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T  h e  h i s t o r y  o f  t h e  d e u e l o p m e n t  o f  k n o u l e d g e  u b o u t
Guil lain-Barrt-Syndrome (GBS) is reuieutet l .  The cl inical prof i Ie, inclut l ing
characteristic CSF findings, uere established by Lu,ndry in 1859 and Burr6 ht
1916. Pathologic feutures o/ GBS were defined ilr three landmark papers by
Haymalter and Kernohan in 1949, Waksman and Adams h 1955, and Asbury,
Arnason und Adams in  1969.  Ahhough GBS is  cons idered to  be  an
immune-mediated disorder, the exact immune rnechanism(s) Ieading to
demyelinatiort is not yet uell established but probubly inuolues both cellular antl
humoral resporuses. Treatment modalities haue progressedfrom massages untl
aolatile liniments used by Landry to anticipatory and supportiue care, plasma
exchange, and intrauenous immunoglobulin. Outcome continues to be generully

fauorable us originally emphasized. Clinical und electrophysiologic predictors
of wtfauorable outcome haue been identified.

Key Words: Guillotn'Borr| Syndrome, Londry's Porolysis, Historicol Perspective, Ascending Porolysis, AIDP

INTRODUCTION
Peripheral neuropathy may result from either

demyel inat ing or  axonal  d isorders.  The
demyelinating neuropathies are either acquired
or  genet ica l ly  determined.  The acquired
neuropathies include the acute inflammatory
demye l i na t i ng  po l yneu ropa thy  (A IDP,
Gui l la in-Barrd syndrome) and the chronic
inflammatory demyelinating polyneuropathy
(CiDP)1. The purpose of this manuscript is to
review the history of development of knowledge
about Guil lain-Barrd syndrome (GBS) from the
time Landry described the first such use in i 859
to the present.

CLINICAL SYNDROME
Two landmark publications have established

the clinical basis of the GBS2,3. Although similar
cases may have been described before, Octave
Landry2 is credited with the first reported case of
what later came to be known as the GBS. In
1859, Landry described a neurologic condition
characterized by ascending motor paralysis with
poor prognosis that he referred to as "ascending

paralysis". Although literature reports emphasize
the ascending type of motor paralysis, Landry
originally described three types of presentations
in ten patients. The first part of his historic
article was devoted to a description of one
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patient with classical ascending type of motor

paralysis without sensory signs or symptoms. in

the second part of his article, Landry discussed
nine other patients with three types of cl inical

picture: l) ascending paralysis without sensory
signs and symptoms, 2) ascending paralysis with
concomitant ascending anesthesia and analgesia,
and 3) progressive generalized polyradiculoneur-
i t i s .  Landry  searched fo r  an tecedent  and
associated conditions in exploring the etiology of
the new condit ion he reported. He nored that
"the paucity of facts makes it impossible to study
the  e t io logy  o f  th is  p rocess ,  bu t  the
circumstances in which i t  developed can be
noted"2 .  The c i rcumsrances  he  observed
inc luded conva lescence f rom acute  i l l ness ,
background of menstrual difhcult ies, exposure
to cold, and convalescence from chi ldbirth2. In
one case with menstrual dif f icult ies, leeches
applied to the vulva led to recovery. In another
case, menstrual dif f icult ies during a "moral

c r is is "  were  fo l lowed by  acu te  ascend ins
paralysis2. Landry's co.,t . ib,rt io.r ro medi.r ' i
l i terature ceased short ly after his 1859 reporr.
He le f t  academic  pursu i ts4  ro  manage an
insti tute of hydrotherapy for the treatment of
the nervous disorders.

Fifty seven years after Landry's arricle was
published, Guil lain, Barrd and Strohl3, in i916,
described a condit ion similar ro rhar of Landry,
with two distinctive features: l) betrer prognosis,
2 )  un ique cerebrosp ina l  f lu id  f ind ings  o f
increased protein with no increase in cells. Their
paper described two French soldiers whose

cl inical picture was similar and consisted of (1)

motor difficulties, (2) areflexia, (3) preservation
of cutaneous reflexes, (4) paresthesias with slight
impairment of objective sensarions, (5) muscle
tenderness ,  (6 )  s l igh t  a l te rar ion  in  nerve
conduction, (7) remarkable increase in CSF
albumin in the absence of cel lular reacrion
(albuminocytologic dissociat ion). Their paper
was published in the Bullet in of the Society of
Med ic ine  o f  the  Hosp i ta l  o f  Par is .  The
motivation for performing a spinal tap in these
nvo patients is uncertain. It is believed, however,
that the authors performed a spinal tap either to

rule out an infectious process, or because spinal
taps were fashionable5 having been described by

