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CLINICAL VIGNETTE

A Real Headache

Jean Gibb, M.D., and Neil Parikh, M.D.

A 55-year-old female with a history of recurrent cutaneous
lesions and chronic headaches presented with a headache and a
rash. She reported her first episode of painful rash on her back
in 2001 following a trigger point injection over the same
location. Since that time, she reported frequent recurrences; she
was intermittently treated with valcyclovir at treatment dosing
(1000mg TID) and prophylactic dosing (1000mg BID) but
continued to have frequent recurrences. In the 6-8 months
leading up to this presentation, she reported going no more than
7 consecutive days without rash and headache-free. Breakouts
in her rash were associated with acute worsening of her chronic
headaches. She described her headaches as daily, associated
with neck stiffness, photophobia, phonophobia, and nausea.
There was no history of documented fever.

Social history revealed extensive travel in her employment as a
nurse with the Red Cross. Prior to this hospitalization, she had
tested negative for the presence of Lyme antibodies, Rickettsial
antibodies, syphilis, complement deficiency, and HIV. Her
quantitative immunoglobulins were within normal limits.

On physical exam, she was afebrile with a normal heart rate and
blood pressure. Her skin exam on initial evaluation was notable
for no rashes; neurologic exam showed no focal deficits with
cranial nerves II-XII intact. On hospital day 2, an erythematous
rash with 3-4 <0.5cm macules appeared over the left low back
with a single associated vesicle. The vesicle was swabbed and
returned HSV-2 (herpex simplex virus type 2) positive. She
was started on intravenous acyclovir. Due to persistent
headache, she underwent a lumbar puncture revealing 14
WBC/cm? (77% lymphocytes, 22% monocytes), 7 RBC/cm?,
glucose 68 mg/dL, protein 51 mg/dL. On her cerebrospoinal
fluid, HSV-2 PCR (polymerase chain reaction) returned
negative and HSV-2 IgG returned positive. Cerebrospinal fluid
cultures otherwise showed no bacterial growth. She was
diagnosed with recurrent cutaneous lesions secondary to HSV-
2 and suspected Mollaret’s meningitis.

Discussion

Mollaret’s meningitis is an entity first described in 1944 by
Pierre Mollaret in a Parisian journal of Neurology.! In modern
medical literature, it is commonly referred to as recurrent
benign lymphocytic meningitis.? In his original paper, Mollaret
described three patients who suffered from recurrent attacks of
fever, headache, and meningismus with sterile cerebrospinal
fluid containing “cell ghosts.” These “cell ghosts” were
identified by microscopic examination of the affected patient’s
cerebrospinal fluid and present within the first 24 hours of
symptom onset. The cells were described as large monocytes

with characteristic bilobed nuclei; Mollaret’s meningitis thus
came to designate the syndrome of recurrent aseptic meningitis
with the previously described symptoms lasting anywhere from
several days to weeks without an identifiable pathogen.
Additionally, these patients experienced interim periods free of
symptoms.!

Since the time of Mollaret, diagnostic modalities for meningitis
have evolved. With increasing incidence, this syndrome has
largely come to be associated with HSV-2 meningitis, typically
confirmed with HSV-2 PCR (polymerase chain reaction)
testing on the cerebrospinal fluid. Additionally, other viruses
(echo, coxsackie) causing aseptic meningitis have also been
labeled as Mollaret’s meningitis when they are recurrent.3
However, in its original conception, the term was employed to
describe aseptic meningitis with no identifiable pathogen
present in the CSF.! Our case is unique in that despite her
positive PCR from her skin lesions (confirming active HSV-2
infection outside the blood brain barrier), and her CSF with
lymphocytosis consistent with viral meningitis, her HSV-2
PCR test on the cerebrospinal fluid remained negative. This is
potentially confounded by her late presentation, that she was
treated with valacyclovir prior to hospitalization, and received
a dose of intravenous acyclovir prior to the lumbar puncture.
One previous study showed that for patients with a diagnosis of
recurrent benign lymphocytic meningitis, HSV-2 DNA was
present in 46% of LP samples obtained in the first 24-48 hours
of symptom onset and in 82% of samples obtained within 2-5
days of symptom onset.* However, PCR is an exquisitely
sensitive test, and a negative result is generally accepted as
ruling out active HSV-2 infection in the meninges.

The clinical presentation in the modern conception of
Mollaret’s is characterized as recurrent episodes of
meningismus, headache, and fever. These episodes are
separated by symptom-free periods. Individual recurrences can
last from days to weeks and resolve without intervention. CSF
findings reveal pleocytosis with cells characterized by the
“ghost-like” description above; no causative agent is
identified.’> These make up the Bruyn criteria from a 1962 paper
by the same.® There are other case reports of associated skin
lesions at the time of symptom occurrence. The clinical course
may persist up to 5 years in total duration. Mollaret’s is often
described as a diagnosis of exclusion; computed tomography,
intracranial angiography, and magnetic resonance imaging of
the brain are typically normal before the diagnosis is
entertained.’

Our patient’s headaches and neck pain were consistently worse
at the time of her cutaneous eruptions, furthering our suspicion



that meningeal inflammation in her case is driven by the same
pathology causing her cutaneous lesions. Our patient fits the
original definition of Mollaret’s meningitis, wherein no
pathogen in the CSF is identified.
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