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LETTER TO EDITOR

When a neglected tropical disease goes global: early
estimates from the Monkeypox outbreak, the first

1,054 cases
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To the Editor,

Monkeypox virus (MPXV), genus Orthopoxvirus,
is a large double-stranded DNA virus (200-250 nm),
that is evolutionarily related to human variola virus
(VARV) (1), and causes a clinical syndrome quite similar
to smallpox, with a generally less severe outcome (1,2).

MPXYV has a wide range of hosts and reservoirs in
wild animals, and since 1970 has been commonly ac-
knowledged as a human pathogen, endemic to Central
and Western African countries through two distinctive
clades (2,3). Central African clade (CAC) is responsi-
ble of the majority of 20,000 incident cases of the last
decade, with a case-fatality-ratio of 7-10%, compared
to < 4% for Western African clade (WAC) (4).

In 2003, the importation of infected pests (Cynomys
spp, i.e. “prairie dogs”) to United Stated resulted in the
first MPXV-WAC outbreak out of Africa, involving a
total of 81 human cases, with no documented deaths (5).
In the next decade, the spreading of the MPVX-WAC
to Nigeria, has then resulted in multiple travel-related
cases in non-endemic countries (4,6).

Since May 7t 2022, an unprecedented outbreak
of MPXV-WAC infections with around 1,051 docu-
mented cases (Table 1) is occurring across Europe
(89.7% of cases), Americas (10.7%), and Australia
(0.6%), mostly occurring in subjects with no estab-
lished travel link to endemic areas (7—13).

Reported cases are mostly characterized by mild
clinical features (Table 2) (7,9,10,12,13), with no
deaths and some specificities. First of all, skin lesions
are inconsistently pronounced in number, size and

density, being possibly confounded with chickenpox
(7,13). Similarly, cervical lymphadenopathy, previ-
ously acknowledged as a nearly constant clinical sign,
has been reported by less than 20% of incident cases
(7,9,13), with an increased prevalence of inguinal
lymph node involvement (35.3% to 48.1%) (7,9,13),
anal and genital ulcers (18.5% to 57%) (9,10,13).

As some cases have been initially reported in
men having sex with men (9,14), with a relatively
high prevalence of HIV seropositivity (9,10), report-
ing risky sexual behaviors and multiple sexual partners
(9,10,12), and having a documented epidemiologic
link with high-risk settings in Madrid and Lisbon ar-
eas, and mass gatherings in Antwerp (Belgium), and
Gran Canaria (Canary Islands, Spain) (8,9,12,14),
such specificities have been initially explained through
a presumptive sextually-related transmission. How-
ever, labelling the current outbreak as a sort of “gay”
disease is not only improper and discriminating, but
also scientifically inaccurate (9). First, most of re-
ported cases remain outside a clear and well-defined
chain of transmission (9,10,12). Second, the earliest
symptom onset clearly ranged between April 20% and
April 29, anticipating all of the aforementioned mass
gatherings (9,12). Third, 3 of recent US cases were
linked to travel-associated cases from Nigeria reported
in 2018 and 2019 (15). In other words, the current
MPXV-WAC outbreak has been introduced in West-
ern Hemisphere by several, distinctive episodes that
have largely anticipated the initial hypotheses. As its
containment of appears, to date, particularly difhicult
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Table 1. Current estimates of Monkeypox Virus positive cases associated with the international

outbreak of 2022 (June 7%, 2022).

Country No. of cases (/1054, %)
Europe

United Kingdom 302, 28.7%
Spain 198, 18.8%
Portugal 153, 14.6%
Germany 80, 7.6%
France 66, 6.3%
Netherlands 40, 3.8%
Ttaly 20, 1.9%
Belgium 17,1.6%
Switzerland 8, 0.8%
Czech Republic 6, 0.6%
Ireland 6, 0.6%
Slovenia 6,0.6%
Sweden 5,0.5%
Denmark 3,0.3%
Finland 2,0.2%
Latvia 2,0.2%
Austria 1,0.1%
Hungary 1,0.1%
Malta 1,0.1%
Norway 1,0.1%
Gibraltar 1,0.1%
North America

Canada 80, 7.6%
USA 30, 2.9%
Central and South America

Mexico 2,0.2%
Argentina 2,0.2%
Middle East and North Africa

United Arab Emirates 8, 0.8%
Israel 2,0.2%
Morocco 1,0.1%
East Asia

Thailand | 1,0.1%
Oceania

Australia | 6, 0.6%

Note: data were retrieved by June 7%, 2022 from the following data source: CDC Monkeypox summary
overview (https://www.cdc.gov/poxvirus/monkeypox/response/2022/index.html); ECDC Situation Update
on Monkeypox outbreak (https://www.ecdc.europa.eu/en/monkeypox-outbreak); Robert Koch Institut Situa-
tion Update on Monkeypox outbreak in Germany (https://www.rki.de/DE/Content/InfAZ/A/Affenpocken/
Ausbruch-2022-Situation-Deutschland.html;jsessionid=092ABC91B05FA416BEOF07EFBA70F572.
internet061?nn=2386228); Santé Publique France Situation Update on Monkeypox outbreak in France (https://
www.santepubliquefrance.fr/les-actualites/2022/cas-de-monkeypox-point-de-situation-au-7-juin-2022).
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Table 2. Summary of main clinical features reported at any point during the course of the clinical syndrome, among the available case

series (7,9,10,12,13).

Lymph node | Lymph node

No. of Female involvement, | involvement, | Genital Anal
Authors cases | Hospitalizations | Country Sex positive Rash cervical inguinal ulcers ulcers
Adler 7 7,100% United 3,42.9% 7,100% 1, 14.3% - 4,57.1% | 4,57.1%
etal. (7) Kingdom
Antinori 4 N.A. Ttaly 0, - 2,50% 1, 25.0% N.A. N.A. 2,50.0% | 2,50.0%
et al. (10)
Perez 27 3,11.1% Portugal 0, - 14,51.9% | 14,51.9% 4,14.8% 13,48.1% 5,18.5% | 5,18.5%
Duque
etal. (9)
Minhaj 17 N.A. United N.A. 17, 100% 3,17.6% 6,35.3% 4,23.5% | 6,35.3%
et al. (13) States
Vivancos 89 N.A. United 0, - N.A. N.A. N.A. N.A. N.A.
etal. (12) Kingdom

to eventually evolve into a global pathogen (3,14), cor-
roborating a decade of disregarded warning from In-
ternational Health authorities (2,3).
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