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Case Report

Syndrome of transient headache and neurologic deficits with 
cerebrospinal fluid lymphocytosis masquerading as meningitis in 
HIV patient
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Abstract: Syndrome of transient headache and neurologic deficits with cerebrospinal fluid lymphocytosis 

(HaNDL syndrome) is described as “headache attributed to noninfectious inflammatory disease” featuring, 

as its name suggests, headache that mimics migraine in addition to neurologic symptoms such as hemiparesis, 

hemiparesthesia and dysphagia. We report a case of a 50-year-old African-American female who presented 

with headache, malaise and subsequent hemiparesis. Despite bearing a close resemblance to an acute episode of 

meningitis clinically, cerebrospinal fluid (CSF) analysis of the patient was only positive for isolated elevation in 

white cell count. The patient was diagnosed with HaNDL syndrome which is characterized by transient headache 

and neurologic deficits with CSF lymphocytosis. While the overall condition often appears substantial, the disease 

is self-limiting and patients usually recover spontaneously.
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Introduction

Syndrome of transient headache and neurologic deficits 
with cerebrospinal fluid lymphocytosis (HaNDL syndrome) 
is described as “headache attributed to noninfectious 
inflammatory disease” featuring, as its name suggests, 
headache that mimics migraine in addition to neurologic 
symptoms such as hemiparesis, hemiparesthesia and 
dysphagia (1). While a thorough investigation of past 
medical history and detailed physical examination can help 
guide clinical suspicions, cerebrospinal fluid (CSF) analysis 
is required to make the diagnosis.

Case presentation

A 50-year-old African-American female with a past 
medical history of HIV, Crohn’s disease and hepatitis C 
infection presented with complaints of throbbing headache, 
subjective fever, malaise and photophobia. She denied 

confusion, weight loss, abdominal pain, nausea, vomiting, 
heartburn or urinary symptoms. Neurological exam was 
significant for moderate decrease in cervical spine range 
of motion with no evident rigidity, and was negative for 
Kernig or Brundzinski’s signs. She was alert and oriented, 
cranial II–XII grossly intact with no apparent motor or 
sensory deficits. Cardiac, pulmonary, abdominal and 
musculoskeletal exam was unremarkable.

Computed tomography (CT) head without contrast 
was unremarkable for intracranial abnormalities (Figure 1). 
Empirical antibiotic therapy was started for suspected 
bacterial meningitis. Lumbar puncture (LP) was performed 
and CSF analysis was positive only for isolated elevation in 
WBC at 20/μL, with total protein 42 mg/dL and glucose  
56 mg/dL). CSF was negative for Herpes Simplex virus 
(HSV), Varicella zoster virus (VZV), and enterovirus 
PCR, venereal disease research laboratory (VDRL), and 
Lyme antibodies. Serum studies for blood culture, serum 
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cryptococcal antigen and fluorescent treponemal antibody 
absorption (FTA-ABS) results all returned negative while 
C-reactive protein was elevated at 8.5 mg/dL. However, the 
patient reported abrupt onset of right-sided hemiparesis in 
both upper and lower extremities while left side remained 
intact. In addition, she reported worsening of occipital 
headache as well as photophobia. MRI without contrast 
showed punctate foci of increased white matter signal 
likely due to chronic migraine headaches or minimal 
microvascular ischemic changes (Figure 2). The WBC 

normalized and septic workup was negative. Bases on the 
history, physical exam and LP findings the diagnosis of 
HaNDL syndrome was made. On day 6 after admission, 
patient reported complete resolution of her symptoms with 
full recovery of right-sided muscle strength. 

Discussion

HaNDL syndrome is considered rare variant of migrainous 
headache. It is characterized by a migraine-like headache 
(single episode or multiple up to 12), associated with one of 
the following: hemiplegia, hemiparesthesia, dysphasia (>4 h), 
and rarely visual symptoms (2,3). The patients are usually 
asymptomatic between episodes. However, the neurological 
deficits can last up to 7 weeks (4). Despite the fact that most 
patients appear to be substantially ill upon initial evaluation, 
symptoms usually resolve completely within weeks to 
months. CSF analysis universally shows isolated pleocytosis, 
and CSF protein is frequently elevated (4). This is in 
contrast to familial hemiplegic migraine, which likewise 
holds the features of hemiparesis and migraine headache 
but with normal CSF analysis. Furthermore, patients with 
HaNDL syndrome also differs with its absence in familial 
history linkage (5).

While the etiology is unclear, it is thought to be 
related to unilateral vasospasm in the intracranial vessels. 
Transcranial Doppler sonography performed during and 
after documented attacks showed asymmetrical fluctuations 
in middle cerebral arterial blood flow velocity and pulsatility 
indicating that intracranial vasomotor changes play a role 

Figure 1 Cranial computed tomography was negative for acute intracranial abnormalities.

Figure 2 MRI without contrast showing punctate foci of increased 
white matter signal likely due to chronic migraine headaches 
or minimal microvascular ischemic changes. MRI, magnetic 
resonance imaging.
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in the pathophysiology of HaNDL (6,7). Studies have also 
demonstrated reduction in local or widespread ipsilateral 
cerebral blood flow on the ipsilateral side with neurologic 
deficits, hence raising the question on whether perfusion 
disparity participates in the development of HaDNL 
syndrome (3).

Autoimmune cross-reactivity due to either viral or 
inflammatory origin, on the other hand, is as well believed to 
contribute in the process of HaNDL syndrome. Specifically, 
a recent study has demonstrated autoantibodies to subunit of 
the T-type voltage-gated calcium channel, CACNA1H, has 
been linked to HaNDL syndrome (8). In addition, mitogen 
activated protein kinase-4 (MAPK-4) and DNA-dependent 
protein kinase catalytic subunit (DPKCU) antibodies were 
also detected in minority of HaNDL patients (8,9).

HaNDL syndrome has a good prognosis, it is usually 
self-limited and does not require treatment. However, 
corticosteroids, calcium channel blockers and acetazolamide 
has been previously used in treatment (10,11).

In conclusion, the exact etiology behind HaNDL 
syndrome remains poorly understood. Aside from HaNDL 
syndrome, other differentials that healthcare providers 
have to take into consideration upon evaluating patients 
with similar presentations should include acute meningitis, 
Mollaret’s meningitis, Lupus, malignancy, Lyme disease, 
Mycoplasma, ischemic event, atypical migraines and familial 
hemiplegic migraine (5). Because of the rarity of this 
syndrome and difficulty in confirming the diagnosis, it poses 
as a challenge for physicians, especially in acute setting.
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