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Clinical spectrum

Monkeypox is the latest reemerging zoonosis worldwide. Anyone is susceptible to contracting this infection;
however, the clinical presentation may be atypical in a particularly vulnerable group that identifies as men who
have sex with men. Herein, we present two cases of patients diagnosed with monkeypox infection, both of whom
were also co-infected with human immunodeficiency virus (HIV) and exhibited different degrees of immuno-
suppression. Notably, the clinical presentations differed significantly. Patients co-infected with HIV are prone to

develop clinical features ranging from barely visible lesions to severe or even fatal disease.

Introduction

Monkeypox has reemerged in recent years. This disease is caused by
the monkeypox virus (MPXV), a DNA virus belonging to the Poxviridae
family and Orthopoxvirus genus [1], which bears a similarity of 96 %
with the variola virus [2] (causative agent of smallpox). As of August 24,
2022, 44,503 confirmed cases had been reported worldwide [3].

Monkeypox is particularly prevalent in a subgroup of patients co-
infected with human immunodeficiency virus (HIV), presumably due
to transmission via sexual contact [4] and the level of immunosup-
pression that these patients may show in different stages of their disease.
Although monkeypox can occur in any person who has had direct con-
tact with an infected individual, the reasons for this overwhelming
prevalence in the aforementioned subgroup remain under debate.

A “typical” clinical presentation no longer exists for this disease,
given the wide spectrum of features reported in the ongoing outbreak
that range from localized lesions (e.g., nasal necrosis [5]) to
life-threatening generalized dermatoses. The common denominator in

all of these cases is some degree of immunosuppression, which is sec-
ondary to HIV infection.

Therefore, by presenting two cases of Mexican patients co-infected
with monkeypox and HIV, we aimed to discuss the wide variety of
signs and symptoms that may occur over the course of this disease,
underscoring their clinical differences, which were prompted by dif-
ferential degrees of immunosuppression, despite sharing a common
previous diagnosis.

Case 1

A 32-year-old male sex worker, who identified himself as a man who
has sex with men (MSM), came for evaluation at our hospital. During the
previous month, he had unprotected sexual intercourse on multiple
occasions. The patient had been diagnosed with HIV five years prior and
was currently under treatment with bictegravir/emtricitabine/tenofovir
alafenamide. The patient denied any other disease. The family history
was unremarkable for his present illness.
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Twelve days prior to admission, he developed a disseminated mac-
ulopapular rash spreading in the cephalocaudal direction and later
developed fevers up to 40 °C, often presenting at night, as well as tender
cervical and left axillary lymph nodes. Forty-eight hours after symptom
onset, he noted multiple pustules, prompting him to seek medical
attention at our hospital. The patient was admitted for workup and
epidemiological control. Physical examination showed a polymorphic,
disseminated dermatosis affecting both lower and upper limbs, charac-
terized by umbilicated, erythematous, violaceous papules with central
ulcerations, in addition to pustules with serous content, with a total of
20 lesions scattered throughout the body (Figs. 1 and 2). Biopsy of these
lesions revealed non-specific findings, such as hyperkeratosis and mixed
inflammation. Hard, tender, left anterior and posterior cervical lymph
nodes were noted on palpation and were approximately 3 cm wide. A 2
cm left axillary lymph node with the same features was also noted. The
polymerase chain reaction (PCR) test was positive for MPXV. The initial
laboratory workup was remarkable for an HIV viral load of 1577 copies/
mL and a CD4 + count of 932 cells/mm?; the rest of the laboratory tests
were reported to be within normal ranges. Supportive treatment con-
sisted of non-steroidal anti-inflammatory drugs (NSAIDs) and manage-
ment of fever with acetaminophen. The patient did not develop any
bacterial superinfection or other potential complications during hospi-
talization. Fifteen days from symptom onset, his lesions progressed to
the scabbing phase, and he was later discharged on day 17 with the
indication of self-isolation at home until the complete resolution of all
lesions.

Case 2

A 31-year-old man, who identified as MSM, visited our hospital for
medical attention. The patient had been diagnosed with HIV 12 years
prior and was taking abacavir/dolutegravir/lamivudine, with poor
compliance to treatment. He was also diagnosed with hepatitis C virus
(HCV) infection in January 2022 and is not currently under treatment.
The patient denied any other illnesses, and his family history was
noncontributory.

He began his symptoms eight days prior to admission with a fever up
to 39.5 °C, often presenting in the afternoon, as well as enlarged cervical
lymph nodes and intermittent holocranial headaches. Twenty-four
hours later, the patient developed a papulopustular rash on the face,

Fig. 1. Scarce erythematous, papulopustular lesions in the posterior trunk.
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Fig. 2. Left arm with an erythematous, umbilicated, pustular lesion.

limbs, and trunk, which was why he came to our hospital for assessment.

