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DAT VAN BE

# Tan suat FD 10-30% [1], chau A : 8-23% [2]

» Anh hwdng chat lwong cudc sdng

» Géanh nang vé kinh té, xa hoi : 18,4 ty USD nam 2009 [3]

# M6t sd co' ché bénh sinh m&i=> ¢c6 nhiéu thudc méi > diéu
tri van con la mét thach thire [4]

- Cap nhat chan doan va diéu tri FD theo Rome IV

1.Mahadeva S, Goh KL. World J Gastroenterol 2006;12:2661-2666.

2. Ghoshal UC, et al. J Neurogastroenterol Motil 2011, 17:235-244
- 3. Lacy BE et al. Aliment Pharmacol Ther. 2013 Jul;38(2):170-7

4. Ford AC, et al. Curr Opin Gastroenterol. 2013 Nov; 29(6):662-8



http://www.ncbi.nlm.nih.gov/pubmed/23725230
http://www.ncbi.nlm.nih.gov/pubmed/24100727

Table 1.Functiona! Gastrointastinal Disorders

A. Esophageal Disorders

Al. Functonal chest pain Ad. Globus
A2. Functional heartbum AS, Functional dysphagia
A3. Rafhix hypersansitivity

B, Gastroduodenal Disorders

B1. Functional dyspapsia B3. Nausea and vomiting disorders

Bla, Postprandial distress syndrome (FDS) B3a. Chronic nausea vomiting syndrome [CNVS)
/ B1b. Epigastric pain syndrome (EPS) B83b. Cyclic vomiting syndrome (CVS)
B2. Beiching disorders B3c. Cannabincid hyperemesis syndrome (CHS)
B2a. Excessive supragastric belching B4, Rumination syndrome

B2b. Excessive gastric balching

C. Bowel Discrders

C1. imtable bowel syndrome (IBS) C2. Functional constipation
IBS with predominant constipation (1BS-C) C3. Functional darrhea
IBS with predommnant diarhea (BS-0) C4. Functional abdominal bicating/distension
1BS with mixed bowel habits 1BS-M) C5. Unspecified functional bowel disorder
I1BS unciassifled (IBS-U) C6. Opioid-nduced constipation

D. Centrally Mediated Disorders of Gastrointestinal Pain

D1, Centrally mediated abdominal pain syndrome (CAPS)
D2. Narcotic bowe syndrome (NBS)

Opicid-nduced Gl hyperaigesia
E. Galibtadder and Sphincter of Oddl (SO) Disorders
E1. Biliary pain

Ela Functional gallbladder dsorcer

E1b. Functional bifary SO discrder
E2. Functional pancreatic SO disorder

F. Anorectal Disorders

F1. Fecal ncontinence F2c. Proctalgia fugax

F2. Functional encrectal pain F3. Functional defecation dsorders
F2a. Levator ani syncrome F3a. Inadequate defecatory propulsion
F2h. Unspecified functional anorectal pan F3b. Dyssynergic defecation

ROME |V -2016

G. Childhood Functional Gl Disorders: Neonate/Toddler

G1. Infant regurgitation G5. Functional diarrhea
G2. Rumination syndrome G8. Infant dyschezia

G3. Cyclic vorniting syndrome (CVS) G7. Functional constipation
G4. Infant colc

H. Chidnood Functional Gi Disorders: Child/Adolescent

H1. Functional nausea and vomiting disorders H2a1. Poetprandial distress syndrome
H1a. Cyclic vormiting syndrome (CVS) H2a2. Epigastric pain syndrome
H1b. Functional nausea and functional vomsting H2b. Imteble bowel syndroms (IBS)
HZc. Abdominal migraine

Hib1. Functional nausea H2d. Functional abdominal pain —~ NOS
Hin2. Functional vomiting H3. Functional defecation disarders

H1c. Rumination syndrome H3a. Functional constipation

H1d. Aerophagia H3b. Nonretentive fecal incontinence

- H2. Functional abdominal pain disorders
H2a. Functional dyspepsia




ROME 1V-2016

B. Gastroduodenal Disorders

. Functional dyspepsia

B1a. Postprandial distress syndrome (PDS)

B1b. Epigastric pain syndrome (EPS

B2. Belching di
B2a. Excessive supragastric belching
B2b. Excessive gastric belching

B3. Nausea and vomiting disorders
B3a. Chronic nausea vomiting syndrome (CNVS)
B3b. Cyclic vomiting syndrome (CVS)
B3c. Cannabinoid hyperemesis syndrome (CHS)

B4. Rumination syndrome

Gastroenterology 2016;150:1380—-1392
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CHAN POAN

