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1 The Guillain-Barré syndrome: an introduction

1.1 Introduction

The Guillain-Barré syndrome (GBS} is an acute immune-mediated disorder of the peripheral
nerves. The essential features are a rapidly progressive, more or less symmeirical weaknass
of the limbs and decreased or absent tendon reflexes. The weakness reaches its nadir
{maximum severity) by definition within four weeks, but it is usually seen within two weeks.
In 20-309% of the patients, weakness is so severe that artificial ventilation is needed.
People of all age, gender or race can be affected by this polyneuropathy. The first symptoms
of GBS are often preceded by an infection. Seventy percent of the patients report influenza-
like symptoms, a respiratory infection or a gastro-enteritis within the three weeks prior to
the onset of the disease.

The first description of what is now called the Guillain-Barré syndrome, was given by
J.B.O. Landry in 1859 '. The summation of clinical characteristics was extended by typical
findings in the cerebrospinal fluid as described by G. Guillain, J.A. Barré and A. Strohl in
1916 2. As research progressed, many studies reported on the clinical diversity of GBS. As
a consequence, the concept of GBS shifted from a single clinical entity to a disease with
heterogeneity in presentation, course and outcome.

Nowadays GBS is considerad to be a post-infectious immune-mediated acute polyneuro-
pathy with a heterogeneous symptomatology.

1.2 Diagnosis

“Guillain-Barré syndrome is a recognisable entity for which the basis for diagnosis is
descriptive in our present state of knowledge. The features, which allow a diagnosis,
include clinical, laboratory, and electrodiagnostic criteria. The problem is not with
recognition of a typical case, but with knowing the boundaries by which the core
disorder is delimited. The following criteria are established, in light of current know-
fedge and opinion, to define those limits”. This is how the first diagnostic criteria for
GBS were introduced in 1978 by an ad hoc National Institute of Neurological Disorders
and Stroke (NINCDS) committee °. Motivation for the set up of these criteria was the
increasing incidence of GBS in association with the swine-flu vaccine campaign in 1976.
As research progressed and knowledge was expanded, the criteria were revised in 1990
(table 1) *. Originally, these criteria were set up to facilitate epidemiological research. In
practice it seems appropriate to define GBS clinically, according to the simple diagnostic
criteria and subsequentily add further characteristics. This may result in subgroups within
the broad clinical definition. Depending on the time-course, the paitern of weakness and
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Chapter 1

the presence of sensory symptoms, different diagnoses have to be considered.

Table 1 Diagnostic criteria

Guillain-Barré syndrome

Features Required for the Diagnosis
= Progressive motor weakness of more than one limb.
= Areflexia or marked hyporeflexia in very weak muscles (< grade 3 MRC).

Features Strongly Supportive of the Diagnosis

* Progression over days ta a maximum of four weeks.

¢ Relative symmetry.

e Mild sensory signs or symptoms.

 Cranial nerve invalvement.

s Onset of recovery 2-4 weeks after progression stops.

= Autonomic dysfunction.

@ |nitial absence of fever.

» Elevated CSF protein after the first week of symptoms.

» CSF cell counts of 10 ar fewer moronuclear leukocytes/mm®.
« Abnormal electrodiagnostics with conduction slowing or block.
+ No other identifiable cause.

Features That Rule out the Diagnosis

= A current history of hexacarbon use.

» Abnormal porphyrin metabolism.

& A history or finding of recent diphtheric infection.

e L ead intoxication.

» The occurrence of a purely sensory syndrome.

e Diagnosis of poliomyelitis, botulism, hysterical paralysis or toxic neuropathy.

Adapted from the revised version of the diagnostic criteria for GBS, set up by the
National Institute of Neurological Disorders and Stroke #
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i The Guillain-Barré syndrome: an introduction

1.3 Pathogenesis

The clinical picture of polyneuropathy in GBS is the result of damage to the myelin sheet
and/or axon. This damage appears to be the result of an aberrant immune response to an
infectious agent. The role of the immune system in the development of GBS originates,
among others, from the fact that 70% of the GBS patients reports a preceding infection
prior to the onset of symptoms. Furthermore, the course of the disease can be influenced
by immune-modulating therapies as plasmapheresis (PE) and intravenous immunoglobuling
(IVlg). Finally, with the finding of antibodies directed against structures in the peripheral
nerve, the role of the immune system seems indisputable.

In most cases the nerve damage is primarily caused by demyelination. Pathophysicicgical
studies show lymphocytic infiltraies in spinai roots and peripheral nerves, followed by
macrophage-mediated segmental stripping of the myelin 5. As a consequence electrical
nerve impulses are disrupted leading 1o slowing of nerve conduction and in some cases to
conduction block £, In some cases, mostly severely affected patients, the inflammatory
demyelination is accompanied by destruction and loss of axons 72, It is difficult to distinguish
these cases from the primary axonal forms in which the primary immune attack is directed
against the nerve axons '%'2, In these cases macrophages penetrate the basal lamina of
the Schwann cell resulting in destruction of the axons. This process is without significant
demyelination and lymfocytic infiltrates are scarcely present 8, The clinical phenotype of
the primary axonal form and primary demyelinating form followed by secondary axonal
degeneration is similar. Since pathological material from GBS patients is scarce and
electrophysiological techniques are not able to discriminate between primary or secondary
axonal degeneration, the discrimination between these two groups is generally not possible
in daily practise.

it is not exactly known when and how nerve tissue becomes involved in the immune res-
ponse and this has been a major subject of GBS research over the last years. At present
the theory of “molecular mimicry” draws the attention and up to now it appears to be the
most attractive hypothesis in the development of GBS. As reaction to the presence of a
microbial agent, antibodies and/or T cells are produced to act directly against the microbial
antigens. Due to the structural resemblance of the antigens and host tissue, the antibodies
and/or T cells not only destruct the pathogen but also cause damage to the host tissue '3,
In GBS, the most extensively described relation between a pathogen, host tissue and anti-
bodies is the relation between a preceding infection with Campylobacter jejuni (Cjefuni)
and the presence of serum anti-ganglioside antibodies cross-reacting with lipopolysac-
charides from C_jejuni "%, Gangliosides are a subgroup of membrane glycolipids present
in the nervous system. Different types of gangliosides are described. The compasition of
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gangliosides in axons or myelin, but also in motor and sensory nerves and in ventral and
dorsal nerve roots, varies ">, As will be described below, the difference in presence and
type of ganglioside are related to the presence of certain clinical subgroups in GBS.

Not all infections with C.jejuni or other pathogens result in the development of GBS.
Furthermore, anti-ganglioside antibadies are not exclusively found in patients with GBS.
From this, it follows that other components are necessary to induce the development of
GBS. Most likely hostfactors play a role resulting in a susceptibility fo develop GBS. The
latter may be genetically determined or dependent on the immune status of an individual.
The fact that there is no straightforward genetic component responsible for the development
of GBS in general is supported by the lack of familial clustering and the lack of convincing
associations with any of the HLA classes 72", A promising start is mads to investigate the
role of polymorphisms in certain immune response genas in the development of GBS 202228

Cross-reacting antibodies Fligure1
Molecular Mimicry in GBS

Microbial antigens

1.4 Subgroups

As mentionad, GBS is considered to be a heterogeneous disorder. Because the pathophysio-
logical mechanism has not been fuily elucidated it is not known what the exact contribution
is of preceding infections and the presence of anti-ganglioside antibodies. Recent studies
reporting on the relation with certain Immune-response gene polymorphisms have revitalised
the thought that hostfactors are likely to piay a role 2. It is not known if subgroups are
completely based on simiiar underlying pathoghysiologic mechanisms and consequently,
the diversity of the clinical picture of GBS is fully determined by the preceding infection,
presence of anti-ganglioside antibodies and/or hestfactors. Another possibility is that
different mechanisms play a role, which result in a similar clinicai picture.

Classification of the subgroups is possible on different levels of the disease and characte-
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1 The Guililain-Barré syndrome: an introduction

ristics on several levels of the disease can be found in one subgroup {table 2 and figure 2).
The most common subgroup in the western world is the sensory-motor variant. it is the
classical descending paralysis with both involvement of the motor and sensory fibres. This
probably most resembles the Guillain-Barré syndrome as described by G. Guillain, J.A.
Barré and A. Strohl in 1916 % On the level of electrophysiology and pathophysiology, the
sensory-motor variant can be termed as acute inflammatory demyelinating polyneuropathy
(AIDP}. As mentioned earfier, this subgroup is characterised by primary demyelination,
sometimes accompanied by axonal loss. With respect to the preceding infections and
related anti-ganglioside antibodies, this variant has been associated with the
Cytomegalovirus {CMV) and the presence of anti-GM2 antibodies **°, Patients with a pre-
ceding CMV infection are characterised by a younger age, a relatively severe course with
a high frequency of respiratory insufficiency, often cranial nerve involvement and severe
sensory loss %,

The pure mator form accounts for 10-20% of the cases. It is, beside the absence of sen-
sory deficits, characterised by a rapid onset of weakness, initially predominant distal
weakness, an earlier nadir and sparing of the cranial nerves %0 In the pure motor type, a
preceding infection with C.jejuni is frequently described together with the presence of
anti-GM1, anti-GM1b and anti-GalNAc-GD1a antibodies ***°. This pure motor form is aiso
described in Japan and China and, based on electrophysiclogical and pathophysioclogical
findings, called “AMAN” (acute motor axonal neuropathy) 3. Here again, a preceding
infection with C.jejuni is frequently described together with the presence of anti-GM1 &%
Besides the AMAN variant also patients with severe senscry-motor symptoms were des-
cribed in China, termed "AMSAN" (acute motor-sensory axonal neuropathy). Based on
pathological findings, the authors suggested that “AMSAN” could be a more severe form
of “AMAN" %, Because pathology is scarce and elecirophysiclogical techniques are not
able to discriminate between primary or secondary axonal degeneration, the terms
“AMAN~ and “AMSAN” are not frequently used "5,

In other variants of GBS cranial nerve dysfunction is the most prominent feature. The most
frequently reported subtype is the Miller Fisher syndrome (MFS). This syndrome, characte-
rised by ophtalmoplegia, ataxia and absence of the tendon reflexes, occurs in 5% of all
GBS cases *. In MFS, the respiratory muscles are seldom affected and the disease appe-
ars to run a relatively mild course. A preceding infection with Cjejuni is also frequently
reported in MFS and anti-GQ1b antibodies are almost always present “¥44.

In case of the pharyngo-cervico-brachial (PCE) variant, difficulty in speech and swallowing
is most prominent. In PCB, the facial nerve is often affected and there is progressive
weakness in the oropharyngeal muscles, the neck, shoulders and proximal arm muscles
4545 Mitd weakness of the limbs and reduced tendon reflexes do not exclude the diagnosis
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of PCB. Associations have been described between PCB and antibodies against GTl1a
and GM1b %",

In a study concerning these cranial variants, significant overlap was found between the
variants and the classical GBS. In 59% of the cases, where symptoms started in the ocu-
lomotor region, difficulty in swallowing foliowed, indicating involvement of the lower cranial
nerves. In 33% of the cases, where symptoms started in the lower cranial nerve region,
the oculomater nerves became involved. In both variants, about haif of the patients devel-
oped a descending weakness in the extremities 52,

Table 2 Guillain-Barré syndrome, patterns within the clinical concept.

Sensory Motor MFS | .21 .| PCB Pure Mator

[ l — [ E
- |[Demyelinating|. | Axonal |} | IDemyelinating| | Axonal |
(AMDN) | |(amsaN)|

(AIDP) | [(AMSAN)|[ f - %
C.jejuni ﬁ':" : \ Cjejuni s
GTia, || GMIDb,
Gm2|. GQb GM1b | GalNAc-GD1a GM1
MFS Milier Fisher syndrome 1 Clinical subgroups
PCB Pharyngo-Cervico-Brachial variant 2 Electrophysiological/
AIDP Acute Inflammatory Demyelinating Pathophysiological
Polyneuropathy 3 Infections
AMSAN Acute Motor-Sensory Axonal Neuropathy 4 Anti-ganglioside antibodies
AMDN Acute Motor Demyelinating Neuropathy

AMAN Acute Motor Axonal Neuropathy
CMV Cytomegalovirus
Cjejuni Campylobacter Jejuni
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1 The Guillain-Barré syndrome: an introduction

Figure 2 Association between clinical subgroups, infections and anti-
ganglioside antibodies

Axonale

Mild sensory
_Pure maotor (18%)

GM4 Ab (20%)

Milter Fisher
B syndrome (3%)

GalC Ab (12%) ) GO1b Ab (4%).

GMoAD (65%)

EVEre senscry

Sensory-
1.5 Treatment motor (80%)

Supportive treatment

Although at present specific treatment is available, general care is still of utmost importance
for the GBS patient. Because of the risk of autonomous dysfunction and the unpredictable
course of the disease, the patient should be carefully monitared from the beginning. In doing
80, one shouid especially be aware of the possibility of respiratory distress, aspiration and
autonomic dysfunction. The latter expresses itself as wide fluctuations of pulse or blood
pressure, cardiac arrest or ileus. Pain often is a great burden to the patient. Although special

mattresses and frequent repositioning may be heipful, even the use of epidural morphine
application has been advocated .

Specific treatment

Table 3 gives an overview of all randomised controiled clinical trials (RCT) and two pilot
studies performed in GBS patients. In most of these studies, only patients were included
who were within 2 weeks after onset of symptoms and unable to walk independently.
Qutcome measurements were mostly based on the Hughes' disability scale. Table 4
shows this scale which assesses a disability score (f-score} of patients mainly based on
mobility *%. The first RCT was performed in 1978 *. Unfortunately, it could not show the
benefit of low dose prednisone as sole treatment. In 1993, a RCT was conducted to
investigate the efficacy of high dose prednisone on improvement in GBS patients *°. Again
no positive effect was found at 4 weeks.
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The efficacy of PE was the first to be demonstrated in two large clinical triais %7 In both
studies, improvement started earlier and artificial respiration was significantly less fre-
guently indicated in patients treated with PE compared to patients who received only sup-
portive treatment. In the above described RCTs, only saverely affected patients were inclu-
ded, i.e. patients unable to walk independently. In 1997, a paper was published on the
beneficial effect of PE, also in patients who were only mildly affected *,

The positive results of PE treatment reflected not only considerable decrease of morbidity, but
also a considerable degree of economic savings. However, drawbacks of PE treatment were
its contraindications, the invasive character and treatment failures during administration,
Based cn the positive results of IVIg treatment of patients with chronic inflammatory
demyelinating polyneuropathy (CIDP) and other autoimmune mediated diseases, a RCT
was conducted aiming for equal efficacy of IVIg and PE in GBS patients *°. If IVlg and PE
would prove to be equally efficient, [Vig would be preferable since it is widely available and
easy to administer. In the Netherlands, 150 GBS patients were included. This study showed
that IVig was at least as effective as PE in terms of improvemant in mobility at 4 weeks.
Subsequently, an international study has been published including 383 patients .
Besides confirmation of the positive effect of Ivig, this RCT investigated the effect of treat-
ment with PE followed by treatment with [VIg. The equal effect of [Vig and PE could be
confirmed. However, no significant additional effect was found of the combined treatment.
Based upon the above described resuits, IVIig can now be regarded as an effective treat-
ment for patients with GBS and is generally preferable.

Although [Vlg improves outcome, morbidity is still considerable. Therefore, the need
remains to investigate alternative or additional therapy for GBS patients. This has led to
the conduction of a pilot study on the additional effect of methylprednisolone (MP) on
standard Vg treatment ®', The positive results of this study were the base for the RCT on
the additional effect of MP described in this thesis.

Table 4 The Hughes’ disability scaie

_ Definition.
Healthy
Minor signs or symptoms of neuropathy but capable of running

Able to walk without support or a stick but incapable of running

Able to walk with a stick, appliance, or support
Confined to bed or chairbound

Requiring artificial ventilation

Dead

o o | B W e = O

pagina 10




1 The Guillain-Barré syndrome: an introduction

1978

Table 3 Treatment trial

stigators
Hughes et al. %

s in GBS

Therapy under investigation
Low dose prednisone vs placebo

improvement of 1 grade on the Hughes'disablity

No difference

study group

scale at 1 month after randomisation

40
scale at 1, 3 and 8 months after randomisation
1984 Hughes et al.™ 30 |PE vs supportive care Improvement of 1 grade on the Hughes'disablity | No difference
scale at 1 month after randomisation
1985| The GBS 245| PE vs supportive care Improvement of 1 grade on the Hughes'disablity | Significant difference
study group scale at 1 month after randomisation
1987 French Cooperative { 220} PE (albumin or fresh frozen plasma) | The time to recover walking with assistance Significant difference
Group on PE Vs supportive care
in GBS ¥
19921 The Dutch GBS 150]ivig vs PE Equal improvement on the Hughes'disablity No difference
study group > scale at 1 month after randomisation
1993 | GBS steroid 242 | High dose prednisone vs placebo | Improvement of 0.5 grade on the Hughes'disablity | No difference
trial group * scale at 1 monih after randomisation
1994| The Dutch GBS 25 {MP/IVIg vs IVig (pilot study) Improvement of T grade on the Hughes'disablity | Significant difference
study group &' scale at 1 month after randomisation
19971 French Cooperative { 556|0 vs 2 PE in mild patients, The time to onset of motor recovery in mild group, | Significant difference
Group on PE 2 vs 4 PE in moderate patients, the time to reach Hughes' grade 3 in in mitd and moderate
in GBS 4 vs 6 in severe patients moderate and severe group group, no difference
in severe group
1897 PE/Sandoglobulin | 379} PE vs IVIg vs PE/IVIg The difference in mean improvement in disabiiity | No difference
GBS triad group ® grade after 1 month, < 0.5 on Hughes'disability between Vg, PE and
grade for eguivalence. iVig/PE
2001 French Cooperative |39 {3 days IVIg vs 6 days The time needed to reach Hughes' grade 3 No difference
Group Vg (pilot study)
2001{ The Dutch GBS 225| MP/IVIg vs IVIg Improvement of 1 grade on the Hughes'disablity | Paragraph 4.1
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1.6 Prognosis

The retrospective epidemiological survey described in this thesis shows that in about 28% of
the patients, the disease runs a relatively mild course and these patients remain ambulant
during the course of the disease %. In the other patients the disease progresses and finally,
artificial ventilation is necessary in 20 to 30% of these patients *#%%%_ After a period of
progression a plateau phase follows which may take several weeks or months.
Subsequently recovery starts. Without specific therapy, the median time towards independent
walking takes about 85 days for patients not able to walk independently ®. Randomised trials
on the effect of PE and IVlg showed a madian time towards walking between 49 and 70 days
SEE7TB9E0 The reported mortality rates range from 2 to 12% 6%%6466 Thg jower rates are mainly
derived from treatment trials where patients with serious co-morbidity are excluded.

De Jager and Minderhoud studied long term outcome in 57 patients. With a follow-up time
varying between 2 and 24 years, they found that 35% of the patients was fully recovered,
in 35% of the patients a mild handicap was left and 30% of the patients suffered from a
severe handicap ¥. Fletcher et al. studied long-term outcome in 60 GBS patients requiring
mechanical ventilation. The mortality appeared to be 20%. However, 79% of the survivors
eventually regained independent ambulation 3.

Ouicome may be predicted in an early stage of disease using prognestic indicators,
identified in a variety of studies. Most studies show that older age, need for ventilatory
support, a rapidly progressive course and low compound muscle action potentials after
distal nerve stimulation (EMG) are predictors of poor outcome 55848873 |n the Dutch IVig
GBS trial, a multivariate analysis on the collected data of 147 GBS patients was performed
in order to study prognostic factors 7*. The importance of oider age, a rapid onset and
severity of weakness were confirmed. The most powerfui predictor in this study was,
however, an antecedent episode of diarrhoea. Rees et al. also found that a preceding
infection with C.fefuni, the commonest recognised cause of diarrhoea, was an important
prognostic factor 7. The Iltafian Guillain-Barré study group again reported an antecedent
gastro-enteritis as a predictor of worse outcome even as the Plasma Exchange/-
Sandoglobulin GBS Trial Group %67, Interestingly, in the Dutch trial, diarrhoea was only an
important prognostic facter in the patients treated with PE and not in patients treated with
IVig 3174

In conclusion the pregnosis of GBS varies from complate recovery to death depending on
prognostic factors and applied therapy. Frequently described predictors of poor outcome
are older age and severe neurclogical damage at nadir (expressed by the need of artificial
ventilation). Factors associated with a mild course of GBS are not known and are being
studied as part of this thesis.
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1 The Guillain-Barré syndrome: an introduction

1.7 Outline of this thesis

This thesis focuses on the heterogeneity of GBS. Because the pathophysiological machanism
has not been fully elucidated, it is only partially known what causes this heterogeneity and
determines the differentiation into specific subgroups.

