Diagnostic and management difhiculties of chronic
inflammatory demyelinating polyradiculoneuropathy

Abdulrabman M. Al-Tabhan, MD, FRCE Kazi N. Asfina, MBBS, Mansour H. Al-Moallem, MD, MRCP

ABSTRACT

lae ¥y 5ydbt JSaeY &yl JSo Y iy DYl
Gl pdt) BL| ((CIDP ol SV o) L0
JUs] 3 dndll Jolgadl pady  Uoes L Doy Lpaints
Sl M) B b ) a0, 5 2l

LN dsS S

sl o Ogilay ) oo ) WS Bulys cF :ddy )
& (CIDP) i) eVl el Jull olas Wy 54
s paedlig iAol — oL N — el s U ainne
o 3y Tl )5 ) gy (02006 o 5 21986 0 8 il S
O s« DlelaizaVly ey ed) Slaslall 5 SN
sdocall bl e el e s i) L Sale] of L amils
il cf LS L Olae V) Clad 80 V1 a8V S e

RPNV EAPE RS ORTIVE S TRNTPESN P (p o

Ty DU 4 5 1573 18y Ly 0 22 01 s gl
(w33 )y L 70-3 s leeY) el 5L (4501
10 i s o1 6 cle oo M) 0 80% (s apitall 5t
.wu;&jﬁggiu@gg.(%Z.S&j)o\w
e A7% S0 15 gy (53% s 1 phaze A1 LI OIS
T et o Lo @858l n 3T ST o M) lame g s
osb sl ppnainis B AU s e S S e

Slas¥ Plsl (o0 aseid OF Luhyull coy (a8
Ak T sl b WL (CIDPy all el 5o
& M s Sl ey 3 oL Al s
Jordl gy e M Vi bl 5L ¥ 215 o) I
) a2 A e Sy ST 2l eas s
M| S8 sl Yy gdlal) Y Al b Al 5
D3 LS ol o B el ¥ il
Ll oty cppanl) o i i o Vs e o

L Bdos 2N U8 5 5le]
Objectives: To describe the pattern of chronic

inflammatory demyelinating polyradiculoneuropathy
(CIDP), and evaluate its local diagnostic and

management practices. To define factors responsible
for the delay in reaching a diagnosis and initiating
treatment.

Methods: Patients with the diagnosis of CIDP
attending King Khalid University ~Hospital,
Riyadh, Saudi Arabia between 1986 and 2006 were
retrospectively studied, in relation to diagnosis and
management. Diagnosis was reassessed, and patients
included in view of American Academy of Neurology
as well as Latov’s criteria. Available patients were
reevaluated and prospectively followed up until the
end of the study.

Results: Twenty-two patients were included (18 males
and 4 females, 4.5:1). Age at onset range was 3-70
years (mean of 33 years). Diagnosis in 80% of patients
was delayed from 6 months to 10 years (mean of 2.5
years). No case was diagnosed before referral. The
course was progressive in 53% and relapsing in 47%.
Most patients made significant initial improvement,
though less than expected. Two patients with long
delay in diagnosis (7.5 and 10 years) showed no
improvement.

Conclusion: Diagnosis of CIDP is frequently
delayed, with a deleterious effect on response to
treatment. This is related to some degree to the lack of
awareness among general physicians, which needs to
be corrected. Treatment was also hindered by patients’
suboptimal compliance, which could be improved by
better education. Management is not standardized,
and this could be improved by establishing up-to-date
treatment guidelines.
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hronic inflammatory demyelinating polyradiculo-

