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Treatment of

« OPD based NM disorders
— Bell's palsy
— Carpal tunnel syndrome
— Diabetic polyneuropathy

« IPD based NM disorders
~ IVig

e Guideline Review

Facial Expression...

The human being’s
facial expression
fascinates me,

because it serves the
most basic and bestial
pleasure and
participates in the
strongest and most
gentle emotion of spirit

Charles Bell
in Essays on the anatomy of expression in painting, 1806
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Bell's Palsy

 First described in
1797

— By Nicolaus Friedreich

— Named after Sir
Charles Bell

e Definition
— "Acute unilateral facial
nerve paresis or
paralysis with onset in
less than 72 hours
and without an
identifiable cause”

Bell's Palsy

+ Idiopathic peripheral facial nerve palsy

» Incidence 15-30/100,000

— 10% recurrent, mean latency of 10 years
— Pregnant women: 43/100,000

+ At any age (15-45), F=M

Complete recovery
— 70% within 3 months

 Synkinesis
— Begins 3-4 months. Continue for up to 2 years
— 9-55% of patients with incomplete recovery

Bell's Palsy

» Diagnosis of exclusion

« Facial nerve inflammation & edema

— Facial nerve travels in a narrow canal within
the temporal bone

— Swelling may lead to nerve compression and
result in temporary or permanent nerve
damage
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Bell's Palsy - Etiology

Unknown

« Viral hypothesis
— Neurotrophic viruses: HSV-1, HSV-2, VZV
— 1972, Mc Cormick hypothesized HSV
— 1992, detection of latent HSV in geniculate
ganglia by PCR
— 1996, HSV-1 DNA detection in endoneurial
fluids of facial nerve during decompression
 Against viral hypothesis
— Latent in sensory ganglia, not in motor neuron
— In majority, Bell's palsy is not recurrent

CIAL ARTICLE . -
Evidence-based guideline update: Steroids
and antivirals for Bell palsy

Report of the Guideline Development Subcommittee of the
American Academy of Neurology

B
Gary 5, Gronscth, MD,  ABSTRACT

R:"?'A:d WD Ohbjectiver To neview evidenca published sinca the 2001 American Academy of Neurclogy (AAN) prac-
P R B tice parameter regarding the effectiveness, safety, and tolerability of steroids and antiviral agents for
Bell palsy.
iR A Methods: We searched Mediine and the Cochrane Database of Controlled Clinical Trials for studies
:wwlwwwﬂ-!“ Bbllshed .'mcu meu'r 2000 that compared facial functional outcomes in patients with Befl palsy
’:-th:hm [antivirals with patients not receiving these medications. We graded each study (Class
(21| usmg the AAN therspeutic classification of evidence scheme, We compared the proportion of
patients recovering facial function in the treated group with the proportion of patients recavering facial
function in the control group.
Resules: cl blished since June 2000 on patients with Bell palsy receiving stercidsfantiviral
agents were ldennfled Two of these studies were rated Class | because of high methodologic quality.
Conclusions and R dati For patients with new-onset Bell palsy, steroids are highly

likely to be effective and should be offered to increase the probability of recovery of facial nerve
function (2 Class | studies, Level A) [risk difference 12.8%-15%). For patients with new-onset

Bell palsy, antiviral agents in combination with s do ‘nat i the probability of facial
functional recovery by >7%. Because of the possibility of a modest increase in recovery, patients
might be offered antivirals {in addition to steroids] (Level C). Patients offered antivirals should be

2012 counseled that a benefit from antivirals has not been established, and, if there is a benefit, it is
likely that it ismodest at best. Neurclogy® 2012;79:2208-2213

AHIMCAN ACADEMY OF
TOLARVMGOMOG =
MEAD AND RECK SURGERY.
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Reconciling the clinical practice guidelines

on Bell palsy from the AAO-HNSF and

the AAN

m

Seth R Schwartz, MD,  ABSTRACT

MPHI Bell palsy, named after the Scottish anatomist Sir Charles Bell, is the most commeon acute mon-
_5"1'5""“"1~ 10:'0’ _ oneuropathy, or disorder affecting a single nerve, and is the mast common diagnosis associated
Thomas S.0. Gewchius it facial narve weaknessiparalysis. In the past 2 yaars, both the American Academy of Neurol-

