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Importance: Coronavirus disease 2019 (COVID-19) is a newly emerging infectious disease that has caused a global pandemic. The presenting symptoms are mainly respiratory symptom, yet studies have reported nervous system involvement in the disease. A systematic review and meta-analysis of these studies are required to understanding the neurologic characteristic of the disease and help physicians with early diagnosis and management.

Objective: To conduct a systematic review and meta-analysis on the neurologic characteristics in patients with COVID-19.

Evidence Review: Authors conducted a literature search through PubMed from January 1st, 2020 to April 8th, 2020. Furthermore, the authors added additional sources by reviewing related references. Studies presenting the neurologic features of COVID-19 patients in their data were included. Case reports and case series were also included in this review. The quality of the studies was assessed based on the Oxford Center for Evidence-Based Medicine guidelines. Selected studies were included in the meta-analysis of proportion and the heterogeneity test.

Finding: From 280 identified studies, 33 were eligible, with 7,559 participants included. Most of the included studies were from China (29 [88%]). Muscle injury or myalgia was the most common (19.2%, 95%CI 15.4–23.2%) neurologic symptom of COVID-19, followed by headache (10.9%, 95%CI 8.62–13.51%); dizziness (8.7%, 95%CI 5.02–13.43%); nausea with or without vomiting (4.6%, 95%CI 3.17–6.27%); concurrent cerebrovascular disease (4.4%, 95%CI 1.92–7.91%); and impaired consciousness (3.8%, 95%CI 0.16–12.04%). Underlying cerebrovascular disease was found in 8.5% (95%CI 4.5–13.5%) of the studies.

Conclusion: Neurologic findings vary from non-specific to specific symptoms in COVID-19 patients. Some severe symptoms or diseases can present in the later stage of the disease. Physicians should be aware of the presence of neurologic signs and symptoms as a chief complaint of COVID-19, in order to improve management and prevent a worsening outcome of the patients.
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INTRODUCTION

In December 2019, three patients with pneumonia were observed and linked to the outbreak of respiratory infection cases detected from Wuhan, China. Later on, the cause of pneumonia was found to be a viral infection known as novel coronavirus disease (COVID-19). In March 2020, the World Health Organization (WHO) declared COVID-19 as an emerging infectious disease caused by the virus SARS-CoV-2 (severe acute respiratory syndrome coronavirus 2) and declared a global pandemic. As of April 7, 2020, globally reported cases are 1.279.722 confirmed cases with more than 70.000 deaths (1, 2).

The disease's main presentations are usually similar to symptoms of upper respiratory tract infection such as fever, dry cough, and myalgia or malaise. In severe cases, manifestations of pneumonia such as shortness of breath (dyspnea), abnormal lung imaging findings, and acute respiratory distress syndrome (ARDS) can be found (3). Multiple studies have also reported the nervous system involvement in the disease. A retrospective study in China found that over 36.4% of hospitalized patients had neurologic symptoms and that these commonly present in severe patients (4, 5).

Studies also suggested that physicians should be aware of the other system involvement, including neurological events, to reduce mortality and morbidity rate in affected individuals. This review aims to provide a systematic report of the neurologic characteristics in patients with COVID-19 based on the latest reported studies.



METHODS


Literature Searching

We performed a systematic literature review, followed by meta-analysis, of the available studies from one scientific database (PubMed), published from January 1st, 2020, to April 8th, 2020, using Preferred Reporting Items for Systematic Reviews and Meta-analyses (PRISMA) reporting guideline. The following inclusion criteria were: (1) original studies (e.g., randomized controlled trial studies, cohort studies, case-control studies, cross-sectional studies, case reports, and case-series) on patients with COVID-19; (2) Studies with a focus on clinical manifestations or symptoms in patients with COVID-19; and (3) The literature was restricted to English language articles only. We excluded the following studies: non-original articles, such as review articles including meta-analyses, letters, comments, or consensus documents (6).

We included clinical characteristics studies as long as they contained neurologic data of COVID-19. As the disease is an urgent topic and a newly emerging disease, we also included case reports or case series in the review.

Two co-authors (V.O.W and A.A) independently screened the titles in each study from the search results for eligibility. Each of the abstracts were examined when eligibility was not clear from the title. The search was performed by using terms “COVID-19” AND “characteristics,” as well as their derivations from the selected articles. We minimized our search keywords to expand our findings and to obtain more studies. We prioritized our aim to collect the neurological characteristics data of the disease. Finally, additional articles were added based on the bibliography of the articles retrieved through the outlined search strategy and were manually screened to refine this review.



Data Extraction

Two independent reviewers (P.N.N and R.B.B) then assessed the text articles that passed the first screening process to ensure their eligibility and compliance with inclusion and exclusion criteria. Then, the reviewers identified every article bibliography, within each document that discussed the clinical characteristics in COVID-19, and specifically searched for the neurologic characteristics in the text, to be added into the additional records. When the reviewers could not reach consensus, the main author would assess the review relevance for a final decision.

The following data were recorded and tabulated from all reviewed articles: author names, study design, country location, study group, age, neurologic symptoms, key findings, and study limitations.



Study Quality Assessment

We assessed the quality of each study using The Oxford Center for Evidence-Based Medicine Quality ratings. The ratings ranged from 1 to 5, with 1 representing properly powered and adequate randomized controlled trial (RCT) and 5 representing opinions and case reports (7).



Analysis

We conducted the meta-analysis with prevalence estimates, that had been transformed using the Freeman-Tukey transformation (arcsine method), to calculate the weight proportion under the random-effects model. A pooled prevalence figure was calculated with 95% CI. The pooled prevalence of neurologic manifestations was estimated from the reported prevalence of eligible studies. Forest plots were generated, displaying prevalence for each study. The overall random-effects pooled estimate with its CI was reported. We limited the articles included in the meta-analysis to those manifestations that were present in more than one study and excluded the case reports (8).

The meta-analysis was performed using a random-effects model to account for heterogeneity. Heterogeneity between estimates was assessed using the I2 statistic, which describes the percentage of variation not because of sampling error across studies. An I2 value above 75% indicates high heterogeneity. Statistical significance was declared at I2 > 50% and p < 0.05. The analysis was done using MedCalc V.19.2.0 software (8).




