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HIV disease is a frequent infection, whose number of individu-
als living with it worldwide exceeds 37 million [1]. Among the lots
of complications which it causes are gastrointestinal and hepatobi-
liary disorders [2]. More than 50% of all HIV patients had reported

gastrointestinal (GI) symptoms during their disease [3,4].

HIV and gastrointestinal system appears to have a relation. The
gastrointestinal tract has a primary role in pathogenesis of HIV
infection [5]. Studies have shown that GI system is a main site of
HIV replication and CD4 T-cell death [6]. During the infection there
is considerable reduction of CD4 T-cells within the gut-associated
lymphoid tissue (GALT) [7].

Some of the GI symptoms of HIV disease include diarrhea, dys-
phagia and odynophagia, nausea, vomiting, weight loss, abdominal
pain and GI bleeding [2]. Most common GI manifestation in outpa-
tients is diarrhea with prevalence 0.9 - 14%, while the prevalence
in inpatients reaches the 50% [8,9].

Diarrhea, the most common GI complaint, can occur during
both acute HIV infection and advanced disease. Causes of diarrhea
in these patients can be divided in four groups: infections, medica-
tions, neoplasms and idiopathic. A broad variety of pathogens has
implicated, like protozoa, viruses, bacteria and funguses. More fre-
quent causes are Cryptosporidium, Microsporidium, Mycobacterium
avium-complex (MAC), Salmonella, Shigella and Cytomegalovirus
(CMV) [2]. Some pathogens, such as MAC and CMYV, infect only HIV
patients with CD4 cell count < 100/mm?, while others, like Cryp-
tosporidium, cause diarrhea in healthy immunocompetent hosts
[10-12]. The diarrhea caused by medications (including protease
inhibitors, e.x Nelfinavir and Saquinavir) is often self-limited and
lasting less than 2 to 4 weeks from initiation of medication admin-
istration [2]. Common GI neoplasms causing diarrhea is lymphoma
and Kaposi’s sarcoma [2]. Other etiologies of diarrhea include idio-
pathic colitis (AIDs enteropathy) [2].

AlDs enteropathy is defined as a chronic diarrheal disease with
unknown etiology in patients of advanced stage of HIV disease

[13]. Some data support that HIV itself acts as an indirect diarrheal
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pathogen altering the structure and function of the GI tract. As Kot-
ler noted in 1984, in HIV patients were histological changes in the
GI tract in the absence of other defined infectious or malignant eti-
ologies [14]. The pathogenesis of HIV enteropathy is the result of
negative affect of HIV at tubulin depolymerization and induction of
local cytokines (e.g. interleukin IL-6, IL-10, tumor necrosis factor)
causing altered epithelial ionic balances and enterocyte apoptosis
[15-17]. These changes lead to mucosal atrophy and as a result

there are as clinical features diarrhea and weight loss [18,19].

It is important to evaluate the symptom of diarrhea in patients
with HIV disease in order to recognize treatable infections or neo-
plasms. Evaluation of diarrhea can be accomplished by obtaining a
careful history including personal history (as lactose or food/fatty
food intolerance), medications, and other indicative symptoms
for systemic infection or neoplasm (as lymphadenopathy, hepato-
splenomegaly) [2]. Stool must be examined for enteric bacteria,
Clostridium difficile toxin, ova or parasite [2]. Sigmoidoscopy and
biopsies are suitable if a diagnosis is not reached to identify CMV
infection [2]. Colonoscopy is suggested for patients in whom sig-

moidoscopy is nondiagnostic [2].

Patients of advanced HIV disease stage usually present invol-
untary weight loss [2]. This condition is due to various reasons.
One cause is the calorie deficit because of anorexia, nausea, ody-
nophagia and/ or dysphagia [2]. In addition, patients limit their
oral intake in order to decrease symptoms of diarrhea, vomiting
or abdominal pain [2]. Another possible etiology of malnutrition
in HIV disease is the metabolic disturbance leading to increased
energy consumption or irregular energy substrate usage due to
opportunistic infections [2]. Therefore, there is need for extra ca-
loric intake. A third reason of weight loss is the malabsorption due
to intestinal mucosal disease, fast transit secondary to infectious
diarrhea, pancreatic insufficiency or mucosal atrophy secondary
to protein-calorie malnutrition [2]. Weight loss must be evaluated
by a dietitian by monitoring changes in weight, body composition

