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Clinical Definition

Dyspepsia
‘= Derived from the Greek duspepsi : dus-
, dys- = hard, with difficulty + pepsi, =
digestion
= Pertains to “chronic or recurrent pain or
discomfort centered in the upper abdomen”

= Gastro-duodenal in origin

ACG Dyspepsia Practice
Guidelines 2005

AP Consensus FD JNGM
2012



linical Definition

1ins to “chronic or recurrent pain or discomfort centered in
e upper abdomen” Discomfort is defined as a subjective
itive feeling that 1s non-painful, and can incorporate a

2ty of symptoms including early satiety or upper abdominal

= Dyspepsia in the absence of detectable organic disease

m Defined first in 1988

ACG Dyspepsia
Practice Guidelines 2005



Ju]uv stigated Dyspepsia

Fur Honal Dyspepsia
Orgamc Causes

an JGH 2003

vai GIE 2002




- Dyspepsia

Symptoms
1t loss

nt or persistent vomiting
ry of GI bleeding or anemia
 history of gastric cancer

nset in > 40 vs 45-50 year olds




Dyspep ﬁo‘ >1a : Investigational
" Algorlthm

. Dyspeptic Subject

esop al reflux disease

stic ulcer disease '
r and hypothyroidism
olyte imbalances

ic renal failure

‘ . lp Ch

i ic infestations
= Cancers/disorders of the GI and hepatobiliary tract

= chronic pancreatitis




Uninvestigated dyspepsia’
for 3 months or longer

——— Exclude evident causes of dyspepsia by history, eg. drugs

i @ Mo . .

Empirical MNon-invasive test for
treatment H. pylori and treatment
Yes
b
Upper endoscopy |+ ¥

Finding(s) can
explain the
symptom(s)

Ma

v

If clinically indicated: stool parasites
and occult blood, blood chemistry
and/or abdominal imaging(s)

Yes

¥
Functional

dyspepsia

Result(s) can
explain the
symptom(s)

H Miwa JNGM 2012



Research Definition

spepsia

U

onosis of exc
ence of one or more chronic dyspepsia symptoms
ding post prandial fullness, early satiety, epigastric
ss or burning in the absence of any organic disease
y to explain the symptoms

tion criteria

Also called non ulcer dyspepsia or idiopathic dyspepsia
1. Tack et al Gastroenterol 2006




types of FD

ress Syndrome

ng s and / or early satiation several
1es a week

stric Pain Syndrome
rmittent pain/burning in the epigastrium, at least
per week
elieved by defaecation or passage of flatus




Korea
i 8%-20.4%

.";1:1:5-:"' L -
| ]

Singapore
14.6% -24.3%

Chinese 15%-17.8%
Malays 13.4%-
28.3%
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PREVALENCE OF FUNCTIONAL DYSPEPSIA in ASIA-PACIFIC



=D in Asia Pacific Region
ses epigastric/upper abdominal

ificant overlap with Irritable Bowel

-ome .

% FD > IBS

_ % IBS—> FD, 23.7% IBS - FD

= 26.5% PDS vs 18.3% EPS, P=0.039 >1BS?
= FD dysmotility like subtype

1. AKTutega AMJ 2008, X Jiang Gut 2008, N Manabe SJGast
2010
2. A Wang BMC Gast 2008, MH Chen JGH 1997




Pathophysiology

Pyloric
___ resistance

| Corpus-antral
filling/mixing

"if:-'._ f Antroduodenal— -
coordination Antral Antrum
peristalsis-emptying
(3/min)

H Parkman GastroE 2009



al 1ophysiology

oroup of pathophysiological mechanisms
i te%l hithe et]i)ol}(;gy 15

ptying

\Itered intestinal motility
ecreased gastric accommodation
Pylori infection/GE
essive Gastric Acid Secretion
ceral hypersensitivity
rchological factors 2
‘Genetics

