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ABSTRACT

The upper gastrointestinal tract is one part of the digestive system where tremendous innovations and
advancements in knowledge have been recorded in the last several decades. The discovery of Helicobacter
pylori by Warren and Marshal in 1983 and the introduction of Rome process for the classification, diagnosis
and management of functional gastrointestinal disorders in 1990 set the stage for a plethora of research efforts
which have culminated in improvements in the understanding of diseases of upper gastrointestinal tract.

However, there are still wide knowledge gaps and unresolved issues which should attract the attention of
researchers. Some of these unresolved issues are highlighted in this review.

Till date, the term “dyspepsia” remains confusing to medical practitioners and physicians, including
gastroenterologists. A consensus on the definition has been elusive. Some researchers hold the view that the
term should encompass all symptoms emanating from the upper gastrointestinal tract, including symptoms of
gastroesophageal reflux disease. Others (including proponents of Rome criteria) maintain that gastroesophageal
reflux disease should be separated from dyspepsia. The recent discovery that functional dyspepsia and
gastroesophageal reflux disease share a common pathophysiologic mechanism (impaired fundal accommaodation)
further confounds the argument.

Similarly, functional dyspepsia and gastroparesis are two entities that have more similarities in symptomatology,
pathophysiology and response to treatment than differences. Idiopathic gastroparesis has all the signatures of
conditions included as functional gastrointestinal disorders in the Rome criteria. Further revisions of Rome
criteria are expected to address this.

One curious aspect of Rome 1V is the inclusion of reflux hypersensitivity in functional gastrointestinal disorders.
This entity is clearly part of gastroesophageal reflux disease. This calls for a new definition for GERD. Belching
is grouped under gastroduodenal disorders rather than esophageal disorders for unclear reasons. This seeming
misclassification needs to be revisited.

Gastroesophageal reflux disease and eosinophilic esophagitis (EOE) are two conditions that are also more
similar than different, especially the variant of EoE that responds to proton pump inhibitors (PPIs). Finally, the
geographic enigma in gastric cancer in relation to Helicobacter pylori remains unresolved, despite the plethora
of explanations that have been advanced. By highlighting these unresolved issues, future researchers are expected
to remain consistent and focused in the search for answers.
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INTRODUCTION

The upper gastrointestinal tract (UGIT)
consists of the bucal cavity, pharynx, esophagus,
stomach and duodenum. For gastroenterologists and
for purposes of endoscopy, the UGIT includes the
esophagus, stomach and duodenum. There have been
numerous remarkable innovations and technological
advancements in disorders of UGIT in the last several
decades. Of the novelties recorded, the discovery of
Helicobacter pylori (HP) and the introduction of Rome
process in functional gastrointestinal disorders (FGIDs)
have had an overarching influence in shaping clinical
management strategies and research efforts in this area
of gastroenterology.

Helicobacter pylori is one of the most
prevalent bacterial infections in the globe, affecting
approximately 50% of the world population®. Warren
and Marshall were the first to describe this organism
in gastric biopsies in 19832, This Gram-negative bacillus
infects the human gastric mucosa and produces chronic
gastritis, peptic ulcer disease, distal gastric
adenocarcinoma and mucosa-associated lymphoid
tissue (MALT) lymphoma®. Helicobacter pylori may
also be associated with extra-gastrointestinal disorders
such as immune thrombocytopenic purpura, refractory
iron deficiency anemia and vitamin B12 deficiency*4°.

The Rome process is an international effort
to help in the diagnosis and treatment of FGIDs by
creating scientific data. Since 1989 when the first set
of criteria was developed, there have been 4 other
revisions (Rome I, Il, 111 and 1V). The Rome
foundation has sought to maintain a strong knowledge
base. The latest version (Rome 1V) was launched in
May 2016 and it includes a new definition for FGIDs,
diagnostic criteria, inclusion of new entities, and major
changes in criteria for diagnosis of existing disorders®.
The FGIDs, currently called “disorders of gut-brain
interaction”, are classified by symptoms related to any
combination of disturbance of motility, visceral
hypersensitivity, altered mucosal and immune function,
altered gut microbiota and altered central nervous
system processing.

