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IMMUNE-MEDIATED NEUROPATHIES

I. Idiopathic neuropathies

1 Guillain Barré Syndrome (GBS):
* Acute inflammatory demyelinating polyneuropathy (AIDP)
» Acute motor (-sensory) axonal neuropathy (AMAN & AMSAN)
» (Miller) Fisher Syndrome and other regional or functional variants

2 Subacute inflammatory demyelinating polyneuropathy
3 Chronic inflammatory demyelinating polyneuropathy (CIDP)
* (?) chronic relapsing axonal form
4 Multifocal demyelinating (motorsensory) neuropathy (Lewis-Sumner)
5 Multifocal motor neuropathy (MMN)

I1. Neuropathies associated with other disorders
6 Neuropathies associated with monoclonal gammopathies:
-1gG & IgA ()
- [gM: anti-MAG; anti-sulfatides, -GM1, -GDla, -GD1b, -ChSC,; antigen unknown
7 Paraneoplastic neuropathies:

- subacute sensory neuronopathy: anti-Hu (mostly in lung carcinoma);- not anti-Hu
- subacute motor neuronopathy in lymphoma (?)

8 Vasculitic neuropathies (?)
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AedrHnuymija

MMYHONOLWKKM nocpedyBaHa HeBponaTMja Koja Ce KapakTepusmpa CO aKyTHO HacTaHaTa
MPOrpecuBHa, HajyeCTo CMMETpMYHA reHepanu3mMpaHa C/a1aboCT Ha EKCTpeMUTETUTE,
OLUTETYBaHE Ha CEH3UOUNMUTETOT, 3HAUM Ha aBTOHOMHA AMCOYHKUMja M oWTETYBamke Ha
KpaHWjaJIHUTE HEPBMU.

rog. nHumaeHua 0,8-1,9/100000, ce cMmeTa 3a HajyecTa NpUYMHA 3@ aKyTHa MJIMTaBA,
dnakymagHa napanamsa

yHU(OpPMHa reorpadcka AMCTpUbOyUMja, noyvyecto 3abosiyBaaT Maxku, noced6Ho no 50
roA. BO3pacT

Kaj 2/3 oa 6onHuTe 1 npetxoam MT mnan pecnmpatopHa MHdEKUMja co: 6GakTepujaTa
Campylobacter jejuni (30%), Cytomegalovirus (10-15%), Epstein-Barr supycot (10%) u
Mycoplasma pneumoniae (5%).

[MopeTko no nHdekumja npu varicella, herpes zoster, influenca, hepatitis B, C, HIV), no
MMYHM3aLMja CO BaKUMHM U CEPYMM, NO XMPYPLLUKM UHTEPBEHUMU MU NMOBPEAM.

Ho, MoOXe KJ/MHMYKM Ja ce MaHudecTMpa M Kaj MalurHM  3aboJiyBamba,
€HJO0KPUHOMATUKN, CUCTEMCKU BOIECTMH.



History

One of the earliest descriptions of what we know today as Guillain-Barré
syndrome is found in Landry's report on 10 patients with “ascending
paralysis” in 1859.

In 1916, Georges Guillian, Jean Alexandre Barre and Andre

Strohl Georges diagnosed two soldiers with the iliness and described the
key diagnostic abnormality—albumino-cytological dissociation—of increased
spinal fluid protein concentration but a normal cell count.

History

- Canadian neurologist C. Miller Fisher described the variant that bears his name in
1956.

- British neurologist Edwin Bickerstaff based in Birmingham, described the brainstem
encephalitis type in 1951 with Philip Cloake, and made further contributions with
another paperin 1957.

« The axonal subtype was first described in the 1990s.



Demyelinating

Acute Inflammatory Demyelinating Polyneuropathy (AIDP)
Axonal

Acute Motor Axonal Neuropathy (AMAN)

Acute Motor Sensory Axonal Neuropathy (AMSAN)
Miller Fisher syndrome (MFS)



MMyHonaTtoreHesa

Bonect npeauMsBMKaHa Of OlUTETYBake Ha nNepudEepHUOT HEpBEH CUCTEM 3apaau
HapyLlyBarbe, rpeLlka BO MMYHOJIOLLKM OAroBop.