KET HOP
# Loai trtr cac NN kho tiéu khac
Lwu y dau hiéu bao déng

#» Tiéu chuan Rome IV

-




) Nguyén nhan kho tiéu

. KHO TIEU CHU'C NANG # KST
2. KHO TIEU THUC THE (25% *) Giardia, Strongyloides
¢ TQDDTT ¢ BENH TOAN THAN
- Viém, loét (<10%) DTD, RL tuyén giap, can giap, bénh
- GERD mo lién ket
- K TQ /DD (< 1%) ¢ THUOC
- Liet DD NSAIDs, UCMC, UC Canci,
- Bénh tham nhiém DD corticosteroids, Kali, digitalis, sat,
¢ RUOT theophylline, KS (ampillin,
- IBS erythromycin), niacin, gemfibrozil,
- Bénh ruét do TMCB narcotics, colchicine, quinidine,
¢ GAN MAT TUY estrogens, levodopa
- SOi mat
- Viém gan, xo gan, K gan —

- Viém tuy, K tuy

*Talley NJ, Ford AC. N Engl J Med. 2015 Nov;373(19):1853-63.



“ ) DAu hiéu bao ddng trong kho tiéu

v Khé tiéu méi khéi phat > 40 tudi (tan suat K TH
trén cao), > 45 (trung binh), > 50 tuoi (thap)

Tién can gia dinh c6 ung thw dwéng tiéu hoa
Sut can khéng giai thich dwoc

Xuat huyét tiéu hoéa

Nuot khé tién trien

Thiéu mau thiéu sat khong giai thich dwoc
Oi dai dang hay tai di tai lai

Vang da

v
v
v
v
v
v
v

Hiroto Miwa, et al. J Neurogastroenterol Motil, Vol. 18 No. 2 April, 2012



€ ) Tiép can BN bi kho tié

¢ Tap hop cac TC - thudc » Chan doan HP (test hoi thd/
dwong TH trén KN phan) va diét trtv HP cho

» Loai trir dAu hiéu bao dong BN khong dau hiéu bao

» Loai trir do thuéc (NSAIDs) ~ 99ON9

» Néu co TC trao ngwoc dién ’ N?i SOAi d/v BN co dau hiég
hinh > CD GERD = siv bao dong hay BN > 45 tudi

dung PPI

-

Talley NJ, Vakil NB, Moayyedi P. Gastroenterology 2005; 129:1756.




A<Tan Lonsensus Report on Functional Dyspepsia

Uninvestigated dyspepsia”
for 3 months or longer

—— Exclude avident causes of dyspepsia by hislory, eg. drugs

Mo’
Alarm ff__ai".f-ef-""f 1

Empirical
treatmeant

Responsea
after 4 weak
Mo

v

Mon-invasive test for
H. pylar and treatment

Responsea
after 4 weak
Mo

Yes

k4
Upper endoscopy |+

Finding(s] can
explain the
symptomis)

— ¥ ———
I clinically indicated: stool parasites
< and occult bleod, blood chemistry
~_ and/or abdominal imaging(s)
R ,

e

k4

Functional

Hiroto Miwa, et al. J Neurogastroenterol Motil, Vol. 18 No. 2 April, 2012

Result(s) can
gxplain the
symptomis)

Crganic
dyspepsia

- —




J\/Iansa;gement of Helicobacter pylori infection—the
tricht V/Florence Consensus Report (11-2016)

Maa

Statement 2: A test-and-treat strategy is appropriate for uninvestigated dyspepsia.
This approach is subject to regional H. pylori prevalence and cost-benefit

considerations. It is not applicable to patients with alarm symptoms or older
patients.

Level of evidence: high Grade of recommendation: strong

S




Symptoms suggestive of gastroduodenal involvement
Postprandial fullness, early satiation, epigastric pain, epigastric burning, nausea, vomiting,
excessive belching, rumination
N

History and
physical exam

Uninvestigated
"a"mg?,',g:t'"g’ Un‘i’nvestig?ted E:':f:g:'i
yspepsia
(umln?ite , therapy
chapters)

Treatment as
needed

UGI endoscopy .

wiwo biopsies |

Other
diagnostic

tests as

indicated
N 4

Functional
dyspepsia (FD)

N

Stanghellini et al, Gastroenterology 2016; 150: 1380-1392



TIEU CHUAN CHAN DOAN (ROME IV)

B1. Functional Dyspepsia

Diagnostic criteria

1. One or more of the following:

a.
b.
C.

d.

AND

Bothersome
Bothersome
Bothersome

Bothersome

postprandial fullness
early satiation
epigastric pain

epigastric burning

2. No evidence of structural disease (including at
upper endoscopy) that is likely to explain the
symptoms

“Must fulfill criteria for Bla. PDS and/or B1b. EPS.

PCriteria fulfilled for the last 3 months with symptom /

onset at least 6 months before diagnosis.

Stanghellini et al, Gastroenterology 2016; 150: 1380-1392



€ ) PHAN NHOM FD (ROME IV)

Bla. Postprandial Distress Syndrome

Diagnostic criteria

Must include one or both of the following at least 3 days
per week:

1. Bothersome postprandial fullness (ie, severe
enough to impact on usual activities)

2. Bothersome early satiation (ie, severe enough to
prevent finishing a regular-size meal)

No evidence of organic, systemic, or metabolic disease
that is likely to explain the symptoms on routine in-
vestigations (including at upper endoscopy)

“Criteria fulfilled for the last 3 months with symptom
onset at least 6 months before diagnosis.