Role of Gut Microbiota

Diet

1. Talley et al JGH 2009 :
D) Hu et al Gastroenterol 2002




Mana gement

S

inetic agent
Jepressants ©
- Therapies

Pilichiewicz et al Clin Gast Hep 2009.
Pilichiewicz et al Am J Gast 2008
Laine et al Ann Int Med 2001

Wong et al GUT 2002

Wang et al Clin Gast Hep 2007

Tan et al WJG 2012
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~

group of pathophysiological mechanisms
ated in the et]fol}(;gy ug

nptying Prokinetic Agents
VDO Buspirone
ltered intestinal r 4
reased gastric accon
Pylori infection
ssive Gastric Acid Secretion PPI

ceral hypersensitivity Antidepressants
ological factors 2

» Genetics Antibiotics

= Role of Gut Microbiota FODMAPs

o Diet

ydatior

1. Talley et al JGH 2009
9) Hu et al Gastroenterol 2002




Psychological Factors

monstrating an association between
and FD!

anxiety in healthy subjects fed a test meal is

pigastri _ ores
creased gastric complia
ommodation

in subjects with FD associated with discomfort/pain threshold &
ompliance and prolonged antral retention meal retention?

aging demonstrates the effect of anticipatory pain/anxiety on
on of the visceral pain pathways in the brain*

isorders influence gastric function through decreased vagal

1. WH HU ,Wong WM APT 2002

2. B Geeraerts GastroE 2005

3. L Van Oudenhove Psychosom Med 2007, TT
Haug Psychosom Med 1994

4. L Yaguez, GastroE 2005

5. SL Lorena JCG 2004




Antidepressants in FD

sxamined TCA

DO

. '-V-

.. monstrated nc
5 44%
\d PP no benefit

efit, large drop puts in Rx

LA Van Kerkhoven
CGH 2008
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dn-mood uolEdo)y

s1s euy

Azsessed for eligibility (n=143

Fandomized h=193,

2enaline

Allocated to Intervention (h=48 )
Feceived allocated

Intereention (n=4z )

\ Placebo

Allocated to Intervention (h=423
Feceived allocated

infersention in= 4935

Discontinued interventon (r=24

Discontinued intervention (=150

Anahzed (r= T4)
Excluded from analysis {(n=24)

Analzed (=760
Excluded from analysis (h=191

Figure 1: Study Patient Flow Chart




Sertralme Flaceho p-vilug

Mumber of patients O 05
b 4310 41 A 0515
S (Inale) 27 21 1.000
Churrent srankers (%) 3.2 13 0.122
B Jeohol {) f.2 8.3 0295
H prrlon postive (7] a4 13 0543
AT nse (%) 3l 2h 1.000
Predormant symptor
)

leer like 447 553

Dystnntility like 492 Al

Beflu ke 511 429

Non-specific b 4 414
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Table 4
Defanlt Patient Profile
Eeason for Defanlt

Ire
Vi dh

Defanlt
W (1)

*FHIIIH sents percentage of all def: 1111’[ Il:l.tll"]:lt:




~ SSRIin FD

itations of the study is the drop
eek 4 and 22.3 % at week 8

ors including sertraline’s side effects,
ral bias in the Chinese population against a
nosis of psychiatric or functional disorders

'@ Outcome is important given the limited
- therapeutic options available to the frontline
clinicians treating functional dyspepsia




Mana gement

inetic agent
lepressants
- Therapies

Pilichiewicz et al Clin Gast Hep 2009.
Pilichiewicz et al Am J Gast 2008
Laine et al Ann Int Med 2001

Wong et al GUT 2002

Wang et al Clin Gast Hep 2007
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Diete 'y Modification

0 support any specific dietary
- FD
Advice given by 80% of clinicians Rx

-

se restriction in lactose intolerance?

D overlap
AP diet®

. Fermentable Oligo, Di-, Monosaccharides ¥, _
& Polyols .

