0.81)
RCT N=1; 8w Dyspepsia -Omeprazol Dyspepsia (any symptoms) 1 No difference
N=164 -Cisapride year after stop of treatment

www.farmaka.be
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Duration

4w

Population

Dyspepsia
among HP
negative
patients(40%
ulcer like;
25% reflux
like; 13%
dismotility
like)

Treatments

-Omeprazole 20mg
-Ranitidine 150mg 2/d
-Cisapride 20mg 2/d
-Placebo

Outcome

No dyspepsia (any
symptoms)

Result
24%
11%
7.5%
4%

Omeprazole SS > all treatments
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At 6 months: no statistically significant
difference between the treatments
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N/n

N=2;
n=563

Duration
1-8w

Population

HP + in “test
and treat”
strategy

Dyspepsia,
predominantly
epigastric (in 1
study
exclusion of
GORD)

Treatments

-Eradicatietherapie +
usual care
-PPI 1-8w + usual care

Outcome

Free of dyspeptic
symptoms at 12
months

Result
RR for recurrence =0.76 (95%CI 0.63 to 0.91)

60% (eradicatie) vs 47%
NNT=8
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Ford. Helicobacter Pylori infection. BMJ Clin Evid 2007;06:406

Design  N/n Duration Population Treatments Outcome Result
RCT N=34; Proven -Eradication + antisecretory drugs 1m Endoscopic Raw numbers: 83% (eradication) vs 80%
n=3910 duodenal -Antisecretory drugs 1m healing RR for persistence: RR=0.66 (95%CI 0.58 to
ulcer 0.76)
RCT N=4; 6m —2y Proven -Eradication + antisecretory drugs 1m Recurrence 12% (eradication) vs 16%
n=319 duodenal -Ongoing maintenance treatment with after healing RR=0.73 (95% CI 0.42 to 1.25)
ulcer antisecretory drugs
RCT N=2; Proven -Eradication + antisecretory drugs 1m Endoscopic 76% (eradication) vs 42%
n=207 duodenal -No treatment healing RR for persistence: 0.37 (95% CI 0.26 to
ulcer 0.53)
RCT N=27; 2m -5y Proven -Eradication + antisecretory drugs 1m Recurrence 14% (eradication) vs 64%
n=2509 duodenal -No treatment after healing RR=0.20 (95% CI 0.15 to 0.26)
ulcer
RCT N=5; Subanalysis for PPI 8% (eradication) vs 65%
N=531 RR=0.14 (95% CI 0.09 to 0.20)

Ford. Helicobacter Pylori infection. BMJ Clin Evid 2007;06:406

Design  N/n Duration Population Treatments Outcome Result
RCT N=14; Proven -Eradication + antisecretory drugs Endoscopic 78% (eradication) vs 86%
n=1572 gastric ulcer  -Antisecretory drugs healing RR for persistence= 1.25 (95% CI 0.88 to
1.76)
RCT N=11; 3m-5y Proven -Eradication + antisecretory drugs Recurrence 14% (eradication) vs 58%
n=1104 gastric ulcer  -No treatment after healing RR=0.29 (95% CI 0.20 to 0.42)

Ford. Helicobacter Pylori infection. BMJ Clin Evid 2007;06:4060

Design  N/n Duration Population Treatments Outcome Result
RCT N=3; 12-19m Proven -Eradication Bleeding 1.6% (eradication) vs 5.6%
n=470 gastric or -short term antisecretory treatment RR=0.27 (95% CI 0.09 to 0.77)
duodenal
ulcer plus maintenance antisecretory

treatment

www.farmaka.be
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Design N/n

PPI vs placebo

RCT N=4;
n=595

RCT N=5;
n=645

H2RA vs placebo

RCT N=3;
n=763

RCT N=9;
n=1847

Antacids vs placebo

RCT N=1;
n=91
RCT N=1;
n=32

4w

8w

4w

12w

8w

12w

Oesophagitis

Oesophagitis

Oesophagitis

Oesophagitis

Oesophagitis

Oesophagitis

-PPI standard dose
-Placebo

-PPI standard dose
-Placebo

-H2RA
-Placebo

-H2RA
-Placebo

-Antacids (aluminium
hydroxide/magnesium carbonate

Outcome

Persistent oesophagitis

Persistent oesophagitis

Persistent oesophagitis

Persistent oesophagitis

Endoscopic
healing

1h after meals and at bedtime)

