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In our case series of monkeypox (MPX) virus infected 
patients, one had a single genital ulcer as the only cu-
taneous manifestation of the infection. Physical exami-
nation revealed a single, rounded ulcer of the shaft pe-
nis characterized by pinkish raised, infiltrated borders 
and a crusty yellowish bottom associated with bilateral 
inguinal lymphadenopathies. Serology for Treponema 
pallidum infection and a complete screening for sexu-
ally transmitted infections (STIs) resulted negative 
except for the detection of Staphylococcus aureus at the 
cultural examination and MPX DNA at the ulcer bot-
tom. The patient’s general conditions were good there-

fore he remained isolated at home for 3 weeks after the 
diagnosis. At one month follow up, he presented only 
a depressed pinkish skin scars on the site of the previ-
ous ulcer. The clinical presentation of this patient could 
easily be misdiagnosed with other sexually transmit-
ted infections (STIs), especially with primary syphilis.
MPX infection should be considered in the differential 
diagnosis of STIs, also in patients with weak and local-
ized manifestations.
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SUMMARY

n INTRODUCTION

Since May 2022, multiple human monkeypox vi-
rus (MPX) cases have been identified in coun-

tries outside the MPX endemic regions (Demo-
cratic Republic of the Congo and other countries 
of Central and West Africa). This new epidemic 
has surged mainly among men who have sex with 
men (MSM) and rapidly reaches the proportions 
of a global health emergency during the summer 
2022 [1-3].

In our case series of 16 MPX infected patients di-
agnosed from 1th July until 31th August 2022 in the 
Dermatology and Infectious Disease Units of the 
San Martino Hospital, Genoa, one patient had a 
single genital ulcer as the only cutaneous mani-
festation of the infection.

n CASE REPORT

The patient was a 33-year-old Italian homosexual 
man presented at the sexually transmitted infec-
tions (STIs) outpatient clinic of the Dermatol-
ogy Unit complaining of a single, asymptomatic, 
genital lesion appeared 10 days before, preceded 
by sore throat and neck swelling. His human im-
munodeficiency virus (HIV) status was negative 
and he used, on demand, the pre-exposure pro-
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phylaxis (PrEP) for HIV prevention. The patient 
had a history of secondary syphilis diagnosed 
and treated two years before with an enhanced 
treatment regimen consisting of the addition of 
doxycycline and ceftriaxone to the conventional 
benzathine penicillin G treatment [4]. Moreover, 
he had a history of anal high-risk human papil-
lomavirus (HR-HPV) infection associated with 
normal cytology, diagnosed two months earlier 
with the HR-HPV testing, complementary to liq-
uid-base anal cytology (Thin Prep®), as described 
elsewhere [5]. Physical examination revealed a 
single, rounded ulcer of the shaft penis character-
ized by pinkish raised, infiltrated borders and a 
crusty yellowish bottom (Figure 1A), associated 
with bilateral inguinal lymphadenopathies; oro-
pharyngeal involvement was not observed but 
cervical lymphadenopathies, which made swal-
lowing difficult, were present on palpation. The 
patient had travelled to Spain in the preceding 
three weeks, where he had unprotected sexual 
intercourses with casual partners. Suspecting 
first primary syphilis, we performed serology for 
Treponema pallidum infection and a complete STIs 
screening: serology for HIV, hepatitis B and C vi-
ruses, lesion and urethral swabs for DNA search 
of Chlamydia trachomatis, Neisseria gonorrhoeae, 
Mycoplasma hominis, Mycoplasma genitalium by 
polymerase chain reaction (PCR); lesion swab for 
the search of common germs-fungi (microscopic 
and cultural examination) and, lastly, a swab 
on the bottom ulcer and on the oropharynx for 
the search of MPX DNA by PCR. The laboratory 
tests resulted negative, except for the detection 
of Staphylococcus aureus at the cultural examina-
tion and MPX DNA at the ulcer bottom. Since 
the patient’s general conditions were good, he 

remained isolated at home for 3 weeks after the 
diagnosis. At one month follow up, he was com-
pletely healed and presented only a depressed 
pinkish skin scars on the site of the previous ul-
cer, that was unchanged at the 3-months follow 
up visit (Figure 1B). 

n DISCUSSION

The clinical presentation of our patient could eas-
ily be misdiagnosed with other STIs, especially 
with primary syphilis with bacterial superinfec-
tion (which could be responsible for the yellow-
ish crust) or with pseudo-chancre [6]. Indeed, we 
suggest considering MPX infection in all at-risk 
patients presenting with traditional STIs signs/
symptoms to avoid misdiagnosis.
Differently from the patients described by Quat-
tri et al. who had single lesions without systemic 
involvement, our patient had also signs/symp-
toms of systemic involvement. Indeed, MPX 
virus traditionally causes a systemic infection: 
once acquired through close contact with skin/
mucosal lesions, after replication at the inocula-
tion site, it spreads to the local lymph nodes and 
bloodstream [7]. This incubation period lasts 7-14 
days. Prodromal signs/symptoms usually occur 
1-2 days before the appearance of skin/mucosal 
lesions [1, 8]. 
The presentation of MPX infection with a single 
skin lesion accounts for about 10% of all MPX 
cases [1]. We can speculate that in such patients 
the cutaneous/mucosal viral load was so low to 
cause only localized, single lesions. Regrettably, 
in our patient, we cannot quantitatively assess 
the MPX viral load in the clinical samples (lesion 
swab and blood) to confirm this hypothesis. 
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Figure 1 - A) Single, rounded ulcer of the shaft penis characterized by pinkish raised, infiltrated 126 

borders and a crusty yellowish bottom; B) depressed pinkish skin scars in the site of the previous 127 

ulcer (3 month follow up visit). 128 
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Figure 1 - A) Single, rounded 
ulcer of the shaft penis char-
acterized by pinkish raised, 
infiltrated borders and a 
crusty yellowish bottom; B) 
depressed pinkish skin scars in 
the site of the previous ulcer (3 
month follow up visit).
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In conclusion, MPX infection should be consid-
ered in the differential diagnosis of STIs, also in 
patients with weak and localized manifestations.
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