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Abstract 
As the most significant orthopoxvirus infection in humans in the smallpox post-eradication era, monkeypox is an 

emerging zoonotic disease. Monkey pox has a clinical appearance that is comparable to smallpox's. Monkeypox has a 

case fatality rate of 10%, which is in between variola major's case fatality rate of 30% and variola minor's case fatality 

rate of 1%. Although the disease is indigenous to the Democratic Republic of the Congo, incidences of monkeypox in 

humans and wildlife have been reported in other Central and West African nations. Additionally, the sickness was once 

brought into the USA. Although the condition has long been thought to be uncommon and self-limiting, new isolated 

reports suggest otherwise. Unfortunately, the data that has been gathered is little, scattered, and frequently inaccurate. 

Consequently, the goal of this review is to Locate all cases of human monkeypox that have been reported, as well as 

any pertinent epidemiological data. There are enormous gaps in our knowledge of the origin, epidemiology, and ecology 

of the illness, which have led to an increase in the frequency and geographic distribution of human monkeypox cases 

in recent years. The monkeypox virus is regarded as a high danger pathogen that causes a disease that is significant for 

public health. In order to plan effective preventative, preparedness, and response actions, it is vital to concentrate on 

developing surveillance capacities that will yield meaningful information. 
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INTRODUCTION  
A member of the Poxviradea family of Orth poxviruses, monkeypox is a developing zoonotic disease that affects people. 

It is reported to have a complicated double-stranded DNA.  In smallpox post eradication locations, human monkeypox 

infection is seen. The monkeypox virus is capable of infecting mammals, including humans. The monkeypox virus's 

natural host is still mostly unknown, however it has been isolated twice from wild animals, once from a sooty mangabey 

in Côte d'Ivoire and once from a ropy squirrel in the Democratic Republic of the Congo.  When transmitted from person 

to person, the monkeypox virus takes 12 days to incubate.  

 The monkeypox virus possesses morphologic characteristics that are comparable to those of other Orth poxviruses, 

including a size range of 200–250 nm, an enclosed brick-shaped virus with surface tubules and a dumbbell-shaped core 

component. The monkeypox virus's core region, which codes for structural proteins and vital enzymes, shares 96.3% 

of its genome with the variola virus but differs significantly from the part of the genome that codes for virulence factors 

and host range factors. Monkeypox has a case fatality rate between 3.4 and 10%, which is between variola major and 

minor, which have case fatality rates of 1% and 30%, respectively.  

Monkeypox viruses have been divided into two clades: the Central African clade and the West African clade. The latter 

has a case fatality rate of 11% and human-to-human transmission has been confirmed in the Central African clade, 

whereas the former has a case fatality rate of 1% and no reports of human-to-human transmission. The virus thought to 

be responsible for the US outbreak was the West African variation, and the virus thought to be responsible for the 

Democratic Republic of the Congo outbreak was the Central African form. In comparison to the West African clade, it 

has been found that the Central African clade, also known as the Congo basin clade, is linked to higher rates of morbidity 

and mortality, human-to-human transmission, and viremia. Additionally, adults in the US were significantly. 

The Democratic Republic of the Congo is where the disease originated, and there, the first case was noted in 1970. 

Monkeypox has, however, been linked to several human and animal cases in Central and West Africa. As protection 

against smallpox vaccine is dwindling, the number of cases of the human monkeypox virus has increased in recent 

years, along with an increase in the geographic distribution of the illness. With a 6% fatality rate, Nigeria had the 

greatest monkeypox virus outbreak in the West African subclade in 2017. In September 2018, two cases of monkeypox 
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were brought into the UK via Nigerian citizens, and one of those cases led to nosocomial infections that affected 

healthcare personnel. Additionally, the virus that causes monkeypox was brought into the United States. 

The monkeypox virus was first discovered in monkeys, but it also naturally infects tree squirrels, rope squirrels, 

Gambian pouched rats, and dormice. The monkeypox virus was first discovered in monkeys, but it also naturally infects 

tree squirrels, rope squirrels, Gambian pouched rats, and dormice.[4]The monkeypox virus is a severe threat to life in 

the Democratic Republic of the Congo, West and Central Africa, and perhaps even globally, while having a low 

propensity to transmit among humans. The monkeypox virus carries a high risk due to its potential to create a disease 

that has significant public health implications. After the eradication of smallpox, the World Health Organization (WHO) 

designated the monkeypox virus as the most significant orthopoxviral infection in humans. As a result, surveillance is 

necessary. Although there is presently no proof that human-to-human transmission may keep the monkeypox virus alive 

in local populations, a study implies that frequent contact with monkeypox-infected animals in a community with weak 

herd immunity can lead to huge clusters of people carrying the virus.  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Fig. 1 symptoms of monkeypox 

 

                                

                                    
Fig. 2 monkeypox virus 

EPIDEMIOLOGY 

The West African clade of the monkeypox virus is thought to be less virulent than the Congo Basin clade, which both 

cause disease. 

