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Table. The Clinical Characteristics of the Patients with Fisher Syndrome (FS).

subject age sex antecedent infection prodrome dysesthesia hypesthesia GQ1b-Ab NCS date
vibration pinprick

normal sensory group (group NS, n = 6)
1 59 M none dysesthesia present none none positive day 10
2 28 M URI ataxia present none none negative day 7
3 23 M diarrhea diplopia absent none none not done day 16
4 68 M URI diplopia present none none positive day 17
5 36 F URI diplopia absent none none positive day 4
6 34 M diarrhea diplopia present none none positive day 4

hypesthesia group (group H, n = 4)
7 38 M URI diplopia present hypesthesia none negative day 11
8 21 F none diplopia present hypesthesia none positive day 5
9 38 F URI diplopia present hypesthesia hypesthesia positive day 14
10 68 M URI ataxia present hypesthesia hypesthesia positive day 4

The patients were divided into the following Two groups: those without hypesthesia (cases 1-6) and those with hypesthesia (cases 7-10). The days listed in
the nerve conduction studies (NCSs) column indicate the timing of the NCSs from the onset of FS.

Abbreviations: URI: upper respiratory infection

case series indicate that demyelinating processes cause the
decreased amplitudes of SNAPs observed in patients with
FS (11-14), whereas the results from two large case series
suggest that axonal neuropathy or dorsal root ganglionopa-
thy are responsible (8, 10). Therefore, the ~question of
whether decreases in SNAP amplitudes result from a demye-
linating process or an axonal mechanism remains controver-
sial. In this study, the results of SNCSs in two different
groups of FS patients (one group with hypesthesia and one
without) were compared in order to elucidate the correlation
between sensory symptoms and neurophysiological parame-
ters. In addition, follow-up studies were conducted in two
representative FS patients, one from each group.

Materials and Methods

Subjects

Ten consecutive FS patients were identified from patients
admitted to our facility between 1991 and 2011. The pa-
tients were diagnosed with FS if they demonstrated an acute
onset of the clinical triad (i.e., ataxia, diplopia and dimin-
ished tendon reflexes) and the resolution of symptoms
within one or two months. The clinical records of these pa-
tients and the results of the NCS were retrospectively re-
viewed for further analysis. The clinical details of each pa-
tient, including antecedent infections, sensory symptoms, re-
sults of serum GQI1b antibody screening and the timing of
the NCS from disease onset are shown in Table.

Nerve conduction studies

Standard testing procedures were performed in all patients
in our facility as follows: motor nerve conduction studies
(MNCSs) and F-wave conduction studies (FWCS) were con-
ducted on the right median and tibial nerves, and SNCSs
were conducted on the right median and sural nerves in an
anti-dromic fashion. The parameters were evaluated as fol-
lows: in the SNCSs, we analyzed SNAP amplitudes (meas-
ured from the baseline to the negative peak), sensory con-

duction velocities (SCVs) and the duration of the SNAPs
(defined here as the time between take-off and the positive
peak); in the MNCSs, we measured the distal motor laten-
cies (DLs), CMAPs (measured from the baseline to the
negative peak) and MCVs; in the FWCSs, we measured F-
wave frequencies and the shortest F-wave latencies. The
temperature was monitored and maintained above 32°C dur-
ing all recordings. The NCS parameters were compared with
those of control subjects (aged 24.0+3.0 years). In some
cases, NCSs were performed on several occasions during the
patient’s illness. In such cases, NCS parameters recorded
during the most severe period were selected for statistical
analysis (the days on which the NCSs were conducted after
admission are listed in Table as the NCS date). In particular,
parameters obtained on day 14 were used in case number 9
(the case depicted in Fig. 2) and those obtained on day four
were used in case number 5 (the case depicted in Fig. 3).