MexaHu3MOT Ha HacTaHyBak€ Ha OBa aBTOMMYHO 3ab0/lyBatbe€ € rpelkKara Ha
MMYHOJIOLLKMOT CUCTEM KOj r'M Hanara nepudepHUTE HEPBU M ja OLLITETYBA MMEJIMHCKATA
0OBMBKa.

BC ce B6poOjyBa BO rpyrnaTa Ha aBTOMMYHM HEBPOMATMM Kaj KOM aBTOMMYyHaTa OCHOBA Ce
06jacHyBa CO MEXAHU3MOT Ha aHTMreHa MMMMKpHUja MM CEH3MOBUAM3aLM]a Ha OAPEAEHM
CKPMEHU AHTUIEHM Ha MMEIMHOT Ha nepudepHMTE HEpBM, LITO 3a Mocjeuua Mma
OLUTETYBAHE€ Ha HEPBUTE M CMMHAIHUTE KOPEHMU.

XMCTOMATONOWKM BO 3adaTeEHMTE HEPBM Ce HaoraaT jaCHM 3HAUM Ha aKTMBaLMja Ha
LUeNYNapHMOT U XYMOPANHMOT MMYHMUTET, CO MpPUCYCYTBO Ha T-Ly WHDUANTpaTH,
aKTUBMPAHM MaKpodaru, akTMBMpPaH KOMMIEMEHT, MPoAyKuMja Ha MNPOMH@IAaMATOPHM
UMTOKMHM U Ap. MHMNaMaTOpHU MeaujaTopu KoM JoBeAyBaaT [0 CErMeHTHa
AMenenuHusaumja, owTteTtyBamwa Ha (Schwann) LLIBaHOBUTE KNETKU, U aKCOHUTE.



[MaToNOWKMTE NMPOMEHU BOrJIaBHO Ce JIOKA/IM3MPAHU BO MNpesesioT Ha HEPBHUTE
KOPEHU, MPOKCUMAJIHUTE CErMEHTU Ha NepUdEpPHUTE HEPBU, KaZe LITO MMa
norosziema npnycHocTt Ha X/Ib.

[MlaToreHeTcKaTa YyJjiora ja wMMaaT OpOjHMTE aHTUTesla HACOYEHM KOH
FJIMKONPOTEUHCKUTE AHTUFEHM HA MMUESIMHCKaTa O00BMBKA Ha nepudepHuTe
Hepen: GM1, GD1a, GD1b, u GT1a, u nNpakKTUYHO THUEe Ce MnpuyMHaTa 3a
K/IMHMYKATA C/IMKa Ha pas3imyHute BapujaHTM Ha [MC, opH. HMBHaTa
ANCTPpUbYLMja 1 3acaTaneHoCT BO NepudepPHUOT HEPBEH CUCTEM.

Subtypes and variants igG autoantibodies to

Guillain—Barré syndrome

Acute inflammatory demyelinating polyneuropathy None
Facial variant: Facial diplegia and paresthesia None
Acute motor axonal neuropathy GM1, GDla
More and less extensive forms
Acute motor—sensory axonal neuropathy GM1, GDla
Acute motor-conduction-block neuropathy GM1, GD1la
Pharyngeal—cervical-brachial weakness GTla> GQlb>= GDla
Miller Fisher syndrome GQ1b, GTla
Incomplete forms
Acute ophthalmoparesis (without ataxia) GQ1lb, GT1a
Acute ataxic neuropathy (without ophthalmoplegia) GQ1b, GTla

CNS variant: Bickerstaff s brain-stem encephalitis GQ1b, GT1a




*EKCcnepmMeHTasieH aBTOMMYH HeBpMUT - EAN

EkCcnepyMeHTasIHMOT aBTOMMYH HeBpuTMC (EAN) e HajuyecTo KoOpuCTeH, cTabuneH M BUCOKO
npeasua/IMB *XUBOTUHCKU moden Ha GBS.