Gary S, Gronseth, MD. gy and the Academy of Otalaryngalogy-Head and Neck Surgery Foundation have published
FAAN clinical practice guidelines aimed at improving the cuality of care and outcomes for patients
diagnosed with Bell palsy. This commentary aims to address the similarities and differences in

the scope and final recommendations made by each guideline development group. Neurclogy®
s 2014;82:1927-1929
e isteian com

GLOSSARY
AAN = Amarican Academy of Neurclogy; AAO-HNSF = Amarican Academy of Qtnlu'wpiegr—Hald and Neck Surgery
Foundation; CPG = clinical practice guideline; KAS = key action RCT d trials.

The dinical practice guideline (CPG) on Bell palsy, recently produced by the American Acad-
emy of Owlaryngology-Head and Neck Surgery Foundaton (AAQ-HNSF),' follows closely on

the heels of the guideline on Bell pﬂlsy publlshed by the American Academy of Neurology
(AAN).* In an effort o provide har these 2 guidelines for the end users,
authors and staff from both CPGs have worked wgether o dm-'clup this commentary for pub-

lication in bath Neurlogy® and Orolaryngology—Head and Neck Surgery. Both CPGs were
2014 i : B ; z
developed to improve patient care and reduce variations in practice, This commentary compares

and contrasts the 2 CPGs.

[ Table 1 Oral stercid and antiviral therapy recommendations 1

Topie AAN recommondation AAD-HNSF recommendation

Oral storcids For Ball palsy, oral icds should be Clinicians should prescribe oral stercids within 72 hours of symptom
Hy of recoveny of f f onset for patients with Bell pelsy 16 years and older

Antiviral therapy  For patients with new-onset Bell palsy, I: Cli i | cit ds with
“MIWMMHM‘-&M#M 72 hours of symptom onast for patients with Ball palsy

Abbreviations: AAN = American Academy of Neurdlogy; AAC-HNSF — American Academy of OtaleryngelogyHead and Meck Surgery Foundation.

[- Table 2 Comparison of AAQ-HNSF and AAN Bel palsy guidelines ]

AADHNSF AAN
Content

Racommends storcids. Yes Yos.
Recommands against antivirals alone Yes Yas
Option for combined therapy Yoo Yos

Yes NR

rule out other causes

tasting  Yes NR

and routing imaging
Racemmends aye cars if impairad sys closurs  Yes NR
Rwcemmends follorrup if incomplete reschution Yo KR

Mathods
Greup composition Mutigisciplinary  Single mpecialty

Systematic review Yes Yus
Harm banafit assassmant Yoo Yes

Abbreviations AAN = American Academy of Neurology; AAQ-HNSF = Amttmkadm
2014 of Otelaryngology-Hesd and Nack Surpery MR = no

against [beyond the scope of the clinical praction guideline]; Yes - add!uudlnhdmnd

practice guideline.

58 Otolaryngology—Head and Neck Surgery 149(35)

Table 6. Summary of guideline action
Smtement Action Strength

1. Patient history and Clinicians should assess the patient using history and physical Strong recommendation
physical examination examination to exclude identifiable causes of facial paresis ar
paralysis in patients presenting with acute-onset unilateral facial

paresis or paralysis.

mmnn-onm Dmnllr

3. Diagnostic imaging CMMMMKW*MW Imaging for Recommendation {against)
pariencs with

4. Oral steroids Clinicians should pruu-lbe oral xhemkk within 72 hours of Strong recommendation

therapy uuudsmnnnhwrsof!ympmnmmhrpanmm

Bell's palsy,
6 Eyecare Clinicians ﬂnﬂdimplﬂ'nmeylprvm:ﬂm or Bell palsy Strong recommendation

5. Acupuncture Na recommendation ean be made regarding the effect of No recommendation
: acupunciure in Bell's palsy patients.
10. Physical therapy Ne recommendation can be made regarding the effect of Mo recommendation
nsical theranw in Ball's nalsy natients. .