For the statistical analyses, each electrophysiological pa-
rameter obtained in the MNCSs, SNCSs and FWCSs (DLs,
CMAPs and MCVs in the MNCSs; SNAP amplitudes, SCVs
and the duration of SNAPs in the SNCSs; F-wave frequen-
cies and minimal F latencies in the FWCSs) was compared
between the patients without hypesthesia (group NS) and
those with hypesthesia (group H). Comparisons between the
two groups were performed using the nonparametric Mann-
Whitney test (SPSS Base ver 11.J, SPSS Inc., Chicago, Illi-
nois, USA).

Results

Patient characteristics

Out of the ten patients examined in this study, seven were
male and three were female. The average age at onset of FS
was 41.3 years (range: 21-68 years) (Table). The average
age at onset was similar between group NS (41.3+18.0
years) and group H (41.3+19.6 years). Eight patients had
antecedent infections (six had upper respiratory infections
and two had diarrhea) that manifested four to 11 days be-
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Figure 1. The three parameters of the sensory nerve conduction studies (SNCSs) performed on

the median and sural nerves of the Fisher syndrome (FS) patients without hypesthesia (group NS,
n=6) and those with hypesthesia (group H, n=4) were analyzed. 1-(a) and 2-(a): Sensory conduction
velocities (SCVs) in the median and sural nefves, respectively. 1-(b) and 2-(b): Amplitudes in senso-
ry nerve action nerve potentials (SNAPs) in the median and sural nerves, respectively. 1-(c) and
2-(c): SNAPs duration in the median and sural nerves, respectively. The statistical analysis was per-
formed using the non-parametric Mann-Whitney test.

fore the presentation of the initial symptoms of FS (data not
shown). Seven patients were positive for serum GQIlb anti-
bodies. All patients exhibited the clinical triad of FS, which
consists of ophthalmoplegia, ataxia and hyporeflexia/are-
flexia. Regarding the sensory symptoms, eight patients
(80%) complained of distal dysesthesia. Among these, one
patient (case 1) presented with dysesthesia as the initial
symptom of FS before the appearance of the clinical triad.
Six patients did not show hypesthesia (group NS), whereas
four patients complained of sensory deficits (group H) (Ta-
ble). All four patients with hypesthesia had impaired vibra-
tion sensation, and two patients also had decreased pinprick
sensation. No patient in either group showed limb weakness;
however, two patients (cases 1 and 9) showed dysarthria and
dysphagia. Both patients were alert and neither exhibited ex-
tensor plantar signs or brisk tendon reflexes, thus negating
the possibility of Bickerstaff brainstem encephalitis.

Results of NCS in the two groups

In the MNCSs and FWCSs, all electrophysiological pa-
rameters were normal in all patients and no differences were
found between groups NS and H (data not shown). In the
SNCSs, both the median and sural SCVs were within the
normal ranges and showed no statistical differences between
the two groups (median SCV: 63.0+3.1 m/s in group NS,
66.7£7.0 m/s in group H and 63.2+4.0 m/s in the normal
controls; sural SCV: 58.2+6.8 m/s in group NS, 55.3+2.1 m/

s in group H and 59.0£1.7 m/s in the normal controls)
[Fig. 1.1-(a), 2-(a)]. In the SNCSs, however, both the me-
dian and sural nerve SNAP amplitudes were significantly
decreased in group H (median SNAP: 30.5+9.0 uV in group
NS, 15.0+7.4 pV in group H and 37.8+9.4 uV in the normal
controls, p=0.027 between groups NS and H; sural SNAP:
19.5+6.5 pV in group NS, 5.6+3.2 pV in group H and
19.1#4.7 uV in the normal controls, p=0.016 between
groups NS and H) [Fig. 1.1-(b), 2-(b)]. In addition, the du-
ration of the sural SNAPs was prolonged in the patients
with hypesthesia (1.8+0.1 ms in group NS, 2.3£0.4 ms in
group H and 1.7+0.3 ms in the normal controls, p=0.046 be-
tween groups NS and H), whereas the difference in the du-
ration of the median SNAPs between the two groups was
not statistically significant (1.5+0.2 ms in group NS, 2.4x0.9
ms in group H and 1.14+0.1 ms in the normal controls, p=
0.108 between groups NS and H) [Fig. 1.1-(c), 2-(¢)].