Quincke 25 years earlier, in I 891 . In spite of the
similarity to what Landry described earlier, no
mention of Landry is to be found in Guil lain,
Barrd, and Strohl 1916 arricle. Guil lain even
resisted identifying his cases with rhose of
Landry's claiming rhat "His disease" was benign
whereas Landry's had a poor ourcome. In an
ar t ic le  publ ished in 19196 Gui l la in and Barrd
referred to Landry's-type paraiysis when they
reported a fatal case of acute polyneuritis with
albuminocytologic dissociation after typhoid
vaccination. Subsequent publications on this
syndrome did not include rhe name of Strohl.
There are different versions of why Strohl's
name was dropped from such publications, they
include the fact that he was a radiologist with
broad ranging medical interesrsT which made
him less credible as a neurologist, his origin from
Alsace8, and his yourh9, having just graduated
from medical school.

The clinical picture of what came ro be
known as the GBS was thus well established in
the early part of the rwentierh cenrury. In 1978,
and in response to demands for more definitive
criteria For the diagnosis of GBS following the
epidemic of this condition in association with
influenza vaccination in the U.S.A, the National
I ns t i t u te  o f  Neu ro log i c  Commun ica t i on
Disorders and Stroke (NINCDS) criteria were
establishedl0. Furthermorc, as more cases were
reported, variants of the GBS were reported.
Variants are classified according to rhe prevailing
modality of clinical picture (pure motor, pure
sensory, pure dysautonomia), region affected
(bu lba r -append i cu la r ) ,  t empora l  cou rse
(relapsing, chronic) I l.

PATHOLOGY
Three landmark papers establ ished the

pathology and patho-physiology of GBS. In
Landry's original cases2, the spinal cord was
"intact in its entirery and in all irs elements. The
nerve origins were well-formed. The gray and
white matter were histologically normal". The
focus on spinal cord and peripheral nerve
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pathology characterized pathologic reports from

the 1860 's  th rough 1880 's ,  when i t  was

e s t a b l i s h e d  t h a t  G B S  i s  d e f i n i t e l y  a

neuropathyl2. Further studies characterized the

neuropathy as an inflammatory one. Studies out

oFEurope appearing in the French and German

li terature between 1930 and 1966 recognized

the inf lammatory nature of the pathology. In

contrast, studies in the USA between 1936 and

1949 emphasized the edematous nature of nerve

pathologyl3. In their classic paper publ ished in

1949, Haymaker and Kernohanl4 proposed that

nerve edema led to myelin sheath breakdown,

tha t  l ymphocy t ic  in f i l t ra t ion  was a  la te

occurrence as part of a reparative process. In

1955, \Taksman and Adamst5 reported on an

exper imenta l  mode l  o f  GBS,  exper imenta l

a l le rg ic  neur i t i s  (EAN) ,  in  wh ich  they

emphasized the inf lammatory nature of the

patho logy .  They  descr ibed per ivascu la r

inf i l t rates of mononuclear cel ls in nerve roots,

spinal and peripheral nerves and suggested that

this reaction was an autoimmune response to

m y e l i n  p r o d u c t s .  \ T a k s m a n  a n d  A d a m s l 5

original ly produced EAN by the inject ion of

whole nerve extracts. Subsequently EAN has

been produced by the inject ion of peripheral

myelin, one of the myelin basic proteins (P2),

peptides of P2, as well  as galactocerebroside

component of peripheral nerve myelir i .  In 1969,

fuburyl6 reported that as in EAN, human nerve

pathology in the GBS was characterized by

p e r i v a s c u l a r  ( p e r i v e n u l a r )  m o n o c u l a r

inf lammatory inf i l t rate and adjacent segmental

demyelination, and that contrary to Haymaker

and Kernohan l4  observa t ions ,  edema o f  the

nerve root was not a qrajor feature of the

p a t h o l o g y ;  f u r t h e r m o r e ,  t h e y  r e p o r t e d

widespread d is t r ibu t ion  o f  in f lammatory

inf i l trates including the nerve roots, sensory

:: l*:  

cranial nerves, plexus and peripheral

In spite of the del ineation of pathology in

the GBS, the exact immune mechanism leading

to demyelination is not yet well  establ ished. I t  is

however believed that GBS is induced by both

cel l-mediated and antibody-mediated immune

responses (cel lular and humoral),  and that the

lwo responses are interdependent.