11, Patient follow-up Clinicians should reassess or refer to a facial nerve specialist Recommendation
those Bell's palsy patients with (1) new or worsening

neurologic findings at any point, (2) ocular symptoms
developing at any point, or (3) incomplete facial recovery 3
months after inital symptom onset.
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2013

sn Otlarngolagy—Head and Neck Surgery 149(35)

Batient presnting wah scule ot
wnilstarsl tacis] paresis o paraiysis

vy pae Wit oy & pes
axam 10 exchide iberiifiable cawes of
todal poruslfparaiyis

Caute of facisl piresiy/
aradyis enfed?

- lations] o ffer aeel antiviro therapy in
adiion 1o el steveidi

Doas the Bell's pasy
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‘Dioes tha Bells pakty patient
Hive 1,2, o 37

Acute managemen:
o patient complete

Figure 1. ithm of guideline key action sravements.

Carpal Tunnel Syndrome (CTS)

ACRM  Archives of Physical Medicine and Rehabilitation |

m\q-.l;.\fi'?ﬂhr.‘m;:: Joumal homepage: www.archlves-pme.ong

w Archives of Physical Medicing and Rehabilitation 2014:95:2253-61

ORIGINAL ARTICLE

Carpal Tunnel Syndrome: Hand Surgeons, Hand Crombiuk
Therapists, and Physical Medicine and Rehabilitation

Physicians Agree on a Multidisciplinary Treatment
Guideline—Results From the European HANDGUIDE

Study

Bionka M. Huisstede, PhD,™” Jan Friden, MD, PhD,"" J. Henk Coert, MD, PhD,"

Peter Hoogvliet, MD, PhD,™' the European HANDGUIDE Group

Frwn the Depaftmm of Rehabilitation Medicine amd Physical Therapy. Eresmus MC - University Medicol Center Rotterdam, Rotterdam, The

of Rehabilitation, Mursing Scfence and Sports, Unfversity Medical Center Utrecht, Utracht, The Metherlands;
D(‘pnﬂ‘mun! nfnam.r s.uvqery Sannmlu University Hospitol, Gothenburg, Sweden; *Institute of Clinical Scences, Sabigrensks Aardeny,
University of Goth Sweden; "Dy of Plastic and Surgery ond Mand Surgery, Erasmus MC - University
Medical Center Re s R f The fands; and ‘Rijodam Rehobilitation Center, R o, The Netherkand:

group. The HAND performed between Physical examination:

Iniciative snd organésation
This gudelioe i part of the HANDGUIDE sy, which was Insiated and
‘oranesed by the Erasmus MC - University Medical Center Rotterdam.
depastment of Rehiabilitstion Medicne & Phyvical Thesapy

“This study Iy supported by th TESSH and the CFSHT.

Project group:
Blanka M.A. Hubsstede, P {aroject coordinater HANDGUIDE stisdy)

MULTIDISCIPLINARY TREATMENT [EESREESWERTINILRLEN

1 Henk Coe, MO PR (hand wargeon)

GUIDELINE FOR CARPAL TUNNEL SYNDROME

Description of €15 hand. $ympioms ane aften mane pronounced at night and can
Although the exact mechantsm iy not entirely cloar it seems awaken people from slee. Long-standing €T3 can result in

£hat OIS s coused by thenar atiophy
e carpal tunnel resulting in mechanical i
ediated damage to the med Dlagrosty
Hhstory:
IC0-20 {2010) The duagnais of €15 is prmardy made based on the clinical
| symptoms described above:

Diseases af the nervous system (Goo 639
were added 1o the e

MNesve, nerve root and plexus disorders {G50-G59))

29 and December = In ease of doubit, determination of malor oe sensory nerve

conduction in the median nere across the wrist can be

G56 Monanewropathies of upper limd determined. When delayed this can add to the diagnosis
of CTS,
G550 Cavpil tusnél syndrome = The Fhalen and TaneTTesl are often vsed when Gagnasing