-Placebo

-Antacids (aluminium/magnesium

hydroxide 7/d)
-Placebo

Days of reflux
symptoms

Symptom score

Endopscopic
healing

Result

36% (PPI) vs 84%
RR=0.38 (95%CI 0.23 to 0.65)

17% (PPI) vs 72%; NNT=1.7
RR=0.24 (95%Cl 0.19 to 0.31)

67% (H2RA) vs 80%
RR=0.79 (95%Cl 0.63 to 0.98)

42% (H2RA) vs 63%
RR=0.64 (95%Cl 0.57 to 0.72)

30% (antacids) vs 21%; NS

5 (antacids) vs 13; p<0.05

VAS (visual analogue scale) 8mm (antacids) vs 33 mm
(100 mm worst score); p<0.05
NS

www.farmaka.be
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Design N/n Duration

PPI vs H2RA

RCT N=26; 4w
n=4032

RCT N=3; 12w
N=393

Esomeprazole vs omeprazole

RCT N=1; 4w
n=1306

RCT N=1; 8w
n=1306

RCT N=1; 8w
n=1176

RCT N=1; 8w
n=1148

RCT N=1; 8w
n=48

Esomeprazole vs pantoprozole

RCT N=1; 4w
n=563

Esomeprazole vs other PPI's

RCT N=10; 4w
N=15316

8w

Esomeprazole vs rabeprazole

RCT N=2; 4w
N=409

RCT N=3; 8w
N=469

RCT N=1; 8w
N=560

RCT 4w

RCT 8w

Population
Oesophagitis

Oesophagitis

Oesophagitis
Oesophagitis
Oesophagitis

Oesophagitis

Oesophagitis

Oesophagitis

Oesophagitis

Oesophagitis
Oesophagitis

Oesophagtitis

Oesophagitis

Oesophagitis

Treatments

-PPI
-H2RA
-PPI

-H2RA

-Esomeprazole 20mg
-Omeprazole 20mg
-Esomeprazole 20mg
-Omeprazole 20mg
-Esomeprazole 20mg
-Omeprazole 20mg
-Esomeprazole 40mg
-Omeprazole 20mg

-Esomeprazole 40mg
-Omeprazole 20mg

-Esomeprazole 40mg
-Pantoprozole 40mg

-Esomeprazole 40mg

-Other PPIs in standard

dose

-Omeprazole 20mg
-Rabeprazole 20mg
-Omeprazole 20mg
-Rabeprazole 20mg
-Omeprazole 20mg
-Rabeprazole 20mg

-Omeprazole 20mg
-Lansoprazole 30mg

-Omeprazole 20mg
-Lansoprazole 30mg

Outcome

Persistent oesophagitis

Persistent oesophagitis

Persistent oesophagitis

Persistent oesophagitis

Healed oesophagitis

Healed oesophagitis

Healed oesophagitis

Symptom episodes

Healed oesophagitis

Persistence of
oesophagitis
Persistence of
oesophagitris
Healed oesophagitis

Persistence of
oesophagitis

Persistence of
oesophagitis

Result

32% (PPI) vs 62%; NNT=4
R=0.50 (95%Cl 0.45 to 0.56)
23% (PPI) vs 54%

RR=0.44 (95%Cl 0.26 to 0.73)

30% (eso 20) vs 35% (ome 20)
RR=1.19 (95%CI 1.02 to 1.39)
10% (eso 20) vs 13% (ome 20)
RR=1.30 (95%CI 0.96 to 1.76)
87% (eso 20) vs 82% (ome 20)
P=0.052

90% (eso 40) vs 86% (ome 20)
P=0.552

A subgroup analysis of people with moderate or severe
disease (LA grade C-D) found a significantly higher rate
of healing at 8 ws with esomeprazole 40mg: 88% vs 78%);
p=0.007

64% (eso 40) vs 46% (ome 20)

P=0.25

No difference (no statistical test)

Absolute numbers not reported
RR=1.10 (95%CI 1.05 to 1.15)

RR=1.05 (95%CI 1.02 to 1.08)

15% (ome) vs 17% (rabe)
RR=0.88 (95%CI 0.56 to 1.37)
9% (ome) vs 10% (rabe)

98% (ome) vs 98% (rabe)

39% (ome) vs 35% (lanso)
RR=1.11 (95%CI 0.95 to 1.31)

