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Guidelines for the Treatment of Functional Dyspepsia
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Functional dyspepsia (FD) is defined as the presence of symptoms thought to originate in the gastroduodenal area, in the
absence of any organic, systemic, or metabolic disease that is likely to explain the symptoms. Based on the available evidence
and consensus opinion, thirteen consensus statements for the treatment of FD were developed using the modified Delphi
approach. Proton pump inhibitor, prokinetics, and histamine 2 receptor antagonists are effective for the treatment of FD.
Mucosal protecting agents, fundus relaxant, and drugs for visceral hypersensitivity can improve symptoms in FD. Antacids
and antidepressants may help improving symptoms in FD. Comparing endoscopy with ‘test and treat’ of Helicobacter pylori,
endoscopy may be more effective initial strategy for managing patients with FD in Korea given high incidence of gastric cancer
and low cost of endoscopy. Helicobacter pylori eradication can be one of the therapeutic options for patients with FD.
Psychotherapy is effective for those who have severe symptoms and refractoriness. Further studies are strongly needed to
develop better treatment strategies for Korean patients with FD. (Korean J Gastroenterol 2011;57:67-81)
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o] ] H| o] A(http://kmbase.medric.or.kr)S o|-&3sfo] A}
ek A= o g 7154 aokedse Amol Het
JAF A¥(clinical trial), H|W %7-(comparative study), -
29l EA <d9-(randomized controlled trial), WEREA
(meta-analysis), X5 X (practice guideline)®. & 3} T}
JEAM| AFR-SF FAo]= MeSH £-0]¢l dyspepsia®} th
2ol 71&dh= 7154 A3EES] AEHT AE Ao
2 A3} Yol A A8t proton pump inhibitor (PPI),
antacid, prokinetics, histamine 2 receptor antagonists,
antidepressants, endoscopy, Helicobacter pylori erad-
ication, mucosal protecting agents, fundus relaxant, vis-
ceral hypersensitivity, psychotherapy. W23 #HMof A
ARESE FAlOl = AR, AR, A B, dys-
pepsia’® FMEE= HE = AR

12 Ao A HAE F32 9] £l 188671, AU A
487710191t} ©] F & AME THS wiAsty AEH &
92 =] 1,5807, =] 363710 3itt.
22 AES B 9] ¥ 1,336, 2] 34272 HjA|S}o]
=9 24571, =i 2170 AT 250 = A 4
Edto] HFHor 2w o] Ade wHdt & €] 1397,
U 64 wiAISte] 9] =5 1067, = =& 15679] =

Mo o
et -

rer

ol =& AlFolv

N,=2,372
Initial abstracts identified from database searches
(Medline and Cochrane Library : 1885, KoreaMedand
KMbase: 487)

429 Abstracts excluded because of screening

———————— > in duplicate
(English 305, Korean 124)
N,=1,943
English 1,580, Korean 363
________ > 1,335 English articles and
342 Korean articles excluded

N,=266
Full text articles obtained : 245 English articles and
21 Korean articles

139 English articles and
6 Korean articles excluded

N,=121
Final studies included 106 English articles and
15 Korean articles

Fig. 1. Flow chart for searching strategy.
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Table 1. Grading Recommendations™®

Grade of recommendation /

L Benefit vs. risk and burdens
description

Methodological quality of
supporting evidence

Implications

1A. Strong recommendation, Benefits clearly outweigh
high-quality evidence risk and burden, or vice

1B. Strong recommendation, Benefits clearly outweigh
moderate-quality evidence risk and burden, or vice

RCTs without important

limitations or overwhelming
versa evidence from observational
studies

RCTs with important limitations
(inconsistent results,

versa methodological flaws, indirect,

or imprecise) or exceptionally

Strong recommendation, can apply to
most patients in most circumstances.
Further evidence is unlikely to change
our confidence in the estimate of effect

Strong recommendation, can apply to
most patients in most circumstances.
Higher quality evidence may well change
our confidence in the estimate of effect

strong evidence from
observational studies

1C. Strong recommendation, Benefits clearly outweigh
low-quality or very
low-quality evidence versa

2A. Weak recommendation,
high-quality evidence

Benefits closely balanced
with risk and burden

2B. Weak recommendation,
moderate-quality evidence

Benefits closely balanced
with risk and burden

Observational studies or case
risk and burden, or vice series

RCTs without important
limitations or overwhelming
evidence from observational
studies