Besides a coniribution to the unravelling of the pathophysiological mechanism, description
and recogniticn of the subgroups is important because the prognosis and response 1o
therapy may differ.

The first part of this thesis describes the epidemiclogy of GBS (Chapter 2). Epidemiology
can provide clues on the etiology by studying the disease at different time periods, at dif-
ferent places and among different types of people. Paragraph 2.1 describes a review on
the literature regarding the worldwide epidemiology of GBS. Paragraph 2.2 describes an
epidemiological survey in the Southwest Netherlands. This survey comprises 476 patients
and provides an overall incidence rate ({IR) for GBS in the Netherlands together with IR for
age, gender and seasons. Paragraph 2.3 describes the results of a study on the increasing
number of GBS cases ohserved on the Dutch Antilles island Curagao. IR and clinical
characteristics of the patients are assessed and compared with the results of the Dutch
survey on GBS.

The second part of this thesis describes studies on clinical aspects of GBS {Chapter 3).
In the first two paragraphs the clinical subgroup of mild patients is described. Paragraph
3.1 describes a retrospective study and provides data on clinical characteristics and pre-
ceding infections in mildly affected patients. Paragraph 3.2 describes a prospective study on
mild patients. Here, the focus is on the differences in the time course of the disease compa-
red to the severely affected patients. It includes an analysis of serological proven preceding
infections and the presence of anti-ganglioside antibodies. Furthermore, the cutcame in
miid patients is described and the need to treat this group of patients is discussed.
Paragraph 3.3 describes the course of the disease and cutcome of a clinical subgroup of
GBS, the Miller Fisher syndrome patients. In Chapter 4 firstly, the results of a double
blind placebo controiled randomised triai on the additional effect of methylprednisolone on
standard treatment with IVIg is described. In paragraph 4.2 the effect of publication of the
positive effect of intravenous immunocglobulin therapy in GBS patients on the referral pat-
tern is described. in Chapter 5, the general discussion, the main results are discussed
and conclusions together with suggestions for future studies are given.

Chapter 6 is a summary in English and in Dutch.
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Chapter 2

2.1 Epidemioclogy of the Guillain-Barré syndrome: a review

Incidence rates

GBS can affect all people and is not restricted to speciic areas nor related to factors as
gender, age, race, standard of fiving or climate. Qver the years 29 studies were assessed on
the epidemiology of GBS (table 1). The reported crude incidence rates (IR) vary from 0.16 to
2.2 cases per 100.000 persons per year. When avaluating epidemiological data based on
popuiation surveys it is important to consider 1) the method of case ascertainment, 2) the
time period under investigation and 3) the size of the population. The most cammonly
used method of case ascertainment is the use of the NINCDS criteria for GBS '. When
restricting to the studies that used these criteria, to a time period =7 years (median number
of years under investigation) and to studies including 254 patients (median number of
patients under investigation), the IR varies from 0.83-1.49/100.000. The studies were per-
formed between 1935 and 1997 and there appears to be no change in IR over the years.
Although GBS affects people from all ages, a clear increase in incidence with age has
been reported in most studies 26 Besides the increase in IR with age, some studies show
a peak around 20-30 years (a bimodal age distribution) 7.

In general, men are more frequently affected than women. In only four studies this diffe-
rence reached statistical significance #5517,

Two third of the GBS patients notice an infection approximately one to three weeks before
the onset of weakness. Although some of these infections tend to show a seasonal pre-
ponderance, there is hardly ever a significant difference between seasons reperted in the
occurrence of GBS. From the studies reporting on the seasonal occurrence of GBS, there
appears to be a slight lean towards autumn and early winter 481214
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Antecedent factors

Many factors preceding GBS have been described with the suggestion that they play a
role in the astiology of the disease. Convincing are the associations with certain viruses
and bacteria '37°. Also extensively described is the relationship with specific vaccines or
drugs but most chservations are, however, anecdotal """, Little doubt is left about the
relationship of GBS with the swine-flu vaccination in 1976 and the use of the antidepressive
drug, Zimeldine ™%, Finally, cases have been outlined where GBS followed pregnancy,
surgery and malignancies **#°. Here again, nc cause-and-effect relationship has been
established so far. In conciusion, the relaticn between certain bacteria and viruses and the
occurrence of GBS is generally accepted. The relation with factors as drugs, vaccines,
pregnancy and malignancy however, are anecdotal and subject of discussion.
Campylobacter jejuni (Cjejuni), cytomegalovirus (CMV), Epstein-Barr virus (EBV) and
Mycoplasma pneumonia are micro-organisms most frequently reperied as preceding
agent %%, Recently, most attention has been drawn by Cjejuni. In 1984, Kaldor and
Speed reported a preceding infection with this Gram-negative flagellated rod in 38% of
their GBS patients #°, This relationship has been confirmed extensively and much effort
has been made to further investigaie this association 52723 This has led to the definition
of a Cjejuni-related subgroup which is associated with a pure motor form, a more severe
clinical course and anti-GM1 antibodies 1¥25%_ Similarly, an association has been
demonstrated between a preceding CMV infection, a more severe course of the disease
and anti-GM2 antibodies 27,

If preceding factors would be the only etiologic factor in GBS, one should expect outbreaks
of GBS on a reguiar base. Although not regular, some outbreaks have been described.
The most extensively studied outbreak is the one associated with the swine-flu vaccine in
1976 and wilt be discussed in more detail below. Also in 1978, a 300 times the expected
IR was found in Jordan 3. A few weeks after a community-wide waterborne outbreak of
acute diarrhcea, 16 cases of GBS were found within ane monih. In the light of the current
knowledge of Cjejuni as frequent preceding infection, it is well possible that this agent
was responsible for this outbreak. In 1968 in Colombia, 17 cases were identified within
two months but no clear common factor could be found %,

The swine-flu vaccine

In the fall of 1976, over 35 million inhabitants of the United States received a vaccine
containing the A/New Jersey swine influenza virus. Two months later a marked increase
of GBS was reported among receivers of the vaccine and the vaccination program was
suspended. A nation wide surveiliance was set up by the Centers for Disease Control
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and Prevention {CDC). They established an attributabie risk of vaccine-related GBS in the
adult population of just under cne case par 100.000 vaccinations '%. The validity of this
study was heavily criticised because it was performed in a crisis atmosphere and lacked
diagnostic guidelines “°. A commission was ordered to re-evaluate the cases and it was
finally concluded that there was a relative risk of 4-8 times for GBS in the first six weeks
after vaccination *'. What really caused this increass has never been fully understood.
Some findings make it even more disputable whether there has really been an increase in
incidence. First, earlier vaccination programs, some including vaccination against the
swine-flu, were never associated with an increase in incidence. Second, nation wide sur-
veys in the years after 1976 did not show a relation between the influenza vaccine and
GBS “**. Third, US Army personnel was yearly vaccinated with a swine-flu vaccine and
no increase in the number of GBS cases was found “°. If there indeed was an increase in
GBS cases due to the vaccine, it seems to be uniguely related to that particular type of
swine-flu vaccine.

The Chinese paralytic syndrome

A unigue epidemiological phenomenum concerning GBS is the so-called “Chinese paraly-
tic syndrome”. This variant of GBS has been recognised for at least 20 years in Northern
China. McKhann et al. described a group of 3200 patients with remarkable epidemiclogical
features. This group mainly consists of children in rural areas who are predeminantly affected
during late summer. Most of these patients suffered from the subtype ‘acute motor axonal
neuropathy’ (AMAN) which is electrophysiclogicaily and pathologically characterised by
motor axonal degeneration with minimal cellular inflammation *¢47. A prospective study
showed a significantly higher percentage of serologically proven Cjejuni infections in the
AMAN patients compared to heaithy controls 2.

in conclusion, GBS can affect people worldwide, regardless of age, gender or race. In
the literature, IR are reported between 0.83 to 1.49/100.000. Men and older patients are
more frequently affected. Two third of the GBS patients experience an infection in the
weeks prior to the first syrmptoms. A preceding infection with Cjejuni is most frequently
reported.
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Table 1 Reported Incidence rates of Guillain-Barré Syndrom

Carlisie, England *° 1955-1961 3 0.6 - No
Guam > 1960-1966 5 1.9 - No
lceland ** 1954-1963 13 0.7 - No
Olmsted Gounty,UsA ¥ 1935-1976 40 1.7 - No
Israel ** 1969-1972 89 0.75 0.8 No
San Joaquin County, USA b4 1972-1976 18 1.2 1.4 No
Campania, Italy > 1971-1980 46 0.16 - No
Olmsted County, USA ° 1935-1980 48 1.7 1.9 Yes
Hordaland, Norway 2 1957-1982 109 1.1 1.2 Yes
Larimer County, USA *° 1975-1983 29 2.2 - No
Ringkobin County, Denmark 7 1965-1982 51 1.1 1.1 No
Benghazi, Libya 2 1983-1985 27 1.7 1.7 Yes
Perth, Australia 8 1980-1985 109 1.4 1.4 Yes
Copenhagen County,
Denmark ® 1977-1984 34 2.0 - Yes
Nairobi, Kenya *’ 1974-1981 54 - - No
Sardinia, ltaly 3 1961-1980 120 0.4 - No
Uusimaa County,
Southern Finkand >° 1981-1985 62 1.1 - Yes
Oxfordshire, England : 1974-1986 72 1.1 1.2 Yes
Ferrera, ltaly ° 1981-1987 16 1.3 1.1 Yes
Vermont, USA %° 1980-1985 51 1.6 - Yes
Ontario and Quebec,
Canada &' Ontario 1983-1989 1302 2.07 2.02 No
Quebec 1983-1989 1031 2.25 2.30 No
Alcoi, Spain % 1987-1991 5 0.9 - Yes
Tanzania > 1984-1992 59 0.83 - Yes
South-west Stockhoim
County, Sweden ** 1973-1991 84 1.49 1.56 Yes
Cantabria, Spain '° 1975-1988 69 0.95 0.86 Yes
Emilia-Romagna region,
taly 3 1992-1903 94 1.20 - Yes
South-east England 1993-1994 79 1.20 - Yes
South-west Netherlands ' 1987-1996 476 1.18 1.14 Yes
Spain © 1985-1997 337 0.85 0.86 Yes
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Southwest Netherlands

Based on the article “Mild forms of Guillain-Barré syndrome in an epidemiological survey
in the Netherfands”. van Koningsveld R., MD, Van Doorn PA., MD, PhD, Schmitz PLM.,
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Abstract

Objective: Assessment of incidence rates of the Guillain-Barré syndrome (GBS) in the
Netherlands over a ten-year period. Investigation of a relationship between possible sea-
sonability in GBS and the occurrence of preceding infections.

Methods: Records of GBS patients admitted between 1987 and 1996 from all 45 haspitals
in the Scouthwest of the Netherlands were evaluated covering a population of 4.2 million
inhabitants.

Results: 476 patients met the NINCDS-criteria for GBS. This resulted in a crude incidence
rate (IR} of 1.18/100.000 inhabitants. This IR increased linearly with age (p<0.01). Men
were more frequently affected than women {p<0.01). No seasonal preponderance for GBS
was found, nor for any of the preceding infections.

Conclusion: Overall [R in the Netherlands are similar to those found in other studies. The
incidence increases linearly with age and men are more frequently affected than women.
There appears to be no relationship between the seasonal occurrence of preceding infections
and the incidence of GBS within the year.

Introduction

Epidemiological knowledge of the Guillain-Barré syndrome (GBS} is limited with respect to
recent findings regarding preceding infections, prognostic factors and treatment options.
Overall, 15 studies on GBS using the National Institute of Neurclogical Disorders and
Stroke criteria (NINCDS) have shown incidence rates (IR) between 0.8 and 2.0 per 100.000
inhabitants "*°. Some of the more recent studies have also reported on the epidermiology
of preceding infections 812,

Here, we report an epidemiological study, retrospectively performed over a period of ten
years in the Southwest of the Netherlands. We assessed the IR of GBS in the Netherlands
and its fluctuations over a period of 10 years. Furthermore, we hypothesised a retationship
between seasonal distribution of GBS and preceding infections. 1t has been suggested
that the failure to find a seasenal preponderance of GBS is due to the fact that there is an
opposite seasonal occurrence between the most frequent antecedent events '°.

Material and Methods

The area and time-period

The survey was carried out in the Southwest of the Netherlands; an area comprising 4.2
million inhabitants which is about 25% of the population of the Netherlands. It consists of
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eight weli-defined health regions and is considered to be representative for the
Netherlands. We investigated all GBS cases admitted 1o the hospitals between January 1,
1987 and December 31, 1996.

Case-collection

After obtaining permission from the neurologists in all 45 hospitals, medical records were
collected of patients discharged under the international classification of disease code for
GBS (ICD-8, 357.0}. This code covers the following diagnosis: acute infectious polyneuritis,
postinfectious polyneuritis, GBS and Miller Fisher syndrome. To exclude false-positive
cases, each case was re-evaluated by a senior-neurologist using the NINCDS-criteria for
GBS ". To screen for false-negative cases, records were reviewed of patients discharged
under ICD-codes 357.8 (other specified inflammatory and toxic neuropathies) and 357.9
{not-specified inflammatory and toxic neuropathies) in three randomly selected hospitals.
These codes are censidered to be the most reascnable alternatives when GBS-patients
are erroneously discharged.

For each patient data were obtained concerning age, sex, duration of admission, symp-
toms and signs, days to nadir, complications and functional grading score (f-score) at
fixed points (nadir, two weeks, eight weeks and six months). The f-score is a disability
scale often used in clinical trials concerning GBS '8, The following preceding infections
were scored from stool- and serological studies: Cjejuni, Cytomegalovirus, Epstein-Barr
virus and Mycoplasma pneumoniae.

Statistics

We used the Poisson distribution for calculating 95% confidence intervals for the IR.
Differences in IR regarding gender, age group or year of admission were calculated with a
chi-square test without continuity correction. All calculations were performed using STATA
5.0 for Windows 85 (Stata Statistical Software, Release 5.0, Coliege Station, TX). A p value
< 0.05 was considered to be significant.

Results

During the period under investigation the number of inhabitants increased from 3.8 million
in 1987 to 4.2 million in 1996 (source; Statistics Netherlands). According to the ICD-code
615 patients were discharged with the diagnosis GBS. After re-evaluation, 484 patients
met the NINCDS-criteria and 116 patients did not. Among the latter group were patients
with chronic inflammatory demyelinating polyneuropathy (n=24) and patients reporting a
typical GBS-like pattern with symptoms and signs teo weak to meet the NINCDS-criteria
(n=18); 13 patient-files were not available. Eighteen of the 494 patients had to be excluded
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because their domicile was outside the borders of the predefined area. Under the code
357.8 and 357.9 no patients were identified meeting the criteria for GBS. Table 1 shows
the characteristics of 476 patients analysed in this study.

Table 1.
Characteristics of the patients {n= 476}

age > 50 46 (476)
men 59 {476)
sSensory signs or symptoms 67 {442}
cranial nerve involvement 40 (472)
artificial respiration needed 17 (472)
rapid onset of disease (<4 days uniil being bedbound) 32 (434)
severe maximum weakness (MRC<40) 36 (394)
mortality 3.4 {478)
median hospital stay (interquartile range) 29 days (15-53)

" number in parentheses is number of patients on which
informaticn was available

The overall crude IR was 1.18 per 100.000 inhabitants {95% Cl 1.08-1.29). The age-adjusted
IR, using the European population as a standard 19, was 1.14/100.000 (25% C| 1.04-1.24).
The crude IR for men was 1.42 (85% Cl 1.26-1.59) and for women 0.94 (95% C! 0.82-
1.09) {p=0.0001). The IR per age group shows a linear increase with age (p<0.01) {figure 1).
The IR from 1987 to 1996 shows only a slight {non-significant) decline over the years. Figure
2 shows the seasonal distribution of the IR. No clear fluctuation was found although there
was a slight increase in incidence in June and during most winter months. No clear {oppo-
site) peaks of occurrence for any of the four infections were found throughout the year.

Discussion

In this study we investigated the IR and seasonal fluctuations of GBS in ihe Netherlands.
When evaluating epidemiologicai data based on population surveys it is important to
consider the method of case ascertainment, the size of the population and the time period
under investigation. We used accepted diagnostic criteria {NINCDS) with the reasonable
assumption that all GBS patients are seen by a general practitioner and referred to a
neurologist. We studied 476 cases recruited in a ten-year period resulting in one of the largest
epidemiological studies on GBS worldwide.
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The crude IR of 1.18/100.000 inhabitants and age-adjusted IR of 1.14/100.000 inhabitants
found in this survey, are in agreement with other studies using NINCDS criteria. The gender
difference in IR reaching a significant level has only been reported earfier in two studies
where NINCDS criteria were used %'°.

In our study we found a linear increase in incidence with age (p<0.01) without an additional
peak araund 20-30 years as has been described in cther studies '*5%32922 Of those studies
describing a linear increase with age >*%%'% only one reached a significant level 2.

In most studies, including ours, the reported IR over the years suggest that there is no
change in incidence over time '*#%2", Although there is hardly ever a significant difference
between seasons reported, there appears to be a slight lean towards studies reporting the
occurrence of GBS more often in the autumn and early winter 3% Data in our study
are also suggestive for the preference for the winter maonths, We were unable to confirm
the suggestion that a clear lack of seascnal preponderance is due to the occurrence of
specific infections since the most frequent antecedent infections we have studied did not
show opposite seasonality '°.

pagina 34




2.2 Epidemiology of the Guillain-Barré syndrome
in the Southwest Netherlands

Figure 1. Incidence rates per age group
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on the Caribbean island of Curacao

Abstract
Background: Over the years, an increase in the number of Guillain-Barré syndrome (GBS)
patients has been observed in Curacao, the Netherlands Antilles.

Methods: Clinical and serclogical data were obtained from records of patients, admitted bet-
ween 1987 and 1999 and fulfilling the NINCDS criteria for GBS. When possible, serum and stool
samples were collected. The results were compared with a large Dutch epidemiclogical study.

Resulfts: Forty-nine patients were identified resulting in an overall crude incidence rate {IR)
in Curagao of 2.53/100.00C inhabitants (26% CI| 1.87-3.35) (Dutch study 1.18, rate ratio
(RR) of 2.14, p<0.0C1). The IR in Curagao increased from 1.62 in period 1987-1991 to 3.10
in the period 1992-1999, RR 5.22 (95% Cl 2.48-10.2, p=0.02}. The IR showed a curved
linear shape within a year. In comparison with the Dutch group, patients from Curagao
were characterised by a more severe course of the disease with a mortality rate of 23%
(3.4% in the Dutch group, p<0.001), a higher percentage of preceding gastro-enteritis
{p<0.001) and less involvemnent of the sensory system (p<0.001). In eight of ten serum
samples evidence was found for a recent infection with Campyfobacter jejuni.

Conclusion: This study reports a steady increase in incidence of GBS over the years in
association with a more pronounced seasonal preponderance and a more severg Course.
The clinical characteristics suggest a role for Cjejuni. An isolated island population is an
excellent base to study a multifactorial disease of unknown pathogenesis.

Introduction

Over the years the Guillain-Barré syndrome has shifted from a single entity of an acute flaccid
paralysis with absent tendon reflexes to a spectrum of subgroups within the broad clinical
definition. Studying these subgroups, based on clinical, pathological, electrophysiclogical
or epidemiciogical findings, may help to unravel the eticlogy of GBS. Epidemiologicai
phenomena are important since they can contribute to a better understanding of
pathophysiological mechanisms.