neuropathy (CIDP) is a well defined acquired
immune-mediated neuropathy.? In 1982, Dyck
et al' described the disease as a progressive or
relapsing limbs weakness, extending for 8 weeks or
more, associated with hyporeflexia, and is due to an
inflammatory demyelinating process. The prevalence of
CIDP is greatly underestimated due to many factors,
including the uncertainty in making the diagnosis.’ It
accounts for approximately 20% of acquired chronic
polyneuropathies, and is the most commonly recognized
type of the chronic immune-mediated neuropathies.* If
untreated, CIDP causes a progressive quadriparesis in
more than 60% of patients associated with significant
disability, as they become gradually weaker, and
unable to work and perform their main duties, and
later on become dependable in daily activities, and
finally wheelchair-bound and bedridden.’ Treatment
is associated with significant improvement in more
than 80% of cases and full recovery in 40%, especially
if it is started early and continued for 6 months or
more.® Medications used in the treatment of CIDP
include steroids, plasma exchange (PE), intravenous
immunoglobulin (IVIG) and cytotoxics.” This study
aims to evaluate the local diagnostic and management
practices among CIDP patients seen at KKUH, and
define the factors responsible for missing or delaying
its diagnosis. Results are expected to aid in formulating
practical diagnostic and management protocols.

Methods. All patients admitted to King Khalid
University Hospital, Riyadh, Kingdom of Saudi Arabia
from early 1986 to June 2006 with the diagnosis of CIDP
and related neuropathies were studied. Demographic
information, clinical features, and investigations as well
as different treatments and its effects over the follow-
up period were reviewed. Diagnosis on referral and
information on possible reasons for a delayed referral
to the neurology clinic was specifically looked for.
All available patients attending the outpatient clinic,
as well as those newly diagnosed, were reevaluated
and followed-up prospectively until the end of the
study. The diagnosis of CIDP was reassessed as per
the American Academy of Neurology (AAN) Ad-Hoc
Sub-Committee  criteria.® Depending on several
clinical, physiological, pathological, and CSF features,
these criteria define the CIDP diagnosis as definite,
probable, or possible. Patients were included if at least
they satisfy the criteria required for possible diagnosis.
These include first the clinical mandatory inclusion
criteria of progressive or relapsing motor and sensory,
rarely only motor or sensory dysfunction of more than
one limb of a peripheral nerve nature, developing over
at least 2 months, with hypo or areflexia. The second
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requirement is a mandatory clinical exclusion criterion
requiring absence of mutilation of hands or feet, retinitis
pigmentosa, ichthyosis, sensory level, or unequivocal
sphincter disturbance, or history of drug or toxic
exposure known to a similar peripheral neuropathy, or
a family history of a genetically based neuropathy. The
last requirement is the mandatory neurophysiologic
criteria that require clear evidence of a predominantly
demyelinating process in the proximal nerve segments.
These include 3 of the following 4 features in 2 or more
nerves: slow conduction velocity, partial conduction
block, or temporal dispersion, prolonged distal latencies,
and absent F waves or prolonged minimum F wave
latencies. Response to treatment was assessed according
to a disability scale that includes 5 grades. It starts with
“1” if the patient were still working, “2” if weakness
affects work but not activity of daily living, “3” if the
patient become dependent to a variable degree but still
ambulatory, “4” describes wheelchair bound state, and
“5” bedridden state. The Research Ethical Committee of
King Saud University approved this study and informed

consent was obtained accordingly.

Results. From a total of 27 patients, 5 were excluded
due to insufficient clinical data and or investigations,
precluding minimum requirement for “possible”
CIDP diagnosis. Table 1 summarizes the most relevant
demographic, clinical, and follow-up data in these
patients. One patient had type 1 Charcot Marie Tooth
(CMT). On final analysis, only 22 patients with CIDP
were included, 18 men and 4 women (4.5:1). Age of
onset was 3-70 years, with a mean of 33 years. Diagnosis
was significantly delayed in 80% of our patients, ranging
from 6 months to 10 years (average approximately 2.5
years). Eleven patients were labeled non-specifically as
chronic neuropathy or neuro-muscular disorder. Three
patients were misdiagnosed as CMT, 2 as severe diabetic
neuropathy, and one as Guillain-Barré Syndrome. No
patient was referred with a diagnosis of CIDP. After
referral to the neurology service all patients were
correctly diagnosed, apart from a 37-year-old patient
who was misdiagnosed as CMT for 4 years until a
repeat nerve conduction study detected partial block
and significant asymmetry between both sides. Another
patient was misdiagnosed as CIDP, but a positive
family history and non-responsiveness to prednisolone
indicated the proper diagnosis of CMT. Weakness was
the predominant symptom in all patients, except one
with predominantly sensory symptoms (disability grade
1). Weakness affected both proximal and distal muscles,
varying from very severe requiring artificial ventilation
in one patient, to moderate weakness (disability grade
2) in 2 patients. Deep tendon reflexes were absent or
diminished in most patients, except in 2 patients in
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Table 1 - Summary of 22 patients with CIDD seen at King Khalid University Hospital, Riyadh, Saudi Arabia from 1986 to 2006.

