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Abstract
Meige syndrome is a dystonic disorder involving
blepharospasm and oromandibular dystonia. Henry
Meige , a French neurologist in 1910 described a
disorder characterized by dystonic spasm involving the
majority of the facial muscles. Blepharospasm is a type
of focal cranial dystonia that usually affects both of the
orbicularis oculi muscles. Oromandibular dystonia
(OMD) is a medical condition that causes involuntary
muscle contractions in various combinations of the
lower facial muscles. The muscle groups affected may
include chewing, swallowing, talking (tongue or
dysphonia), or lips. Although the exact etiology of the
disease is

unknown, genetic and environmental

components have been noticed to be the root to this
disease. Elderly women are predominantly affected by
this disease however young cases have been reported.
Family history has been proven to have a role in this
disease. The currently used modes of treatment include
botulinum A injections, anticholinergics, dopamine
antagonists, GABA receptor agonists, antiepileptics and
deep brain stimulation. Further investigations regarding
the various modes of management of this disorder would
improve the quality of life of the patients. This review
encompasses the history,

aetiology, epidemiology,

investigations and treatment modalities of this

movement disorder.
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Introduction

Dystonia refers to a movement disorder that leads to
involuntary contracture of muscles.

A French neurologist named Henry Meige in 1910
described a disorder characterized by dystonic spasms
involving the majority of the facial muscles ™. Since
Meige's original description, a similar syndrome was
described by Altrocci, Paulson, Marsden and Jankovic
which was characterized by blepharospasm and
oromandibular dystonia ¥ This condition is called
“Meige's syndrome” and “Meige syndrome”. It is often
confused with ‘Meigs’ syndrome which is used to define
the triad of benign ovarian tumour, hydrothorax and
ascites.

Cranial dystonia can present in various ways with
different clinical manifestations. It can appear as
blepharospasm alone, oromandibular dystonia alone, or a
combination of both, which is also known as Meige's
syndrome. In some cases, the disorder may start by
affecting only the eye muscles (essential blepharospasm)
or the oromandibular region (oromandibular dystonia)
and then spread to involve other muscles. B
Blepharospasm is a type of focal cranial dystonia that
usually affects both of the orbicularis oculi muscles.
When it only affects the eyes, it is known as essential
blepharospasm. The most common form of
blepharospasm is bilateral tonic spasms, but it can also
appear as recurrent clonic spasms or eyelid apraxia,
which are less common.!

Oromandibular dystonia (OMD) is a medical condition
that causes involuntary muscle contractions in various
combinations of the lower facial muscles. The muscle
groups affected may include chewing, swallowing,

talking (tongue or dysphonia), or lips.’! The most
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common form of OMD is the one that affects the
masticatory muscles, which can lead to jaw clenching,
jaw opening, or jaw deviation. Although it can occur
independently, OMD is typically associated with another
focal dystonia that affects a contiguous body region,
such as the eyes, platysma, neck (cervical dystonia), or
larynx (spasmodic dysphonia). This condition can cause
difficulty in chewing, talking, or swallowing."

Etiology

Primary Meige Syndrome

Several studies and clinical scenarios have provoked the
significance of genetic components in the generation of
disease. The patients with p.Gly213Ser, or p.Ala353thr
clinical

mutations have been found to have

manifestations of Meige syndrome.
Recently GNAL (gene for guanine nucleotide-binding
protein G, subunit alpha) mutations have been reported
to cause cranial and cervical dystonia, but more evidence
is needed. %2

Secondary Meige's syndrome is usually caused by
tardive dystonia or underlying neurological disorders.
The use of neuroleptic medications has been linked to
the development of tardive dystonia in the cranio-
cervical musculature in 10-20% of cases, especially if
the drugs have been administered for more than a year.
The mechanism behind the development of Meige's
syndrome after long-term use of neuroleptics is thought
to be due to the blockade of dopamine receptors, which
denervation

alters  their  function,

[13,14]

leading to
supersensitivity.
Certain other medications have also been implicated in
the development of Meige's syndrome, namely, anti-
emetics  (metoclopramide),

dopamine  agonists

(levodopa, bromocriptine) and rarely the atypical

antipsychotics (olanzapine). 13!

Page 2



Dr. Harshitha Akkinepally,et al. International Journal of Dental Science and Innovative Research (1JDSIR)

Epidemiology

Meige syndrome has a varied clinical presentation. The
average age of onset is in the sixth decade, but there are
cases of teenage patients. Age seems to be an
independent risk factor in developing Meige syndrome.
1617181t has been suggested that females are more
susceptible to involuntary muscle spasms due to specific
estrogen isolated

receptors. The prevalence of

blepharospasm and varies

widely, estimated to be between 2% to 20%.

craniocervicaldystonias

Pathophysiology
The pathophysiology of MS is not well understood. The
most widely accepted hypothesis for the development of
MS involves abnormalities in the dopaminergic and
cholinergic systems. **%! Recent studies suggest that a
combination of environmental factors and genetic
predisposition can cause changes in the brain that reduce
cortical inhibition. !

Deoxyglucose metabolism in the striatum and thalamus
was shown to be increased in MS by positron emission
tomography, which was proposed to be related to
hyperactivity in the striatum and hypothalamus 2%, MS
is thought to develop due to damage to the brain base,
causing an imbalance in

dopamine  receptor

sensitivity.[?
MS was also found to be associated with decreased
inhibition in the cerebral cortex caused by environmental

(2119241 Silent

factors and genetic susceptibility.
functional magnetic resonance imaging (MRI) has
shown decreased activation of the primary motor cortex
(Brodmann Area 4) and premotor cortex (Brodmann
Area 6) in the mouth representing areas in MS patients
having isolated BSP.*!

