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ABSTRACT
Meningitis and encephalitis are characterized by inflammation 
of the meninges and brain parenchyma, respectively. The 
blood-brain barrier normally acts as a protective barrier 
against inflammation in the central nervous system (CNS), 
but its compromise requires prompt diagnosis and treatment 
to prevent morbidity and mortality. Optimizing therapy 
for meningitis and encephalitis can expedite resolution 
of symptoms, mitigating the risk of neuronal injury and 
minimizing potential long-term neurological sequelae. This 
paper aims to provide a comprehensive overview of the 
etiology and pathophysiology of meningitis and encephalitis, 
discussing the diagnostic criteria, and emphasizing the 
clinical indications for treatments, including current treatment 
strategies, and emerging therapeutic approaches.
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INTRODUCTION

Meningitis and encephalitis are two conditions that 
share significant clinical and etiological similarities. The 
pathophysiology of meningitis involves inflammation of the 
leptomeningeal membrane surrounding the brain, while 
encephalitis involves inflammation of the brain parenchyma 
itself [1-5]. Sometimes, inflammation caused by infectious 
or non-infectious causes can lead to meningoencephalitis, 
which can cause significant edema of surrounding structures 
and increase intracranial pressure (ICP) [5,6]. The blood-
brain barrier (BBB) normally provides protection against 
CNS inflammation by preventing pathogens and other pro-
inflammatory molecules from entering the cerebrospinal 
fluid (CSF) from the blood [5,6]. However, when the BBB is 
compromised, it can lead to pathology that requires prompt 
diagnosis and treatment to prevent the associated morbidity, 
as discussed above [2-6]. In most patients, infectious causes 
are the predominant reason for meningitis and encephalitis, 
with the specific pathogen depending on patient-specific risk 
factors [5-8]. However, depending on the patient’s history and 
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presentation, neoplastic, toxic, and autoimmune causes may 
also be considered and treated accordingly.

Meningitis is clinically characterized by symptoms such as 
nuchal rigidity, fever, and altered mental state (AMS), although 
the presence of the full triad is rare, making diagnosis 
challenging [5,9,10]. Children may present with specific 
symptoms such as vomiting, headache, and neck pain or with 
non-specific symptoms such as hypotonia, poor feeding, and 
irritability, or a combination of both [9,10]. The absence of 
neck stiffness, AMS, and fever can exclude meningitis, but the 
presence of symptoms is poorly sensitive for clinical diagnosis 
[10]. Kernig and Brudzinski’s signs were historically used to 
evaluate suspected cases of meningitis, but various studies 
have shown that they do not have significant predictive 
value for diagnosis [10]. Encephalitis, on the other hand, is 
characterized by encephalopathy with at least three features, 
including seizures, fever, CSF pleocytosis, focal neurological 
signs, abnormal MRI findings, and electroencephalogram [5]. 
Differentiating between metabolic derangements causing 
encephalopathy and etiologies leading to encephalitis is 
crucial for early diagnosis and treatment.

Epidemiology

Meningitis and encephalitis, caused by infectious and non-
infectious etiologies, are important causes of disability-
adjusted-life years (DALY) in both children and adults globally 
according to the Global Burden of Disease (GBD) study in 2016 
[11]. Analysis of disease burden, epidemiology and mortality 
from 1990-2016 was performed and reported the global age-
standardized incidence rate and death rates amongst other 
measures for neurological disorders. It was found that during 
this time-period incidence of encephalitis was reported to be 
6534 per 1000,000 people while it was cause of death for 103 
per 100,000 people [11]. In comparison, meningitis incidence 
was reported as 2821 per 100,000 people, with it being the 
cause of death for 318 per 100,000 people [11]. Although the 
incidence, death and DALY show downward trajectory, some 
regions of the world showcase more improvement than the 
others most likely owning to their socioeconomic development 
and subsequent increase in vaccination rates which has 
significantly reduced the infectious etiologies (most common 
cause) of meningitis and encephalitis, they still significantly 
contribute towards global burden of morbidity and mortality 
due to neurologic disorders [11]. In USA, an epidemiological 
study utilized Premier Healthcare Database to evaluate 

epidemiology, management, and outcomes of adults with all 
types of meningitis and encephalitis in the United States from 
2011 to 2014 [12]. They found that in adults with meningitis 
or encephalitis, with infectious and non-infectious causes, the 
median length of hospital stay was 4 days and there was up 
to 3.2% inpatient mortality associated with the diagnosis [12]. 
As for discharge outcomes, 77.4% patients were discharged to 
home with or without home health care, but there were about 
17.4% patients who were discharged to rehabilitation/nursing 
home or to hospice care [12]. 

Etiology

According to a study, enterovirus was the leading cause of 
meningitis in hospitalized adults in the US, accounting for 
50.9% of cases, followed by bacterial infections (13.9%), 
herpes simplex virus (8.3%), and fungal infections (2.7%) 
[3,12-15]. The specific bacteria responsible for meningitis 
can vary depending on factors such as vaccination status, 
recent trauma, and age [14,15]. Streptococcus pneumoniae 
is the main cause of bacterial meningitis globally, affecting 
both adults and children, while Neisseria meningitidis is 
more common in young adults and children, and Listeria 
monocytogenes is more common in the elderly [3,8,12,13]. 
In neonates, the most common causes of meningitis are 
Streptococcus agalactiae and Escherichia coli, while in older 
children it is usually Streptococcus pneumoniae and Neisseria 
meningitides [3,8,12,13]. Viral meningitis is generally less 
severe than bacterial meningitis and is often caused by 
herpes simplex virus type 2 or enteroviruses [12,15]. The most 
common cause of encephalitis is viral infection, with herpes 
simplex virus being the main culprit [12]. Other infectious 
agents, including fungi, parasites, and bacteria, can also cause 
meningitis and encephalitis [12]. In addition, surgery, trauma, 
and autoimmune conditions can lead to these conditions, and 
patients with extra-ventricular drains have an increased risk of 
encephalitis due to drain infections [8,14,15].

