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NEUROPATIAS INFLAMATORIAS

 Clasificacion
— Formas aqudas

- AIDP gacu’re inflammatory demyelinating neur'oga’rh? o sindrome
de Guillain-Barré (GBS). Representa entre el 85-907% de los
Casos.

« AMSAN (acute motor and sensory axonal neuropathy).

-« AMAN ﬁacu’re motor axonal neuropathy). Representa entre el 5-
10% de los casos.

« Sindrome de Miller Fisher (MFS).
— Formas cronicas

« CIDP ﬁchr‘onic inflammatory
demyelinating neuropathy).

* Neuropatia desmielinizante inflamatoria
cronica




CIDP

Es la PNP autoinmune mas frecuente en
adultos.

Prevalencia 1.0-8.9/100.000 (30-60 anos)

Incidencia anual 0,5-1,6/100.000

Es una patologia poco frecuente en la infancia,

pero relevante por existir tratamiento.

* 0.48%/100.000 Australia (Nueva Gales)
* 3% de las PNP en la infancia.



CIDP

Heichhorts describe primer caso de
polineuritis cronica y recurrente en
1890.

Durante la década de los 50 emerge el
concepto de polineuritis cronica
recidivante con respuesta a
esteroides, que apunta hacia una base
inmune.

Se establece la relacion entre
descenso de VCy presencia de
bloqueos de conduccion con
desmielinizacion segmentaria (tipico
de CIDP).

Dyck en 1975 acuiia el termino (CIDP)
polirradiculoneuropatia inflamatoria
desmielinizante crdnica

JUNE 1958

BRAIN

VOL. 81, PART 2.

RECURRENT POLYNEUROPATHIES AND THEIR
CORTICOSTEROID TREATMENT

WitH F1VE-YEAR OBSERVATIONS OF A PLACEBO-CONTROLLED CASE TREATED
WITH CORTICOTROPHIN, CORTISONE, AND PREDNISONE
BY
JAMES H. AUSTIN!

From The Neurological Institute of New York, Columbia University College of Physicians
and Surgeons and the Division of Neurology, University of Oregon Medical School

THis paper has three purposes. The first is to define a group of poly-
neuropathies which spontaneously recur. The second is to call attention
to and examine the significance of recurrences as a phenomenon in some
polyneuropathies after corticosteroid treatment. With this necessary
background for evaluation, the third purpose is to present a case report
of a recurrent polyneuropathy followed for five years, treated with
corticosteroids through 20 bouts, and placebo-controlled.
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The diagnostic criteria, natural history, nerve conduction characteristics, pathology,
laboratory features, and efficacy of corticosteroid treatment have been evaluated per-
sonally in 53 patients with chronic infl y polyradi pathy (CIP) who were
followed up for an average of about 7.5 years, These were patients whose monophasic
neurologic deficit had not crested by 6 months, patients with recurrences, and patients with
a steady or stepwise progression. The typical features of CIP include absence of an asso-
ciated disease, frequent history of preceding infection or receipt of foreign protein, and
tendency to involve cranial, truncal, and proximal as well as distal limb structures and to
have diffusely slow conduction velocity of peripheral nerves. The most marked slowing is
often very proximal. The pathologic features include serous edema, mononuclear cell in-
filtrates (especially in perivascular areas, but without evidence of vasculitis), macrophage-
induced segmental demyelination, and hypertrophic neuritis. If our patients are represen-
tative, complete recovery occurs only infrequently; about 60% of patients are able to be
ambulatory and work, 25% become confined to a wheelchair or become bedridden, and
approximately 10% die from their disease. Although the bulk of the pathologic changes
affect spinal roots and proximal nerves, the brain and spinal cord may be involved also.
Degeneration into linear rows of myelin ovoids is the predominant type of myelinated fiber

Define hallazgos clinicos

Evolucion clinica
Respuesta a esteroides
Hallazgos EMG
Patologia

— Bulbos de cebolla.

— Infiltrados inflamatorios
perivasculares.

— Desmielinizacion segmentaria.

degeneration of the sural nerve at the ankle.
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Fig. 1. Frequency distribution (%) of patients by decades
at symptomatic onset of CIP.
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Immune call activation
« Macrophage-T-call Interaction
wia costimulatory molecules
« Tallmediatad stimulation of

B calls via cytokines
« Antibody production by B cells

PATOGENIA

CIDP es una enfermedad autoinmune
mediada por inmunidad humoral y
celular contra antigenos de la mielina
aun no bien definidos.
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MANIFESTACIONES CLINICAS
FORMA S TIPICAS

VARIANTES
Table 1 Major phenotypic variants of CIDP
Estimated prevalence
CIDP phenotypic variant within CIDP Onset Clinical symptoms Distribution
Typical CIDP 51% Chronic Sensory and motor Symmetrical, proximal and distal
Sensory CIDP 4-35% Chronic Sensory predominant; As per typical CIDP
motor involvement may develop
Chronic immune sensory polyradiculopathy  5-12% Chronic Sensory ataxia As per typical CIDP
Lewis-Sumner syndrome/ MADSAM 6-15% Chronic Sensory and motor Asymmetrical; often
upper limb onset
Focal CIDP 1% Chronic Sensory and motor Focal; may progress to diffuse
CIDP over time
DADS 2-17% Chronic Sensory predominant, Symmetrical, distal
but may indude motor involvement
Acute onset CIDP 2-16% Acute onset  As per typical CIDP As per typical CIDP
Motor CIDP 4-10% Chronic Motor predominant As per typical CIDP

CIDF, Chronic inflammatory demyelinating polyradiculoneuropathy; DADS, distal acquired demyelinating symmetric; MADSAM, multifocal acquired demyelinating sensory and moto




Manifestaciones clinicas

* La mayoria de pacientes con CIDP clasica presentan
sintomas motores y sensitivos
— Motores en 90 % que pueden ser muy discapacitantes
hasta en un 50% de forma temporal (silla de ruedas o
bastones) y hasta 10% secuelas permanentes o exitus

relacionado con la enfermedad. Puede haber debilidad
proximal**

— Sensitivos en 80%. Dolor es raro

— Alteracion de equilibrio-estabilidad progresiva o recurrente
no es infrecuente en formas infantiles.

