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Background/Aims: Functional dyspepsia (FD) is a chronic upper gastrointestinal symptom complex that routine diagnostic

work-up, such as endoscopy, blood laboratory analysis, or radiological examination, fails to identify a cause for. It is highly preva-

lent in the Korean population, and its response to the various available therapeutic strategies is only modest because of the heteroge-

neous nature of its pathogenesis. We constituted a guidelines development committee to review the existing guidelines on the man-

agement of FD.

Methods: This committee drafted statements and conducted a systematic review and meta-analysis of various studies, guidelines,

and randomized control trials. External review was also conducted by selected experts. These clinical practice guidelines for FD

were developed based on evidence recently accumulated with the revised version of FD guidelines released in 2011 by the Korean

Society of Neurogastroenterology and Motility.

Results: These guidelines apply to adults with chronic symptoms of FD and include the diagnostic role of endoscopy, Helicobacter

pylori screening, and systematic review and meta-analyses of the various treatment options for FD (proton pump inhibitors,

Helicobacter pylori eradication, and tricyclic antidepressants), especially according to the FD subtype.

Conclusions: The purpose of these new guidelines is to aid understanding, diagnosis, and treatment of FD, and the targets of the

guidelines are clinicians, healthcare workers at the forefront of patient care, patients, and medical students. The guidelines will con-
tinue to be revised and updated periodically. (Korean J Med 2021;96:116-138)

Keywords: Dyspepsia; Endoscopy; Evidence-based medicine; Guideline; Proton pump inhibitors
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Table 1. Level of evidence and recommendations
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Class Explanation
High At least one RCT or SR/meta-analysis with no concern of study quality
Moderate At least one RCT or SR/meta-analysis with minor concern of study quality or
At least one cohort/case-control/diagnostic test design study with no concern of study quality
Low At least one cohort/case-control/diagnostic test study with minor concern of study quality or
At least one single arm before-after study, cross-sectional study with no concern of study quality
Very low At least one cohort/case-control/diagnostic test design study with serious concern of study quality or

At least one single arm before-after study, cross-sectional study with minor/severe concern of study quality

Grade classification  Explanation

Strong for The benefit of intervention is greater than harm with high or moderate level of evidence, which can be strongly
recommended in most clinical practice

Weak for The benefit and harm of intervention may vary depending on the clinical situation or patient/social value.
It is recommended conditionally according to the clinical situation.

Weak against

The benefit and harm of intervention may vary depending on the clinical situation or patient/social value.

Intervention may not be recommended in clinical practice

Strong against
not recommended in clinical practice

The harm of intervention is greater than the benefit with high or moderate level of evidence, intervention should

No recommendation It is not possible to determine the recommendation direction owing to a lack of evidence or discrepancy of result.

Thus further evidence is needed.

RCT, randomized controlled trials; SR, systemic review.
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S Grade of Level of
tatements . -
recommendation evidence
Diagnosis
1 Prompt upper GI endoscopy is recommended in dyspeptic patients aged 40 years or older to exclude Strong Low
organic disorder, including upper gastrointestinal malignancy.
2 Test for H. pylori infection is recommended in dyspeptic patients who are not responding to acid Weak Very low
suppressants or prokinetics.
3 When dyspepsia is accompanied by the following alarm symptoms, signs or medical history, further Strong Low
evaluation should be considered: age > 40 years, abnormal weight loss, progressive dysphagia, bleeding
signs, persistent vomiting, family history of gastric cancer, and recent non-steroidal anti-inflammatory
drug (NSAID)/anticoagulant/antiplatelet agent use.
Treatment
4 PPIs are recommended for the treatment of FD. Strong High
5  PPIs should be recommended as a first-line treatment for FD in patients with EPS. Strong Moderate
6  H,RAs are reasonable treatment in functional dyspepsia, especially for short-term use. Weak Moderate
7  Prokinetics are effective in the treatment of FD. Strong Moderate
8  Prokinetics can be useful as a first-line treatment for FD in patients with PDS. Strong Low
9 Itisreasonable to determine the administration of dopamine antagonists carefully, because prolonged Strong Low
use or administration of these drugs in some vulnerable patients can cause irreversible adverse events.
10 H. pylori eradication is a reasonable treatment for dyspeptic patients because eradication therapy can Weak High
provide long term relief of dyspeptic symptoms.
11 Fundic relaxant drugs may be effective in improving generalized dyspeptic symptoms, postprandial Weak Moderate
fullness, and early satiation.
12 TCAs may be effective in functional dyspeptic patients who do not respond to conventional therapy. Weak Moderate
13 Psychological therapies can be considered when drug therapies are ineffective in improving symptoms Weak Moderate
in patients with FD.
14 Dietary modification may be effective for symptom relief in patients with FD. Weak Low