1. S Miura JGH 2011
2. VP Tan unpublished date
3. D Ong P Gibson JGH 2010




Pylori Eradication

tological gastritis

Infectious FD
41 however may be lower based on
published in Chinese Journals

P Moyaeddi Cochrane Database SR 2006
X Jin Helicobacter 2007




PPI

lies support use in FD

£ A51an RCT dat suggests no benefit in
per Rome II criteria

ninvestigated Dyspepsia also suggest no
t over placebo

| = O erl b with GERD

WM Wong Gut 2002
WK Leung AM] 2007




Prokinetic Agents

lausible

Ty place 47%

e agents

P Moyaeddi Cochrane Database SR 2006




Anti-Depressants

symptoms of clinical anxiety
on

el 3. Han:

1%
ailure of other therapies

ider in event o
t discuss short term side effects

ynset of effect

[z lley with multicentre study TCA vs SSRI due

12013/2014




[ Functional dyspepsia

i

HPylori Test and Treat

Predominant

l

symptom(s)

.

Postprandial fullness, early satiation,

[ Epigastric pain or burning ]

v

upper abdominal bloating, nausea,

vomiting or belching

v

Proton Pump Inhibitor
+/- Prokinectic agent
Antidepressants

Prokinetic agent
+/- Proton Pump Inhibitor
Dietary Modification

Response
after4or 8
weeks

Yes

Dietary Modification

Antidepressant

‘ NO response

J Discontinue Proton Pump

1z

Response
after4 or 8
weeks

Yes

Therapy, consider H2RA

Inhibitor, On Demand "



Ireatment Failures
imptying Studies

:astroparesis vs. Functional Dyspepsia

. 20-50% demonstrate delayed gastric emptying
Meta-analyses demonstrated ~40% delayed gastric
‘emptying in FD

MRI vs Nuclear Medicine studies

’rokinetics

1. AO Quartero DigDSc 1998

Time (min)




‘eatment Failures

{/Impedance Studies

ment in studies

y Therapies in FD

N

[herapeutics in FD




rrita .5 le’B , wel Syndrome




nical Definition

ninal pain or discomfort
21 W

or more of the following:
ovement with defecation
t associated with a change in frequency of

Onset associated with a change in form
- (appearance) of stool
= Clinical divisions - IBS-C, IBS-D, IBS-M




rritable Bowel Syndrome

1 Symptoms
nt loss

DOW¢

nge in stool for _

'y of GI bleeding or anemia

rnal symptoms

r, abnormal physical examination
family history of colon cancer

= new onset in > 40 vs 45-50 year olds




nyvestigational Algorithm

ory Bowel Disease

-intestinal Infection
.S

cal sprue

) P\ W

Neoplastic Disorders




Goee G201

Recurment abdominal pain, biosing, or other discomfon for = 3 months
ass0cated with 1 or more of the Tollowing:

* relief with defecation
» change In siool form {show peliant the Bristol Stool Scale)

» change In siool frequancy

Alarm featurss

» patient age 45 years or oider
* bioad In stools

* unintended weight loss

* noctumal symptoms

* fevar

» aboomingl mass

* ascites *
» tamlly history of calorectsl caner | | Probable IBS |
+ presence of anamia

L 3

Rapaat vwish within & weeks

Check for new symphoms
Raview 3lam fasiures

Confinue rastmeant S5 Necessany of modiy

-

Laborstory results

* anemia

* leuknoyiosks

* high ESR, CRP

» abnormal blood chemisiry
» facsl nccult hiood positve

Mo

L 3

Repest vish within & wesks
Check for New symptoms
Rleviaw alanm fesbures

Figure 1 Disgnostic algorithm for irritable
boweal syndrome (BSL. CRP  Caeactive

St symptomatic

protein; ESA, envthrocyte sedimentation rate.




South Korea
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South Korea
9-10.1%

China .