— Arreflexia total solo en el 70% de casos.

— Afectacion de pares craneales, respiracion, o sistema
auténomo son raras



Manifestaciones clinicas

e La forma clasica o tipica puede tener un curso
progresivo o monofasico 40% o recurrente
polifasico 60%

— Pacientes mas jovenes pueden tener curso mas
recurrente y los mayores progresivo.

* Inicio agudo 20 % casos, sospechar CIDP si:

— progresion mas alla de 8 semanas (GBS like-onset
CIDP).

— Tres o mas fluctuaciones tras retirada de tratamiento.

— Sintomas sensitivos muy predominantes desde el
inicio.



Joint Task Force of the EFNS and the PNS Journal of the Peripheral Nervous System 15:1-9 2010}

Table 4. Clinical diagnostic criteria.

(1) Inclusion criteria

{a) Typical CIDP
Chronically progressive, stepwise, or recurrent symmetric proximal and distal weakness and sensory dysfunction
of all extremities, developing over at least 2 months; cranial nerves may be affected: and
Absent or reduced tendon reflexes in all extremities

(b) Atypical CIDP (still considered CIDP but with different features) One of the following, but otherwise as in (a) (tendon
reflexes may be normal in unaffected limbs):
Predominantly distal (distal acquired demyelinating symmetric, DADS) or
Asymmetric [multifocal acquired demvyelinating sensory and motor neuropathy (MADSAM), Lewis-Sumner
syndrome] or
Focal (e.g., involvement of the brachial or lumbosacral plexus or of one or more peripheral nerves in one upper or
lower limb)
Pure motor or
Pure sensory (including chronic immune sensory polyradiculopathy affecting the central process of the primary
Sensory neuron)

{2) Exclusion criteria

Borrelia burgdorferi infection (Lyme disease), diphtheria, drug or toxin exposure probably to have caused the neuropathy

Hereditary demyelinating neuropathy

Prominent sphincter disturbance

Diagnosis of multifocal motor neuropathy

lgM meonoclonal gammopathy with high titre antibodies to myelin-associated glycoprotein

Other causes for a demyelinating neuropathy including POEMS syndrome, osteosclerotic myeloma, diabetic and non-

I"jeia betic lumbosacral radiculoplexus neuropathy. PNS lymphoma and amyloidosis may occasionally have demyelinating

atures
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Table 1. Electrodiagnostic criteria.

(1) Definite: at least one of the following
(a) Motor distal latency prolongation =50% above ULN in two nerves (excluding median neuropathy at the wrist from
carpal tunnel syndrome), or
(b) Reduction of motor conduction velocity =30% below LLN in two nerves, or
ic) Prolongation of F-wave latency =30% above ULN in two nerves (=50% if amplitude of distal negative peak CMAP
=80% of LLN values), or
(d) Absence of F-waves in two nerves if these nerves have distal negative peak CMAP amplitudes =20% of LLN + =1
other demyelinating parameter® in =1 other nerve, or
(e) Partial motor conduction block: =50% amplltude reduction of the proximal negative peak CMAP relative to distal, if
distal negative peak CMAP = 20% of LLN, in two nerves, or in one nerve + =1 other demyelinating parameter® in
=1 other nerve, or
(f)} Abnormal tempﬂral dispersion (=30% duration increase between the proximal and distal negative peak CMAP) in
=2 nerves, or
{g) Distal CMAP duration (interval between onset of the first negative peak and return to baseline of the last
negative peak) increase in =1 nerve (median = 6.6 ms, ulnar = 6.7 ms, peroneal > 7.6 ms, tibial = 8.8 ms)? + =1
other demyelinating parameter® in =1 other nerve
(2} Probable
=30% amplitude reduction of the proximal negative peak CMAP relative to distal, excluding the posterior tibial nerve,

if distal negative peak CMAP = 209 of LLN, in two nerves, or in one nerve + =1 other demyelinating parametear® in =1
other nerve

(3) Possible
Asin (1) but in only one nerve
To apply these criteria, the median, ulnar (stimulated below the elbow), peroneal (stimulated below the fibular head),
and tibial nerves on one side are tested. If criteria are not fulfilled, the same nerves are tested at the other side, and/or
the ulnar and median nerves are stimulated bilaterally at the axilla and at Erb’s point. Motor conduction block is not
considered in the ulnar nerve across the elbow and at least 50% amplitude reduction between Erb's point and the wrist
is required for probable conduction block. Temperatures should be maintained to at least 33°C at the palm and 30°C at
the external malleclus (good practice points).
CMAP, compound muscle action potential; ULN, upper limit of normal values; LLN, lower limit of normal values.