RESULTS


Methodological Quality of Included Studies

Most of the studies included were observational studies. Of the 33 included studies, 19 (58%) were cohort studies, 10 (30%) were retrospective case series or cross sectional studies, and four (12%) were case reports. Individual study quality ratings are presented in Supplementary Table 1.



Study Results and Patient Characteristics

Initially, we identified 280 studies acquired from the database and additional records, of which 169 were excluded because of duplication and a review of the titles and abstract. Additional articles were identified in the reference lists of included studies. We screened the full text of 111 studies for relevance and excluded 78. Finally, 33 papers were selected for final review. Figure 1 shows the PRISMA flow diagram for studies included in the review. A total of 7,559 patients were included. The total number of patients in each study ranged from 5 to 1,590, except for the case reports. The mean age of eight studies ranged from 34.9 to 55.5 years, median age of 20 studies ranged from 32.5 to 73.5 years, and 4 case reports studies ranged from 24 to 74 years. Most of the included studies were from China, with 29 studies (7,528 cases), followed by the United States (US) with 2 (2 cases), Japan with 1 (1 case), and South Korea with 1 (28 cases).


[image: Figure 1]
FIGURE 1. Search algorithm for reviewed articles.


Thirty-one studies (3, 4, 9–37) used reverse transcription-polymerase chain reaction (RT-PCR) as a laboratory-confirmed diagnosis for COVID-19, and one study (38) used RT-PCR and clinical-confirmed diagnosis. Of the remaining study, one study (5) did not mention the diagnosis method. Twenty-five studies (3–5, 9, 11–25, 27–31, 38) reported the specimens for laboratory testing were obtained from a throat swab. Others were from sputum, with four (15–17, 37) from a nasopharyngeal swab and two (4, 37) from a cerebrospinal fluid (CSF) sample (26). Six studies (10, 32–36) did not report the specimen used. Five studies (4, 14–16, 37) used more than one type of specimen collected. Supplementary Table 1 summarizes the characteristics of included studies.



Neurologic Manifestations in COVID-19

Studies have identified the presence of neurological symptoms in COVID-19 patients. These manifestations were then grouped into several categories based on their symptoms, including nonspecific symptoms, specific symptoms, consciousness disturbance, and skeletal muscle problems. One study (5) particularly examined the neurologic manifestations in COVID-19, with the prevalence of nervous system disease at 36.4% from 214 patients. As for onset, most neurologic symptoms occurred in the early stages of disease (median time, 1–2 days), apart from stroke and impaired consciousness (median time, 8–9 days). The prevalence of neurologic manifestations as reported in these studies are shown in Supplementary Table 1. The overall results of the meta-analysis of neurologic characteristics proportions are shown in Table 1.


Table 1. Results of meta-analysis of prevalence based on each neurological manifestation.
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Non-specific Neurologic Manifestations

The primary manifestations of COVID-19 are typically respiratory symptoms. However, physicians have found neurological symptoms at the time of diagnosis as an initial symptom(s). Non-specific symptoms may lead to difficulty of diagnosis when it is the only symptom presented, therefore a differential diagnosis should always be considered to avoid delayed or misdiagnosis.

Headache was one of the most common neurologic symptoms in COVID-19 after myalgia, which will be discussed in a later section. Twenty-one studies (3–5, 9, 10, 12–16, 19–21, 23, 27, 28, 30, 33, 35, 37, 38) reported the prevalence of headache ranging from 3.5 to 34% among COVID-19 patients in their baseline characteristics. The overall pooled prevalence of headache was 10.9% (95% CIs: 8.62–13.51) with a high level of heterogeneity (I2 = 87.8%) from 21 studies with a total number of 6,486 total cases (Table 1). A forest plot of prevalence (%) of headache is included in Figure 2. These findings may be indicative that headache can be found in the early stages of the disease. A retrospective study (37) described that headache was more common among patients with aggravation of illness during follow up (19 vs. 14.6%).


[image: Figure 2]
FIGURE 2. Proportion estimates of headache in COVID-19 patients.


Dizziness was reported in 6 studies (5, 11, 13, 16, 19, 27). The overall pooled prevalence of dizziness was 8.77% (95% CIs: 5.02–13.43) with a high level of heterogeneity (I2 = 81.7%) from six studies, with a total number of 1088 total cases (Table 1). Forest plot of prevalence (%) of dizziness is included in Figure 3. In one study, dizziness (16.8%) was the most common central nervous system manifestation of COVID-19 followed by headache (13.1%). Dizziness and headache were often observed in earlier disease as typical symptoms of COVID-19 (5).


[image: Figure 3]
FIGURE 3. Proportion estimates of dizziness in COVID-19 patients.


Nausea with or without vomiting was reported in 13 studies (4, 12, 13, 16, 17, 19–21, 27, 30, 34, 37, 38) with the prevalence ranging from 1.25 to 8.7%, although vomiting without nausea was reported in one study among non-critically ill patients. The overall pooled prevalence of nausea with or without vomiting was 4.6% (95% CIs: 3.17–6.27), with a high level of heterogeneity (I2 = 82.8%) from 13 studies with a total number of 5410 total cases (Table 1). The prevalence forest plot (%) of nausea is included in Figure 4.


[image: Figure 4]
FIGURE 4. Proportion estimates of nausea with/without vomiting in COVID-19 patients.


Most of the studies were conducted during the outbreak period of COVID-19. Therefore, advanced imaging and diagnostic procedures such as magnetic resonance imaging (MRI) and electroencephalography (EEG) were avoided or limited unless the symptoms were specific for a disease (e.g., hemiparesis or seizure). Hence, it is difficult to distinguish the origin of these neurologic symptoms, whether it is caused directly by the virus or indirectly from other organ injury, such as gastrointestinal manifestation (5).



Specific Neurologic Manifestations

More specific manifestations related to COVID-19 were also observed, such as impairment of smell or taste (hypogeusia) or vision, limb weakness, acute cerebrovascular disease, and seizure. Some specific symptoms were only reported in one study (5) that included impairment of taste (5.6%), smell (5.1%), and vision (1.4%), ataxia (0.5%), and neuralgia (2.3%).