MHMuMjanHo pasBueEH Kaj 3ajuM, a notoa e NpMMeEHeT, Npeau3BuKaH, pa3BUEH Kaj LUMPOK CnekTap
Ha XMBOTHW: CTAoOpLUM, FNyBUM, 3ajauM, 3aMOpUMHba U MajMyHU. bonecTa ce MHAyuMpa CO akTMBHA
MMYHM3aLMja Ha MNPUEMUYMBU KUBOTHM CO TMPOYUCTEH MMUESIMH Oof nepudepeH Heps, MU
cneundUyHn NPOTEMHCKM KOMMOHEHTM Ha MuennHoT (P2, PO) Bo Freund-oB aajyBaHc. EAN Kaj
cTaopuM M TrAyBUM € MOHO(da3Ha aKyTHa JdeMMenuHM3upadka BocnasmMTenHa 6onect Ha
neprucepHMOT HEPBEH CUCTEM CO MHOTY CAMYHOCTM co GBS, BKAYy4yBajKM KIMHMYKM, MMYHOJIOLLIKM
M MOP@ONOLWKM KapaKTepUCTUKU. [loveToKoT Ha 6onecta e 12-13 geH oh MMyHM3auMjaTa, CO
AOCTUIrHyBake Ha BpBOT 16™ aeH.

XUCTONATONOWKUTE HAoAM MNOKaxyBaaT ejemM W JAeMUesIMHM3auMja Ha nepudepHu HepsuU
NPUAPYXKEHN CO UHPUATPaAUMUja Ha BOCMASIMTENHMU KJIETKU, KapaKTEPUCTUKMU KOU Ce€ MPUCYTHM Kaj
GBS. CuMmnTOMMUTE, HajBepojaTHO, ce MpeaM3BMKaHM 0J KOMOMHauMja Ha 610K Ha cripoBeAyBame
Ha HepBUTE U epeKTUTe 04 AeMHenmHaumjata.

Bo ecdpekTopHaTa dasa Ha EAH, TUNWUYHKM NpOMH(IAMATOPHU KOMMOHEHTU, BKAYYYBajKM XEMOKMHM
(MIP-1a n MIP-1 B, MCP-1, RANTES u IP-10), uUMTOKMHM, U aaxe3uoHuTe Mmonekyam (VCAM-1,
vascular cel adhesion molecule-1) e noKaxkaHo geKa ce Co 3roneMeHa akTMBHOCT.

He Kaj cMTe eKcnepuMeHTasIHM MOAENU UCTa KIMHUYKA Npe3eHTaumja-npe3eHTMpaHn ce U Moaenu
Ha rayeuM EAN co TEWKM KAMHUYKM CUMMNTOMM U MATOJIOWKM KapPaKTEPUCTUKM CIIMYHM Ha EAN Kaj
CTaopuMm.



[IpeHeceHn Mopaenn 3a TpaHcpep Ha EAN

*Kopenauuja Ha EAN co GBS

EAN Kako cTtabuneH, penpoayumouneH mogen Ha EAN, nMma 6pojHM NATONIOWKU U KAMHUYKM
KapakTepucTuku co GBS, HO eaeH BaxkeH HegoCTaToK e Aeka uHdekuymjata co Campylobacter
jejyHu, 3a Koja ce cMeTa AeKa e npMynHa 3a MHpeKuMja u Tpurep 3a 6onecta Kaj BUCOK NPOLEHT
Ha XyMaHu cay4dam Ha GBS, He ja npeamn3BuKyBa 60s1€CTa Kaj cTaopum.

[ToHaTaMy, MMyHM3aUMja Ha CTAaopLM CO Pas/IMYHU FAHIIMO3UAM, FIaBHATA Lesl HA MMYHOJ/IOLWKUOT
cuctemM Kaj GBS npeaussukan og Campylobacter jejuni, ucto Taka, He npeau3BUKyBa
3a60/1yBab€.

/logaBakbeTO Ha raHrMo3uamn Bo NPOTOKOJIMTE 3a UMyHM3auMja He ycreBa Aa npean3BuKa
3acuilyBarbe Ha edbeKkTuTe, MHTEH3UTETOT Ha EAN, nam novyeTok Ha 6osecTa.