 Contrary to its name, the monkeypox virus has never been isolated from any species of monkey and has only ever been 

isolated once from a wild animal, a Funiculus squirrel in the Democratic Republic of the Congo. The virus has proven 

infectious among a wide variety of numerous mammalian species. As a result, the WHO is considering taking action to 

rename the illness in order to remove any negative connotations, similar to how COVID-19 was renamed. To pinpoint 

the precise viral reservoir and its wild circulation, more investigation is required.  

Although contact with wild animals has been linked to human infections, the precise exposure mechanism has been 

challenging to determine, especially in regions where contact with animals may have occurred through domestic rodent 

infestations, hunting, or the preparation of bushmeat for domestic consumption. It has been established that transmission 

can take place by contact with lesion exudate, crust material, or infected animals' faeces, as well as through saliva and 

respiratory excretions. However, it is less effective than that seen with smallpox. Prior research suggests that family 

Symptoms of 
monkeypox  

Muscle ache Backache Joint pain

Headache Fever 
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members or those who care for a monkeypox patient are at a higher risk of contracting the virus. Family members who 

had not received the smallpox vaccine had a higher risk of contracting the illness than those who had.  

In West Africa, the first incidence of human monkeypox was documented in 1970. Consequently, the Congo Basin in 

Central Africa has seen the majority of reported illnesses. Depending on the lineage, mortality ranges from 3-6% to 

17%, and children, pregnant women, and those with impaired immune systems are more vulnerable to negative effects.  

2103 laboratory-confirmed cases and 1 probable case, which included 1 death, had been reported to the WHO as of 

June 17. The majority of cases in the current outbreak have been reported through sexual health or other health services 

in primary or secondary healthcare facilities, with a history of travel to Europe, the United States, or other countries 

rather than to nations where the virus was not previously known to exist, and increasingly recent local travel or no travel 

at all, as well as a history of travel. Males who have sex with other men who have lately reported having sex with new 

partners or many partners continue to be the main targets of the monkeypox outbreak. The WHO currently rates the 

worldwide risk as moderate considering.  

 
 

Fig. 3 epidemiology of monkeypox virus 

PATHOPHYSIOLOGY 
The respiratory epithelium is first infected by the monkeypox virus, which then travels by the lymphomatous route to 

infect the main systemic organs and multiply there, showing initial viremia. Due to the body's reticuloendothelial 

system's effective removal of the virus during this stage, there was little to no virus found in the blood. Rash and mucosal 

lesions are caused by the virus when it is discharged from the infected organs and lymphoid tissues into the circulation 

and reaches the cornified layer of the skin. Secondary viremia occurs after primary viremia. Additionally, it should be 

emphasized that a load has a significant impact on how severe the exanthem and enanthem are. There has been a greater 

than 10-fold increase in confirmed, probable, and/or possible MPX cases over the past 5 decades, from 48 cases in the 

1970s to 520 cases in the 1990s, with the DRC being the country that is most affected. In the first decade of the 2000s, 

MPX cases were only described in 3 countries in Africa but between 2010 and 2019, cases were reported in 7 African 
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countries, which were Cameroon, Central African Republic (CAR), DRC, Liberia, Nigeria, Sierra Leone, and Republic 

of the Congo. The collected data suggest that this trend represents actual disease increase and not merely a result of 

improved surveillance. 

Smallpox was successfully eradicated, and there is limited need for medications that specifically target MPX due to the 

virus's rarity, remote location, and few reported cases. Antiviral screening tests conducted by the pharmaceutical 

industry as part of their drug discovery activities typically do not even include VAC. Recent occurrences have elevated 

the issue of bioterrorism to the top of the global public agenda. The development, licensing, and stockpiling of adequate 

supplies of antiviral medications capable of combating aggressive Orth poxviruses has now taken precedence. Smallpox 

patients have confluent lesions that are fluid-filled during the vesicular and pustular phases, which are gathered in the 

hypodermic region and subsequently ooze out during the crusting phase. It is important to note that shock can happen 

as these phases transition since a significant amount of intravascular volume has been lost.  Similar to this, individuals 

with monkeypox infection in the US required volume replacement due to gastrointestinal fluid loss if they had signs of 

mucosal and gastrointestinal problems. The migration of fluid from the intravascular compartment to the extravascular 

compartment as a result of hypoalbuminemia and fluid loss in the gastrointestinal tract, as seen in systemic infections, 

is the fundamental process for volume replenishment. This shows that monkeypox infection exists. 

