
REVIEW 

HN infection and the esophagus 

LINDA RABENECK, MD 

ABSTRACT: The esophagus can be involved in human immune deficiency virus 
(HIV) infection. Esophageal ulcers can occu r as part of an acu te (primary) HIV infec
tion syndrome. ln addition. the esophagus can be involved with the neoplasms asso· 
ciated with acquired immune deficiency syndrome (AIDS) - both Kaposi's sarcoma 
and non-Hodgkin's lymphoma. Opportunistic infections may also involve the esoph
agus, most commonly cand ida and cytomegalovirus infection. It is important for 
gastroen terologists to be aware of the clinical features of these lesions and to be ready 
to carry out endoscopy to diagnose these lesions correctly. Can J Gastroenterol 
1989;3( I) : 1-6 
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L'infection a VIH et l'oesophage 

RESUME: L'oesophage de l'etre humain infecte par le virus d 'immunodeficience 
humaine (YIH) pcut aussi etre touche. Des ulceres de l'oesophage peuvent se produire 
clans le cadre du syndrome aigu (primaire) d'infection a VIH. De plus, ii peut etre 
atteint de neoplasmes secondaires au syndrome d'immunodeficience acquise (SIDA), 
tels le sarcome de Kaposi et les lymphomes non-Hodgkin . Les germes opportunistes 
peuvcnt egalemcnt attaqucr l'ocsophage - !es candida et le virus cytomegalique sur
tout. II est important que les gastroenterologues reconnaissent les caracteristiques 
cliniqu es de ces lesions et soient prets a p ratiquer une endoscopie afin de les 
d iagnostiq uer correctement. 
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T HE CENTER FOR DISEASE CONTROL 

(C DC ) firs t reported case:. of the 
acquired immune deficiency syndrome 
(AlDS) in 1981 ( 1,2). The cause of AIDS 
is a human retrovirus, fi rst named hu
man T-cell lymphotropic virus (HTLV
lll) (3,4) or lymphadenopathy associated 
vi rus (LAY) (5). subsequently renamed 
human immunodeficiency virus (HIV) 
(6). 

Infection with HIV over a period of 
time results in a varie ty of immunologic 
defects, the most critical of which is 
depiction ofT-helper cells, which in turn 
leads to the development of opportu· 
nistic infections, Kaposi's sarcoma and 
lymphoid malignancies (7). It is the pres· 
ence of these specific opportunistic infec
tions and malignancies in an HIV in
fected individual whi ch establishes a 
diagnosis of AIDS, as d efined by the 
CDC(8.9). 

The gastrointestinal tract is a major tar
get organ for involvemen t in AIDS ( 10). 
The esophagus is of particular interest 
as it can be involved not only with a num· 
ber of the opportunistic infections and 
malignancies of AIDS but also at the 
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onset of HIV infection. This paper re
views the clinical features of the esopha
geal lesions associated with HIV infection. 

ACUTE (PRIMARY) HIV 
INFECTION 

Current evidence suggests that. follow
ing exposure co HIV, most individuals 
who seroconvert (ie, who develop anti
bodies to HIV) experience no symptoms 
( ll ). However, a number of individuals 
do experience a clinical illness; certain 
specific cl inical syndromes have been 
described. The first of these syndromes 
to be recognized was that of an acute 
mononucleosis-like illness. T he clinical 
features of this illness include fever, chills, 
nigh t sweats, malaise. myalgia, arthra lgis, 
sore throat, lymphadenopathy and skin 
rash ( 12.13 ). Other syndromes subse
quently recognized to occur in associa
tion with acute HIV infection include 
acute meningitis ( 14), acute encephali
tis (15), acute polyneuropachy (16) and 
acute brachia( neuritis ( 17). 