RCTs with important limitations
(inconsistent results,
methodological flaws, indirect,
or imprecise) or exceptionally
strong evidence from

Strong recommendation, can apply to
most patients in most circumstances.
Higher quality evidence is very likely to
change our confidence in the estimate
of effect

Weak recommendation, best action may
differ depending on circumstances or
patients’ or societal values. Further
evidence is unlikely to change our
confidence in the estimate of effect

Weak recommendation, best action may
differ depending on circumstances or
patients’ or societal values. Higher
quality evidence may well change our
confidence in the estimate of effect

observational studies

2C. Weak recommendation,
low-quality or very
low-quality evidence burden; benefits, risk and

burden may be closely

Uncertainty in the estimates Observational studies or case
of benefits, risks and series

Very weak recommendations; other
alternatives may be equally reasonable.
High quality evidence is very likely to
change our confidence in the estimate

balanced of effect
RCT, randomized controlled trial.
A5 FYH0%), A= FoAHA] 2H(0%), DA o5 F T ER)
Sk oEE(0%) ME7t oA HH R FoTH39%), HAZ 52TH61%),
71678 TS ofe] A ekttt S Holw 11 A FOH0%), AR FOAHA] 2(0%), A4 o5 F2
Hej g7t VAR AW 4 gl oldA Q] Hdo] Kel SFA] 94-2-(0%)
A 7HsAol Hrh AAR fAH 8k, 1S B, 7168 adEES A Qo] Agse nAsHAY
FAARA g4, P 5 o4, Wd B, IR Aol g o] A5 Fito] et £ AR FEoict ks
I At 5o v HEAE Z-E0] =oEolA £, o8 TS e 24 Hoke Ao] v Asit. A
Rt Hej e 2 Qlste] 75 askERgEel AEt A= U ol &4], IAAS 3l o] Foh T vheat 54
OFAlE AEltl=t] ofelzo] St weba] ofg 7HA] Sl = A7H AR A At SE5S AASt
TE 714 He e E olsistal o5 wAsh= avpA2l Alo] 8 o] YA o] JAlo] £ o] ZALL 7t |
HAEL 2ol At o] vkl this 0] ofue At Alelotet A7)olA) 4 e S5
2) MEsE % AO| A BHA = 40 Jlong ARy FEo] Erhe
MerEto| JHM 3 AO|Q¥E 715 AEEE B4 SAE JAE AF A "L ZA7)of|A g 54 WAL, o
S| E28 & 4 YLt (Grade 2C, I5E: S, 24 A o= FA ot Zlo] £ oy 7|9 AEE B
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2 L7 ool U RAGe £F, AL 79, B Solul, 494F,
3) ZEEHTOXK WALEAYF, 4UE, FEANA 2L Y, e o2
IS AZYE SXON ZREHDONHE AR | o 4vAg So A @ 4
EWHOICE (Grade 1A, WISF: £8, FA5% ¥8) | 4) AR
TE7t A HA o7 FOfoH22%), AR F2ITH67%), HiR= 7158 22=2HE 549 X=0 =8 & =
A5 FOY(11%), PAZ FAA F20%), HHOZ F| | ULk (Grade 20, BISE: BE, FASE: )
o814 eL-L(0%) HM27} oj7t: AH R Fo¥H18%), AR FOIH75%),
7154 23RSl EA FHol AFT AR FE | DR FAROR), DA YA e (0%), AHOE F
olnE Yo ol EoHe PHEHCIAA AGHE A 3P SHE0%)
S ANRYT WM 5N A9RTEY Y LA WA ANAL glok

[e=1
H7b Ak 2E e a3EFE o 053 gAE BAETT 1099 s o R 65 F
Qtel Aol A ffeFe 38%, AlttAl= 37%ClAM AA7E UL