Here, we describe a study on the occurrence of GBS on the island Curagao, one of the
Netherlands Antilles. In recent years there appears 10 be an increase in the number of GBS
patients in Curagac and the individual cases seem to be characterised by a mora severe
course. We compared epidemiological, clinical and serclogical features of the GBS cases from
Curagao with a control group of GBS patients from the Netherlands. Studying an increase in
incidence of a rare, multi-causal disease in an isolated population could lead to more insight
in its pathophysiological mechanisms and detection of pessible unknown co-factors.
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Methods

The area and time-period

The study was carried out in Curacao, one of the five islands of the Netherlands Antilles.
Curagao is an autonomous part of the Dutch Kingdom and more than 95% of the population
has the Dutch nationality. This island is located near the cost of Venezuela and has a
population of approximatety 150.000. We studied all GBS cases admitted in the only
neurological department on the island from January 1, 1987 to April 31,1999,

As a control, we used data from a large population survey in the Netherlands. That study
included all cases that were admitted between January 1, 1987 and December 31, 1996 in
ali 45 hospitals in the Southwest part of the Netherlands (4.2 million inhabitants) *.

Collection of cases and controfs

Medical records were coilected of al! patients discharged under the international classifi-
cation of disease code for GBS {ICD-9, 357.0). This code covers the following diagnoses:
acute infectious polyneuritis, postinfecticus polyneuritis, GBS and Miller Fisher syndrome.
To exclude false-positive cases, each case was re-evaluated by a senior-neurologist using
the NINCDS-criteria for GBS 2. To screen for false-negative cases in Curacao, all records
were reviewed of patients discharged under ICD-codes 357.8 (other specified inflammatory
and toxic neuropathies) and 357.9 (not-specified inflammatory and toxic neuropathias).
These two codes are considered to be the most likely alternatives when patients are etroneously
discharged. In the Southwest Netherlands this was done in three randomly selected hospitals.
Data were obtained regarding age, sex, antecadent events, neurological signs and symp-
toms, treatment, days to nadir, complications, duration of admission and functional grading
score (i-score) at fixed points ®. We used the following parameters to indicats the severity
of the disease: artificial ventilation, rapid onset of the disease (being bedbound within four
days after the start of weakness), severe maximum weakness (Medical Research council
(MRC) sumscore < 40/60) and mortality. When possible, serum and stool samples were
collected to screen for antecedent infections.

We scored the preceding infections that are most frequently asscciated with GBS namely
influenza- or infiuenza like illness, respiratory tract infection, gastro-enteritis or diarrhoea
and other infections *. The CDGC criteria for nosacomial infections ® were used 1o define
the antecedent infections that occurred within three weeks before start of first symptoms
of GBS. The following infections were scored from stool- and serological studies:
Campylobacter jejuni (stool and serology), Salmonella, Shigefia, Yersinia,
Cytomegalovirus (CMV), Epstein-Bar virus (EBV) and Mycoplasma pneumoniae.

Data on Cjejuni infections among the general population were derived from the only labo-
ratory on the island where stool cultures are carried out. We collected 121 serum samples

pagina 40




2.3 Gastro-enteritis-associated Guillain-Barré syndrome
on the Caribbean island of Curacao

from healthy inhabitants of Curagao for controls. Twenty-nine were collected in March
19992, 40 in June 1999 and 52 in November 1999.

Statistics

We used the Poisson distribution for calculating the 95% confidence intervals for the IR.
Differences in IR per gender or age group were calculated with a chi-square test without
continuity correction. For graphical representation of the increase in incidence over the
years in Curagao, we used the method of restricted cubic splines . To analyse trends in
the IR, multivariate Poisson regression was used with year-of-admission and month-of-
admission as variables.

Differences in characteristics between cases from Curagao and the Southwest Netherlands
were, depending on the data, univariately tested using the chi-square test without contin-
uity correction, Fisher's exact test or- the Witcoxon-Mann-Witney U test.

All caiculations were performed using STATA 5.0 for Windows 95 (Stata Statistical Software,
Release 5.0, College Station, TX). A p value < 0.05 was considered to be significant.

Results

Population and patients figures

In Curacao the number of inhabitants increased from 152,314 in 1987 to 152,694 in 1997
(source; Statistics Netherlands). Since at the time of analysis the number of inhabitants in
1998 and 1999 was not available, we used the number of 1897 as an approximation.
From January 1987 to May 1999, 65 patients were discharged with the ICD-code for GBS.
Fiity-six patients met the NINCDS criteria for GBS, seven had another diagnosis such as
chronic inflammatory demyelinating polyneuropathy or radiculitis and two patients were too
mildly affected to meet the criteria for GBS. Another seven patients had to be excluded
because they were not inhabitants of Curagao. No cases were identified with code 357.8
and 357.9 that met the criteria for GBS. In the Southwest Netherlands 476 patients met the
criteria for GBS in the period 1987-19986, within a population of approximatety 4.2 million
inhabitants.

Incidence rates

We found an overall crude incidence rate (IR) of 2.53/100.000 inhabitants 95% CI 1.87-3.35)
in Curagao. The IR in the Souihwest Netherlands was 1.18/100.000, resulting in a rate
ratic (RR) of 2.14 (95% Cl 1.56-2.88, p<0.001). In Curagao, ihe IR for men was
3.28/100.000 (95% Cl 2.21-4.89), for women 1.86/100.000 (95% C1 1.12-2.90), RR 1.77
{(p= 0.03). Comparison with the IR per gender in the Dutch study showed no differences.
The IR in Curagao increased with age (p=0.02}. This linear increase in incidence with age
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was also found in the Dutch study.

Figure 1 shows the incidence rates from 1987 to 1992 for Curacao and the Southwest
Netherlands. A model, using multivariate Poisson regression, showed a trend in increasing
IR from 1987 1o 1998 in Curagao {p=0.09). Figure 2 shows the IR per month. In contrast to
the situation in the Netherlands, GBS is more prevalent in the months January, February
and December in Curagao with a decline towards zero in the months April, May and June.
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Figure 2

Incidence rate per month in
Curagao and the Southwest
Netherlands
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Table 1 shows the characteristics of the patients in Curagao and the Southwest
Netherlands. The frequency of characteristics representing the severity of the disease
(artificial ventilation, rapid onset of disease, maximum weakness, and mortafity) are all sig-
nificantly increased in the Curagao group. Ten patients died in the Curagao group, 18 to
120 days after start of weakness. The age varied from 36 to 86 years, they had no severe
concomitant diseases and were all treated with VIlg. All ten patients were admitted to the
intensive care unit and monitorad. In five patients autonomic dysfunction was reported.
Six patients were transferred to the neurological ward because they showed sufficient reco-
very. After 1-7 days they were found death in bed or died after unsuccessful reanimation.
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Table 1.
Characteristics of GBS patients from Curacao and the Southwest Netherlands

% {n)*
age > 50 years 46 (476) 0.24
men 59 (476) 0.77
sensory signs or symptoms 17 (46) 67 (442) < 0.01
cranial nerve involvement 35 (49) 40 472) 0.47
artificial ventilation needed™ 31 {49} 17 (472) 0.01
rapid onset of disease ** 83 (36) 32 {434) < 0.01
severe maximum weaknesg™ 60 (43) 36 {394) < 0.1
mortality™ 23 (43) 3.4 (4786) < 0.01

*Number of patients from which information was available

"*Characteristics representing the severity of the disease (described under ‘methods’)

Preceding infections

Table 2 shows the reported preceding infections in the patient group from Curagao and the
Netherlands. Fifty-five percent of the patients in Curagao reported a gastro-enteritis as
preceding infection. In eight of ten patients, serological evidence was found for a recent
infection with Cjejuni. One of the two negative patients had a borderline antibody titer.
From the faeces of that patient, Cjejuni was cultured.

Table 2. Preceding infections in GBS patients from Curacao and the
Southwest Netheriands

% {n)* % ()~ p value
Infections clinical
Influenza- or Influenza-like 25 {44} 25 (387) 0.98
Respiratory fract 5 (44) 22 (387) 0.01
Gastro-enteritis/ diarrhoea 55 (44) 20 (388) < 0.01
Other 7 (44) 12 (389) 0.30
Infeciions serological
Campylobacter jejuni 80 (10) 32 {134} < 0.01
Cytomegalovirus 0@ 19 (239) 1
Epstein-Barr virus N.E. 7 (212)
Mycoplasma pneumoniae N.P. 9 (197)

* Number of patients from which information was available
N.P. = not performed
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Additional analysis of Curacao cases

From these results, three observations stand out. Firstly, it appears that the IR runs a more
or less stable course from 1887 to 1991, while from 1992 the IR starts to increase {figure
1). Secondly, analysis of the preceding infection resulied in a high percentage of gastro-
ehteritis in the Curagao group. Finally, in contrast to most other studies, we observed a
seasonal fluctuation (figure 2). We investigated these three findings in more detail.

We compared the group of patients diagnosed in the stable years (n= 12,1987-1991) with
the group admitted during the years in which the IR increased (n=37, 1992-1999). The
overall IR from 1987-1891 was 1.62 (95% Ci 0.36-2.83), the overall IR from 1992 t01999
was 3.10 (95% CI 2.18-4.27), RR 5.23 (p=0.02). Table 3 shows the clinical characteristics
of the two pericds. Regarding the preceding infections, a difference was found in the
percentage of gastro-enteritis (36% in 1987-1981, 61% in 1992 to 1999, p=0.18).

Table 3. Characteristics of patient group 1287-1991 and
patient group 1982-1999

1987-1991 1992-1999

% {(n=12) % {n=37) p value
age > 50 years 25 40 0.49
men o7 60 0.74
sensory signs or sympioms 25 15 0.41
cranial nerve invalvement 25 38 0.50
artificial respiration needed 17 35 0.29
rapid onset of disease 75 86 0.60
severe maximum weakness 42 68 0.17
mortality 0 27 0.04
gastro-enteritis 36 61 0.19

We compared the characteristics of both periods with the group of patients from the Dutch
study. For the period 1987-1991, there were only differences found for the percentage of
sensory involvement {25% in Curagao 1987-1891 versus 67% in the Southwaest
Netherlands, p=0.004) and rapid onset of weakness (75% in Curagao 1987-1991 versus
32% in the SW Netherlands, p=0.02). For the period 1992-1999, besides a difference in the
percentage of sensory involvement {15% in Curagao 1992-1999 versus 67% in the
Netherlands, p<0.001), significant differences were found for all four characteristics repre-
senting the severity of the disease. Finally, a higher percentage of gastro-enteritis was
reported in the 1992-1999 group (61% versus 20% in the Southwest Netherlands, p<0.001).

pagina 44




2.3 Gastro-enteritis-associated Guillain-Barré syndrome
on the Caribbean Island of Curacaoc

To explore the increase in reported gastro-enteritis among GBS patienis, we collected
data on positive Cjejuni stool cultures among the general population in Curagao. Data
available frorm 1988 to August 2000, showed an increase in the number of positive cultures
in 1299 and 2000 {n=1064, mean number 81). To explore the high percentage of serclogi-
cally proven Cjejuni infections in the GBS patients, we analysed 121 serum samples from
healthy controls from Curagao. Twenty-three of the 121 samples (19%) were positive for
C.jefuni while in the GBS group, eight of the ien were positive (80%, p<0.001).

In figure 2 the pattern of seasonality shows a curved linear shape with a peak in the
months January, February and December and a decline towards zero in the manths April,
May and June. We used Poisson regression with restricted cubic splines to fit the IR per
menth and year in a model. Figure 3 shows higher 1R over the recent years and a more
pronounced seasonal preponderance. Inserting seasons instead of months into the model
resulted in a fow IR in spring (p=0.001) and summer (p=0.06} and no difference in autumn
{p=0.19) compared to the IR in winter. To explore this seasonal preponderance, we analysed
data on Cjejuni cultured from stools taken from the general pepulation per month from
1993-1899. Figure 4 shows the seasonal fluctuation of the number of cultured Cjefuni
among the general population as well as the seasonal fluctuation of the GBS cases,

Figure 3
Incidence rate per year and month in Curagao
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Figure 4
Number of cultured C.jejuni per month among general popuiation in
Curacao (1988-August 2000) and IR GBS per month (1987-1999)
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Discussion

This is the first study reporting an increase in incidence rate of GBS over a longer period
associated with an increasing mortality rate, an increasing seasonal fluctuation and an
increasing percentage of preceding gastro-enteritis.

The first question however, is whether the increasing number of patients truly reflects an
increase in IR of GBS. This study was performed retrospectively and for the complete
study period, hospital discharge data and the NINCDS criteria were used. Screening hos-
pital discharge data is an accepted method for studying the epidemiolegy of a disease,
provided that accepted diaghostic criteria are used and that the disease is likely to result
in hospitatisation ’. This study was based an and identicai in methodology to a survey
performed in the Southwest Netherlands. In that study, 476 cases were analysed resulting
in one of the largest epidemiclogical studies on GBS worldwide. Data of that study were in
agreement with the literature on the epidemiology of GBS. In conclusion, we consider the
study as performed in Curagao to be consistent, making it reasonable to assume that the
increase in number of GBS patients truly reflects a rise in [R.

Three other studies have reporied an increase in IR of GBS over the years. In contrast to our
study, in two studies no differences were found with regard to age, clinical characteristics,
preceding infections or severity of the disease. It was concluded that the most plausible
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explanation was chance occurrence ®°. The study from Ferrara, Italy, reported that the
increase in inciderice pradominantly affected people over 50 years of age in urban centres '°.
In Curagao, we found an overall IR of 2.53 per 100.000 inhabitants. This is higher than
most other studies including that in the Southwest Netherlands. The high IR in Curagao is
mainly due to the increase starting from about 1992. An incidence rate as high as 3.10
over a six-year period (1992-1999} has never been described. We found that men were more
frequently affected than women (p=0.03). In three other studies using NINCDS criteria, this
difference also reached a significant level "2, The linear increase with age found in this
study is in agreement with other studies "#1""%? although some studies describe a bimo-
dal pattern '8, Studies on seasonal fluctuations often report a preference for the colder
months but seldom reach a significant difference 8'"'%, In China, a variant of GBS has
been described which occurs mainly in summer 7. This “Chinese paralytic syndrome” has
been recognised for at least 20 years and affects predominanily children and young adults
in rural areas. The study in Curacao is the first in which the seasonal preponderance is
based on incidence rates with significant differences between the seasons.

Despite the relatively low number of cases one could speculate about the cause of the
incidence increase in Curagao. An increase in the occurrence of an infectious agent can
result in an increase of the number of GBS patients. More frequent exposure to the pathogen
or the introduction of a particular strain, which more often triggers GBS, can alsc be
possible causes.

Cjejuni is the most frequently reported antecedent infection in association with GBS %20,
We suggest that C.jejuni plays a crucial role in the increase of GBS cases in recent years in
Curagao. Firstly, we found a higher percentage of gastro-enteritis asscciated GBS in recent
years. Since evidence for a recent infection with Cjejuni was found in eight out of the ten
recently collected serum samples, it is likely that this pathogen is the predominant cause
of gasiro-enteritis. There was no increase in the number of Cjejuni cultured between 1988
and 1998 among the general population. This suggests that the increase in GBS cases is
more likely to be induced by a more pathogenic strain than due to an increase in the
occurrence of Cjejuni on the whole. The increase in the number of C.jejuni culturad
among the general population in 1992 and 2000 could be due to the introduction of a
new, more advanced culturing technique. Recently, a start was made 1o type the bacteria
cultures in order to gain more insight in the spectrum of strains.

The observation that GBS runs a more severe course with a higher mortality rate also
points to Cjejuni since different studies report on the association between a preceding
C.jejuni infections and a more severe course of GBS *#"#% |n most studies, the pure
motor variant of GBS accounts for 10-20% of all cases ?°. Because this subtype is also
associated with a preceding C.jejuni infection, the 83% of pure motor cases we found is
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again suggestive for the relationship with C.jejuni 2%, In “the Chinese paralytic syndrome”
the pure motar variant was also more frequently found. A prospective study showed a sig-
nificantly higher percentage of serological proven Cjejuni infections in those cases com-
pared to healthy controis *°. A final indication of Cjejuni as a key player is the seasonai
fluctuation. Although the curve linear shape of the occurrence of Cjejuni very much
resembles the pattern of the IR of GBS, this requires further investigation since it is based
on numiers and not on incidence rates. Because not every Cjefuni infection results in the
development of GBS, Cjejuni alone can not entirely account for the increase in IR of
GBS. Therefore, a role for host factors and/or environmental factors must be considared.
Prospective research in this isclated island population can be of great value in determining
factors involved in the pathofysiclogical mechanism of the Guillain-Barré syndrome.
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Chapter 3

3.1 Mild forms of the Guillain-Barré syndrome; a retro-
spective study

Based on the article “Mild forms of Guillain-Barré syndrome in an epidemiological survey
in the Netherfands”, van Koningsveld R., MD, Van Doorn PA., MD, PhD, Schmitz P,
PhD, Ang C.W.,, PhD, Van der Meché FG.A., MD, PhD. Neurology 2000;54: 620-625

pagina 54




3.1 Miid forms of the Guillain-Barre syndrome;
a retrospective study

Abstract

Obhjective: Determination of distinctive characteristics in GBS patients who are only mildly
affected (able to walk unaided a nadir).

Methods: Records of GBS patients admitted between 1987 and 1996 from all 45 hospitals
in the Southwest of the Netherlands were evaluated covering a population of 4.2 million
inhabitants.

Results: Four hundred seventy-six patients met the NINCDS-criteria for GBS. Patients under
50 years of age (p<0.01) and men (p=0.01) were more frequently found in the mildly affected
group. In both groups a preceding infection was reported in 70% of the cases. In the
severely affected group serolegical evidence for infections with Cjejuni, CMV, EBV and
Mycogplasma pneumoniae was found more frequently than in the mildly affected group (41%
vs.16%, p=0.001}.

Cenclusion: Distinctive characteristics for mildly and severely affected patients were found
regarding age, gender and preceding infections. This suggests that other infectious agents
or host factors may be involved in mild forms of GBS.

Introduction

Information on subgroups, clinical course, treaiment and the pathogenesis of GBS mostly
derives from clinical trials including our own studies *2. These treatment studies have
been restricted to the more severely affected patients, i.e. patients unable 1o walk unaided
at nadir {(point in time of maximum severity of the disease). Therefore knowledge on GBS
is mainly based on this subgroup of patients.

Here, we report an epidemiological study, retrospectively performed over a period of ten
years in the Southwest of the Netherlands. We assessed the clinical characteristics of the
complete spectrum of patients from severely to mildly affected. Knowledge of factors limiting

the disease may be of importance in unravelling its pathogenesis and the development of
new treatments.

Material and Methods

Paragraph 2.2 gives detailed description of the methods used in this study. In addition the

following information was used 1o study the differences between mildly and severely
affected patients.

Patients were considered to be mildly affected when the f-score was < 3 (able 1o walk
unaided at nadir) and severely affected when the maximal f-score was > 3 (unable to walk
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unaided at nadir). The f-score is a disability scale often used in ciinical trials concerning
GBS 2 In the analyses of differences between mildly and severgly affected patients, those
with an f-score of 6 (dead) were left out (n=186). Inclusion of grade 6 patients in the severe
group couid fead to distorted results regarding the duration of hospitalisation, days to
nadir and other factors related to the progression of symptoms. The scores 1 to 5 indicate
a functional state which patients may reach due to GBS. Attainment of an f-score of 6 is
not automatically due to progression and can also occur as a complication of the disease.
Inclusion of grade 6 patients would not have influenced the results regarding the differen-
ces in serological proven infections between mildly and severely affected patients {see
results section).

Definition of events

We scored the events most frequently associated with GBS namely cancer, surgery,
vaccination and pregnancy *7 as positive when they occurred within three weeks before
tha start of the first symptoms of GBS.

Data on preceding influenza- or influenza like iflness, respiratory tract infection,
gastro-enteritis or diarrhoga and other infections were obtained from chart reviews and
were considered positive when patients reported symptoms meeting the criteria for these
infections according to the CDC definitions for nosocomial infections & and when they
occurred within 3 weeks before the start of the first symptoms of GBS. The following
infections were scored from stool- and serological studies: Cjejuni (stool and serology),
Salmonella, Shigella, Yersinia, CMV, EBV and Mycoplasma pneumoniae.

Statistics

Depending on the data, differences between mildly and severely affected patients were
univariately tested using the chi-square test without continuity correction, Fisher’s exact
test or the Wilcoxon-Mann-Witney U test and multivariately using logistic regression.
Outcome was adjusted for age and gender simultaneously using logistic regression. All
calculations were performed using STATA 5.0 for Windows 95 (Stata Statistical Software,
Release 5.0, College Station, TX). A p value < 0.05 was considered to be significant.

