
INTRODUCTION 

R eview question / Objective What are the 
m o s t c o m m o n c o m p l i c a t i o n s o f 
monkeypox infection? What is the severity 

and outcome of these complications? 

Rationale Although monkeypox has historically 
been considered a self-limiting zoonotic disease, 
recent global outbreaks—particularly the 2022 
multicountry outbreak have revealed a broader 
spectrum of c l in ica l mani festat ions and 
complications than previously documented. 
Complications such as secondary bacterial 
infections, encephalitis, myocarditis, ocular 
involvement, and severe dermatologic sequelae 
have been increasingly reported, especially in 
immunocompromised individuals, children, and 
individuals with untreated HIV.


However, current knowledge on the complications 
of monkeypox remains fragmented across case 
reports, small case series, and observational 

studies, with significant heterogeneity in diagnostic 
criteria, clinical settings, and geographic contexts. 

Condition being studied Mpox is a viral illness 
caused by the monkeypox virus, a relative of the 
smallpox virus. While many cases are mild and 
self-limiting, the disease can lead to serious 
complications, particularly in individuals with 
weakened immune systems.


Beyond the typical symptoms of fever, fatigue, 
swollen lymph nodes, and a characteristic rash, 
mpox may cause a range of complications. These 
include proctitis (inflammation of the rectum), 
pharyngitis, conjunctivitis, and tonsillitis. In more 
severe cases, it can affect the heart and brain, 
leading to myocarditis and encephalitis.


Secondary bacterial infections of skin lesions are 
also common and may require antibiotics. Though 
most patients recover with supportive care, 
antiviral medications like tecovirimat may be 
considered for severe or high-risk cases. 
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METHODS 

Search strategy PubMed, Ovid MEDLINE, 
EMBASE and GOOGLE SCHOLAR are used in a 
defined search strategy adjusted for each 
database. 

Participant or population Humans of any age 
with laboratory-confirmed monkeypox. 

Intervention Infection with monkeypox virus. 

Comparator Not applicable. 

Study designs to be included Case reports, case 
series, cohort studies, cross-sectional studies, 
clinical trials. 

Eligibility criteria  
Exclusion Criteria

Animal studies, Non-human data

Non infection with monkeypox virus

Reviews, editorials

Studies without mention of complications. 

Information sources PubMed, Ovid MEDLINE, 
EMBASE and GOOGLE SCHOLAR are used in a 
defined search strategy adjusted for each 
database.


Main outcome(s) Any complication (e.g., 
pneumonia, encephalitis, sepsis, ocular damage, 
psychiatric effects). 

Data management Data will be extracted 
independently from the selected articles by two 
reviewers and stored in an electronic database. 
The following data will be extracted: author, year, 
country, study design, patient demographics, type 
of monkeypox (West African, Congo Basin(, type of 
complication, outcome (recovery, sequelae, death(, 
risk factors (if reported), during May 2025, using 
the following terms ("monkeypox" OR "monkeypox 
virus" OR "mpox" OR "orthopoxvirus“) and 
("complications" OR "sequelae" OR "clinical 
outcomes" OR "adverse effects" OR "morbidity“). 

Quality assessment / Risk of bias analysis 
Observational studies: Newcastle-Ottawa Scale 
(NOS)

Case reports/series Joanna Briggs Institute (JBI) 
checklist

RCTs (if any): Cochrane Risk of Bias tool. 

Strategy of data synthesis A systematic 
assessment of the available evidence will be 
conducted in accordance with the GRADE 
methodology and PRISMA checklist, A meta-

analysis will be considered if we have enough of 
prospective randomized trials. Our qualitative 
synthesis is a narrative, textual approach to 
summarizing, analyzing, and assessing the body of 
evidence included in our review, we will use the 
qualitative synthesis to:

• Provide a general summary of the characteristics 
and findings of the included studies.

• Analyze the relationships between studies, 
exploring patterns and investigating heterogeneity.

• Discuss the applicability of the body of evidence 
to the review's question within the PICO structure.

• Explain the meta-analysis (if one is conducted) 
and interpret and analyze the robustness of its 
results.

• Critique the strengths and weaknesses of the 
body of evidence as a whole, including a 
cumulative assessment of the risk of bias across 
studies.

• Discuss any gaps in the evidence, such as 
patient populations that have been inadequately 
studied or for whom results differ.

• Compare the review's findings with current 
conventional wisdom when appropriate.

Subgroup analysis Not applicable. 

Sensitivity analysis Not applicable. 

Language restriction None. 

Country(ies) involved Saudi Arabia. 

Other relevant information None.
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