24% (ome) vs 22% (lanso)
RR=1.10 (95%CI 0.88 to 1.38)



Design N/n Duration

Omeprazole vs pantoprazole

RCT N=4; 4w
N=881

RCT N=4; 8w
N=890

Pantoprazole vs lansoprazole

RCT N=1,; 4w
N=461

Oesophagitis

Oesophagitis

Oesophagitis

-Omeprazole 20mg
-Pantoprazole 40mg
-Omeprazole 20mg
-Pantoprazole 40mg

-Pantoprazole 40mg
-Lansoprazole 30mg

Outcome

Persistence of
oesophagitis
Persistence of
oesophagitis

Persistence of
oesophagitis

Result

27% (ome) vs 28% (panto)

RR=1.00 (95%CI 0.80 to 1.25)
14.8% (ome) vs 15.3% (panto)
RR=1.02 (95%CI 0.73 to 1.41)

19% (panto) vs 20% (lanso)
RR=0.95 (95%CI 0.65 to 1.38)

www.farmaka.be






Design N/n
H2RA vs placebo
RCT N=4;
n=655
RCT N =1;
N=69

PPI vs placebo

RCT N=9;
N=1385

RCT N=10;
N=1465

6-12m

6m

6-12m

6-12m

Healed
oesophagitis

Healed
oesophagitis

Healed
oesophagitis

Healed
oesophagitis

-H2RA
-placebo
-Ranitidine
-Placebo

-PPI (standard dose)
-placebo

-PPI (low dose)
-placebo

Outcome

Oesophagitis relapse

Oesophagitis relapse

Oesophagitis relapse

Oesophagitis relapse

Result

27% (HRA) vs 47%
RR=0.57 (95%CI 0.32 to 1.01)

42% (H2RA) vs 36%; NS

22% (PPI) vs 79% (placebo)
RR=0.26 (95%CI 0.19 to 0.36)

44% (PPI) vs 73% (placebo)
RR=0.54 (95%CI 0.42 to 0.69)

www.farmaka.be



Moavvedi P, Delaney B. GORD in adults
Duration

Design N/n

PPl vs H2RA

RCT N=10;
N=1583

RCT N=6;
N=1156

RCT N=1;
N=350

PPI vs PPI

RCT N=22;
N=5964

RCT N=1,;
N=350

RCT N=2;
N=354

RCT N=3;
N=1020

RCT N=1;
N=1026

RCT N=1;
N=1316

6-12m

6-12m

ly

6m

6m

Population

Healed
oesophagitis
Healed
oesophagitis

Healed
oesophagitis
Healed
oesophagitis

Healed
oesophagitis
Healed
oesophagitis

Healed
oesophagitis
Healed
oesophagitis

Treatments

-PPI (standard dose)
-H2RA

-PPI (low dose)
-H2RA

-Pantoprazole 10, 20 or

40mg
-Ranitidine

-Standard dose PPI
-Low dose PPI
-Pantoprazole 40 mg
-20mg

-10mg
-Esomeprazole 40mg
-Esomeprazole 20mg
-Omeprazole
-Lansoprazole
-Rabeprazole
-Esomeprazole 20mg
-Lansoprazole 15mg
-Esomeprazole 20mg
-Pantoprazole 20mg

Outcome Result

Relapse of oesophagitis 22% (PPI) vs 58% (H2RA)
RR=0.36 (95%CI 0.28 to 0.46)
Relapse of oesophagitis 39% (PPI) vs 66% (H2RA
RR=0.57 (95%CI 0.47 to 0.69)
Maintenance of remission 75% (40 mg) vs 55% (20mf) vs 46M (10mg) 21%
(ranitidine)
SS for 20 and 40 mg vs placebo

Relapse of oesophagitis 17% (standard) vs 29% (low)
RR=0.63 (95%CI 0.55 to 0.73)
Maintenance of remission 78% vs 55% vs 46%; all comparisons SS
Relapse of oesophagitis RR=0.64 (95%CI 0.36 to 1.15)
Relapse of oesophagitis RR=0.93 (95%CI 0.65 to 1.32)
Maintenance of remission At 3 months: 93% (esomeprazole) vs 87% (lansoprazole);

SS
Maintenance of remission 85% (esomeprazole) vs 84% (pantoprazole); NS

www.farmaka.be



Van de Casteele M. Gastro-oesofagale refluxziekte: continue of “on demand” behandeling met PPI's? Minerva

Design
RCT

N/n

N=1;
n=477

Duration
4-8 w

Population

Erosive
oesophagitis
(after
continuous
treatment with
PPI during 4-
6wW)

Treatments

-PPI “on demand”
-Continuous PPI

Outcome

Endoscopic healing

Result

51% (“on demand”) vs 81% (continuous);
SS
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Moayyedi P, Delaney B. GORD in adults. BMJ Clinical Evidence 2008;06:403.

