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Learning Goals & Objectives

• Describe current mpox epidemiology

• Discuss clinical manifestations of mpox

• Review mpox treatment

• Review mpox prevention



Case

35-year-old man with HIV (intermittently adherent with ART, CD4 count 

35, last VL 20,000) presented to clinic with penile lesions as well as 

painful rash



Case



2017

2003

1970

1958

2003

Mpox first isolated in 

monkeys shipped from 

Singapore to Denmark

Mpox discovered

First case in human in 

Democratic Republic of 

Congo (DRC)

First confirmed human case

53 cases associated 

with giant Gambian rats 

co-imported with prairie 

dogs, which were sold 

as pets

US Outbreak 2003 Sustained human to 

human transmission 

documented in DRC

Human to Human Transmission

183 cases in 18 states (clade II)

Thought to reflect declining 

smallpox immunity and 

increased interaction with 

animals

Nigeria Outbreak

First cases reported from 

current outbreak in May 

2022, concentrated in 

men who have sex with 

men (MSM)

Global Outbreak 2022

2022

November 2024 – associated 

with travel; Clade II continues 

to circulate in US

First cases of Clade I in US

2024

Late 2024 - present

Since 1/2024, > 46,000 

cases and > 200 deaths

Central African Outbreaks

Mpox History - Timeline



Mpox Trends in the United States



Mpox Trends in the United States 2025



Mpox in People with HIV

Source: Mitja O et al. Lancet 2023

• 38-50% of cases of mpox in 2022 outbreak were in people with HIV

• More severe forms of disease seen in people with advanced HIV

• All deaths were in people in CD4 count < 200 



• Zoonotic disease
Rodents thought to be natural reservoir

• Animal-human transmission
Contact with bodily fluids or mucosal lesions

• Human-human transmission
Direct contact with infected lesions or fluid

• Spreads during intimate contact

In utero



Clinical Course

DAYS

10 20155

INCUBATION PERIOD

PRODROME

RASH

EXPOSURE

25 30

4- 21 days
Median 8.5 days

Fever, headaches, LAD, 
myalgias, fatigue

Can last up to 5 days
Rash can start without 
prodrome

Rash appears within 1-4 days of prodrome
Begins as macules that develop into papules, then 

pustules
Proctitis common presentation
Rash may take 2-4 weeks to resolve



Progression of Lesions

HIVMA https://www.hivma.org/globalassets/hivma/monkeypox-what-clinicians-need-to-know.pdf



Adler H, et al.  Lancet 2022

Thornhill JP et al.  N Engl J Med 2022



Clinical Manifestations: Mimics

HIVMA



Asymptomatic Infections

Ferre VM et al. Ann Int Med 2022

De Baetselier I et al. Nature Med 2022



Treatment Recommendations

• Mild/mod disease – manage supportively 

• Severe dz: ocular, neuro, cardiac

• If severe mpox or high risk for severe mpox → directed antiviral therapy

– Urgently consult with CDC and mpox expert

– Start therapy as soon as possible

– Start ART if not on ART

• Tecovirimat (through EA-IND protocol)

• Adjunctive therapy → 

– cidofovir vs brincidofovir

– Vaccinia Immune globulin via expanded access IND

HHS HIV OI Guidelines, last updated 7/2025

Indications for Tecovirimat

Severely immunocompromised (CD4 count < 200)

Atopic dermatitis (or other conditions affecting skin 

integrity)

Children

Pregnant or breastfeeding

Indications for additional therapies

Life threatening manifestations or complications

Severely immunocompromised

Concern for tecovirimat resistance (ie new lesions despite 2 

weeks of treatment)

Allergic or intolerant to tecovirimat



Does Tecovirimat Work?



Prognosis and Complications

• Overwhelming majority of patients will do well

- Case-fatality up to 10% in some older CI series

- Low case-fatality in more recent CIIb disease

• More severe disease associated with immunosuppression and in children

• Complications

- Bacterial superinfection   - Pneumonia

- Permanent skin scarring  - Dehydration

- Hyper/hypopigmentation  - Sepsis

- Corneal scarring – vision loss  - Encephalitis/neuropsych symptoms



Immunizations: 2 Vaccines

• ACAM2000 
– Live, replication competent Vaccinia virus

– Administered by pricking skin to cause a local infection

– Wound needs care for 28 days

– Virus can spread to other parts of the body or to other people

– Myocarditis/pericarditis risk ~0.6/1000

– Contraindicated in: Pregnant women, heart disease,  

immunocompromised, chronic skin conditions

ACAM2000 FDA Package Insert www.fda.gov/media/75792/download 

https://www.cdc.gov/smallpox/clinicians/administering-acam2000.html

• JYNNEOS – currently used vaccine

• Live, non-replicating virus

• Thought to be effective 2 weeks after initial immunization

• Mostly local side effect – pain at injection site

• Okay to give in pregnancy, immunosuppressed persons



Immunizations: 2 Vaccines

• ACAM2000 
– Live, replication competent Vaccinia virus

– Administered by pricking skin to cause a local infection

– Wound needs care for 28 days

– Virus can spread to other parts of the body or to other people

– Myocarditis/pericarditis risk ~0.6/1000

– Contraindicated in: Pregnant women, heart disease,  

immunocompromised, chronic skin conditions

• JYNNEOS – currently used vaccine

• Live, non-replicating virus

• 2 dose vaccine, dosed 28 days apart

• Considered protected 2 weeks after 2nd dose

• Mostly local side effect – pain at injection site

• Okay to give in pregnancy, immunosuppressed persons



Prevention: JYNNEOS

Things we don’t know:

– How well it works in severely 

immunocompromised patients

– Duration of protection



Vaccine Schedule

Post exposure vaccination: to known or presumed exposure -- 2 dose 

series within 4 days of exposure; but up to 14 days after exposure



Summary

• Mpox still circulating! Consider it on your differential for rash in 

patients at risk

• Treatment is mainly supportive unless CD4 count < 200 or 

severe disease

• Tecovirimat and adjunctive therapies may be used in patients 

with or at risk for severe disease

• Prevention with 2-dose series of JYNNEOS is recommended
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