Supportive remarks

e Postprandial epigastric pain or burning, epigastric
bloating, excessive belching, and nausea can also be
present

e Vomiting warrants consideration of another

disorder

e Heartburn is not a dyspeptic symptom but may
often coexist

e Symptoms that are relieved by evacuation of feces
or gas should generally not be considered as part of
dyspepsia

Other individual digestive symptoms or groups of
symptoms, eg, from gastroesophageal reflux disease and
the irritable bowel syndrome may coexist with PDS

S

Stanghellini et al, Gastroenterology 2016; 150: 1380-1392



@7 PHAN NHOM FD (ROME 1V)

B1b. Epigastric Pain Syndrome

Supportive remarks

Hagnasticicaitera 1. Pain may be induced by ingestion of a meal,

Must include at least 1 of the following symptoms at relieved by ingestion of a meal, or may occur while
least 1 day a week: fasting

1. Bothersome epigastric pain (ie, severe enough to 2. Postprandial epigastric bloating, belching, and
impact on usual activities) nausea can also be present

AND/OR 3. Pfersmtent vomiting likely suggests another
disorder
2. Bothersome epigastric burning (ie, severe enough

to impact on usual activities)

No evidence of organic, systemic, or metabolic disease
that is likely to explain the symptoms on routine in-
vestigations (including at upper endoscopy).

“Criteria fulfilled for the last 3 months with symptom
onset at least 6 months before diagnosis

S




Fuctional Dyspepsia (B1)

Postprandial ‘ Epigastric
Distress | Pain
Syndrome X Syndrome
(Bla) -- (B1b)

Fang YJ, Liou JM, Chen CC, et al. Gut 2015;64:1517-28



Overlap of FGIDs

Overlaps being found in 46.9 % of patients with
GERD, 47.6 % of patients with FD, and 34.4 %
of patients with IBS, and there was a worse
health-related quality-of-life score in the overlap
groupings

Kaji M, Fujiwara Y, Shiba M, et al.. J Gastroenterol Hepatol. 2010;25(6):1151-6

Among individuals meeting the criteria of one or
more of the conditions GERD, FD and IBS,
30.7% had overlap between two or all three
conditions

Rasmussen S. Scand J Gastroenterol. 2015 Feb;50(2):162-9

S
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Stanghellini et al, Gastroenterology 2016; 150: 1380-1392



Cham lam tréng DD xay ra khoang ttr
25 % dén 35 % bénh nhan FD

Lam trong da day nhanh chéng khéng
thwdng gap, xay ra <5 % trwdng hop.
Sw twong quan gitba cham lam trong
DD va cac TC kho tiéu (day bung,
budn nén, nén...) van chwa rd rang
Cham la trdng DD nang & BN liét DD
lién quan chat ché v&i nén va chan
an, nhwng c6 thé khéng TC

S

Stanghellini V, Tack J. Gut 2014;63:1972-197



) CHAM LAM TRONG DD

Table 2. Prevalence of Delayed Emptying and Relationship
With Symptoms in Functional Dyspepsia in
Literature Studies

Prevalence

of delayed

emptying

Study n (96) Correlation
Wegener et al., 198920 43 20 Mo correlation
Jian et al., 198521 28 59 Mo cormrelation
Talley et al., 198922 32 30 Mo correlation
Waldron et al., 199123 50 42 Mo correlation
Klauser et al., 199324 &9 35 Mo correlation
Scott et al., 199325 75 28 vl
Stanghellini et al., 343 34
19967 sex, postprandial

sHness, vomiting
Mz t al., 189727 344 30 Mot studied
Perri et al., 199822 304 33 Assdciated with
postprandial
fullness, nausea,
and vomiting
Associated with
postprandial
fullness, nausea,
and vomiting
Talley et al., 200122 551 24 Mo

Sarnelli et al., 2003 392 23

*Reprinted from Haag et al. Gut 2004; 53:1445-1451



2. GIAM KHA NANG CHUA DD

Normal @ . Fundic
\ ”a accommodation

or receptive
relaxation

Impaired fundic

accommodation
Functional with a redistribution of
dyspepsia : food to antrum

« Gidm kha nang dan DD dbi v&i bira &n gap khoang 1/3 bénh nhan FD, va kha
nang gap nhiéu hon & BN bj kho tiéu sau nhiém triing
Sy twong quan gitra gidm kha nang chira DD va TC kho tiéu ( no sém...)van

chwa r6 rang //

Tack J, Piessevaux H, Coulie B, et al. Gastroenterology 2003;115: 1346—-1352.




