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A Unique Case of Classic Kaposi’'s sarcoma restricted to the toes
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Abstract

Background: Kaposi’s sarcoma associated-herpesvirus causes all forms of Kapo-
si’s sarcoma, and six major subtypes have been described based on the amino
acid sequences of the open reading frame K1.
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Main observations: A 71-year-old man from China, HIV negative, presented with
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nodules on the dorsal aspect of his toes. Biopsy confirmed the diagnosis of Ka-
posi’s sarcoma and virology studies of his blood and saliva confirmed the presen-
ce of Kaposi’s sarcoma associated-herpesvirus infection. Viral genotyping was
consistent with subtype C3. Intervention has been deferred as our patient has re-
mained clinically asymptomatic and without evident growth of his lesions over
a 2-year follow up.
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Conclusions: We herein report the first known case of Kaposi’s sarcoma restric-
ted to the toes caused by the viral subtype C3 in an HIV-negative patient from
Harbin, China. (/ Dermatol Case Rep. 2013; 7(3): 97-100)

Introduction

Kaposi’s sarcoma associated-herpesvirus (KSHV), also
known as human herpesvirus-8 (HHV-8), discovered in
1994," causes all forms of Kaposi’s sarcoma (KS),>3 as well
as primary effusion lymphoma* and is associated with mul-
ticentric Castleman’s disease.® KS is classified into four epi-
demiologic variants: Classic-KS, African-endemic KS, latro-
genic-KS and AIDS-KS. The incidence of KS varies geogra-
phically reflecting variations in the prevalence of KSHV.5”

KSHYV is highly conserved overall but genes at both ends
of the genome vary considerably. At the left-hand end is the
open reading frame K1 (ORF-K1) gene which has been used
for sub-typing.® Six major subtypes (A,B,C,D,E and F) have
been defined, together with further subdivisions into clades
or subgroups (e.g. A1, A2, A3).%1° The distribution of dif-
ferent subtypes correlates with different ethnic and geo-
graphic populations, with the subtype C predominating
across Asia. Herein we report a unique case of Classic-KS
caused by a KSHV subtype C3 in a patient originally from
northeast China.

Case Report

A 71-year-old man from Harbin, Heilongjiang, noticed
a dark nodule on the fourth toe of his right foot for the past
year. Being asymptomatic he initially did not seek medical
advice. As new similar lesions developed next to the first
one he sought medical evaluation and was managed (else-
where) with laser ablation therapy. The lesions recurred
three months later at the same site.

His past medical history was notable for recurrent ony-
chomycosis of toenails for several years, coronary artery di-
sease, hypertension, stroke with no neurological sequellae,
pulmonary tuberculosis more than 30 years ago. He denied
taking any immunosuppressants at any time. He moved in
1976 to the United States, and his parents were originally
from Zhejiang. On physical examination he had three firm,
smooth, purplish nodules on the dorsal aspect of his fourth
right toe (Fig. 1A) and a 3.0-mm lesion on the tip of his se-
cond toe with no surrounding erythema or skin changes.
No other similar skin lesions were noted anywhere else on
the body. No popliteal or inguinal lymph nodes were palpable.
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A biopsy revealed changes suggestive of KS (staining for
CD34, CD31), and KSHYV latency associated nuclear anti-
gen (Fig. 1B-E). Testing for HIV antibody by ELISA was ne-
gative. Intervention was considered but deferred in view of
lack of symptoms, and the recommendation was watchful
waiting with clinical follow-up.

With the approval of the Maimonides IRB, blood and sa-
liva were analyzed at the Viral Oncology Section, NCI-Fre-
derick. KSHV antibody detection against the lytic antigen
K8.1 KSHV and the latent antigen ORF73 were performed
as previously described' and detected, confirming KSHV
infection. DNA was extracted, viral load was determined by
qPCR for KSHV-K6 gene and human ERV-3, and viral geno-
typing was determined by amplification and sequencing of
the KSHV-K1 gene, all performed as previously reported.'*13
The tree shown in Figure 2 demonstrates that this patient’s
unique sequence, designated MAIMO, groups with previo-
usly published sequences categorized as C3.

Discussion

Classic-KS is a spindle-shaped cell malignancy of endo-
thelial cell origin that has a more benign and indolent cour-
se, and the affected organs are mainly skin and rarely inter-
nal organs.'*1> It is typically described in older men of Me-
diterranean and Jewish descent. KS is generally rare among
Asians, and information about its incidence and presenta-
tion in China is sparse except for the province of Xinjiang'®”
where the seroprevalence ranges from 12.5 to 48%."”/1® For
the whole country the reported prevalence for KSHV is low,
with rates below 10% in the general population.’?° We are
not aware of any seroprevalence or KSHV subtype studies
in the region of Heilongjiang where Harbin is located, in
northeastern part of China.

The differential diagnosis for nodular KS is broad and in-
cludes bacillary angiomatosis, pyogenic granuloma, other
vascular tumors, fibrohistiocytic tumors, resolving dermal
fasciitis, spindle cell melanoma, and several other spindle
cell mesenchymal neoplasms?! therefore underscoring the
importance of a thorough diagnostic work up. Different mo-
dalities of treatment for classic-KS are available depending
on its presentation, extent, and immune status of the pa-
tient,'® but the optimal therapy is not yet established.?> Ob-
servation is appropriate for immunocompetent asymptoma-
tic patients with little progression over a long period of ti-
me, and spontaneous regression has also been described.

Conclusions

Analysis of sequences from our HIV-negative patient with
no history of immunosuppressive therapy showed a unique
KSHYV sub-type C3 sequence. Cases of classic-KS are rare
in subjects born in China, and we herein report the first ca-
se, to our knowledge, in an apparently immunocompetent
person from northeast China and with a unique C3 subty-
pe. KS should be included in the differential diagnosis of
suggestive skin lesions of HIV negative patients, even when
from areas where the reported incidence is low.

Figure 1

Cutaneous Ka-
posi’s sarcoma.

(A) Purplish-
brown nodules
on the dorsal
aspect of 4th
toe.

(B) Spindle en-
dothelial cells
with mild atypia
forming slits
(H-E, x400).

(C-E) immuno-
histochemical
stainings.

(C) HHV-8 nuc-
lear staining
(x400).

(D) CD31 endo-
thelial cell cyto-
plasmic sta-
ining (x200).

(E) CD34 endo-
thelial cell cyto-
plasmic sta-
ining (x400).
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