Immunocompromised patients, such as those with HIV, 
hematologic malignancies (especially CNS lymphoma), 
or those undergoing immunosuppressant therapy, may 
have wide range of infectious and non-infectious causes of 
meningitis and encephalitis [12,16-18]. These patients are 
at higher risk of certain pathogens than healthy individuals, 
regardless of age. Besides the typical bacterial, viral, 
and fungal causes, neurologic involvement can occur in 
immunocompromised patients for L. monocytogenes, CMV, 
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HHV-6, JC virus (leading to PML in HIV/AIDS patients), VZV, 
Cryptococcus neoformans, Aspergillus species, B. dermatitidis, 
and C. immitis [12]. Symptoms in these patients may progress 
quickly with increased intracranial pressure, and they may 
also exhibit signs of disseminated infection involving skin, 
soft tissue, bone, and severe pulmonary symptoms [5,18]. 
Transplant or transfusion recipients are particularly vulnerable 
to CMV, EBV, and HHV-6, which may be transmitted from tissue 
to host [5,12].

Diagnosis and current treatments 

Treatment time for bacterial meningitis is vital, and delays 
of even an hour before treatment may increase odds of an 
unfavorable outcome by 30% [19]. As previously mentioned, 
classic clinical signs and symptoms for meningitis aren’t very 
reliable and sensitive [20]. In the diagnosis of encephalitis and 
meningitis, CSF analysis via a lumbar puncture (LP) is often 
the most important factor [21]. Cerebrospinal fluid (CSF) and 
blood (serum) analysis is used to definitively diagnose many 
types of meningitis. This analysis can look at concentrations 
of leukocytes, glucose, proteins, and lactate, among other 
variables. A recent study found that analyzing both serum 
procalcitonin (PCT) and CSF lactate levels together gives 
higher predictive power of the presence of bacterial meningitis 
vs aseptic meningitis than either independently [22]. Failure to 
administer LP urgently, often delayed by CT scan, can lead to 
increased mortality in patients with bacterial meningitis [23]. 
It has been shown that normal neurological examination can 
act as an effective predictor of a normal CT scan with reported 
97% negative predictive value [24,25]. The primary risk in 
performing LP without CT data is cerebral herniation, which has 
been observed to occur in patients with bacterial meningitis 
from 0.1%-3.0% after LP [26]. The Infectious Diseases Society 
of America (ISDA) guidelines published in 2004 recommend 

that only patients with immunocompromised state, history of 
central nervous system disease (including brain tumor and/
or stroke), history of seizure ≤ 1 week before presentation, 
papilledema, abnormal level of consciousness, or certain 
focal neurological deficits should undergo CT scan before 
LP [27]. Despite this, it is common for patients to undergo 
inappropriate CT scans, delaying treatment [28]. It should be 
noted that, in a recent Dutch study, an association was not 
found between CT scan before LP and treatment delays [29]. It 
should also be known that despite being the standard of care, 
LP is not without risk. A recent cadaver study found a 25% 
probability of disk penetration during lumbar puncture, which 
can lead to accelerated joint degeneration [30]. There is also 
a small risk for delayed subdural hematoma and paraplegia, 
although extremely low [31,32].

In addition, culture plates are used in conjunction with 
polymerase chain reaction (PCR) tests to determine the 
presence of bacteria, fungal or virus in CSF that may be causing 
the infections [14,15]. However, in cases with minimal suspicion 
of infectious etiologies, and due to clinical presentation/
patient medical history, further analysis of CSF and blood 
for inflammatory markers, and specific autoantibodies may 
be performed. In CSF analysis, the presence of inflammatory 
markers such as elevated protein, white blood cell count, 
and detection of autoantibodies in the CSF or serum can be 
helpful in the diagnosis of autoimmune meningitis [33,34]. 
Autoantibodies against neuronal cell surface antigens, such 
as N-methyl-D-aspartate receptor (NMDAR), alpha-amino-
3-hydroxy-5-methyl-4-isoxazolepropionic acid receptor 
(AMPAR), LGI1, Caspr2, and gamma-aminobutyric acid type B 
receptor (GABA-BR), have been associated with autoimmune 
meningitis [33,34]. Common observations in CSF analysis of 
CNS infections and the diagnostic criteria for encephalitis are 
summarized in table 1 and 2 respectively. 
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Table 2: Diagnostic criteria as provided by the International Encephalitis Consortium [35].

Table 1: Summary of CSF findings observed in Meningitis/Encephalitis.

White Blood Cell (WBC) 
density Protein levels Glucose 

levels
Gram 

staining

Lactate 
concen-
tration

Opening 
Pressure References

Bacterial 
Meningitis

> 300/mm^3 1000 cells/
lL with  

polymorphonuclear 
dominance

High (>45mg/
dL)

Low (<60% 
of blood 
glucose) 
>200mg/

dL

Sometimes 
positive Low Elevated

17,27,56,78  
14,15,79,80, 
81,82,83,84

Viral Meningitis <1000 cells/uL Normally 
mononuclear Normal or high <200mg/

dL Normal Negative High Normal

Tuberculosis 
Meningitis

100-500 cells/uL  
Increased, usually 

mononuclear

>1g/L Usually, 
high

Usually, 
low Negative High

Normal 
or 

Elevated

Fungal 
Meningitis

<500 cells/uL Usually 
mononuclear,  

sometimes  
polymorphonuclear

Usually, high

>200mg/
dL 

Normally 
low

Sometimes 
positive High

Normal 
or 

Elevated

Autoimmune 
Meningitis/ 
Encephalitis

Increased  
(lymphocytic and 

premature) or normal 
(depending on  

associated antibodies)

Elevated with 
presence of  
oligoclonal 

bands (OCB). 
Elevated specific 
antibodies (e.g 

AMPAR,  
NMDAR etc.)