Cnopeg T0a, NOCTOjHMOT MoZen EAN e KopuceH 3a CTyaun noBp3aHM CO MEXaHM3MUTE KOU BaIMjaaT
Ha edeKTopHaTa (pa3a Ha MMYHO-MOCpeyBaHUTE MEXAHM3MM Ha AeMMeNnHM3aumja Ha
nepugepH1UTE HEPBU; NOMAJIKYy € KOPMUCEH 3a CTyAMUTE 3a YTBPAYBHE Ha NaTOreHnTe MexaHu3mum
KOM ce uHBOMIBMpaHM No uHdeKuujata co Campylobacter jejuni.



KAMHUMYKA C/MKa

bp3 pa3Boj Ha CMMETpUYHa, AUCTaJIHA C1aboCT Ha MYCKY/IUTE, KOja Ce pasBMBA
BO NMepuo/, oJ, 4 HeAeNn, Co HapyLlyBarba Ha CEH3UBUNUTETOT U ABUKEHETO.

Kaj noronemmot gen o 60nHMTE MMaA aCUEHAEHTEH TEK, 04 A0J1e KOH rope, Kaj
10-15% pecueHAeHTEH TeK, nporpecuja.

Bo TeKoT Ha 6onecTta Kaj 15-30% cnabocCcT Ha pecnupaTtopu MYCKY/IM, a HajuyecTo
NpeaAnKTOpM ce CcnaboCT Ha MYCKY/IMTE 3a roBop M rontamwe (6yn6apHu) M
M3pa3eHa C1aboCT Ha eKCTpeMuTeTmTe.

Kaj noBeke o1 no/sioBMHA Clinical features
oA 60/IHUTE UHULMjaNEH

CUMIITOM € 6ﬂar, CUMMETPUYEH « The most common initial symptom of GBS is acroparesthesia with little objec
Ucnaj Ha CEeH3NOUINTETOT sensory loss .

+ Severe radicular back pain or neuropathic pain affects most cases.

CO KapakTepucTu4yHa gMCcTpubyumja-
ANCTA/IHHO Ha EKCTPpEMUTETUTE
({3
(,,‘-IOpaI'IM n paKaBML"M ) + Most patients present initially with leg weakness and arm weakness (32%) or
bonka-co KapaKTEPUCTUKH HA selective proximal and distal leg weakness (56%) often spreading to the arm wk
HeBpOﬂaTCKa Ntz papM KynapHa . some have onset of weakness in the arms (12%). A descending presentation

mimicking botulism, with onset in the face or arms, is less common.

« Within a few days, weakness ensues commonly in a symmetric “ascending
pattern”.



>[pn npernes cMMeTpu4yHa, rnobasHa, M YecTo NMPOKCMMasiHa CNaboCcT Ha MYCKY/IMUTE
Ha EKCTPEMUTETMTE, HAMAJIEHU, OCMabeHWU, MM U3rYy6eHn pedeKcH, Kako U
OLUITETYBatb€ Ha CMTE MOJAJIMTETU HA CEHU3OUIUTETOT.

»0wWwTeTyBabe Ha KpaHujanHUTe HepBU Kaj 50% oa 60nHMTE-CNaboCcT Ha MMMMYHaTa
MyCKynatypa (paumjanHa, yHU Uam bunatepaHa.

»(CnabocT Ha opodapuHreanHn MycKyam -Kaj 50% og 601HMTE, HapyLlyBate Ha roBop U
ronTame.

»CnabocTt Ha 6ynbomoTopm-Kaj 15-20%, HajuecTo Ha n. abducens.

» ABTOHOMHa AnChYHKUMja: Taxukapauja, 6paguapm1TMHUija, XUNepTeH3uja,
XUMNOTEH3U]ja, HapyllyBake Ha [MOTEHETO, HapywyBaka Ha @yHKuMja Ha [TUT
(MoTnnuTeT)-Kaj 50% oa 6onHUTE.

»CPUHKTEPHM HapyLlyBama: peTeHUMja Ha YpuHa, onctunaymja.

»(CnaboCcT Ha pecnupaTopHM MYCKY/IM, CO noTpeba o4 MexaHu4Ka BeHTuauuja-Kaj 20-
30% op 6onHUTE.