Seizure was less common in COVID-19 and only reported in two case reports (5, 26). However, the diagnosis for seizure was based on clinical founding, without further diagnostic tests. Only one study reported seizure characteristics with a sudden onset of limb twitching, foaming at mouth, and altered consciousness, which lasted for 3 minutes (5). Convulsion in COVID-19 is also associated with an incidence of encephalopathy (26).

In a case report (31) of a 61-year-old female, the patient presented with acute weakness in both legs and severe fatigue progressing within 1 day. Neurological examination showed symmetrical weakness grade 4/5 and areflexia in both legs and feet. The nerve conduction studies showed delayed distal latencies and absent F waves in early course, supporting demyelinating neuropathy, and the patient was diagnosed with Guillain-Barre syndrome (GBS). Interestingly, the onset of weakness precedes the typical COVID-19 symptoms (fever and respiratory symptoms). This report might be an indication that neurologic symptoms could occur in an early stage of the disease.

The incidence of acute cerebrovascular disease (CVD) was reported in two studies (5, 18). The overall pooled prevalence of acute cerebrovascular disease was 4.4% (95% CIs: 1.92–7.91) with a moderate level of heterogeneity (I2 = 58.8%) from two studies with a total number of 435 total cases (Table 1). A forest plot of prevalence (%) of cerebrovascular disease is included in Figure 5. In a retrospective study (18) among 221 patients with COVID-19, 5.9% of patients had a new onset of CVD during hospitalization stay. Median duration from the first symptoms of infection to a sudden onset of hemiplegia was 9 to 10 days (5, 18). The most common type was ischemic stroke (84.6%), followed by cerebral venous thrombosis (7.7%) and hemorrhage stroke (7.7%). The onset of CVD was more likely to present with those of an older age, severe disease, and history of underlying diseases such as hypertension and diabetes mellitus. This study also showed various inflammatory biomarkers including elevated levels of white blood cells, C-reactive protein, and D-dimers in COVID-19 patients with stroke. In a study by Mao et al. (5), six patients (2.8%) were reported to have CVD and severe patients were more likely to present with CVD than non-severe cases. However, association between COVID-19 and the incidence of cerebrovascular events is lacking and unclear.


[image: Figure 5]
FIGURE 5. Proportion estimates of cerebrovascular disease in COVID-19 patients.




Consciousness Disturbances

Impaired consciousness was detected in five studies (5, 20, 25, 26, 32). The overall pooled prevalence of consciousness disturbance was 3.8% (95% CIs: 0.16–12.04) with a high level of heterogeneity (I2 = 94.8%) from two studies, with a total number of 2848 total cases (Table 1). A forest plot of prevalence (%) of consciousness disturbance is included in Figure 6. Three studies were excluded from analysis because those studies were case reports. One study (20) stated that patients with comorbidity on admission were more likely to present with unconsciousness (2.5 vs. 1%). Findings from this limited study have been confirmed in other reports, showing that underlying diseases were associated with the incidence of consciousness disturbance.


[image: Figure 6]
FIGURE 6. Proportion estimates of consciousness disturbance in COVID-19 patients.


A study reported the onset of impaired consciousness (median time, 8 days) to hospital admission was longer compared to other neurologic symptoms (5). In contrast, three case reports (25, 26, 32) described that consciousness disturbance occurs as a presenting symptom of COVID-19. These case reports described altered consciousness on admission was linked to the presence of SARS-CoV-2 infection in the central nervous system, associated with encephalopathy and meningitis/encephalitis. These findings could be helpful to distinguish whether consciousness disturbance has a pure neurologic origin or is caused by an indirect process from organ failure based on the symptom onset, yet the association between consciousness disturbance with SARS-CoV-2 infection remains uncertain.

A case report (32) from the United States reported a 74-year-old man presented to the emergency department with an altered mental status, with prior symptoms of fever, headache, and cough. Electroencephalography shows diffuse slowing and focal slowing sharply contoured waves in the left temporal region, which indicates encephalopathy, and the patient was tested positive for COVID-19. The patient was transferred to ICU with poor outcomes.

An interesting case report (26) from Japan found impaired consciousness followed by convulsion was associated with meningitis/encephalitis, with duration from first symptoms (e.g., headache, fever) to unconsciousness at 9 days. Interestingly, the presence of SARS-CoV-2 infection in this case was detected only through CSF specimen and negative from throat swab. Loss of consciousness associated with seizure was also reported in another retrospective study (5, 26).

Altered mental status was also related to a rare complication of viral infection. This report by Poyiadji et al. (25) described a 50-year-old female who was brought in with 3 days history of fever, cough, and altered mental status. The laboratory-confirmed positive for COVID-19. CSF findings were normal. Non-contrast head CT found hypoattenuation within the bilateral medial thalamic, whereas an MRI showed rim enhancing lesions with hemorrhage within the bilateral thalami, medial temporal lobes, and sub-insular regions. This is the first reported case of COVID-19–associated acute necrotizing encephalopathy (ANE).



Skeletal Muscle Problems and Indicator of Muscle Injury in COVID-19

SARS-CoV-2 infection appears to affect the muscles and cause skeletal muscle problems. Muscle injury and myalgia as a manifestation of COVID-19 were reported in 25 from the total of 33 studies and commonly appears alongside several other symptoms with the prevalent, ranging from 2 to 52% (3–5, 9, 10, 12–17, 19–22, 24, 27, 29, 30, 33–38). The overall pooled prevalence of skeletal muscle problems was 19.2% (95% CIs: 15.4–23.2) with a high level of heterogeneity (I2 =92.6%) from 25 studies with a total number of 6,498 total cases (Table 1). A forest plot of prevalence (%) of skeletal muscle problems of studies is included in Figure 7.


[image: Figure 7]
FIGURE 7. Proportion estimates of muscle problem in COVID-19 patients.


Some COVID-19 patients showed malaise, muscle soreness, and elevated muscle enzyme levels, which may be related to the inflammation and muscle injury caused by the virus. The higher levels of creatine kinase (CK) levels in blood have been generally considered to be an indicator of muscle damage and inflammatory response (39). From the total, 25 studies that reported muscle injury as a manifestation of COVID-19. Of these, 16 studies had patients with COVID-19 who also had higher levels of CK serum. However, some of these studies used different standards in determining elevated levels of CK serum. Several studies were using range >185 units per liter (U/L) for elevated CK levels (3, 13, 14, 17, 22), four studies set the value at >200 U/L (4, 9, 24, 30), and one study set the value at >310U/L (12). Of these, six studies (5, 16, 19, 21, 27, 29) mentioned an elevation in CK levels but did not report the normal value to assess elevated CK levels. Seven studies (3–5, 9, 16, 19, 27) comparing CK levels between severe and non-severe cases found that CK levels tend to be higher in severe cases, including ICU patients, or among deceased patients.