These and other advancements in knowledge
have thrown up several controversies and unresolved
issues. This review aims at bringing some of these
contentious issues to the front burner not just for
purposes of stimulating more research but to keep
researchers focused in the search for explanations.

An electronic literature search was conducted
in turn on selected disorders of upper gastrointestinal
tract using PubMed, Google scholar, and Scopus. The
disorders were Dyspepsia, GERD, Gastroparesis,
Belching, Eosinophilic esophagitis, Helicobacter pylori
and Gastric cancer. The search words used in each
case were Controversies, Unresolved issues, plus the
specific disorder. From the articles retrieved in the
first round of search, additional references were
manually identified from the cited references.

Confusion in Nomenclature

Dyspepsia remains a confusing term.
Classifications that preceded Rome 111 diagnostic
criteria included heartburn and regurgitation as part
of dyspepsia but the Rome Il diagnostic criteria’
restricted dyspepsia to disorders thought to originate
from the gastroduodenal region. Heartburn and
regurgitation, which are typical symptoms of
gastroesophageal reflux disease (GERD) were excluded
from dyspepsia. Subsequently, it was argued that
excluding heartburn in functional dyspepsia (FD) studies
was misguided as new data indicated that heartburn
and regurgitation occurred frequently in FD even after
GERD had been objectively excluded®. These led to
the concept that heartburn and dyspepsia are really
part of one disease complex. In real life scenarios,
patients from communities who present to primary
care physicians complain of multiple upper
gastrointestinal symptoms, making symptom-based
diagnoses difficult®. Up to 20% of patients with FD
may also have GERD if pH-metry is used?®.

Evidence that FD and GERD are part of
the same disease spectrum in a major subset is
accumulating. The normal fundal relaxation that
follows a meal is lost in a subset of patients (up to
40%) with FD. This is termed fundal
dysaccomodation®. Functional dyspepsia patients have
a higher frequency of occurrence of GERD symptoms
than expected by chance®. Recent research findings
indicate that transient lower esophageal sphincter
relaxation (TLESR), which is the underlying mechanism
of GERD, has a close link with gastric
accommodation. Individuals with gastric
accommodation dysfunction will experience more
heartburn and this explains the relationship between
GERD and FD®. The long held view that GERD is
an organic disorder of UGIT as distinct from typical
FGIDs like FD is thus challenged. This lends credence
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to the subtle attempt in Rome 1V to deemphasize the
terms, organic and functional and to promote a model
in which disease phenotype would be determined by
the relative influence of motility, visceral
hypersensitivity, altered mucosal and immune function,
altered gut microbiota and altered central nervous
system processing (Tablel).

Table 1

Determinants of phenotypic presentation of
gastrointestinal disease (Rome IV model)

Motility disturbance

Visceral hypersensitivity

Altered mucosal and immune function
Altered gut microbiota

Altered central nervous system processing.

This paradigm change, when fully
implemented is likely to herald a new dawn in the
classification of diseases of gastrointestinal tract (GIT).

Functional Dyspepsia and Gastroparesis
Functional dyspepsia and gastroparesis are

two sensorimotor disorders of upper gastrointestinal

tract. Both conditions present with epigastric pain or

discomfort, easy satiety, postprandial fullness and
pressure, nausea, vomiting and weight loss***%. In a
major subset of patients with FD the underlying
mechanism is impairment of fundal accommodation
while gastroparesis is caused by impaired gastric
emptying. Unfortunately, these pathophysiologic events
do not produce specific symptoms that are useful in
the clinical differentiation of the two conditions.
Furthermore, studies in both idiopathic and diabetic
gastroparesis have identiled other mechanisms,
including visceral hypersensitivity and impaired gastric
accommodation (typical pathophysiologic mechanisms
in FD) as stronger determinants of the symptom
pattern and severity’®t’. Patients with FD who have
abnormal fundal accommodation commonly
complain of early satiety, epigastric pain and
discomfort, postprandial fullness and nausea. However
FD patients without impaired fundal accommodation
may also present with similar symptoms*+°. Similarly,
patients with gastroparesis (defined as delayed gastric
emptying of solid food meal in the absence of
mechanical obstruction) present with epigastric pain,
postprandial fullness, nausea and vomiting.
Furthermore, up to 30% of FD patients have delayed
gastric emptying'4?. Therefore, neither history nor
pathophysiologic mechanisms can satisfactorily
separate the two entities (table 2).