Results

Table 1 shows the characteristics of the 476 patients. For the total group, outcome at 8
weeks and 6 months was worse for the group age = 50 years (both p<0.01). Women were
less frequently able to walk independently after 8 weeks than men {p=0.08); this difference
was not found at 6 months. In a multivariate analysis testing age and gender, only age had
an effect on the ability to walk independently at 8 weeks (p<0.01) and at 6 months (p<0.01).
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Table 1. Characteristics of the patients
Charibtadtics. E—— .

).

age > 50 46 (476) 31 {121 51 (315 < 0.01
men 59 {476) B9 (121} 55 (315) 0.01
sensory signs 67 (442) 60 (118) 69 (294} 0.10
or symptoms

cranial nerve 40 (472) 41 (121) 40 (315) 0.83
involvement

complications 15 (436) 2 (121) 21 (315) < 0.01
median hospital stay |29 days (15-53) | 13 days (8-20} 39 days (22-67) < 0.01
(interquartile range)

median days to nadir | 8 days 7 days 9 days < 0.01
(interquartile range) | (5-12) (3-11) {5-13)

* number in parentheses is number of patients on which information was available

F-score at nadir

Figure 1 shows the distribution of days until nadir for the total group with a median of
gight days (range 1-30 days). The median for the mildly affecied group was 7 days and for
the severe group 9 days (p<0.01).

Figure 1. Days to nadir

Days

We were able to obtain the f-score at nadir for 436 patients. One hundred twenty-ane
patients (28%) were mildly affected and 315 patients (72%) were severely affected (table
1). Significantly more mildly affected patients were men (p=0.01) and below 50 years of
age {p<0.01){figure 2). In a logistic regression, age and gender boih maintained their influ-
ence on being “mildly or severely affected at nadir” (age p<0.01, gender p=0.02}.
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Table 2. Anitecedent events
and infections

* number in parentheses is number
of patients on which information

was available

A
Cancer 1.5 (468)
Surgery 2 (445)
Vaccination 3 (440

25 387)

Respiratory tract 22 (387)
Gastro-enteritis/ Diarrhea 20 (388)

Other

ectio ool or serolog ases.
C.jejuni stool 9 (138)
Shigella stoo! 0(121)
Salmonella stool 0 (121)
Yersinia stool 1 (105}
C.jejuni serology 32 {134)
CMV serology 18 (239)
EBV serology 7 (212)
Mycoplasma pneumaonia serolog 9 (197

Figure 2. Mildly and severely affected patients per age group and gender
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Antecedent events and infections

Table 2 shows the events and infections preceding GBS in the total group. Seventy-two
percent of the cases reported that an infection preceded the initial symptoms of GBS
whereas in 33% a stool culture or serology was positive for one or more agents. Among the
47 cther clinically reported infections the following were reported more than once: pneu-
monia (7), cystitis (5, sinusitis (3) and otitis media (2), herpes zoster (2), varicella zoster (2).

Table 3. Serological screening of infections in mildly and severely affected
patients

C.jejuni 21 (14)* 33
CMV 10 (40) 20 (184)
EBV 3 (36) 8 (167)

3 (34

* number in parentheses is number of patients of which serum sample was available

There was no significant difference in reported infections for the mildly and severely affected
patients (73% and 71% respectively). This is in contrast with the serological results where
in the severe group 90 out of 220 (41%) and in the mild group 9 out of 55 (16%) were
positive (p<0.01, table 3). The results regarding Cjejuni stool cultures differed from these
findings; in the mild group 7 of 29 (24%) culiured stools were positive whereas 6 of 100
(%) in the severe group {p<0.01).

Multivariaie analysis on the outcome of being mildly or severely affected now showed that
age = 50 years (p=0.06), men (p=0.07), presence of diarrhoea (p=0.09) and positive serology

tar Cjejuni, CMV, EBV or mycoplasma pneumonia (p=0.02) are more frequently associated
with the more severe clinical course.

Complications and recurrence

Complications were found in 67 cases including 20 times autonomic dysfunction and 29
complications reporied during intensive care admission (pneumonia, atelectasis, deep
venous thrombosis, sepsis). Sixteen patients died (3.4%). In 11 patients GBS reoccurred
(2.5%) with a mean period of 16 months between the two episedes (2-47 months). One
patient had three episodes of GBS {once in 1987, twice in 1991). There was no difference
between the mildly and severely affected patients in recurrence rate. There appeared to be
no relation between the severity of the first period and the chance of being mildly or
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severely affected during the subsequent episode.

Discussion

In this study we described characteristics of mildly affected GBS patients versus severely
affected patients. We found 28% of the patients to be mildly and 72% to be severely
affected. In three other studies the percentages of mildly affected patients were respecti-
vely 19, 23 and 24 *"'. In our study, age and gender were related to the maximum severity
of the disease and therefore the chance of being mildly or severely affected. No previous
studies report on women being more frequently severely affected than men. There are
however studies on CMV related GBS, that report a more severe course and a higher
incidence in young women '2. We tested this in a multivariate analysis and showed that
there was no relationship between the predominance of women in our severe group and
the presence of CMV infections. As in this study, older age is often described as a prog-
nostic factor for worse outcome ®'®75, This is the first study however reporting age as a
predictor for a more severe course of the disease. Anocther finding which has not been
earlier described is that women had a worse outcome at 8 weeks compared to men. In a
multivariate analysis only age had influence on the ability to walk independently both at 8
weeks (p<0.01) and 6 months (p<C.01).

That more than 70% of the patients reported a preceding infection confirms the established
consensus concerning the triggering role of infections in GBS '%'8. Although C.jejuni
infections are generally associated with a more severe clinical course *'*#°, we also found
positive serology and positive stoo! cultures in the mildly affected group. Surprisingly, the
percentage of positive stool cultures for Cjejuni was higher in the mild group. Additional
information showed that in the mild group, stools were cultured on indication (most patierts
had a clinical gastro-enteritis) whereas culturing in the severe group was more often part
of a standard procedure. Future prognostic studies are needed o show whether different
strains of C.jejun/ are responsible for the severity of GBS, and whether host factors further
determine the course of the disease. Serological screening of the four most frequently
reported antecedent infections resulted in significantly more positive patients in the severe
group compared to the mild group {41% vs.16%). Considering the similar incidence of
clinically reported infections, one may conclude that the common known infections preceding
GBS are of less importance in mildly affected patients.
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3.2 Infections and course of the disease in mild forms of
Guillain-Barré syndrome

Based on the article “infections and course of the disease in mild forms of Guillain-Barré
syndrome”. Van Koningsveld R., MD, Schmitz RL.M., PhD, CW. Ang, MD, PhD, Van der
Meché FG.A., MD, PhD, Van Doorn PA., MD, PhD. Accepted for publication by Neurology
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Abstract

Objective: Twenty-eight percent of the patients with the Guillain-Barré syndrome (GBS)
remain able to walk unaided. Studying patients with the mild form of GBS can further
contribute to knowledge of the spectrum of the syndrome and explore whether this
subgroup may need treatment with IVIg.

Methods: Patients fulfilling the NINCDS-criteria for GBS were included in a nation wide
survey over a two-year period. Ciinical characteristics and serum samples were collected
prospectively. In addition, a questionnaire was filled in concerning the course and outcome
of the disease.

Results: We inciuded a total number of 139 patients. Nineteen (14%) of the included
patients were mildly affected, 120 (86%) were severely affected. Infections with Epstein-
Barr virus were found more frequently in mildly affected patients (p=0.02). The degree of
severity of the disease between mildly and severely affected patients was different on the
day of admission (p<0.01). Thereafter, the groups showed a remarkable similar rate of pro-
gression. The pure motor form of GBS occurred more frequently in the mild group
(p=0.02). Thirty-eight percent of the mildly affected patients reported problems in the hand
function and an inability to run at 3 and 6 months (all female, p=0.02).

Conclusion: The difference in severity of GBS seems to be determined in an early phase
of the disease. Preceding infections may influence the initial immune attack determining
the severity of the disease. The presence of residual signs in patients with mild disease

may advocate the use of early treatment in mildly affected patients.

Introduction

The Guillain-Barré syndrome {GBS) is a heterogeneous disease. Much effort has been
made 1o describe subgroups of patients, primarily based an cohorts of severely affected
GBS patients. Because the pathophysiological mechanism is not fully elucidated, it is not
known which factors determine maximal severity, course of the disease and residual
symptoms.

Another subgroup, the mildly affected patients, comprise 5 to 28% of ali GBS cases, and it is
surprising how little information is available about this substantial group . We previously
performed a retrospective study on the group of patients who remain mildly affected, i.e. able
to walk independantly at nadir (maximum severity). However, due to the retrospective design,
we were unable to study whether there were differences between the mildly and severely
affected patients with respect to progression, the course of the neurological symptoms
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and residual disability. In addition to a better insight in the pathophysiclogical mechanisms,
further inventarisation might also give information whether mildly affected patients should
be treated with intravenous immunoglobulins (IVlg). This is important since Vig treatment
is currently not given routinely to mild patients in most centers.

We performed a 2-year nation-wide prospective study in which we gathered information
on preceding infections, patients’ characteristics including detailed information on the time
course of neurological symptoms and signs, and the presence of anti-ganglioside antibodies.

Material and Methods

Patients

From February 1998 to February 2000, all but three hospitals in the Netherlands participated
ir this study. After obtaining a written informed consent, the neuroicgists filled in a
gusstionnaire for every new GBS patient and sent it, togsther with a serum sample to the
investigators. Only patients fulfilling the National Institute of Neurological Disorders and Stroke
criteria (NINCDS) 7 for GBS were included. For reasons of comparability, patients with the
Miller Fisher variant (MFS) were excluded. At the end of the two-year study period, a
guestionnaire was sent to all patients.

Preceding infections and anti-ganglioside antibodies

The following preceding infections, judged clinically, were scored prospectively: influenza-
or influenza-like illness, respiratory tract infection, gastro-enteritis or diarrhoea and “other
infections”. They were considered positive when patients reported symptoms meeting the
criteria for these infections according to the Center of Disease Control (CDC) definitions
for nosocomial infections 8 and when they occurred within three weeks before onset of the
first symptoms of GBS. Based on earlier studies, we tested the presence of infection with
Cjejuni, cytomegalovirus (CMV) and Mycoplasma pneumoniae serologically as described
befare ®. Screening for Epstein-Barr virus (EBV) infection was done using a commercially
available lgM capture enzyme-linked immunosarbent assay (Biotest AG, Dreieich,
Germany). The assay was performed according to the instructions of the manufacturer. We
screened for IgG and Igh antibody reactivity against GM1, GM2, GD1a and GQ1b using
ELISA as described previously °.

Characteristics of the patients and neurological signs and symptoms

The following characteristics and neurological signs were obtained from the guestionnaire
sent by the neurologist: age, sex, sensory involvement, cranial nerve involvement, therapy
and the worst score (f-score) on the Hughes’ scale. We defined patients as “severely
affected” when their worst f-score was = 3 (unable to walk unaided at nadir). Patients were
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considered to be “mildly affected” when their worst f-score was < 2 (able to walk unaided
at nadir).

The course of the disease

The following data concerning the course of the disease were obtained from the patient’s
questionnaire: presenting symptoms, time of onset of sensory symptoms (before, during
or after start of muscle weakness), days until nadir, symptoms with which recovery started
{fess weakness of imbs, less sensory deficits, better speech, less ventilation problems).
As most studies on GBS concern the severely affected patients {(unable to walk at nadir},
the course of the disease is mainly monitored with the Hughes’ disability scale (f-score) 5,
This scale focuses on mobility and therefore may not be sufficient to study the course of
the disease in mild patients. We designed a guesticnnaire in which patients could score
the course of the disease using four items: sensory symptoms, cranial nerve dysfunction,
arm-hand disability and mobility. The Hughes’ disabillity scale was used to represent the
mobility ®. Because this scale is used often and is validated, it was used to design the
other three scaies. Day 1 was defined as the day of the first sympiom. Patients could rank
their symptoms on a 0 (no symptoms) to 5 scale. With respect to the sensory symptoms,
a score of 5 represented complete hypesthesiae on arms and/or legs. With respect to the
arm/hand function and mobility, a score of 5 represented complete paralysis of the upper
limbs and lower limbs respectively. With respect to cranial nerve dysfunction, patients
could score on a 0 to 2 scale. A score of O represented no cranial nerve dysfunction, 1
represented some double vision with or without facial nerve involvement, 2 represented
complete ophthalmoplegia and/or facial nerve involvement. Before the guestionnaire was
sent, it was validated on a small group of patients.

Qutcome variables

Sensory symptoms, cranial nerve deficits, hand-arm function and mobility were assessed
at 1,2,3 and 6 monihs after the onset of the first symptoms.

Statistics

Differences in preceding infections, anti-ganglioside antibodies, characteristics, symptoms
and signs and outcorne between mildly and severely affected patients were tested using
the chi-square test without continuity correction, Fisher's exact test or the Wilcoxon-
Mann-Witney U test where appropriate. The course of the disease was assessed with a
questionnaire that was not fully validated. We used graphics to report these results and
performed a generalised-estimating-equations-regression model {o test differences bet-
ween mildly and severely affected patients while accounting for the correlated ocutcomes
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due to the longitudinal design. In this model & first-order autoregressive structure for the
correlation between the time-points appeared to be appropriate. All calculations were par-
formed using STATA 6.0 for Windows 97(Stata Statistical Software, Release 6.0, College
Station, TX). A p value < 0.05 was considered 1o be significant.

Results

The patient group

In the two-year period 158 patients entered the study. Three patients were excluded because
they were misdiagnosed (chronic idiopathic demyelinating polyneuropathy, cervical stenosis
and Lyme disease). Two patients were excluded because they died shortly after inclusion
and no further information could be obtained. Fourteen patients were excluded because
they had MFS. One hundred and twenty of the remaining 139 patients (86%) were severely
affected and 19 patients were mildly affected {14%). The mean period between start of
weakness and the time the patient-questionnaire was fitled in, was 16 months (range 1-33
months). This time window did not differ significantly between the mildly and severely affec-
ted patients.

Preceding infections and anti-ganglioside antibodies

Table 1 shows the preceding clinical infections, resuits from the serological infection stu-
dies and the presence of anti-ganglioside antibcdies. There was no difference in the per-
centage of reported preceding clinical infections between the two groups except for the
reporied “other infections”. These consisted of 1 patient reporting fever and 1 patient
reporting prieumonia in the mildly affected group. In the severely affected group, 1 patient
had an infection with Helicobacter pylori and 1 patient reported a paronychium. The
results of the serological screening showed a difference in the percentage of preceding
EBV infections (50% in the mild group and 23% in the severe group, p=0.02). Anti-gangli-
oside antibodies were found less frequently in the mildly affected group (p = 0.03).

Characteristics and neuroclogical signs

Table 2 shows the characteristics and neurological signs for the total group and for the
mildly and severely affected patients. More females (p=0.05} and patienis under 50 years
of age (p=0.01) were found in the mildly affected group. Furthermore, the pure motor vari-
ant was mare frequently found in the mildly affected group (p=0.02).
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Clinical preceding infections

Tabie 1 Preceding infections and anti-ganglioside antibodies

fotal [ Mild Sever

_ ther infections

Influenza-like infection 38 (28) 4 (22) 34 {29) 0.55

Respiratory infection 40 (29) 3(18) 37 (31) 0.16

Gastro-enteritis 29 (22) 4 {21) 25 (22) 0.95
3

n =107 n=18

Serofogical positive infections

Cjejuni 21 20 307 18 (20) 0.73
CMV 15 (14} 5 (28) 10 (11) 0.07
EBV 29 (27) 9(50) 20 (22) 0.02
Mycoplasma pneumoniae 22 0(0 2{2 0.52
Anti-ganglioside antibodies n =97 n=17 n= 80

GMA1 18 (20) 0 19 (24) 0.02
GM2 10 (10) 1 (6) 9 (11) 0.51
GD1a 12 (12) 1 (6) 14 (14) 0.37

GQ1b
Tot

Age >50 years 71 (52) 3 (16) 68 (5) 0.01
Male 80 (58) 7 (37) 73 (61) 0.05
Pure motor variant 24 (18) 7 (37} 17 (15) 0.02
Cranial nerve deficits 72 (52) 13 (68) 58 (49) 0.12
Therapy 117 (87) 4 {22 113 {(97) < 0.01
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The course of the disease

Figure 1 shows the course of the disease for the mildly and severely affected patients,
expressed by the course of the sensory symptoms, cranial nerve deficits, arm-hand functi-
on and mobility. In all four items, a difference is already seen on day cne, while the rate of
progression between day 2 to day 14 is strikingly similar for both groups.

There was no difference in presenting symptoms between the mildly and severely affected
patients. Furthermore, there was no difference in time of onset of sensory symptoms bet-
ween the two groups (47% before, 27% during and 18% after onset of weakness, 8%
unknown). Both groups reported a median time of 10 days (range 2-30) to reach nadir. No
difference was found in symptoms with which the recavery started.

Figure 1
Course of GBS during first 14 days for mildly and severely affected patients
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Outcome variables
There was no significant difference in sensory symptoms and cranial nerve dysfunction at
1,2,3 and 6 months after onset of the disease between both groups. Figure 2 shows the
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arm-hand function and moehbility during the first 14 days and 1,2,3 and 6 months after
onset of the disease. Even after six months, a considerable proportion of mild patients still
had residual disability.

Figure 2
Arm-hand function and mobility (f-score) during six months in mild and
severely affected patients.
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Discussion

This study reports on preceding infections, anti-gangiioside antibodies, clinical characte-
ristics, course and outcome in patients with a mild form of GBS, compared with severely
affected patients. Before interpreting our findings, it is important to discuss whether the
study population is representative.

Based on the incidence rate of GBS in the Netherlands (1.18/100.000), the 158 patients
that entered the study in two years cover about 50% of the total number of expected
patients. Although almost all hospitals agreed to participate in this study, a number of
large centres did not report any patients to the investigators. This suggests a selection
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bias at hospital level more than a selection at patient level. The percentages of preceding
infections, characteristics and neurolegical signs for the total group (table 1 and 2) are
similar 1o the figures reported in earlier studies except for the high percentage of positive
EBV serology >%''. We found 14% of the patients to be mildly affected in contrast to the
28% reported in our previous (incidence-based) study °. The fact that we excluded the
MFS patients additionally contributes to the lower percentage on which we report here.
Taken together, we consider this study population representative although the percentage
of miidly affected patient might be underestimated.

We confirmed the similar distribution of clinical infections between the mild and severe
patient as reported in the Dutch epidemiological study °. Not only in the mild group (50%),
but also overall (27%) we found a higher percentage of preceding EBV infections.
Because in the present study, a different assay to detect EBV infections was used, we
validated the assay with a group of control sera (n=86). This control group showed a low
percentage of positive EBV serology (3.5%) and the difference with the overall percentage
in the GBS group was highly significant. Although it needs to be confirmed, this study
suggests that an infection with EBV more frequenily results in a mild form of GBS.

Except in MFFS patients, there are no studies available on the presence of anti-ganglicside
antibodies in GBS patients with only mild weakness. We found a striking absence of anti-
ganglioside antibodies in mitd patients. Earlier studies, mostly based on severely affected
patienis, describe an association between the antecedent Cjejuni infections, anti-GM1
antibodies and the pure motor form of GBS %, In the mildly affected group we found no
patients with anti-GM1 antibodies, but a high percentage of patients had the pure motor
variant. Furthermore, the distribution of preceding Cjejuni infections did not differ between
the groups. It appears that the pure motor variant in the mildly affected patients in this study
does not result from a preceding C.jefuni infection and the generation of anti-GM1 antibodies,
As described in earlier studies, we found an association between the presence of anti-
GQ1b antibodiss and ophthalmopiegia in the total group ®'®. Despite the presence of
ophthalmeplegia in the mild group these patients did not have any anti-GQ1b antibodies.
Because the Hughes’ disability scale measurss mobility problems in GBS patients and we
were particularly interested in mildly affected patients, we suggested that it was probably
more accurate to measure the course of the disease using four tems. Do the results as
shown in figure 1, inform us about the course and possible pathophysiology of mild versus
severe patients? When interpreting the results it is important to realise that most mildly
affected patients were nat treated while most severely affected patients did receive treatment.
This may have influenced the course. However, there is a consistent repetitive difference
between mildly and severely affected patients in all four graphs. This could suggest a
difference in initial immune attack. However, based on the current data it is not possible to
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distinguish whether this is due to a difference in preceding agents, the presence anti-
ganglioside antibodies or to yet unidentified hostfactors. The difference in distribution of
preceding infections with EBV and anti-ganglioside antibodies in the mild and severe group
suggest that these Tactors may play a role. While the graph on mobility problems {Hughes’
disability scale) highly resembies the other figures, it may be concluded that the other three
items provide little additional information.