Morphological changes in SNAPs during the clinical
courses of the two representative patients

Follow-up SNCSs were conducted in two patients: one
patient with hypesthesia (case 9, group H) and one patient
without hypesthesia (case 5, group NS) (Fig. 2 and 3, re-
spectively). In case 9, a second low-amplitude negative peak
appeared in the median nerve on day 1 approximately 2 ms
after the initial negative peak (arrow in Fig. 2A; day 1). The
latency of this peak gradually decreased through days 1 to
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Figure 2. The time course of the sensory nerve conduction
studies in the median nerve (A) and the sural nerve (B) of a
patient with hypesthesia (case 9). A. The sensory nerve action
potentials (SNAPs) in the right median nerve were recorded
on days 1, 4, 7, 14, 28 and 84 (day 1 was defined as the day of
admission). The arrows indicate the second negative peak that
followed the first negative peak. The arrowheads indicate the
positive peak that followed the first negative peak. The solid
line indicates the most prolonged period of latency associated
with the positive peak (days 4 and 7). B. The SNAPs in the
right sural nerve recorded on days 1, 4, 7, 14, 28 and 84. The
arrows indicate the SNAP take-off and the broken line indi-
cates the most prolonged latency of SNAP onset (day 14). The
arrowheads indicate the positive SNAP peak that followed the
negative peak. The solid line indicates the most prolonged la-
tency of the positive peak (days 1-4).

14 and was incorporated into the first negative peak on day
28 (arrows in Fig. 2A; days 4, 7, 14 and 28). SNAP dura-
tion, which was defined by the time difference between
take-off and the positive peak, gradually decreased from
days 4 to 84 (arrowheads in Fig. 2A; days 4, 7, 14, 28 and
84). After the complete fusion of both negative peaks on
day 28, the duration decreased even further until it reached
a normal SNAP amplitude on day 84. A comparable SNAP
dispersion was also observed in the sural nerve of the same
patient (Fig. 2B).

Day4

Day 12

Day40 || :

Figure 3. The time course of the sural nerve conduction
studies performed in a patient without hypesthesia (case 5).
The SNAPs of the right sural nerve were recorded on days 1, 4,
12 and 40 (day 1 was defined as the day of admission). The ar-
rows indicate notches on the descending part of the sensory
nerve action potentials (SNAPs) (days 1 and 12) and a nega-
tive peak that followed the first negative peak (day 4). The ar-
rowheads indicate the positive peak that followed the negative
peak. The solid line indicates the most prolonged latency on
day 4. Note that the latencies of the positive peak were pro-
longed on days 1-4 and thereafter gradually decreased
through day 40.

Interestingly, a similar desynchronization pattern was ob-
served in case 5. The patient did not have either dysesthesia
or hypesthesia throughout her clinical course (Fig. 3). A dull
notch on the descending SNAP slope was identified on day
1 (arrow in Fig. 3; day 1). On day 4, a second negative
peak appeared just after the first negative peak (arrow in
Fig. 3; day 4). This peak was then completely incorporated
into the first negative peak (Fig. 3; day 12). The latency of
the second positive peak (arrowhead in Fig. 3) was pro-
longed on day 4 and then gradually shortened through day
40.

Discussion

The following three results were obtained in the SNCSs:
(1) the patients with hypesthesia had lower SNAP ampli-
tudes with longer durations than those without hypesthesia,
(2) a distinct desynchronization SNAP pattern was observed
in the acute phase in the two patients who underwent

follow-up studies and (3) subsequent SNAP resynchroniza-

tion resulted in the recuperation of the SNAP amplitudes in
the convalescent phase in these two patients (Fig. 2).

2310
—184—



Intern Med 51: 2307-2312, 2012 DOI: 10.2169/internalmedicine.51.7828

First, the SNAP amplitudes in both the median and sural
nerves in the patients in group H were smaller than those in
the patients in group NS (Fig. 1). These results suggest that
a correlation exists between the presence of severe sensory
symptoms (hypesthesia) and decreased SNAPs in FS pa-
tients. Therefore, it is plausible that, in FS patients, de-
creases in SNAP amplitudes reflect pathological alterations
in large myelinated sensory fibers.