Normal 
or slightly 
elevated

Negative Negative
Normal 

or 
Elevated

33,34

Most cases of meningitis and encephalitis, especially infectious, 
are treated with antimicrobials (Table 3) while other treatments 
may be utilized for non-infectious etiologies. Regardless, 
drug penetration into CSF is an important consideration 

for adequate treatments. CSF penetration depends on the 
status of the blood-brain barrier, lipid solubility, molecular 
size, and the clearance rate of the pharmacologic agents 
via active transport by pumps in the arachnoid villa [36-38]. 

Major Criteria Must be true
Minor Criteria 2 for possible encephalitis, 3 

for confirmed encephalitis

Required for Confirmed 1 of the 
following in addition to major and minor 

criteria

Patient is presenting with 
altered mental status (altered 

level of consciousness, 
lethargy, or personality 

change) lasting 24h with no 
alternative cause identified

Documented fever 38C (100.4F) within the 72h 
before or after presentation

Pathologic confirmation of brain 
inflammation consistent with encephalitisGeneralized or partial seizures not fully  

attributable to a preexisting seizure disorder

Abnormality of brain parenchyma on 
neuroimaging suggestive of encephalitis that 

is either new from prior studies or appears 
acute in onset

Defined pathologic, microbiologic, or 
serologic evidence of acute infection with 
a microorganism strongly associated with 
encephalitis from an appropriate clinical 

specimen

New onset of focal neurologic findings Laboratory evidence of an autoimmune 
condition strongly associated with 

encephalitisCSF WBC count >5/cubic mm

Abnormality on electroencephalography 
that is consistent with encephalitis and not 

attributable to another cause
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When the blood-brain barrier is normal, most beta-lactam 
agents (e.g., penicillin) penetrate poorly [39,40]. However, in 
the presence of meningeal inflammation, CSF penetration 
is enhanced likely as a result of separation of intercellular 
tight junctions and inhibition of the organic pump, raising 
the levels of the antimicrobials in the CSF [37,38,40]. 
Acknowledging this dynamic has informed decisions and 
recommendations for preferred drugs for treatment and the 
dosages to achieve therapeutic effect. Moreover, intravenous 
(IV) administration is preferred over parenteral (oral) dosing 
to improve bioavailability of the antimicrobials for BBB 
penetration [38,41]. In some patients intrathecal dosing is 
usually considered to target multi-drug resistant pathogens 
for which the in-vitro susceptibility data suggests insufficient 
penetration into CSF [41]. Usually, large molecule drugs 
are administered intrathecally (aminoglycosides, colistin 
methanesulfonate, daptomycin, tigecycline, and vancomycin) 
because they are found to have limited BBB penetration 
[41]. All these antimicrobials are used off-label except for 
Colistin which is approved in USA and Europe for intra-thecal 
administration for treatment of CNS infections. The intrathecal 
application of anti-microbials represents direct access to the 
extracellular central nervous compartments, bypassing all 
barriers. High CSF levels of antimicrobials can be reached 
with comparatively small doses, although there have been 
concerns raised by experimental evidence suggesting that 
intrathecal therapy has a higher risk of seizures than systemic 
application [41]. 

In cases of bacterial meningitis, antibiotics and supportive 
care are crucial, including maintaining airway, IV fluids for 
hydration, and fever control [3,14,15,42]. The choice of 
antibiotic depends on the suspected organism causing 
the infection. Initially, patients are given broad-spectrum 
antibiotics until CSF cultures and drug susceptibilities have 
been identified [3,14,15]. The treatment of viral meningitis and 
encephalitis is primarily supportive since most central nervous 
system viral infections have no specific medical therapy, 
except for HSV encephalitis, which is treated with acyclovir 
[15]. The use of corticosteroids as an adjunctive therapy has 
been suggested due to the associated inflammation which 
worsens clinical symptoms [7,43]. However, it has been shown 

that they may not improve clinical outcomes due to their 
effect on reducing BBB permeability and drug concentrations 
in the CSF [44,45]. A Cochrane meta-analysis (including 25 
studies) concluded that in patients with bacterial meningitis, 
use of corticosteroid was associated with lower rates of severe 
hearing loss but not with an overall reduction in mortality 
[46,47]. Although in a sub-group analysis corticosteroids 
were found to reduce mortality in Strep pneumoniae but 
not in H. influenzae or Neisseria meningitidis meningitis 
[46]. On the other hand, autoimmune encephalitis patients 
respond well to antibody-directed therapy like intravenous 
immunoglobulin and plasmapheresis, accompanied by the 
administration of corticosteroids intravenously which were 
associated with significant reduction of faciobrachial dystonic 
seizures (FBDS) in patients over the course of treatment [48-
50]. These studies also show moderate evidence for rituximab 
and cyclophosphamide immunotherapy to treat and reverse 
autoimmune encephalitis [51]. Management of encephalitis 
(infectious or non-infectious) also involves monitoring 
intracranial pressure, which is associated with poor prognosis, 
and seizure management with anti-convulsant may be 
needed [50]. 

Although uncomplicated meningitis and encephalitis does 
not call for surgery, it is sometimes warranted in the case 
of complicated cases. Bacterial meningitis with intracranial 
hypertension can be ameliorated with decompressive 
craniotomy, although this is an invasive procedure52. 
Meningitis can be caused by an infection via a surgical implant, 
such as a CSF shunt, and is relatively common, with infections 
due to CSF shunt ranging from 5.2%-13.6% [53-56] . Surgical 
intervention is an option for many other forms of healthcare-
associated encephalitis and meningitis, caused by CSF drains, 
intrathecal infusion pumps, deep brain stimulation hardware, 
neurosurgery, and head trauma [57]. In the case of CSF shunts, 
removal of the infected shunt with establishment of external 
drainage and antibiotic administration has been shown to have 
the highest expected treatment outcomes, while antibiotic 
use alone has relatively low expected treatment outcomes 
[58,59]. The current aspects of clinical and pharmacological 
management of meningitis and encephalitis are summarized 
in Table 3.