Patient Age of DID Disability Follow-up Diagnostic Treatment Disability Follow-up
onset grade period category grade “post”
/gender “pre”
1 47/M 3y 3 4m Definite Pred 60 mg 2 Short follow-up
2 23/F 25y 3 12y Definite PE, Pred 60 mg 2 No R, no maint
3 28/F 1.5y 5 (ventilator) 15y Definite (-CSF) PEX5 5 No R, maint
Pred 80 mg—20
4 28/F 2y 5 32y Definite Pred 60 mg AZT 2 R X 2, maint
5 52/M 6m 4 9y Definite IVIG, 6 m course 2 R X 3, maint
(myeloma) Pred 80 mg—15 Myeloma 3 y
6 39/M 2y 4 43y Definite IVIG X'5 course 1 R X 2, maint
Pred 80mg—20
7 37/IM ly 3 ly Definite Pred 80 mg—20 2 No R, maint
8 27IM 6m 4 3m Definite IVIGX 5, 3 Short follow-up
Pred 80 mg
9 23/M 2y 3 3y Definite Pred 80—20 2 No R, maint
10 45/M ly 4 25y Possible Pred 60—7.5 1 No R, maint
11 3.3/M 3m 4 1.5y Definite PEX 5 1 RX1
Repeated on
relapse
12 46/M 3m 2 23y Probable (DM) IVIGX 2, +3 1 R X 2, maint
monthly maint NIL for 13 m
13 13/M 7y 4 (wast) 4y Definite IVIG X 1, Pred 3 R X 2, maint
14 60/M 4 m 2 23y Definite (DM) IVIG X 2 Pred 1 R X 1, maint
15 70/M 6m 4 25y Definite Pred 60 mg—10 3 R X 1, maint
16 37/ M 4y 3 (wast) ly Probable Pred 80 mg—20 2 No R, maint
17 54/ M 1.5y 3 ly Possible IVIG course 2 No R
18 45/ F 10y 4 (wast) 6m Definite IVIG, Pred 80 mg 4 Short follow-up
19 39/M 3y 3 2y Possible (HIV+) AZT 1 Improved, no treatment
20 64/M 6m 4 3m Probable PE, Pred 80 mg 3 Short follow-up
21 7IM 75y 4 (wast) 45y Definite Pred 80—DC 4 No maint
22 38/M ly 1 (sensory) 6m Probable Pred 80 mg 1 ++clinical response

M - male, F - female, y - year, m - month, DID - delay in diagnosis, pre and post - before and after starting treatment, DM - diabetes mellitus,
wast - wasting, pred - prednisolone, PE - plasma exchange, IVIG - intravenous immunoglobulin, R - relapses, RX - relapses number,

maint - maintenance, AZT - Azathioprine, DC - discontinue

whom it was normal. Muscle wasting, both proximal
and distal was noted in 4 patients, all of who had delayed
diagnosis of 4-10 years. Sensory symptoms were generally
mild, of distal distribution, and predominantly of large
fiber modality. No patient had a sensory level, squint, or
urinary sphincter dysfunction. According to diagnostic
categories, 15 patients (68%) were classified as definite
(CSF was normal in one patient), 4 patients as probable
(biopsy was normal in one patient), and 3 patients as
possible. The certainty of diagnosis was enhanced in
all probable and possible cases after obtaining a good
response to steroids, according to Latov’s criteria.’
Concomitant diseases, include diabetes mellitus in 3

patients, multiple myeloma in one, and positive HIV
in another.