Table 2: Overlap of symptoms, pathophysiology and therapeutic options in FD and Gastroparesis

FEATURE FD GASTROPARESIS
Symptoms

Epigastric pain/discomfort +++ +++
Easy satiety ++ ++
Postprandial fullness ++ ++
Nausea + ++
Vomiting + +++
Weight loss + +
Pathophysiology

Impaired fundal accommodation ++ +
Impaired gastric emptying ++ +++
Visceral hypersensitivity ++ +
Treatment

Nutritional support + +++
Prokinetics ++ (especially in PDS) +++
PPI + ?
TCA + (especially in EPS) +

FD: Functional dyspepsia
TCA: Tricyclic antidepressant

PDS: Postprandial distress syndrome

PPI: Proton pump inhibitor

EPS: Epigastric pain syndrome
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A questionnaire was developed to enable
effective clinical differentiation but the objectives have
remained unachieved because of the high degree of
overlap?. Six of the 9 questions on the Gastroparesis
Cardinal Symptom Index record common symptoms
of FD. In an attempt to break up disorders of gastric
sensorimotor function into specific entities along
pathophysiologic lines, there is a tendency to lose the
uniqueness of the broad category.

Whereas FD is the prototype FGID, and
gastroparesis has remained an organic entity, it is highly
probable that future revisions of Rome criteria might
include gastroparesis in the FGID in keeping with the
proposal to deemphasize the terms, organic and
functional.

Inclusion of Hypersensitive Esophagus (Reflux
Hypersensitivity) in FGIDs

One of the changes that were made in Rome
111 to develop Rome 1V is the addition of an entity
with known etiology. The reflux hypersensitive
syndrome? (now part of esophageal disorders in
Rome 1) encompasses patients who have normal acid
levels (on pH-metry) but are sensitive to the
physiological reflux and so develop heartburn. These
patients used to be grouped under GERD and by
definition, they actually have GERD. Gastroesophageal
reflux disease as defined by the Montreal consensus
group® is “a condition which develops when the reflux
of stomach contents causes troublesome symptoms
and/or complications”. The removal of reflux
hypersensitivity from GERD clearly calls for a new
definition for GERD to avoid confusion in
nomenclature.

Reflux Esophagitis, Non Erosive Reflux Disease
(NERD), Reflux Hypersensitivity and Functional
Heartburn

The pathophysiological relationship between
non erosive reflux disease (NERD) and reflux
esophagitis remains unresolved?*. The thinking that
NERD and reflux esophagitis are components of a
continuous pathological spectrum has been challenged
by studies that demonstrated differences in
pathophysiology, epidemiology and response to
therapy®2?. Mechanistic natural history studies have
yielded inconsistent results?’2 but in general, there is a
suggestion that lack of progression of NERD to reflux
esophagitis is more common than progression. Based

on these, Fass and Ofman®® proposed that patients
with GERD exhibit 3 different phenotypes: NERD,
reflux esophagitis and Barrett’s esophagus and that
most NERD and reflux esophagitis patients remain
within their respective GERD phenotype throughout
their life time. This new paradigm proposes that the
genetic make-up of individuals exposed to similar
environmental factors may ultimately determine the
specific GERD phenotype?-°,

The most recent attempt at elucidating the
mechanisms at play in erosive esophagitis and NERD
is provided in Rome 1V criteria for the diagnosis of
FGID?. The definition of GERD is more restrictive
as reflux hypersensitivity now leans more towards the
functional realm than true GERD. This schema
proposes that reflux esophagitis, NERD, and functional
heartburn are components of a disease spectrum
allowing for overlaps?. The main determinants of
phenotypic presentation here are esophageal
hypersensitivity and acid exposure. Symptoms in
erosive esophagitis are dominated by abnormal acid
exposure whereas symptoms in functional heartburn
are dominated by hypersensitivity. Symptoms in NERD
and reflux hypersensitivity are related to a combination
of both acid exposure and hypersensitivity?.

