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A 26-year-old man in Australia who has sex with men
had severe perianal ulceration, proctitis, and skin lesions
develop. Testing revealed primary syphilis, mpox, and
primary HIV infection. Recent publications have docu-
mented severe mpox associated with HIV infection. Dis-
ruption of mucosal integrity by mpox lesions could enable
HIV transmission and vice versa.

Human mpox (formerly monkeypox) is a viral
zoonosis caused by monkeypox virus (MPXV).
As of December 8, 2022, a total of 144 reported infec-
tions had occurred in Australia, all in men who have
sex with men (MSM); no mpox-related deaths had
been reported.

A 26-year-old overseas-born MSM with no co-
morbidities sought care at the Sydney Local Health
District (SLHD; Sydney, NSW, Australia) Depart-
ment of Sexual Health Medicine (DSHM), 20 days
after becoming unwell with severe perianal ulcer-
ation, dyschezia, tenesmus, purulent bloody anal
discharge, and skin lesions on his trunk and limbs.
His symptoms were initially accompanied by a fe-
ver and prodrome, although those had resolved
by the time he was examined. He had not received
MPXYV vaccination and had not taken HIV preexpo-
sure prophylaxis.

The patient spoke limited English and had trav-
eled to Australia approximately 3 weeks earlier. He
sought care from a local doctor 5 days after onset
of symptoms and was prescribed valaciclovir for a
clinical diagnosis of herpes simplex virus (HSV). He
was unresponsive to treatment and returned to the
same doctor 2 weeks later with more extensive peri-
anal lesions and rectal symptoms and new truncal
and limb lesions. This doctor contacted the SLHD
Public Health Unit, which recommended referral to
SLHD DSHM.

Physical examination showed large, superfi-
cial, ulcerated lesions with surrounding erythema
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perianally extending to the buttocks and 2 smaller,
deep, indurated ulcers on the anal verge consistent
with syphilitic chancres. The patient had purulent
discharge from the anus; anoscopy was not attempt-
ed because of pain. Several umbilicated, papular
lesions with necrotic centers and surrounding ery-
thema were present on the hand, thigh, and trunk.
The papular and perianal lesions were swabbed for
MPXV, HSV, and syphilis PCR. We performed test-
ing for HIV, chlamydia, and gonorrhea on urine,
throat, and rectal specimens and took additional
rectal swab specimens for PCR testing for lympho-
granuloma venereum, syphilis, HSV, and Myco-
plasma genitalium. He was treated with 4.8 million
units of benzathine benzylpenicillin for presump-
tive primary syphilis and asked to isolate at home
until MPXV results were known.

The patient reported his most recent sexual ac-
tivity (receptive anal intercourse using a condom)
was with a casual partner overseas 7-10 days be-
fore his arrival in Australia. The next most recent
sexual encounter was 3 months earlier with his
regular male partner of 1 year. He had not been
to any nightclubs, sex-on-premises venues, or
festivals and reported no other intimate contact.
His last sexual health screening (including an HIV
test) 7 months before detected no sexually transmit-
ted infections.

Results of an HIV antigen/antibody assay were
reactive (signal-to-cutoff ratio of 74.2 and a positive
p24 antigen), whereas Western blot results were in-
determinate (positive band at p24 and gp160), con-
sistent with seroconversion. MPXV was detected
at all sites by PCR, and results of syphilis enzyme
immunoassay and Treponema pallidum particle ag-
glutination assays were positive (rapid plasma re-
agin test result of 16). Syphilis PCR results were
negative, but clinical signs and serologic testing
were consistent with primary syphilis. Test results
for gonorrhoea, chlamydia, Mycoplasma genitalium,
HSV, varicella zoster, and hepatitis B and C were
all negative.

We began antiretroviral treatment (bictegra-
vir/emtricitabine/tenofovir alafenamide) in antici-
pation that immune reconstitution would improve
the patient’s severe and sustained mpox (1). His
rectal symptoms and perianal lesions improved
dramatically after benzylpenicillin administration,
and he began oral cefalexin for empirical treat-
ment of secondarily infected mpox lesions. His
HIV viral load was found to be 7,120,000 RNA cop-
ies/mL and CD4 count was 370 x 10° cells/L (12%)
with a fully sensitive genotype. He continued to
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Figure. Timeline of symptom development and infectious vector incubation periods in case of patient with sustained mpox proctitis with

primary syphilis and HIV seroconversion, Australia

improve and was deisolated once his skin lesions
had resolved.

Severe and protracted mpox infection in persons
living with HIV has been described previously (2-5).
Publications have reported mpox co-occurring with
HIV (56-7), syphilis (8), COVID-19 (9), and varicella
zoster (10) in up to 15% of mpox cases (3). Boesecke
et al. (6) report a case of severe mpox in the setting
of advanced HIV and syphilis. However, no case
reports have described mpox in the context of pri-
mary syphilis and primary HIV infection. The incu-
bation periods for mpox, HIV infection, and syphilis
aligned with the patient’s symptom onset 13 days
after his only sexual encounter in the preceding 3
months, suggest co-infection likely acquired from a
single encounter (Figure 1). This finding could indi-
cate increased transmissibility of >1 infection from a
partner with multiple infections, especially if the per-
son had active syphilis or mpox skin lesions. Brundu
et al. (5) postulated a disruption of mucosal integ-
rity by mpox lesions could enable HIV transmission
and that HIV infection also enables mpox acquisi-
tion. Previous publications have hypothesized local
inoculation of the virus aggravated by an immune
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system dysfunction in the setting of acute HIV in-
fection as a potential mechanism. HIV can result in
atypical clinical manifestations of mpox and higher
rates of secondary bacterial infections (2,6,7,9), con-
sistent with this case-patient’s clinical course. This
case highlights the need for comprehensive clinical
assessment, a broad differential diagnosis, and syn-
dromic testing for MPXV when evaluating patients
with anogenital lesions.
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Monkeypox virus was imported into Finland during late
May—early June 2022. Intrahost viral genome variation
in a sample from 1 patient comprised a major variant
with 3 lineage B.1.3—specific mutations and a minor
variant with ancestral B.1 nucleotides. Results suggest
either ongoing APOBEC3 enzyme—mediated evolution
or co-infection.

uring 2022, an unprecedented multicountry out-

break of monkeypox virus (MPXV) infection
among humans was detected. The first verified mpox
cases in Europe were reported in mid-May 2022 with
no apparent link to MPXV-endemic countries, but
patients shared travel history to Lisbon, Portugal,
and Gran Canaria, Canary Islands, as well as sexual
behavior (men who have sex with men [MSM]) (1).
The first draft sequence of the outbreak-related ge-
nome from Portugal was published on May 19, 2022
(J. Isidro, unpub. data, https://virological.org/t/
first-draft-genome-sequence-of-monkeypox-virus-
associated-with-the-suspected-multi-country-out-
break-may-2022-confirmed-case-in-portugal /799).
During the following weeks, several closely related
MPXYV genomes were reported from other countries in
Europe, resulting from travel-associated and commu-
nity-transmitted infections. Theclinical picture of those
infections (anogenital lesions or rash and enlarged
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