Second, this study provides two pieces of evidence re-
garding the desynchronization of sensory nerves. SNAP du-
rations were prolonged in the sural nerves of the patients
with hypesthesia (p=0.046, Fig. 1), thus suggesting the pos-
sible desynchronization of the sensory nerves in these pa-
tients. In addition, temporal SNAP dispersions were ob-
served in the two representative patients (cases 5 and 9,
Fig. 2, 3). thus indicating uneven desynchronization of a
fraction of the distal portion of the sensory nerves.

Third, the follow-up SNCSs conducted on the median
nerve in case 9 showed that the second negative peak was
gradually incorporated into the first negative peak. The sec-
ond negative peak was presumed to be a delayed segment of
partially demyelinated sensory nerve fibers. The remyelina-
tion of these fibers possibly led to a gradual improvement in
the latency of the second negative peak, which eventually
resulted in the recuperation of the SNAPs. In case 9, the
SNAP dispersion paralleled clinical improvements in hypes-
thesia, reflecting possible pathological desynchronization in
the acute stage and subsequent resynchronization in the con-
valescent stage.

Another intriguing finding was a similar desynchroniza-
tion/resynchronization pattern in a patient who did not mani-
fest any sensory symptoms throughout the entire clinical
course (case 5, Fig. 3). This finding implies that even FS
patients without sensory symptoms can harbor subclinical
demyelination of sensory nerves, although to a lesser extent,
thus widening the scope of sensory neuropathies in FS. In
this regard, the severity of demyelination may partially ex-
plain the severity of sensory symptoms in FS patients.

This case series had some limitations. First, this study
was retrospective and included a relatively small number of
patients. Ideally, the timing of NCSs should be prospectively
studied in a larger number of patients. Second, in the mor-
phological analyses of the SNAP configurations (Fig. 2, 3),
the presumed termination points of the SNAPs could be in-
accurate to some extent because the baseline deviated during
recording and because volume conduction of the muscle re-
sponses was recorded from the electrodes. Lastly, SCV, a
parameter that indicates the degree of demyelinating pathol-
ogy, was not decreased in FS patients, even in the hypesthe-
sic group (group H), thus suggesting that a demyelinating
process may not be the key underlying pathology. SCVs are
essentially determined by the latency of the fastest fraction
of the depolarized nerve trunk of the sensory nerves. In
acute and curable neuropathies, and especially in mild neu-
ropathies such as FS, it may be assumed that only a portion
of nerve fibers will exhibit mild demyelination, thus leaving

a certain amount of the fastest nerve fibers intact and main-
taining normal SCVs with mild SNAP dispersions.

Two large case series hypothesized that either sensory
nerve axonopathy or dorsal root ganglion (DRG) neuronopa-
thy cause decreases in SNAP amplitudes because a smaller
number of axons or DRG neurons could result in a de-
creased number of depolarized axons of sensory
nerves (8, 10). However, demyelinating neuropathies, such
as acute inflammatory demyelinating polyneuropathy,
chronic inflammatory demyelinating polyneuropathy and the
demyelinating type of Charcot-Marie-Tooth disease, can also
result in decreased SNAP amplitudes, largely due to tempo-
ral dispersion or to uneven desynchronization of the sensory
nerve fibers (15). Furthermore, two case reports on periph-
eral nerve pathology in FS patients reported the presence of
segmental demyelination with little axonal pathol-
ogy (16, 17). In our case series, most sensory symptoms, in-
cluding hypesthesia, abated at an early stage of the disease,
typically within a couple of weeks. This suggests that a de-
myelinating process rather than an axonal pathology is in-
volved because axonal pathologies require several months
for recovery. In summary, this study identified three features
of reduced SNAPs that imply the presence of an underlying
concomitant demyelinating pathology in FS patients: pro-
longed SNAP duration, temporal dispersion in the acute
phase and resynchronisation and recuperation of SNAPs dur-
ing the convalescent phase.