It is now clear that acute HIV infec
tion may cause an illness characterized 
by the presence of unusual esophageal 
ulcers. T he featu res of this illness, occur
ring in a series of homosexual men, seen 

TABLE 1 

Classification system for human T-lymphotropic vi rus type llljlymphadenopathy 
associated virus infection 

Group I 
Group II 
Group Ill 
Group IV 

Acute infection 
Asymptomatic infection 
Persistent generalized lymphadenopathy 
Other disease 

Subgroup A 
SubgroupB 
SubgroupC 

Constitutional d isease 
Neurologlc disease 
Secondary infectious diseases 

CategoryC-1 Specified secondary Infectious diseases listed In the CDC 
suNeillance definition for AIDS· 

Category C-2 
SubgroupD 
SubgroupE 

Other specified secondary Infectious diseases 
Secondary cancers· 
Other conditions 

· Includes /hose patients whose clinical presentation fulfllls the definition of the acquired Immune 
def,c,ency syndrome {AIDS) used by CDC for not,onol reporflng 

in Vancouver between 1982 and 1984. 
were described at the Canadian Society 
for Clinical Investigation meeting in Sep
tember 1987 ( 18). Thirteen homosex
ual men presented with odynophagia, 
11 also had a maculopapular skin rash 
and three had ulcers on the hard palate. 
Esophagogastroduodenoscopy revealed 
the presence of multiple discrete ulcers 
measuring 0.3 to LS cm in diameter in 
the esophagus (Figures 1.2). HIV serol
ogy carried out by Western blot tech
nique demonstrated seroconversion. 

Electron microscopic examination of 
biopsy specimens taken from the margins 
of the esophageal ulcers revealed the 
presence of virus-like particles 120 to 160 
mm in d iameter, with morphologic fea
tures consistent with retroviruses. In a ll 
men the acute illness was self-limited; 
the rash cleared and the esophageal 
ulcers healed. 

Proof of the presence of HIV in the 
esophageal tissue requires fu rther study. 
However, the descriptio n of this syn
drome extends knowledge of acute HIV 

Figure 1) Multiple esophageal ulcers measuring 0.5 to I cm in diameter 
in an indit1idual with primary HIV infection 

Figure 2) Discrece single esophageal ulcer, 1.5 cm long and 1 cm wide in 
an individual with primary HIV infeciion 
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HIV Infection and the esophagus 

Figure J) Esophageal candida in a man with AIDS.· Confluent raised 
white plaques in the esophagus 

Figure 4) CM V associated esophageal ulcer with irregular margins, mea
mring 3 cm in length and 1.5 cm in width in an individual with AIDS 

syndromes and suggests that esophageal 
cells may l;>e a target for HIV infection. 

ESOPHAGEAL LESIONS IN AIDS 
AIDS can be considered one of the 

chronic sequelae of HIV infection. As 
discussed previously the CDC has d e
fined and classified AIDS (Table l) (9). 
As far as the gastrointestinal tract is con
cerned, the CDC has defined specific 
opportunistic infections (group IV, cat
egory C-1) and specific neoplasms (group 
IV, category C-2) which fulfill the defi
nition of AIDS. 
Esophageal candida: Esophageal can
dida is one of the most common oppor
tunistic infections in AIDS (10,19). A 
patient with esophageal candida may 
complain of dysphagia or, less commonly, 
odynophagia. Some complain only of 
heartburn or of anorexia, while others 
report no symptoms. While some observ
ers have argued that the presence of oral 
candida is predictive of the presence of 
esophageal candida (20), chis is not nec
essarily so; in HIV infected individuals, 
esophageal candida can be present in the 
absence of oral candida and vice versa. 

It is important to endoscope individ
uals at risk for AIDS who present with 
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symptoms suggestive of esophageal can
dida. The reasons for this are: there are 
other possible causes of dysphagia and 
odynophagia in such persons besides 
esophageal candida; and the finding of 
esophageal candida in an HIV infected 
individual establishes a diagnosis of 
AIDS. The latter is crucial information 
which the individual and the physician 
deserve to know. 

At endoscopy the lesion is character
ized by the presence of raised white 
plaques which may be conflu ent (Fig
ure 3). Endoscopic biopsies reveal the 
presence of budding particles and 
hyphae; findings which are consistent 
with the diagnosis . Fungal cultures can 
be obtained if positive identification of 
the fungus is desired. A recent report of 
white plaques and esophageal ulcers in 
an AIDS patient was attributed to Toru
lopsis glabrata, a related fungus (21). 