4hAny nerve meeting any of the criteria (a—g).
Blsose S. et al. (lsose et al, 2009).
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Table 5. Supportive criteria.

1. Elevated CSF protein with leukocyte count <10/mm? (level A recommendation)

2. MRl showing gadolinium enhancement and/or hypertrophy of the cauda equina, lumbosacral or cervical nerve roots, or
the brachial or lumbosacral plexuses (level C recommendation)

3. Abnormal sensory electrophysiology in at least one nerve (Good Practice Points):
a. Normal sural with abnormal median (excluding median neuropathy at the wrist from carpal tunnel syndrome) or

radial sensory nerve action potential (SNAP) amplitudes: or

b. Conduction velocity <80% of lower limit of normal (<70% if SNAP amplitude <80% of lower limit of normal); or
c. Delayed somatosensory evoked potentials without central nervous system disease

4. Objective clinical improvement following immunomodulatory treatment (level A recommendation)

5. Nerve biopsy showing unequivocal evidence of demyelination and/or remyelination by electron microscopy or teased
fibre analysis {Good Practice Points)



Joint Task Force of the EFNS and the PNS

Table 2. Investigations to be considered.

To diagnose chronic inflammatory demyelinating
polyradiculoneuropathy
Electrodiagnostic studies including sensory and motor
nerve conduction studies, which may be repeated,
performed bilaterally, or use proximal stimulation for
motor nerves
CSF examination including cells and protein
MRI spinal roots, brachial plexus, and lumbosacral plexus
Merve biopsy
To detect concomitant diseases
(a) Recommended studies
8Serum and urine paraprotein detection by
immunofixation
Fasting blood glucose
Complete blood count
Renal function
Liver function
Antinuclear factor
Thyroid function
(b} Studies to be performed if clinically indicated
aSkeletal survey
Oral glucose tolerance test
Borrelia burgdorferi serology
C reactive protein
Extractable nuclear antigen antibodies
Chest radiograph
Angiotensin-converting enzyme
HIV antibody
To detect hereditary neuropathy
Examination of parents and siblings
Appropriate gene testing (especially PMP22 duplication
and connexin 32 mutations)
MNerve biopsy

“Repeating these should be considered in patients who are or
become unresponsive to treatment.

Journal of the Peripheral Nervous System 18:1-9 2010



CIDP diagnostic categories

Posible CIDP

Clinical criteria 1 (a or b) and 2 with electrodiagnostic criterion 3

Probable CIDP

Clinical criteria 1 (a or b) and 2 with electrodiagnostic criterion 2; or
Possible CIDP + at least one supportive criterion

Definite CIDP

Clinical criteria 1 (a or b) and 2 with electrodiagnostic criterion 1; or
Probable CIDP + at least one supportive criterion; or
Possible CIDP + at least two supportive criteria

CIDP (definite, probable, possible) associated with
concomitant diseases.

Jaoint Task Force of the EFNS and the PNS Journal of the Peripheral Nervous System 181-8 2010
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Figure 5. Conduction block without demyelination. (&) Conduction block can occur without other neurophysiclogic features
of demyelination, manifesting as a drop in CMAP amplitude on (P) proximal as opposed to (D) distal stimulation. (B} Reversible
conduction failure. In some cases, a rapid return of conduction is seen, with the (P) proximal CMAP amplitude returning to
normal. This occurs fasterthan can be explained by remyelination, suggesting that the block was due to a functional impairment
of conduction rather than structural damage or demyelination. (C) Length-dependent conduction failure. Alternatively, if the
distal parts of axons degenerate following proximal injury, then CMAP amplitude on (D) distal stimulation will also fall. Mote
thatin both examples, the result is an equalisation of proximal and distal CMAP amplitudes within the same study at the latter
time point. Valid comparisons of amplitudes between studies, and thus distinguishing (B) from (C), may be more difficult in
practice.
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Table 1

Childhood CIDP: clinical presentation and cutcome.

Reference # Patients Mean age onset Disease course Moditied Rankin score
(male:female) (vears) Initial Follow-up

Current series 30 (13M:17F) 7.6 (1.5-19) 21 Relapsing: 9 monophasic 28 0.5

Rossignol et al. [¥] 13 (9M4F) 93-14) 100 Relapsing: 3 monophasic 3.0 1.3

Ryan et al. [10] 16 (5M:11F) 6.3 (2.2-13.8) 6 Relapsing: 10 monophasic® 34 0.25

Hattor1 et al. [11] 10 (6M4F) 11 (2-16) 7 Relapsing : 3 monophasic 4.4 1.9

Simmons et al. [12] 15 (TM3EF) 11.5(3-17) 10 Relapsing : 2 monophasic® 3.5 0.2

Korinthenberg [14] 21 (12ZM:9F) 8.6 (2-14) 9 Relapsing : 12 monophasic NRH NRH

Nevo et al. [2] 13 (BM:5F) 6.5 (1-16) 10 Relapsing : 3 monophasic MR MR

Vedanarayanan et al. [15] 4 (IM:3F) 7.5(79) 3 Relapsing : | monophasic NR NR

Rodnguez-Casero et al. 5(3M:2F) 8.0 (45139 () Relapsing : 5 monophasic NR NR

[16]

Uncini et al. [17] 3 (1M:A4F) Ti6-11) NR NR NR

Sladky et al. [1] 6 (SM:1F) NR NR NR NR

Colan et al. [18] 5(3M:2F) 9.6 (5-17) 3 Relapsing ; 2 monophasic NR NR

Total 143 (7T3M:70F) 79 (61%) Relapsing ; 50 (39%%)

maonnnhagie



Childhood CIDP: treatment success with initial or first-line therapy.