Conclusion

FS patients exhibit sensory polyneuropathies to varying
degrees, ranging from asymptomatic subtle electrophysi-
ological findings to symptomatic sensory deficits with de-
creased SNAP amplitudes. Decreases in the SNAP ampli-
tudes, increases in the SNAP duration and the temporal dis-
persion pattern observed at the early clinical stage in FS
provide evidence that a mild demyelinating process is in-
volved, at least in part, in this postinfectious polyneuropa-
thy.
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Chronic Inflammatory Demyelinating Polyneuropathy
Due to the Administration of Pegylated Interferon o-2b:
A Neuropathology Case Report
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Abstract

‘We report a 35-year-old man who developed weakness in his extremities five months after pegylated inter-
feron o (IFN0)-2b was administered. The serum tumor necrosis factor-o. (TNFo) was elevated and nerve
conduction studies revealed demyelination both in the distal and intermediate segments. The sural nerve pa-
thology showed mild demyelinating process. The cessation of IFNo. and administration of intravenous immu-
noglobulin improved both his clinical symptoms and the temporal dispersion in motor nerve conduction
stuely. IFNo-induced CIDP is presumably a transient immunological condition that requires immunomodula-
tory therapy. The elevated serum TNFo may implicate the degree of downstream autoimmunitiy induced by

IFNo.

Key words: chronic inflammatory demyelinating polyneuropathy, interferon o-2b, adverse effect, immuno-

globulin

(Intern Med 51: 217-221, 2012)
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Introduction

Interferons comprise an evolutionarily conserved family
of secreted proteins that participate as extracellular messen-
gers in a variety of responses, including antiviral, antiprolif-
erative, and immunomodulatory properties that maintain host
defense systems and homeostasis (1). The administration of
interferon alpha (IFNor) is commonly used as the first-line
therapy for patients with chronic viral hepatitis because of
its antiviral effects (2). On the other hand, autoimmunity is
a well-recognized complication of IFNo therapy, with re-
ported frequencies ranging between 4.3% and 18.5% in
large observational studies (3-5). Neuropathies due to ad-
ministration of IFNa are a rare complication (3, 4); how-
ever, eight distinct case reports have shown that chronic in-
flammatory demyelinating polyneuropathy (CIDP) can result
from administration of IFNo, presumably due to perturba-
tions in the host immune system (6-13). We here report a

biopsy-proven case with IFNo-induced CIDP in which the
serum value of tumor necrosis factor-oo (TNFo) was ele-
vated. The correlation between the anatomical distribution of
demyelination and the serum value of TNFo was discussed.

Case Report

A 35-year-old man was admitted to our facility because
of progressive weakness and numbness in his extremities
five months after the antiviral therapy was initiated to treat
chronic type C hepatitis using pegIFN ¢-2b and ribavirin.
At first, he felt subtle numbness in his toes and fingers. Two
months later, the tingling sensations gradually spread to his
soles and palms, and he began to have difficulty climbing
upstairs. In the following month, he became unable to screw
caps of bottles or button up his shirts. Five months after the
beginning of his neurological symptoms he was referred to
our department, at which point the referred neurologist dis-
continued pegIFN o-2b and ribavirin due to the possible ad-
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Table 1. Summary of Nerve Conduction Studies on Admission
left median left ulnar left tibial
DL (ms) 5.2% (<4.2) 4.4% (<3.4) 48 (<6.0)
CMAP (mV) 4.4 (>35) 48 (>2.7) 57 (>29)
MCV (m/s) 24.7% (> 48) 33.6% (> 49) 436 (>41)
min F-latency (ms) 54.8*% (<31) 49.2*% (<32) 70.8* (< 58)
F occurrence (%) 56.0 50.0 43.6* (>93)
left median left ulnar left sural right sural
SNAP (V) ne* (> 19) 1.8% (> 19) 109 (>83) 153 (>83)
SCV (m/s) " (<47) 19.2* (<44) 53.1 (<48) 55.1 (<48)