Of the included studies, the authors did not perform electromyography (EMG) or other diagnostic tests to indicate myopathic changes. Therefore, it remains difficult to differentiate between inflammation-related muscle injury and other neuromuscular disorders or myopathy.



Neurological Features in Severe COVID-19

It has been investigated whether, for those in the severe stage of the disease, clinical deterioration may be associated with neurologic events. A total of six6 studies (4, 5, 9, 23, 28) reported neurologic symptoms were more common in severe cases. Mao et al. (5) reported that patients with more severe disease were more likely to present with nervous system symptoms (45.5 vs. 30.2%, p < 0.05); including impaired consciousness (14.8 vs. 2.4%), acute cerebrovascular events (5.7 vs. 0.8%), and muscle injury (19.3 vs. 4.8%). One population-based survey (4) of laboratory-confirmed COVID-19 patients reported nationwide clinical characteristics of COVID-19 in 1,099 patients. In severe cases, patients were more likely to present with headache (15 vs. 13.4%), nausea or vomiting (6.9 vs. 4.6%), myalgia or arthralgia (17.3 vs. 14.5%), and CVD comorbidity (2.3 vs. 1.2%). Following SARS-CoV-2 infection, patients with neurological involvement were more likely to require intensive care unit (ICU) interventions (5, 16).

A study categorized neurologic findings based on their system, including central and peripheral nervous systems. In the severe group, the central nervous system symptoms (e.g., dizziness, headache, cerebrovascular events) were more common compared to peripheral nervous system manifestations (30.7 vs. 8%).

Patients with severe disease were also more likely to experience myalgia compared to the non-severe group (17.3% vs. 14.5%) (4). Similarly, six studies (3, 5, 9, 27, 29, 37) also reported that muscle problem was more common among severe cases or non-survivors. In a retrospective study (20), COVID-19 patients with comorbidity were more likely to have muscle pain. In terms of comorbidity, cerebrovascular disease (CVD) was commonly reported as a neurologic comorbidity in COVID-19 patients. We found 13 studies (4, 11–14, 16, 19, 20, 27, 29, 30, 34, 38) that reported the presence of CVD as an underlying disease in COVID-19 patients. The rate of CVD comorbidity ranged from 1.4 to 40 %. The overall pooled prevalence of CVD comorbidity was 8.5% (95% CIs: 4.5–13.5) with a high level of heterogeneity (I2 = 95.5%) from 13 studies with a total number of 4,148 cases (Table 1). A forest plot of prevalence (%) of CVD comorbidity of studies is included in Figure 8.
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FIGURE 8. Proportion estimates of cerebrovascular disease comorbidity in COVID-19 patients.


CVD comorbidity was also a predictive factor of poor outcomes. In a retrospective study (27) on 339 hospitalized COVID-19 patients, the patients' prognostic factors were evaluated based on a 4-week follow-up; 21 (6.2%) patients had CVD comorbidity and this was more prevalent in patients who died (10/65 or 15.6%). Similarly, two studies (19, 29) reported that patients with CVD comorbidity on admission had a higher mortality rate (4 vs. 0%) and was more prevalent among non-survivors (17.6vs. 3.5%), respectively. A complication of hypoxic encephalopathy occurrence following COVID-19 was also observed in 20% of patients and was likely to occur in patients who died (20% vs. 1%) than patients who survived (19).




DISCUSSION

As a newly emerging disease, COVID-19 has become a pandemic disease since its outbreak in December 2019. The infection caused by SARS-CoV-2 mainly targets the respiratory tract. However, studies also reported the involvement of the nervous system as presenting symptoms, especially in different stages of disease (40). During the early phase of the disease, symptoms were commonly mild or asymptomatic. Therefore, the diagnosis of the disease was often difficult at the time of presentation (4). Patients may be referred to the neurologic clinic without respiratory symptoms, with infection that may be hard to detect or that could be misdiagnosed.


Pathophysiology of Neurologic Manifestations in COVID-19

SARS-CoV-2 used the angiotensin-converting enzyme 2 (ACE2) receptor to enter the host cells, the same as SARS-CoV infection in 2003. The pathologic mechanism COVID-19 has on the nervous system can happen through several pathways, including the hematogenous pathway, retrograde neural pathway, hypoxia, immune injury, and ACE-2 enzyme (41). The virus entering blood circulation can cause the immune system to produce cytokine as a physiological response; the increasing cytokine production may cause an increase in blood-brain barrier permeability, thereby facilitating the virus to enter the CNS (41). This may explain why patients with more severe COVID-19 might have cytokine storm syndrome.

A case report of a rare complication of viral infections has been related to intracranial cytokine storms, which result in blood-brain barrier disruption without direct viral invasion. This theory has been linked to the first reported case of COVID-19-associated acute necrotizing encephalopathy (ANE) (42).

A recent study on COVID-19 patients with a neurologic manifestation found that some patients had smell impairment (5). This finding presents the fact that COVID-19 can invade the central nervous system through the olfactory nerve and gain access to the central nervous system (41). Hypoxia injury happens when a virus begins to proliferate in the lung cells, causing alveolar gas exchange disorder and thus leading to hypoxia of the CNS and increasing the rate of anaerobic metabolism, which leads to the accumulation of acid and can cause cerebral vasodilation, interstitial edema, swelling of brain cells, or obstruction of cerebral blood flow that leads to headache as a result of congestion and ischemia (5).

The past study suggested the neurotropic potential of COVID-19 (43). The neurotropic virus had the ability to incite the activation of glial cells and invoke a proinflammatory state. Furthermore, an elevated level of proinflammatory cytokine in serum may cause chronic inflammation and lead to damage in skeletal muscle and brain (5, 40). ACE-2 is a protecting factor that plays a major role in anti-atherosclerosis and blood pressure regulation. COVID-19's capability to bind ACE-2 receptors may result in elevated blood pressure and increase the feasibility of cerebral hemorrhage (40).