)

GIAM KHA NANG CHU’A DD

Table 3. Prevalence of Impaired Accommodation and Relationship With Symptoms in Functional Dyspepsia in Literature

Studies
Prevalence of
impaired

Study n Technique accommodation (%) Correlation
Tack et al., 1998% 40 Barostat 40 Early satiety, weight [0
Kim et al.. 20013 32 Single-photon emission computed 40 Weight loss?

tomography

Boeckxstaens et al., 20023 44 Barostat 40 No correlation

Piessevaux et al., 200337 40 Scintigraphy 50 (m

The symptom of early satiety was not assessed in this study.




€ ) 3. TANG NHAY CAMDD - TT

Tang nhay cam: dbi v&i cadng dan, acid va cac chat kich thich
khac trong long dwdng TH (lipid...) *

Outside
information

L.
Stress

Signals
Signals from from brain
enteric nervous
system

Table 4. Prevalence of Hyperaenaitivity to Gastric Distention
and Relationship With Symptoms in Functional
Dyspepsia in Literature Studies

Prevalence of

hypersensitivity
Study n (96} Correlation
: n?tll??:gda Mertz et al., 199846 24 66 Mo correlation
digestive Rhee et al., 200047 54 50 Mo correlation
tract Tack et al., 20012 160 34 Pain, belching,
weight los -
Boeckxstaens et al., 44 48 Mo correlation

200236

* Stanghellini et al, Gastroenterology 2016; 150: 1380-1392



G

ration of dyspeptic symptoms by direct acid and water

infusiof into the stomachs of functional dyspepsia patients

and healthy SUD]JECLS rmmm— ey

Average of all symptom

severity scale (cm)

1.8
16}
14 ¢
12F
1.0F
08
06}
04rFf
02F

0.0

- FD (HCI) P <0.001 FD vs. HC

-8- FD (water) P<0.01 HCIvs. water

-0~ HC (HCI)

-O— HC (water)

— —f=%"1 1 L T 1 T T 1

:4:‘."".'.. i
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30

Time after infusion (min)

S

Oshima T. Aliment Pharmacol Ther. 2012;35(1):175-82.



E,)raluatlon of Duodenal Hypersensitivity to Acid
Usmg Transnasal Endoscopy

Maximum severity scale (mm)

(Mean — SEM)

Symptoms Pauc;g with l:fl?.llrtl}tl:ers Povaliie
Heavy feeling in the stomach 255+4.4 5.9+2.0 <0.001 "
Nausea or feeling sick 144+43 44+19 0.036 *
Bloating 39.1+5.1 14=35 <0.001 "
Belching 20.0+49 9.6+6.3 0.254
Cramping pain in the stomach 194450 54427 0.017 *
Dull pain in the stomach 21.8£5.0 45+23 0.003"
Prickling pain in the stomach 12.9+4.1 4.8+22 0.084
Tickling or tingling in the throat 9.7+3.2 0.6£0.6 0.008 *
Sour or bitter taste 8.9x3.1 0.610.6 0.011 *
Feeling that something is stuck 18.6+4.3 1.9+11 <0.001"

in the throat
Burning sensation in the chest 10.6 3.6 31120 0.073
Early satiety 35.6%5.3 9.0£3.9 <0.001"

Maximum severity on the 100-mm visual analogue scale after infusion of 0.1 mol /L
hydrochloric acid (T1CI) between healthy volunteers and patients with FD.
*P < .05, 2-sided non-paired t test

Table 2. Maximum severity scales between healthy volunteers and patients with FD

S =

-

JManabu Ishii et al. Gastroenterol Hepatol. 2010;25(5): 913-8.



_Chronic gastritis

Gastrin and ghrelin Accon?\twlgt%tion
t acid output Hypersensitivity Gastric emptying
Somatostatin Duodenal nNOS
§ acid output acidification ICC

The efficacy of eradication therapy was seen in all symptom subtypes of FD, but was

more marked in Asian than Western patients.

- Alterations in most of the major guidelines throughout the world - H. pylori
eradication in patients with FD if they test positive for this bacterium.

e~

Suzuki, H. & Moayyedi, P. (2013). Nat. Rev. Gastroenterol. Hepatol. doi:10.1038/nrgastro.2013.9

Nicholas J. Talley. J Gastroenterol (2015) 50:601-613



5. VIEM TA TRANG MUC PO NHE

¢ Viém TT gap trén 40% bénh nhan bi FD (tang eosinophils & TT,
tang két cum eosinophil va qua trinh mat hat tiép giap vai day than
kinh) [1]

# Tang eosinophils & TT lién quan dén céc triéu chirng clia FD nhw
cam giac no sém va dau [2]

# Pha vé& rao can va tang tinh tham TT cling dwoc ghi nhan [3]

» Nhiém trung, stress, tiép xlc v&i axit ta trang , hat thude, va di &ng
thwec phdm déu lién quan dén sinh bénh hoc cda viém niém mac TT
va thay dbi tinh tham cta TT [4]

1. Walker MM, Aggarwal KR, Shim LS, et al. J Gastroenterol Hepatol 2014; 29:474-9. 2.
Talley NJ, Walker MM, Aro P, et al. Clin Gastroen- terol Hepatol 2007;5:1175-83.