In contrast 1o our expectations, mildly affected patients reported considerable mobility
problems. One randomised clinicat trial showed the effectiveness of plasmagheresis in
mild patients "7, Considering the reported residual signs in mildly affected patients and the
effectiveness of IVig '®, it seems appropriate to investigate this treatment in this group of
patients.

We can conclude that mildly and severely affected patients show differences in preceding
infections and anti-neural immune response. The course of the disease showed remarka-
ble and consistent differences between the two groups, suggesting that the severity of the
disease is determined in a very early phase. Finally, the residual complaints in patients
who are only mildly affected warrant studies on treatment with IVig in mildly affected GBS
patients.
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3.3 Course of the disease and treatment evaluation in the
Miller Fisher syndrome

Based on the short communication “Course of the disease and treatment evaluation in
the Miller Fisher syndrome”. Van Koningsveld R., MD, Schmitz PI.M., PhD, Van der
Meché EG.A., MD, PhD, Van Doorn PA., MD, PhD. Submitted
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Abstract

Objective: The Miller Fisher syndrome (MFS) is considered to be a benign variant of the
Guillain-Barré syndrome (GBS). However, no studies are available focussing on the course of
the disease and outcome in MFS. Because MFS has a low incidence rate, information on
treatment of MES is anecdotal and mainly derives from case-reports. We describe the
course and outcome in a prospectively collecied group of MFS patients. Together with a
review of the literature, we aim to provide a better basis for treatment evaluation in MFS
patients.

Methods: Patients fulfilling the NINCDS-criteria for GBS and MFS patienis were included
in a naticn-wide survey in the Netherlands over a two-year period. From all patients, clinical
characteristics and serum samples were collected prospectively. In addition, a questionnaire
was filled in by the patients concerning the course of the disease and outcome.

Resufts: Twelve MFS patients were included. Although less severe, the progression rate
and the course of the disease were similar to that in GBS patients. At three and six
months, 20% of the MFS patients reported problems with mobility. The review of the
literature indicated favourable results of treatment in most MFS patients.

Conclusion: The course of the disease in MFS clearly resembles that of GBS patients.
Because of the iow incidence rate of MFS, a randomised trial does not seem feasible, while
Vig and PE treatment are proven to be beneficial in GBS patients. It seems plausible to
consider treatment in at least the severely affected MFS patients, despiie the lack of solid
evidence in this subgroup of patients with an immune-mediated polyneuropathy.

Introduction

in 1956, Miller Fisher described three patients with a clinical picture of external
ophthalmoplegia, severe ataxia and areflexia . It was not until a rise in the cerebrospinal
fluid protein level in the third patient was found, that he suspected a close relation with
the Guillain-Barré syndrome (GBS). Since then, the triad of external ophthalmoplegia,
severe ataxia and areflexia was named after Miller Fisher and was considered a benign
variant of GBS. Describing MFS as benign appears to be based more upon clinical expe-
rience and case reports rather than on the resulis of large clinical studies. The course of
the disease and the outcome has never been the main focus of studies reporting on MFS,
It is therefore unknown whether there is a ground for standard therapy with plasmapheresis
(PE) or intravenous immunoglobulin (VIg) in these patients. Because MFS is a rare disease,
conducting a randomised trial would be difficult to manage within a reasonable number
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of years or centres.

Here, we report a prospective study on the course and outcome in MFS together with a
review of the literature on the effect of treatment in patients with MFS.

Material and Methods

This study is part of a large nation-wide prospective study on GBS in the Netherlands.
Detailed information is described in paragraph 3.2. From February 1998 to February 2000,
patients fulfilling the National Institute of Neurological Disorders and Stroke criteria
ININCDS) ? for GBS and patients with MFS were included. Based on the triad of external
ophthalmoplegia, severe ataxia and areflexia, the MFS patients were selected and GBS
patients were used as control group. We prospectively collected serum samples and
information concerning preceding infections, neurclogical signs, age and sex of the
patients. At the end of the study a questionnaire was sent to all patients. Hereby information
was collected concerning the course of the disease inciuding presenting neurological
sympioms and outcome. Patients were asked to score the course of the disease during
the first 14 days after onset of the disease using four different items {sensory symptoms,
cranial nerve deficits, arm-hand disability and mobility). Patients could rank their symptoms
on a 0 (no symptoms) to 5 scale. With respect to the sensory symptoms, a score of 5
represented complete hypesthesiae on arms and/or legs. With respect to the arm/hand
function and mobility, a score of 5 represented complete paralysis of the upper limbs and
lower limbs respectively. With respect to cranial nerve dysfunction, patients could scorg
on a 0 to 2 scale. A score of 0 represented no cranial nerve dysfunction, 1 represented
some doubie vision with or without facial nerve involvement, 2 represented complete
ophthalmoplegia and/or facial nerve invoivement.

Depending on the data, differences between MFS and GBS patients were univariately
tested using the chi-square test without continuity correction, Fisher’s exact test or the
Wilcoxon-Mann-Witney (/ test. All calculations were performed using STATA 6.0 for
Windows 97 (Stata Statistical Software, Release 6.0, College Station, TX). A p value < 0.05
was considered to be significant.

Resuits

In the two-year period 12 patients fulfilled the criteria for MFS and 140 fulfilled the criteria
for GBS. Table 1 shows the characteristics of the ten MFS patients on which sufficient
information was available. No difference was found in the percentage of reported prece-
ding clinical and serological positive infections between the MFS and GBS patients.
Significanily more anti-GQ1b antibodies were found in the MFS patient group.
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GQ1b, GD1a

01 M |22 |Respiratory - 2 Recovered
02 M 125 {Gastro-enteritis [NA NA 1 IVIg Recovered
03 M |27 lInfluenza-like |- GQ1b,GM1 4 IVig Recovered
04 F |35 |Gastro-enteritis |- GQ1b,GM1 4 Wlig Recovered
05 M |39 [Gastro-enteritis [NA NA 3 IVig Recovered
and sinusitis
06 F |41 |Gastro-enteritis |Cjefuni |GQ1b 4 Vg Unable to
run
07 M 143 |None - GQib 2 Vig Recovered
08 M |49 |Gasiro-enteritis |- - 2 Vlig Recovered
09 F 50 |Influenza-like |- - 1 None Recoverad
10 M [88 [linfluenza-like [EBV NA 4 None Bedbound
NB: NA= no serum sample available
- = negative

The MFS patients included seven men and three women aged 22 to 68 years (mean 41 =
16). In the MFS group 80% of the patients reported double vision and/or other cranial nerve
problems as presenting symptoms, in the GBS group this was eight percent {p=0.09}.
The MFS patients reported a median {ime of 7.5 days to reach nadir, whereas a median
time of ten days was reported by the GBS group (p=0.71}.

With respect to the course of the disease in the first 14 days, there was a significant
difference in the severity of cranial nerve deficits between the MFS and GBS patients. With
respect to the sensory symptoms, arm-hand function and mobility, GBS patients reported
more deficits at the first day. On the following days the progression at the ihree levels was
remarkable similar between the GBS and the MFS patients. At week four and eight, more
GBS patients reported sensory symptoms than MFS patients (p<0.01). At month three and six,
this difference was not statistically significant. Four weeks after onset of the disease, 90% of
the MFS patients reported to be severely fatigued. Six months afier onset this was 50%,
compared to 70% in the GBS patients (p=0.2). At six months more MFS patienis reported
cranial nerve deficits than GBS patients (p<0.01). Figure 1 shows the arm-hand function
and mobility for MFS and GBS patients at the first 14 days, 1, 2,3 and 6 months after
onset of the disease. One patient reported to be unable to run at three months and one
patient reported o be bedbound at three months due to severe ataxia (20%). The latter
patient reported to be only able to walk with help at six months (10%).
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Figure 1 Arm-hand function and mobility (f-score) during six months in MFS
and GBS patients.

Arm-hand funclien

F=D.a1

" 0-5 scale to indicate the level of paralysis in arms or legs

In this study eight of the ten patients were treated with [VIg, the remaining two patients were
untreated. The treated patients were younger than the untreated {p=0.01). No difference in
sex and f-score at nadir was found between the treated and untreated patients. Table 2
gives an overview of the available studies reporting on treatment results in MFS patients.

Table 2 Reported studies on treatment of MFS

an esticato aran =y
19807 Blau et al. 2 Methylprednisolone No recovery
1981 ° Irvine et al. 1 Plasmapheresis Recovery
198110 Littiewood 1 Plasmapheresis Recovery
1981 ™ Maisey 2 Plasmapheresis No recovery
1993 '? Arakawa et al. 1 IVlg Recovery
1994 2 Zifko et al. 1 Vig Recovery
1998 ™ Chida et al. 2 Plasmapheresis Recovery”
1997 1® Mahalati et al. 3 Plasmapheresis Recovery
1999 ' Yeh et al, 2 Plasmapheresis Recovery
2000 Turner et al. 1 Vlg Recovery™*

* the two patients recovered but deveioped bilateral facial palsy
** the patient recovered but developed occipital infarction
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in the Miiler Fisher syndrome

Discussion

In this study we described the course of the disease and outcome of 12 prospectively
included MFS patients. The reported preceding infections were diverse and thereby
mimicking the distribution of infections in GBS. Berlit et al. reviewed clinical characte-
ristics, preceding infections and long-term outcome in a number of small studies with a
total of 223 cases . There, a respiratory tract infection was by far the most commaon site
of a preceding infection in MFS. As reported previously *°, we found a high percentage of
anti-GQ1b antibodies although these were not specifically associated with a preceding
C.fejuni infection.

The high percentage of male and the relative young age of onset are comparabie with other
studies *. With respect to the course of the disease, it is not surprising that MFS patients
report significantly more often cranial nerve deficits as GBS patients do. The similar pattern
of progression in MFS and GBS patients is remarkable. This may suggest an underlying
similar pathophysiclogical mechanism. With respect to outcome, a considerable percentage
of MFS patients reports problems at three and six months, among which the problem of
fatigue. Realising that these patients were almost all treated, these residual signs could
have been worse without treatment. The reported residual signs can thus be an argument
in favour of treatment of MFS patients. Besides, other findings must be considered in the
evaluation of treatment in MFS patients. The similarity in the course of progression confirms
the opinion that MFS is a {relatively mild) clinical variant of GBS and the benefit of IVIg or PE
treatment in GBS patients is widely accepted. The French Cooperative Group on Plasma
Exchange in GBS, even showed benefit of treatment in mild patients & Another argument
in favour of treatment is the fact that in one third to 50% of the patients, in whom the
disease initially started as MFS, progresses to prominent muscie weakness and in some
cases the need for artificial ventilation 7% Finally, almost all studies described in table 2,
report favourable results of treatment. However, these results must be interpreted with
caution because no control group was involved and it was not always described in what
way the treatment effect was assessed. Additionally, i is not known how many MFS cases
are treated without publication of the negative effect. In the evaluation one should be
aware of this publication bias.

The randomised controlled trial (RCT) is widely accepied as the optimal way to study
treatment effect. Unfortunately MFS is a rare disease, which makes it difficult to conduct a
randomised trial within a reasonable number of years and reasonable number of participating
centres.

The purpose of this study was to describe the course and outcome of MFS patients and
draw attention to the issue whether these patients should be treated. Because treatment
has never been evaluated by a RCT, reliable evidence is lacking. However, because of the
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arguments stated above, of which the similarity in course of the disease with GBS is an

imporiant one, it seems attractive to treat MFS patients, especially those who are severely
affected.
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Chapter 4

4.1 Randomised trial on the additional effect of methylp-
rednisolon on standard treatment with intravenous
immunoglobulin in Guillain-Barré syndrome

Based on the article “Randomised trial on the additional effect of methylprednisolone
on standard treatment with intravenous immunoglobulin in Guiffain-Barré syndrome”,
Van Koningsveld R., MD, Schmitz PI.M., PhD, Visser L.H., MD, PhD, Van der Meché FG.A,,
MD, PhD ,Van Doorn PA., MD, PhD and the Dutch Guillain-Barré syndrome study
group®
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4.1 Randomised trial on the additional effect of methylprednisolion
on standard treatment with intravenous immunoglobulin in

Guiliain-Barré syndrome |

Abstract

Background: Intravenous immunoglobulin (Vig) is an effective treatment in patients with the
Guillain-Barré syndrome (GBS). Despite IVlg treatment morbidity is still considerable and
mortality is 3-5%. Based an the positive results of a pilot study, we conducted an
international, multicenter, double blind, placebo-controlled study on the additional effect
of methylprednisolon (MP) on standard treatment with [Vig.

Methods: All patients were treated with IVIg (0.4 g/kg of bodyweight) and randomised to
receive intravenous MP (500 mg) or placebo for five consecutive days. Patients were only
included when they were unable to walk unaided for ten meters and were still within their first
14 days from the onset of weakness. Because age is a recognised prognostic factor, patients
were stratified for age < or = 50 years. Primary outcome was defined as improvemeant of one
or more grades on the Hughes’ disability scale, four weeks after randomisation, compared
with the score at entry.

Results: We analysed 225 patients on an intention-to-treat base and adjusted for the two
age groups. The percentage of patients that reached the primary endpeint in the MP/1Vig
group was 68% and in the placebo/IVig group 56%, p=0.05. Including all prognostic
factors {age, number of days before randomisation, MRC score at entry and CMV infecti-
on) in a logistic regression model, this p-value was 0.015. Although not significant, most of
the secondary outcome measurements were in favour of the MP/IVIg treatment group. No
considerable differences in side effects were found between the two treatment groups.

Conclusion: GBS patients, unable io walk independently and treated within 14 days after
onset of weakness, show faster improvement when receiving additional treatment with MP
on standard treatment with IVIg. Furthermore, no considerable side effects were reported.
Altogether, we advice to add MP to standard therapy of IVIg in patients with GBS.

Introduction

The Guillain-Barré syndrome (GBS) is acute immune-mediated polyneuropathy. With an
incidence rate of 1-1.5 per 100.00C inhabitants, GBS is the most commean cause of acute
flaccid paralysis in the developed countries 12, Although spontaneous recovery generally
starts 2 weeks after the maximum weakness is reached, a large number of patients have
residual deficits ranging from fatigue to complete paralysis of the lower limbs *®,

Based on the suspected immune-mediated character of GBS the effects of several treat-
ments have been investigated. The efficacy of plasmapheresis (PE) was demonstrated in two
large randomised controlted trials (RCT) %7, In both studies, improvement started earlier
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and artificial respiration was less often required in the patients treated with PE. In 1992, the
results of a Dutch RCT showed equal efficacy of treatment with PE and Vg &. In 1997, this
result was confirmed by the PE/Sandoglobulin GBS trial group . This trial also showed that
the effect of combined PE and IVig treatment is not superior to PE or IVig alone ®. Because
treatment with IVlg is safer and more convenient than PE treatment, IVlg can now be
regarded as a preferred treatment for patients with GBS %',

Despite this, GBS is still a severe disease with serious morbidity after 6-12 months %2,
Furthermore, many patients report to be severe fatigue . Therefore, the need for other
therapeutic options is evident. Based on the positive results of a pilot study **, we conducted
a doauble blind RCT on the additional effect of high-dose intravenous methylprednisolon {MP)
on standard treatment with [VIg. We hypothesised that in the MP/IVig group, relatively more
patients would improve at least 1 grade on the Hughes’disability scale, four weeks after
randomisation than in the IVig group (primary endpoint). The Hughes’ disability scale is a
disability scale most often used in RCT concerning GBS '

Patients and methods

Patients

All patients admitted in the 36 participating centers and fulfilling the NINCDS criteria for GBS
were evaluated for randomisation "%, A patient was eligible when the onset of weakneass was
within two weeks, when he/she was unable to walk independently for ten meters {f-score at
least 3) and had signed the informed consent form. Exciusion criteria were: age below six
years, suffering from GBS before, a previous severe allergic reaction to properly matched blood
products, a known selective igA deficiency, pregnancy, steroid treatment, contraindications
for steroid treatment, suffering from severe concurrent disease or an inability to follow-up. The
protocol was approved by the ethics committee of every participating centre.

Treatment

All patients received treatment with 1Vlg (Gammagard SD, Baxter Healthcare, Hyland Division)
which was started as soon as possible after randemisation. Patients received 0.4g Vig
per kilogram bodyweight per day for five consecutive days. Treatment with MP or placebo
had to start within 48 hours after start of treatment with [VIg. Patients randemised to receive
intravenous MP, received a masked bag with 500 mg MP per day for five consecutive days.
Children received 8 mg MP per kilogram bodyweight per day for five consecutive days
(maximum 500mg/day). Patients randomised to receive only Vig, received a masked bag
with 100mi normal saline (placebo) for five days.
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Outcome measures

The primary endpoint was defined as the percentage of patients that improved one or mare
grades on the Hughes' disability scale four weeks after randomisation, compared with the
score at time of entry. Secondary endpoints were the percentage of patients able to walk
independently after eight weeks, time required 1o improve at least one grade on the Hughes’
disability scale, time required to improve until independent walking, difference in grade on the
Hughes' disability scale at six months and one year and difference in need and duration of
artificial respiration.

Based on the results of the first RCT on IVlg and the pilot study on the additional effect of
MP 83, we estimated the chance to improve one or more grades on the Hughes’ disability
scale four weeks after randornisation 50% for the IVlg group and 70% for the IVIg/MP group.
The two-sided alpha was set at 0.05 and the beta error at 0.2. Two interim analyses were
planned. With these parameters it was calculated that 114 patients would be needed in each
treatrment arm.

Assessments

Cranial nerve dysfunction, the Hughes’ disability score and the Medical Research Council
(MRC) sumscore were measured severy waek during the first eight weeks after entry, every
iwo weeks during week 9-14, every four weeks during week 15-26 and once at week 52
or until the patient reached the functional score of one or zero. The Hughes’ disability
scale is a seven point functional scale were 0 represents healthy, 1; minor symptems and
capable of running, 2; able to walk 10 meters or more without assistance but unable to
run,3; able to wallkk 10 meters across an cpen space with help,

4; bedridden or chairbound, 5; requiring assisted ventilation for at least part of the day,
6; dead '*. The MRC sumscore was assessed in six bilateral muscles of arms and legs,
vielding a sumscore ranging from 80 {(normal) to 0 (quadriplegic) 7.

Sensory symptoms were scored at entry, at 4, 8, 14, 26 and 52 weeks after randomisation.
Additional studies included routine testing of blood, urine and cerebrospinal fluid; eiectro-
physiclogy; seralogical screening for preceding infections with C.jejuni, CMV, EBV and
Mycoplasma pneumoniae, the presence of anti-ganglioside antibodies, and stool cultures
for a preceding infection with Cjejuni.

Adverse events

The adverse events were monitored daily and evaluated each next visit. These adverse events
included: respiratory tract infection, urinary tract infection, intravenous cathster sepsis,
gastrointestinal bleeding, deep vencus embelism, pulmonary embolism, serum glucose
level =10 mmal/l, renal failure and delirium. Every major adverse event was reported as
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500N as possible to the coordination centre.

Randomisation procedure

Based on the prognostic influence of age, randomisation was stratified according to age
< or 2 50 years ¥¥'%_ Furthermore, block randomisation was used with randorn block sizes
of 4,6 or 8. A 24h-telephone service provided randomisation numbers according to the
randomisation list. The local hospital pharmacist prepared the trial medication corresponding
with tha trial number.

Statistical analysis

Percentages in independent groups were compared by the chi-square test (without correction
for continuity} with and without adjustment for age. Mean values in independent groups
werg compared by the Mann-Whitney U test. The time to reach an endpoint was analysed
by the method of Kaplan and Meier and the log-rank test. For multivariate analyses of the
dichotomous endpoini, we used logistic regression. All analyses were performed on an
intention-to-treat basis followed by a per protocol analysis with the personal-computer
program STATA {version B).