DL: distal latency, CMAP: compound muscle action potential, MCV: motor conduction velocity, SNAP: sensory nerve
action potential, SCV: sensory conduction velocity. MCVs were calculated between wrist and elbow in the median and
ulnar nerves and between ankle and popliteal fossa in the tibial nerve. SCVs were measured between index finger and
wrist in the median nerve and between ring finger and wrist in the ulnar nerve. The sural SCV was calculated between
posterior calf and the lateral foot. Asterisks indicate abnormal values. n.e.: not elicited. The values in parentheses

indicate normal value in each parameter in our facility.

verse side effects. However, the cessation of pegIlFN o-2b
did not alleviate the weakness or the numbness in his ex-
tremities, and he was admitted to our facility. On neurologi-
cal examination, the patient was alert and cranial nerves
were intact. His muscle bulk was preserved and no fascicu-
lation was observed. His Medical Research Council (MRC)
scores were as follows: deltoid, 5; biceps brachii, 4; triceps
brachii, 5; wrist extensors and flexors, 4; iliopsoas, 5; quad-
riceps femoris, 5; tibialis anterior, 3; extensor hallucis lon-
gus, 3. The patient complained of paresthesia in a stocking-
and-glove distribution. Pinprick and vibration sensation were
decreased in his toes and fingers. The deep tendon reflexes
were diminished. Bilateral plantar reflexes were flexor. Nei-
ther orthostatic hypotension nor dysuria was evident.

The urine analysis, the complete blood count and the bio-
chemical analysis were normal. Serum M-protein was nega-
tive by means of immunoelectrophoresis. Also, serum anti-
bodies against glycolipids, including GM1, GM2, GM3,
GAl, GDI1b, GD3, GT1b, GQIlb, and galactocerebroside-C
were negative. The antibody against o-2b was negative. It is
noteworthy serum tumor necrosis factor-ou was elevated at
9.2 pg/mL (normal value; 0.6-2.8 pg/mL). The protein level
in the cerebrospinal fluid (CSF) was slightly elevated at 50
mg/dL, while the number of CSF cells was 3/mm’. The re-
sults of the nerve conduction studies are shown in Table 1.
In the motor nerve conduction studies, the distal motor la-
tencies were prolonged; 5.2 ms and 4.4 ms in the left me-
dian and left ulnar nerves, respectively. The motor nerve
conduction velocities were markedly reduced; 24.7 m/s and
33.6 m/s, in the left median and in the left ulnar nerve, re-
spectively. One notable finding was a temporal dispersion of
the compound muscle action potentials (CMAPs) of the left
median nerve at the elbow, while the distal CMAP was rela-
tively - unaffected following stimulation at the wrist
(Fig. 1A). A similar dispersion pattern was also observed in
the right median and the left tibial nerves (data not shown).
The sensory nerve action potentials (SNAPs) were not elic-
ited or were only barely elicited in the left median and left
ulnar nerves, respectively, whereas the SNAP in the right