Reference # Patients Patients showing GOOD response (%)

IVIG PE Corticosteroids
Current series 29* 20/25% (80%4) 0/2 (%) Not used®
Rossignol et al. [9] 13 2/3 (67%) Mot used 8/10 (805%)
Ryan et al. [10] 16 3/4 (75%) 0/1 (0%%) T/11 (64%)
Hattori et al. [11] 10 1/2 (50%4) 1/2 (50%) 4/6 (66%)
Simmons et al. [13] 12 5/6 (83%) 0/2 (0%%) 4/4 (100%%)
Korinthenberg [14] 21 10/12 (83%) Mot used B/11 (73%)
Mevo et al. [2] 13 Mot used Mot used 13/13 (100%)
Rodriguez-Casero et al. [16] 5P Not used Not used 3/3 (100%:)°
Uncim et al. [17] 5 Not used Mot used 4/5 (B0%a)
Sladky et al. [1] 6 Mot used Mot used 6/6 (1007%%)
Colan et al. [15] 3 Mot used Mot used 5/5 (100%4)
Total 135 41/52 (T9%%) 1/7 (14%) 6:2/74(84%)
Childhood CIDP: treatment .§u-50es§-tn'therapies'us.ed at al‘l‘_;-' stﬁge of disease. o R
Reference # Patients Patients showing GOOD response (%%6)

IVIG PE Corticosteroids
Current seres 30 23/29 (68%) 2/5 (16%) 10/10 (100%)
Rossignol et al. [9] 13 3/5 (6054) 1/2 (50%%) B/11 (73%)
Ryan et al. [10] 16 4/6 (67%%) 1/4 (25%) 8/12 (67%)
Hatton et al [11] 10 2/3 (66%) 2/3 (66%) 6/8 (75%)
Simmons et al [13] 12 T/8 (88%) 2/4 (50°%%) 5/7 (71%)
Korinthenberg [14] 21 10/12 (83%) 3/5 (60%%) 12/20 (60%%)
Nevo et al. [2] 13 3/6 (5004) 1/3 (33%) 13/13 (100%)
Vedanarayvanan et al. [15] 4 4/4 (10084) 1/3 (33%) 3/4 (753%)
Rodnguez-Casero et al. [16] 3 3/5 (10084)
Uncini et al. [17] 3 4/5 (80%%)
Sladky et al. [1] f 6/6 (100%4)
Colan et al [18] 5 5/5 (100%%)
Total 140 56/73 (779%) 13/29 (45%) B5/105 (80%0)

Note: These data include response to first-line (initial), second or third line treatments. Treatment can include monotherapy or combined therapies.



EVALUATION OF PATIENTS WITH REFRACTORY CHRONIC
INFLAMMATORY DEMYELINATING POLYNEUROPATHY

ARTEM KAPLAN, MD, PhD, and THOMAS H. BRANNAGAN, Ill, MD
Department of Neurology, Neurological Institute, 710 W 168" Street, Box 163, Columbia University, New York, New York 10032, USA

Accebled 22 Tulv 2016 Table 3. Alternate diagnoses

ABSTRACT: Introduction: Chronic inflammatory demyelinating Alt dx

polyradiculoneuropathy (CIDP) is a common treatable neuropa-

thy, however, nearly 20% of patients remain refractory to stan- ALS 20%

dard therapy for unclear reasons. Methods: We did a I!diopathic neuropathy 15%

retrospective review of 37 patients referred for CIDP refractory ~ Small fiber neuropathy 10%

to intravenous immunoglobulin (IVlg), plasmapheresis, and/or EENNDMAD 15?3“

corticosteroids. Clinical findings, electrophysiological studies, HNPP 5;

and response to further therapeutic interventions were FOEMS 5;

assessed. Results: Forty-six percent of patients had CIDP, while . N
o . . . ) Anti-MAG neuropathy 5%

54% had alternate diagnoses. Of patients with confirmed CIDP, :

87% showed improvement with escalation of therapy. Distal le TR amyloid neuropathy o7
° P PY- 9 Inclusion body myositis 5%

waakna:ss,”vibratnry sensory Inss,r and }n.ridasprraad aregﬂaxia Fibromyalgia/CTS 59
were significantly more common in patients with confirmed o . fber neuropathy/CTS 50
CIDE. Conclusions: Reasons for therapeutic failure in CIDP are
inadequate immunotherapy and alternative diagnoses. Certain
clinical and electrophysiological features help to distinguish true
CIDP from mimics. Once CIDP is confirmed, optimization of
IVlg dosing, addition of corticosteroids, plasmapheresis, or che-
motherapy results in consistent improvement. Caution is s
advised when using response to therapy to diagnose CIDF.
Muscle Nerve 000:000-000, 2016
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FIGURE 1. Treatment response of patients with confirmed CIDP. Pie chart shows numbers of patients who showed response to spe-
cific treatment. PLEX: plasmapheresis.