The exact mechanism of the pathophysiology of
oromandibular dystonia is unknown. In a study, a
cortical

comparison of the “movement-related
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potentials” (MRCPs) between 6 OMD patients and 8
normal subjects was done and it was found that MRCP
amplitudes over central and parietal areas for mouth
opening and lateral movements were significantly
reduced compared to normal subjects, which implies that
impaired cortical preparatory process for jaw movements
exist in OMD. %!

Diagnosis

The presentation pattern of Meige syndrome differs from
one patient to another. Typically, it starts with the
involuntary closure of one eyelid (known as unilateral
blepharospasm), which later becomes bilateral. One of
the most bothersome features of this syndrome is that it
can take various phenotypic forms, ranging from
prolonged closure of the eye to clonus of the orbicularis
oculi or complete inability to open the eyes. This is a
type of progressive muscle dysfunction that initially
manifests as focal neurological function, either as
essential blepharospasm or oromandibular dystonia, and
later spreads to other muscles such as those in the neck
(antecollis, retrocollis, torticollis), respiratory muscles or
upper limb muscles (dystonic tremors).

The temporalis, masseter, and platysma muscles are
commonly involved in oromandibular dystonia. Patients
may experience involuntary lower facial and masticatory
movements such as lip pursing, chewing, grimacing, jaw
thrusting, opening, or closing/clenching. The risk of
dystonic contractions spreading to nearby muscle groups
is most common in the first year of initial symptoms,
and the probability of spread lasts for the next 3 to 5
years. In patients with blepharospasm, older age-of-
onset, female gender, and history of head trauma may
increase the risk of spread. 24!

It has been suggested by studies that patients suffering
from blepharospasm and Meige's syndrome are more

likely to develop Parkinson's disease. This is because
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basal ganglia dysfunction is common in the pathogenesis
of both disorders.

[Family history of dystonia was first noted by Henry
Meige in one patient and subsequently, Tolosa also
reported a family history of involuntary movement
disorders in 7 (out of 16) patients. *! Given the close
relationship between MS, BSP, OMD, and dystonia,
dystonia susceptibility genes may play an important role
in disease development. Mutations in torsion dystonia
(DYT)1 (TOR1A encoding torsion (Tor)A, Online
Mendelian Inheritance in Man [OMIM] ID: 605204) and
DYT6 (THAP1 encoding THAP domain containing 1,
OMIM ID: 609520) often affect the craniocervical
muscle and may contribute to the pathophysiology of
MS [27-29]

Investigations

A thorough history and physical examination should be
followed by facial electromyography to measure the
muscle response and to detect abnormality in nerve-to-
muscle signal transmission, MRI/CT brain to rule out the
stroke or any other brain lesion, serum SSA/SSB level,
serum copper and ceruloplasmin level and Beck's
depression inventory.!**

Management

Botulinum A(BoNT) injection is presently the most
preferred treatment because of its few side effects and
high efficacy. However, the disadvantages include
ptosis, lagophthalmos, dry eyes and diplopia in BSP
patients. Chewing weakness, dysphagia, dysarthria, and
dry mouth are common side effects of treating OMD
with Botulinum A injection.”!

A wide variety of medications including anticholinergics
(e.g., trihexyphenidyl), dopamine antagonists (e.g.,
tiapride, tetrabenazine), GABA receptor agonists (e.g.,
benzodiazepines, baclofen). Antiepileptics (e.g., valproic

acid), and several psychoactive drugs are used although

©2024 1JDSIR, All Rights Reserved

long-term use of psychoactive drugs can cause eyelid
spasming that is more often associated with the use of
typical antipsychaotics. Still, worsening of blepharospasm
has been reported with the use of olanzapine.
Eszopiclone and nitrazepam could alleviate the BSP by
reacting at those specific subunits (omega-1 and omega-
2) of the GABA receptor complex. *Y Some case reports
found that zolpidem is effective in such patients as it is
highly specific for a GABA omega-1 receptor. 23
Surgical treatment is an option for patients who are
unresponsive to the conventional drugs used to treat MS,
BSP, and OMD. Partial resection of the periorbital
muscle resulted in long-term improvement; however,
this is not the favoured therapeutic strategy owing to
postoperative complications such as inflammation,
aesthetic issues, hematoma, and exposure Kkeratitis
among others and the efficacy of BoNT. 1439

Deep brain stimulation of the globus pallidus internal
and subthalamic nucleus was effective in patients with
medically refractory MS, including those exhibiting
severe preoperative symptoms. 7}
Differential diagnosis
Myoclonus-dystonia syndrome, Psychogenic cranio
cervical dystonia, and progressive supranuclear palsy
can be considered a differential diagnosis for this
disorder.

Conclusion

MS is a complex dystonia that includes BSP and OMD.
Due to its low incidence, possible genetic heterogeneity,
and late age of onset, it is difficult to obtain complete
case data in families and, consequently, to identify
genetic markers and susceptibility genes. Currently, not
many treatment modalities exist for Meige syndrome.
Botulinum A(BONT) injection is the most feasible
approach to treating this disease currently. Deep brain

stimulation has been relied upon in cases of patients
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unresponsive to conventional drugs. There is an

immense necessity for research on the genomics of the

disease with an emphasis on the disease markers and
therapeutic targets thereby enhancing the quality of life
of the patients with this disease.
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