CTS, Howeves, althoogh the specificity of these tests is
high, the sensitivity is low. Alow sensitivity implies that

Symptoms of patients persans with the disorder will be missed These limitations

Patients suffering from CTS generally experience numbness. Should b T3KEN (N1 ACCOUNT WINEN LSing these tesis 1o

and tingleng of the hand in the thumb, index, middle, and diagnese the CTS

radial part of the fourth finger, but sometimes in the whole

B GuiocunE r0R cARPAL TUNEL STRORGME
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| NON-SUR L TREATMENT *

Il SURGICAL TREATMENT

: mg,
Intermed: ferable technique: - trateon: E
= Anaesthesa tec ocal anaesthesia, 1 Saar care,
i { l iar L with Imciion; | al, ot dy 2 Edama control, -
tod. i ouid be combined with  or without ak sih = Open surgery. 3 Exercise therapy such a tendon and nerve:
anothet form of treatment. TS N : = Satures: Non-pesarbable. qiiding exercises.
Maximum namber of infctions: ,an nterval | - i
e A s s ! oy R RE s e b
o it Rl extension and flexion of the wrist, 1 The diagnasis should be reconsidered, routinely, It can, for examgie, be apsled in
3 5 3 ;
. ok i i hee R
Il warcin Uy 1 o
e b st
- day e e = ‘the hand,
; o ey ek el e
£y
L days, 2 Rest the hand, but with gradual movement
symptoms o CTS. of t
_ increase in blood sugas bevel, 3 vwoid heavy laading of the fingers.
Type of splin: Long-hased splint{i ¢ incorpe- and hand.
g et et g
? oo £
i
:
g
lenor this s not and the ;
Therefore, the i
TS remains unclear.

—
Table Severity and duration of CT5 and suitable treatment options
‘Severity and duration of CTS are the main factors when deciding on the type of treatment. Both severity and duration
into For each subgroup of patients the sitable treatment options are indicated below:
5
p | Cheonic stage
v z6months
®
A 4
T | cheonic stage
1 33 6 manths
o
L] 3
Subacite stage
215 3 manths
2
Subacute stage
(15 2 months)
1
Acute stage —] | R
(%1 month)
1 2 3 4 5
Very mild Mild Moderate Severe Very sevire
symptoms. Symptoms. symploms symptoms symptoms
Very mild g Continuous vEry
symgtoms* wovere sympioms *
—_— stvERITY
18: Instructions plus splinting; Hotes
IC: instructions pls corticosteroid injection; 1 s el
pl 3 2508 of the experts (L. $0X) indicated that 'ICS” should be inchuded in this cell
10: Instruction. plus operative trestment/surgery. 3 Z50% of the expérts (I8 S0%) indicated that *10” should be included in this cell
& =50% of the experts indicated (Le. §5%] that ‘15" should be inclisded in this cell
& Very mild sympt and needies, pam,
0 thenar atraphy and/or sensibility lass in the fingers and/or the hand
B Continuous very severe symptoms of pins and needies, pain, significant thenar
andor the hard

CTS Exercise: Preventive/Mild CTS

Extend and stretch both wrists
and fingers acutely as if they
are in a hand-stand position.

Hold for a count of 5.

Straighten both wrists and relax
fingers.

Then bend both wrists down
while keeping the fist. Hold for
acount of 5.

Straighten both wrists and relax
fingers, for a count of 5.

The exercise should be
repeated 10 times.

Then let your arms hang
loosely at the side and shake
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CTS — Tendon Glide Exercise

It is very important to follow the seq e outlined below.Do 5 "cycles" 3 or 4 times
each day
Step 1 Step2 Step 3 Stepd

e
185
(.

v
L

Step 5 Step 6 Step 7 Step §

C C

2 o

CTS — Nerve Glide Exercise

When doing these nerve gliding exercises, move directly through the
positions 1-6, performing 5 "cycles” 3-4 times each day.

DO NOT PUT TOO MUCH PRESSURE OR STRESS ON YOUR THUME IN STEP 6!