Consensusvergadering RIZIV 2003. Doelmatig gebruik van zuurremmers bij gastro-oesofagale reflux en dyspepsie
Numans et al. NHG-standaard Maagklachten. Huisarts Wet 2003;46:690-700. Via http://nhg.artsennet.nl

Van de Casteele M. Gastro-oesofagale refluxziekte: continue of “on demand” behandeling met PPI's? Minerva 2008;7:28-9

www.farmaka.be
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Van Pinxteren et al. Short-term treatment with proton pump inhibitors, H2-receptor antagonists and prokinetics for gastro-oesophageal reflux disease-like

symptoms and endoscopy negative reflux disease. Cochrane Database of Systematic Reviews 2006.

Design
RCT

RCT

RCT

Duration
2-6w

2-6w

4w

Population
ENRD

ENRD

ENRD

Treatments

-H2RA
-Placebo

-PPI (predominantly
omeprazole)
-Placebo

-PPI (omeprazole
10/20mg; pantoprazole
40mg)

-H2RA (nizatidine
150mg 2/d; cimetidine
400mg 4/d; ranitidine
150mg 2/d; famotidine
20mg 2/d)

Outcome

Heartburn remission

No overall improvement

Heartburn remission

No overall improvement

Heartburn remission

No overall improvement

Result

35% (H2RA) vs 22%

RR for “no heartburn remission”=
0.84 (95%CI 0.74 to 0.95)

RR=0.41 (95%Cl 0.13 to 1.33)

42% (PPI) vs 14%

RR for “no heartburn remission’=
0.69 (95%CI 0.62 to 0.78)

RR=0.61 (95%Cl 0.54 to 0.69)

53% (PPI) vs 43%

RR for “no heartburn remission”=
0.78 (95%CIl 0.62 to 0.97)

RR=0.82 (95%CI 0.73 to 0.93)

Chiba N. Esomeprazole was not better than omeprazole for resolving heartburn in endoscopy-negative reflux disease. ACP Journal Club 2005;142:6.

Comment on: Armstrong et al. The role of acid suppression in patients with endoscopy-negative reflux disease: the effect of treatment with esomeprazole

or omeprazole. Aliment Pharmacol ther. 2004;20:413-21.

Design
RCT

RCT

RCT

Duration

4w

4w

4w

Population
ENRD

ENRD

ENRD

Treatments

-Esomeprazol 40mg
-Esomeprazol 20mg
-Omeprazol 20mg

-Esomeprazol 40mg
-Omeprazol 20mg

-Esomeprazol 20mg
-Omeprazol 20mg

Outcome

Heartburn remission

Heartburn remission

Heartburn remission

Result

57% (eso 40) vs 61 (eso 20) vs 58 (ome 20)

NS

70% (eso 40) vs 68% (ome 20)

NS

62% (eso 20) vs 60% (ome 20)

NS

www.farmaka.be
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Moayyedi et al. Helicobacter pylori eradication does not exacerbate reflux symptoms in gastroesophageal reflux disease. Gastroenterology

2001;121:1120-6

Design  N/n Duration  Population Treatments Outcome Result
RCT N=1,; ly At least 1y -HP eradication Relapse (moderate of 83% vs 83%
n=190 history of HP (omeprazole 20mg + severe reflux symptoms)
positive clarithromycin 250mg +
ENRD or tinidazole 2/d) 1w 7w
oesophagitis omeprazole
grade A -Omeprazole 20mg 2/d

+ 2 placebo 1w 7w
omeprazole
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Donnellan C et al. Medical treatments for the maintenance therapy of reflux oesophagitis and endoscopic negative reflux disease. Cochrane Database of

Systematic Reviews 2004.