While mycostatin oral solution con
trols oral candida, often it is ineffective 
therapy for esophageal candida. Keto
conazole at a dose of 200 mg by mouth 
once daily can be effective (22), although 
there are reports of esophageal candida 
refractory to this therapy (23) and the 
agent can cause hepatocellular necrosis 

(24). In addition, of importance to those 
patients receiving antimycobaccerial ther
apy, ketoconazole can interact with rifam
pin and isoniazid (25). Amphocericin B 
therapy has been advised by many (26-
32). Clotrimazole, however, is effective 
therapy and avoids the risk of toxicity 
with amphotericin Bas well as the need 
for parenteral administration. The drug 
is given as a suppository at a dose of 100 
mg by mouth to suck three times daily. 
The esophageal candida clears in seven 
to 10 days. Thereafter, the drug can be 
given in a dose of 100 mg once or twice 
daily to prevent recurrences (33). 
Cytomegalovirus infection (CMV): 
CMV infection of the esophagus can 
cause esophageal ulcers. individuals with 
CMV-associated esophageal ulcers usu
a lly present with odynophagia or con
stant retrosternal pain. The ulcers may 
be single and discrete or multiple with 
normal appearing intervening esopha
geal mucosa (Figure 4 ). The ulceration 
may also be confluent and can mimic 
peptic esophagi tis due to gascroesopha
geal reflux disease (34,35). A case of a 
giant CMV-associated esophageal ulcer 
with extension to the adventitia has been 
described (36). 
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Ligh t microscopic examination of 
endoscopic mucosa! biopsy specimens 
reveals the presence of characteristic 
intranuclear and intracycoplasmic inclu
sion bodies. Viral culture of the inflamed 
tissue will grow the virus. Since CMV 
can often be documented in uninflamed 
gastrointestinal mucosa of patients with 
AIDS, it can be difficult to be certain 
the CMV is the cause of the mucosa! 
ulceration . lf other causes of mucosa! 
ulceration can be ruled out, a stronger 
case for CMV as the causative agent can 
be put forward. 

The natural h istory of CMV esopha
geal ulcers is not clear. Ganciclovir (9-[ l. 
3-dihydroxy-2-propoxymethyl] guanine) 
therapy of CMV infection has been 
attempted (37). Of a series of 41 patients 
treated with this agent, five had esopha
geal involvement. Evaluation of the 
response to therapy was inconclusive in 
these patients as follow-up endoscopy 
was not carried out. Therapy with Fos
carnec { phosphonoformate) has a lso 
been reported (38). 
Her pes sim plex virus: Herpes simplex 
virus can cause chronic perianal ulcer
ation in i· dividuals with AlDS (39). 
However, there is little published regard· 
ing herpes simplex infection of the 
esophagus in A IDS patients. 
Cryptosporidia: Crypcosporidium is the 
most common protozoan to infect the 
gastrointestinal tract in ALDS patients. 
le commonly affects the small bowel or 
colon and causes diarrhea, which may 
be secretory in type ( 10,40). Crypto· 
sporidia have also been observed in gas· 
tric mucosa and more recen tly a case of 
esophageal cryptosporid iosis was de
scribed ( 41). The patient was a two·year
old girl with AIDS. T he patient devel
oped dysphagia; endoscopy showed 
'areas of inflammation in the d istal esoph
agus'. Pathological examination of muco
sa! biopsy tissue revealed the presence 
of crypcosporid ium. 

A diagnosis of crypcosporidiosis can 
be established by demonstrating the 
presence of the organism in stool using 
an acid fas t stain. Light microscopic 
examination of mucosa! biopsy speci
mens demonstrating the presence of the 
organism may a lso be used co establish 
the diagnosis. Spiramycin has been 
repor ted co be effective therapy for 
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cr ypcosporid iosis (42); however, this 
observation requires confirmation. 
M ycobacte ria: Mycobaccerial infection 
is common in AIDS patients. Overall, the 
most common mycobaccerial isolate is 
Mycobacterium avium-intracellulare com
plex (MAIC). However, in AIDS patients 
from ethnic groups in which tuberculo
sis is highly prevalent, infection with M 
cuberculosis is more common (43). Both 
organisms involve the gastrointestinal 
tract, although generally not the esoph
agus. The author has seen. however, a 
patient with odynophagia who had large 
hilar lymph nodes and a 2 cm diameter 
deep ulcer of the esophagus which was 
due to MAlC. At post mortem exami· 
nation, it was established that the patient 
had a fistula between the esophagus and 
the mediastinum. 

