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Lab Test:

Whbc=%/A HB=\0 Hct=Y0 Plat=Y0- . - - Mcv=A?
Fbs=Y). BUN=YY Crea=-/A

TG=Yd- Chole=YY. HDL=Y0 LDL=\Y0
SGOT=YY SGPT =Y. ALK-P=\Y00

TSH=Y/0

VIT DY'=Y0



Dyspepsia



Dyspepsia was originally defined as any symptoms referable to the
upper gastrointestinal tract

Around A-% of these patients do not have a structural explanation
for their symptoms and are labeled functional dyspepsia

Gastro-esophageal reflux and heartburn is not a symptom of
dyspepsia, although it can coexist

Vomiting is atypical and, if present, should prompt consideration of
another disorder

FD is diagnosed in the absence of a structural abnormality to
explain the symptoms(organic, systemic or metabolic disease)



m Rome IV diagnostic criteria for functional dyspepsia

One or more of the following:

Bothersome postprandial fullness

Bothersome early satiation Criteria fulfilled for the last 3 months with symptom onset
Bothersome epigastric pain at least 6 months prior to diagnosis

Bothersome epigastric burning

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

Epigastric pain syndrome (EPS)

Must include one or both of the following symptoms at least 1 day a
week:

Bothersome epigastric pain (i.e., severe enough to impact on usual
activities)

Bothersome epigastric burning (i.e., severe enough to impact on
usual activities)

Supporting criteria:

Pain may be induced by ingestion of a meal, relieved by ingestion
of meal or may occur while fasting

Postprandial epigastric bloating, belching, and nausea can also
be present

Persistent vomiting likely suggests another disorder

Heartburn is not a dyspeptic symptom, but may often coexist

The pain does not fulfill biliary pain criteria

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

Other digestive symptoms (such as gastroesophageal reflux
disease and irritable bowel syndrome) may coexist with the EPS

Postprandial distress syndrome (PDS)

Must include one or both of the following symptoms at least 3 days

a week:

¢ Bothersome postprandial fullness (i.e., severe enough to impact
on usual activities)

* Bothersome early satiation (i.e., severe enough to prevent
finishing a regular sized meal)

Supportive criteria:

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

¢ \omiting warrants consideration of another disorder

e Heartburnis not a dyspeptic symptom, but may often coexist

¢ 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
(such as gastroesophageal reflux disease and irritable bowel
syndrome) may coexist with PDS



Differential diagnosis of dyspepsia

Diagnosis

Functional dyspepsia

Dyspepsia caused by structural or biochemical disease

Peptic ulcer disease

Helicobacter pylori gastritis
Gastroesophageal reflux disease (GERD)
Biliary pain

Chronic abdominal wall pain

Gastric or esophageal cancer
Gastroparesis

Pancreatitis

Carbohydrate malabsorption

Medications (including potassium supplements, digitalis,
iron, theophylline, oral antibiotics [especially ampicillin
and erythromycin], nonsteroidal antiinflammatory drugs
[NSAIDs], glucocorticoids, niacin, gemfibrozil, narcotics,
colchicine, quinidine, estrogens, levodopa)

Infiltrative diseases of the stomach (eg, Crohn disease,

sarcoidosis)
Metabolic disturbances (hypercalcemia, hyperkalemia)
Hepatocellular carcinoma

Ischemic bowel disease, celiac artery compression

syndrome, superior mesenteric artery syndrome

Systemic disorders (diabetes mellitus, thyroid and
parathyroid disorders, connective tissue disease)

Intestinal parasites (Giardia, Strongyloides)

Abdominal cancer, especially pancreatic cancer




e FDis associated with abnormalities in gastric compliance, abnormal fundus
accommodation, delayed gastric emptying, and visceral hypersensitivity.
Hence, treatment of patients is directed at targeting these mechanisms

~ ™~

C Impaired brain-gut axis )

Antidepressants, Sulpiride,
Levosulpiride, Pregabalin

(Visceral hypersensitivity)