Starting Position 1 Position 3

thumb in flexion
Position 4
Wrist, fingers and thumb Same as in position 4,
extended with forearm in

supination (palm up)

Recurrent CTS

« Complication & Failure of CTS Op
-3-25%
* 48/2357 (2%) required 2" surgery
— Revision surgery: disappointing (up to 40%)

— Persistent symptoms
— Recurrent CTS

e Initial relief

* About 6 months interval
— New symptoms
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Recurrent CTS

Treatment
Symptoms Potential Causes Options
Persistent Incomplete * Revision CTR
release of the
TLC
Recurrent Circumferential e Revision CTR
fibrosis « Meurolvsis
Reconstitution e Interposition
of the TLC graft
o Synovial flap
o Muscle flap
o Hypothenar
fat pad flap
o Vein wrap
New Nerve injury « Neurolysis
* Nerve repair
« Interposition
graft

Abbreviations: CTR, carpal tunnel release; TLC, transverse
carpal ligament. Hand Clin 29 (2013) 427-434

Diabetic Polyneuropathy (DPN)

Positive
§ (Pain etc.)
G
w
'i'l'm"“‘

Course
->
Symptoms

Subclinical <emm Djagnosis == Clinical
Yagihashi S, et al. Diab Res Clin Pract (2007)

Diagnosis of DPN

« Toronto (Canada) joint meeting at 2009

— Diabetic Neuropathy Study Group of
EURODIAB (European Association for the
Study of Diabetes)

— International Symposium

Table 1. Defining criteria for diabetic poly pathy ding to The Teronte Expert Panel on Diabetic

Neuropathy [5™]

Classificotion Characteristics

Possible clinical DM Symploms or signs of DN, Symptoms con be posilive [pain] or negative (loss of sansction] in the feel.
Signs can include symmelrical decreased sensory loss in the feel or decreosed or absent ankle reflexes.

Probable clinical DM A combination of symploms ond signs of DN, 0% described obove, with any two or more of the following:
neuropathic symploms, decreased sensalion, or decracsed or absent ankle reflaxes.

Confirmed clinical DN An ok | nerve conduction skidy and @ symplom or sign of DM, as dascribed obove.

Subchnical DM (stloge 1a) An obnomal nerve condudion sudy wilh no signs or symploms of DN.

DM, diobatic pohmeunpoty.
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Prediabetes
— IFG, IGT, high-risk HbA1C

o IGT
— 40~50% of otherwise idiopathic neuropathy

« MONICA/KORA study
— 195 diabetics, 198 control (IGT 23.2%, IFG 36%)
— Neuropathic pain:

* 13.3% in DM, 8.7% in IGT, 4.2% in IFG, 1.2% in normal
subject

Table 1. Diagnostic criteria for diabetes and pre-diabetes.

Diagnosis Fasting plasma glucose 2-hour OGTT Hemoglobin A1C
Mormal <100 mg/dl (5.6 mmaoll) <140 mg/dl (7.8 mmol/) <5,7%
Pra-diabates 100125 mo/dl {5 6-6.9 mmaol1) 140<199 mag/dl (7.8-11.,0 mmaoll} 5.7-6.4%
[nabatas =126 ma/dl (7.0 mmal} =200 mag/dl {11.1 mmaoll) >6.5%

Prediabetes Associated Neuropathy
- Neuropathic Pain

« Similar to small fiber neuropathy
* Burning or tingling foot pain
- Potentially reversible

— Lifestyle intervention improves metabolic
parameters

— Resulting in recovery of small fiber function

DPN - Guiedelines

. Ziegler, V. Fonseca ( Joumnal of Disbetes and Its Complications 29 (2015) 146-156 147

Table 1

International guidelines: treatment of painful diabetic peripheral neuropathy.
Hecommendation: 1 = first choice, 2 = second choice, 3 = third choice
NR = not recommended: - = not mentioned

AACE (Handelman AAN (Bril etal, ERNS (Al et al, NICE {National Instituee for Toronto Consensus 2010
et al, 2017) 2011 a0 2on 2010} X0 Health & Climcal Excellence ) 2013 (Teslaye et al, 2011)

