
Journal of Neurosciences in Rural Practice  | July - September 2014 | Vol 5 | Issue 3	 321

Letters to the Editor

Commentary

Malaria continues to be the most significant parasitic 
disease of human in tropical countries. It has many 
forms of clinical presentations and complications, 
including cerebral malaria, anemia, thrombocytopenia, 
acute renal failure, respiratory distress, jaundice, 
hypoglycemia, metabolic acidosis, and disseminated 
intravascular coagulation.[1] Intracranial hemorrhage is a 
rare complication in malaria, with only 10 cases reported 
in the available literature.[2‑11] There were eight males 
and two females. Nine of these patients were adults, 
with ages ranging from 21 to 85 years, and one patient 
was a 3‑year‑old female. Infection with Plasmodium 
falciparum was found in eight patients, infection with 
Plasmodium vivax in one patient, and mixed infection 
with Plasmodium falciparum and Plasmodium vivax in 
one patient.

Subdural hematoma was the most common intracranial 
hemorrhage (five patients), followed by subarachnoid 
hemorrhage (three patients), extradural hematoma (two 
patients), intracerebral hematoma  (two patients), 
and falx hemorrhage  (one patient). The three cases 
of subarachnoid hemorrhage were associated with 
intracerebral hematoma  (two cases) and subdural 
hematoma  (one case). One patient with subdural 
hematoma also presented a subdural empyema. The 
diagnosis of intracranial hemorrhage was established 
by computed tomography scan of the head in eight 
patients and at autopsy in two other patients. There 
was no clinical evidence of the trauma, fall from height, 
seizures, bleeding diathesis, intake of anticoagulants 
or any drug abuse. In the autopsied patients, there 
were no signs of widespread bleeding diathesis. All 
patients presented with anemia and thrombocytopenia. 
The intracranial hemorrhage may have been caused 
by rupture of a small vessel plugged by red cells 
in combination with severe thrombocytopenia, as 
proposed initially by Gall et  al.[3] In response to 
Plasmodium infection, proinflammatory cytokines 
are produced, such as TNF‑α, which up‑regulate 
endothelial adhesion molecules, promoting platelet 
and red cell sequestration in small vessels of the 
brain.[12,13]

Intracranial hemorrhage in malaria is a potentially fatal 
complication. Six of the 10  patients died, including 
three of the six patients who had the hematoma 
surgically drained. These three patients died from 
infections in the postoperative period. Three other 
patients recovered after surgery, one of them with mild 

cognitive impairment. The patient with falx hemorrhage 
recovered after the treatment with antimalarial drugs, 
with no signs of permanent impairment at hospital 
discharge. The article by Kochar DK published 
in this online issue of Journal of Neurosciences 
in Rural Practice[14] provides further evidence on 
this serious hemorrhagic complication in malaria. 
Intracranial hemorrhages are a medical emergency 
and require immediate diagnosis and treatment, 
with evacuation of the hematoma and correction of 
the associated hematological complications. To avoid 
such complications, it is imperative to treat each and 
every malaria patient at the onset of first symptoms. 
Although intracranial hemorrhage in malaria is 
almost exclusively caused by Plasmodium falciparum, 
Plasmodium vivax may also cause this complication,[11] 
which confirms the view, initially expressed by Kochar 
et  al.[15] in their detailed report of 11  patients, that 
Plasmodium vivax infection may also produce severe 
malaria.
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Spasmodic dysphonia 
like presentation of stiff 
person syndrome
Sir,
Stiff person syndrome  (SPS), originally known as 
Stiff‑man syndrome, is a rare neurological auto‑immune 
disorder first described by Moesrch and Woltman in 
1956.[1] It is characterized by the stiffness/rigidity of the 
axial muscles with painful spasms that are fluctuant 
in nature.[1] These symptoms are exacerbated by 
emotional distress, sudden movement of limbs, and 
other related stimuli. Clinical criteria were established 
by Gordon et  al. and later Lorish et  al. to accurately 
diagnose this disorder.[2] Thompson and Dalakas later 
expanded this criteria to include tightness of the axial 
muscles, the progression of stiffness to the limbs, painful 
spontaneous muscle spasms, and an elevation of positive 
antiglutamic acid decarboxylase (GAD or amphiphysin) 
antibodies.[3] Our patient was a 50‑year‑old female bank 
manager who was diagnosed with hypothyroidism, 
Vitiligo and vitamin B12 deficiency a few months 
before her presentation of SPS. In 2007, she developed 
a loss of her voice over a few days. Her voice was 
breathy and soft and she had to put a notable amount 
of effort when speaking. She was thought to have 
spasmodic dysphonia. However, ENT evaluation with 
laryngoscopy showed normal vocal cords on two 
separate occasions. Several years later, accompanying 
the loss of voice, she started noticing spasms in her 
neck with a subjective feeling of impaired breathing. 

She described these spasms in correlation with pain in 
her shoulders and a constant contraction of the neck 
and lower back. She also developed a mild drooping of 
the left eyelid and occasional subjective difficulty when 
swallowing. Results from repetitive nerve stimulation 
and single fiber EMG for Myasthenia Gravis and 
Eaton Lambert Syndrome were unremarkable on two 
occasions. A  computed tomography  (CT) scan of the 
chest was normal. By this time, she noticed that her 
overall condition was worsening with an increased 
fatigue, which finally led to her inability to work. Finally, 
a differential diagnosis of SPS was entertained as her 
serological investigations revealed highly elevated 
anti‑GAD antibodies.

SPS has an auto‑immune basis and may be accompanied 
by other auto‑immune diseases in addition to elevated 
levels of anti‑GAD antibodies.[1,3] Furthermore, other 
antibodies such as anti‑amphiphysin and anti‑gephryin 
may be elevated in SPS.[4] Decrease in Gamma Amino 
Butyric Acid  (GABA), one of the main inhibitory 
neurotransmitters in the central nervous system (CNS) 
regulated by GAD, leads to a heightened stimulation of 
the muscles by motor neurons.[5] Positive anti‑GAD levels 
are often implicated with strong antagonistic muscle 
contractions leading to rigidity in the lower limbs – a 
key feature in SPS.[4]

Interestingly, our patient initially presented with 
spasmodic dysphonia‑like symptoms, which made 
this case a diagnostic challenge. Also, our patient had 
a clinical picture similar to cranial nerve involvement, 
as seen by her ptosis of the eye  (predominantly on 
the left side). Much later in the course of the disease, 
she had painful neck spasms and visible bilateral 
contractions of the platysma. She also had trouble 
swallowing. Her ptosis on her left side was a sustained 
contraction without the weakness on the left side of the 
face as she was able to open her eye. Ophthalmology 
and Rheumatology assessments were unremarkable. 
Although some of her symptoms allude to cranial nerve 
or ocular muscle involvement, this SPS rarely affects 
the cranial nerves, ocular or bulbar muscles. What is of 
particular interest in our case is the initial presentation 
of spasmodic dysphonia like symptoms that preceded 
the classic signs of SPS by two and a half years. The 
loss of voice may have been due to spasms in the neck, 
from the underlying SPS, which were intermittent or 
subtle enough to go unnoticed. It was only years later, 
with the onset of sustained muscle contractions of the 
neck and lower back and the hyperlordosis, that SPS 
was suspected to be involved. This was later confirmed 
with the elevated titer of anti‑GAD antibodies. In 
many cases described by Lorish et al. in 1989, patients 
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