- 3. Vanheel H, Vicario M, Vanuytsel T, et al. IGut 2014;63:262-71.
4. Talley NJ, Ford AC. Functional dyspepsia. N Engl J Med 2015;373:1853-1863.




eychological Factors » FD co6 tan suat tram cam va lo au

Mood

Stress  Disturbances cao hon so v&i nhom chung [1] va
e kho tiéu thuc thé [2]

» Murc do rbi loan tam ly twong quan

Central Nervous System

s v&i mirc d6 nang khé tiéu [3]

Y mnomcnenoussysem @ Meta-analysis: xac dinh mai lién

i s quan gitra lo au, tram cadm va FD [4]
L’-\

+ |ntestines

W + Smooth Muscle

1. Chen TS, Luo JC, Chang FY. Eur J Gastroenterol Hepatol 2010;22:75-80

2. Mahadeva S, Goh KL. J Gastroenterol Hepatol 2011;26(suppl 3):49-52.

3. Mujakovic S, de Wit NJ, van Marrewijk CJ, et al. Aliment Pharmacol Ther 2009; 29:580-588
- 4. Henningsen P, Zimmermann T, Sattel H. Psychosom Med 2003; 65:528-533.
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Talley NJ, Ford AC. Functional dyspepsia. N Engl J Med 2015;373:1853-1863.



- ) 7. YEU TO MOI TRUONG

¢ Nhiém trung cap c6 thé khéi phat cac TC cua dwdng TH
trén & 10-20% BN bj nhiém = FD, IBS sau nhiém triing.

» Dac tinh cua tac nhan gay NT va yéu to gen dé bj mac
bénh cla ca nhan bi NT c6 kha nang diéu hoa nguy co
bi HC tiéu hoa sau NT (post-infectious digestive
syndromes).

/

Vanheel H, Farre R. Nat Rev Gastroenterol Hepatol 2013;10:142—-149.
Mearin F, Perez-Oliveras M, Perello A, et al. Gastroenterology 2005;129:98-104.




1. Cham lam tréng DD Prokinertics

2. Giam kha nang chva ctia DD Thudc dan day vi

2. Tang nhay cdm DD TT Khéng tiét acid
Khang cam thu dau (?)
3. Nhiém H. Pylori Diét trir H. Pylori
4.Yéu t6 tam ly Chdng tram cam 3 vong
Li€u phap tam ly
6. Viém TT thong qua Thubc diéu tri HPQ:

eosinophils montelukast, a cysLT recepto
an |




A€lan Consensus Report on Functional Dyspepsia

Functional dyspepsia

I T —

</H.py/on' test and eradicatio?>
~___ ifnotdone before’

v

Dietary maodifications”

m

l

o

Epigastric pain or burning

-

v

Proton pump inhibitor
with or without
prokinetic agent

Response
afterdor 8
weeks

Yes

W

A

Postprandial fullness, early satiation,
upper abdominal bloating, nausea,

vomiting or belching

v

Prokinetic agent
with or without
proton pump inhibitor

» Try anti-depressant or
anxiolytic agent
« Try herbal medication”

Response
after4or 8
weeks

l No response

Refer to specialists

Yes

Try to discontinue or
on demand treatment

Hiroto Miwa, et al. J Neurogastroenterol Motil, Vol. 18 No. 2 April, 2012




DIET TRU H. pylori

¢ Diét trtr H Pylori c6 hiéu qua khiém
ton nhwng c6 y nghia thong ké
(NNT: 14, RRR: 10%) *

¢ BN chau A bj FD cé co hdi cai thién
triéu chirng nhiéu hon so véi BN
phwong Tay, gap 13 1an sau khi
diét trtr H.pylori **

Risk ratio

Study | (95% CI)
Bium 0.52 {0.81,1.03}
McCob _-, 085 0,77 0.935)
Koelz 0.850.81,1.11)
TalayOrchid} - 097 40.85,1.11)
Taley{USA) —l— 107 §0.66,1.34)
Mina 0.910.70,1.18)
tAallartheiner 088 {0.77 0.99)
Varanres 083 40.68,1.00)
Froehkch s 3 0.865 (0.50,1.24)
Koskenpalo — 0.91¢0.78,1.07)
Gaben R 0.76 {0.40,1 45)
Overalt (95% CIj 0.91(0.860.95)

1 2.51
40 Risk ratio
Favours # pylori eradication Favours placebo

% Weight

13.2
145
T3
10.9
75
3z
198
L]
36
63
11
37

Figure 1. Results of updated Cochrane meta-analysis of random-
ized controlled trials of H. pylori eradication in nonulcer dyspep-

sia.

/

* Cochrane Database Syst Rev. 2006 Apr 19;(2):CD002096
** Gwee KA, Eur J Gastroenterol Hepatol. 2009 Apr;21(4):417-24.