Laboratory Abnormality and Neurologic Manifestations in COVID-19

Severe SARS-CoV-2 infection has been associated with increased immune-inflammatory response, including higher white blood cell counts, neutrophil counts, lower lymphocyte counts, and increased C-reactive protein levels compared with non-severe infection. Some laboratory findings were also associated with the neurologic manifestations of the disease. Patients with central nervous symptoms involvement had lower lymphocyte levels, platelet counts, and higher blood urea nitrogen levels compared with those without CNS symptoms. However, there were no significant differences in laboratory findings of patients with PNS manifestations and those without PNS (5). This finding may be a link to the immunosuppression among patients with CNS symptoms, especially in severe patients.

Skeletal muscle injury was described as skeletal muscle pain or myalgia with an elevated level of serum creatine kinase (CK) more than 200 U/L as a manifestation of an increased inflammatory response (5). The cellular disturbances caused by the infection or direct muscle injury by the virus can induce creatinine kinase to leak from intra cells into the blood. Assessment of serum CK levels are a valuable indicator of the occurrence of muscle and tissue damage due to disease or trauma. This finding may be associated with the ACE-2 receptor in skeletal muscle (5, 40).

Additionally, the coagulation system was also affected by the SARS-CoV-2 infection, causing the elevated level of D-dimer more than ≥0.5 mg/L and platelet abnormalities, which increases the risk of cerebrovascular events among patients. Elderly populations are at high risk of account for the majority of strokes, especially in more severe patients. Moreover, some studies reported the increased level of D-dimer was more prevalent in more severe COVID-19, which could be the source of embolic cerebrovascular diseases (4, 18, 40).



Neurologic Symptoms Characteristics in COVID-19

One population-based survey of laboratory-confirmed COVID-19 patients reported nationwide clinical characteristics of the disease in 1,099 patients. The study found some of the common symptoms in COVID-19 patients, including fever, cough, nausea, fatigue, myalgia, and headache (4). Patients with fever or headache may present to the neurology clinic after initially being ruled out of COVID-19 by routine examination. However, several days later, patients presented typical COVID-19 symptoms such as cough, throat pain, lower lymphocyte count, and pneumonia appearance on lung imaging. These findings showed that COVID-19 often presents with non-specific symptoms and leads to delayed and inappropriate management (40).

Mao et al. (5) reported that neurologic symptoms in COVID-19 can range from specific symptoms (e.g., hypogeusia, hyposmia, or stroke) to more nonspecific symptoms (e.g., headache, impaired consciousness, dizziness, or myalgia). Nonspecific symptoms were more commonly present in mild or early stages of the disease. However, future studies are required to identify which manifestations are truly neurologic in origin or just a response of systemic inflammation of the disease in patients (44).

As known from previous studies, COVID-19 puts the elderly population and patients with pre-existing comorbidity and prior neurological conditions (e.g., history of cerebrovascular disease) at a higher risk of developing more severe symptoms, such as encephalopathy, altered mental status, and new onset of stroke on admission. A recent study reported four COVID-19 patients with acute stroke as a presenting symptom. The patients admitted to the hospital with a positive PCR test and imaging confirmed acute stroke. The patients presented neurological symptoms such as altered mental status, facial drop, slurred speech, hemiparesis, hemiplegic, and aphasia. The pathophysiology behind this may be related to the infection or hypoxia that leads to brain ischemia (45). Severe COVID-19 patients were also more likely to develop more specific neurologic manifestations. Moreover, underlying cerebrovascular disease is related to poor prognosis (5, 18).

COVID-19 may also invade and disrupt the intracranial component. Researchers have detected the incidence of encephalopathy and meningitis in COVID-19 with symptoms of impaired consciousness and seizures (22, 25, 26). This may happen because of COVID-19 binding to ACE-2 receptors in the brain and causing damage in the brain tissue, thus leading to impaired consciousness and seizures (26). COVID-19 also induces the intracranial cytokine storms, which result in the breakdown of the blood-brain barrier and leads to damage in brain tissue (25). Importantly, the virus can be found in the cerebrospinal fluid through nucleic acid examination using PCR. Some studies even reported the central nervous system manifestations preceded respiratory symptoms (25). Therefore, physicians should stay aware and look at the potential signs of intracranial or other organ involvement.



Neurologic Symptoms Characteristics in SARS-CoV and MERS-CoV

Similar to SARS-CoV-2 that caused COVID-19, Severe Acute Respiratory Syndrome Coronavirus (SARS-CoV) patients also present several neurological symptoms. According to previous studies, myalgia (45–61%), headache (20–56%), dizziness (4.2–43%), nausea, and vomiting (20–35%) are among the neurological symptoms found in SARS-CoV patients, which are similar to neurological symptoms frequently found in COVID-19 patients (46). Several studies also reported neurological manifestations such as stroke, myopathy, polyneuropathy, and rhabdomyolysis in SARS-CoV patients (47–49). Middle East Respiratory Syndrome Corona Virus (MERS-CoV) patients present several neurological symptoms similar to SARS-CoV and COVID-19, such as myalgia, headache, nausea, and vomiting (50). The neurological complication of MERS-CoV reported in previous studies consists of stroke, Bickerstaff's encephalitis (BBE), Guillain-Barré syndrome (GBS), and polyneuropathy (51–53).



Limitations

Our study has several limitations. First, the search keyword used in this systematic review was limited to the terms of “characteristics,” so there is a possibility that relevant studies were missed by the search. Second, our study was also limited to the English language. Third, there were variations among laboratory value findings in the studies included. Some studies used a different standard of laboratory normal value range, which may lead to misinterpretation. Fourth, several studies included in this research are lacking in severity degree of neurological symptoms. Another important limitation was the variation in the methodologic quality of the included studies. Most of the included studies were observational studies and the data used was obtained from medical records. Therefore, comparability among literature was also limited. Furthermore, the majority of the studies retrieved were from China, which led to a lack of data from other countries. Therefore, further studies are needed to provide a different perspective from neurologic findings of patients with COVID-19 from other countries.




