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ABSTRACT

Background: Meige syndrome is a form of cranial dystonia characterised by blepharospasm
and oromandibular dystonia, with a twice-fold higher prevalence in women as compared to
men. The definitive pathophysiology underlying Meige syndrome remains unknown, but
some studies have postulated the role of striatal dopaminergic activity. Currently, no curative
treatments are available for Meige syndrome, but non-specific modalities include oral agents
such as anti-cholinergics, dopaminergics, and benzodiazepines. Botulinum toxin Type-A
(BoNTA) constitutes an effective treatment option in cases of Meige syndrome refractory to
oral management.

Case: We report three cases of female patients, age 42, 57, and 61 years, presenting with
complaints of blepharospasm and oromandibular dystonia.

Discussion: Low-dose BoNTA injections were administered, 10 units total weekly divided
into the orbicularis oculi, corrugator supercilii, frontalis, procerus, nasalis, zygomaticus,
mentalis, dan risorius, and orbicularis oris areas. Following repeated administrations of
BoNTA injections, the three patients no longer experience symptoms up till now.
Conclusion: The authors report that low-dose BONTA injections are effective in ameliorating
dystonic symptoms associated with Meige syndrome, with low incidences of side effects.
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Introduction

Meige syndrome, also known as ‘“Breughel
syndrome”, “Wood syndrome”, “Blepharospasm plus”,
“Cranial segmental dystonia”, and “Craniocervical
segmental dystonia”, is a form of cranial dystonia
which  characterized by blepharospasm and
oromandibular dystonia. The syndrome was first
described by a French neurologist named Henry Meige
in 1910.!

Meige's syndrome is generally found in women
aged 30 to 70 years. Clinical symptoms that are often
found in this syndrome includes blepharospasm
accompanied by difficulty opening the mouth, teeth
grinding, jaw deviation, and lip spasms. The muscles
that are most frequently affected are the masseter,
temporalis, and platysma muscles. Symptoms may
worsen with talking, chewing and biting.**
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Special characteristics of the dystonia in Meige’s
syndrome can be relieved by sensory stimuli also
called the sensory tricks. More than half of patients
with dystonia have one or more sensory tricks; in the
form of sleeping, relaxing, talking, pulling the upper
eyelids, blowing cheeks, walking, exposed to cold
water, yawning, drinking, chewing gum, or pressing
the chin and other facial areas.>**

The pathophysiology of Meige's syndrome is still
not definitively known. However, several studies have
suggested the pathophysiology of dystonia involving
dopaminergic activity in the striatum or the presence of
cholinergic abnormalities. Momentarily, there is no
curative therapy for Meige's syndrome, and treatment
options consist of non-specific modalities including
oral medication, injection Botulinum Toxin Type-A
(BoNTA), and Deep Brain Stimulation (DBS).*
BoNTA injection is a common therapeutic option used
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in cases of dystonia. However, the availability of these
drugs in Indonesia is still limited and with costly price.
Therefore, BONTA must be used judiciously and
efficiently to maximize its benefits.” We reported three
patients with Meige’s syndrome who achieved
complete remission of dystonic symptoms after
treatment with low-dose BoNTA injections.

Case Report

Our first patient was a 42-year-old woman who
came with difficulty of opening both eyelids with
increased blinking frequency in the past 1 year
accompanied by oromandibular movements which
makes it difficult for her to speak, eat, or drink. The
patient had tried oral medication as follows: Clobazam
1x10 mg, Trihexyphenidyl 3x2mg, and Clonazepam
1x2 mg. Unfortunately, they did not give any
significant effect. The patient chose BoNTA injection
for further treatment. The patient got BoNTA
(onabotulinumtoxinA) injection for the first time at 4
injection sites in the orbicularis oculi muscle, and 1
injection site in the procerus muscle with a total of 10
units due to limited funds and drug availability.
Injections in the following week were carried out with
a maximum dose of 10 units divided into the mental
and risorius areas. Furthermore, injections are given
alternately every other week with a limited dose of 10
units. The patient received injections for 11 weeks and
on the last meeting patient stated improvements. On
our latest meeting she was given 2 injections in the
risorius area with a total dose of 4 units. This patient
did not have any side effects to complain (Figure 1).