In Rome |11, reflux hypersensitivity
(hypersensitive esophagus) was part of functional
heartburn, but was removed from that group in Rome
I11. At the same time it became part of GERD as
Rome 11l and Montreal consensus definition of
GERD were published the same year (2006). In Rome
1V, reflux hypersensitivity is back to FGID (esophageal
disorders). The “ding-dong” that has characterized the
exercise is a strong testimony to the seeming poor
understanding of the mechanisms and unresolved
nature of the issues. Furthermore, the role of weakly
acid reflux in generating symptoms and esophagitis
remains to be elucidated.

GERD and Eosinophilic Esophagitis

Eosinophils are a type of white blood cells
that have coarse granules within their cytoplasm. They
play an important role in the body’s response to allergic
reactions, asthma and parasitic infections. Sometimes,
eosinophils cause inflammation in certain organs and
result in symptoms.

Eosinophilic esophagitis (EoOE) is a chronic,
immune mediated disorder defined by symptoms of
esophageal dysfunction, eosinophilic inflammation
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localized to the esophagus, and exclusion of other

recognized causes of esophageal eosinophilia®=2,

Diagnosis requires symptoms of esophageal

dysfunction, 15 or more eosinophils per high power

field on microscopic examination of esophageal biopsy
after 8 weeks of high dose proton pump inhibitor

(PPI1), and the absence of alternative causes of

eosinophilia®-®,

Symptoms of GERD and EOE are similar.

Some efforts have been made at highlighting the

differences between the 2 entities*, but esophageal

eosinophilia is common to both conditions, though

GERD usually produces less florid infiltration of the

esophagus by eosinophils that are concentrated in the

distal esophagus®. Surprisingly, up to 40% of patients
with EoE respond to PPI, with the result that there is

a third variant called PPI-responsive eosophageal

eosinophilia (PPI-REE)®*. Efforts at explaining this

strange occurrence have thrown up several postulations,
with varying levels of evidence. The postulations
include:

1. Eosinophilia is a marker of GERD
Mild eosinophilia is a marker of GERD?®"%¢,
however, a study has indicated that it is distinctly
uncommon to have dense esophageal
eosinophilia in patients with GERD®¥.

2.  GERD and EoE can co-exist but are
unrelated
The basis for this hypothesis is the high
prevalence of GERD in the general population
and the expectation that chance alone can
account for a high prevalence of GERD in
patients with EOE®.

3. EoE contributes to or causes GERD
Itis postulated that products of eosinophils such
as vasoactive intestinal peptide (VIP) and platelet
activating factor may induce lower esophageal
sphincter (LES) relaxation and give rise to
GERD*#2,

4.  GERD contributes to or causes EoE
Dilatation of intercellular spaces of esophageal
squamous epithelium occurs in GERD**#4, This
can lead to increased permeability, leading to
penetration by antigens in food leading to EoE.
The mechanism of response to PPI in PPI-REE

remains unresolved. The postulations are that the

response to PPl may be through an acid-dependent
mechanism*4¢ or through an acid-independent, anti-
inflammatory pathway*"-#. In summary, despite all the

research efforts to elucidate the differences between
EoE and GERD, there is a very high degree of overlap
between them and numerous questions remain
unanswered.

Belching

Belching (eructation) can be defined as the
audible oral expulsion of a gas bolus from the upper
GIT. In most individuals, belching occurs as a
physiological event and is not perceived as a symptom
of disease. However, belching becomes a medical
problem and reason for consultation if it is excessive,
such that the patient or those around him complain. It
may lead to social problems and a decreased quality
of life%.

Belching can occur from one of two
mechanisms: gastric belch, which is the result of a
vagally mediated reflex that leads to relaxation of LES
and venting of gastric air; and supra-gastric belch,
which is largely a behavioral peculiarity. In supra-gastric
belch, pharyngeal air is sucked or injected into the
esophagus, after which it is immediately expelled before
it reaches the stomach. Patients who belch excessively
invariably exhibit an increased incidence of supra-
gastric, not gastric belches.