CONCLUSION

As a pandemic, COVID-19 has become common globally. Physicians are expected to be prepared for and confronted with these patients in the upcoming period. The disease can range from mild disease with asymptomatic or non-specific symptoms to severe disease with respiratory distress. The neurologic symptoms are more commonly found in the later or severe stage of the disease and may not be found at the early stage or mild disease, yet physicians should stay vigilant and aware of those symptoms as signs of nervous systems complicity (40).

It is hoped that this brief review may provide a spectrum of neurologic manifestations in COVID-19. Therefore, early diagnosis and management can prevent further deterioration from neurologic complications in the later stage of disease. Our review could be a reference for physicians in management and detection of neurological symptoms in COVID-19 patients.



AUTHOR CONTRIBUTIONS

RP: study concept and design, supervision, writing of the initial draft, and final revision. VW: study concept and design, writing of the initial draft, data extraction, analysis, and interpretation. RB and PN: full text review, analysis and interpretation, and manuscript preparation. AA: abstract screening, data extraction, analysis, and interpretation.



FUNDING

This research was personally funded by the authors.



SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online at: https://www.frontiersin.org/articles/10.3389/fneur.2020.00565/full#supplementary-material



REFERENCES

 1. WHO. Coronavirus disease (2019). (COVID-19) Situation Report-32. January, (2020). Available online at: https://www.who.int/docs/defaultsource/coronaviruse/situation-reports/20200221-sitrep-32-~covid-19.pdf?sfvrsn=4802d089_2

 2. WHO. Coronavirus disease (2019). (COVID-19) Situation Report-78. April,. (2020) Available online at: https://www.who.int/docs/default-source/coronaviruse/situation-reports/20200407-sitrep-78-covid-19.pdf?sfvrsn=bc43e1b_2

 3. Huang C, Wang Y, Li X, Ren L, Zhao J, Hu Y, et al. Clinical features of patients infected with 2019 novel coronavirus in Wuhan, China. Lancet. (2020) 395:497–506. doi: 10.1016/S0140-6736(20)30183-5

 4. Guan WJ, Ni ZY, Hu Y, Liang WH, Ou C, He J, et al. Clinical characteristics of 2019 novel coronavirus infection in China. N Engl J Med. (2020). doi: 10.1101/2020.02.06.20020974. [Epub ahead of print].

 5. Mao L, Wang M, Chen S, He Q, Chang J, Hong C, et al. Neurological manifestations of hospitalized patients with COVID-19 in Wuhan, China: a retrospective case series study. SSRN J. (2020) e201127. doi: 10.1001/jamaneurol.2020.1127

 6. Moher D, Shamseer L, Clarke M, Ghersi D, Liberati A, Petticrew, et al. PRISMA-P Group. Preferred reporting items for systematic review and meta-analysis protocols (PRISMA-P) 2015 statement. Syst Rev. (2015) 4:1. doi: 10.1186/2046-4053-4-1

 7. OCEBM Levels of Evidence Working Group. The Oxford Levels of Evidence 2. Oxford: Oxford Centre for Evidence-Based Medicine (2011).

 8. Higgins JPT, Thompson SG, Deeks JJ, Altman DG. Measuring inconsistency in meta-analyses. BMJ. (2003) 327:557–60. doi: 10.1136/bmj.327.7414.557

 9. Wan S, Xiang Y, Fang W, Zheng Y, Li B, Hu Y, et al. Clinical features and treatment of COVID-19 patientss in northeast Chongqing. J Med Virol. (2020). doi: 10.1002/jmv.25783. [Epub ahead of print].

 10. Ding Q, Lu P, Fan Y, Xia Y, Liu M. The clinical characteristics of pneumonia patients coinfected with 2019 novel coronavirus and influenza virus in Wuhan, China. J Med Virol. (2020). doi: 10.1002/jmv.25781. [Epub ahead of print].

 11. Hu Z, Song C, Xu C, Jin G, Chen Y, Xu X, et al. Clinical characteristics of 24 asymptomatic infections with COVID-19 screened among close contacts in Nanjing, China. Sci China Life Sci. (2020) 63:706–11. doi: 10.2139/ssrn.3543598

 12. Wu J, Liu J, Zhao X, Liu C, Wang W, Wang D, et al. Clinical Characteristics of Imported Cases of Coronavirus Disease (2019). (COVID-19) in Jiangsu province: a multicenter descriptive study. clinical infectious diseases. (2020) ciaa199. doi: 10.1093/cid/ciaa199

 13. Chen N, Zhou M, Dong X, Qu J, Gong F, Han Y, et al. Epidemiological and clinical characteristics of 99 cases of 2019 novel coronavirus pneumonia in Wuhan, China: a descriptive study. The Lancet. (2020) 395:507–13. doi: 10.1016/S0140-6736(20)30211-7

 14. Xu X, Wu X, Jiang X, Xu K, Ying L, Ma C, et al. Clinical findings in a group of patients infected with the 2019 novel coronavirus (SARS-Cov-2) outside of Wuhan, China: retrospective case series. (2020) 368:m606. doi: 10.1136/bmj.m606

 15. Liu K, Fang Y, Deng Y, Liu W, Wang M, Ma J, et al. Clinical characteristics of novel coronavirus cases in tertiary hospitals in Hubei Province. Chinese Med J. (2020) 133:1026–31. doi: 10.1097/CM9.0000000000000744

 16. Wang D, Hu B, Hu C, Zhu F, Liu X, Zhang J, et al. Clinical Characteristics of 138 Hospitalized Patientss With. Novel coronavirus–infected pneumonia in Wuhan, China. JAMA. (2020) 323:1061. doi: 10.1001/jama.2020.1585

 17. Liu Y, Yang Y, Zhang C, Huang F, Wang F, Yuan J, et al. Clinical and biochemical indexes from 2019-nCoV infected patients linked to viral loads and lung injury. Science China Life Sciences. (2020) 63:364–74. doi: 10.1007/s11427-020-1643-8

 18. Li Y, Wang M, Zhou Y, Chang J, Xian Y, Mao L, et al. Acute cerebrovascular disease following covid-19: a single center, retrospective, observational study. Lancet. (2020). doi: 10.2139/ssrn.3550025. [Epub ahead of print].