TRATAMIENTO

* 80% respuesta a tratamientos de primera linea
— Esteroides: diarios (1-1,5 mg/kg en infancia)
* DA, pulsos ???
— IglV 2 gr/kg 2-4 dias seguido 1 gr/kg cada 3-4 semanas
— Plasmaféresis (inicio)
* 20% refractarios a tratamiento
— Azatioprina + (RCT-), Metotrexato + (RCT —)
— Interferon Beta 12 RCT+, Interferon a +
— Micofenolato +, ciclofosfamida+
— Rituximab+/-



LONG-TERM OUTCOME IN CHRONIC INFLAMMATORY DEMYELINATING
POLYNEUROPATHY PATIENTS TREATED WITH INTRAVENOUS
IMMUNOGLOBULIN: A RETROSPECTIVE STUDY

LUIS QUEROL, MD,'2 RICARD ROJAS-GARCIA, MD, PhD,"2 CARLOS CASASNOVAS, MD,%® MARIA JOSE SEDANO, MD,*
JOSE LUIS MUNOZ-BLANCO, MD,%>* MARIA ANTONIA ALBERTI, MD,®> CARMEN PARADAS, MD, PhD,*®

TERESA SEVILLA, MD,” JULIO PARDO, MD,?® JOSE LUIS CAPABLO, MD,® RAFAEL SIVERA, MD,”

ANTONIO GUERRERO, MD,>'° EDUARDO GUTIERREZ-RIVAS, MD,"" and ISABEL ILLA, MD, PhD'-2

ABSTRACT: Introduction: The objective of this retrospective
study was to describe the short- and long-term patterns of [Vig
use, safety, and response to treatment in patients with chronic
inflammatory demyelinating polyneuropathy (CIDP). Methods:
Response to therapy was defined as an improvement of =1
point on the modified Rankin score at short- and mid-term vis-
its. Patient status at long term was classified as remission, sta-
bility, or non-responder. Results: Eighty-six patients were
included; 60.5% responded at short term and 54.6% at mid-
term. At long term, 25.6% of patients were in remission, 65.1%
were stable, and 9.3% were non-responders. The only variable
associated with remission was a better response during the first
6 months of follow-up. Conclusions: A significant percentage of
patients did not require any additional drugs in the long term.
This suggests that treatment effect or disease outcome may be
stable over time, and treatment regimens should therefore be
individualized to avoid overtreatment.

Muscle Nerve 48: 870-876, 2013

Screened

Selection criteria

N=184

l

Included
N=87

*CIDP diagnosed

+*At least 18 years old

*Treated with Flebogamma® at least once
*Available clinical records

*Treatment with immunosuppressants allowed

Excluded
N=1

Assessed for eligibility

Data available for analysis

N=86
*Sociodemographic data
C +*CIDP diagnosis
Baseline =" .pravious treatments
*Comorbidities
Short-term -—l
Visits ,:j *Disability scores
{ Midterm — +IVIg and concomitant treatments

—-‘ Long-term —

*Clinical status
*IVig and concomitant treatments




Fingolimod (FTY720) oral en el tratamiento de la polirradiculoneuropatia desmielinizante
inflamatoria cronica (PDIC): disefio del ensayo clinico fase 3 FORCIDP
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« El estudio FORCIDP es potencialmente el mayor estudio aleatorizado de cualquier agente inmunosupresor para la PDIC y utiliza como variable la medida del tiempo hasta el acontecimiento, un enfoque novedoso en el disefio de estudios en PDIC.
« Este estudio proporcionara evidencia sobre la capacidad de fingolimod de retrasar la progresion de la discapacidad en pacientes con PDIC y los resultados de este estudio para dar soporte al registro de fingolimod como terapia para la PDIC.

INTRODUCCION

. la cronica
(PDIC) es una neuropatia autoinmune desmielinizante adquirida. Es
la enfermedad del sistema nervioso periférico que més se asemeja
ala esclerosis multiple.

Las opciones terapéuticas que han sido probadas incluyen Ia

g IV), y recambio
plasmatico. Otros inmunosupresores utilizados no han demostrado
ser eficaces

« Fingolimod, un modulador del receptor esfingosina 1-fosfato
(SIPR), fue el primer tratamiento oral aprobado para la esclerosis
miltiple remitente. La interaccién de fingolimod con los receptores
S1P1 de los linfocitos conduce a una retencion reversible de los
linfocitos en los ganglios linfaticos, reduciendo de este modo la

de linfocitos Ly su infiltracion
en el 6rgano diana? (Figura 1).
mejor6 significati la y disminuy6

significativamente la inftracion de las células T, células By
macréfagos, y la desmielinizacion de los nervios cidticos en la
neuritis autoinmune experimental, con un modelo pre-clinico (raion)
peritérica mediada por
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« Se ha otorgado la condicién de medicamento huérfano y es el Gnico
estudio que apoya el registro de fingolimod para la indicacién de la
PDIC

METODOS

Disefio del estudio

« Estudio multicéntrico de grupos paralelos, controlado con placebo,
doble-ciego y aleatorizado (NCT01625182) de 3 afios de duracion
méxima (Figura 2).
il (NCTET6251 88 of mesimum 3 pesmsfidumtion. Fgue®)

Figura 2. Disefio
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Tabla 1. Criterios clave de inclusion y exclusién (listas parciales)

Criterios de inclusion

* Hombres o mujeres, de 18 afios o més

Criterios principales de inclusién y exclusion

Ver Tabla 1.