TeK Ha 6osiecT

Severity

- P 2 2 R i
Weeks Months Years
Infection
Serum antibodies to gangliosides
Progression Plateau phase Recovery phase Disability




Diagnosis

The diagnosis of GBS is typically based on
the presence of .

o Progressive ascending weakness
o Areflexia

Diagnosis ..

Findings on .
& Pediatric Guillain-Barré syndrome
Prof. Dr .Saad S Al Ani & Lumbar puncturc

= Electrodiagnostic studies
= MRI (occasionally)
Can give support for the diagnosis.

Abnormalities on these studies do not develop
until days to weeks after onset of symptoms.

Pediatric Guillain-Barré syndrome

Prof. Dr .Saad S Al Ani 19/08/2018 38



Lumbar Puncture

Typically, the LP findings are suggestive of
demyelination (i.e., increased protein >45
mg/dL within 3 weeks of onset) without
evidence of active infection (lack of CSF
pleocytosis),

Lumbar Puncture ..,

» The CSF findings may be normal within the

first 48 hours of symptoms Lumb ar Puncture o
* Occasionally the protein may not rise for a

week. « Most patients have fewer than 10 leukocytes
* Usually by 10 days of symptoms, elevated CSF per milliliter, but occasionally a mild

protein findings will be most prominent. elevation (ie., 10-50 cells/mL) is seen.

e Greater than 50 mononuclear cells/mL of CS.
makes the diagnosis of GBS doubtful.

Pediatric Guillain-Barré syndrome i
® Prof. Dr .Saad S Al Ani 19/08/2018

Pediatric Guillain-Barré syndrome ey
® Prof. Dr .Saad S Al Ani 19/08/201
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Signal Moving Through a Healthy Nerve
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sTeK Ha 6onecT

sK/IMHMYKA C/IMKA

CMAP = 0.5 mV |

=EneKkTpodu3nooLLKu npernea- RE‘I'WEW
eNeKTpomMmoHeyporpaduja (EMNG)-

HAo/l BO 3aBMCHOCT OJ1 TMI Ha OLUTETYBaHE,
reHepasiHO CO YCMopyBakEe Ha
CNPOBO/J/IMBOCTA Ha nepudepHUTE HEPBM

=*Haoj BO IMKBOP-a10yMMHOLMTONOLLKA AUcCoumjaumja
(npoTtemHopaxmja >45mg/dL, co enemeHTn go 50/ mm3



Diagnostic Criteria for GB Syndrome

1. Progressive weakness of 2 or more limbs due to neuropathy”

2. Areflexia 3. Disease course < 4 weeks

4. Exclusion of other causes [e.g., vasculitis, toxins, botulism, diphtheria,
porphyria, localized spinal cord or cauda equina syndrome]

1. Relatively symmetrical weakness | 4. Absence of fever

2. Mild sensory involvement 5. Typical CSF profile (cytoalbumin
dissociation)

3. Facial or other cranial nerve 6. Electrophysiologic evidence of

involvement demyelination

“Excluding M. Fisher and other variant syndromes

Modified from AK Asbury, DR Cornblath: Ann Neurol 1990; 27: §21, 1990.



Guillain-Barré syndrome

Clinical presentations

Neurophysiology study, CSF analysis

|

Typical ascending form

|

Atypical presentations

Demyelination
form

(AIDP)

Axonal form

Prominent cranial nerve
involvement

E

MRI study "

(AMAN, AMSAN)

Pandysautonomia,
ASN

MFS, BBE, PCB, PN

LLlema 3a amjarHosa Ha Guillain-Barré cHapom 1 BapujaHTU. TUNUYHKMTE Npe3eHTaumm (1) akyTHa

MHpIAMATOpPHa AeMUESIMHU3MPAYKaA NonpaauKkynoHesponatuja (AIDP), 1 (2) akyTHa MOTOpHa M CEH30pHa

aKCOHCKa HeBponaTtuja (AMSAN) 1 akyTHa MOTOpPHa aKCOHCKa HeBponaTtuja (AMAN).

