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Abstract

Gastrointestinal bleeding in HIV patients secondary to coinfection by HHV8 and development
of Kaposi's sarcoma (KS) is a rare complication even if no skin lesions are detected on physical
examination. This article indicates which patients might develop this type of clinical sign and
also tries to recall that absence of skin lesions never rules out the presence of KS, especially if
gastrointestinal involvement is documented. Gastrointestinal bleeding in terms of hemateme-
sis has rarely been reported in the literature. We review some important clinical findings, diag-
nosis, and treatment approach. We present the case of an HIV patient who presented to the
emergency department with hematemesis and gastrointestinal signs of KS on upper gastroin-

testinal endoscopy without any dermatological involvement. © 2018 The Author(s)
Published by S. Karger AG, Basel
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Clinical Case

A 23-year-old human immunodeficiency virus (HIV)-positive male patient with a CD4
count of 64/mm3 and a viral load of 123,422 copies/mL was treated with efavirenz 600 mg
and emtricitabine/tenofovir 200/300 mg daily. He was admitted to the emergency depart-
ment due to epigastralgia, pyrosis, hematemesis, and dysphagia for solids lasting 15 days. No
abnormalities were seen on vital signs, but signs of severe dehydration, whitish plaques on
tongue surface and retro-auricular, submaxillary, and bilateral inguinal adenopathies were
seen on physical examination. Initial workout showed normal blood chemistry without hy-
droelectrolytic imbalances, preserved renal function, and normal hepatic profile. Initial upper
gastrointestinal endoscopy (UGE) (Fig. 1) showed multiple lesions at the antro-corporal level,
ulcerated with a whitish halo compatible with gastroesophageal candidiasis. Anti-fungal treat-
ment was started, with a slight improvement of symptoms described initially, so a new UGE
was performed (Fig. 2). At this occasion, a subcardial lesion on the lesser curvature and sev-
eral raised lesions of umbilicated appearance with a central ulcer covered with fibrin were
found and extended on the minor curve, distally compromising the angular incisura. Consid-
ering initially malignancy due to appearance described with irregular high edges, a poorly de-
fined ulcer covered with fibrin and, in the duodenum, elevated lesions of umbilical aspect with
central depression of ulcer appearance covered with fibrin were also identified. Colonoscopy
(Fig. 3) was performed due to UGE findings showing elevated umbilicated lesions of 15 mm
on the left colon and transverse colon associated with signs of obstruction in the hepatic angle.
Biopsies were taken from gastric lesions and reported: spindle tumor cells of endothelial
origin compromising mucosa and submucosa layers that subsequently formed irregularity of
vasculature lumen and a random pattern with blood extravasation and hyaline globules (Fig.
4,5). Immunohistochemistry studies showed positivity for human herpes virus type 8 (HHV8)
(Fig. 6, 7), CD34 (Fig. 8, 9), and an elevated cell proliferation index evidenced by the Ki67
marker (Fig. 10, 11). CD117 was negative which allowed us to rule out gastrointestinal stro-
mal tumor (GIST). Once histological and immunohistochemical results were obtained, the pa-
tient was started on anthracyclines without complications during treatment and with signifi-
cant improvement of symptoms. Currently, the patient is under treatment with a second cycle
of anthracyclines without any limiting toxicity.

Discussion

In 1872, Kaposi’s sarcoma (KS) was first seen and described in 5 patients. Dr. Moritz Ka-
posi described multiple pigmented sarcomas in the skin and gastrointestinal tract of unknown
etiology, and one of the lesions in the gastrointestinal tract was associated with bleeding [1,
2]. From that time, it is known that this type of tumor is caused by HHV8 that initially affects
the skin, but it can extend to mucous membranes and internal organs. Gastrointestinal KS is
the neoplasia most commonly seen and frequent in patients with gastrointestinal neoplasia,
occurring in about 40% in the series published [3]. At the beginning of the HIV epidemic, KS
was one of the most frequent manifestations seen in immunocompromised patients in up to
50%. However, after the start of highly active antiretroviral therapy (ART), the incidence of
this neoplasm decreased to less than 1% of the infected people with HIV [4, 5].

The most common manifestations of this neoplasm include the presence of erythematous,
violaceous lesions that are well demarcated and can range from a flat plaque to nodular for-
mation in skin surfaces [6]. Gastrointestinal involvement is less frequent; however, there are
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already several case reports showing that this tumor can affect any part of the gastrointestinal
tract. KS grows from the submucosa, most of the time without any clinical symptoms as we
documented in our patient. However, when symptoms develop, abdominal pain, nausea, vom-
iting, weight loss, gastrointestinal bleeding, intestinal obstruction, and diarrhea may occur,
among other manifestations [7, 8]. Endoscopic findings of this type of lesion compromise the
submucosa diffusely and with a random pattern, predominance id seen in the antrum and it
has an appearance similar to the contoured polyps, with variability in their size that some
authors described as target lesions [9].

An HIV patient with gastrointestinal bleeding and no documented skin manifestation as
initial manifestation of KS has not been described in series of cases or in individual case re-
ports. In an article published in 2013 by Mansfield et al. [10] and other case reports we re-
viewed which had symptoms commonly reported as a first manifestation of KS, we found that
only 5 patients were HIV positive and only 3 had hematemesis as a first sign [11-13], and all
of them had cutaneous involvement at presentation. Similarly, Carmo et al. [14] in a retrospec-
tive study of 9 years in Portugal, described 13 patients with gastrointestinal KS of which 11
were asymptomatic and only 2 had gastrointestinal bleeding (hematochezia). The striking fea-
ture of the paper mentioned above was the coinfection with HIV and skin lesions; however, a
patient (HIV positive) was identified in their cohort who presented with digestive bleeding
without skin lesions and a previous personal history of ulcerative colitis which was a confus-
ing variable that did not allow to discriminate between bleeding from KS gastrointestinal in-
volvement versus autoimmune activity due to a chronic inflammatory intestinal disease.