O

Aol A ZREHIZAAA o] T3t WEHEA L 9okt o}

F8F ZREHIAAA|, FASFY] TREHIZAAA th* 10849 AE fAre g 3 T AN 55 A1

5 Al 2 vwskdck’ 7709 $2 B4 73,0318 Ta7t kA= 31%, AAAA = 36%= AAHAS] 2yt

oz 3t mElEAoA ZEEHIAAAE 2-8F FoF 7} ooyt BA12 Aol itk ey, 9jeFute] Bl

T AOEHSO SAS Solud ¥ 4 BF YofEg & Aol B 7154 AdkEs SAtolA A Fol&

FtHo] 9t 10749] F&H9] FA| ATollA 3,347 AL 37%A A F4 TS Holi 7183 SA4F Asto] kol

2 3 BHo e ZEEHIAQAE 2-85F FF & AoME 2 AT Aol dAf A5E 1T 4 Qo

Fool et mITF 34%2 $JeK(26%) Kt BIA ol grt S8 HAg2 Aol Extdeld, ¢Fulw T A=

(Table 2).%%*% ol QA Ago] A 4= L, vidls £ e HS
7|67 AR SR TREHIZAAA A2} 5| AE Ho| Ay 4= ¢k

U8 AAGAE vwet 29 Rt AoA] Z2EY 5) Y& 2ESEIIA|

A AL S| AR DG A ] v £ P 2 T SEETIHE 75N ASHEUSO| X0 ZatE

Ao BAZ Aol it T2EFHIA AL} A 4HA] OIC}. (Grade 1B, PIFE: &8, FASE: £55)

& vt Ao E Z2EHIAA AV} AAA R 43} ME} A HH o7 F8h39%), AR 52EH57%),

B0 Muta A Aol digf b gl P AR FOI3H4%), AR FolBIA] F2(0%), Aoz 59

Table 2. Randomized Controlled Trials of Proton Pump Inhibitors for Functional Dyspepsia

Author Study design and ITT population Treatment Key findings
Blum et al.?® 2-wk, multicenter, double-blind Ranitidine 150 mg od in the Omeprazole 20 mg per day improved dyspeptic
placebo-controlled, 792 patients evening or omeprazole 10 mg symptoms in patients infected with H. pylori
with normal endoscopy, Rome for od or 20 mg od in the to a greater extent than in those who were H.
dyspepsia. morning vs. placebo pylori negative.
Talley et al.® 4-wk, double blind, placebo- Omeprazole 10 mg od or 20  Statistical improvement in GSRS between
controlled, 1262 patients mg od vs. placebo omeprazole 20 mg and placebo but not 10
mg and placebo.
Wong et al.® 4-wk, double blind, placebo- Lansoprazole 30 mg od vs. Proton pump inhibitor was not superior to
controlled, 453 patients lansoprazole 15 mg od vs. placebo for the management of functional
placebo dyspepsia in Chinese patients.
Peura et al.* 8-wk, double blind, placebo- Lansoprazole 30 mg od vs. Lansoprazole 15 mg or 30 mg was better than
controlled, 921 patients lansoprazole 15 mg od vs. placebo in reducing symptoms of upper
placebo abdominal discomfort accompanied by at

least some symptoms of heartburn.

Veldhuyzen et 8-wk, placebo-controlled, 502 Esomeprazole 40 mg od vs. Esomeprazole was significantly more effective
al.® patients placebo than placebo for symptom relief at 4 wk.

ITT, intention to treat; H. pylori, Helicobacter pylori; GSRS, gastrointestinal symptom rating scale.
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|[3HA 9E(0%). |

147] A+ 1,063%S
SEAA siofol ulo] 267 Fol ¥ F4 LA LI
A 109 49 5 A7 317888 o B

S o T SFSAA L mIHE7%)7F HFA7%)e] B
°«l*}7ﬂ =9ttH(Table 3)%°% Zeiu, Hel2A o] ARg-at

$R| OB WA FAgoR AR YA G cis

aprideo]] et A7} thFEo] AL, X ol A ol Ab
£-3}= mosapride, itoprideo] Tt A7} Fof, B} whe

AF7F atE = Aot AT &5 ??X]Xﬂ 71 9kA 7]
Aol whe} Tulul D, X A3A|, 5-HT, 84284,

g8 S 8HEA % & EREY 299 D, $844%

Al % domperidone-> H[EFEA A 2-45:7F AFS-SIS %’4
oo H]3f FAF TAo] LI 0] T Ttopridets 24 AT
o= Sloko] Hlsl AT Ao Hpa]o] Uk 34 ¢lto]
A 9ok Apol7h glokal RaEgl ot Hu] 29 {7
A S4 348 BY” 5-HT, F8AZE4A4 5 B9
oFA| = cisapride?} tegaserod©|A|qt FA WMy} A&7 A3}
L4 7psAo] Zkzh HuEoe] T okE T Hajl AR o] A
EZH Aeleltt. 5-HT, 8A4 484 & mosapridet= 57
) 22 RAGS HUER] okow, 4 A 4]
& PAAZIGE Has Quuh % medl Sax2h-a4) 9]