Antidepressants, Sulpiride,
Levosulpiride, Pregabalin

Impaired
. accommodation
Acotiamide,
Buspirone

Duodenal eosinophilia

H2-receptor antagonist

Gmpaired em ptyingj
Prokinetics

Altered gastrointestinal H. pylori infection
microbiota )

Rifaximin Anti-H. pylori therapy

o, /

Fig. 1: Pathophysiology of functional dyspepsia with their
pharmacotherapeutic targets.
Abbreviation: H. Pylori: Helicobacter pylori




Alarm features in dyspepsia

Unintentional weight loss
Dysphagia

Odynophagia

Unexplained iron deficiency anemia
Persistent vomiting

Palpable mass or lymphadenopathy

Family history of upper gastrointestinal cancer




Box 1 Upper gastrointestinal alarm symptoms or signs*

that are referral criteria for suspected gastro-oesophageal

cancer according to NICE.""?

Definite referral criteria for urgent endoscopy to assess for
gastro-oesophageal cancer
1. People of any age with dysphagia
2. People aged =55 years with weight loss and any of the
following:
. Dyspepsia.
ii. Upper abdominal pain.
iii. Reflux.
Probable referral criteria for non-urgent endoscopy to assess for
gastro-oesophageal cancer
1. People with haematemesis.
2. People aged =55 years with:
i. Treatment-resistant dyspepsia.
ii. Dyspepsia with raised platelet count or nausea or
vomiting.
iii. Upper abdominal pain with low haemoglobin, raised
platelet count or nausea or vomiting.
iv. Reflux with raised platelet count, or nausea or vomiting.
v. Nausea or vomiting with any of the following: weight
loss, reflux, dyspepsia, or upper abdominal pain.

*An upper abdominal mass felt to be consistent with stomach cancer is
a probable referral criterion for an outpatient clinic appointment within
2 weeks.

NICE, National Institute for Health and Care Excellence.




I Patient with wninvestigated dyspepsia I

Age <60 years

4

Age =60 years

-

Perform upper gastrointestinal endoscopy in
patients with ANY of the following indicaticons: =M
= Clinically significant weight loss (> 5% usual

body weight owver 6 to 12 months)
= Owert gastrointestinal bleeding
= =1 alarm feature
= Rapidly progressive alarm features

Alarm features include:
Unintentional weight loss
Dysphagia
Odynophagia
Unexplaimned iron deficiency amsemia
Persistent vomiting
Palpable mass or lymphadenopathy

Familby history of upper gastrointestinal cancer
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Persistent Symptom
symptoms ¥ improvement
Discontinue | | Continue for 6 months and

tricydic antidepressant then discontinue

Trial of prokinetic for 4 weeks

Resume if symptoms recur

]

|
Persistent
symptoms ¥

v

|
Symptom
improvement

v

= Re-evaluate symptoms

= Perform an upper endoscopy if
not previously performed

®= Assess gastric emptying in
patients with nausea and
vomiting predominant symptoms

® Trial of psychotherapy in
patients with functional dyspepsia

Discontinue prokinetic
and repeat 4 week course
if symptoms recur




British Society of Gastroenterology guidelines on the
management of functional dyspepsia

Recommendations

» We recommend that a full blood count is performed in
patients aged =55 years with dyspepsia and coeliac
serology in all patients with FD and overlapping IBS-type
symptoms (recommendation: strong, quality of evidence:
low).

> We recommend that if no other upper gastrointestinal alarm
symptoms or signs are reported, urgent endoscopy is only
warranted in patients aged =55 years with dyspepsia with
weight loss, or those aged >40 years from an area at an
increased risk of gastric cancer or with a family history of
gastro-oesophageal cancer (recommendation: strong; quality
of evidence: very low).

» We recommend that non-urgent endoscopy is considered in
patients aged =55 years with treatment-resistant dyspepsia
or dyspepsia with either a raised platelet count or nausea
or vomiting (recommendation: strong, quality of evidence:
very low).