Design  N/n Duration  Population Treatments Outcome Result
RCT N=1; 24w ENRD Maintenance therapy Significant symptoms 18.6% (ome) vs 47%
n=495 -Omeprazole 10mg RR=0.40 (95%CI 0.29 to 0.35)
-Placebo

Zacny J et al. Systematic review: the efficacy of intermittent and on-demand therapy with histamine H2-receptor antagonists or proton pump inhibitors for

gastro-oesophageal reflux disease patients. Aliment Pharmacol Ther 2005;21:1299-312.

Design  N/n Duration  Population Treatments Outcome Result
RCT N=4; 6m ENRD -PPI “on demand” Willingness to continue 70 a2 93% (PPI) vs 48 a 60% (placebo);
n=1919 (omeprazole 10/20mg; treatment P<0.05

esomeprazole
20/40mg.raboprazole
10mg)

-Placebo “on
demand”

Van de Casteele M. Gastro-oesofagale refluxziekte: continue of “on demand” behandeling met PPI's? Minerva 2008;7:28-9

Design  N/n Duration  Population Treatments Outcome Result

RCT N=1; 4-8w ENRD -PPI “on demand” Willingness to continue 93% (“on demand”) vs 88% (continuous);
n=622 (after -Continuous PPI treatment SS
continuous
treatment with
PPI during 4-
6wW)

RCT N=1; 4-8w ENRD OR light -PPI “on demand” Willingness to continue 75% (“on demand”) vs 87% (continuous);
N=176 erosive -Continuous PPI treatment NS
oesophagitis
(after
continuous
treatment with
PPI during 4-
6wW)

www.farmaka.be
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Numans et al. NHG-standaard Maagklachten. Huisarts Wet 2003;46:690-700. Via http://nhg.artsennet.nl
Van de Casteele M. Gastro-oesofagale refluxziekte: continue of “on demand” behandeling met PPI's? Minerva 2008;7:28-9
Consensusvergadering RIZIV 2003. Doelmatig gebruik van zuurremmers bij gastro-oesofagale reflux en dyspepsie
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Design
RCT

RCT

RCT

RCT

Psychological interventions for non-ulcer dyspepsia. Cochrane Database of Systematic Reviews 2005.

Duration
12-52w

ly

12w

16w
therapy +
40w
folluw-up

Population

Non-ulcer
dyspepsia
Non-ulcer
dyspepsia

Non-ulcer
dyspepsia

Non-ulcer
dyspepsia

Treatments

-Relaxation therapy
-Control

-Cognitive therapy
-Control

-Psychodynamic
therapy
-Control

-Hypnotherapy
-Control

Outcome

Pain (different
outcomes)

Epigastric pain,
bloating, nausea

Dyspepsia symptoms

Dyspepsia symptoms

Result

Significantly better in relaxation therapy group
Significantly better in cognitive therapy group

Significantly better in psychodynamic therapy
group

Significantly better in hypnotherapy group

www.farmaka.be






Moayyedi et al. Pharmacological interventions for non-ulcer dyspepsia. Cochrane Database of Systematic reviews 2006.

Design  N/n Duration Population  Treatments Outcome Result
RCT N=19; 3-12w Non-ulcer -Prokinetics (18 studies: Response rate RRR for “no improvement’=33% (95%CI 18 to 45)
n=3178 dyspepsia  cisapride; 1 study: (dichotomous global Raw numbers: 57% (prokinetics) vs 47%
domperidone; no elegible  dyspepsia outcome)
trial with metoclopramide) Publication bias probable
-Placebo
RCT N=1; Non-ulcer -Domperidone 10mg 3/d Symptoms unchanged RR=0.44 (95%CI 0.23 to 0.83)
n=4 dyspepsia  -Placebo or worse Raw numbers: 35% (domperidone) vs 80%
RCT N=1; 6w Non-ulcer -Antacids Improvement of Raw numbers: 37% (antacids) vs 38%; NS
n=109 dyspepsia  -Placebo symptoms
RCT N=12; 6w Non-ulcer -H2RA Improvement of RRR for “no improvement”= 23% (95%CI 8 to 35)
n=2183 dyspepsia  -Placebo symptoms Raw numbers: 54% (H2RA) vs 40%
RCT N=10; 2-8w Non-ulcer -PPI (omeprazol, Dyspepsia cure (noor  RRR for “no improvement’= 13% (95%CI 4 to 20)
n=3347 dyspepsia  lanzoprazol, esomeprazol) minimal symptoms) Raw numbers: 34% (PPI) vs 25%
-Placebo
RCT N=3; Non-ulcer -Sucralfate Dyspepsia symptoms No statistically significant difference
n=274 dyspepsia  -Placebo
RCT N=2; Non-ulcer -Misoprostol Dyspepsia symptoms  Conflicting results
n=177 dyspepsia  -Placebo

