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Pearls
c Chronic inflammatory demyelinating polyradiculoneuropathy (CIDP) may present

acutely, mimicking Guillain-Barré syndrome (GBS).
c Marked thickening and enhancement of both the cranial nerves and cauda equina roots can

occur in patients with CIDP.
c Communicating hydrocephalus is an uncommon radiologic finding in patients with CIDP.

Oy-sters
c Acellular CSF is uncommon in patients with acute inflammatory myelitis and should

prompt consideration of alternative diagnoses.
c Hyperreflexia does not exclude the possibility of an acute-onset inflammatory

demyelinating polyradiculoneuropathy.
c Xanthochromia, though classically associated with subarachnoid hemorrhage, can be seen

in patients with markedly elevated CSF protein from CIDP.

A 32-year-old woman presented with rapidly progressive quadriparesis and distal paresthesias.
She had sustained a mechanical fall while walking her dog roughly 24 hours prior to pre-
sentation. Hours later, she noticed paresthesias in her feet. The next morning, she had similar
tingling and numbness in her hands as well as difficulty getting out of bed. She felt unsteady
when walking. She had several episodes of diarrhea but no bowel or bladder incontinence. Her
symptoms progressed rapidly over the course of the day and she was soon unable to stand
without assistance.

On initial evaluation, there was diffuse weakness in the bilateral deltoids, triceps, wrist exten-
sors, finger extensors, iliopsoas, and tibialis anterior. There were no objective sensory deficits
and no cranial nerve abnormalities although her speech was slightly dysarthric. Reflexes were
brisk throughout with crossed adductors. The plantar response was flexor bilaterally.

MRI of the spine with and without contrast, althoughmotion-degraded, was unremarkable. The
CSF was acellular with a total protein of 295 mg/dL and glucose of 62 mg/dL. Given the acuity
of presentation and hyperreflexia, the patient was started on methylprednisolone for presumed
transverse myelitis. Repeat MRI of the cervical spine confirmed no spinal cord signal abnor-
malities or pathologic enhancement and steroids were discontinued. She was started on IV
immunoglobulin (IVIg) for presumed GBS and completed a 5-day course. Serum GQ1B and
antiganglioside antibody testing were both negative.

Subsequent EMG and nerve conduction studies (NCS) showed markedly prolonged distal
latencies, severely slowed conduction velocities, and moderately decreased response ampli-
tudes in both arms. F-waves were absent. Motor responses of the bilateral deep peroneal, left
common peroneal, and left tibial nerves were absent. Sensory responses of the left median,
ulnar, and radial nerves were also absent. Together, these electrophysiologic findings supported
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the diagnosis of a severe, generalized sensorimotor poly-
neuropathy with primary demyelinating and secondary axonal
features.

At a follow-up appointment 1 month later, the patient’s
strength had improved considerably; she was able to walk with
a rolling walker, dress herself, and use the toilet independently.
The paresthesias had also improved and her residual discom-
fort was well-controlled with gabapentin and pregabalin.

Four months later (6 months after her initial presentation),
the patient developed recurrent, progressive weakness in her
legs and arms. She also experienced worsening paresthesias in
her palms and soles. On examination, there was subtle
weakness in the arms and she was unable to lift her legs an-
tigravity. Reflexes were absent throughout with the exception
of the bilateral brachioradialis, which was 1+. Repeat lumbar
puncture revealed an opening pressure of 21 cm H2O and
xanthochromic CSF (Figure, A) with a total protein of 960
mg/dL and glucose of 76mg/dL. There were 5 nucleated cells
(91% lymphocytes) and 1 red blood cell. Repeat MRI of the
brain and spinal cord revealed extensive abnormal enhance-
ment along the third, fifth, and eighth cranial nerves (Figure,
B, C, and D, respectively), subtle enlargement of the ven-
tricular system (Figure, E and F), and pronounced thickening
with associated enhancement along the cauda equina nerve
roots (Figure, G and H).

Out of concern for leptomeningeal carcinomatosis, the pa-
tient underwent CT of the torso. This revealed bilateral breast
masses considered to represent benign fibroadenomas but
was otherwise unrevealing. Bilateral breast ultrasound con-
firmed benign breast tissue with normal axillary lymph nodes.
Biopsy was deferred. CSF cytology was ultimately negative for
malignant cells. Urine and protein electrophoresis revealed no
monoclonal immunoglobulins. Testing for diabetes, HCV,
vascular endothelial growth factor, anti-Smith antibody, an-
tinuclear antibodies, antineutrophil cytoplasmic antibodies,
rheumatoid factor, dsDNA, Sjogren antibodies, HIV, trepo-
nemal antibodies, angiotensin-converting enzyme, and para-
neoplastic autoantibodies was either normal or negative.

The patient was diagnosed with relapsed acute-onset CIDP and
treated with a 5-day course of IVIg followed by 3 days of high-
dosemethylprednisolone. She was discharged to a rehabilitation
facility with the plan to repeat a 5-day course of IVIg every 3–4
weeks for the next 3 months. At a follow-up appointment
3 months later, the patient had regained significant strength
and was able to walk short distances without assistance.