Variable principal

« Tiempo hasta la primera progresion de la discapacidad evaluada
con la escala de discapacidad ajustada de causa y tratamiento de la
neuropatia inflamatoria (INCAT) segiin 1 punto o méas de aumento
del valor basal

Variables secundarias
« Cambio desde la visita basal en R-ODS (Rasch-built linearly
weighted Overall Disability Scale)

« Cambio desde la visita basal en la fuerza de prension
« Perfil de seguridad y tolerabilidad

bla 2. Evaluaciones clave de seguridad

. imi adversos y adveros graves

Mediciones de signos vitales

ECG y Holter de 24 horas durante la primera adminsitracion de dosis

Examen oftalmolégico

Pruebas de funcién pulmonar

Intervenciones y aleatorizacion

« Se aleatorizaran aproximadamente 156 pacientes 1 dia después
de la dltima infusion de Ig IV o al inicio de un periodo estandar de 8
semanas de retirada gradual de esteroides, para recibir fingolimod
oral (0.5 mg/dia) o placebo en una proporcion de 1:1.

- Se estratificara la aleatorizacion en base a:

o T previo o0lg Iv)

Task Force

QPDIC atipica
- PDIC motora pura
- Sindrome de Lewis-Sumner

- PDIC asociadaa GMS! IgG o IgA pero no GMS! IgM

« Puntuacion en la escala de discapacidad INCAT

*El nimero de pacientes aleatorizados es flexible ya que la potencia
de la prueba estadistica para la variable principal viene dada por el
numero de eventos observados en lugar del numero de pacientes
aleatorizados.

Criterios de exclusién

Suposiciones iniciales para el calculo del
tamafio de la muestra

* En un disefio de grupo secuencial, se necesitaran en este estudio
111 eventos para detectar un riesgo relativo de 0,5146 en una
prueba de log-rank a un nivel alfa unilateral de 0,025 y un poder
estadistico del 90%, suponiendo que el 30% de los pacientes
tratados con fingolimod y el 50% de los pacientes con placebo
empeoran a los 6 meses (Figura 3).

Si asumimos una tasa de acumulacion uniforme de 8 pacientes por
mes y un periodo de reclutamiento de 18 meses, se aleatorizarén
un total de 156 pacientes (Figura 1, panel izquierdo)

« Se prevé que la duracién del estudio sea de aproximadamente 2
afios, sino se detiene por futiidad. Se incluye un afio adicional
hasta el blogueo final en la planificacién como contingencia (Figura
4, panel derecho).

Re-estimacion del tamafio de la muestra cegada

+ Una re-estimacion del tamafio de la muestra cegada permitira una
6n de las posibles de los supuestos

iniciales.

« El ntimero minimo de eventos para activar el andlisis final se
ajustara segn las reglas predefinidas en base al porcentaje ciego
de eventos (no se requiere el conocimiento de la asignacion o la
toma de decisiones durante el proceso; Figura 5).

Figura3. Evenlos articipados 2 los § meses (panel izquierdo} y a los 3 afios
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primer empeoramiento (séio para fines de planficacion)

Frinercs & nuses Estucio compisio (3 afos)

orceriof o padordes oon L erio

ICE: IGI-CIDP effasy.

eglas predefinidas

Tasas doavrios ssperasas o feriores

Tasas decvntos suproes alas esperadas

i dndoa i ot ot 3 cen
achiod B bl do o e, achiod g pbicn o et o
90ebid . e i) e une ol o i)
Parada cuando e lega s o de 111 e ——
evenosplaneacos .,,..n..um;wmmmm o
& cos s 156 pcertes oo e 3

s do 200 pacires. ot e v

D g 11 )

cercadel

° weatde190.sies a0, Disefio del estudio dirigido por
s itfnos: L
PDIC ageniecimientes:
- Sealcanza el criterio de futilidad en el andlisis intermedio
. o : — ’ 3
prednisona 10 mgldia) Javsita de seleccion I‘{:;ﬁ‘;";j@ﬁ';"g‘;;‘;’g;g&“m flog-rank] uniateral
* Historia de brotes o curso clinico progresivo desde la interrupcion o reduccionde tratamienfbsen el —  Se alcanza el minimo requerido de pacientes incluidos con
afio previo al cribado progresion de la discapacidad segin la escala de discapacidad
INCAT ajustada

No se ha observado el nimero minimo requerido de
pue

és de 3 afios desde la inclusion del

Los pacientes que completen el estudio, independientemente de si
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* Se real\zaré un anél\s\s intermedio abierto después de 50

45% de la méxima

* El objetivo de este andlisis intermedio es detener el estudio por
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Andlisis estadistico

« Eltiempo hasta la primera progresion de la discapacidad
confirmada en la escala de la discapacidad INCAT ajustada se
analizara en un modelo de riesgos proporcionales de Cox con el
tratamiento aleatorizado y el tratamiento predominante anterior
como factores, y la puntuacién INCAT basal como covariante.

« Se utilizaré una prueba log-rank estratificada para las

entre grupos de al final del estudio
(prueba principal)

* Se presen!aran las esl\mac\ones de Kaplan-| Meler de la
libre de
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Reclutamiento de pacientes

« Se seleccionaron 71 centros en 14 paises para la inclusion de
pacientes.

« El 21 de diciembre de 2012 se seleccion6 el primer paciente, y el 21
de febrero se aleatorizo el primer paciente.

* Afecha de 1 de marzo de 2014, se han seleccionado 57 pacientes
y 26 se han aleatorizado.
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« El estudio FORCIDP es potencialmente el mayor estudio aleatorizado de cualquier agente inmunosupresor para la PDIC y utiliza como variable la medida del tiempo hasta el acontecimiento, un enfoque novedoso en el disefio de estudios en PDIC.
« Este estudio proporcionara evidencia sobre la capacidad de fingolimod de retrasar la progresion de la discapacidad en pacientes con PDIC y los resultados de este estudio para dar soporte al registro de fingolimod como terapia para la PDIC.