Atvnnynu popmu: (1) Miller Fisher cungpom (MFS), Bickerstaff encephalitis (BBE)-eHuedanmT Ha MO304HO

cTtebno, papuHro-uepBuKo-bpaxujanHa sapmjanta (PCB), u KpaHujaneH nonmHeyput (PN), 1 (2) akyTHa

naHgMcayToOHOMMja U aKyTHa ceH3opHa HesponaTtuja (ASN). CSF-nmnkBop, MRI-HyKneapHa MarHeTHa pe3oHaHua.

J.-J. Lin et al. / Pediatric Neurology 47 (2012) 91e96



GBS subtypes, clinical features and relevant antibodies

Yubis & | OBS sublypes, cliniosl features and relevant antibodies® =

NCS findings
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Van den Berg, B. et al. (2014) Guillain-Barré syndrome: pathogenesis, diagnosis, treatment and prognosis
Nat. Rev. Neurol. doi:10.1038/nmeurol.2014.121



Heterogeneity of the
Guillain-Barré Syndromes

i Nl

Acute Inflammatory
Demyelinating I

neuropathy 1 Main -
(AIDP} Guillain-Barré syndrome

AIDP = Acute inflammatory demyelinating polyneuropathy

AMAN = Acute motor axonal neuropathy
AMSAN = Acute motor sensory axonal neuropathy

MFS = Miller Fisher syndrome (Ophthalmoparesis, ataxia, areflexia)




Subtypes of GBS

The clinical spectrum of GBS, which includes
individual variation and variable severity of
presentation, comprises the following:

15

2
3.

4.
d.

Pediatric Guillain-Barré syndrome

Acute inflammatory demyelinating
polyradiculoneuropathy (AIDP)

Acute motor axonal neuropathy (AMAN)
Acute motor and sensory axonal neuropathy
(AMSAN)

Miller-Fisher syndrome (MFS)

Polyneuritis cranialis

Kiescier BC. Kiefer R Gold R. Hemmer B Willison HJ. Hartung HP. Advances in understanding and

treatment of immune-mediated disorders of the peripheral nervous sygem. Musale Nerve 2004
Aug, 30(2)131-56

19/08/2018 @17

Prof. Dr .Saad S Al Ani



Guillain-Barré syndrome

KnnHuuku sapujaHt Ha GBS

AIDP = Acute inflammatory demyelinating polyneuropathy

AMAN = Acute motor axonal neuropathy

AMSAN = Acute motor sensory axonal neuropathy

MFS = Miller Fisher syndrome (Ophthalmoparesis, ataxia, areflexia)

*AKyTHa MH(pNaMaTOpHa AeMUeMHU3MPpaYKa nosiMHesponaTtuja (AlD
*AKYyTHa MOTOPHA aKCOHCKa nosimHeBponatuja (AMAN)
*AKYTHa CEH30MOTOpHA aKCOHCKa HeBponaTuja (AMSAN)
*Miller-Fisher-oB cuHapom
3
)

*UHC BapujaHTa (Bickerstaff-os eHuedanmtmc

Apyrn dopmu:
Aunneruja Ha n. facialis
AKyTHa MOTOpHa HeBponaTtMja Co KOHAYKTMBEH 610K

dapuHrouepsuKobpaxmjaiHa opma

AKyTHa opTanmMonapesa (6e3 atakcuja)
AKyTHa HeBponaTH1ja co atakcuja (6e3 odrasmonnermja)
HekomnneTHu dopmMm Ha 6onecTa



Spinal cord lesions may be considered in the differential
diagnosis:

Transverse myelitis
Epidural abscess
Tumors

Enteroviral infections of
the anterior horn cells

Poliomyelitis
Hopkins syndrome

Pediatric Guillain-Barré syndrome
Prof. Dr .Saad S Al Ani

And. ar.

e Vascular malformations

e Cord infarctions

* Cord compression

e Trauma

Lumbosacral disk
syndromes

Peripheral neuropathies from the following may

produce a GBS-like picture:

 Vincristine .
* Heavy metals poisoning
» HIV infection .
» Lyme disease .
» Leigh disease .
» Porphyria

Pediatric Guillain-Barré syndrome
Prof. Dr .Saad S Al Ani

Glue sniffing
Organophosphate pesticides
Diphtheria

Inborn errors of metabolism
Tangier disease

Mimics of GBS presenting as quadriparesis:-

1.Anterior Hom cell: pofiomyeiitis or West Nie virus infecton (asymmetric weakness)
2.Peripheral Nerve:
1. Crifical liness neuropathy
2. Lymphoma / leptomeningeal carcinomatous meningifis
3. Toxicneuropathies: soivent or heavy metals
a

19/08/2

4. Rhabdomyolysis
5. Severe hypokalemia or hypophosphatemia
5.Acute spinal cord lesion



And. Ar.