sural nerve and that in the right counterpart was 153 pV
and 10.9 pV, respectively. Over the following three weeks,
the SNAP in the right sural nerve was reduced from 15.3
uV to 3.6 pV. A nerve biopsy was then performed on the
right sural nerve and the teased fiber analysis revealed mild
demyelinating pathology, including myelin wrinkling, seg-
mental demyelination and remyelination (Fig. 2A). On tolu-
idine blue-stained, semi-thin sections, the number of large
myelinated fibers was slightly decreased and variably
thinned myelin sheaths were scattered (Fig. 2B, thin ar-
rows). In contrast, both the axons and unmyelinated nerve
fibers were relatively preserved. Invasion of macrophages
into  the endoneurium  was also  demonstrated
(Fig. 2B, thick arrow). A myelinated fiber (Fig. 2C, arrow)
showed electron-dense materials which looked like ly-
sosomes (Fig. 2C, small arrowhead, inset) situated in the
Schwann cytoplasm at the node of Ranvier. Another myeli-
nated fiber showed lamellated body in the Schwann cyto-
plasm (Fig. 2C, large arrowhead). Axons were well pre-
served in myelinated fibers (Fig. 2C, asterisks). The results
of the nerve conduction and the pathological evidence of
mild demyelination led us to diagnose him as having CIDP.
To determine any possible improvement after the cessa-
tion of pegIlFN 0-2b, the patient was observed for three
weeks without any additional treatment; however, the weak-
ness in the patient’s legs further deteriorated. High-dose in-
travenous immunoglobulin (IVIG; 0.4 mg/kg/day for five
consecutive days) was then administered. Within a week af-
ter the administration of IVIG, both the averaged hand grip
and the neuropathy disability scores (NDS) (14) recovered
to a remarkable extent; however, weakness in the extremities.
started to deteriorate in three weeks. Two additional courses
of IVIG were administered during the following two
months; the patient’s neurological status showed marked im-
provement within a week following each administration
(Fig. 3). The fourth administration of IVIG was canceled
due to a moderate elevation in the levels of liver enzymes,
probably an adverse effect of immunoglobulin administra-
tion. Fortunately, both the hand grip and NDS showed a
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Figure 1. A. Results of the motor conduction study performed on the left median nerve upon ad-
mission (five months after onset). The compound muscle action potentials (CMAP) elicited at the el-
bow shows a marked temporal dispersion, suggesting uneven demyelination between the wrist and
elbow. The dispersion pattern and duration of the CMAP was almost the same at the axilla. B. Re-
sults of the motor nerve conduction study performed on the left median nerve after three courses of
high-dose IVIG therapy (eight months after onset). The CMAP elicited at the elbow shows marked
improvement in terms of the dispersion pattern, although the latency period is prolonged compared
to Fig. 1A, which is suggestive of a remyelination process.

Figure 2. A. Teased fiber specimen. The pair of short longitudinal lines (top) indicates the normal
hiatus of Ranvier node. The asterisks indicate wrinkling of myelin. The small arrowheads indicate
segmental demyelinations or the widening of Ranvier node. The arrows on the nerve (bottom) indi-
cate the shortening of the intermodal segment of the remyelinated nerve. Bar=10 pm. B. Sections of
the sural nerve showing a large number of variably thinned myelin sheaths (thin arrows) and mac-
rophages invading into the endoneurium (thick arrow). Toluidine blue-stained'semi-thin section.
Bar=10 um. C. At the Schmidt-Lanterman incisure (arrow), irregularly shaped electron-dense ma-
terials (small arrowhead) were found in the cytoplasm of the Schwann cells (Sc). Other Sc¢ show
electron-dense granules and myelin-like materials in the cytoplasm (large arrowhead). The axons
were well preserved in both the myelinated and unmyelinated fibers (*). Bar=2 pum.
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Figure 3. The clinical course of the patient based on two neurological indices that were measured
over the course of one year; average hand grip and neuropathy disability scores (NDS). Each course
of high-dose intravenous immunoglobulin therapy (IVIG) improved both the average hand grip and
NDS. After the third course of IVIG, the indices gradually improved over the ensuing months. The
patient’s neurological status has been stable for three years (data not shown).

gradual improvement without further administration of IVIG
(Fig. 3). Follow-up NCS revealed improved synchronization
of the CMAP at the elbow (Fig. 1B), indicating a remyeli-
nation process at this segment. The patient did not require
further maintenance therapy, such as oral prednisone or im-
munosuppressants, and he has been free of neurological
symptoms for three years.

Discussion

We reported the clinical characteristics of a patient with
CIDP whose symptoms started one month after the admini-
stration of peglFN o-2b and gradually worsened over the
subsequent five months. The patient’s neurological status did
not improve after the discontinuation of pegIlFN «-2b,
whereas the subsequent administration of IVIG resulted in
rapid improvement of the patient’s motor weaknesses. Two
additional courses of IVIG were required during the follow-
ing months; however, no maintenance therapy was needed
for three years.

