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Human monkeypox is known as a self-limiting zoonotic
illness, characterised by a distinct febrile prodrome
accompanied by skin eruptions." However, this classic
clinical course of human monkeypox could be altered by
several factors, including source and route of infection,??
previous smallpox vaccination, age, pregnancy, and
immunosuppression (including HIV infection).** The
global spread of human monkeypox among men who
have sex with men (MSM) has shown sexual contact as
a new mode of human monkeypox transmission. The
associated novel clinical and epidemiological patterns
deserve comprehensive investigations.

In The Lancet, Eloy José Tarin-Vicente and colleagues®
provide some useful data on the sexual behaviour, clinical
presentation, and virological outcomes for 181 patients
with PCR-confirmed human monkeypox who were
consecutively selected from three sexual health clinics in
Spain. The participants in Tarin-Vicente and colleagues’
study® had a median age of 37-0 years (IQR 31-0-42-0);
166 (92%) identified as gay men, bisexual men, or
other MSM and 15 (8%) identified as heterosexual men
or heterosexual women; and 161 (89%) were Spanish
or from south and central America (20 [11%] partici-
pants were other ethnicities or had missing data]).
The monkeypox infections were linked to previous
sexual exposures and the median number of sexual
partners in the past 3 months was 65 (IQR 3-0-16-0).
72 (40%) participants were HIV-positive (of whom
71 [99%] were on antiretroviral therapy [ART]),
31 (17%) had concurrent sexually transmitted infections,
and 57 (31%) had used recreational drugs during
sex. The types of sexual practices reported were oral
insertive sex (160 [88%] participants), oral receptive
sex (158 [87%]), anal insertive sex (131 [72%]), anal
receptive sex (108 [60%]), and vaginal insertive sex
(11 [6%]). 32 (18%) participants had received the
childhood smallpox vaccination. Monkeypox virus was
detected by PCR in 178 (99%) of 180 skin lesion swabs,
43 (78%) of 55 anal swabs, and 82 (70%) of 117 throat
swabs. After a median incubation period of 7-0 days
(IQR 5:0-10-0), all participants developed skin lesions,
mainly in the anogenital (in 141 [78%] participants)
and the oral and perioral regions (78 [43%]). 94 (52%)

participants had no distinct systemic prodromes and
70 (39%) developed complications that required
medical treatment, mainly painful proctitis, tonsillitis,
penile oedema, and skin abscesses. Compared with
other types of sexual practices, anal receptive sex was
associated with higher frequency of viral prodrome
(67 [62%] of 108 vs 16 [28%)] of 58; p<0-0001), more
frequent proctitis (41 [38%] vs four [7%]; p<0-0001),
but with no significant difference in incubation period.
18 (95%) of the 19 participants with ulcerative tonsillitis
had practised oral receptive sex. Viral load was higher
in skin lesion than throat swabs (mean cycle threshold
value 23 [SD 4] vs 32 [6]; p<0-0001). It took a median
of 10 days (IQR 7-13) from the onset of lesions for a
dry crust to form, and the clinical outcomes were not
different in relation to HIV status and childhood smallpox
vaccination.

The findings of Tarin-Vicente and colleagues’ study®
are similar to studies outside countries where human
monkeypox is endemic.®® There have been no previous
reports of proctitis from countries where monkeypox
is endemic, but atypical presentations, such as genital
rash as the first symptom and lack of distinct febrile
prodrome, have been reported from Nigeria.*> Sexual
contact was suspected as a mode of transmission during
the 2017 outbreak of human monkeypox in Nigeria, but
this was not proven.” The lack of complete protective
benefit of childhood smallpox vaccination as observed
by Tarin-Vicente and colleagues is not unusual.** Similar
to other studies outside countries where monkeypox
is endemic,*® HIV status did not affect the clinical
outcomes of human monkeypox in the study by Tarin-
Vicente and colleagues.® By contrast, patients in Nigeria
with human monkeypox who were HIV-positive had low
CD4 cell count and more severe disease.* Further studies
are needed to understand the protective benefit of
effective ART among patients co-infected with HIV and
human monkeypox virus, if any.

Two observational studies on the clinical course of
human monkeypox have been recently published,”®
and although their findings are largely similar to
those of Tarin-Vicente and colleagues, there are
some differences. In Thornhill and colleagues’ study,®
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528 patients with human monkeypox were enrolled
from 16 countries outside regions where the virus
is endemic. Monkeypox virus was detected in 29 of
32 semen samples, although the authors noted that it
is not known whether the viral DNA detected in these
specimens was replication competent; there were
complications such as conjunctival lesions, acute kidney
injury, and a self-limiting myocarditis,® which were not
observed by Tarin-Vicente and colleagues. The study by
Patel and colleagues’ investigated 197 patients with
human monkeypox in central London, UK, and described
a biphasic appearance of lesions, a few patients with
more than 100 lesions (eight [4-1%] participants), and a
patient with rectal perforation managed conservatively.
However, Tarin-Vicente and colleagues report novel
findings regarding specific types of sexual practice
(eg, anal receptive sex) and how these practices related
to clinical outcomes (ie, more frequent proctitis and
systemic symptoms). Compared with studies outside
countries where monkeypox is endemic,®?* Tarin-
Vicente and colleagues used a larger sample size (n=144)
to define the viral prodrome and incubation period of
human monkeypox, and to estimate the differences in
viral load in relation to different mucocutaneous sites.
On the basis of history of sexual exposures, predominant
anogenital skin lesions, and higher viral loads in skin
than throat swabs, the authors proposed skin-to-skin
contact rather than respiratory route as the dominant
mode of human monkeypox transmission outside
countries where the virus is endemic. However, Tarin-
Vicente and colleagues did not test other bodily fluids,
such as blood and semen, although it is still unclear
whether these bodily fluids contribute to monkeypox
virus transmission. The authors also did not evaluate
longitudinal changes in cycle threshold values that could
have differential peaks at the different lesion sites during
the natural history of human monkeypox.**
Nonetheless, Tarin-Vicente and colleagues have
improved our understanding of the clinical and
epidemiological characteristics of human monkeypox
outside countries where the virus is endemic, especially
regarding the relationship between sexual behaviour
and the clinical course of the disease. Future prospective
clinical studies are needed to fully define the specifics
of the natural history of human monkeypox for all
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affected countries. Additionally, with the declaration
of monkeypox as a Public Health Emergency of
International Concern, global collaboration is needed to
understand and address behavioural drivers of the global
spread of human monkeypox and to ensure interventions
strengthen surveillance, improve awareness and clinical
management and infection prevention and control skills
regarding human monkeypox, especially among health-
care workers, address stigma and discrimination in the
most affected social groups, and ensure equitable access
to treatments and vaccines.
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