l‘

F

=

erythromycine %
waEglo 2 Agd ¥
o7} gltkal B Qlek

ol S $5Ae

9% 715381 Cisapride®t domperidones Bste] Al

83} 7o) cisapride TS %ol AluT} 24 9l3jo] of i}

o]} 5

6) SIAEIDIEH|ZSHH|
S|IAEIEXNZEN = 7Isd

WHO|Ct. (Grade 1B, HiLF<E: &+, %ﬂ-’?-ﬁ*t Tok
M2} oA: AFoF ,] (15%),

2 A%, A

oA FE(0%)
aéam zﬂ AAE SR dA Ao Dy ZrEY

AN R Blst ol 71
o wﬂohﬂr 12749] o] 2A 2,1895L Ao
o ARy A3, S ASUSEA DA 2657 T

gieroll ]3] 34 )4 H37} YoirHTable 4)He 0

8ot Uo7

Table 3. Randomized Controlled Trials of Prokinetics for Functional Dyspepsia

Author Study design and ITT population

Treatment

Key findings

al-Quorain et al¥’ 4-wk, randomized double blind,

89 FD placebo
Bekhti et al.®® 4-wk, randomized double blind,

40 FD vs. placebo
Chung40 4-wk, randomized double blind,

29 FD placebo

de Groot et al.**  4-wk, randomized double blind,

121 FD placebo

Halleback et al.**  6-wk, randomized double blind,

606 FD placebo

Holtmann et al.*® 8-wk, randomized double blind

placebo

Talley et al.®? 4-wk, randomized double blind

placebo

Talley et al.®” 8-wk, randomized double blind

placebo

Arts et al.®° Randomized double blind

placebo

Cisapride 10 mg t.d.s. vs.

Domperidone 10 mg t.d.s.

Cisapride 10 mg t.d.s. vs.

Cisapride 10 mg t.d.s. vs.

Mosapride 7.5 mg t.d.s. vs.

Itopride 200 mg t.d.s. vs.

ABT-229 10 mg b.d.s. vs.

Iltopride 100 mg t.d.s. vs.

Erythromycin 200 mg iv vs.

Reduced postprandial bloating, epigastric pain,
early satiety, epigastric burning (p< 0.05)

Reduced FD symptoms (p <0.05)

Reduced bloating and epigastric discomfort
(p<0.05); improved global symptoms
(p<0.05)

Not superior to placebo in overall symptoms
improvement

Not superior to placebo in overall symptoms
improvement

Reduced pain and fullness (p<0.05); improved
global symptoms (p <0.05)

Not superior to placebo in upper abdominal
discomfort improvement

Not superior to placebo in overall symptoms
improvement

Not superior to placebo in overall symptoms
improvement

FD, functional dyspepsia.
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Table 4. Randomized Controlled Trials of Histamine 2 Receptor Antagonists for Functional Dyspepsia

Author Study design and ITT population Treatment Key findings

Gotthard et al.*® 6-wk, randomized double blind; Cimetidine 400 mg b.i.d., antacid 10 Cimetidine was superior in relieving pain
Rome criteria not used ml q.i.d., vs. placebo and nausea (p<0.01), bloating (NS)

Hansen et al.*® 2-wk, randomized, double blind; Nizatidine 300 mg q.d., cisapride 10 Global symptoms: nizatidine was not

Rome criteria not used mg t.i.d., vs. placebo superior to placebo.

Kato et al.?® 4-wk, randomized double blind, Famotidine 20 mg b.i.d., vs. placebo Reduced pain (p<0.01), indigestion, reflux
crossover; Rome Il criteria symptom (p <0.05)

Muller et al.®’ 4-wk, randomized, double blind; Ranitidine 150 mg b.i.d., vs. placebo Disappearance of all dyspeptic symptoms:
Rome criteria not used ranitidine was superior to placebo

(p<0.05)

Singal et al™ 4-wk, randomized, double blind; Cimetidine 400 mg b.i.d., vs. Cimetidine was superior in relieving

Rome criteria not used placebo abdominal pain (p<0.05)
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