Treatment modalities. Prednisolone was given to
all patients as 60-80 mg daily dose initially alone or
in combination with other medications. Later on it
was titrated according to clinical response to 7.5-20
mg daily or on alternate days as maintenance therapy.
Ninety percent showed significant improvement of
motor function by one grade or more. One patient
became independent of ventilator. Fifteen patients
(68%) became ambulatory and independent. Seven
patients (31%) returned to work. Two patients (9%)
did not improve after 3 months of initiating treatment.
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Plasma exchange (PE) was used in 4 patients, usually
as 4-5 consecutive sessions (total volume approximates
250 ml/kg), with significant response in 3 patients only.
Intravenous immunoglobulin (IVIG) was given to 8
patients (daily dose of 20-40 mg/kg). One patient only
did not respond to either IVIG or steroids. She had
severe wasting and her diagnosis was delayed for more
than 10 years. Otherwise, IVIG resulted in significant
improvement in 7 patients, and was repeated successfully
on each relapse. Two patients received maintenance
infusions every 3-4 months with remission for 1.5-4
years.

Response to treatment. The response to treatment
is illustrated by comparing the disability scores in all
patients before and after treatment, which show that
more than 85% of patients were dependent or non-
ambulatory, while more than 68% became independent
and ambulatory.

Follow-up assessment. The follow-up period varied
widely from 3 months to 12 years. The reasons for that
are variable and can only be guessed in most patients,
because of frequent absence of contact addresses or
phone-numbers. For this reason, long-term follow-up
was restricted to those with a follow-up assessment
period of one year or more. Seventeen patients were
followed up for 1-12 years, with an average of 4.7
years. Eight (47%) of them sustained 1-3 relapses and
7 of them were on maintenance therapy. In 9 patients
(53%), the course was rather steady or progressive.
Maintenance therapy was given to 12 of the 17 follow-
up patients (70.5%), and included low dose (5-20 mg)
prednisolone in 8 patients, azathioprine in 2 patients,
and regular IVIG 3-4 monthly infusion in 2 patients.
One patient was stable for 12 years after initial treatment
while on no maintenance therapy, representing a
spontaneous recovery. Iwo patients with very much
delayed diagnosis of 7.5 and 10 years did not show any
response to steroids or even a course of IVIG, which
was used in the second patient. There were no records
of mortality among patients, whether CIDP related or
non-related.

Discussion. It is clear from analyzing the referral
pattern of patients, that most referring physicians were
not aware of the significance of CIDP as a treatable
entity among the commonly untreatable chronic
polyneuropathies. It can only be supposed that lack of
awareness is an important factor behind the prolonged
delay in reaching the diagnosis, which averaged 2.5
years, and reached 4-10 years in 4 patients. Latov
has noted that even neurologists may encounter such
difficulty, especially when the diagnosis is scrutinized by
the stringent AAN research criteria, or when an atypical
presentation such as sensory CIDDP, is encountered.*®

294  Neurosciences 2008; Vol. 13 (3)

This, however, needs to be considered within the
limitations of this essentially retrospective study.
Another cause of diagnostic difficulty in our patients
is the relatively high association with diabetes mellitus,
which was probably the reason behind misdiagnosing 4
patients as diabetic neuropathy. The significance of this
association, however, cannot be assessed in this study in
view of the high prevalence of diabetes mellitus in Saudi
Arabia reaching 23.7%.” The diagnosis of multiple
myeloma in one of our patients was rather unusual, as
CIDP is typically associated in relevant literature with
osteoclastic myeloma.'” Another patient had AIDS,
which is a well-recognized association, however, most
of these patients were noted to be asymptomatic at the
time of diagnosing CIDP!" The course of the disease
was progressive in 53% and relapsing in 47%, which is
almost identical to the figures in Barohn et al’s series.’
However, the exact nature of the steady course in the
first group and whether the course is actually relapsing
or of step-wise progression in the second group cannot
be determined accurately. The reason for this is mainly
the incomplete data and irregular follow-up noted in
most of our patients, which is related to the retrospective
nature of a large part of this study. Other reasons are the
relatively short follow-up period for most patients (less
than 2.3 years), and the high number of those who were
lost for follow-up.