GI, gastrointestinal; H. pylori, Helicobacter pylori; FD, functional dyspepsia; EPS, epigastric pain syndrome; H,RA, Histamine type 2
receptor antagonists; PDS, postprandial distress syndrome; TCA, tricyclic antidepressants.
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Figure 1. Forest plot of randomized controlled trials comparing proton pump inhibitors to placebos in patients with functional dyspepsia.
CI, confidence interval; PPI, proton pump inhibitor.
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Figure 2. Forest plot of randomized controlled trials comparing proton pump inhibitors to placebos in patients with functional dyspepsia

in terms of global symptom relief. CI, confidence interval; PPI, proton pump inhibitor.
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Figure 3. Forest plot of randomized controlled trials comparing proton pump inhibitors to placebos in patients with functional dyspepsia
patients by treatment duration. CI, confidence interval; PPI, proton pump inhibitor.
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Figure 4. Forest plot of randomized controlled trials comparing proton pump inhibitors to placebos by the predominant symptoms of
patients with functional dyspepsia. CI, confidence interval; PPI, proton pump inhibitor.
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Drug Mechanism of action Dose

Special comments Side effects

Levosulpiride Dopamine D, receptor
antagonist, SHT4 receptor

agonist, weak SHT; receptor

25 mg tid

antagonist
Metoclopramide Dopamine D, receptor
antagonist, SHT4 receptor mg per day)
agonist
Domperidone Dopamine D, receptor 10 mg tid (max. 30
antagonist mg in a day)
Ttopride Dopamine D» receptor 50 mg tid
antagonist, inhibition of
acetylcholinesterase
Mosapride SHT; receptor agonist 5 mg tid, 15 mg qd
DA9701 SHT4, 5-HT 4 and 5-HT)5 30 mg tid
(Motilitone®) receptors agonistic effect,
Dopamine D, receptor
antagonistic effect
Acotiamide M, and M, muscarinic 100 mg tid
receptors antagonist
Erythromycin Motilin receptor agonist 250-500 mg tid

5-10 mg tid (max. 30 Limited to only 5 day-

Limited to short durationuse Menstrual abnormalities and
for avoiding side effect galactorrhea, drug induced
parkinsonism

Extrapyramidal symptom,
use/treatment, gynecomastia, galactorrhea,
maximal dose: 0.5 mg/kg per

day (both adult and child)

Limited to one-week

menstrual irregularities

Gynecomastia, galactorrhea,

use/treatment menstrual irregularities

Not available in the US, UK Rash, diarrhea, giddiness,

Sustained-release mosapride
(once daily) is available

Plant extract

Not available in Korea Headache, diarrhea

Not available in Korea Arrhythmia, reversible deafness,

abdominal pain, diarrhea
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Table 4. Continued

Adverse
event

up

Eradication Follow-
rate (%)

Mean age

Arms No. of
patients

H. pylori
prevalence (%) (regimens)

Country

Studies

4(0)
3(5

52 wk
52 wk

38.6 73.2

71

LAC
Prokinetic

40.8

Singapore

Ang et al. [110] (2006)

38.4

6wk
OCTi
Placebo

NA

12M
12M
12M
12M
12M
12M
12M
12M

68.3

447+11.4

40.8 41

Singapore

Gwee etal. [111] (2009)

NA
172 (93)
146 (82)

4.9

36.1+12.1
46.1+12.4
46.0+122
46 (25-65)

41

88.6

201
203
259

OAC

712

Brazil

Mazzoleni et al. [112] (2011)

7.4
69.9
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NA

OAC

63.5

India

Sodhi et al. [113] (2013)

NA
NA
NA

5.0

43 (20-68)

260

186 36.8 87.1

OACB
Omeprazole

59.0

Iran

Yazdanbod et al. [114] (2015)

29

36.8

173

Values are presented as mean + standard deviation or number (%) or median (interquartile range).
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7 7154 AstEET SRS Al ZIE T 671 ol 4
TSt 18712] RCTOl| ot HlERHEA]S AJY 5} THTable 4,
Figs. 4 and 5) [97-114]. H. pylori Ald 52 §F do| 4] A3}
EF 340l FoatA HAEIG O KRR 1.18, 95% CI
107-131) A77F oA $7F H=Qa = 257, p
0.08, I’ = 34%) (Fig. 5), NNT= 147(95% CI = 11-18) 2.
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H. pylori, Helicobacter pylori; NA, not applicable; M, months; Wk, weeks; O, omeprazole; A, amoxicillin; M, metronidazole; C, clarithromycin; R, ranitidine; L, lansoprazole; Te,

Tetracycline; Ti, tinidazole; B, bismuth.
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Figure 5. Forest plot of randomized controlled trials comparing Helicobacter pylori eradication to placebo antibiotics in Helicobacter
pylori-infected patients with functional dyspepsia. CI, confidence interval.
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Figure 6. Forest plot of randomized controlled trials comparing tricyclic antidepressants to placebos in patients with functional

dyspepsia. CI, confidence interval; TCA, tricyclic antidepressant.
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Figure 7. Forest plot of adverse events in randomized controlled trials comparing tricyclic antidepressants to placebos in patients with
functional dyspepsia. CI, confidence interval; TCA, tricyclic antidepressant.
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