*boTtyimzam

*MujacteHunja rpaBuc

*[lonmomuenntTmnc

*TOKCMYHM HeBpoOMNaTMK (TELLKM MeTa/I1, opraHodocdaTHM coea.)
*XMB nHpekumja

*HeBponaTuja Kaj KpUTUYHO GOJTHM

*[lopcpurpuja

AndTepuja

*MeHureanHa KapyMHomMaTtosa Uan ammgomaTosa

*‘UHpaMaTOpHM MHMONATUM

[lepyuanyHM napanmsm (Xmno-, xmnepKaamemuja)

*AKYTHU CNMHANIHU Ne3nn (BocnasieHuja, noBpeau, TyYMOpU, XepHujauuja Ha
n.B. AMUCK)



SORT: KEY RECOMMENDATIONS FOR PRACTICE

Evidence
Clinical recommendation rating References
Diagnostic criteria for GBS include progressive, relatively symmetrical weakness with decreased or C 1,2
absent myotatic reflexes; symptoms must reach maximal intensity within four weeks of onset and
other possible causes must be excluded.
Lumbar puncture should be performed in all patients with suspected GBS. Cerebrospinal fluid C 7
protein levels may be normal in early GBS, but they are elevated in 90 percent of patients by the
end of the second week of symptoms.
Supportive care of patients hospitalized with acute GBS should include anticoagulation and C 23
graduated compression stockings to prevent venous thrombosis. These patients also should
be monitored for autonomic disturbances, including changes in blood pressure and pulse rate
(especially bradycardia) and respiratory, bowel, and bladder dysfunction.
Plasma exchange is first-line therapy for GBS and should begin within seven days of symptom onset. A 30-33
Intravenous immune globulin therapy is recommended for patients with GBS who require assistance  C 31

with walking within two weeks of symptom onset.

GBS = Guillain-Barré syndrome.

A = consistent, good-quality patient-oriented evidence; B = inconsistent or limited-quality patient-oriented evidence, C = consensus, disease-
oriented evidence, usual practice, expert opinion, or case series. For information about the SORT evidence rating system, go to http://www.aafp.

org/afpsort.xml.




JlekyBambe

CneundunyHa MMYHOJIOLWLKA Tepanuija

NHTpaBeHCKM UMyHornobyamun (MBUI)-agHeBHa go3a og 0,4g/kg/ T1.T7. BO TeK Ha 5 geHa
[Mna3zmadepesa ([1P), npenopaysMBo ga ce 3arnovyHe BO TeKOT Ha 1-3 Hegena (no 3
HeJenu of NoYeToK Ha 6onecTa, ePeKToT e nomasn), UMKAYC oA 4, NpeKy eZleH AeH.

MBUr =  MNo
EdumkacHocT

be3beaHn 1 BO 6peMeHOCT U Kaj Aeua
KopTnkoctepomnam??? He ce npernopayysaaT, OCBEH KpaTKoTpajHo co MBUT

Moxxe kombuHauumja un og UBUI u MNP, Bo Toj cniyyaj npeo ce 3ano4HyBa co P, a aKo
M30CTaHe NocaKyBaH eeKT, MOXe ga ce npoao/iku co MBUI.

Kaj 60n1HM co 6nara KIMHMYKa MaHudecTaumja He e noTpebHa cneunduryHa
MMYHOJIOLWWKA Tepanuja.



*CMMNTOMATCKa Tepanuja-3a 60/1Ka, racTPONPOTEKTMBHU JIEKOBM, CYMNCTUTYLM]ja
(ENEKTPOIUTH, PACTBOPU), aHTUOBUOTHLM.