Design  N/n Duration  Population Treatments Outcome Result
RCT N=2; 4w Functional -Amitriptyline  (30- Dyspepsia symptoms  Significantly better effect compared to control /
n=34 (1) dyspepsia 50mg/d) placebo
-Placebo / Control
RCT N=1; 8w Functional -Venlafaxine Number of patients After 8w of treatment: 37% (Venlafaxine) vs 39%
n=160 dyspepsia -Placebo without symptoms After 20w of treatment: 42% vs 41%

NS

www.farmaka.be
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Consensusvergadering RIZIV 2003. Het doelmatig gebruik van zuurremmers bij gastro-oesofagale reflux en
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Moayyedi et al. Pharmacological interventions for non-ulcer dyspepsia. Cochrane Database of Systematic reviews 2006.

Design
RCT

RCT

RCT

RCT

N/n Duration
N=1; 2w
n=588

N=2; 2-8w
n=533

N=1; 2w
n=104

N=1; 4w
n=100

Population

Non-ulcer
dyspepsia

Non-ulcer
dyspepsia

Non-ulcer
dyspepsia

Non-ulcer
dyspepsia

Treatments

-Omeprazole 10 or 20mg 1/d
-Ranitidine 150mg 1/d

-Ranitidine 300mg / Nizatidine

300mg

-Cisapride 30mg
-Cimetidine 4x200mg

-Antacids 4/d

-Ranitidine 150mg 2/d
-Sucralfate 4x1g

Outcome

No global dyspepsia

cure

No global dyspepsia

improvement

No dyspepsia
improvement

Result

69% (omeprazole) vs 74%

RR=0.93 (95%CI 0.84 to 1.03)

Non statistically significant trend in favour of
prokinetics
RRR=46% (95%CI 78 to -33)

Non statistically significant trend in favour of
antacids
RRR=33% (95%CI 80 to -23)

Moderate or severe RR=2.7 (95%CI 1.3 to 6) in favour of sucralfate

dyspepsia

www.farmaka.be
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Locke GR. Review: herbal medicinal products seem to be effective and safe in nonulcer dyspepsia. Evid. Based Med. 20036;8:153.

Comment on: Thompson CJ et al. Systematic review: herbal medicinal products for non-ulcer dyspepsia. Aliment Pharmacol Ther 2002;16:1689-99

Design  N/n Duration  Population Treatments Outcome Result
RCT N=17; 1-8w Non-ulcer Monopreprations Overall the agents were found to be both safe and effective.
N=1808 dyspepsia (celandine (“stinkende

gouwe”), turmeric, Overall, the quality ratings of these trials were low. Most of the studies
banana powder, were small and of short duration. Another major issue is publication bias.
emblica officinalis):
N=4; n=260 Reports of hepatotoxicity with celandine (“stinkende gouwe”).
Combination
preparations:

-N=13;n=1548 (9 in
which peppermint and
caraway (“karwij”) were
constituent ingredients

Versus placebo /
control / no treatment

Lacy et al. A 32-year-old woman with chronic abdominal pain. JAMA 2008;299:555-565.

Therapie der Dyspepsie. Arznei-Telegramm 2008;39:82-5 and 95-7

Design  N/n Duration  Population Treatments Outcome Result
RCT N=1; 8w Functional -Iberogast 20 drops by Significantly improved dyspeptic symptoms at both 4 ws and 8 w compared
N=315 dyspepsia mouth 3/d with placebo (p<.05) using a validated symptom score.

(= preparation of 9 plant

extracts; oa “stinkende  Improvement of 6.9 vs 5.9 points on scale of 11
gouwe”)

-placebo

www.farmaka.be
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Moayyedi et al. Eradication of Helicobacter pylori for non-ulcer dyspepsia. Cochrane Database of Systematic Reviews 2006.