Abeer Dagra

6

DOI: https://doi.org/10.35702/clinres.10008 

Citation: Dagra A, et al. (2023). Encephalitis and Meningitis: Indications for Intervention. Clin Res. 4(1):8.

Table 3: Summary of treatments for Meningitis/encephalitis of various etiologies. All medications are administered 
intravenously unless otherwise stated. *An equivalent antibiotic, such as ceftazidime or cefepime, may be used in place 
of cefotaxime. **Adjunctive corticosteroids used in some immunocompromised patients. +Corticosteroid therapy has been 

shown to be an effective treatment in patients 14 years and older. ++IVIG has been demonstrated to be effective for 
autoimmune meningitis patients 12 years or older.

Neonates  
(up to 1 month) Older than 1 month Adults (18-49 years 

old) Adults over 50 years old

Meningitis, otherwise 
nominal

Ampicillin

Cefotaxime* or 
gentamicin Acyclovir

Ampicillin

Ceftriaxone

Ceftriaxone

Vancomycin

Ceftriaxone

Vancomycin

Ampicillin

Meningitis, 
immunocompromised

Ceftriaxone

Vancomycin

Ampicillin

Meningitis associated 
with a foreign body 
(post-procedure, 
penetrating trauma)

Cefepime

or ceftazidime Vancomycin

or meropenem
Meningitis with severe 
penicillin allergy Moxifloxacin Vancomycin

Fungal meningitis Amphotericin Flucytosine by mouth
Tuberculosis meningitis Corticosteroid therapy+

Autoimmune meningitis

Corticosteroid therapy

Corticosteroid Intravenous immunoglobulin Rituximab and

therapy (IVIG)++ Cyclophosphamide
Strep-pneumo Corticosteroid therapy
HSV encephalitis Acyclovir
Varicella-zoster 
encephalitis Acyclovir**

CMV encephalitis Ganciclovir Foscarnet

In addition, if increased 
intracranial pressure:

Elevate head of bed Induce mild Osmotic

30 degrees hyperventilation diuretics
References 7,14,15,41,47,50,78

Emerging treatments

Immunomodulatory therapies

Complement

Complement activation is a key feature of the immune 
response to central nervous system (CNS) infections, 
including meningitis and encephalitis [7]. In the presence of 
meningeal inflammation, complement CSF concentrations are 
increased significantly [7,60,61]. Treatment with neutralizing 
monoclonal antibodies directed against complement C5 as 
an adjunct to ceftriaxone strongly reduced mortality from 33 

to 0%, indicating that complement C5-specific monoclonal 
antibodies may be a promising new anti-inflammatory 
adjuvant therapy for pneumococcal meningitis [61,62]. 

Toll-like Receptor

Toll-like receptors (TLRs) are essential receptors that are 
responsible for initiating immune responses upon exposure 
to bacterial antigens, and they play a crucial role in bacterial 
meningitis [61-63]. In a study involving murine models of 
Streptococcus pneumoniae meningitis, it was found that 
administering adjunctive treatment with antibodies targeting 
TLR2 and TLR4 led to a significant reduction in meningeal 



Abeer Dagra

7

DOI: https://doi.org/10.35702/clinres.10008 

Citation: Dagra A, et al. (2023). Encephalitis and Meningitis: Indications for Intervention. Clin Res. 4(1):8.

inflammation and brain tissue damage. However, this 
treatment did not have any impact on mortality rates [61]. This 
suggests that targeting TLR2 and TLR4 with anti-inflammatory 
agents could potentially be a useful therapeutic strategy 
to reduce inflammation and tissue damage in bacterial 
meningitis cases. However, further research is needed to 
determine the optimal dosage and timing of such treatments 
and to assess their safety and efficacy in human clinical trials.

PNAG antibodies 

PNAG (Poly-N-acetylglucosamine) is a bacterial surface 
polysaccharide that has been implicated in the pathogenesis 
of meningitis caused by several bacterial species, including 
Streptococcus pneumoniae and Escherichia coli (36709579). 
Antibodies to Pnag have been studied in mice model for their 
potential role in the therapy of meningitis and encephalitis 
caused by these bacteria, and revealed that Pnag-specific 
antibodies were effective in preventing bacterial colonization 
of the meninges and improved survival in mice with E.coli 
meningitis [64]. Moreover, a phase 1 and 2 clinical trial: 
NCT02853617, has been conducted to assess safety and 
immunogenicity test on humans for an initial conjugate vaccine 
for PNAG. The findings of the trial and analysis of therapeutic 
advantage could present a potential immunotherapy for 
preventing neonatal meningitis, especially in high-risk infants 
[64] (NCT02853617). 

Matrix Metalloproteinases (MMP)

Bacterial meningitis can lead to an increase in the activity of 
matrix metalloproteinases (MMP) in the cerebrospinal fluid 
(CSF), which play a role in increasing BBB permeability [7,65]. 
Elevated levels of MMP-9, in particular, have been associated 
with the development of neurological complications following 
meningitis [66,67]. To address this issue, preclinical studies 
have investigated the use of broad-spectrum MMP inhibitors 
as a potential adjunctive therapy for meningitis [68,69]. 
One study conducted in a murine model of meningococcal 
meningitis found that administering Batimastat one hour 
before and 24 hours after infection reduced the breakdown 
of the blood-brain barrier, intracerebral hemorrhage, and 
hippocampal injury [26]. These studies suggested that MMP 
inhibition could be a promising strategy to reduce brain 
damage and improve outcomes in meningitis. However, 
further clinical studies are needed to determine whether the 
benefits observed in preclinical studies can be translated to 
human subjects.