Results

Randomisation

Between July 1994 and July 2000, 285 GBS patients were assigned for randomisation (figure
1}. Twenty-three patients could not be included because they did not meet the inclusion
criteria. Twenty-nine patients could not be randomised because they met one or more
exclusion criteria. The most frequently reported exclusion criterion was treatment with
immuno-supressiva within one menth before randomisation. Two hundred thirty-three
patients were randomised of which eight had o be excluded from the analysis because no
measurement at four weeks, the time of the primary end-peint, was available. Table 1 shows
the base-line characteristics for the two treatment groups.
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Table 1 Baseline characteristics of treatment groups

Men 57 (50)* 73 (65)

Median age in years 52 58
_Age = 50 years 65 (58) 68 (61)

F-score at randemization

3 32 (28) 26 (23)

4 80 (71} 77 {69}

5 1 (1) 9 (8)

iMedian number of days of muscle 6 4

weakness before randomization

Diarrhea 30 (26) 30 (27)

* number (percentage of total)

Primary endpoint (table 2}

In an overall ITT analysis, 56% of the placebo group showed improvement of one or more
grades on the Hughes' disability scale while this was 68% in the MP-ireated group (p=0.06).
After adjustment for the two age groups this p-value was 0.05 {odds-ratic 1.73, 95% Cl 1-3).
For the per protocol analysis 20 patients were excluded, mostly because of minor treatment
viclations. Again 56% of the ptacebo group showed improvement of one or more grades
on the Hughes' disability scale, in the MP-treated group this was 70%, p=0.03. After
adjustment for the two age groups this p-value was 0.02 {odds-ratio 1.96, 95% Cl 1-3.5).

Table 2 Primary endpoint: percentage of patients that improve one or more
grades on the Hughes’ disability scale four weeks after randomization
Wig/MP. e value |Age adjusted |p-

56% 68% 1.68 (0.97-2.88) |0.06 1.73 (1-3) 0.05
56% 70% 1.88 (1.05-3.33) |0.03 1.96 (1.1-3.5) |0.02
*ITT: intention to treat analyses {n=225)

PP: per pretocol analyses {(n=205)
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Figure 1 Trial Profile
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Secondary endpoints {table 3)

Table 3 shows the results of the secondary cutcome measurements. None of the six variables
showed a significant difference between the two groups. Figure 2 shows the Kaplan Meier
curves of the proportion of patients that were unable 1o walk independent {f-score>2) until
52 weeks (p=0.37). Figure 3 shows the propartion of patients that improved one or more
functional grades during the 2 weeks of follow-up (p=0.15).

Table 3 Seconda
P B

Percentage of patients able to walk B60% 70% 0.14
independently aiter eight weeks
Number of days required 1o improve 21 days 21 days 015
at least one grade on the Hughes' disability
scale (median)
Number of days required to improve until 56 days 28 days 0.37
independent walking, f=2 (median)
Difference in grade on the Hughes' disability |3 grades 3 grades 0.41
scale ai six months (median)
Difference in grade on the Hughes’ disability |3 grades 3 grades 0.37
scale at one year (median)
Need of artificial respiration 23% 21% 0.77
Duration of artificial respiration {median) 31 days 42 days 0.51
Figure 2
100 Kaplan-Meier curves
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Figure 3 100 ]
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Weeks after onset of weakness

Prognostic factors

We performed univariate logistic regression on the following variables: freatment, sex, age
< or = 50 years, number of days between onset of weakness and randomisation, number
of days from onset of weakness uniil f=4 was reached (anly for f>3), sensory involvement,
MRC-score at entry, preceding upper respiratory tract infection, diarrhoea, infection with EBV,
CMV, Mycoplasma pneumoniag or Campylobacter jejuni. The following variables showed a
significant negative effect on the outcome: age = 50 years, less than 4 days between onset
of weakness and randomisation, MRC-score < 40/60 at entry and a preceding infection
with CMV. We included these variables, together with treatment in a multivariate logistic
regression model. All variables showed a p-value < 0.01, including treatment (p=0.015).

Major Complications

In the placebo group four patients died. One patient died on the second day after randomi-
sation due to a subarachnoid hemorrhage. The second patient died 22 weeks after rando-
misation, due to an intracerebral bleeding. The third patient suffered from severe autonomic
dysfunction resulting in hypoxic ischeamic encephalopathy and muilti-crgan faiture. After
discussion with the family it was decided to stop artificial respiration at four weeks after
randomisation. The fourth patient died five months after randomisation due to a cerebro
vascular accident after operation on a damaged aortavalve due to endocarditis.

In the MP-treated group six patients died. The first patient died from a cardiac arrest on
the second day after randomisation. The second patient died four weeks after randomisa-
tion due to a gastro-intestinal bleeding. The third patient was found dead nine weeks afier
randomisation while he was recovering from GBS, probably due to a cardiac arrest. The
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fourth patient died three months after randomisation probably due te a cardiac arrest. The
fifth patient died, five months after randomisation from sepsis. The sixth patient died
seven months after randomisation due to a cardiac arrest.

Minor complications

A urinary tract infection was reported in 30% of the cases in the placebo group and 18%
in the MP-group (p=0.02). A serum glucose level »=10mmol/l was more frequently found in
the MP-group (21% versus 7% in the placebo group), p<0.01. With respect to autonomic
dysfunction, hypertension was more frequentiy reported in the placebo group (13% versus
2% in the MP-group, p<0.01).

Discussion

In this trial we investigated the additional effect of methylprednisolon on standard treatment
with IVlg in patients with Guillain-Barré syndrome. Patients were included when they were
unable to walk independently and were within the first two weeks of the disease. The pri-
mary endpoint was defined as the percentage of patients that improved one or more gra-
des on the Hughes' disability scale four weeks after randomisation, compared with the
score at time of entry.

Despite randomisation, some difierences were found in the baselineg characteristics between
the two treatment groups that need ta be taken into account while interpreting the results.
The difference in sex distribution between the two groups probably did not influence the
cutcome since there is no indication in the literature that there is a difference in treatment
response between men and women. What most likely influences outcome is the distribution
of {-scores at time of randomisation. In the IVIg/MP group eight percent of the patients had
an f-score of five while this was oniy one percent in the IVig/placebo group. The fact that more
severely affected patients were included in the MP group negatively affects the outcome and
therefore the assessed treatment effect in the MP group could be underestimated. The
Sandoglobulin GBS trial group reported that a shorter duration from onset of weakness to
randomisation had a negative effect on the outcome at four weeks ®. In this study the
median number of days between onset of disease and randomisation was six days for the
placebo group and four days for the MP group, which again couid resuli in an under-
estimation of the treatment effect in the MP group.

In the previous trial comparing the effect of IVlg and plasma exchange &, the percentage that
improved in the IVIg group was 53%. The outcome of 56% in the IVig/placebo group in this
study can therefore be regarded as a confirmation of the assessed effect in the former trial.
The ITT analysis showed that 69% of the patients reached the primary endpoint in the
IVIg/MP group, and 56% of the patients treated in the IVig/Placebe group (p=0.06). Afier
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adjustment for age the p-value was 0.05. The PP analysis also showed improvement in 56
% of the IVIg/Placebo patients, but 70% improvement in the IVig/MP group, p=0.03 (after
adjustment for age p=0.02). The multivariate analysis, including all relevant prognostic
factors, favoured the combination of IVIg/MP treatment even more (p=0.015). Taking further
into account the effect of the distribution of baseline characteristics, the positive effect of
the addition of MP on standard [VIg treatment seems convincing. However, the secondary
outcome measurements indicate that this effect mainly has a short-term character. The
Kapian-Meier curves in figure 1 and figure 2 show that the additional effect of MP is
predominantly in the first 14 weeks. Furthermore, the percentage of patients that improved
to an f-score of two at week eight was stilt higher in the MP-group while this difference
was not found at six manths and one year after randomisation,

We investigated the prognostic factors that proved fo be of influence in earlier trials on
GBS %% The effect of age = 50 years, a low MRC score at entry and a preceding infection
with CMV on a warse outcome were confirmed. As reported by the Sandoglobulin GBS
trial group, we found that a shorter duration from cnset of weakness to randomisation had
a negative effect on the outcome at four weeks °. Their suggestion that patients randomised
in a later stadium, were closer to the onset of spontaneous recavery is likely to hold true
in this study. We did not find a prognestic influence of gastro-enteritis or a preceding
infection with Cjejuni. This confirms an earlier study in which the negative effect of a
preceding infection with C.jejuni on outcome was only found in patients treated with PE
and not in patients treated with IVig .

With respect to the adverse effects, more death occurred in the MP-group. Since four of
the six patients died more than eight weeks after randomisation it is unlikely that this is
related to the drug under investigation. Of the minor complications, a serum glucose
>10mmol/l was more frequently reported in the MP-group. Additicnal analysis showed that
this effect was present in the first eight weeks and after that no significant difference was
found in the two groups. The rise in serum glucose due to MP-use can therefore be regar-
ded as transient.

We conclude that methylprednisolone added to the standard treatment of IVIg improves
ouiceme in patients with GBS because it hastens recovery, especially in the first months
after onset of the disease. Although this study offers new treatment possibilities for
patients with GBS, the long term morbidity and mortality are still considerable. Therefore,
the search for drugs that generate long-term effects has to continue.
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4.2 Changes in referral pattern and its effect on cutcome
in patients with Guillain-Barré Syndrome

Based on the short communication "Changes in referral pattern and its effect on outcome
in patients with Guillain-Barré Syndrome”. Van Koningsveld R, MD, Van Doorn PA., MD,
PhD, Schmitz PLM., PhD, Van der Meché FG.A., MD, PhD. Neurolagy 2001,56:564-566

pagina 100




4.2 Changes in referral pattern and its effect on ocutcome in
patients with Guillain-Barré Syndrome

Abstract

Objective: A multicentre trial in the Netherlands showed equal efficacy of treatment with
plasma-exchange (PE) and intravenous immune-globulin (IVlg) in patients with the
Guillain-Barré syndrome (GBS). Since IVIg is also available in smaller centers it is no longer
necessary to transfer patienis for treatment purposes. In this study we investigated the
change in referral pattern of GBS patients after publication of this study. Additionally, we
compared outcome parameters of patients admitted in small centers with patients agmitted
in large ceniers to investigate whether the referral pattern has been appropriately adapted
after the general availability of a new treatment (IVig).

Methods: Hospital records of GBS patients admitted to all 45 hospitals in the Southwest
Netherlands (4.2 million inhabitanis) in the period 1987-1990 and 1994-1996 (h=2686) were
reviewed.

Resufts: In the second period, after the publication of the PE/IVig trial, more patients in
small centers were treated with [VIg (p<0.001). Befare publication 4Q0% of the patients was
transferred to larger centers compared with 23% thereafter (p=0.08). High-risk patients
were stil] transferred to large centers. There was no increase of complications in small
centers after 1992 despite the decrease of referral to large centers. More complications
were reported in large centers. This is explained by the higher percentage of severely
affected patients admitted to large centers.

Conclusion: The introduction of IVIg resuited in less patients being transferred from small
10 large centers while high-risk patients are still being transferred appropriately. This change
in referral pattern of GBS patients has led to a more optimal use of different levels of care
facilities.

Introduction

The Guillain-Barré syndrome {GBS) is an acute immune-mediated polyneuropathy charac-
terized by a flaccid weakness, reduced or absent tendon reflexes and, to a variable degree,
involvement of the cranial nerves and the sensory system. The incidence rate varies from
1-2 per 100.000 inhabitants per year and increases with age "~

Twe large randomized trials established the role of plasma exchange (PE) as a treatment
option for GBS *“. In 1992, a Dutch randomized trial showed equal efficacy of treatment
with PE and iniravenous immune globulin (IVIg) in patients with GBS 2. This ocutcome was
confirmed by a large trial studying the effect of treatment with PE, IVlg and combined
treatment of PE and IVlg °. Because treatment with IVIg is straightforward, widely availabie,
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well tolerated and less prone to complications than PE, it has since 1992 become the
treatment of choice in the Netherlands.

After 1992, we noted a decrease in the number of GBS patients referred to our hospital
and other farge centers. Since IVlg can be administered in small centers it was hypothesized
that it was no longer necessary to transfer patients to larger centers for treatment purposes.
In this study we investigated the change in treatment strategy and in referral pattern after
the introduction of IVlg. Because GBS runs a rapidly progressive course and complications
such as hypoventilation and autonomic dysfunction can occur, it is questionable whether
it is a positive development not to transfer patients to large centers. To answer this, we
also studied outcome parameters in the period before and after 1992, in patients admitted
to small centers as well as large centers.

Patients and methods

This study was part of an epidemiclagical survey on GBS in the Southwest Netharlands 2.
In this survey patients were selected when they were discharged with the international
classification of disease code for GBS (ICD-9, 357.0) in all 45 hospitals from 1987 to 1996.
Patients fulfiling the National Institute for Neurclogical Disorders and Stroke (NINCDS)
criteria for GBS were inciuded in the analysis (n=476) .

To investigate the change in referral pattern we defined two periods in the anaiysis. In
both periods a clinical trial was conducted making them comparable in that respect.
Period 1 is the period in which the PE/IVIg trial was performed (January 1987 to January
1990). Period 2 was the pericd in which a subsequent study was performed with combined
IVIg and high dose methylprednisolone therapy {VIg/MP trial} (July 1994 to December
19986). In both periods we studied the differences in cutcome between small and large
centers (n=25, n=20 respectively). Because the median number of beds in the hospitals
was 380, we defined hospitals with less than 380 beds as small centers.

We used the following parameters to study outcome: walking independently after two
weeks, eight weeks and six months, mortality and complications. As confounding facters
we included age, sex, f-score at nadir & and therapy.

Differences in freatment choice, referral pattern, outcome parameters and confounding
factors were calculated with a chi-square test without continuity correction, or when
necessary a Fisher's exact test or the Wilcoxen-Mann-Withey U test. All calculations were
performed using STATA 5.0 for Windows 95 (Stata Statistical Software, Release 5.0,
College Station, TX). A p value < 0.05 was considered to be significant.

Results
In the two periods under study, 266 patients fulfilled the NINCDS criteria for GBS. Table 1
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shows the characteristics of the patient group.

Figure 1 shows the choice of treatment in small centers in the two periods. In period 1,

11% of the patients was treated with Vig, in period 2 this increased to 53% {p<0.001). In
period 1, 40% of the patients was transferred from smail to large ceniers whereas in peri-
od 2 only 23% was transferred (p=0.05).

Age > 50

Table 1. Characteristics of GBS patients

{266)

Men

47
62 (266)

Sensory signs or symptoms

249)

Cranial nerve involvement

B8 (
35 (264)

Avrtificial respiration needed

14 (265)

Rapid onset of disease (<4 days until being bedbound) | 30 (248)

Moriality

2 (281)

* Number of patients on which information was avallable

Figure 1.

Treatment choice for all GBS patients admitted in small centers

100% -

75% 1

£0% o

Percentage

25% 1

0% -

1987-1990

Other

— None

@ IVig

19941996

Table 2 shows the ouicome parameters in small and large centers for both periods.
Analysis of the confounding factors in period 1 showed no differences in the distribution of
sex and age between the small and large centers. There were fewer patients receiving
therapy in small centers compared to large centers (p<0.001), but there were also less
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patients severely affected in small centers (f-score 23} (p<0.001). In period 2, no significant
difference was found for the four confounding factors. Table 3 represents the distribution
of maximum f-scores per period for small versus large centers.

To study the effect of the change in referral patiern on outcome in more dstail, we analysed
the group of patients who are believed o be at highest risk when not appropriately referred
to larger centers when necessary. These are the patients unable to walk independently or
bedbound and are therefore especially at risk for the need of artificial respiration and the
development of complications. In this high-risk group we also found that less patients
were referred in period 2 and thus more patients stayed in smail centers. Analysis showed
nc more complications or mortality in period 2 in the smal! centers, only one patient received
artificial ventilation in a small center in period 2.

Table 2. Outcome parameters for small and large centers per period

small { large |p value small | large |p value
(%) 1(%) (%) (%6)
Mortality 0 3 0.56 0 2 1.0
Able 1o walk at 2 weeks 50 24 0.008 47 38 0.40
Able to walk at 8 weeks 76 57 0.06 g8 74 0.20
Able to walk at 6 months 93 80 0.15 97 87 0.17
Complications 5 28 0.005 3 19 0.02

Table 3. Maximum f-score small versus large centers per period
T acor af nag Bori s :

smalt large small large
% (n)* % (n)* % (n)* % (n)*
1 0 (0) 33 0 {0} 3 (3)
2 31 (&) 15 (15) 45 (14) 27 (24)
3 17 5 7 {7 13 {4) 17 (15)
4 52 (15} 47 {48) 39 (12) 42 (37)
5 0 (0} 25 (26) 3 (1) 9 {8Y
6 0 () 3 (3 0 {0} 2 {2}
Total 100 (29) 100 {102} 100 (31) 100 (89
p-value small versus p=0.003 p=0.50
large centers

* Number of patients on which information was available

pagina 104




4.2 Changes in referral pattern and its effect on cutcome in
patients with Guillain-Barré Syndrome

Discussion

This study is part of a large population based survey performed in Southwest Netherlands 2,
In this survey we studied 476 cases recruited in a ten-year period resulting in one of the
largest epidemiological studies on GBS world-wide. The figures from this survey are in
agreement with data reported in iiterature. Therefore we assume thai the data reported in
this study are reliable and can serve as a basis to study the effect of publication of the
FE/VIg trial on the referral pattern and the outcome in GBS patients.

In this study we found that less patients were referred from small to large centers during
the second period. Because there were significantly more patients treated with IVIg in small
centers, it seems reascnable to assume that the introduction of IVig is an important cause
for the change in the referral paitern. GBS is a rare disease and therefore not all neurologists
in every hospital have the opporiunity to become experienced with the unexpected course
of the disease and the risk of hypoventitation and autonomic dysfunction. In general, it has
been advised to refer GBS patients to large centers with experienced personnel working in
the intensive care facilities '°. There is no study available reporting on the referral pattern
in GBS and it is not known whether patients admitted in small centers do worse than those
in large centers. This study showed that there are no important differences in the cutcome
parameters between small and large centers. In period 1, there were more patients abie to
walk independently after two weeks in the small centers and there were fewsr complications.
This can be entirely explained by a less severely affected group remaining in those these
centers compared to the group admitied to large centers. In period 2, there were no
differences in outcome between small and large centers except a higher percentage of
complications found in large centers in period 2. This is compatibie with the relatively high
presence of severely affected patienis admitted 1o large centers. We found no more
complications and no increase in martality in period 2 in the small centers. This indicates
that high-risk patients are still being transferred appropriately. The fact that only one patient
received mechanical ventilation in a small center in period 2 suggests that, although facilities
for ventilation are available in small centers, it is a policy to transfer those patients to large
centers.

In conclusion, the publication of the PE/IVIg study has had important consequences in the
management of GBS patients in the Netheriands. It resulted in a more selective referral of
severely affected GBS patients to large centers. When the results of a treatment trial are
likely to cause a change in the treatment of a large percentage of a patient group, one
should realize that this could have consequences for the referral pattern. When this is
appropriately adapted it can lead to a more optimal use of different levels of care facilities.
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Chapter 5

General Discussion

The studies described in this thesis cancern epidemiclogical and clinical aspects of the
Guillain-Barré syndrome. i also includes the results of a randomised placebo controlled
trial on the additional effect of methylprednisolone on standard treatment with intravenous
immunoglobulin. By studying epidemiological and more clinically related phenomena, we
aimed to get more insight in the mechanisms that cause the differentiation of GBS into
subgroups. Describing and recognising the GBS subgroups, especially the mild variant
is furthermora important because the response to therapy and the long-term prognosis
may differ.

In this chapter the main findings of the studies will be discussed and suggestions for future
studies will be made. First, some methodological aspects will be considered.
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Methodological aspects

The studies described in this thesis are based on patients that fulfilled the NINSCDS criteria
for GBS . These criteria were originally set up to investigate and control the large number
of reported cases of GBS in association with the swine-flu vaccination. To prevent the
inclusion of false-positive cases, rather strict criteria were defined.