TREATMENT

Treatment of the original cases of Landry2

consisted of massages with volat i le l iniments
(turpentine, quinine), electr ic st imulat ion and

substan t ia l  nour ishment .  Gu i l la in lT  la rer

prescr ibed an t isep t ic  remed ies ,  rubs  w i th

colloidal silver, electrotherapy, warm baths and
i r rad ia t ion .  He fe l t  tha t  a rsen ica ls  were

cont ra ind ica ted .  The mains tay  o f  cur ren t

therapy consists of supportive care (management

of airway and respiratory infection, maintaining

f lu id  and sa l t  ba lance,  sa feguard ing  b lood

pressure and cardiovascular function, adequate

nourishment, prevention and treatment of bed

sores ,  dea l ing  w i th  anx ie ty ,  anger  and

depression, and effect ive rehabil i tat ion). The

importance of attending to the psychological

aspects of the i l lness is brought out in personal

accounts  o f  GBS wr i t ten  by  phys ic ians l8 -20

afflicted by the disorder. Until recently, the only

proven method of therapy was plasmapheresis.

The f irst report on the use of plasmapheresis

came out of Hammersmith Hospital in 19782\ .

The beneficial effect of plasmapheresis was

confirmed by the Guil lain-Barrd Study Group in

the USA in 198522, and the French Cooperative

Study  in  198723.  Bes ides  conf i rm ing  the

Gui l la in -Bar r i  S tudy  Group f ind ings ,  the

French Cooperative study showed no benefi t  of

f r e s h  p l a s m a  o v e r  a l b u m i n  s o l u t i o n .

Plasmapheresis was shown to be part icularly

effective when given early in the disease and in

severely affected patients. Beneficial effects

inc lude shor te r  dura t ion  on  the  resp i ra to r ,

shor te r  recovery  t ime,  and grea ter  overa l l

improvement. In contrast to plasmapheresis,

steroids in conventional doses have no olace in

drug  rherapy24.  There  are  anecdota l  , .por , ,  o I

benefi t  with high dose intravenous steroid

therapy. Possible adverse effects of the use of

steroids such as increased incidence of recurrent

disease have been reported2a. Although cytotoxic

drugs have been used, there are not enough

control led data on their usefulness. Reports on

the use of polyunsaturated fatty acid diet are
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anecdota l25.  Such d iets  presumably act  by
inhib i t ing in  v i t ro lymphocyte funct ion.
Int ravenous immunoglobul ins are recent
additions to drug therapy. They were first used
in the treatment of chronic .inflammatory
demyelinating polyneuropathy in 198726 and in
GBS one year later in 198827. A randomized
trial2S comparing intravenous immune globulin
and plasma exchange showed that intravenous
immune globulin is at least as effective as, and
may be superior, to plasma exchange. The exact
mechanism of intravenous immunoglobulin
action in GBS has not been established with
certainty. Possible mechanisms of action include
a non-specific effect on natural kil ler cells,
induction of higher activity of non-specific
T-suppressor  lymphocytes,  inh ib i t ion of
macrophages,  and inhib i t ion of  ant ibody
p r o d u c t i o n 2 9 .  T h e  u s e  o f  p r o t e i n - A
immunoadsorption (PAIA) has been recently
reported in two patients with good results30.
PAIA presumably allows selective removal of
immunoglobulins from plasma. The use of two
other modes of therapy3l'32 (cyclo-oxygenase
inhibitors, and oxygen radical scavengers) has
been limited to experimental animal models of
GBS.

OUTCOME
The generally good prognosis emphasized by

Gui l la in,  Barrd and Strohl  in  thei r  or ig inal
contribution has been confirmed in subsequent
reports. In spite of the expected good outcome,
approximately 3-60/o of patients die and about
10-l5o/o are left with permanent deficits. Of the
many predictors of poor outcome reported in
the literature, the following have been confirmed
in several studies: fibrillation potentials on EMG
early in the disease process, marked early
reduction in compound muscle action potentials
(CMAP), plateau period of more than ten days
before the beginning of clinical improvement,
and the need for ventilator support.
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