Traditionally anatomic regions are used to
categorize the FGIDs in adults. In Rome I11 and Rome
IV diagnostic criteria®’, belching is included in
gastroduodenal disorders despite the fact that the
symptom is more esophageal than gastric. Gastric belch
actually resembles GERD as the underlying event is
relaxation of LES®%%, The only difference is that in
the former the refluxate is wholly or predominantly
gas while in the latter it is liquid. If reflux hypersensitivity
(which used to be part of GERD in Rome Ill) is
grouped under esophageal disorders, what prevents
gastric belch from being categorized as an esophageal
disorder? More curious is the fact that the predominant
form of belch is supra-gastric belch. The
pathophysiologic events that lead to supra-gastric belch
do not involve the stomach. The air sucked or injected
from the pharynx is expelled from the esophagus
immediately it gets there. The air neither originates from
the stomach nor reaches it>.

Similarly, the rumination syndrome
(characterized by regurgitation) is more esophageal
than gastroduodenal as the pathophysiologic
mechanism resembles that of GERD. In GERD,
reflux hypersensitivity and rumination syndrome, the
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retrograde flow of gastric content is usually effortless,
as distinct from vomiting. Nausea and vomiting
disorders are appropriately included in gastroduodenal
disorders. Appropriate grouping of various disorders
would reduce confusion in the classification and
management of the FGIDs, a domain that is already
bedeviled by numerous controversies and unresolved
ISSUES.

Geographical Enigmas of Helicobacter pylori
(HP) and Gastric Cancer

The discovery of HP by Warren and Marshall?
opened the floodgate of research into the relationship
between the organism and various gastroduodenal
diseases. Helicobacter pylori causes acute and chronic
gastritis, duodenal ulcer, gastric ulcer, and distal gastric
adenocarcinoma®*¢, Helicobacter pylori has been
classified as a group 1 carcinogen®’, same category as
tobacco and asbestos. Globally, HP is the strongest
known risk factor for gastric cancer®®s,

However, Holocombe®® in 1992 observed the
incongruence between HP prevalence and gastric cancer
in Africa. In Africa, the prevalence of HP infection is
high but the incidence of gastric cancer is low. This
was described as the African enigma. Similar enigmas
have been described in China, Colombia, Costa Rica,
India and Malaysia®. The prevalence of HP in a
population is clearly not the only determinant of gastric
cancer risk. The major factors that have been advanced
to explain this geographical enigma include:

1. Oncogenic potential of HP

Strain-specific properties of HP associated with

gastric cancer have been described. These

include:

(@) The cag pathogenicity island (PAI): The
presence of a chromosomal region called
cag PALI is one of the striking variations
among HP strains from unrelated persons.
The cag PAI encodes an antigenic effector
protein called cagA into host cells through
a type 1V secretion system (T4SS)-
mediated process®2€, The T4SS is also
required for HP-induced upregulation of
proinflammatory cytokine secretion by
gastric epithelial cells®. There is ample
evidence to show that the risk of stomach
cancer or precancerous lesions is higher
in persons infected with cagA-positive HP
strains than in persons infected with cagA-

negative strains®®%. Furthermore, strains
producing high levels of cagA are linked
to an increased risk of premalignant
lesions compared to strains producing
lower levels of cagAS¢e,

(b.) Vacuolating toxin: A protein called VacA is
secreted by HP through an
autotransporter or type V secretion
pathway® 7%, Most VacA-induced cellular
alterations result from the ability of the
organism to form pores in cell
membranes’™ 2, Strains containing vacA
alleles classified as s1,il1 or ml (which
encode the more active forms of vacA)
are associated with a high risk of stomach
cancer or precancerous lesions (such as
intestinal metaplasia) than strains classified
as S2, i2 or m27L7374,

Other virulence factors that have been
described in HP are outer membrane
proteins (OMP) and duodenal ulcer
promoting gene (DUPA). Associations of
specific OMPs or dupA with gastric
cancer are not as striking as those of
cagPAIl and vacA. There may also be
interactions by multiple strain-specific
features with the result that the risk of
gastric cancer is highest in individuals
infected with strains harboring multiple
constituents and lowest among strains
harboring few or none of the
constituents™, In all, there is a spectrum
of strains, ranging from those that carry
a very low risk to those that are associated
with high risk of gastric cancer.