(body cell mass), caloric intake and activity [2].
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Esophagitis is very common among patients with advanced HIV
disease causing dysphagia and odynophagia [2]. The most frequent
pathogen causing esophagitis to these patients is Candida. Other
pathogens include Cytomegalovirus (CMV) and Herpes Simplex
Virus (HSV). Except from infectious causes, odynophagia may be
due to idiopathic ulceration, malignancies like Kaposi’s sarcoma
and lymphoma, and non-HIV-related disorders, such as acid-reflux
esophagitis [2]. The CD4 levels can be used to manage the evalua-
tion. Candida and HSV esophagitis are mainly identified in patients
with CD4 cell levels less than 200 cells/mm?3, while CMV and idio-
pathic ulcers are mostly noted in patients with CD4 cell count less
than 100 cells/mm? [2].

AAbdominal pain is ordinary in patients with HIV infection.
During the evaluation of this symptom, a clinician besides the man-
ifestations of opportunistic infections and neoplasms, must also
examine the more common causes of abdominal pain in healthy
persons [2]. The most frequent HIV-associated cause of abdominal

pain is CMV infection of the bowel and biliary tract [2].

Although GI bleeding is rare showing up in less than 1% of pa-
tients with HIV disease, it may set difficult diagnostic and thera-
peutic challenges [2]. Besides the causes of GI bleeding occurring
in healthy persons, for instance peptic or stress-related ulcer dis-
ease, inflammatory bowel disease, diverticular disease, colonic pol-
yps, and neoplasia, there are also lesions unique to HIV [2]. More
specifically, HIV-associated opportunistic infections can induce le-
sions by different mechanisms leading to GI bleeding. For example,
CMYV induces vasculitis in affected tissue, which results in ischemia
and or infarction, usually in the colon or distal small bowel [20,21].
Candida albicans sometimes induces esophageal hemorrhage
causing an intense erosive esophagitis [22]. In addition enteritis
associated with Salmonella, Shigella, or Campylobacter is caused
with increased incidence in HIV-infected patients. Moreover, HIV-
associated neoplasms may cause intestinal bleeding, with the most

common to be the Kaposi s sarcoma [23].

GI bleeding in a patient with HIV disease should be assessed
with the same approach used in evaluation of a non-HIV-infected
patient. In order to define the source of the upper-tract bleeding,
an upper endoscopy is essential, while a nuclear red blood cell scan
is used to evaluate acute lower-tract hemorrhage, which is more

useful than immediate colonoscopy.

There is no doubt that Highly Active Antitretroviral Therapy
(HAART) contributes to a noteworthy reduction in morbidity and
mortality related to HIV. On the one hand, studies have demon-
strated that HAART improves the systemic immune system and
the local cellular immunity of the GI tract [24]. As a result HAART
improves some of the GI symptoms, such as HIV enteropathy [24].
Moreover, anti-HIV therapy in combination with chemoprophy-
laxis for pathogens who usually affect immunocompromised HIV

patients (CD4 count lower than 200 cells/mm3), such as Pneumo-

02
cystis carinii, Mycobacterium avium, Cytomegalovirus, can reduce
the frequency of gastrointestinal opportunistic infections [2]. On
the other hand, GI symptoms are among the short-term adverse
effects of HAART, which are caused within a few months after the
initiation of the therapy [25]. For instance, protease inhibitors can

cause diarrhea [26].

Expanded life expectancy of HIV patients has as consequence
the need of emphasis on chronic gastrointestinal disease and neo-
plasms. Intervention is necessary to recognize all reversible causes.
As HIV disease becomes more a chronic condition, preservation of
good nutrition status is an important goal to maintain the function-
al and energy capacity of individuals infected with HIV. We have
to be aware that GI symptoms can impact the patients' life as well
as medication adherence. People living with HIV disease and ex-
periencing these symptoms tend to avoid social life due to adverse
effects [27]. In conclusion, it is important to conduct researches
focused on the appropriate treatment for HIV patients in order to

improve their quality of life.
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