Design
RCT

N/n Duration  Population

N=17; 3-12m Non-ulcer

n=3566 dyspepsia
HP +

N=4; 12m

n=871

Treatments

-HP eradication
therapy

-AB placebo +/-
antisecretory therapy
(in most cases
patients received
antisecretory therapy)

Outcome

No or mild symptoms
of dyspepsia

Endoscopic peptic
ulcer disease

Result

Raw numbers: 36% (eradication) vs 29%

NNT=14

RRR for dyspepsia=10% (95%CI 6 to 14%) in

favour of eradication

Number per trial (No statistical test)

Trial Placebo Eradication
1 4% 0.6%

2 5% 2%

3 0% 2%

4 7.5% 2.5%

www.farmaka.be
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Ongewenste effecten

Contra-indicaties / Voorzorgen

Interacties

H2-antihistaminica

Vaak (1-10%):

- Diarree

- Spierpijn, vermoeidheid, duizeligheid

- Huideruptie

- Reversibele gynaecomastie, al dan niet
geassocieerd aan hyperprolactinemie, vooral
bij langdurige behandeling met cimetidine
Zelden (0,01-0,1%), maar enstig:

- Interstiti€le nefritis, gestoorde levertesten en
hepatitis, pancreatitis (reversibel)

Contra-indicaties

- Atrofische gastritis gezien de
achloorhydrie nog versterkt wordt.
Voorzorgen

- Gebruik van maagzuursecretie-
inhibitoren kan bij maligniteit de pijn
verminderen en op die manier kan de
diagnose vertraagd worden.

- Bij nierinsufficiéntie dienen de doses van

de H2-antihistaminica gereduceerd te
worden.

- Voorzichtig te gebruiken in geval van
zwangerschap en borstvoeding.

- Door de verminderde zuurtegraad
van de maag kan de resorptie van
andere geneesmiddelen gewijzigd
worden, bv. verminderde resorptie van
ketoconazol en itraconazol.

- Cimetidine: inhibitie van
verschillende CYP-iso-enzymen, met
vertragen van de hepatische
biotransformatie van meerdere
geneesmiddelen, bijvoorbeeld de
vitamine K-antagonisten, sommige
benzodiazepines, sommige -
blokkers, fenytoine en theofylline.

- De overige antihistaminica: geen
klinisch relevante inhibitie van de
afbraak van andere geneesmiddelen

www.farmaka.be




Ongewenste effecten

Contra-indicaties / Voorzorgen

Interacties

protonpompinhibitoren

Vaak (1-10%):

- Misselijkheid, braken, diarree,
obstipatie, buikpijn en flatulentie

- Slaperigheid, slaapstoornissen,
duizeligheid hoofdpijn en paresthesieén
Soms (0,1-1%), maar ernstig:

- Verhogen van de transaminasen

- Gehoorstoornissen

Zelden (0,01-0,1%), maar ernstig:

- Interstitiéle nefritis

- Overgevoeligheidsreacties (urticaria,
anafylactische shock)

- Verwardheid en hallucinaties bij
ouderen en ernstig zieken

Contra-indicaties

- Atrofische gastritis gezien de
achloorhydrie nog versterkt wordt.
Voorzorgen

- Gebruik van maagzuursecretie-
inhibitoren kan bij maligniteit de pijn
verminderen en op die manier kan de
diagnose vertraagd worden.

- Voorzichtig te gebruiken in geval van
leverinsufficiéntie, zwangerschap en
borstvoeding.

- Door de verminderde zuurtegraad
van de maag kan de resorptie van
andere geneesmiddelen gewijzigd
worden, bv. verminderde resorptie van
ketoconazol en itraconazol.

- De protonpompinhibitoren zijn
substraten van meerdere CYP-iso-
enzymen, met mogelijkheid van
interacties. Klinisch belangrijk blijkt de
inhibitie van CYP2C19 door
omeprazol en esomeprazol, met
vertragen van de afbraak van
geneesmiddelen die door CYP2C19
worden afgebroken.

www.farmaka.be




Ongewenste effecten

Contra-indicaties / Voorzorgen

Interacties

antacida

- Natriumwaterstofcarbonaat is aanwezig in vele
associatiepreparaten. Wanneer regelmatig hoge
doses worden ingenomen kan alkalose met
permanente alkalinisering van de urine
optreden: dit verhoogt het risico van nierstenen.
- Calciumcarbonaat kan verantwoordelijk zijn
voor alkalose en verhoogde calciurie. De
calciumzouten die in de darm worden gevormd,
kunnen aanleiding geven tot obstipatie.

- Magnesiumhydroxide werkt laxerend. Bij
nierinsufficiéntie kan magnesiumretentie
optreden, gekarakteriseerd door
neuromusculaire of cardiovasculaire
afwijkingen.