INTRODUCCION

. la cronica
(PDIC) es una neuropatia autoinmune desmielinizante adquirida. Es
la enfermedad del sistema nervioso periférico que més se asemeja
ala esclerosis multiple.

Las opciones terapéuticas que han sido probadas incluyen Ia

g IV), y recambio
plasmatico. Otros inmunosupresores utilizados no han demostrado
ser eficaces

« Fingolimod, un modulador del receptor esfingosina 1-fosfato
(SIPR), fue el primer tratamiento oral aprobado para la esclerosis
miltiple remitente. La interaccién de fingolimod con los receptores
S1P1 de los linfocitos conduce a una retencion reversible de los
linfocitos en los ganglios linfaticos, reduciendo de este modo la
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« Se ha otorgado la condicién de medicamento huérfano y es el Gnico
estudio que apoya el registro de fingolimod para la indicacién de la
PDIC

METODOS

Disefio del estudio

« Estudio multicéntrico de grupos paralelos, controlado con placebo,
doble-ciego y aleatorizado (NCT01625182) de 3 afios de duracion
méxima (Figura 2).
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Tabla 1. Criterios clave de inclusion y exclusién (listas parciales)

Criterios de inclusion

* Hombres o mujeres, de 18 afios o més

Criterios principales de inclusién y exclusion

Ver Tabla 1.

Variable principal

« Tiempo hasta la primera progresion de la discapacidad evaluada
con la escala de discapacidad ajustada de causa y tratamiento de la
neuropatia inflamatoria (INCAT) segiin 1 punto o méas de aumento
del valor basal

Variables secundarias
« Cambio desde la visita basal en R-ODS (Rasch-built linearly
weighted Overall Disability Scale)

« Cambio desde la visita basal en la fuerza de prension
« Perfil de seguridad y tolerabilidad

bla 2. Evaluaciones clave de seguridad

. imi adversos y adveros graves

Mediciones de signos vitales

ECG y Holter de 24 horas durante la primera adminsitracion de dosis

Examen oftalmolégico

Pruebas de funcién pulmonar

Intervenciones y aleatorizacion

« Se aleatorizaran aproximadamente 156 pacientes 1 dia después
de la dltima infusion de Ig IV o al inicio de un periodo estandar de 8
semanas de retirada gradual de esteroides, para recibir fingolimod
oral (0.5 mg/dia) o placebo en una proporcion de 1:1.

- Se estratificara la aleatorizacion en base a:

o T previo o0lg Iv)

Task Force

QPDIC atipica
- PDIC motora pura
- Sindrome de Lewis-Sumner

- PDIC asociadaa GMS! IgG o IgA pero no GMS! IgM

« Puntuacion en la escala de discapacidad INCAT

*El nimero de pacientes aleatorizados es flexible ya que la potencia
de la prueba estadistica para la variable principal viene dada por el
numero de eventos observados en lugar del numero de pacientes
aleatorizados.

Criterios de exclusién

Suposiciones iniciales para el calculo del
tamafio de la muestra

* En un disefio de grupo secuencial, se necesitaran en este estudio
111 eventos para detectar un riesgo relativo de 0,5146 en una
prueba de log-rank a un nivel alfa unilateral de 0,025 y un poder
estadistico del 90%, suponiendo que el 30% de los pacientes
tratados con fingolimod y el 50% de los pacientes con placebo
empeoran a los 6 meses (Figura 3).

Si asumimos una tasa de acumulacion uniforme de 8 pacientes por
mes y un periodo de reclutamiento de 18 meses, se aleatorizarén
un total de 156 pacientes (Figura 1, panel izquierdo)

« Se prevé que la duracién del estudio sea de aproximadamente 2
afios, sino se detiene por futiidad. Se incluye un afio adicional
hasta el blogueo final en la planificacién como contingencia (Figura
4, panel derecho).

Re-estimacion del tamafio de la muestra cegada

+ Una re-estimacion del tamafio de la muestra cegada permitira una
6n de las posibles de los supuestos

iniciales.

« El ntimero minimo de eventos para activar el andlisis final se
ajustara segn las reglas predefinidas en base al porcentaje ciego
de eventos (no se requiere el conocimiento de la asignacion o la
toma de decisiones durante el proceso; Figura 5).
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Table 2. CDAS classification scheme and proportion of
CIDP patients within each category.

Patients (n = 1086)

1.Cure: =5 years off treatment
A, Normal examination
B. Abnormal examination,
stable/improving
2. Remission: <5 years off
treatment
A, Normal examination

B. Abnormal examination,
stable/improving

3. Stable active disease:
=1 year, on treatment

A, Mormal examination

B. Abnormal examination,
stable/improving

L Improvement: =3 months <1
year, on Treatment
A, Mormal examination

B. Abnormal examination,
stable/improving

i. Unstable active disease:
abnormal examination with
progressive or relapsing
course®

A, Treatment naive or <3
months
B. Off treatment

C. On treatment

11% Cure
6 (6%)
5 (5%)
20%
Remission
12 (11%:)
10 (9%)
44% Stable
disease
18 (17%)
29 (27%)
7% Improving
0 {0%])
8 (7%)
18% Active
disease
6 (6%)
7 (7%)
5 (5%)

45 % a los 4 anos sin tratamiento
Sin déficit detectable 55%
Minimo déficit 43%

H.J McMillan er al. | Neuromuscular Disorders 23 (2013) 103-111



CONCLUSIONES

CIDP en la infancia es una entidad poco frecuente.