Tricyclic antidepressants 1 2 1 1-2 1

Duloxetne 1 2 1 -2 1

Venlafaxine T 2 1 = =

Valproase 2 NR - -

Gabapentin 1 2 1 1-2 1

Pregahalin 1 1 1 1-2 1

Carbamazepine : MR - -

Tramadol 2 2 -3 3 2

Oploids 2 2 -3 = 2

Capsaicin 50.1% 2 2 NR 3 :

Lidocane 5% 2 3 - -

AACE. A of Clirscal End AAN, Americen Acadeny of Newrology: EFNS, Evropean Federation of Neurological Societies: NICE, Nations] lnstiute for

Health and Cimical Excellence (LK)

The best treatment is

Only slightly better than the worst!
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Finnerup NB et al(Pain; 2010)

Diabetic Polyneuropathy (DPN)

Characterization of effect of treatment on patient characteristics.

Duloxetine  Pregabalin TCAs  Opioids

Depression ft it N
Obesity = ) 3 =
Generalized anxiety disorder 1 ft

Sleep disturbances it i it ft
Coronary heart disease = = ) =
Autonomic neuropathy * [} ]
Fasting glucose 1 = 1 N
Hepatic failure ] = ¢ ¢
Renal failure ] Adapt dose ¢ ¢
Drug interactions ] it 3 -
Elderly = = 3 ]

Effect: ¢, favorable; 1, unfavorable; <> ¢, depends on specific agent.
Table adapted from Ziegler D. Curr Diabet Rev. 2011;7:208-220.
* Improvement in heart rate variability in one study.

Journal of Diabetes and Its Complications 29 (2015) 146-156

Glucose control
Optimum conral of gucase and oer Gard fackors is the & f of panksl

/mwmmmzmammmummumm
hagents andthen tapeing the frstlo avoid deterioralion of pain co ny 0 symploms.

OTC pain relievers (e.g., acetaminophen) for mild to moderate pain

Journal of Diabetes and Its Complications 29 (2015) 146-156
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Intravenous Immunoglobulin (IVIg)

« Immuno-modulation rather than

Immuno-suppression

* Not selective immunotherapy

— Rapid onset
— Therapeutic effect is not maintained

— Not newly developed emerging treatment
modalities
* But still evolving treatment
* And still expensive

IVIg

Blood products administered intravenously
Pooled, polyvalent IgG

First used in 1952 to treat immunoglobulin
deficiencies (like IgG deficiency)

Since 1960s, some reports of IVIG
1981. ITP: Immediate increase of platelets

For

— Immune deficiencies: hypogammaglobulinemia
— Autoimmune disease

— Acute infection

IVIg

IgG from 3,000~60,000 blood donors
Mainly IgG

~1gG1, IgG2 > IgG3, IgG4

Half life : 21~33 days

Purity : 97~100%

Products differ in pH, IgA content, half

life, osmolality, type of sugar, sodium
content, viral reduction inactivation
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IVIg

« Effective & Relatively Safe

— Pregnancy

Less side effect (<10%)

— Headache. Aseptic meningitis

— Thromboembolic event

— Skin reaction

— Renal tubular necrosis

— Severe anaphylactic reaction (IgA def. 1/3000)
« But testing for IgA Ab in impractical/unnecessary

* Intravenous, No oral preparation

* Expensive : $10,000 USD per 2g/kg

IVIg — Mode of Action
Remains Unclear

1. Fab (Ag binding fragment)

11 2. Fc (Crystallizable fragment)

3. heavy chain (consist of VH, CH1,
hinge, CH2 and CH3 regions: from
N-term)

4. light chain (consist of VL and CL
regions: from N-term)

5. antigen binding site

6. hinge regions

(*) -S-S- mean disulfide bonds.