- ) Effect of Helicobacter pylori Eradication
on Functional Dyspepsia

Factors Predicting Symptoms Improvement in Functional Dyspepsia

Non-responders Responders Univariated  Multivariated Adjusted

at | year (n = 21) at 1 year (n = 70) P-value P-value OR (95% CI)’
Age (mean * SD, yr) 52,4 + 15.0 529+ 11.8 0.870 0.891 1.00 (0.94-1.06)
Gender (n [%])

Female 19 (29.7) 45 (70.3)

Male 2(7.4) 25 (92.6) 0.028 0.062 10.65 (0.89-127.46)
BMI (mean = SD, kg/m®) 217 +27 242 +32 0.002 0.225 1.20 (0.89-1.61)
IBS (n [%])

No 18 (22.8) 61(77.2)

Yes 3(25.0) 9(75.0) 1.000 0.056 14.94 (0.94-238.23)
NP follow-up or NP medication (n [%])

No 13 (17.3) 62 (82.7)

Yes 8 (50.0) 8 (50.0) 0.009 0.145 0.25 (0.04-1.62)
Responses at 3 months (n [%])

Non-responder 15 (60.0) 10 (40.0)

Responder 6(9.1) 60 (90.9) <0.001 <0.001 28.90 (5.29-157.82)
H. pyiori eradication (n [%])

H. pylors persistent 9(37.5) 15 (62.5)

H. pylori eradicated 12 (17.9) §5(82.1) 0.087 0.042 5.81 (1.07-31.59)

E—

Sung Eun Kim, et al. J Neurogastroenterol Motil. Apr 2013; 19(2): 233—-243




Functional Dyspepsia

Budc 1 Postprandial distress |, Yes Chronic No pigastric pain
syndrome (PDS) symptoms? rome (EPS)
inati Adequate . Antisecretory
Prokinetic drog
N
O \
i Antidepressants Yes mﬁ,‘:,';%‘;‘,’:;‘m
Budc 2
, Refer for histopatholo ic/functional testing/
Buwéc 3 experimenta % treatment
v v v 4
Delayed gastric Increased Hypersensitivity Dyodenal cosa
emptying fundic tone ﬂgpﬂ?rwe"a'bﬂ?ty
. v )\ N
Antiemetic, 5-HT1a agonist, Antidepressant, Montelukast, H1/
prokinetic, STW5?, combinations? H2 bladder
combinations? combinations? combinations? //

-

Stanghellini et al, Gastroenterology 2016; 150: 1380-1392



¢ ) BUOC1: THUOC KHANG TIET

PPls

* Acid khong tang trong FD

 FD:tang nhay camvéiacidd DD va TT

- Liéu phap diéu tri chinh, hiéu qua hon & nhém EPS
- Meta analysis: giam TC NNT=15, RRR 10,3% *

H2 receptor antagonists
« Meta analysis: NNT=7, RRR 23% ** , hau hét NC thiét
ké kém va xép nham GERD vao FD

S

* Wang WH, Huang JQ, Zheng GF, et al. Clin Gastroenterol Hepatol 2007; 5:178
** Moayyedi P, Soo S, Deeks J, et al.Cochrane Database Syst Rev 2006; :CD001960.
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Independent of acid-related effects, proton pump inhibitors may reduce duodenal
eosinophils and H2 blockers may work via antihistamine effects (via mast cell

recruitment in a subset of patients with functional dySpM

Talley NJ, Ford AC. Functional dyspepsia. N Engl J Med 2015;373:1853-1863.




) BUOC 1: PROKINETICS

Acotiamide*
(anticholinesterase va
antagonist M1,2)

ltopride

PHAN LOAI THUOC CO CHE HOAT DONG
Muscarinic agonist Bethanachol Kich thich receptor M (1-5),
khong receptor N
Anticholinesterase Neostigmine Uc ché thoai bién ACh

D2 receptor antagonist

Metoclopramide
Domperidome
ltopride

Tang phong thich ACh

Motilin agonist

Erythromycin, ABT-229

Hoat hoa receptor Motilin cua
co tron va TK

5-HT, agonist

Metoclopramide
Cisapride
Mosapride

Kich thich receptor 5-HT,




- ) VAI TRO CUA PROKINETICS TRONG BIEU TRI FD

Trials n NNT RRR

Prokinetics 19 3178 6 33%;
95% CI 18% - 45%

H(2)RAS 12 2183 |7 23%:
95% CI 8% - 35%

PPls 10 3347 |14 13%;
95% Cl 4% - 20%

-~

Okayed P, Soo S, Deeks J, et al. Cochrane Database Syst Rev 2006; :CD001960.
Update in Cochrane Database Syst Rev. 2011;(2):CD001960




METOCLOPRAMIDE

» Prokinetics va chong nén

» Co thé qua dwoc hang rdo mau nao

» Nhiéu tac dung phu: loan ddng cham, RL trwong lwc kiéu
ngoai thap, ngu ga, tang prolactin mau.