Proteinases

Finally, strategies to accelerate resolution of CNS inflammation 
using cyclin-dependent kinase antagonist and DNAse are 
being studied in pre-clinical models with goals of improving 
CSF drainage to improve edema and hence improve outcomes 
in meningitis and encephalitis [70,71]. Neutrophil extracellular 
traps, or NETs, are produced by neutrophils during the process 
of engulfing bacteria and have been shown to make it harder 
for cerebrospinal fluid to flow, leading to edema in the central 
nervous system and a slower clearance of the bacterial 
burden in the cerebrospinal fluid. In a mouse model of 
bacterial meningitis, the use of seliciclib (roscovitine, CYC202), 
a medication that inhibits cyclin-dependent kinases, as an 
additional treatment improved the resolution of inflammation 
and accelerated the healing process by promoting the death 
of neutrophils [71,72]. Another study documented that 
degradation of NET-associated DNA using DNase I resulted 
in improved outcome of S pneumoniae meningitis in terms of 
bacterial burden in the brain, lungs, spleen, and blood [73]. 
These approaches show promise for reducing the long-term 
effects of bacterial meningitis but require studies to evaluate 
the efficacy and translational capacity of these modalities in 
reducing edema and the neurologic consequences of CNS 
infections.

Vitamin Supplementation

Vitamin B6, also known as pyridoxine, has been studied for 
its potential role in the treatment of meningitis. Preclinical 
studies revealed that Brain derived neurotrophic factor 
(BDNF) is downregulated during inflammatory states, but 
its expression increases in response to B6 [7,74,75]. Studies 
conducted on neonatal and adult rat models of strep 
pneumoniae meningitis have shown that administration of 
B6 as an adjuvant therapy to antimicrobials at the time of 
infection can increase the levels of BDNF, which can lead to 
a subsequent decrease in neuronal death and prevented 
memory impairment [74,75]. Moreover, in rat models of 
meningitis, adjuvant treatment with folic acid also increased 
BDNF expression and decreased lipid peroxidation, protein 
carbonylation, and myeloperoxidase activity (hence reducing 
oxidative damage), hence offering an approach to minimize 
neuronal damage to prevent neurologic impairment due to 
CNS infection in experimental studies [74]. Vitamin D is also 
known to play an important role in the immune system, and 
some studies have investigated the potential role of vitamin 
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D in the prevention and treatment of meningitis [7,76,77]. In 
pre-clinical studies, deficiency of Vitamin D was associated 
with mice being more susceptible to E. coli infections with 
observed reduction in phagocytic activity [76,77]. Subsequent 
studies in human subjects are needed to assess the clinical 
value of this intervention. 

Stem cells

Current treatments and experimental therapies for meningitis 
and encephalitis have mainly focused on preventing adverse 
neurological outcomes, but options for those with CNS 
neurologic disabilities following infections have been limited. 
Recent preclinical and clinical studies have suggested that 
mesenchymal stem cells (MSCs) transplantation could be a 
promising novel adjuvant therapeutic modality in addition 
to antibiotics for various infectious disorders, including 
bacterial pneumonia, sepsis, and meningitis [78]. MSC 
transplantation not only attenuates inflammatory responses 
but also enhances bacterial clearance 30188499. However, the 
therapeutic efficacy of MSC transplantation for attenuating 
brain injury in neonatal bacterial meningitis has not been 
tested. A study using autologous stem cells to improve motor 
function in cerebral palsy patients showed promising initial 
results, providing the proof of concept for an ongoing clinical 
trial (NCT04080921) [78]. This trial, NCT04080921, has enrolled 
22 subjects with neurological sequelae to encephalitis or 
meningitis in children aged 2-15 years to assess the safety 
and efficacy of intrathecal administration of autologous 
bone marrow-derived stem cells. The trial aims to evaluate 
the improvement in muscle tone and monitor any adverse 
systemic events due to therapy at baseline, 6 months, and 12 
months after transplantation. The study results will provide 
critical information for a possible intervention in patients 
who suffer from neurologic disability after meningitis or 
encephalitis, ultimately contributing to the reduction of the 
burden of DALY and neurologic disease associated with these 
infections.

CONCLUSION

The goal of optimizing therapy for meningitis and 
encephalitis is to achieve faster infection resolution while 
reducing the risk of neuronal injury and hence minimizing 
long-term neurologic sequelae affecting patient’s quality 
of life. Antimicrobial therapies have been the mainstay of 
therapy for the infectious sources for CNS infections while 
immunomodulatory approach is acquired for non-infectious 

etiology. To augment these therapies, various past and 
current experimental studies are being performed testing the 
efficacy of other interventions. As discussed in this review, 
many studies stress the importance of an adequate supply of 
vitamin B6, folic acid and vitamin D for the resistance of the 
brain against infections and infection-related damage. There 
has also been a development towards reducing inflammation 
by targeting immune receptors, various proteinases, and 
phagocytic products (NETs) to prevent edema associated 
with CNS inflammation. Development of stem cell therapy for 
improving and ultimately reversing the neurologic dysfunction 
status post meningitis and encephalitis may show promise 
in improving quality of life long-term for patients, especially 
neonates/children. Finally, continuation of educational and 
delivery efforts of preventative vaccinations in children and 
adults may ultimately prevent infectious causes of meningitis 
and encephalitis in high-risk groups and be most effective 
in reducing the neurologic disease and morbidity burden 
secondary to meningitis/encephalitis.

REFERENCES

1. Costerus JM, Brouwer MC, Bijlsma MW, van de Beek D.
(2016). Community-acquired bacterial meningitis. Curr
Opin Infect Dis. 30(1):135-141.

2. Shimada H, Fukasawa T, Ishimura Y. (1989). Expression
of bovine myoglobin cDNA as a functionally active
holoprotein in Saccharomyces cerevisiae. J Biochem. Mar
105(3):417-422.