The mean age of onset was 33 years similar to
35 years in McCombe et al’s series,'”> however, the
predominance of males was more than doubled in our
patients, in comparison with the latter study. There
is no clear explanation for this difference. Clinical
features were also similar to those described in earlier
reports."®'? Weakness was the predominant feature,
while sensory symptoms were noted in approximately
50% of patients similar to the findings of McCombe
et al of 94% and 65% respectively.'> A pure sensory
variety that was noted in one of our patients is a well
recognized but rather rare variety, affecting only 3 of the
53 patients reported by Dyck et al.! Biopsy was normal
in one patient, however his diagnosis was confirmed
by the presence of all other criteria, as well as a clear
response to therapy. This finding is well recognized in
the literature, reaching 26% in the study by Prineas and
McLeod."® Twenty (90%) of our patients had mandatory
CSF criteria. In one patient with typical pathological
changes, the CSF protein was within normal limits,
implying that in individual patients this criterion is
highly supportive, but not exclusive. This is similar to
the assumption made by Barohn et al> who reported
that 5% of their patients had normal CSF protein.

Response to long-term prednisolone was noted in
the majority of patients, reaching 85% when assessed
as improvement by one disability grade or more.
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This is comparable to previous reports such as that of
Dyck et al*> who reported significant improvement in
68% of their patients. Two of our patients with very
prolonged delay in the diagnosis of 7.5 and 10 years,
showed no improvement after 6 months treatment
with prednisolone. Such non-responsiveness and even
worsening after steroids has been well described before
by Dalakas and Engel.'* Plasma exchange was used in 4
patients, before IVIG became widely available. Three of
them responded well, and a 3.5-year-old child responded
unexpectedly well within a few days by improving
from grade 4 to 1. A similar very rapid response was
reported by Gross and Thomas.”” The IVIG resulted
in significant improvement in all patients, except one
in whom the diagnosis was delayed for 10 years. This
negative response to IVIG is probably related to the
marked muscle wasting noted in this patient. A similar
experience was previously reported by van Doorn et
al.’

Describing the long-term outcome in this group of
CIDP patients was hindered by the limited available
clinical data. Many patients have no updated contact
numbers, did not keep regular follow-ups, and were
non-compliant to variable degrees. This is more likely to
occur if patients are not well informed of the different
aspects of their illness, and most importantly its chronic
nature and the need for long-term treatment. However,
in spite of these limitations it is still possible to formulate
general prognostic conclusions in our patients, and
especially in some individual cases. One patient had
probably a spontaneous recovery as she had no relapses
during 12 years of follow up and while off medication. A
similar outcome was noted in 4% of Dyck et al’s series.'
Another patient required ventilation, and continued
afterwards to be bedridden for 1.5 years. The prognosis
is expected to be poor in this patient as he showed
evidence of severe denervation on EMG. Respiratory
failure requiring ventilation has already been noted as a
poor prognostic sign by Haden and Hughes,'” together
with old age and a relapsing-remitting course. In
McCombe et al’s series,' 10% of their patients, either
died or became severely disabled, while 30-40% had
a mild degree of disability. They noted that 50% had
a favorable long-term prognosis, being able to lead an
independent life for more than 10 years follow-up. In
our patients who were followed for a mean of 2.3 years,
31% returned to work, 54% became ambulatory but
unemployed, and 14% were confined to wheelchair or
bed, compared with 60%, 8%, and 11% in the series of
Dyck et al,! pointing to a less favorable outcome in our
patients. An important cause of this finding probably
includes the prolonged delay in making the diagnosis
and staring appropriate treatment, which ranged in 18
patients (80%) from 6 months to 10 years.

In conclusion, CIDP is not uncommonly seen
and readily diagnosed with an acceptable degree of

certainty locally. However, its diagnosis is frequently
delayed with deleterious effects on patients’ response to
treatment and outcome. It is referred through internists
who are apparently not well aware of this entity, which
is easily misdiagnosed as diabetic neuropathy or other
chronic untreatable neuropathies. It requires prolonged
follow-up and a high degree of patient’s compliance.
This is expected to improve with more intense patients
education. Finally, we recommend an objective
evaluation of this issue among internists and general
practitioners.
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