It was discovered while researching the pathophysiology of smallpox that people who had the most serious type of 

smallpox—hemorrhagic smallpox—were probably suffering from disseminated intravascular coagulation. The two US 

patients from the monkeypox outbreak who developed hemorrhagic pustules were reported to have no signs of 

disseminated intravascular coagulation, but they did have mild thrombocytopenia.  

 

 
Fig. 4 pathophysiology of monkeypox virus 

IDENTIFICATION AND TREATMENT 
Monkeypox infection is diagnosed by using a variety of techniques, including electron microscopy and 

immunohistochemistry, on the tissue removed from the lesion to look for the monkeypox virus. Since real-time PCR is 

a highly efficient and sensitive method for detecting viral DNA, it can also be used to track the virus in a sample. To 

determine previous exposure to an orthopoxvirus, whether through infection or vaccination, serological markers like 

antiorthopoxvirus IgM and IgG can be employed. Since the monkeypox virus is widespread in rural regions without 

electricity, research should be done to create assays that can be examined in a very basic environment.[1] 
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A precise diagnosis is essential for keeping natural illness under control or in the early detection of a potential 

bioterrorism incident because the clinical picture of monkeypox is extremely similar to that of chickenpox and smallpox. 

Table 1 lists the evaluation standards for patients with monkeypox, chickenpox, or smallpox in the differential diagnosis. 

Although conditions like or and bovine stomatitis, which are caused by Para poxviruses and can result in localized skin 

lesions similar to those found in the US monkeypox outbreak, can do so, electron microscopy makes it simple to separate 

them from orthopoxviruses. Since there is no effective, approved antiviral therapy for monkeypox, quarantine and quick 

ring vaccination are the only viable public health preventative measures after the disease agent has been detected. Given 

how simple the final result of the smallpox eradication campaign was the complete eradication of the disease worldwide. 

Monkeypox cannot be completely eradicated since there is an animal reservoir for the disease. A high level of protection 

against MPXV infection is provided by immunization with the vaccinia virus (the smallpox vaccine). In reality, studies 

conducted in the 1960s demonstrated that smallpox vaccination may successfully immunize monkeys against 

monkeypox. Additionally, not only were there fewer cases of human monkeypox among those who received 

vaccinations in Africa, but many of the cases were also very mild (with few lesions), and some cases may have even 

been subclinical. Pre-exposure immunization is advised by the Centers for Disease Control and Prevention for anyone 

who are researching animals or Cases of human monkeypox, medical personnel caring for patients with monkeypox, 

anyone coming into touch with suspected MPXV-infected animals, and lab personnel handling potentially infected 

specimens are at risk. The Centers for Disease Control and Prevention advise immunization within 4 days of initial 

close contact with a confirmed case of monkeypox, but vaccination should be considered up to 14 days following 

exposure. Although vaccinia immune globulin is currently advised for treating progressive vaccinia, eczema vaccinate, 

and severe generalized vaccinia, there is currently no information available on its efficacy for treating human 

monkeypox. Immunoglobulin therapy may be beneficial for a patient with a severe MPXV infection; however, this is 

uncertain.[6] Tecovirimat and Brin cidofovir are the only therapies for monkeypox that are currently approved in the 

United States and Europe, respectively. By inhibiting the orthopoxviral protein p37, tecovirimat prevents viral 

transmission from cell to cell. Although tecovirimat has achieved full regulatory approval for the treatment of 

monkeypox, its usage for the treatment of smallpox is based on an experimental new drug application. 