 19. Chen T, Wu D, Chen H, Yan W, Yang D, Chen G, et al. Clinical characteristics of 113 deceased patients with coronavirus disease 2019: retrospective study. BMJ. (2020) 368:m1091. doi: 10.1136/bmj.m1091

 20. Guan W, Liang W, Zhao Y, Liang H, Chen Z, Li Y, et al. Comorbidity and its impact on 1590 patients with Covid-19 in China: A Nationwide Analysis. Eur Resp J. (2020) 2000547. doi: 10.1183/13993003.01227-2020

 21. Zhang X, Cai H, Hu J, Lian J, Gu J, Zhang S, et al. Epidemiological, clinical characteristics of cases of SARS-CoV-2 infection with abnormal imaging findings. Int J Infect Dis. (2020) 94:81–7. doi: 10.1016/j.ijid.2020.03.040

 22. Zhou F, Yu T, Du R, Fan G, Liu Y, Liu Z, et al. Clinical course and risk factors for mortality of adult in patients with COVID-19 in Wuhan, China: a retrospective cohort study. Lancet. (2020) 395:1054–62. doi: 10.1016/S0140-6736(20)30566-3

 23. Tian S, Hu N, Lou J, Chen K, Kang X, Xiang Z, et al. Characteristics of COVID-19 infection in Beijing. J Infect. (2020) 80:401–6. doi: 10.1016/j.jinf.2020.02.018

 24. Han Y, Feng Z, Sun L, Ren X, Wang H, Xue Y, et al. A comparative-descriptive analysis of clinical characteristics in 2019-Coronavirus-infected children and adults. J Med Virol. (2020). doi: 10.1002/jmv.25835. [Epub ahead of print].

 25. Poyiadji N, Shahin G, Noujaim D, Stone M, Patel S, Griffith B. COVID-19–associated Acute Hemorrhagic Necrotizing Encephalopathy: CT and MRI Features. Radiology. (2020) 201187. doi: 10.1148/radiol.2020201187

 26. Moriguchi T, Harii N, Goto J, Harada D, Sugawara H, Takamino J, et al. A first Case of Meningitis/Encephalitis associated with SARS-Coronavirus-2. Int J Infect Dis. (2020) 94:55–8. doi: 10.1016/j.ijid.2020.03.062

 27. Wang L, He W, Yu X, Hu D, Bao M, Liu H, et al. Coronavirus Disease 2019 in elderly patients: characteristics and prognostic factors based on 4-week follow-up. J Infect. (2020) 80:639–45. doi: 10.1016/j.jinf.2020.03.019

 28. Cai Q, Huang D, Ou P, Yu H, Zhu Z, Xia Z, et al. COVID-19 in a designated infectious diseases hospital outside Hubei Province, China. Allergy. (2020). doi: 10.1111/all.14309. [Epub ahead of print].

 29. Cao J, Tu W, Cheng W, Yu L, Liu Y, Hu X, et al. Clinical features and short-term outcomes of 102 patients with corona virus disease 2019 in Wuhan, China. Clin Infect Dis. (2020). doi: 10.1093/cid/ciaa243. [Epub ahead of print].

 30. Yang W, Cao Q, Qin L, Wang X, Cheng Z, Pan A, et al. Clinical characteristics and imaging manifestations of the 2019 novel coronavirus disease (COVID-19):A multi-center study in Wenzhou city, Zhejiang, China. J Infect. (2020) 80:388–93. doi: 10.1016/j.jinf.2020.02.016

 31. Zhao H, Shen D, Zhou H, Liu J, Chen S. Guillain-Barré syndrome associated with SARS-CoV-2 infection: causality or coincidence? Lancet Neurol. (2020) 19:383–84. doi: 10.1016/S1474-4422(20)30109-5

 32. Filatov A, Sharma P, Hindi F, Espinosa P. Neurological complications of coronavirus disease (COVID-19): encephalopathy. Cureus. (2020) 12:e7352. doi: 10.7759/cureus.7352

 33. Korea Centers for Disease Control and Prevention. Early epidemiological and clinical characteristics of 28 cases of coronavirus disease in South Korea. Osong Public Health Res Perspect. (2020) 11:8–14. doi: 10.24171/j.phrp.2020.11.1.03

 34. Zhao W, Zhong Z, Xie X, Yu Q, Liu J. Relation between chest CT findings and clinical conditions of coronavirus disease (COVID-19) pneumonia: a multicenter study. American J Roentgenol. (2020) 214:1–6. doi: 10.2214/AJR.20.22976

 35. Xu Y, Dong J, An W, Lv X, Yin X, Zhang J, et al. Clinical and computed tomographic imaging features of novel coronavirus pneumonia caused by SARS-CoV-2. J Infect. (2020) 80:394–400. doi: 10.1016/j.jinf.2020.02.017

 36. Li X, Zeng W, Li X, Chen H, Shi L, Li X, et al. CT imaging changes of corona virus disease 2019: a multi-center study in Southwest China. J Transl Med. (2020) 18:154. doi: 10.1186/s12967-020-02324-w

 37. Wang X, Fang J, Zhu Y, Chen L, Ding F, Zhou R, et al. Clinical characteristics of non-critically ill patients with novel coronavirus infection (COVID-19) in a Fangcang Hospital. Clin Microbiol Infect. (2020). doi: 10.1016/j.cmi.2020.03.032. [Epub ahead of print].

 38. Qian G, Yang N, Ding F, Ma A, Wang Z, Shen Y, et al. Epidemiologic and clinical characteristics of 91 hospitalized patientss with COVID-19 in Zhejiang, China: a retrospective, multi-centre case series. QJM. (2020). doi: 10.1093/qjmed/hcaa089. [Epub ahead of print].

 39. Totsuka SM, Nakaji K. Suzuki K, Sugawara K. Break point of serum creatine kinase release after endurance exercise. J Appl Physiol. (2002) 93:1280–6. doi: 10.1152/japplphysiol.01270.2001

 40. Jin H, Hong C, Chen S, et al. Consensus for prevention and management of coronavirus disease 2019 (COVID-19) for neurologists. Stroke Vasc Neurol. (2020). doi: 10.1136/svn-2020-000382. [Epub ahead of print].

 41. Wu Y, Xu X, Chen Z, Duan J, Hashimoto K, Yang L, et al. Nervous system involvement after infection with COVID-19 and other coronaviruses. Brain Behav Immun. (2020). doi: 10.1016/j.bbi.2020.03.031. [Epub ahead of print].