Although the use of these criteria in this thesis was necessary to make the results comparable
with other studies in this field, there certainly are drawbacks to the application of these strict
criteria. In the study on the incidence rate of GBS in the Southwest Netherlands for exampie,
18 patients had to be left out of the anaiysis because symptoms and signs were too weak
io meet the criteria. These patients probably suffered from a very mild form of GBS.
Therefore the reported incidence rate of 1.18/100.000 inhabitants might be an underestimation
of the true number of GBS cases in the Southwest Netherlands. in both the retrospective
and the prospective study on mild forms of GBS, again only patients were included that
fulfilled the NINCDS criteria. It is very likely that thereby a number of very mild patients were
not included. Studying ihese very mildly affected patients might have further contributed to
the assessment of characteristics that influence the course of the disease. Therefore, future
studies should alsc consider inclusion of these very mildly affected patients.

With respect to the study on Curagao some remarks must be made concermning the control
groups. We used the data from the survey from the Southwest Netherlands to compare the
distribution of characteristics of the Curacao patients, thus GBS cases from the Netherlands
were used as control group. These Duich patients did not derive from the same source
population as the patients from Curacao, which would have been the optimal control
group. However, the use of a contral group of available patients from Curagao (e.g. the
group of 12 patients diagnosed in 1987 to 1991) would not be feasible because the low
number would generate toa little power. The epidemiclogical characteristics of GBS are very
similar in different studies from all over the world (chapter 1). Therefore it seems justified to
use the Dutch patients as the control group. To interpret the high percentage of positive
Cjejuni serology in the GBS patients on Curagao, a control group was needed. The fin-
ding of a high percentage of positive Cjejuni infections was only available some months
after the onset of disease. The need 1o obtain serum samples from the general population
was not an issue until then. We took samples of around 40 sera in March, June and
November 1929, while the ten samples from the cases were ebtained randomly during
1998 and early 1999. Certainly because the incidence of Cjejuni infections shows a sea-
sonal fluctuation (paragraph 2.3), the difference between the two groups could be the
result of the above described difference in sampling-time rather than a true difference in
the percentage of preceding Cjejuni infections. Currently, studies are undertaken to
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investigate the relation between the incidence of Cjejuni and GBS prospectively.

In this thesis two studies concern the mild forms of GBS. With the interpretation and
comparison of the results of these studies, it is important to be aware of the different
character of both studies. The first study was part of an epidemiological survey. The main
purpose was 10 assess incidence rates on GBS in the Netherlands. The information was
retrospectively collected from patient records and the assessment of the differences between
mild and severe patients was done without defining the determinants beforehand. An
important peint here is that the numbers and percentages resuliing from this study are based
on a survey that covered all neurological departments in all hospitals in the Southwest
Netherlands resulting in a large number of GBS patients. This makeas the obtained numbers
and percentages from this study representative which is not the case in the prospective
study (paragraph 3.2). Here, the aim was to collect clinical and serological data and not to
assess incidence rates. The cases were presented by participating neurologists implying that
the composition of the study group depended on these neurologists. Therefore selection
bias cannot be ignered in this study. In contrast with the retrospective study, the serum
samples of all patients were prospectively and systematically collected and tested all
together at once in the same laboratory setting. Overali, while interprating the results and the
discussion on the mild form of GBS, when it concerns the characteristics of the patients
(age and gender etc.) one might consider valuing the findings from the retrospective study
as more appropriate. When it comes to the preceding infections, the data from the pros-
pective study seem to be more valid.

The last remark concerns the use of the terms “retrospective study” and “prospective
study” in the following discussion. The term “retrospective study” will be used to address
to the study on mild forms as described in paragraph 3.1. The term “prospective study”
will be used 1o address 1o the study on mild forms as described in paragraph 3.2.

Epidemiology

Epidemniology studies the distribution of a disease and assesses factors that influence this
distribution. Information obtained from epidemiological studies can be utilised in several
ways ®. First, it can help to elucidate the eticlogy of a disease by combining epidemio-
logical data with information from other disciplines. Second, it can be utilised to evaluate the
consistency of epidemiological data with etiological hypotheses developed sither clinically or
experimentally. Third, it can provide a basis for development and evaluation of preventive
procedures and public health practices.

Essential in the epidemiology is the matter of causation and causal inference. With our present
knowledge and insights it has become clear that almost all diseases are muitifactorially
induced. Different attempts have been made to crganise this complex precess in order to
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gain a better understanding of the occurrence of diseases. A rather simple but convenient
concept is the host-agent-environment theory in which the occurrence of a disease is the
resuli of the presence of an agent which causes the disease in a susceptible person, given
certain environmental circumstances. A probably more realistic but more complex view of
disease aetiology is the web of causation. In this concept all predisposing factors to a
disease and their complex relations with each other and with the disease are considered.
The last theory discussed here, proposed by Rothman # is the concept of sufficient cause
and component causes. A sufficient cause is defined as a set of minimal conditions and
events {component causes) that inevitably produces disease. A given disease is considered
to have a fixed number of sufficient causes. If a component cause is a member of all
sufficlent causes it becomes a necessary cause. While at present tco little information is
available about different causes in most diseases, it might be too early for practical use of
this concept.

It appears that the use of the thecries described above depends on the quantity of
information that is available on a disease. In GBS, the pathophysiclogical mechanism is
largely unknown but information is available on several factors involved in the occurrence.
It seems therefore appropriate to use the host-agent-environment model to describe the
mechanisms involved in the cceurrence of GBS from an epidemioclogical peint of view. We
will regard the patient as the host and the preceding infections as the agent.

Age

As in many other studies *7, we found a significant increase in incidence with age in the
study on the IR of GBS in the Southwest Netherlands {paragraph 2.2). This finding could
suggest an increase in host susceptibility with age, provided that a certain agent is present
in a given environment. Unfortunately the incidence rate of (preceding) infections alters with
age as well as the environmental factors. As in many other ilinesses, age cannot be of
assistance in formulating a hypothesis of causation in GBS. However, in the assessment
of other causal relationships an adjustment must be made for age because the relation with
the occurrence of the disease is often very strong.

With respect to the subgroups considered here, an association is described between younger
age and the mild group (paragraph 3.1, 3.2), the MFS patients (paragraph 3.3 and 9, the CMV
group ? and the Chinese paralytic syndrome *°. The relation with the mild forms will be
discussed separately. In most patients with MFS, anti-GQ1b antibodies are present 2. It
would be imteresting to study the relation between the presence and/or quantity of anti-GQ1b
antibodies and age. If the level of anti-GQ1b antibodies decreasas with age this can
possibly explzain the presence of MFS in younger patients and contribute 1o the evidence
that anti-GQ1b antibodies indeed play a role in the pathofysiological mechanism of MFS.
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Because in MFS patients the disease tends tc run a mid course, age could be a confounding
factor in the relation between MFS and the mifd group.

The fact that younger age is associated with CMV-related GBS might be explained by the
fact that the incidence of CMV infection is higher at younger age. As in the MFS group, it
would be interesting to investigate the relation between age and the presence of anti-GM2
antibodies since the presence of these anti-gangiioside antibodies is associated with
CMV-related GBS "',

The Chinese paralytic syndrome almost only affects children and young adults in rural
areas in the summer ', Until now, no clear explanation is found for this typical pattern.
Because of the typical clinical pattern and age distribution, one could suggest that these
patients in fact suffer from poliomyelitis. However, the hallmarks of poliomyelitis - inflam-
matory cells in the CSF and motor neurone loss in the spinal cord- are absent ™.

Gender

In general, men are more frequently affected by GBS than women (paragraph 2.1, 2.2, 2.3).
Because the numerous differences betwean men and women are hot only biclogical but also
from environmental origin, it is difficult to speculate about the origin of this gender differen-
ce and what it may learn about the cause and determinants of GBS. Because of the many
differences between men and women, it is surprising that there is hardly any variation in
this difference among the subgroups. One study in the United Kingdom ' reported more
men in the C.jefuni associated subgroup (not statistically significant). This could be explained
by the higher incidence rate of C jejuni infections among men 8.

Geography

The geographical distribution of a disease represents not only climatically characteristics
but also differences in race, refligion and social economic status. Here again, it is difficult
to determine what is host-related, environmental-related or agenti-related. For example
certain religions come together with a specific diet, which can be regarded as an environ-
mental factor. Also religion is highly associated with race, which is a factor that influences
the host susceptibility. Finally, the occurrence of infectious pathogens, in case of GBS
regarded as the agent, is very much determined by climatically conditions. Except for the
described high incidence areas in China and Curagao, there is a siriking similarity in the
distribution of epidemiological characteristics as incidence rate, age and gender in studies
from all aver the world (paragraph 2.1). From this, it is clear that following the host-agent-
environment thecry, these three factors must be present everywhere. Unfortunately, it may
well be possible that for every zone or place, a different combination of host-agent and
environmental factors is needed to generate GBS.
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Seasonal variation

The interest in the seasonai patiern of the occurrence of GBS is probably induced by the
high incidence of GBS cases in the summer in case of the Chinese paralytic syndrome and
by the frequent presence of a preceding infection before onset of GBS. Infections are highly
related to seasons, for example infections with Cjejuni, which show a peak in summer and
early fall '°, Fluctuations in incidence of a disease being related to difference in seasons
can be explained not only by climatic differences but also by sociologic changes following
the seasons. The simplest example is eating habits; barbecue-parties during the summer
months. Except for a few reported trends in favour of the colder months of the year, no
seasonal distribution is reported except in the Chinese paralytic syndrome and the patient
group in Curagao (paragraph 2.1, 2.2, 2.3). In Curagao it is likely that the seasonal fluctuation
of GBS is induced by the fluctuation of infections with C.fejuni within the year (paragraph
2.3). This finding is highly suggestive for a role for C jejuni as (one of the) agent in the
occurrence of GBS and a unigue example of an epidemiological finding that confirms and
thereby strengthens a relationship which is previously described in other scientific settings.
Earlier reports on the relation between Cjejuni infections and the occurrence of GBS were
namely derived from laboratory studies '7'°,

Conclusion and direction for future research

With the use of models of causality, an attempt is made to understand the etiology and
differentiation into subgroups of GBS from an epidemiological perspective. The increase in
incidence with age does not provide any clues because it is likely that not only the host
susceptibility alters with age but also environmental factors and the incidence of precading
infections. With respect to the subgroups, the mild patient group, the MFS patients, the
CMV related group and the Chinese paralytic syndrome are more fraquently found at a
younger age. In the MFS and in the CMV-related group, an association is described with
respectively anti-GQ1b antibodies and anti-GM2 antibodies. If future studies can show an
association between age and the presence of anti-ganglioside antibodies, this not only
explains the preference to occur at younger age for the two subgroups but also gives
support to the suggested role of anti-ganglioside antibodies in the eticlogy of GBS.
Because of the numerous differences between men and women it is difficult to explain the
higher incidence of GBS in men.

Overall, there is a striking similarity in the distripution of epidemiological characteristics as
described in studies from all over the world. This suggests that the factors involved in the
etiology of GBS must be present all over the world. Yet, it is also a fact that much know-
ledge including hypotheses on the mechanisms involved in the etiology of is GBS derived
from exceptional and smail clusters of patients showing distinctive epidemiclogical features.
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All together, it is therefore recommended 1o apply the theory of sufficient cause and
component causes oh the present knowledge of GBS. Future studies should aim to construct
a sufficient cause for every epidemiological phenomenon concerning GBS, Hereby, it is
well possible that this leads to the identification of one, or more, necassary causes.
identification of necessary causes could be a valuable tool to clarify the pathogenesis of GBS.

Clinical Aspects

Studying characteristics of patients that develeped a mild form of GBS, may generate
clues about the mechanisms that induce this differentiation and thereby determine the
course of the disease. In this thesis, two studies are described concerning mild patients.
The first study was retrospectively conducted and part of a large epidemiclegical survey
(paragraph 2.2). In this study we aimed to describe the group of mild patients and explore
whether other differences than the level of severity existed, compared to the severely
affected patient group. The results of that study encouraged us to perform the prospective
study, which is described in paragraph 3.2. Some remarks must be made hefore evaluating
and comparing the two studies on mild GBS patients. Table 1 shows that in both studies
age less than 50 years was associated with a mild form of GBS, With raspect to gendey,
the results were opposite and because of the numerous, and difficuit to assess differences
between men and women, this characteristic wili not be considered here. From the
retrospective as well as from the prospective study a preceding infection with Cjejuni or
Mycoplasma pneumoniae does not seem to be an impartant factor in the differentiation
into mild or severe GBS. In case of & preceding CMV infection, the outcome in the retro-
spective study differed from the outcome in the prospective study. In the latter study,
serum samples were prospeciively collected and tested. Therefore, we regard the data from
this prospective study more representative and conclude that although not significant, an
infection with CMV mare frequently precedes GBS in the mildiy affected group than in the
severely affected group. The EBV results are more complicated. In the retrospective study,
no difference was found between the two groups and the percentage with positive serology
in the total group (mildly and severely patients) is comparabie with earlier reports *°. In the
prospective study, significantly more EBV infections preceded a mild course. However, the
percentage with positive serology in the total group (mildly and severely patients} was
much higher than in sariier reporis °. One explanation for this finding could be the use of
a new technique for testing the antibody response to EBV in the serum of the GBS
patients. Therefore we tested a control group of non-GBS patients, which was already
tested with the former technique. Because the parcentage of positive serclogy was compa-
rable in both tests, we conclude that the finding of a high percentage of preceded EBV
infections among mild patients truly refiects the distribution of EBV infections in this group.
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Only in the prospective study, we were able to assess the distribution of anti-ganglioside
antibodies and found an absence of anti-GM1 and anti-GQ1b antibodies in the mildly affec-
ted patients. Because of the low numbers, these findings must be interpreted with caution. It
seems more appropriate to consider the difference in the total number of anti-ganglioside
antibodies {12% in the mild group versus 45% in the severe group, p=0.01), rather than
speculate about the absence or presence of a particular anti-ganglioside antibody.

Table 1 Distribution of characteristics of mildly affected GBS patients in the
retrospective and prospective study.
etrospec

ospecti

Age > 50 years 31% (121%) 16% (19)
Men 69% (121) 37% (19)
C.jejuni 21% (14) 17% (18)
CMV 10% (40) 28% {18}
EBV 3% (36) 50% (18)
Mycoplasma pneumoniae | 3% (34) 0% (18)
Anti-GM1 ab NA™ 0% (17
Anti-GM2 ab NA 6% (17)
Anti-GD1a ab NA 6% (17)
Anti-GQ1b ab NA 0% (17)

* number of patients availabie
**NA = not available

All together it seems rational to centre the discussion around the major, and most convincing
findings; the relation of mild forms with young age and the low percentage of anti-
ganglioside antibodies in general.

Although age is frequently reported as prognostic factor for worse outcome 322, the
studies described in this thesis are the first to show that age also influences the course
and progression of the disease. Unfortunately, as mentioned earlier, age can not simply be
regarded as a hostfactor. The influence of young age on the course of the disease can be a
result of a high incidence rate at younger age of an agent that causes a mild course of the
disease. From the resuits of the prospective study, it is attractive to mention EBV as res-
ponsibie agent for determining a mild course. Unfortunately, no figures are available on the
incidence rate of EBV in the Netherlands, so it is not known whether EBV infections occur
more frequently at young age. The assessment of IR of EBV at young age, together with
assessment of EBV serology in GBS patients in future studies might give support to the
relation between a preceding EBV infection and the induction of a mild course of the disease.
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C.jejuni infections in developed countries show a peak in incidence at age <1 year and at
the age between 15 and 3G years '®. if a preceding infection would be the only, or an
important factor in the differentiation into mild or severe form, one would, based on the
relation between young age and a mild course, also expect a relation between preceding
C.jejuni infection and a mild course. However, infections with Cjejuni can result in both mild
and in severe forms of GBS, That C jejurni can precede a severe course of GBS is shown in
patients from Curagao, as described in paragraph 2.3, and is reportad by others 192425,
it is remarkable that most of these studies, including the Curagao study, report on the
frequent praesence of anti-GM1 antibodies in the severe cases that were preceded with
Cjejuni %28, We found no anti-GM1 antibodies in patients with the mild form of GBS. This
makes it attractive to attribute an important role to the presence of anti-GM1 antibodies,
but also to anti-ganglioside antibodies in general, in the differentiation into a mild or severe
form of GBS. Here again, the question rises whether there is a relation between age and
anti-ganglioside antibody response, since this relation would further support an impartant
role for anti-ganglioside antibody response in the course of the disease. One explanation
could be that, with the progression of age the triggering of an anti-ganglioside antibody
response increases, resulting in more damage to the nerves, causing a severe form of
GBS. Although less iikely, it can also be that the expression of gangliosides in the nervous
system membrane changes during life and thereby increases the potential site of binding
resulting in more damage.

With the above-described relations, an attempt is made 10 explain the differentiation in the
course of the disease between mild and severe forms of GBS. This was done with the results
avaitable from our studies. However, it is very likely that much more factors, probably not
with equal strength, play & role in the differentiation into subgroups. This is probably a very
complex process where the interplay of different preceding agents, in persons with different
nostfactors, in different environments, resulis in the development of subgroups of GBS.

Conclusion and direction for future research

The studies on mild forms of GBS showed several differences in characteristics between
patients with a mild course of GBS compared to patients with a severe course of the disease.
Both the retrospective and the prospective study showed a relation between age and the
differentiation into mild or severe GBS. Several differences were suggested explaining this
relation with age, for example the increasing IR of the associated preceding infections with
age. Interesting is the low percentage of patients with anti-ganglioside antibodies in the
mild group.

In order to further elucidate the complex mechanism by which the course of the disease
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differentiates into a mild or a severe form, it is advisable to conduct further epidemiclogical
research. First, the results of the epidemiological studies may generate clues that give
direction to the work in other fields of research. For example, the studies described here
show the importance of assessing the relation between age and anti-ganglioside antibody
response. Before that, it seems appropriate to confirm the finding of the low anti-ganglioside
antibedy response in mild patients. Also confirmation of the distribution of preceding
infections in the mild group is needed before definite relations can be considered.

Second, the epidemiological theories of causation, for example the earlier mentioned theory
of sufficient and component causes, can be used to structure and integrate information
generated in differant fields of research in GBS.

Treatment

In the introduction it was already stated that despite the availability of specific treatment
like IVlg, morbidity and mortality is still considerable in GBS. Paragraph 4.2 describes a
study in which the morbidity and mortality is compared between GBS patients admitted in
small versus large centres. With the availability of IVIg treatment in small centres, the need
to transfer patients to larger centres in order 1o receive treatment became obsolete. The
results of this study showed that mortality and morbidity in GBS patients was independent
of the type of healthcare facility. The exploration of cther or additional therapeutic options
is therefore needed. Furthermore, with the ongoing broadening of the spectrum of GBS, it
seems appropriate to explore the need of therapy in subgroups. In this thesis we focussed
on the mild form of GBS and on patients with MFS. By studying the course of the disease
and the outcome, we explored the need for freatment studies in these two groups. We
found that mildly affected patients report affected mobility at three and six months.
Additionally, many patients reported severe fatigue and endurance intolerance. Because
IVig is the treatment of choice in the Netherlands, this seems the therapy of choice to study
in mild forms of GBS. With respect to the prognosis, patients with mild forms of GBS must
be made aware of the chance of incomplete recovery and the problem of fatigue.
Although MFS is generally considered to be a benign variant of GBS, we showed in
paragraph 3.3 that this GBS subgroup certainly not always recovers without residual
signs. Furthermore in this group, again severe fatigue was reported as a major problem at
three and six months after onset of the disease. Due to the low incidence of MFS, we
concluded in paragraph 3.3 that conduction of an RCT in MFS does not seem feasible.
Based on several arguments, the most important being the resemblance of the course of
the disease with GBS, it was argued that treatment could be considered in especially the
severely affected MFS patients, despite the lack of evidence provided by an RCT. Here again,
one should be aware of the chance of incomplete recavery and fatigue when informing a
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MFS about the prognosis of the disease.

Paragraph 4.1 describes the results of a RCT on the additionat effect of methylpradnisolone
on standard treatment with Vg in patients with GBS. From 1994 to 2000, 225 patients
were randomised to receive either IVlg and MP or [Vlg and placebo. Based on the reported
prognostic influence of age, patients were stratified >50 years and =50 years of age. The
primary endpoint was defined as the percentage of patients that improve one or more grades
on the Hughes'disability scale. The ITT analysis showead that 56% of the patients in the
placebo group reached the primary endpoint compared to 68% in the MP group (p=0.08,
after adjusiment for age p=0.05}. Including the relevant prognostic factors in a regression
anzalysis the effect of MP treatment was convincing with a p-valug 0.0015. The secondary
endpoints almost all represented long-term conditions and did not show a difference bet-
ween the two groups, emphasising that the additional effect of MP in GBS mostly acts in
the first months. The results of this RCT now offer an additional treatment option in
patients with GBS.