Symptomatic management and supportive care are the main management options available for patients with monkeypox 

infection at this time due to the lack of evidence-based treatments. Several substances, including cidofovir, which is 

used to treat a variety of viruses because it works by inhibiting DNA polymerase, have therapeutic potential against 

orthopoxvirus species. Since cidofovir has nephrotoxicity, CMX-001, an oral antiviral medicine that works by blocking 

DNA polymerase instead, is being developed as a modified version of this treatment. A separate medication that is 

taken orally, ST-246, prevents the release of internal viruses and has demonstrated promising efficacy against a variety 

of orthopoxvirus species, including variola virus. The monkeypox virus has also been effectively treated in nonhuman 

primates and small mammals. According to data, smallpox vaccination may have a protective effect against the 

monkeypox virus and may ameliorate the clinical symptoms of illness.[4] 

In the UK in 2018, a single dose of Imvanex, a third-generation smallpox vaccine, was given as postexposure 

prophylaxis as an off-label indication to people at intermediate and high risk of contracting the monkeypox virus. This 

is because the smallpox vaccine confers cross-protection against monkeypox. Metal-based nanoparticles are utilized in 

biological systems in recent nanotechnology advancements in medical research. There are still a lot of unsolved 

questions about this complex technology. However, monkeypox plaque development was dramatically reduced by 

silver-containing nanoparticles with a 10 nm diameter (Ag-PS-10), which were found to be the most effective at 

reducing monkeypox virus infectivity.  

The COVID-19 pandemic's impact on the healthcare system and the resurgence of monkeypox infection highlight a 

number of public health issues, particularly in low-resource nations. Although the smallpox vaccination offers some 

protection from monkeypox infection, the widespread discontinuation of it following the eradication of smallpox 

disease leaves many younger people vulnerable to infection. In fact, people under the age of 50 have been documented 

to have the majority of the current instances. However, tribes in the DRC that had had smallpox vaccinations had shown 

to have long-lasting immunity (>25 years) against monkeypox infection. This also shows an obvious double standard 

in light of the widespread concern for this illness. Despite the fact that monkeypox has continued to be an endemic issue 

in Central and West African nations, the lack of adequate healthcare resources for monitoring and once it spread to 

nations in the Global North, surveillance of this disease, which also faced interruption from conflict and climate change, 

was given international attention. The emergence of COVID-19 has sparked widespread deforestation, migration, 

conflict, and climate change. The expanding human population's encroachment into previously uninhabited habitats 

may pave the way for the reappearance of additional diseases and even drive their mutation into more virulent strains 

of previously benign infections, potentially making our current therapeutic interventions and vaccinations obsolete. To 

improve interaction with local communities, countries in the Global North must exchange improved diagnostic 

equipment and research with nations where monkeypox is endemic. When a more thorough One Health strategy is put 

into practice, research on vaccinations and therapeutic agents. 
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CONCLUSION  
An infection called human monkeypox has the potential to spread through zoonotic reservoirs. Civil unrest and the ease 

of international travel appear to be the main factors driving the virus's dispersal in nonendemic regions. Other factors 

include human movement in animal reservoirs' natural habitats, which increases the risk of zoonoses and human contact 

with wildlife. To better understand the variety of factors related with illness transmission and spread, greater research 

is needed to address the most recent epidemic in the prevalence of human diseases. Current research should concentrate 

on epidemiological risk factors, animal reservoirs, and COVID-19 coinfection in endemic locations. At all incident sites 

around the world, control and prevention measures should be put in place, including education and personal hygiene. 

[7] The US outbreak proved that human monkeypox has the ability to spread via zoonotic reservoirs. Civil war and 

forced migration raise worries about the spread of the virus into a monkeypox-free region or about people moving to 

more heavily forested areas where they are more likely to come into contact with wildlife and a variety of zoonoses. To 

better comprehend the variety of elements involved in disease transmission and distribution, the recorded increase in 

the frequency of human disease requires deeper investigation and analysis. 

Advances in our knowledge of this essential zoonosis will assist better direct prevention tactics and lessen human 

disease. There are still numerous mysteries concerning human disease, animal reservoirs, and the virus itself. 

Regular genomic investigations, serological surveys, and evaluations for vaccination of health professionals and high-

risk groups should all be done for monkeypox as part of normal disease surveillance protocols. Since monkeypox is no 

longer a rare condition, it is crucial to find African animals that are home to orthopoxviruses, improve the algorithm for 

determining the clinical spectrum and severity of monkeypox, and evaluate the risk of transmission in relation to various 

types of contact with clinical cases. For it to be contained, immediate and proactive action will be essential. The secret 

to success will be making sure that we take lessons from recent epidemics and soon and early disseminate the tools that 

are available. The signs that monkeypox could become a major public health issue have been there for a while. Now is 

the time to implement a really global strategy that permanently resolves this issue in both wealthy and, crucially, 

endemic nations that have been combating monkeypox for decades. 
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