2004 JAMA
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(©) @
Fiocdng colliga Neutralization of cytokines,
complement and autoantibodies.
§ =4
:
s CDR1 \
2 CDR2
s CDR3:- <
Figure 1 | Potential of fin activity
by Fiab') and Fo Fal),
include blockade of cell-cell intersctions that are mediated by cellsurface
k receptors (1) such as Fas (also callad CO95) and Fas ligand, and neutralization
of eytokines, sctivated complement proteins and autoantibodies by antidiotypic
antibodies (2). Fedapendent pathways Include compatitive blockade of immune
complex binding to low-affinity FeyRs, and of acth and inhibitory
on innate immune effectar cells and B cells (3), as well as
of the FoRn (4). FoyR, Foy receptor; FoRtn, neonatal
5 =
5 b bbb -
*
Blockade of activating FcyR
of vs y Saturation
FcyR expression of FcRn
®
Y w Y =DRR o ookne | 2015 Nat Rev Neurol
A, 16 dimer Y immune complex ) FoRn CD95
Classic MHC class |
FcyRI FeyRIl  FoyRIV FeyRIIB FcRn

Mouse AT | ST

1gG High Low affinity, Low pH,
binding affinity Immune complex Intracellular

Human bt e

a-GPI

FeyRIIA
FcyRIA  FCyRIC  FeyRIIA  FoyRIIB  FoyRIB FeRn

— Activation — Inhibition -
Family of Fc Receptors for IgG

’ 2015 Nat Rev Neurol

IVIg
+ GBS
— Comparable with plasmapheresis
— Combining IVIg + plasmapheresis or steroid
* No incremental response
— MFS, acute dysautonomia
« IVIg seems to be helpful (no controlled study)
— Childhood
* Treatment of choice (but no controlled study)
» Mechanical ventilation: Plasmapheresis more helpful
— Second [VIg when inadequate or absent effect
* Unclear
* 3 weeks after first infusion
 Controlled study in progress
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IVIg
- Fvidence from Controlled Trial
- CIDP

— Steroids, plasmapheresis, IVIg

* Short term: equally effective

« ICE trial: long term effect proved
— At least 2 infusion required

» Effectiveness decision

» Only became effective after 6 weeks
— Maintenance 1VIg therapy

* 1g/kg every 4-6 weeks

* Up to 20%, became chronically stable or inactive
— Should be periodically challenged by skipping

IVIg
- Evi lled Trial
« Multifocal Motor Neuropathy

— Respond only to IVIg

— Reinfusion required at predictable interval
 Improvement lasts from 3-6 weeks
» Starts 2g/kg, maintenance 1g/kg monthly

» Other Neuropathies
— Anti-MAG: unsuccessful

— Anecdotal favorable evidence to

« Diabetic amyotrophy, vasculitic neuropathy,
paraneoplastic neuropathies, paraproteinemic
neuropathy, painful sensory neuropathies with
Sjogren sydnrome

IVIg
* Myasthenia Gravis
— Exacerbation, worsening weakness
« As effective as plasmapheresis
— At present
« Justified as an alternative to plasmapheresis
* Acute exacerbation
* Prevent or minimize bulbar or respiratory failure
* Prepare a weak patient for thymectomy
* May be effective in LEMS
— Not tested

 Seronegative MG
* MuSK MG
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IVIg
- Evidence from Controlled Trials
* Inflammatory Myopathies

— Dermatomyositis

« Effective: weakness, active rash
— Polymyositis

» Seems to be effective

* No controlled trial

« Stiff-person syndrome
— Decreased stiffness score
— Increased walking, daily activities

Steroid  1VIg TPE (Plasma Exchange)

Muscle DM Yes 27 line. Add on No

PM Yes (2 line. Add on) No

sIBM No No (Only rapid worsening  No

/severe dysphagia)

MG Crisis Yes Yes Yes

Worsening Yes Yes Yes

Chronic Tx  Yes No NA (not assessed)

Pregnancy Yes Yes (Prefer than steroid) NA

MuSK Yes NA Prefer than IVIg
PN GBS No (Only  Yes Yes

add on)

CIDP Yes Yes Yes

MS Acute Yes No Yes
Severe gestational relapse

Relapse Add on to 2" or 31 line NA

prevention  Rebif Pregnancy
Other MMN No Yes No

Stiffperson  No As supplementary Tx No

DLRPN No Not yet (Some reports) No

Post-polio No Not yet (Rapid progress) No
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