- Algeldraat (aluminiumhydroxide) kan in de
darm aanleiding geven tot vorming van
onoplosbare aluminiumfosfaten, met risico van
hypofosfatemie en osteomalacie.
Niettegenstaande de geringe resorptie kan bij
nierinsufficiéntie toch accumulatie van
aluminium optreden, met encefalopathie,
osteodystrofie en anemie. Aluminium kan
obstipatie geven.

Contra-indicaties

- Algeldraat: hypofosfatemie

Voorzorgen

- De inname van natrium bij toediening van
natriumwaterstofcarbonaat kan problemen
geven bij bestaan van hypertensie,
hartfalen en sommige nieraandoeningen.

- Algeldraat: nierinsufficiéntie

- Gewijzigde resorptie van andere
geneesmiddelen ofwel door
verandering van de pH van de maag
(bv. verminderde resorptie van
ketoconazol) ofwel door vorming van
niet-resorbeerbare complexen
(bijvoorbeeld met de tetracyclines,
digoxine). Een tijdsinterval van 1 a 2
uur tussen inname van een antacidum
en andere geneesmiddelen is
aangewezen.

- Met natriumwaterstofcarbonaat
beinvloeding van de urinaire excretie
van andere geneesmiddelen door
alkalinisatie van de urine.

www.farmaka.be



Ongewenste effecten Contra-indicaties / Voorzorgen Interacties

Obstipatie, aluminiumopstapeling bij Contra-indicaties -Door absorptie kan sucralfaat de
nierinsufficiéntie - Ernstige nierinsufficiéntie resorptie van geneesmiddelen zoals
tetracyclines, warfarine en fenytoine
tegengaan. Een interval van twee uur
tussen inname van sucralfaat en
andere geneesmiddelen is
aangewezen.

-Gezien het effect van sucralfat
grotendeels verloren gaat wanneer het
milieu niet zuur is, mag men geen
antacida of inhibitoren van de
maagzuursecretie terzelfdertijd
toedienen.

sucralfaat

www.farmaka.be




Ongewenste effecten

Contra-indicaties / Voorzorgen

Interacties

domperidon, metoclopramide

- Hyperprolactinemie, in zeldzame gevallen
verantwoordelijk voor galactorree of
impotentie

- Abdominale krampen of diarree:
zeldzaam.

- Slaperigheid

metoclopramide

- Extrapiramidale verschijnselen: bij hoge
doses

- Tardieve dyskinesie bij langdurige
behandeling vooral bij ouderen

- Maligne neurolepticasyndroom (zeer
zelden)

Contra-indicaties

- Zwangerschap en borstvoeding

- Situaties waarin stimulatie van de
maagmotiliteit schadelijk zou kunnen zijn,
zoals bij gastro-intestinale bloeding,
mechanische obstructie of perforatie
domperidon

- Prolactinoom

- Leverfunctiestoornis
metoclopramide

- Epilepsie.

- Tardieve dyskinesie ten gevolge van
antipsychotica in de anamnese
Voorzorgen

- Het effect van metoclopramide wordt
tegengegaan door middelen met
anticholinerge werking.

- Gastroprokinetica kunnen door
versnellen van de maaglediging, de
snelheid van de resorptie van sommige
geneesmiddelen verminderen (bv.
digoxine), en anderzijds de resorptie
van andere geneesmiddelen ter hoogte
van het duodenum versnellen (bv.
acetylsalicylzuur, ciclosporine,
paracetamol).

- Associatie met een antipsychoticum of
een antiparkinsonmiddel is niet
aangewezen.

www.farmaka.be
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Targeting the muscarinic receptors through which
acetylcholine stimulates gastric acid secretion is one
possible approach, but muscarinic antagonists (e.g.
atropine) are not speci c to the gastrointestinal s ystem
and have

adverse effects such as dry mouth and blurred vision.
Competitive antagonists such as cimetidine and ranitidine
can be used to block the binding of histamine to H2
receptors, but the parietal cell can still respond to other
activating signals such as acetylcholine. Although
histamine antagonists have reasonable ef cacy at ni ght,
all patients quickly develop tolerance,

perhaps as a result of upregulation of other path-

ways.

Given the redundancy inherent in the physiological
control of gastric acid secretion, targeting the n al effector
in the secretion pathway — the gastric H+/K+ - ATPase —
is likely the most effective pharmacological approach.
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