- 2009 : FDA Requires Boxed Warning and Risk Mitigation

Strategy for Metoclopramide-Containing Drugs—> < 12 wks

- Metoclopramide: 5 - 10 mg x 3 / ngay trwéc an 30-60 p va truwoc
ngu trong 4 tuan doi véi BN that bai vai cac liéu phap khac

S




DOMPERIDOME

» Prokinetics va chdng nén, khdng qua hang rdo mau nao
» Domperidone so v&i placebo trong diéu tri FD:
OR =7.0,95% CI 3.6-16 1
» Tang prolactin, nir hda tuyén v, chay siva, vé kinh, bat luc
» Domperidone : nguy co kéo dai QT va roi loan nhip
» Nguy co dét tr: OR = 3.7, 95%Cl: 1.7 - 8.1 2
> 30mg/ ngay - adjusted OR = 11.4; 95% CI 1.99, 65.2
» Nguy co dét tr hay RLNT nang so véi PPI: OR = 1.44, 95%CI:
1.1 -1.9, khdng thuéec OR = 1.6, 95%Cl: 1.3 -2 3
- Lwuy BN c6 nguy co cao : QTc kéo dai, RLDG, bénh tim (ST...)

_—

1. Veldhuyzen van Zanten SJ, Jones MJ, Verlinden M, Talley NJ. Am J Gastroenterol 2001; 96:689
2. van Noord C et al. Drug Saf 2010; 33 (11): 1003-1014.
T 3. Johannes CB et al. Pharmacoepidemiol Drug Saf 2010; 19 (9): 881-888.




r ) ITOPRIDE THERAPY FOR
FUNCTIONAL DYSPEPSIA: A META-ANALYSIS

¢ Compared with control groups, itopride had superior RR values of 1.11 [95%CI:
(1.03, 1.19), P = 0.006], 1.21 [95%CI: (1.03, 1.44), P = 0.02], and 1.24 [95%CI.
(1.01, 1.53), P = 0.04] for global patient assessment, postprandial fullness, and
early satiety, respectively. For the Leeds Dyspepsia Questionnaire score, the
weighted mean deviation was -1.38 [95%CI: (-1.75, -1.01), P < 0.01].

¢ The incidence of adverse effects was similar in the itopride and control groups.

CONCLUSION: Itopride has good efficacy in terms of global patients

assessment, postprandial fullness, and early satiety in the treatment of

patients with FD and shows a low rate of adverse reactions. Itopride can

-

Xuan Huang, et al. World J Gastroenterol 2012 December 28; 18(48): 7371-7377

greatly improve FD syndromes-score.




r J MOTILIN RECEPTOR AGONISTS

= stimulatory
=== inhibitory

> Parietal cell

Growth of the gastric mucosa

ncreases gastroinlestinal
molility

# Erythromycine thwdrng dung diéu tri liét DD, dwéng chich.
¢ Erythro, ABT-229 (Alemcinal): khéng hiéu qua so vé&i placebo trén FD 1t
» ABT-229 liéu cao lam nang hon triéu chirng cda FD 2

e~

1. Moayyedi P, Soo S, Deeks J, et al. Cochrane Database Syst Rev 2006;18:CD001960
2. Talley NJ. Aliment Pharmacol Ther. 2000 Dec;14(12):1653-61




r J o-HT4 RECEPTOR AGONISTS

» Cisapride, Tegaserod : hiéu qua (
nhwng da rut khaoi thi treong vi !

cac bién cb tim mach.

¢ Mosapride

¢ M¢i: Renzapride, Prucalopride,
ATI-7505 va TD-5108 chi yéu
nghién ctru trong BT IBS thé bon.

S




randomized controlled Multi-center clinical trial on
mésapride In the treatment of functional dyspepsia

RESULTS:
Control : domperidome (4 wks)

The total efficacy rates in early satiety and abdominal distension
were 84.5% and 90.1% in mosapride after the 2 weeks of treatment.

Mosapride seemed to be more effective in improving symptoms of
belching and heartburn than that in controls (P < 0.05).

In 4 weeks, the total efficacy in improving symptoms of abdominal
distention and belching showed more effective in mosapride than
that in controls (P < 0.05).

CONCLUSION:

Mosapride was safe and effective in improving the symptoms
and gastric empty of functional dyspepsia.

S

Chen SY, et al. Zhonghua Liu Xing Bing Xue Za Zhi. 2004 Feb;25(2):165-8.




Trpﬂfment of functional dyspepsia with serotonin agonists:
A meta-ana|y5|s of randomized controlled trials

Five studies, 467 subjects : serotonin agonist arm, and 322 : a control arm
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Mosapride has a 6.7% greater probability of
producing a response compared with control agents
(95% CI: 0.010-0.124; P = 0.021), whereas no

significant effect is observed with cisapride.

Toru Hiyama, et al. J Gastroenterol Hepatol 2007; 22 (10): 1566 - 1570

The serotonin agonists cisapride or mosapride shows
similar results to those of treatment with dopamine
antagonist and opiate agonist.