At presentation, his vital signs were within normal range. Physical
examination revealed a generalized, polymorphic dermatosis marked by
multiple erythemato-squamous papules, with central umbilications and
ulcerations, vesicles and pustules with serous content, and honey-
colored crusts on the face (Figs. 3 and 4). Both his palms and soles
were affected (Fig. 5). The PCR results were positive for MPXV. Labo-
ratory tests were remarkable for an HIV viral load of < 40 copies/mL
and a CD4 + count of 167 cells/mm?; the rest of the laboratory tests
were reported to be within normal ranges. Supportive care was provided
during his hospital stay, namely, beta-lactams due to bacterial super-
infection of the lesions, in addition to analgesia, which was initially
administered with NSAIDs and then escalated to opioids. Without
further complications, the patient was discharged after 11 days of hos-
pital stay and 19 days after symptom onset; home isolation was indi-
cated until the resolution of all lesions.

Discussion

Monkeypox had been a neglected disease until a few months ago. On

Fig. 3. Patient #2 with pustular lesions in the face and scalp marked by
hematic and honey-colored crusts, suggesting a bacterial superinfection.
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Fig. 4. Umbilicated, pustular lesions in the hands. Perianal area with multiple
shiny-surfaced ulcers and necrotic scabs.

Fig. 5. Pustular lesions in the soles and ankle with a necrotic center.

May 7, 2022, the index case of the current outbreak was documented
[6], and since then, there has been a notorious increase in the number of
human monkeypox cases in non-endemic areas, affecting 96 countries in
total [3].

The clinical presentation described in outbreaks confined to the Af-
rican continent consists of fever, lymphadenopathy, and a pap-
ulopustular rash that may affect mucous membranes, palms, and soles
[7]. This presentation was based on the findings of several observational
studies; therefore, manifestations of disease in other ethnic groups may
differ in terms of the types and severity of symptoms. In the current
outbreak, countries from Europe and the Americas reported a wide
range of atypical presentations, such as [8]:

e Scarce lesions, a single lesion, or even none of them

e Development of lesions before or without prodrome

e Lesions confined to the genital and/or perianal areas
e Lesions of asynchronous evolution

In people living with HIV (PLHIV), the clinical presentation can vary
owing to an altered immune response. More severe and generalized
cases are expected in patients with greater immunocompromise, while
more localized cases are expected in patients with better HIV control
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[9]. Preliminary data from the European Union, England, and the US
suggest that for those whose HIV status is known, 28-51 % of MSM who
have monkeypox also have HIV [10]. Although they are a vulnerable
group in whom the disease can be more aggressive, it is not exclusive to
PLHIV; in some cohorts, this subgroup constitutes only 35 %, and the
remaining 64.5 % identified as MSM, without being co-infected with
HIV [11]. This situation cannot be undermined since there are approx-
imately 38.4 million PLHIV worldwide [12], and most deaths attributed
to monkeypox in Africa occurred in these individuals [13].

In the cases presented here, both patients were co-infected with HIV,
and one patient was also infected with HCV. The first patient was a male
under optimal HIV control, with a CD4 + count within normal values,
while the second patient was deemed at stage B3 according to the
CD4 + count. In the first patient, the lesions could be easily confused
with other diseases, such as molluscum contagiosum, herpes simplex, or
even cutaneous drug reactions [7]. Nonetheless, lymphadenopathy is a
very specific feature of monkeypox infection [7]. In contrast, the second
patient displayed a very suggestive clinical presentation, both in terms
of the distribution and morphology of the skin lesions.

To date, deaths attributed to monkeypox infection outside Africa
have been negligible, accounting for only five individuals (two in Spain,
one in Brazil, Ecuador, and India). However, preventive measures must
be reinforced, and seeking medical attention must be encouraged in
suspected cases since the stigmatization of this disease, as with many
other diseases [14], might cause feelings of guilt and shame in those who
contract it, which hinders prompt medical attention and increases the
risk of transmission among the population.

Conclusions

Given the current global outbreak of monkeypox, clinicians should
have a high index of suspicion owing to the wide range of clinical pre-
sentations, especially in immunocompromised patients, whether due to
HIV infection or any other condition. Early diagnosis may not signifi-
cantly influence mortality, but it can certainly prevent wide trans-
mission of this disease and, hopefully, avoid the collapse of healthcare
systems worldwide.
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