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I rise in the incidence of human immu-

n recent years there has been a sharp

nodeficiency virus and syphilis as well
as other sexually transmitted infections
among men having sex with men, in
many big cities in industrialized countries
[1-3]. In this issue of IMAJ, Mor et al. [4]
describe the point prevalence of STIs
and Brosh-Nissimov et al. [5] describe
the resurgence of syphilis among MSM
in the Tel Aviv region. Additionally, in
a recent published article in Clinical
Infectious Diseases, Levy and co-authors
[6] describe the recent rise in incidence of
HIV and syphilis among MSM in Israel.
From these studies a bleak picture arises
concerning the rise of HIV and other
STIs after their decline in the 1980s and
early 1990s.
There are several intriguing questions
regarding the reemergence of this current
epidemic. The reemergence of unprotected sex due to treatment optimism
[7,8], condom fatigue [8], increased use
of disinhibiting substances including
alcohol and methamphetamines as well
as erection-enhancing drugs may explain
part of the 'HIV-syphilis' epidemic [9].
As Mor and colleagues [4] show in their
article, the Israeli MSM who are infected
with HIV and other STIs use more alco1
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STIs = sexually transmitted infections
MSM = men having sex with men
HIV = sexually transmitted infections

166

hol and/or illicit drugs during or before
sex, have more partners, and use condoms less frequently than do uninfected
MSM. However, this does not entirely
explain why syphilis is more prevalent
in those infected with HIV. One explanation may be that MSM with HIV are
diagnosed more frequently because they
undergo an annual screening for syphilis,
whereas MSM who are HIV-negative do
not. Since many of the primary chancres
may go unnoticed, especially when the
infection is acquired per anus or orally,
and since the secondary stage may be
wrongly diagnosed as a “viral infection”
by the unaware physician or patient, the
only way to diagnose syphilis is by routine
screening or by partner notification.
Another explanation may be serosorting [10] or networking [11]. Recently,
Marcus and team [12] found that HIV
serosorting among HIV-positive MSM
is associated with a higher incidence of
bacterial STIs. However, Brosh-Nissimov
et al., in this issue of IMAJ [5], did not
identify in their phylogenetic analysis any
tight clusters in the different HIV viruses
(among the patients with syphilis), and
suggested that most likely they are not
from the same source. On the other hand,
Levy et al. [6] showed that syphilis was
correlated with clustering. Of the 16 MSM
with newly diagnosed HIV infection who
were found to be co-infected with syphilis
during 2007–2009, 11 (69%) were found
in multiples in clusters of closely related
viruses [6]. Although the numbers are
modest, the probability that the observed
distribution resulted from random
associations is small, but in contrast to
the current work the authors did not
conduct an epidemiological review with

the patients [6]. One explanation for this
discrepancy may be that the syphilis epidemic in Tel Aviv is just beginning, and
STI outbreaks can take months to develop
as transmission is heavily influenced by
the density and structure of local sexual
networks. Another explanation may
be that both research groups (Mor and
Brosh-Nissimonov, and Levy) examined
MSM in different parts of central Israel.
Nevertheless, it is clear that this current
epidemic is here to stay if something is
not done soon to combat it.
More than 35 years ago an editorial
in the British Medical Journal [13] was
entitled “Never forget syphilis.” The authors wrote that their forefathers saw a
great deal of syphilis and advised them
never to forget it. But, like all rebellious
children who do not listen to their parent’s advice, we did not take heed and the
decline in syphilis incidence helped us
forget it. The rise in incidence of syphilis
described in this journal reminds us of
our forefathers’ advice.
This means that the recent guidelines
of the Centers of Disease Control [14]
regarding annual screening for HIV,
syphilis and other STIs among MSM
should be implemented in Israel as well,
as should more frequent screening among
MSM who have multiple or anonymous
partners. In addition, MSM who have sex
in conjunction with illicit drug use (particularly methamphetamines) or whose
sex partners participate in these activities
should be screened more frequently. We
should also not forget partner notification, which is an important element in
the containment of STI epidemics [15],
but since a high proportion of anonymous
sexual partners and/or those attending a
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clinic may restrict the identification and
hence the control of emerging local epidemics, screening remains the main tool.
Last, but not least, an epidemic of STIs
among MSM may forecast the introduction of the epidemic in other populations
as well, such as heterosexuals [16]. It is
essential, therefore, that health authorities
be super alert with regard to diagnosing
HIV, syphilis and other STIs not only
among MSM – before it enters the general
population.
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Capsule
The genetic basis of early T cell precursor acute lymphoblastic leukaemia
Early T cell precursor acute lymphoblastic leukemia (ETP
ALL) is an aggressive malignancy of unknown genetic basis.
Zhang and team performed whole-genome sequencing of 12
ETP ALL cases and assessed the frequency of the identified
somatic mutations in 94 T cell acute lymphoblastic leukemia
cases. ETP ALL was characterized by activating mutations in
genes regulating cytokine receptor and RAS signaling (67% of
cases; NRAS, KRAS, FLT3, IL7R, JAK3, JAK1, SH2B3 and BRAF),
inactivating lesions disrupting hematopoietic development
(58%; GATA3, ETV6, RUNX1, IKZF1 and EP300) and histone-

modifying genes (48%; EZH 2, EED , SUZ 12, SETD 2 and
EP300). The authors also identified new targets of recurrent
mutation including DNM2, ECT2L and RELN. The mutational
spectrum is similar to myeloid tumors and, moreover, the
global transcriptional profile of ETP ALL was similar to that
of normal and myeloid leukemia hematopoietic stem cells.
These findings suggest that the addition of myeloid-directed
therapies might improve the poor outcome of ETP ALL.
Nature 2012; 481: 157
Eitan Israeli

Capsule
NLRC4 inflammasomes in dendritic cells regulate non-cognate effector function by memory
CD8+ T cells
Memory T cells exert antigen-independent effector functions,
but how these responses are regulated is unclear. Kupz et al.
discovered an in vivo link between flagellin-induced NLRC4
inflammasome activation in splenic dendritic cells (DCs)
and host protective interferon-gamma (IFNγ) secretion by
non-cognate memory CD8+ T cells, which could be activated
by Salmonella enterica serovar Typhimurium, Yersinia
pseudotuberculosis and Pseudomonas aeruginosa. The authors
show that CD8α+ DCs were particularly efficient at sensing

bacterial flagellin through NLRC4 inflammasomes. Although this
activation released interleukin 18 (IL-18) and IL-1β, only IL-18 was
required for IFNγ production by memory CD8+ T cells. Conversely,
only the release of IL-1β, but not IL-18, depended on priming
signals mediated by Toll-like receptors. These findings provide
a comprehensive mechanistic framework for the regulation of
non-cognate memory T cell responses during bacterial immunity.
Nature Immunol 2012; 13: 162
Eitan Israeli
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