3. Beaman MH. (2018). Community-acquired acute
meningitis and encephalitis: a narrative review. Med J
Aust. 209(10):449-454.

4. Lyons JL. (2018). Viral Meningitis and Encephalitis.
Continuum (Minneap Minn). 24(5, Neuroinfectious
Disease):1284-1297.

5. Richie MB, Josephson SA. (2015). A Practical Approach to
Meningitis and Encephalitis. Semin Neurol. 35(6):611-620.

6. Robinson CP, Busl KM. (2019). Meningitis and encephalitis
management in the ICU. Curr Opin Crit Care. 25(5):423-
429.

7. Nau R, Djukic M, Spreer A, Ribes S, Eiffert H. (2015).
Bacterial meningitis: an update of new treatment options. 
Expert Rev Anti Infect Ther. 13(11):1401-1423.



Abeer Dagra

9

DOI: https://doi.org/10.35702/clinres.10008 

Citation: Dagra A, et al. (2023). Encephalitis and Meningitis: Indications for Intervention. Clin Res. 4(1):8.

8. Feigin VL, Vos T, Alahdab F, et al. (2021). Burden of
Neurological Disorders Across the US From 1990-2017: A
Global Burden of Disease Study. JAMA Neurol. 78(2):165-
176.

9. van de Beek D, de Gans J, Spanjaard L, Weisfelt M, Reitsma 
JB, Vermeulen M. (2004). Clinical features and prognostic
factors in adults with bacterial meningitis. N Engl J Med.
351(18):1849-1859.

10. Miller LG, Choi C. (1997). Meningitis in older patients:
how to diagnose and treat a deadly infection. Geriatrics.
52(8):43-44, 47-50, 55.

11. Collaborators GN. (2019). Global, regional, and national
burden of neurological disorders, 1990-2016: a systematic 
analysis for the Global Burden of Disease Study 2016.
Lancet Neurol. 18(5):459-480.

12. Hasbun R, Rosenthal N, Balada-Llasat JM, et al. (2017).
Epidemiology of Meningitis and Encephalitis in the United 
States, 2011-2014. Clin Infect Dis. 65(3):359-363.

13. Vora NM, Holman RC, Mehal JM, Steiner CA, Blanton
J, Sejvar J. (2014). Burden of encephalitis-associated
hospitalizations in the United States, 1998-2010.
Neurology. 82(5):443-451.

14. Hersi K GF, Kondamudi NP. (2022). Meningitis. In: StatPearls.

15. Said S KM. (2022). Viral Encephalitis.

16. McGill F, Heyderman RS, Michael BD, et al. (2016). The UK
joint specialist societies guideline on the diagnosis and
management of acute meningitis and meningococcal
sepsis in immunocompetent adults. J Infect. 72(4):405-
438.

17. Tunkel AR, Glaser CA, Bloch KC, et al. (2008). The
management of encephalitis: clinical practice guidelines
by the Infectious Diseases Society of America. Clin Infect
Dis. 47(3):303-327.

18. Baldwin KJ, Zunt JR. (2014). Evaluation and treatment of
chronic meningitis. Neurohospitalist. 4(4):185-195.

19. Køster-Rasmussen R, Korshin A, Meyer CN. (2008).
Antibiotic treatment delay and outcome in acute bacterial 
meningitis. J Infect. 57(6):449-454.

20. Nakao JH, Jafri FN, Shah K, Newman DH. (2014). Jolt
accentuation of headache and other clinical signs: poor
predictors of meningitis in adults. Am J Emerg Med.
32(1):24-28.

21. Greenlee JE. (1990). Approach to diagnosis of meningitis.
Cerebrospinal fluid evaluation. Infect Dis Clin North Am.
4(4):583-598.

22. Dawod HM, Awadallah AS, Mahrous S, Alwassief A, Abdel
Monem SM. (2021). The Value of Combined Measuring of
the Cerebrospinal Fluid Lactate and ‎Serum Procalcitonin
in Diagnosis of Acute Bacterial Meningitis ‎. Afro-Egyptian 
Journal of Infectious and Endemic Diseases. 11(3):241-
248.

23. Proulx N, Fréchette D, Toye B, Chan J, Kravcik S. Delays
in the administration of antibiotics are associated with
mortality from adult acute bacterial meningitis. QJM. Apr
200598(4):291-298.

24. Greig PR, Goroszeniuk D. (2006). Role of computed
tomography before lumbar puncture: a survey of clinical
practice. Postgrad Med J. 82(965):162-165.

25. Hasbun R, Abrahams J, Jekel J, Quagliarello VJ. (2001).
Computed tomography of the head before lumbar
puncture in adults with suspected meningitis. N Engl J
Med. 345(24):1727-1733.

26. Costerus JM, Brouwer MC, Sprengers MES, Roosendaal SD, 
van der Ende A, van de Beek D. (2018). Cranial Computed
Tomography, Lumbar Puncture, and Clinical Deterioration 
in Bacterial Meningitis: A Nationwide Cohort Study. Clin
Infect Dis. 67(6):920-926.

27. Tunkel AR, Hartman BJ, Kaplan SL, et al. (2004). Practice
guidelines for the management of bacterial meningitis.
Clin Infect Dis. 39(9):1267-1284.

28. Nagra I, Wee B, Short J, Banerjee AK. (2011). The role of
cranial CT in the investigation of meningitis. JRSM Short
Rep. 2(3):20.

29. Costerus JM, Lemmens CMC, van de Beek D, Brouwer MC.
(2020). Cranial Imaging and Lumbar Puncture in Patients
With Suspected Central Nervous System Infection. Clin
Infect Dis. 70(12):2469-2475.



Abeer Dagra

10

DOI: https://doi.org/10.35702/clinres.10008 

Citation: Dagra A, et al. (2023). Encephalitis and Meningitis: Indications for Intervention. Clin Res. 4(1):8.