» We recommend that urgent abdominal CT scanning is
considered in patients aged =60 years with abdominal pain
and weight loss to exclude pancreatic cancer (recommenda-
tion: strong; quality of evidence: very low).

> We recommend that all other patients with dyspepsia are
offered non-invasive testing for H. pylori (‘test and treat’)
and, if infected, given eradication therapy (recommenda-
tion: strong; quality of evidence: high).

> We recommend that successful eradication of H. pylori
after ‘test and treat’ is only confirmed in patients with an
increased risk of gastric cancer (recommendation: strong;
quality of evidence: low).

> We recommend that patients without H. pylori infection are
offered empirical acid suppression therapy (recommenda-
tion: strong; quality of evidence: high).



First-line treatment of FD

1.

We recommend that all patients with FD are advised to take
regular aerobic exercise (recommendation: strong, quality of
evidence: very low).

There is insufficient evidence to recommend dietary thera-
pies, including a diet low in fermentable oligosaccharides,
disaccharides and monosaccharides, and polyols in FD (rec-
ommendation: weak; quality of evidence: very low).
Eradication therapy is an efficacious treatment for H. pylori-
positive patients with FD. Adverse events are more common
than with a control therapy (recommendation: strong; qual-
ity of evidence: high).

Histamine- -receptor antagonists may be an efficacious treat-
ment for FD. These drugs are well tolerated (recommenda-
tion: weak, quality of evidence: low).

Proton pump inhibitors (PPIs) are an efficacious treatment
for FD. There does not appear to be a dose response, so the
lowest dose that controls symptoms should be used. These
drugs are well tolerated (recommendation: strong, quality of
evidence: high).

Some prokinetics may be an efficacious treatment for FD.
However, efficacy varies according to drug class, and many
of these drugs are unavailable outside of Asia and the USA.
Most of these drugs are well tolerated (recommendation:
weak, quality of evidence: low for acotiamide, itopride, and
mosapride, recommendation: strong, quality of evidence:
moderate for tegaserod).



e Second-line treatment of FD

» Tricyclic antidepressants (TCAS) used as gut—brain
neuromodulators are an efficacious second-line treatment for
FD. They can be initiated in primary or secondary care, but
careful explanation as to the rationale for their use is required,
and patients should be counselled about their side effect
profile. They should be commenced at a low dose (eg, '+ mg
amitriptyline once daily) and titrated slowly to a maximum of
¥.—o+ mg once daily (recommendation: strong, quality of
evidence: moderate).

» Antipsychotics, such as sulpiride Y+ + mg four times a day
or levosulpiride Y& mg three times a day, may be efficacious as
a second-line treatment for FD. There should be careful
explanation as to the rationale for their use and patients should
be counselled on their side effect profile (recommendation:
weak, quality of evidence: low).



e P> There is no evidence that selective serotonin reuptake inhibitors
(SSRIs) used as gut—brain neuromodulators are an efficacious
second-line drug for global symptoms in FD (recommendation:
weak, quality of evidence: moderate).

e P There is no evidence that serotonin norepinephrine reuptake
Inhibitors (SNRIs) used as gut—brain neuromodulators are an
efficacious second-line drug for global symptoms in FD. However,
as they are efficacious in other chronic painful conditions, more
trials of these drugs are warranted (recommendation: weak, quality
of evidence: low).

« P» Tandospirone )+ mg three times a day may be an efficacious
second-line treatment for FD, but there is no evidence that other &-
hydroxytryptamine-) A agonists, including buspirone )+ mg three
times a day, are efficacious. However, more trials of these drugs are
warranted (recommendation: weak, quality of evidence: low).



» Pregabalin Y& mg once daily may be an efficacious secondline
treatment for FD but further randomised controlled trials (RCTs)
are needed and given its controlled drug status we advise this drug
IS only used in specialist settings (recommendation: weak, quality
of evidence: low).

» Mirtazapine Y& mg once daily may be an efficacious secondline
treatment for patients with FD with early satiation and weight loss,
but further RCTs are needed (recommendation: weak, quality of
evidence: very low).