Su conocimiento y estudio adecuado permite el
diagnostico precoz.

Tiene tratamiento especifico con resultados positivos
en la gran mayoria de casos. Remision o curacion.

Casos refractarios sospechar otras causas,
diagnosticos erroneos.

Experiencia mas limitada con otras tratamientos de
segunda linea pero que pueden ser eficaces.






Figure 2. Postulated mechanism of Guillain-Barré syndrome (GBS) pathogenesis. (1) The disease process begins with
infection. In this case, Campylobacter jejuni is used as an exemplar. (2) In one paradigm, the initial immune encounter is with
antigen-presenting cells (APCs, which may be macrophages or dendritic cells). The particular sialic acid moiety displayed by
C. jejuni determines a specific Siglec receptor interaction, which following (3} activation of T cells by APCs promotes either
a (4) Th1- or (&) Th2-type response. Glycolipid antigens can be presented to natural killer T (NKT) cells via CD1d molecules
on dendritic cells. Each response has its own cytokine signature, as shown. The Thl response is cellular, and the activated
T cell must (6) cross the blood-nerve barrier (EMB) to exert pathological effects. Upregulation of apg-integrin, an ICAM-1
ligand, may be involved, as might the physical action of matrix metalloproteinases (e.g., MMP-8). Once inside the peripheral
nervous system, the polarised Th1 cell (7) recruits and activates macrophages, neutrophils, and possibly other effector
cells via the secretion of cytokines such as TMF-w and IFN-y. The cells are misdirected to (8) cause damage to peripheral
nervous tissue via the action of agents such as MMP-2, 9 and nitrous oxide, rather than targeted to solely respond to
similar structures found on the initial infectious agent. In the humoral hypothesis, (3) the initial immune response is mediated
by B cells. Lipo-cligosaccharide (LOS) may cross-link the B-cell receptor directly, or following processing and presentation
via an intermediary APC. B-cell activation can occur both (10) with or {11} without T-cell help. Both T-celldependent and
-independent activation can result in class switching to lgG. The secreted antibody binds to both (12) the initial microbial
antigen and (13) cross-reacts with similar epitopes in the peripheral nervous systern (PNS). Antigen binding can activate the
complerment cascade (14), resulting in membrane attack complex deposition into the cellular membrane. Additionally, (15)
complement activation and the process of opsonisation may promote and direct a cellular infiltrate. Antibodies may also
directly perturb the function of nerves and/or their regeneration independent of complement. Macrophage and APC images
modified from http:/fen.wikipedia.orgiwiki/lmage: Hematopoiesis_% 28human%29_diagram.png, A. Rad, under the terms of
a Creative Commons Attribution-Share Alike 3.0 Unported licence.
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EFNS/PNS CIDP GUIDELINES

European Federation of Neurological
Societies/Peripheral Nerve Society Guideline on
management of chronic inflammatory demyelinating
polyradiculoneuropathy: Report of a joint task force of
the European Federation of Neurological Societies and
the Peripheral Nerve Society — First Revision

Joint Task Force of the EFNS and the PNS*t
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Childhood chronic inflammatory demyelinating polyneuropathy:
clinical course and long-term outcome

. a.k . - - . r - ] . ¥ - b
Monique M. Ryan™", Padraic J. Grattan-Smith®, Peter G. Procopis®, Gracme Morgan”,
Robert A. Ouvrier®

“Department of Neurology, The Roval Alexandra Hospital for Children, Syvdney, Australia
}"Depurmuﬂm of Medical Genetics, Sydney Children’s Hospital, Svdney, Australia

16 children with CIDP. The majority presented with lower limb weakness. Sensory loss was
uncommon

Monophasic in 7 children, relapsing in 6, and 3 had a slowly progressive course

In 11, the initial treatment was prednisolone. All had at least a short-term response but 5 went
on to develop a relapsing course. Intravenous immunoglobulin was the initial treatment in 4
patients. 3 responded rapidly, with treatment being stopped after a maximum of 5 months

In resistant CIDP, in addition to prednisolone and immunoglobulin, plasma exchange,
azathioprine, cyclosporine, methotrexate, cyclophosphamide and pulse methylprednisolone
were tried at different times in different patients

When last seen 14 patients were asymptomatic, two having mild residual deficits.
Childhood CIDP responds to conventional treatment and generally has a favourable long-term
outcome
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demyelinating neuropathies:

Clinical course and long-term follow-up
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Lloyd K. Shield

13 children (1.5 to 16 years of age)

The most common presenting symptom (in 11/13 [85%]) was lower extremity weakness
associated with difficulty in walking.

Preceding events within 1 month of onset, mostly intercurrent infections or vaccinations,
occurred in seven children (54%).

The disease was monophasic in 3 children (23%).0ne relapse occurred in 4 (30%) and multiple
relapses in 6 (46%)

All patients had at least short-term response to steroids.

3 children (23%) recovered completely during the first year. 10 children (77%) had residual
weakness after an average follow-up of 6 years

One subgroup, with a favorable prognosis, progressed to peak disability over less than 3
months; these children often have a monophasic course with complete resolution of
symptoms and signs and withdrawal from all medications by 1 year after onset

A second subgroup progressed for 3 months or longer; these children all required substantial
doses of prednisone for prolonged periods and had considerable long-term morbidity with
persistent weakness.



