
Kohn to Kaposi

Moritz Kaposi was born Moritz Kohn, in the village of Kaposvar in the Austro-
Hungarian Empire. By the time he went to study dermatology in Vienna, he was known
as Moritz Kaposi. It is still debated as to why he changed his name; it is unlikely to be due
to the pressures of anti-Semitism, but more likely because many other dermatologists at
the time in Vienna were called Kohn and he wanted to stand out. Kaposi described sar-
comatous skin lesions on the legs and arms of elderly men in 1872 (ref. 1). This became
known as ‘classic Kaposi sarcoma’ and is predominantly found in men of Mediterranean,
Eastern European or Jewish heritage. For over 100 years, Kaposi sarcoma (KS) remained a
rare curiosity to cancer researchers, until it shot to prominence as the sentinel of the AIDS
epidemic2. The particularly aggressive form of KS in HIV-1–infected individuals prompted
Robert Gallo and colleagues to study the role of the HIV-1 Tat protein in KS tumor
growth. They showed a synergistic effect of Tat with cytokines to promote KS formation.
However, the observation that KS is present mainly in gay men infected with HIV-1, and
not in individuals who acquired HIV-1 through a blood transfusion or intravenous drug
use, impelled husband-and-wife team Yuan Chang and Patrick Moore, pathologist and
epidemiologist respectively, to search for an infectious agent in KS. In 1994, with their
colleagues at Columbia University (New York), they identified sequences of a new
human herpesvirus, which they called KSHV, in an AIDS-KS lesion4.
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LANA is encoded on a tricistronic tran-
script with the viral cyclin (v-cyclin;
ORF72) and FLICE inhibitor protein (v-
FLIP; K13) homologues. The KSHV v-cy-
clin induces p53-dependent growth arrest;
in p53-null mice, however, v-cyclin in-
duces lymphomas9. LANA’s interference
with p53 function might therefore allow
v-cyclin to also have a key role in tumor
formation. This would explain the coordi-
nated expression of these two latent KSHV
proteins from a common transcript. The
induction of cellular cyclin D1 by LANA,
as shown by Fujimuro et al.3, also infers
that v-cyclin does not provide all the nec-
essary cues, allowing early S-phase entry.
Oncogenic viruses often block cellular dif-
ferentiation to form tumors; the stabiliza-
tion of β-catenin by LANA could be the
main mechanism that KSHV uses to
achieve this5.

Apart from the ‘oncogenic cluster’ of
LANA, v-cyclin and v-FLIP, KSHV encodes
other proteins such as interferon regula-
tory factor and interleukin-6 homologues
that could promote tumorigenesis
through dysregulation of growth signaling
pathways or through immune-evasion

strategies. The pathogenesis of KS is more
complicated; some of the lytic viral pro-
teins (such as the G-protein-coupled re-
ceptor homologue v-GPCR) expressed in a
fraction of tumor cells appear to con-
tribute to tumor formation by inducing
angiogenesis and cell proliferation
through paracrine mechanisms10,11.

Oncogenic viruses often provide clues
to how non-virally induced cancers might
develop. The work presented by Fujimuro
et al. should be of interest not only to afi-
cionados of Wnt signaling: dysregulated
shuffling of GSK-3β between the cyto-
plasm and nucleus could be a universal
mechanism involved in other virally and
non-virally induced cancers, particularly
where mutations in APC, CTNNB1 and
AXIN are not present but β-catenin stabi-
lization is seen4.
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KAPOSI (1837-1902).
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“The disease leads to death, and it does so within a short period of two to three
years...The disease must, from our present experience, be considered from the
onset not only as incurable but also as deadly.”—Moritz Kaposi, 1872
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