Th2 type response to HP

Cytokines are the chemical messengers of the
immune system. They are either pro-
inflammatory or anti-inflammatory. Anti-
inflammatory cytokine es tend to promote
allergic responses and are associated with high
IgE levels.

T lymphocytes expressing CD4, also known
as helper T cells are the most prolific cytokine
producers. They can be subdivided into Thl and
Th2 and the cytokines they produce are known
as Thl-type and Th2-type cytokines. Thl-type
cytokines, being pro-inflammatory, are
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responsible for killing intracellular parasites. They
also perpetuate autoimmune responses. Typical
Th1 cytokines include interferon gamma, tumor
necrosis factor alpha (TNF-4), and IL-24. If pro-
inflammatory cytokines are excessively
elaborated in the course of an immune reaction,
the result is uncontrolled tissue damage. To
counteract this, the Th2 cytokines which are anti-
inflammatory come into action. Typical Th2-
type cytokines include Interleukin 4, 5 and 13
which are associated with promotion of IgE
and eosinophilic responses in atopy. Interleukin-
10 also has anti-inflammatory response. In
normal situations, humans produce a well-
balanced Thl and Th2 response suited to the
immune challenge.

In experimental animals, a Th2 type
response has been induced by co-infection of
mice with HP and nematodes™ with resultant
protection against gastric atrophy (which is a
premalignant lesion). Similarly, the specific 1gG
subclass response to HP in sub-Saharan Africa
is predominantly 19G1, which suggests a Th2
response’®. This modulation is thought to be
related to intestinal parasites. Colombian
researchers also demonstrated high levels of I1gE
in the serum and predominance of eosinophilic
infiltration in the gastric mucosa of populations
at low risk of gastric cancer compared to those
at high risk™. This particular explanation sounds
plausible in Africa where intestinal parasitosis is
rife.

Role of diet

Dietary components can modulate HP
pathogenicity by mechanisms that range from
simple anti-oxidant to complex anti-carcinogenic
activities. Dietary habits may be an important
determinant of the outcome of HP infection.
High salt diet and a diet low in fruits and fresh
vegetables have been associated with increased
gastric cancer risks®®, In India, the compound
Curcumin, which has anti-inflammatory
properties is found in spices and has been linked
to a low risk of gastric cancer®® The
mechanisms by which diet influences gastric
cancer risk remain to be fully elucidated but is
believed to contribute to the geographic enigma
of this malignant disease.

Host genetic susceptibility

Expression of inflammatory cytokines is the
hallmark of immune response to microbial
infections. Polymorphisms in genes of these
cytokines may affect outcomes in HP infection.
Polymorphisms in gene cluster of IL-1 (a pro-
inflammatory cytokine with potent acid
suppressive effect) have been associated with
gastric cancer risk®, Ethnicity may also play a
crucial role, for example, the Japanese
population has much lower acid secretion as
compared to western population®,

Gastric microbiota

Analogous to the influence of colonic
microbiota on human health and disease®’, the
gastric microbiota may influence gastric
immunobiology and possibly gastric disease.
Results from animal and human studies indicate
that gastric colonization by bacteria that
normally colonize the lower GIT could affect
the outcome of HP infection and the risk of
gastric cancer®®°t, Helicobacter pylori is closely
associated with gastric cancer, but the role of
other intragastric flora in facilitating or inhibiting
the effect of HP in gastric cancer development
remains unknown.