The diagnostic approach in patients with HIV and gastrointestinal symptoms includes
that UGE is not recommended in all patients because it is an invasive and expensive test [15].
Additionally, as previously mentioned, the majority of patients with gastrointestinal KS are
asymptomatic. For this reason, we have sought to determine the main risk factors that predict
the presence of visceral involvement by KS in HIV-positive patients, finding that CD4 <100
cells/mm3, viral load >100,000 copies/mL, no previous use of highly active ART, sexual inter-
course among men, and presence of skin lesions are clinical predictors of gastrointestinal in-
volvement by KS [15]. Once patients with high risk are identified, upper gastrointestinal tract
endoscopy (UGTE) and/or colonoscopy should be performed. Definitive diagnosis is made by
immunohistochemistry, where it is sought to find fusiform cells with irregular vascular bun-
dles in the submucosa layer, extravasation of red blood cells, macrophages with hemosiderin,
and lymphoplasmacytic infiltration [1]. Additionally, identification of HHV8 is required by
means of markers such as the HHV8 DNA reaching sensitivity and specificity of almost 99 to
100%, respectively. The use of other markers such as CD34 and CD117 is similarly useful;
however, they are also positive in patients with GIST, so if they are performed they should
always be accompanied by the identification of HHV8, otherwise differentiating GIST from KS
is unlikely [16].

Treatment of KS with visceral involvement in patients with HIV differs from classical var-
iables, African endemic, iatrogenic, or related to immunosuppression in terms of prognosis,
response, administration form, etc. Pharmacological therapy of gastrointestinal involvement
includes as first-line treatment the administration of liposomal doxorubicin, second line with
paclitaxel [17], and finally the administration of interferon alpha [1]. In a retrospective study
[18] that sought to evaluate the long-term prognosis of HIV-positive patients with KS treated
with liposomal doxorubicin and of whom 20/98 had gastrointestinal compromise, a complete
response to treatment was observed in 49%, partial response in 28%, and inadequate re-
sponse in 14.5%. Regarding the risk of recurrence, of the 75 patients who completed this
study, 65 attended follow-up after 50 months, of which 8 (13.5%/year) presented tumor
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relapse. The latter, in comparison with those that had a sustained response to management,
had lower levels of CD4 and increase in them was lower compared to the group with an ade-
quate response.

Conclusion

Heavy gastrointestinal bleeding as the first manifestation of KS in patients with HIV is
rare and even more so when there are no cutaneous lesions. This is the most common gastro-
intestinal tumor that affects patients with HIV, and it is asymptomatic in the majority of cases.
Even though ART has reduced its incidence, clinicians should know which are high-risk pa-
tients, when to screen for HHV8 infection to timely diagnose, treat, and avoid future compli-
cations due to scarce literature and few therapeutic options.
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Fig. 1. Multiple lesions at the antro-corporal level, ulcerated with whitish halo, compatible with gastro-
esophageal candidiasis.
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Fig. 2. Subcardial lesion on the lesser curvature and several raised lesions of umbilicated appearance with
central ulcer covered with fibrin.
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Fig. 3. Left colon elevated lesions of 15 mm with umbilicated center, transverse colon lesions of 15 mm
with umbilicated center, and obstruction for the colonoscopy step in the hepatic angle.

Fig. 4. Hematoxylin and eosin stain in a sample obtained from the antrum. x10.
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Fig. 7. Tumor cells of the colon with positive immunoreactivity for HHV8. x10.
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Fig. 10. Ki67-positive marker in tumor cells located in the colon. x4.
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Fig. 11. Ki67-positive marker in tumor cells located in the colon. x10.

KARGER



	A02_SectionTitle
	txtA02_SectionTitle
	HeaderStart
	A04_Title
	txtA04_Title
	A07_Author
	txtA07_Author
	txtA14_Institutions
	txtStart
	A20_KeywordsTitle
	StartKeywords
	A21_Keywords
	A22_AbstractTitle
	A23_Abstract
	FigText_1
	FigText_2
	FigText_3
	FigText_4
	FigText_5
	FigText_6
	FigText_7
	FigText_8
	FigText_9
	FigText_10
	FigText_11
	CitRefText_1_2
	CitRefText_3
	CitRefText_4_5
	CitRefText_6
	CitRefText_7_8
	CitRefText_9
	CitRefText_10
	CitRefText_11_13
	CitRefText_14
	CitRefText_15
	CitRefText_16
	CitRefText_17
	CitRefText_1
	CitRefText_18
	H01_RefTitle
	T21_References
	References
	StartReferences
	H02_Ref
	CitRef_1
	CitRef_2
	CitRef_3
	CitRef_4
	CitRef_5
	CitRef_6
	CitRef_7
	CitRef_8
	CitRef_9
	CitRef_10
	CitRef_11
	CitRef_12
	CitRef_13
	CitRef_14
	CitRef_15
	CitRef_16
	CitRef_17
	StartRef
	CitRef_18
	EndRef
	EndeReferenzen
	Fig_1
	Fig_2
	Fig_3
	Fig_4
	Fig_5
	Fig_6
	Fig_7
	Fig_8
	Fig_9
	Fig_10
	Fig_11
	FigStart
	Weiter