Symptoms compatible with FD

3

FD-focused history taking and physical examination:
Assess for presence of alarm symptoms or signs
Date of onset and duration of symptoms of dyspepsia
Evidence of postinfection onset, or after acute or chronic stress or
psychological trauma
Assess for presence of other upper gastrointestinal symptoms
If epigastric pain is present, confirm this is not related to a change
predominant in bowel habit or relieved by defaecation; this is likely to be IBS
symptoms are Assess for presence of gastro-oesophageal reflux symptoms
epigastric (heartburn or regurgitation); if present in isolation this is not FD
pain/burning or early Assess for weight loss (amount lost and over what time period)
satiation/postprandial Elicit lower gastrointestinal symptoms for presence of other DGBI
fullness, or both Assess for presence of other functional non-gastrointestinal
disorders
Family history of gastro-oesophageal cancer or coeliac disease
Medications (including NSAIDs and opioids)

Empathy and active
listening skills are key

Confirm whether

Baseline investigations:

Full blood count in patients aged =55 years and coeliac serology in

patients with overlap of IBS-type symptoms
Breath or stool testing for H. pylori

Consider whether the patient needs further limited investigation
(see Box 1)

. Make a positive diagnosis of FD

. Explanation of the condition in the context of the gut-

brain axis
. Discuss treatment options (drugs and psychological)

. Consider patient’s previous treatments and
preferences

. Manage expectations and agree follow-up plan (explain
there is no cure for FD, that treatments aim to improve
quality of life, and are likely to be necessary long-term.
Patient education and engagement is key to succesful
management.)

Box 1

In the absence of other upper gastrointestinal

alarm symptoms or signs (see Table 2), only

request 2-week wait endoscopy in the presence

of:

+ Dyspepsia and weight loss if age 255 years

- Dyspepsia and age >40 years from an area at
increased risk of gastric canceror with a
family history of gastro-oesophageal
malignancy

Consider non-urgent endoscopy in the presence

of:

- Treatment-resistant dyspepsia if age 255 years

- Dyspepsia with either a raised plateletcountor
with nausea or vomiting if age 255 years

Consider urgent CT scan in the presence of:
Abdominal pain and weightloss if age 260
years

Consider abdominal ultrasound in the presence

of:

- Epigastric pain <1 year with the characteristics
of biliary colic

Explain a diagnosis of FD is still likely and

the rationale for limited investigations

- Investigations Investigations
normal abnormal

4

Treat organic

disease
accordingly

Figure 1 Diagnostic algorithm for functional dyspepsia. DGBI, disorder of gut—brain interaction; FD, functional dyspepsia.



Success Manage in

Good .
primary care

communication,
H. pylori testing,

Clear explanation and patient- Test for H. pylori and

Patient with FD

centred discussion of FD eradication therapy if positive*

and lifestyle o=
advice GRace

Lifestyle advice, including Success

discussion of exercise and

avoidance of simple dietary triggers*
Failur\*;r
First-line
treatments . :
M&ﬂage in Acid suppression, eg. Failure pl'OkinetjCI, e.q. aCOtiamide, Maﬂage in

itopride, or tegaserod primary care

primary care PPl or H, RA

Second-line ;
treatments =] Consider referral for specialty opinion
Manage in Gut-brain neuromodufatorﬁ, ed., ; and treatmente.g., anti-psychofics
primary care tricyclic antidepressant”® (sulpiride, levosulpiride), pregabalin, 5-
HT,, receptoragonists, or
mirtazapine%, where available

"‘I | Refer for CBT, hypnotherapy, stress |
; " | management, or interpersonal psychodynamic :
primary care § ‘ informed psychotherapy if patient amenable W

: and available I

Manage in




 ACG and CAG Clinical Guideline: Management of
Dyspepsia

Adult dyspepsia patient

=60 years of age < 60 years of age

H. pylori
test and treat

Endoscopy

Organic Normal Positive

pathology Negative

No response

H. pylori
eradication

Manage according to
Figure 2

Manage according
to relevant guideline

Response

Success or prokinetic

Response

Consider
psychotherapy

Figure 1. Algorithm for the management of undiagnosed dyspepsia.