¢ ) cAc bAC TiNH CUA MOSAPRIDE

" Tac dung dong van chon loc trén thu thé 5-HT,
Tac dung chon loc trén duwong tiéu hoa
" Hiéu qua tot & dworng tiéu hoa trén
Hiéu qué trong diéu tri khé tiéu chirc nang
" jt anh hwéng trén khoang QT
Khdng c6 tac dung phu nang trén nhip tim
=  Khéng c6 tac dung trc ché thu thé dopamine-D.
Khdng co triéu chirng ngoai thap
" C6 thé sir dung trwéc hodc sau bira an
Thuan tién cho suw tuan tha khi dung chung véi cac thubc khac

e




ACOTIAMIDE

» Muscarinic ( M1, M2) receptor antagonist va trc ché
Acetycholinesterase - tang van déng DD va kha nang
chira cua DD

# Hiéu qua trén HC kho chiu sau an, khéng hiéu qua trén
HC dau thwong vi

# Liéu 100 mg x 3 lan/ ngay

- « __Nolan-ML-Aeetiamide:firstglobal approval. Drugs. 2013 Aug;73(12):1377-83




ACOTIAMIDE

P=0.447

1

30

(%)
Wp

Symptom improvement rate
[~
S

—a— Placcho  —+— Acotiamide

2 P
20 Placebo Acotiamide
21.7

15

10 ~— .

Expansion rate of the proximal stomach

L 100mL 200 mL 300 mL 400 mL

S

Kusunoki H, et al. Neurogastroenterol Motil 2012; 24:540-545
Matsueda K, Hongo M, Tack J, et al. Gut 2012; 61:821




¢ ) BUOC 2: CHONG TRAM CAM

« CO6 2 RCT I&n chirng minh hiéu qua cda thudc chdong tram
cadm 3 vong (TCA) trong diéu tri FD

» 107 BN khang tri v&i PPI+Prokinetics 2> imipramine (50
mg / ngay so v&i placebo trong 12 tuan 2

» 400 BN diéu tri v&i amitriptyline hay escitalopram trong
12 tuan, t/d 6 thang 3

- nén bat dau liéu thap udng trwdc nga amitriptyline 10 mg,
desipramine 25 mg hay trazodone 25 mg tang liéu sau vai
ngay, thwdng 2-3 l1an/ngay

«  Khoéng co6 bang ching hiéu qua cta SSRIs (venlafaxine)

trong FD 3

_—
1.Wu JC, Cheong PK, ChanY, et al. Gastroenterology 2011; 140 (Suppl 1):S50.
2. Talley NJ, Locke GR 3rd, Herrick LM, et al. Contemp Clin Trials 2012; 33:523-533
3. van Kerkhoven LA, Laheij RJ, Aparicio N, et al. Clin Gastroenterol Hepatol 2008; 6: 746-52.



€ )  BUGC 3: GIAN DAY VI

Acotiamide

5-HT1A receptor agonists: tandospirone and
buspirone

5HT1B/D receptor agonist: sumatriptan

The herbal product STW-5 and rikkunshito.

S

Stanghellini et al, Gastroenterology 2016; 150: 1380-1392




BUSPIRONE

» 5-HT1, receptor agonist
» 10mg x 3 /day x 4 wks

E Prior to placebo Prior to buspérone
14 Placebo Buspirone

4 -
81
61
44
24
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Prior to placebo Placebo Prior to buspirone Buspirone

4
3
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Buspirone significantly reduced the overall severity of 5 s pus - 5 2 = e 1)
symptoms of dyspepsia and individual symptoms of Solid half emptying time (min)
postprandial fullness, early satiation, and upper
abdominal bloating, whereas placebo had no significant
effect

o
—

Buspirone did not alter the rate of gastric emptying of solids

Buspirone significantly increased gastric accommodation, compared with
placebo (229 &+ 28 vs 141 + 32 mL, respectively; P < .05).

Jan Tack. Clin Gastroenterol Hepatol. 2012;10(11):1239-1245.




€ ) BUOC 3 THUOC BT HPQ

Tl co ché viém TT thdng qua eosinophils c6 hay
khong co lién quan dén mast cells cho thay:
Thudc diéu tri HPQ: montelukast va cysLT
receptor antagonist gitip 6n dinh eosinophils
va histamine H1 antagonist cé nhiéu
hira hen nhwng can nhiéu NC thém

S

Stanghellini et al, Gastroenterology 2016; 150: 1380-1392




Chéan doan FD can co sw két hop loai trtr cAc NN thuc thé
v&i tiéu chuan Rome IV

Diét trir H Pylori la mét trong nhirng bwéce tiép can dau tién
trén BN bj kho tiéu chwa khao sat

Theo ROME IV: Diéu tri FD theo 3 bwéc, bwdc dau tién van
la PPI va prokinetics.

Trong cac prokinetics, Mosapride la mét chon lwa hop ly
hién nay & nwéc ta do hiéu qua tot va an toan.

S