Figure 1. Initial dose given to the first patient
X =2 ml BoNTA injection

Our second patient was a 57-year-old woman who
came with difficulty of opening both eyes in the past 3
months. She complained excessive blinking which has
occur this past 5 years. On physical examination
movement in the oromandibular area were found.
Initially the patient was given 10 units of BoNTA
(onabotulinumtoxinA)  injections  injections in
orbicularis oculi, risorus, frontalis, and mentalis. The

injections were then given to other muscle such as
nasalis, and orbicularis oris alternatively on the
following other weeks. The patient complained
hyperlacrimation as a side effect that occurred one day
following an injection on orbicularis oculi. On our 10th
meeting, the patient had no more complaints (Figure 2).
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Figure 2. Initial dose given to second patient
X =2 ml BoNTA injection

The third patient is a 61-year-old woman who
presented with a similar complaint, specifically
difficulty in opening both eyes, which had persisted for
the past 8 months. This condition was accompanied by
involuntary movements affecting the oromandibular
region (Figure 3). During the initial consultation, the
patient was administered 10 units of BoNTA
(onabotulinumtoxinA) injections targeting the
orbicularis oculi, procerus, and orbicularis oris
muscles. The treatment regimen involved alternating
injections every other week into additional muscles,
including the corrugator supercili, nasalis, risorius,
zygomaticus, and mentalis. By the eighth session, the
patient received reduced doses, with only 2 units
administered to the procerus and zygomaticus muscles.
At follow-up evaluations conducted 1 year after the last
injection for the first patient, 4 years for the second
patient, and 2 years for the third patient, all three
patients reported complete resolution of their
symptoms, with no further complaints.
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Figure 3. Initial dose given to the third patient
X =2 ml BoNTA injection
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Discussion

BoNTA injection is an effective therapeutic option
for dystonic patients who are unresponsive to oral
therapy such as anticholinergics, benzodiazepines,
GABA receptor agonists, dopamine receptor agonists,
anticonvulsants, and vesicular monoamine transporter
2 inhibitors.* BoNTA is a potent neurotoxin produced
by Clostridium botulinum which can cause muscle
paralysis by inhibiting the release of acetylcholine at
synaptic junctions, causing local chemodenervation.
The therapeutic effect of BoNTA can be felt
immediately and reaches a maximum therapeutic
effect in 3-6 days®”® and has a 76-100% success rate
in hemifacial spasms, with an average repair duration
ranging from 2.6 to 4 months. The maximum
therapeutic effect that our patients felt reaches 2 weeks
and might be caused due to the lower dose that were
given in comparison to other journals. Another
systematic review, assessing BoNTA therapy for
blepharospasm in the adult population has concluded
that BONTA periocular injection is more effective than
placebo for alleviating the severity of symptoms.!°

Knowledge of the functional anatomy of the areas
involved in the injection is essential for the effective
use of BONTA injections. It is crucial to maximize the
effect of the neurotoxin on the target muscles, as well
as preventing the complications that can arise due to
the impact of the toxin on adjacent structures.!!
Complications from BoNTA injections are common
and tend to be mild and transient. However, the
complications that arise can still interfere with the
patient's comfort and capacity to carry out daily
activities.'® Several systematic reviews found that the
most common side effects of BoNTA injection for
cervical dystonia consisted of local muscle weakness,
dysphagia, dry throat, and dysphonia.'? Side effects
that might appear after BONTA injection for Meige’s
syndrome including lagophthalmos, facial droop, lip
droop, as well as hyperlacrimation. Side effects can
occur due to inaccurate injection site or excessive
doses of neurotoxins. '

A study by Jochim et al. showed the average dose
for effective therapy for patients with Meige syndrome
was 35.6 £ 21.8 units with a recommended dose of
1.25-2 units at each injection site.!* To date, there is no
consensus being published regarding standard practice
of BoNTA injection, including the dilution ratio of
BoNTA toxin, dose per injection, total dose per muscle,
or the number of injections at each site. All parameters
may vary between clinicians.'>!'” Moreover, a study by
Satild et al. who investigated differences in low and
high doses of BONTA in spastic or dystonic disorders
found that clinical improvement was achieved even
with lower doses, indicating that the use of higher
doses does not always produce better results. Sétild et
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al. also found a higher incidence of adverse events in
the high-dose group.!®!” Our patients were given 10
units of BONTA injections per appointment, far from
the recommended dose by Jochim et al (Table 1).'
Nonetheless, the dose given remained effective in
controlling the symptoms experienced, where the
benefit of the response is maintained at 1-4 years after
the last injection, with a mild hyperlacrimation as side
effect or no side effect.”

Conclusion

BoNTA injection is an effective therapeutic option
in cases of Meige syndrome. However, due to limited
drug availability and uneconomical prices, BONTA
must be used wisely and efficiently to maximize its
benefits and minimize complications. In this case
series, we establish that low-dose BoNTA injections
are effective in controlling dystonic symptoms in
Meige's syndrome, with low complication rates and
long-term benefits.
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