 42. Rossi A. Imaging of acute disseminated encephalomyelitis. Neuroima Clin. (2008) 18:149–61. doi: 10.1016/j.nic.2007.12.007

 43. Baig A, Khaleeq A, Ali U, Syeda H. Evidence of the COVID-19 virus targeting the CNS: tissue distribution, host–virus interaction, and proposed neurotropic mechanisms. ACS Chem Neurosci. (2020) 11:995–8. doi: 10.1021/acschemneuro.0c00122

 44. Pleasure SJ, Green AJ, Josephson SA. The spectrum of neurologic disease in the severe acute respiratory syndrome coronavirus 2 pandemic infection: neurologists move to the frontlines. JAMA Neurol. (2020). doi: 10.1001/jamaneurol.2020.1065. [Epub ahead of print].

 45. Avula A, Nalleballe K, Narula N, Sapozhnikov S, Dandu V, Toom S, et al. COVID-19 presenting as stroke. Brain Behav Immunity. (2020). doi: 10.1016/j.bbi.2020.04.077. [Epub ahead of print].

 46. Hui D, Wong P, Wang C. SARS: clinical features and diagnosis. Respirology. (2003). 8:S20–4. doi: 10.1046/j.1440-1843.2003.00520.x

 47. Tsai L, Hsieh S, Chao C, Chen Y, Lin Y, Chang S, et al. Neuromuscular disorders in severe acute respiratory syndrome. Arch Neurol. (2004) 61:1669. doi: 10.1001/archneur.61.11.1669

 48. Umapathi T, Kor A, Venketasubramanian N, Lim C, Pang B, Yeo T, et al. Large artery ischaemic stroke in severe acute respiratory syndrome (SARS). J Neurol. (2004) 251:1227–31. doi: 10.1007/s00415-004-0519-8

 49. Wang J, Wang J, Yu C, Chen Y, Hsueh P, Hsiao C, et al. Rhabdomyolysis associated with probable SARS. Am J Med. (2003) 115:421–2. doi: 10.1016/S0002-9343(03)00448-0

 50. Nassar MS1, Bakhrebah MA, Meo SA, Alsuabeyl MS, Zaher WA. Middle East respiratory syndrome coronavirus (MERS-CoV) infection: epidemiology, pathogenesis and clinical characteristics. Europ Rev Med Pharmacol Sci. (2018). 22:4956–61. doi: 10.26355/eurrev_201808_15635

 51. Choi W, Kang C, Kim Y, Choi J, Joh J, Shin H, et al. Clinical Presentation and Outcomes of Middle East Respiratory Syndrome in the Republic of Korea. Infect Chemother. (2016) 48:118. doi: 10.3947/ic.2016.48.2.118

 52. Algahtani H, Subahi A, Shirah B. Neurological complications of middle east respiratory syndrome coronavirus: a report of two cases and review of the literature. Case Rep Neurol Med. (2016) 2016:1–6. doi: 10.1155/2016/3502683

 53. Kim J, Heo J, Kim H, Song S, Park S, Park T, et al. Neurological complications during treatment of middle east respiratory syndrome. J Clin Neurol. (2017) 13:227. doi: 10.3988/jcn.2017.13.3.227

Conflict of Interest: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2020 Pinzon, Wijaya, Buana, Al Jody and Nunsio. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.



OPS/images/fneur-11-00565-g005.gif





OPS/images/fneur-11-00565-g006.gif





OPS/images/fneur-11-00565-g003.gif





OPS/images/fneur-11-00565-g004.gif





OPS/images/fneur-11-00565-t001.jpg
Variables

Headache
Dizziness

Nausea with/without Vomiting
Cerebrovascular disease
Consciousness Disturbance

Muscle Problem

Cerebrovascular disease comorbidity

95% CI: 95% Conficence Interval.
12 Index for the degree of heterogeneity.

Number of studies

Prevalence (%)

109

8.77
46

44

38

19.2
85

95% Cl (a)

8.62-13.61

5.02-13.43
3.17-6.27
1.92-7.91

0.16-12.04
15.4-23.2
46-136

Pooled sample size

6,486
1,088
5,410
435
3,848
6,498
4148

2 (b)

87.8%
81.7%
82.8%
58.8%
94.8%
92.6%
95.6%

p-value

<0.0001
<0.0001
<0.0001
0.1195
<0.0001
<0.0001
<0.0001





OPS/images/fneur-11-00565-g007.gif





OPS/images/fneur-11-00565-g008.gif





OPS/xhtml/Nav.xhtml




Contents





		Cover



		Neurologic Characteristics in Coronavirus Disease 2019 (COVID-19): A Systematic Review and Meta-Analysis



		Introduction



		Methods



		Literature Searching



		Data Extraction



		Study Quality Assessment



		Analysis







		Results



		Methodological Quality of Included Studies



		Study Results and Patient Characteristics



		Neurologic Manifestations in COVID-19



		Non-specific Neurologic Manifestations



		Specific Neurologic Manifestations



		Consciousness Disturbances



		Skeletal Muscle Problems and Indicator of Muscle Injury in COVID-19



		Neurological Features in Severe COVID-19







		Discussion



		Pathophysiology of Neurologic Manifestations in COVID-19



		Laboratory Abnormality and Neurologic Manifestations in COVID-19



		Neurologic Symptoms Characteristics in COVID-19



		Neurologic Symptoms Characteristics in SARS-CoV and MERS-CoV



		Limitations







		Conclusion



		Author Contributions



		Funding



		Supplementary Material



		References

















OPS/images/cover.jpg
, frontiers
in Neurology

Neurologic Characteristics in
Coronavirus Disease 2019
(COVID-19): A Systematic Review
and Meta-Analysis





OPS/images/fneur-11-00565-g001.gif
Records donited houh || Adsioal ecords dented
b rescsrn e2ar) || houghother s (43

Receds e gt
removed ez}

Records cxduded (i)

e e sesed or e —r—
gl (3] i togin

22 e o g

[IRUR——
Seotes nded o
ethess 033 s ereerio csor
Suride v etnes
Je—
St uded v ol -

redew(onss) conminciien






OPS/images/fneur-11-00565-g002.gif









OPS/images/crossmark.jpg
©

2

i

|





OPS/images/logo.jpg
, frontiers
in Neurology