30. Ertas A, Gediz T, Ozdol C, et al. (2021). Risk of intervertebral 
disc joint puncture during lumbar puncture. Clin Neurol
Neurosurg. 200:106107.

31. Masah DJ, Hoffmann D, Brandl EJ. (2022). Delayed
Subdural Hematoma After Lumbar Puncture and a
Symptom-Free Interval of Several Days. Dtsch Arztebl Int.
Mar 18 119(11):200.

32. Champeaux-Depond C, Malcoci M, Birladeanu A. (2022).
Paraplegia after lumbar puncture. J Clin Neurosci.
101:276-277.

33. Lancaster E. (2016). The Diagnosis and Treatment of
Autoimmune Encephalitis. J Clin Neurol. 12(1):1-13.

34. Blinder T, Lewerenz J. (2019). Cerebrospinal Fluid Findings
in Patients With Autoimmune Encephalitis-A Systematic
Analysis. Front Neurol. 10:804.

35. Venkatesan A, Tunkel AR, Bloch KC, et al. (2013). Case
definitions, diagnostic algorithms, and priorities in
encephalitis: consensus statement of the international
encephalitis consortium. Clin Infect Dis. 57(8):1114-1128.

36. Andes DR, Craig WA. (1999). Pharmacokinetics and
pharmacodynamics of antibiotics in meningitis. Infect Dis
Clin North Am. 13(3):595-618.

37. Sakka L, Coll G, Chazal J. (2011). Anatomy and physiology
of cerebrospinal fluid. Eur Ann Otorhinolaryngol Head
Neck Dis. 128(6):309-316.

38. Nau R, Sörgel F, Eiffert H. (2010). Penetration of drugs
through the blood-cerebrospinal fluid/blood-brain
barrier for treatment of central nervous system infections. 
Clin Microbiol Rev. 23(4):858-883.

39. Hieber JP, Nelson JD. (1977). A pharmacologic evaluation
of penicillin in children with purulent meningitis. N Engl J
Med. 297(8):410-413.

40. Quagliarello VJ, Scheld WM. (1997). Treatment of bacterial
meningitis. N Engl J Med. 336(10):708-716.

41. Nau R, Blei C, Eiffert H. (2020). Intrathecal Antibacterial
and Antifungal Therapies. Clin Microbiol Rev. 33(3).

42. Thwaites GE, Nguyen DB, Nguyen HD, et al. (2004).
Dexamethasone for the treatment of tuberculous

meningitis in adolescents and adults. N Engl J Med. 
351(17):1741-1751.

43. Odio CM, Faingezicht I, Paris M, et al. (1991). The beneficial 
effects of early dexamethasone administration in infants
and children with bacterial meningitis. N Engl J Med.
324(22):1525-1531.

44. Scheld WM, Brodeur JP. (1983). Effect of methylprednisolone 
on entry of ampicillin and gentamicin into cerebrospinal
fluid in experimental pneumococcal and Escherichia coli
meningitis. Antimicrob Agents Chemother. 23(1):108-112.

45. París MM, Hickey SM, Trujillo M, Shelton S, McCracken GH.
(1995). Evaluation of CP-99,219, a new fluoroquinolone, for 
treatment of experimental penicillin- and cephalosporin-
resistant pneumococcal meningitis. Antimicrob Agents
Chemother. 39(6):1243-1246.

46. Brouwer MC, McIntyre P, Prasad K, van de Beek D. (2013).
Corticosteroids for acute bacterial meningitis. Cochrane
Database Syst Rev. (6):CD004405.

47. de Gans J, van de Beek D, Investigators EDiABMS. (2002).
Dexamethasone in adults with bacterial meningitis. N
Engl J Med. 347(20):1549-1556.

48. Shin YW, Lee ST, Park KI, et al. (2018). Treatment strategies
for autoimmune encephalitis. Ther Adv Neurol Disord.
11:1756285617722347.

49. Hasbun R, Wootton SH, Rosenthal N, et al. (2019).
Epidemiology of Meningitis and Encephalitis in Infants
and Children in the United States, 2011-2014. Pediatr
Infect Dis J. Jan 38(1):37-41.

50. Gundamraj S, Hasbun R. (2020). The Use of Adjunctive
Steroids in Central Nervous Infections. Front Cell Infect
Microbiol. 10:592017.

51. Nosadini M, Mohammad SS, Ramanathan S, Brilot F, Dale
RC. (2015). Immune therapy in autoimmune encephalitis:
a systematic review. Expert Rev Neurother. 15(12):1391-
1419.

52. Hoehne J, Friedrich M, Brawanski A, Melter M, Schebesch
KM. (2015). Decompressive craniectomy and early
cranioplasty in a 15-year-old boy with N. meningitidis
meningitis. Surg Neurol Int. 6:58.



Abeer Dagra

11

DOI: https://doi.org/10.35702/clinres.10008 

Citation: Dagra A, et al. (2023). Encephalitis and Meningitis: Indications for Intervention. Clin Res. 4(1):8.

53.	 Younger JJ, Simmons JC, Barrett FF. (1987). Operative 
related infection rates for ventriculoperitoneal shunt 
procedures in a children’s hospital. Infect Control. 8(2):67-
70.

54.	 Renier D, Lacombe J, Pierre-Kahn A, Sainte-Rose C, 
Hirsch JF. (1984). Factors causing acute shunt infection. 
Computer analysis of 1174 operations. J Neurosurg. Dec 
61(6):1072-1078.

55.	 Vinchon M, Dhellemmes P. (2006). Cerebrospinal fluid 
shunt infection: risk factors and long-term follow-up. 
Childs Nerv Syst. 22(7):692-697.

56.	 Kontny U, Höfling B, Gutjahr P, Voth D, Schwarz M, Schmitt 
HJ. (1993). CSF shunt infections in children. Infection. 
21(2):89-92.