Co-evolution of HP and human host
Co-evolution of HP and human hosts over a
long time determines the development of
commensal or symbiotic relationship. This was
demonstrated in a study in Colombia which
revealed that individuals of African descent had
relatively benign gastric pathology with little
evidence of progression to malignancy®. Co-
evolution of HP and humans over a long time
explains the low incidence of disease in these
populations. Mismatch between the geographic
origin of HP strains and the geographic ancestry
of human hosts has been associated with more
severe gastric pathology and development of
precancerous gastric lesions®, and this further
supports the hypothesis. In other words,
disruption in co-evolved bacterial-human
relationships may contribute to elevated gastric
cancer risk.
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Helicobacter pylori and GERD

The controversy that trails the relationship
between HP and GERD has continued to rage®-*.
Although all infected individuals develop histologic
gastritis, only a small proportion develop significant
clinical disease. About 10-20% of HP-positive patients
have a lifetime risk of developing peptic ulcer while
only 1-2% run the risk of developing distal gastric
cancer®®®”, The outcome of infection is influenced by
a variety of host, bacterial and environmental factors.
The acute phase of gastritis is usually not clinically
apparent, but in specific experimentally monitored
situations®®°2 it may be associated with transient
dyspeptic symptoms such as nausea, fullness, and
vomiting which are largely non-specific. During acute
infections the proximal and distal stomach are usually
equally affected (pangastritis), which is often associated
with hypochlorrhydria. The hypochlorrhydria tends to
resolve within months, but persistent infection may
occur in individuals who are genetically predisposed
as shown by studies on monozygotic twins®%, For
individuals who progress to chronic gastritis, the
distribution of gastritis is determined by the level of
acid secretion. This results from the interplay between
the effect of acid on the growth of bacteria and the
resultant effect of mucosal inflammation on acid
secretion.

The eventual outcome of HP infection is
determined by this interaction. In individuals in whom
acid secretion remains intact, the organism tends to
colonize the antrum where few acid-producing cells
are present. This results in gastritis that is antrum-
predominant. Conversely, in individuals in whom acid
secretion has been impaired, the distribution of the
organism is more diffuse, involving both the antrum
and body, and organisms in the body are in closer
contact with the mucosa giving rise to a corpus-
predominant pangastritist®. Corpus gastritis from HP
often leads to hypochlorrhydria and eradication therapy
leads to an increase in acid secretion'®1%, Furthermore,
in corpus-predominant HP-induced gastritis, the acid-
suppressive effect of PPIs is augmented by the
hypochlorrhydria that is inherent in the pathology™®.
It has been shown that HP-positive patients with
GERD respond faster to PPI treatment®” but the
significance of this observation in the routine care of
patients remains to be determined. Currently, no
guideline recommends the determination of HP status
before treatment decisions are made in GERD.

However, it is common knowledge that subjects who
exhibit pro-inflammatory genotypes have a higher risk
of corpus-predominant pangastritis, predisposing
them to atrophic gastritis, intestinal metaplasia and
gastric cancer®.

Epidemiologic studies clearly support the
suggestion of a protective role of HP against GERD,
Barrett’s esophagus and esophageal adenocarcinoma®
0 However one meta-analysis showed no association
between HP eradication and development of new
cases of GERD in patients with dyspepsia'??, but a
recent randomized controlled study in Asia reported
an increased prevalence of reflux esophagitis following
HP eradication!'t. The period of follow-up was
different in the two studies and that may explain the
discrepancy. More prospective studies are needed to
throw more light on the relationship. The best that can
be said of this association is that epidemiological
studies show a negative association between the
prevalence of HP and the severity of GERD and
incidence of esophageal adenocarcinoma, but the effect
of HP status on symptom severity, symptom
recurrence and treatment efficacy in GERD is as yet
unsettled. Eradication of HP does not exacerbate pre-
existing GERD or affect treatment efficacy"2*%, Since
long term PPl may be associated with an increased
risk of gastric premalignant lesions such as atrophic
gastritis, HP eradication in GERD patients is justifiable
114,115

In conclusion, the UGIT has been the
epicenter of research in the last several decades.
Numerous discoveries and improvements in
knowledge have been recorded, but several issues
remain unresolved. The Rome process has specifically
impacted positively in the understanding and
management of FGID, but several issues remain
controversial and are expected to be subjects of
research in the near future.
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