10.4-15.9%

1.2-31%
Prevalence 1-15%

' Hong Kong
3.6-6.6%
taysingf S

O gt
.:.-.l..' ;

b
%
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Psychasacial Faciors
Ganetlc predispesiton
| —
irritants
Products af digestion
Fdeuralransrmiliers
Trans |Klr|:E"l"i
Fricr gastropnteritis
Fizrabiome

Fducosal immune activation

Inereased muoosal permeabality

Figure 1. Mechanisms Underlying the trritable Bowel Syndrome (1BS]. Camilleri

& variety of perpheral mechanisms infbate perturbation of gastreantestinal
modor and sensory lunctions and kead 1o 185 spmptoms. ldentification of the NE]M 2012

perpheral irritants provides an opporianly B prevent or everse SympElsms.
CHS demaies central aervous sysbem.



Visceral Hypé _
transit

lowed colonic transit

5% 1
D - 15-45% have &

' and mucosal factors

motora

intestings

orated colonic transit







Landmark study demonstrated through rectal
barostat that subjects with IBS experienced
more symptoms than controls to identical
volumes of rectal distension !

of subjects with




‘Anti Depressants

emonstrated that low dose TCA
in IBS 1

 of IBS symptoms 1
us placebo was 0.66
‘'was 4

for IBS-D
SR IBS-C
'@ SSRI for IBS-M

isting with antidepressants
5% CI, 0.57 to 0.78)

1. Ford GUT
2009







“Carbohydrates

ates 2 FODMADPs

otive capacity and/or ability to
idic linkages leading to mal-

tion

lective reduction a scalation of lactose
tose, fructan and sorbitol intake and its effect on
"-intestinal function

v vs. High FODMAP diet

bsorbed carbohydrates/carbohydrate chains are
metabolized by the colonic bacteria to short fatty acids,

CO2, methane and H2




FODMAP malabsorption

of sugars, such as lactose,
bitol : IBS

absorption of sugars, such as lactose,
tose, and sorbitol may exacerbate the
btoms of IBS

alence across ethnic groups and races is
ear

1ese ~80% lactose malabsorbers, ~22% fructose
malabsorbers!

@ Distinction between mal-absorption and
intolerance

Tan VP Submitted for
Publication




Table 5 Examples of common FODMARPs indentified in the Chinese Diet

+
ExcessFructose Lactose Qligo-saccharides Polyols
Known « Apples «  Milk *  Wheat *  Mushrooms
= Pears = Butter productse.g s  ‘Watermelon
* Nashipears * lce cream wheat bread, «  Apples
* Honey  Milk powder cakes, biscuits, * Nashipears
* Dried fruit * Commercial wheatnoodles
e.g. grapes, sweetteas * Garlic/onions
dates and coffees * Beanse.g.
red/green
beans, soy
beans
* (Cabbage
* Watermelon
*  Persimmon
Suspected * Commercial *  Fruit chews
saucese.g.
char sui
sauce,
oystersauce




~ Proteins

icated in the pathogenesis of non-
ensitivy!

S-D thos eiving gluten had increased
ol frequency and bowel permeability and
ced messenger RNA expression of tight-
tion proteins in bowel mucosa 2

with non-celiac gluten sensitivity, after
ling for FODMAPs no gluten effect was

con _
seen °
1 Gibson AM]J 2011

2 Camilleri GastroE 2013
3 Gibson GastroE 2013




Other Macronutrients

onflicting results

ler studie ired

or total fermentati in the distal small bowel
C _Llon leading to the production of short-chain

| 7 acids and gas

- soluble supplement such as ispaghula/psyllium

= exacerbates abdominal distension, flatulence,
constipation, and diarrhea










Establish Firm
Diagnosis

Reassurance &
Symptom Control

—

i-diarrhoeal Anti-spasmodic
asmodic Prokinetic

| | Binders Antibiotics
- Antibic

Hydrogen & Methane Breath
Testing

- ." £
- Dietary Therapies

Anti Depressants

Clinical Trials




Future FD/ IBS

Ota

otics

Therapies

o-modulators




Thank you & Questions
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