57.	 Tunkel AR, Hasbun R, Bhimraj A, et al. (2017). Infectious 
Diseases Society of America’s Clinical Practice Guidelines 
for Healthcare-Associated Ventriculitis and Meningitis. 
Clin Infect Dis. 64(6):e34-e65.

58.	 Schreffler RT, Schreffler AJ, Wittler RR. (2002). Treatment 
of cerebrospinal fluid shunt infections: a decision analysis. 
Pediatr Infect Dis J. 21(7):632-636.

59.	 Schoenbaum SC, Gardner P, Shillito J. (1975). Infections 
of cerebrospinal fluid shunts: epidemiology, clinical 
manifestations, and therapy. J Infect Dis. 131(5):543-552.

60.	 Tuomanen E, Hengstler B, Zak O, Tomasz A. (1986). The 
role of complement in inflammation during experimental 
pneumococcal meningitis. Microb Pathog. 1(1):15-32.

61.	 Woehrl B, Brouwer MC, Murr C, et al. (2011). Complement 
component 5 contributes to poor disease outcome in 
humans and mice with pneumococcal meningitis. J Clin 
Invest. Oct 121(10):3943-3953.

62.	 Klein M, Höhne C, Angele B, et al. (2019). Adjuvant non-
bacteriolytic and anti-inflammatory combination therapy 
in pneumococcal meningitis: an investigation in a mouse 
model. Clin Microbiol Infect. 25(1):108.e109-108.e115.

63.	 Koedel U. (2009). Toll-like receptors in bacterial meningitis. 
Curr Top Microbiol Immunol. 336:15-40.

64.	 Pons S, Frapy E, Sereme Y, et al. (2023). A high-throughput 
sequencing approach identifies immunotherapeutic 

targets for bacterial meningitis in neonates. E Bio 
Medicine. 88:104439.

65.	 Muri L, Leppert D, Grandgirard D, Leib SL. (2019). MMPs 
and ADAMs in neurological infectious diseases and 
multiple sclerosis. Cell Mol Life Sci. 76(16):3097-3116.

66.	 Meli DN, Christen S, Leib SL. (2003). Matrix 
metalloproteinase-9 in pneumococcal meningitis: 
activation via an oxidative pathway. J Infect Dis. 
187(9):1411-1415.

67.	 Leppert D, Leib SL, Grygar C, Miller KM, Schaad UB, 
Holländer GA. (2000). Matrix metalloproteinase (MMP)-
8 and MMP-9 in cerebrospinal fluid during bacterial 
meningitis: association with blood-brain barrier damage 
and neurological sequelae. Clin Infect Dis. 31(1):80-84.

68.	 Ricci S, Grandgirard D, Wenzel M, et al. (2014). Inhibition 
of matrix metalloproteinases attenuates brain damage in 
experimental meningococcal meningitis. BMC Infect Dis. 
14:726.

69.	 Barichello T, Generoso JS, Michelon CM, et al. (2014). 
Inhibition of matrix metalloproteinases-2 and -9 prevents 
cognitive impairment induced by pneumococcal 
meningitis in Wistar rats. Exp Biol Med (Maywood). 
239(2):225-231.

70.	 Koedel U, Frankenberg T, Kirschnek S, et al. (2009). 
Apoptosis is essential for neutrophil functional shutdown 
and determines tissue damage in experimental 
pneumococcal meningitis. PLoS Pathog. 5(5):e1000461.

71.	 Nau R, Zettl U, Gerber J, et al. (1998). Granulocytes in the 
subarachnoid space of humans and rabbits with bacterial 
meningitis undergo apoptosis and are eliminated by 
macrophages. Acta Neuropathol. 96(5):472-480.

72.	 Hoogendijk AJ, Roelofs JJ, Duitman J, et al. (2012). 
R-roscovitine reduces lung inflammation induced by 
lipoteichoic acid and Streptococcus pneumoniae. Mol 
Med. 18(1):1086-1095.

73.	 Pavan C, L R Xavier A, Ramos M, et al. (2021). DNase 
Treatment Prevents Cerebrospinal Fluid Block in Early 
Experimental Pneumococcal Meningitis. Ann Neurol. 
90(4):653-669.



Abeer Dagra

12

DOI: https://doi.org/10.35702/clinres.10008 

Citation: Dagra A, et al. (2023). Encephalitis and Meningitis: Indications for Intervention. Clin Res. 4(1):8.

74.	 Barichello T, Generoso JS, Simões LR, et al. (2015). Folic 
acid prevented cognitive impairment in experimental 
pneumococcal meningitis. J Neural Transm (Vienna). 
122(5):643-651.

75.	 Zysset-Burri DC, Bellac CL, Leib SL, Wittwer M. (2013). 
Vitamin B6 reduces hippocampal apoptosis in 
experimental pneumococcal meningitis. BMC Infect Dis. 
13:393.

76.	 Djukic M, Onken ML, Schütze S, et al. (2014). Vitamin D 
deficiency reduces the immune response, phagocytosis 
rate, and intracellular killing rate of microglial cells. Infect 

Immun. 82(6):2585-2594.

77.	 Djukic M, Sostmann N, Bertsch T, et al. (2015). 
Vitamin D deficiency decreases survival of bacterial 
meningoencephalitis in mice. J Neuroinflammation. 
12:208.

78.	 Ahn SY, Chang YS, Kim YE, Sung SI, Sung DK, Park 
WS. (2018). Mesenchymal stem cells transplantation 
attenuates brain injury and enhances bacterial clearance 
in Escherichia coli meningitis in newborn rats. Pediatr Res. 
84(5):778-785.

Copyright: Dagra A, et al. © (2023).  This is an open-access article distributed under the terms of the Creative Commons Attribution License, 
which permits unrestricted use, distribution, and reproduction in any medium, provided the original author and source are credited.