Canclusions and direction to future research

Mildly affected GBS patients may still have considerable problems in mobility at three and
six months after onset of the disease. The positive effect of PE in mildly affected patients
has been described *. Since treatment with IVIg is preferable to PE, investigation of the
effect of IVIg in patients with a mild form of GBS is indicated. This could be evaluated in a
setting where only mild patients are included, or these patients could be inciuded in a
RCT, where IVIg will at ieast be administered in a control group.

Also in MFS not all patients recover without residual signs. Because of the low incidence
rate of this subgroup and the resemblance with GBS, one might consider treating patients
who are severely affected with IVIg. Both patienis with the mild form of GBS and MFS
reported fatigue as a major problem after physical recovery was completed. At this
moment, different studies are conducted to investigate the benefit of therapy in fatigued
patients who initially suffered from a severe form of GBS. If the results indicate that these
treatments are effective, a study can be undertaken to study the effect in patients who
suffered from a mild form of GBS or MFS.

Our study describes the positive effect of the combination of IVlg and MP. It was shown
that this effect was mainly achieved during the first three months after onset. Long term
morbidity in GBS is stili considerable. New treatment studies should therefore preferably
focus on the reduction of long-term nerve damage due to GBS.

pagina 120




5 General Discussion

Bibliography

01.

0z.

03.
04,

05.

0s.

7.

08.

09.

10.

11.

12.

13

14,

15.

16.

17.

Asbury AK, Cornblath DR. Assessment of current diagnostic criteria for Guillain-Barré syndrome.
Ann Neurcl 1980;27:Suppl:S21-4.

tilienfeld AM, Lilienfeld DE. Laying the foundations; the epidemiologic approach to disease. In:
Foundations of epidemiology. 1990:3-22.

Rothman KJ, Greenland 8. Causation and causal inference. In: Modern epidemiciogy. 1998:7-28.
Larsen JF, Kvale G, Nyland K. Epidemiclogy of the Guillain-Barré syndrome in the county of
Hordatland, western Norway. Acta Neurcl Scand 1985,71:43-47.

Emilia-Romagna Study Group on Clinical and Epiderioiogical Problems in Neurclogy. A prospec-
tive study on the incidence and prognosis of Guiilain-Barré syndrome in Emilia-Romagna regicn,
Italy (1992-1993). Neurology 1997,48:214-221.

Winner SJ, Evans JG. Age-specific incidence of Guillain-Barré syndrome in Oxfordshire. Q J Med
1990;77:1297-1304.

Beghi E, Kuriand LT, Muider DW, Wiederholt WC. Guiliain-Barré syndrome. Clinicoepidemiologic
features and effect of influenza vaccine. Arch Neurcl 1885;42:1053-1057.

Berlit P, Rakicky J. The Miller Fisher syndrome. Review of the literature, J Clin Neuroophthalmol
1992;12:57-63.

Visser LH, van der Meché FGA, Meulsiee J, et al. Cytomegalovirus infection and Guillain-Barré
syndrome; ihe clinical, electrophysiologic and prognostic features. Neurolegy 1996;47:668-673.
McKhann GM, Cornblath DR, Griffin JW, et al. Acute motor axonal neuropathy: a frequent cause
of acute flaccid paralysis in China. Ann Neurol 1993;33:333-342.

Jacobs BC, Endtz HPh, van der Meché FGA, Hazenberg MP, Achtereekte HAM, Van Doom PA.
Serum anti-GQ1b IgG antibodies recognize surface epitopes on Campylobacter jejuni from
patients with Miller Fisher syndrome. Ann Neurol 1995;37.260-264,

Yuki N, Sato S, Tsuji 5, Ohsawa T, Miyatake T. Frequent presence of anti-GQtb antibody in
Fishar's syndrome. Neurology 1993;43:414-417.

Jaccbs BC, van DR, Greeneveld JH, Tio-Gillen AP, van der Meché FG. Cytomegalovirus infections and
anti-GM2 antibodies in Guillain-Barré syndrome. J Neurol Neurosurg Psychiatry 1997,62:641-643.

Irie S, Saito T, Nakamura K, et al. Association of anti-GM2 antibodies in Guillain-Barré syndrome
with acute cytomegalovirus infection. J Neuroimmunol 1996;68:19-26.

Rees JH, Soudain SE, Gregson NA, Hughes RAC. Campylobacter jejuni infection and Guillain-
Barré syndrome. N. Engl J Med 19985;333:1374-1379.

Biaser MJ. Epidemiologic and clinical features of Campylobacter jejuni infections. J infect Dis
1997;Suppl 2:103-105.

Speed BR, Kaldor J, Watson J, et al. Campylobacter jejuni/campylobacter coli-associated
Guillain-Barré syndrome. Immunoblot confirmation of the serological response. Med J Aust
1987;147:13-16.

pagina 121




Chaplter S5

18.

19.

20.

21,

22.
23.

24,

25,

26.

Mishu B, llyas AA, Koski CL, et al. Serologic evidence of previous Campylobacter jejuni infection
in patients with the Guillain-Barré syndrome. Ann Intern Med 1893;7118:947-953.

Jacobs BC, Van Doorn PA, Schmitz PIM, et al. Campyiobacter jejuni infactions and anti-GM1 anti-
bodies in Guillain-Barré syndrome. Ann Neurcl 1996:40:181-187.

Jacobs BC, Rothbarth PH, van der Meché FG, et al. The spectrum of antecedent infections in
Guiliain-Barré syndrome: a case-control study. Neurology 1998;51:1110-1115.

Sedano MJ, Calleja J, Canga E, Bercianc J. Guillain-Barré syndrome in Cantabria, Spain. an epi-
demiological and clinical study. Acta Neurol Scand 1284;89:287-292.

Bak P. Guillain-Barré syndrome in a Danish county. Neurology 1985;35:207-211.

Rees JM, Thompson RD, Smeeton NC, Hughes RA. Epidemialogical study of Guillain-Barré syn-
drome in south east England. J Neurel Neurosurg Psychiatry 1998;64:74-77.

Kaldor J, Speed BR. Guillain-Barré syndrome and Campylobacter jejuni: a serological study. Br
Med J 1984;288:1867-1870.

Yuki N, Yoshino H, Sato &, Miyatake T. Acute axonal polyneuropathy associated with anti-GM1
antibodies following Gampylobacter enteritis. Neurology 1990;40:1900-1902.

The French Cooperative Group on Plasma Exchange in Guillain-Barré Syndrome. Appropriate

number of plasma exchanges in Guillain-Barré syndrome. Ann Neurol 1997;41:298-306.

pagina i22




5 General Discussion

pagina 123







lﬁor\tor 06

~
\_JEEC/LV E /

Summary
Samenvatting




Chapter 6

6.1 Summary

In this thesis studies are described concerning epidemiological and clinical aspects of the
Guillain-Barré syndrome. GBS is an immune-mediated disease affecting the peripheral
herves resulting in a flaccid paralyis with or without involvement of the sensory system
and cranial nerves.

We studied the heterogeneity of GBS and thereby aimed to gain more insight in the patho-
physiclogicai mechanism and clinical characterisation of the subgroups.
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Chapter 2 describes the epidemiological studies in this thesis. First, in paragraph 2.7 an
overview is given of the main epidemioiogical features on GBS described in the literature.
Two unigue epidemiological phenomena, the “swine-flu vaccin incident” and the “Chinese
paralytic syndrome” are described in more detail.

Paragraph 2.2. describes the epidemicicgical survey on GBS in the South-west
Netherlands. With 476 patients included in this study, it is one of the largest studies in this
field. All patients fuifiling the NINCDS-criteria for GBS were included from all hospitals in
the South-west Netherlands from 1987 to 1996. This resulted in a crude incidence rate of
1.18/100.000 inhabitants. The IR increased linearly with age and men were significantly
more frequently affected than women. No seasonal preponderance was found, despite the
fact that the occurrence of the most frequently associated preceding infections, shows a
seasonal fluciuation.

Paragraph 2.3 describes the study on the increasing number of GBS patients on the
Carribean island Curagao. Here again, patients were included fulfilling the NINCDS-criteria
for GBS. This resulted in an IR of 1.62 in the period 1287-1991 and an IR of 3.10 in the
period 1992-1899, RR 5.22 {95%C! 2.5-10.2, p=0.02). The IR within the year showed a
clear seasonal distribution. The patient group was characterised by a severe course with
high mortality and a high percentage of pure motor forms. These findings, together with
the high percentage of preceding gastro-enteritis reported and the high percentage of
positive Cjejuni infections in the serum or stools of the patients, suggest a major role of
Cjejuni in this increase in incidence of GBS in Curagao.

In Chapter 3 studies are described on varicus clinical aspects of GBS. Paragraph 3.1
and 3.2 concern studies on patients in which GBS runs a mild course, i.e. they remain
able to walk unaided at maximum progression of the disease. Uniil now, most studies on
GBS report on severely affected patients. Theories on the pathophysiological mechanism
and results of treatment trials are therefore mainly based on severe patients while the
retrospective study, described in paragraph 3.1 showed that 28% of the GBS patients is
only mildly affected. Patients in this study derived from the survey as described in paragraph
2.2. Because the distribution of the preceding ciinical infections did not differ between the
mild and severe patients in contrast to the preceded serologicai proven infections, we
suggested that other pathogens could be responsible for the mild forms of GBS. To explore
this, we performed a prospective study, which is described in paragraph 3.2, Here, almost
all hospitals in the Netheriands reported their GBS patients in a two-year period. This
resulted in 139 patients of which 149% was mildly affected. in the collecied serum samp-
les, significantly more preceding infections with EBV were found in the mild patients.
Furthermore, significantly less anti-ganglioside antibodies were found in the mild group
and we concluded that this could be a factor invoived in the determination of the course
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of the severity of GBS.

In paragraph 3.3 the treatment of the Miller Fisher patients was evaluated by studying the
course of the disease and outcome in 12 patients included in the prospective study as
described in paragraph 3.2. Because the course of the disease very much mimics that of
GBS and a treatment trial would not be feasible because of the low incidence, we suggest
that seversly affected MFS patients can be treated with [Vig.

Chapter 4 deals with randomised treatment trials in GBS. First, in paragraph 4.1 the
results are described of a RCT on the effect of additional treatment with methylprednisolon
{MP) on standard IVIg treatment. Two hundred twenty-five severely affected patienis were
included and it was shown that 56% of the placebe group and 68% of the MP-treated group
reached the primary endpoint, p=0.06, p=0.05 after adjustment for age. After inclusion of the
prognostic factors (age, number of days between onset of weakness and randomisation,
MRC-score at entry and preceding CMV infection), the difference between the MP-treated
and placebo group reached a p-value of 0.015.

Paragraph 4.2 describes a study on the effect of publication of the former RCT on Vig
treatment in GBS in the Netherlands on the referral pattern of patients in the Netherfands.
We hypothesised that the resuft of the positive treatment effect of IVIg in GBS patienis,
could be that more patients were treated in small centres because Vg is available there.
This could result in worse outcome for patients admitted in those small centers because
GBS can give autonomic dysfunction and a need for mechanical vertilation, i.e. complica-
tions and events with which small centers have less experience. Our study showed indeed
that fewer patients were referred from small to large centres after the introduction of IVig.
It also showed that this did not result in higher mortality or morbidity in small centers. We
therefore concfuded that high-risk patients were still transferred properly and thereby the
introduction of IVig has led to a more optimal use of specialised health-care facilities.

Chapter 5 is the general discussion. In this chapter an attempt is made o translate the
findings in this thesis to epidemiological concepts con eticlogy. Before that, some
methodological aspects are discussed. Finaily, besides general conclusions, guidelines
and suggesticns for future research are given.
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6.2 Samenvatting

Dit proefschrift beschrijft epidemiclogische en klinische aspecten van hat Guillain-Barré
syndroom (GBS). GBS is een immuun-gemedieerde ziekte van de perifere zenuwen.
Klinisch resuiteert dit in esn slappe verlamming van de ledernaten, al dan niet gepaard
gaande met gevoelstoornissen en uitval van de hersenzenuwen,

De nadruk in dit onderzoek ligt op de heterogeniteit van GBS. Hiermes werd beoogd meer
inzicht te krijgen in het pathofysiologische mechanisme van deze ziekte. Tevens werd
beoagd te komen tot een verdieping en uitbreiding van de karakterisatie van de diverse
klinische subgroepen.
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Hoofdstuk 2 beschrijft de epidemiologische studies van dit preefschrift. Allereerst wordt
in paragraaf 2.1 een overzicht gegeven van epidemiologische kermerken van GBS zoals
beschreven wordt in de literaiuur. Twee unieke epidemiologische fenomenen worden
nader belicht, te weten het incident rond het “swine-flu vaccine” en het zogenaamde
"Chinese paralytic syndrome”.

Paragraaf 2.2. beschrijft een onderzoek naar het voorkomen van GBS in Zuidwest Nederland.
Met het aantal van 476 patiénten, is dit één van de grootste studies geworden op het gebied
van de epidemiclogie van GBS. Alle patiénten die tussen 1987 en 1996 in ziekenhuizen in
Zuidwest Nederland waren opgenomen en die voldeden aan de NINCDS-criteria voaor
GBS, werden geincludeerd in de studie. Dit resulteerde in een incidentie van 1.18/100.000
inwoners. De incidentie steeg lineair met de leeftijd en mannen waren significant vaker aan-
gedaan dan vrouwen. Er werd geen seizoensathankelijkheid gevonden, ondanks het feit
dat de bekende voorafgaande infecties bij GBS wel een seizoensvoarkeur kunnen hebben.
Paragraaf 2.3 beschrijft de studie naar het toenemende aantal GBS patiénten op
Curacao. In deze studie werden wederom pati®nten geincludeerd die voldeden aan de
NINCDS-criteria voor GBS. Voor de pericde 1987-1991 werd een incidentie van
1.62/100.000 gevonden, voor de periode 1992-1929 een incidentie van 3.10, RR 5.22
(95%Cl 2.5-10.2, p=0.02). De incidentie over het jaar volgde een duidelijke seizoens-
gebondenheid. De patiénten groep werd gekarakteriseerd door een ernstig beloop met
een hoge mortaliteit en een hoog percentage van de pure motore vorm van GBS. Deze
bevindingen, samen met het hoge percentage gevonden voorafgaande gastro-enteritis
infecties en het hoge percentage gevonden positieve Cjefuni serologie, maken een rol
voor C.jefuni in de stijging van de incidentie van GBS, zeer waarschijnlijk.

In hoofdstuk 3 worden de Klinische studies van dit proefschrift beschreven. Paragraaf 3.1
en 3.2 gaan over de GBS patiénten bij wie de ziekie mild verloopt, d.w.z. patiénten die
nog in staat zijn zelfstandig te lepen op het dieptepunt van hun ziekte. Tot nu toe zijn de
meeste studies betreffende GBS gebaseerd op ernstige patiénten. Theorieén over het
pathofysiclogische mechanisme en resultaten van therapeutische trials zijn dan cok voor-
namelijk gebaseerd op deze ernstige patiénten terwijl in de retrospectieve studie, beschre-
ven in paragraaf 3.1, 28% van de GBS patiénten slechts mild aangedaan is. De patiénten
uit deze studie zijn afkomstig van de survey beschreven paragraaf 2.2. Omdat de verde-
ling van de vooraigaande klinische infecties niet verschilde tussen de ernstige en milde
patiénten, in tegenstelling ot de serologisch bewezen voorafgaande infecties, is het
mogelijk dat er voor het ontstaan van milde GBS andere pathogenen verantwoordelijk zijn.
Om dit te onderzoeken is een prospectieve studie verricht waarvan de resultaten beschraven
staan in paragraaf 3.2. in deze studie werden bijna alle GBS patiénten in Nederland
gedurende 2 jaar geincludeerd. Dit resulteerde in 139 GBS patiénten van wie 14% mild
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aangedaan was. In de verzamelde serum monsters werden significant meer voorafgaande
infecties gevonden met het EBV virus in milde patignten. Verder werden er significant minder
anti-ganglioside antilichamen gevonden in de milde groep. Wij concludeerden dan ook dat
dit een factor zou kunnen zijn die betrokken is bij het bepalen van de ernst van de ziekte.
In paragraaf 3.3 wordt de behandeling van Miller Fisher patiénten geévaluserd aan de hand
van de bestudering van het beloop van de ziekte en herstel in 12 patiénten die includeerd
werden in de prospectieve studie beschreven in paragraaf 3.2. Daar het beloop van de
ziekte veel overeenkomsten vertoonde met GBS en een therapeutische trial niet haalbaar
geacht wordt vanwege de lage incidentie, werd er geconcludeerd dat ernstige MFS pati-
énten behandeld zouden kunnen worden met [Vig.

Hoofdstuk 4 beschrijft studies die betrekking hebben op therapeutische trials en GBS.
Allereerst worden in paragraaf 4.1 de resultaten beschreven van de gerandomiseerde
dubbelblinde trial naar het additionele effect van methylprednisolon nazast standaard 1VIg
therapie. Tweehonderdvijfentwintig ernstige patiénten werdan geincludeerde. Zesenvijftig
procent in de placebo groep en 68% in de MP-groep behaalden het primaire eindpunt,
p=0.08, p=0.05 na correctie voor ieeftijd. Na inclusie van de prognostische factoren in de
analyse (leeftijd, aantal dagen tussen begin van de zwakte en randomisatie, MRC-score
ten tijde van inclusie en een voorafgaande infectie met het CMV virus), bereikie het ver-
schil tussen de MP groep en de placebo grogp een p waarde van 0.015.

Paragraaf 4.2 beschrijft een studie naar het effect van publicatie van een esrdere therapeu-
tische trial in GBS op het verwijzingspatroon van de patiénten. Doordat deze trial zantoonde
dat IVIg minstens zo effectief was als plasmaferese, was het nu mogelijk patiénten in kleine
centra te behandelen daar IVIg in deze centra beschikbaar is in tegenstelling tot plasmafe-
rese. Dit zou kunnen leiden tot een slechier herstel in deze patiénten omdat GBS kan
resulteren in autonome disfunctie en behoefte aan mechanische beademing. Beide zijn
complicaties waar Kleinere centra weinig ervaring mee hebben, In deze studie werd aan-
getoond dat er inderdaad minder patiénten verwezen worden van kleine naar grote centra
na de introductie van Vlg als therapeuticum. Echter dit resulteerde niet in een stijging van
de mortaliteit en morbiditeit in kleine centra. Het bieek dat patiénten met een heog risico
op complicaties nog steeds adequaat worden doorverwezen naar grotere centra. Er werd
geconciudeerd dat de introductie van 1VIg in Nederland heeft geleid tot een meer optimaal
gebruik van zorginstellingen.

Hoofdstuk 5 is de algemene discussie. Hierin is getracht de bevindingen in dit proefschrift
te vertalen naar epidemiologische concepten wat betreft het antstaan van het Guillain-
Barré syndroom. Allereerst worden enkele methodologische aspecten besproken. Verder
worden suggesties gedaan voor eventueel toekomstig chderzoek.
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L.ist of abbreviations

AIDP
AMAN
AMSAN
CDC
CIDP
C.jejuni
CMV
CSF
EBY
EMG
F-score
GBS
ICD

IR

Wig

PE

MFS
MP
Mpneu
MRC
NINCDS
PCB
RCT

acute inflammatory demyelinating pelyneuropathy
acute motor axonal neuropathy

acute motor-sensery axonal neuropathy

centers for disease control and prevention
chrenic inflammatory demyelinating polyneuropathy
Campylobacter jejuni

Cytomegalovirus

cerebrospinal fluid

Epstein-Barr virus

electromyegram

functional grading score

Guillain-Barré syndrome

international classification of disease

incidence rate

intravenous immunoglobulin

plasmapheresis

Miller Fisher syndrome

methylpradnisolone

Mycoplasma pneumoniae

medical research council

National Institute of Neurolegical Disorders and Stroke
pharyngo-cervico-brachial

randomised controlied trial
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