The results of nerve conduction studies indicated that the
demyelinating process involved both the distal and the inter-
mediate segments of the nerve trunks for the following rea-
sons. First, the sensory nerve conduction study revealed de-
creased SNAPs in the median and the ulnar nerves and a
relatively unaffected SNAP in the sural nerves: this pattern,
called an abnormal median and normal sural sensory re-
sponse (AMNSSR) pattern, indicates demyelination in the

distal terminals of sensory nerves (15, 16). Secondly, the
motor nerve conduction study showed temporal dispersion
within the intermediate segments of the median (Fig. 1A)
and tibial nerves, indicating that the demyelination process
also involved the intermediate nerve segments. In other
words, the demyelination occurred in both the distal and in-
termediate segments; thus, the condition was classified as
the diffuse type, according to the regional classification of
CIDP (15).

Kuwabara et al reported that the serum value of tumor ne-
crosis factor (TNF)-o. is elevated only in patients with the
diffuse type, among the three regional variatns of
CIDP (15). In the patient described here, the serum TNF-o
value was three fold the upper limit of the normal value.
TNF-q, a proinflammatory cytokine, is secreted from T-cells
and macrophages and exerts toxic effects on peripheral mye-
lin and endothelial cells (17). The sural nerve pathology of
this patient indicated extravasation of macrophages into the
endoneurium (Fig. 2B), which is possible evidence of break-
down of the BNB and activation of macrophages within the
intermediate nerve segment. It can therefore be speculated
that exogenous IFNo might have induced the release of ad-
hesion molecules or cytokines, such as TNF-q, leading to
the possible breakdown of the BNB and migration of
macrophages into the endoneurium.

In studies on IFNo-related complications, therapy-related
neuropathies were reported in only 3 of 11,241 patients with
hepatitis C in one study (3) and in O of 987 patients in an-
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other study (4); thus, therapy-related neuropathies are con-
sidered a rare complication of IFN« treatment. Nevertheless,
seven distinct cases of CIDP have been reported after the
administration of a variety of IFNo species, including
IFNo (6-9), pegIlFN o-2a (10), and peglFN o-2b (11, 12).
The interval between the administration of IFNa. and the on-
set of CIDP ranged from 3 weeks to 11 months. Among
these cases, three cases were observed following the absence
of therapeutic intervention for up to 6 weeks (6, 7, 11);
however, the neurologic symptoms deteriorated in all of
these cases, similar to the present patient. It seems that once
a causative immunologic trigger is initiated, the pathologic
process leading to demyelination is not interrupted even if
IFNo is discontinued. Autoimmunity, once induced by
IFNo, may trigger multiple downstream mechanisms, in-
cluding the increased expression of MHC class I antigens
and stimulation of the transcription of cytokines (including
TNF-0), leading to the activation of lymphocytes, macro-
phages, and natural killer cells (2). Among the six reported
cases of IFN-o-induced CIDP, three cases were classified as
the diffuse type and three cases the intermediate type, sug-
gesting the breakdown of BNB within the intermediate seg-
ments in IFN-o-induced CIDP and possible involvement of
TNF-a in the pathogenesis of demyelination.

On the other hand, however, a favorable outcome was re-
ported in all of the feported cases of IFNo-induced CIDP
when the patients were treated with any of the standard
therapies for CIDP, including oral steroids (6, 8), plasma ex-
change (7, 11), or IVIG (8-10, 12). In the present case,
three courses of IVIG were administered, but no mainte-
nance immunomodulatory therapy was needed. In the re-
ported cases of IFNo-induced CIDP, a few of relapses oc-
curred; however, no single case required the administration
of prednisone or inuﬁunosuppressants. These features imply
that IFNo-induced CIDP is a transient condition that re-
quires a certain period of immunomodulatory therapy, but
does not require the administration of a long-term mainte-
nance therapy.

Conclusion

Here, the clinical characteristics of a patient with CIDP
due to administration of pegIlFNo-2b are reported. IFNo-
induced CIDP is, in general, a benign and transient condi-
tion; however, immunomodulatory therapy is required to re-
verse the demyelinating process once it develops. The meas-
urement of the serum TNFo may be useful to assess the de-
gree of autoimmunity in IFNo~induced CIDP.
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