Functional dyspepsia patient

H. pylori positive H. pylori negative

H. pylori
eradication

No response

Response

Response
Response

No
Response

Response

Response

No
Response

Consider
psychotherapy

Figure 2. Algorithm for the treatment of functional dyspepsia.



Summary and strength of recommendations
ACG and CAG Clinical Guideline: Management of
Dyspepsia

Y. We suggest dyspepsia patients aged 7+ or over have an
endoscopy to exclude upper gastrointestinal neoplasia. Conditional
recommendation, very low gquality evidence.

Y. We do not suggest endoscopy to investigate alarm features for
dyspepsia patients under the age of 7+ to exclude upper Gl
neoplasia. Conditional recommendation, moderate quality evidence.

Y. We recommend dyspepsia patients under the age of 7+ should
have a non-invasive test for H. pylori, and therapy for H. pylori
Infection if positive. Strong recommendation, high quality evidence.

Y. We recommend dyspepsia patients under the age of 7+ should
have empirical PPI therapy if they are H. pylori-negative or who
remain symptomatic after H. pylori eradication therapy. Strong
recommendation, high quality evidence.



o. We suggest dyspepsia patients under the age of 7+ not
responding to PPI or H. pylori eradication therapy should be
offered prokinetic therapy. Conditional recommendation very low
quality evidence.

7. We suggest dyspepsia patients under the age of 7+ not
responding to PPI or H. pylori eradication therapy should be
offered TCA therapy. Conditional recommendation low quality
evidence.

Y. We recommend FD patients that are H. pylori positive should be
prescribed therapy to treat the infection. Strong recommendation,
high quality evidence.

A. We recommend FD patients who are H. pylori-negative or who
remain symptomatic despite eradication of the infection should be
treated with PPI therapy. Strong recommendation, moderate quality
evidence.



1. We recommend FD patients not responding to PPI or H. pylori
eradication therapy (if appropriate) should be offered TCA therapy.
Conditional recommendation, moderate quality evidence.

Y +. We suggest FD patients not responding to PPI, H. pylori
eradication therapy or tricyclic antidepressant therapy should be
offered prokinetic therapy. Conditional recommendation, very low
quality evidence.

VY. We suggest FD patients not responding to drug therapy should
be offered psychological therapies. Conditional recommendation,
very low quality evidence.

VY. We do not recommend the routine use of complementary and
alternative medicines for FD. Conditional Recommendation, very
low quality evidence.



e Y. We recommend against routine motility studies for
patients with FD. Conditional recommendation, very low
quality evidence.

e ¥, We suggest motility studies for selected patients with
FD where gastroparesis Is strongly suspected. Conditional
recommendation, very low gquality evidence



Flowchart 1: Approach to management of functional dyspepsia.

Uninvestigated dyspepsia

EGD if alarm signs/symptoms,
EGD + biopsy may be considered
in those who fail to respond to standard therapy

Functional dyspepsia

' !

Paostprandial distress syndrome Epigastric pain syndrome

| |
v

Lifestyle modification: Diet, exercise,
avoidance of dietary triggers

First-line Prokinetics |4 .
treatment suppression
Failure . . .
Weight loss: Mirtazapine
Second-line Gut-brain neuromodulator, w . | Early satiety: 5-HT1A agonist,
treatment [ e.g., tricyclic antidepressants J " anti-psychotics (Sulpiride,

levosulpiride), pregabalin

Failure
v

Third-line Behavioral therapy if available,
treatment trial of rifaximin

Abbreviations: EGD: Esophagogastroduodenoscopy; 5-HT1A: Serotonin1A recetoor
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Tertiary Prevention

SYSTUREY I VI PONRUNUSEG U YR | JA PG I

S oan ) &M\ Ciga Hlan 40 e)& Sledal jala =Y e

) yo 5 liibe Jl aladl 5 Ol jlan e (5 y8-Y o
CIESTENE



Quaternary Prevention
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