Discussion
First described in the late 19th century, CIDP is now recog-
nized as the most common cause of chronic autoimmune

Figure CSF and MRI Findings

(A) CSF xanthochromia associated with markedly elevated CSF protein (960 mg/dL). Magnetization-prepared rapid acquisition with gradient echo MRI
sequences of the brain with contrast at the time of relapse show thickening and enhancement of the bilateral third (B, arrows), right fifth (C, arrow), and right
eighth (D, arrow) cranial nerves. Interval development of mild hydrocephalus (F) at the time of relapse was compared to the initial presentation (E) as
evidenced by enlargement of the third (arrows) and lateral ventricles (arrowheads) on T2-weighted MRI brain. MRI spine with contrast shows cauda equina
nerve root enhancement in the sagittal (G) and axial (H, arrows) planes.
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neuropathy.1 It is often considered the chronic form of GBS
with damage to peripheral nerve myelin leading to a similar,
though more insidious and often relapsing, combination of
weakness, large fiber sensory loss, and areflexia.1,2 The di-
agnosis of CIDP can be challenging given its protean clinical
manifestations and overlapping features with other peripheral
nerve disorders.2 Distinguishing among CIDP, GBS, and
other forms of polyneuropathy has key prognostic and
treatment implications.

Most patients with CIDP will present with a gradually pro-
gressive neuropathy over the course of several months.1 At
least 16% of patients with CIDP, however, will present with
rapidly progressive symptoms suggestive of GBS and are only
subsequently diagnosed with acute-onset CIDP (A-CIDP).3

Differentiating between A-CIDP and treatment-related fluc-
tuations (TRF) related to GBS can be particularly difficult,
especially early on. In one longitudinal study of patients with
GBS and A-CIDP, patients with TRF from GBS deteriorated
within the first 8 weeks of symptom onset and never had more
than 2 TRF.4 This patient presented acutely, with weakness
and sensory impairment developing over the course of 1–2
days. Given her EMG/NCS results and clinical improvement
over the next few weeks, she was given the presumptive di-
agnosis of GBS. It was only when she deteriorated again,
roughly 6 months after the initial presentation, that she was
diagnosedwithA-CIDP. Although nerve excitability testingmay
be useful in distinguishing between A-CIDP and GBS at early
stages, the technique is rarely used in standard clinical practice.5

This patient was initially diagnosed with and treated for
transverse myelitis. A compressive myelopathy was also
considered, particularly given the antecedent fall, speed with
which she deteriorated, and hyperreflexia on examination.
Although initial MRI was motion degraded, it helped exclude
the possibility of a structural spine lesion. Repeat MRI of the
cervical spine showed no evidence of transverse myelitis and
there were no cells in the CSF. While normal imaging does
not exclude the possibility of a myelopathy, it is unusual for
patients with an acute inflammatory myelitis to have an
acellular CSF.6 Given the degree of albumin–cytologic dis-
sociation (protein of 295 mg/dL with 0 cells), an in-
flammatory neuropathy (either GBS or A-CIDP) should have
been considered at the outset. The presence of hyperreflexia,
however, was considered to be incompatible with GBS. In-
deed, areflexia or hyporeflexia is considered mandatory for the
diagnosis. Yet, as noted in one recent systematic review,
hyperreflexia has been observed in all variants and subtypes of
GBS.7 Antiganglioside antibodies are positive in close to 90%
of patients presenting with hyperreflexia and electrophysiol-
ogy studies typically reveal an axonal, rather than de-
myelinating, polyneuropathy.7 Interestingly, in this patient,
antiganglioside antibodies were not detected and EMG/NCS
revealed a generalized sensorimotor polyneuropathy with
primary demyelinating features.

When the patient developed recurrent weakness 6 months
after her initial presentation, neoplastic, infectious, and in-
flammatory etiologies of progressive polyneuropathy were
considered. Repeat MRI of the brain and spine showed
pronounced thickening and enhancement of both the cauda
equina nerve roots as well as multiple cranial nerves. There
was new hydrocephalus. Overall, these findings were be-
lieved to be suggestive of leptomeningeal carcinomatosis
but an extensive workup for malignancy was ultimately
negative.

In retrospect, neither of these radiologic features was in-
congruent with the diagnosis of CIDP. Marked hypertrophy
and enhancement of both spinal and cranial nerves is com-
monly observed in patients with CIDP and may stem from
recurrent cycles of demyelination and remyelination.2,8 Hy-
drocephalus, meanwhile, is rarely observed in patients with
CIDP and to our knowledge has only been reported in 14
prior cases.9 The mechanism is unknown, although it has
been suggested that hypertrophied spinal nerve roots can
result in obstructed CSF flow.9 Protein-related blockage of
the arachnoid villi is another possibility and may have
played a role here.10 Elevated CSF protein is of course not
unique to CIDP and can be seen in both acquired and he-
reditary demyelinating polyneuropathies.2 However, sig-
nificantly elevated CSF protein is common in patients with
CIDP and can lead to xanthochromia, as observed in our
patient.2

In this case, a unique combination of atypical clinical and
radiographic features highlights why the misdiagnosis and
underdiagnosis of CIDP is so frequently encountered in
practice.2 Initially, the diagnosis was not considered due to the
acute presentation and early hyperreflexia. Six months later,
treatment was delayed out of concern for leptomeningeal
carcinomatosis given diffuse nerve root thickening and en-
hancement with associated hydrocephalus.
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