The diagnosis of mycobacterial infec
tion may be established by tissue biopsy. 
Since gran uloma formation has been 
described as poor and acid fast stains may 
be negative, culture of tissue specimens 
is of greatest importance (44,45). When 
che gastrointestinal tract is involved, stool 
samples stained with acid fast stain may 
be positive. 

The CDC has issued guidelines for the 
treatment of mycobacterial d iseases in 
individuals with HIV infeccion(46). Che
motherapy is advised whenever acid fast 
bacilli a re fou nd in a tissue or fluid spec
imen . T he initial drug regimen should 
be effective against tubercu losis, eg, iso· 
n iazid, rifampin and either echambutol 
or pyrazinamide. lf the isolate proves to 
be MAIC, the regimen is switched co iso
n iazid, e thambucol, ansanmycin and 
clofazimine. It is recognized that che 
appropriate duration of therapy for 
tu bercu losis in HIV infection is un
known, in addition, optimal therapy for 
MALC is no t know. Patien ts with M 
tuberculosis and HlV infection tend to 
respond to therapy whereas those with 
MAICdonot. 
Kaposi's sarcoma: Kaposi's sarcoma is 
a malignancy which can involve the skin , 
lymph nodes and other organs in A IDS 
patients. Approximately 50% of AIDS 
patients with skin involvement have vis
ceral involvement with Kaposi's sarcoma 
(47). T he lesions may involve any por· 
tion of the gastrointestinal tract from the 
oral cavity to the anus. Usually Kaposi's 

sarcoma involving the gastrointestinal 
tract does not cause symptoms or com
plications such as bleeding or obscruc· 
tion (47). Kaposi's sarcoma in volvi ng 
the esophagus, however, may cause 
dysphagia. 

Endoscopy is a more sensitive method 
than barium studies for documenting the 
presence of the lesions. T he endoscopic 
appearance is characteristic. The lesions 
are macules or sessile nodules. The lat· 
ter may have central umbilication. The 
colour is usually a red or red-purple and 
the size varies from several millimetres 
in width co several centimetres. Because 
the lesions are submucosal, endoscopic 
biopsies taken in the usual manner with 
biopsy forceps may not reach the lesions, 
hence in practice the diagnosis is often 
established on the basis of the gross 
appearance alone. 

In patients with Kaposi's sarcoma 
involving the skin, the finding of gastro
intestinal Kaposi's sarcoma is associated 
with a poorer prognosis. There are che
motherapy regimens for the treatment 
of Kaposi's sarcoma. The decision to treat 
is usually left with the oncologist. 
Lym phoma: Lymphomas occur less 
commonly than Kaposi's sarcoma in 
AlDS patients. Although both non
Hodgkin 's lymphoma and Hodgkin's 
lymphoma are reported to occur in asso· 
ciation with HIV infection, only non
Hodgkin's lymphoma fulfills the CDC 
criteria for the diagnosis of AIDS (9). In 
AIDS patients, lymphomas have been 
reported co occur throughout the gas
trointestinal trace. Bernai and del]unco 
( 49) reported the clinical fGatures of four 
cases of esophageal lymphoma occurring 
in AIDS patients. Three of the patients 
reported dysphagia. Endoscopic biopsy 
of the lesion established the d iagnosis, 
which in each case was a non-Hodgkin's 
lymphoma. 
Esophageal ulce rs: Lastly. there may 
be an additional esophageal lesion in 
AIDS patients. Such patients present 
with odynophagia and are found to have 
discrete esophageal ulcers at endoscopy. 
ln these cases a search for an underlying 
infectious agent or neoplasm has fai led 
to reveal the cause of the lesions (50). It 
is possible chat these esophageal ulcers 
are in some way related to those of the 
acute (primary) HIV infection. 
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