*Ha3zoracTpmMyHa coHAa -cooaBeTHa UCXpaHa

‘KncnopogHa noagplika, MexaHM4YKa, acuCTMpaHa BeHTMMAuMja-(Toaneta Ha
pecnupaTopeH TPaKT, acnMpaumja Ha CeKpeT)

*MoHMTOpHparbe Ha cpueBa paboTa (HapylwyBata Ha pUTaM), KpBEH MPUTMUCOK
[lpeBeHUM]a, NeKyBawe Ha MHMEKUUM

*KOHTpO/1a HA CPUHKTEPU (YPUHAPEH KaTeTep, KAU3MM-ONACHOCT 0/, UJ1eyC)
*KOHTpON1a Ha 1abopaTOPMCKU NapaMeTpu

[[peBeHUMja Ha AeKYOUTaIHU paHU (XMIMEHa, NO0XK0Oa BO KpeBET, NoMarana)
[lpeBeHUMja Ha ANaOOKM BEHCKM TPOMOO3M, My/IMOHAa/IHA eMbosimja (nomarana,
cneumMduyHa Tepanuja)

*Du3nKasHa Tepanuja, IeCHMU BEXOU, 61aru Macaxkm (Bo nocTena)-oaprKyBare Ha
MYCKYNEH TOHYC U TpodUHKa, NpEBEHLMjA HA KOHTPAKTYpH,

*Bexxbu 3a guwere

«Jloronej

[lcuxotepanuja



MporHosa

[MporHo3aTa Ha 60s1ecTa e reHepa/iHo Aobpa, 2/3 og 60NHMUTE NOCTUIHYBaaT KOMMNAETHA
peEMMCU]ja CO PETKU penancu.

Kaj 2-5%, v noKpaj npMeHa Ha MMyHoTepanuja - peumameu.

Moptanutet 1,5-2,5%

Complications of GBS ..,

Other important potential complications

include:

« Pneumonia e Ileus

» Adult respiratory distress » constipation
syndrome

» Septicemia e <astritis

e Pressure sores « dysesthesias

 Pulmonary embolus « Nephropathy

Gullain- Barné syndrome. Podiatr Nephrol. 2004 Jan. 19(1)105-6

adiatric Guillain-Barré syndrome
s Susan Bané syndrom 19/08/2018 @55




1° Demyelinating 1° Conduction Block

MMYHOJIOLLKU NOCPEAYBAHU
HEBPOIMNATHA

CIDP-XpoHM4YHa MHP1aMaToOpHa
JeMUeIMHU3npadKa HeBpornaTtuia
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Axon - A long nerve fiber that carries

messages to and from the brain, such
as telling a muscle when to move. //

-

Myelin sheath - The protective
covering around nerve fibers,
which allows the messages

Peripheral nerves
to move quickly. arms/hands ‘

Peripheral nerves
legs/feet
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CMMeTpUYHa AUCTpMOYLUMja Ha crlabocTa Koja v 3adpaka Kako AMCTa/lHUTE, Taka M
NPOKCMMA/IHUTE AE/I0BU Ha EKCTPEMUTETH, 6e3 nam 6nara atpodpuja

CeH30pHM  HapyllyBakba-napectesmu, MNopeTko 00/sKa, TUNMYHO TYOUTOK Ha
CEH3MOUINTETOT 3a BMOpauuM M 3a MNOoN0XKOa, HapylleHa pamHOTeXKa, CHUXKEHU WU
OTCYTHU MYCKY/IHO TETUBHU pedNEeKCH.

MporpecMBeH TeK noBeKe oA 8 Hedenu, WITO € rnaBHa, HO He WM eAMHCTBEHa
KapaKTepUTUKa MO Koja ce pasrpaHuydyBa of Guillain-Barré syndrome (GBS), akyTHa
noMpagnKyaoHesponaTumja.

npesaneHua 1 go 9/100000, roa. mumaeHua 0,5 go 1,6/100000 xutenm

LUIMPOKKU Bapujauum 3apaZit KOPUCTEHU KPUTEPUYMM 3a AMjarHO3a
[MoyecTo ce 3acerHatM maxku >40 roz. Bo3pacrT.

3a pa3nuka og GBS, MHOry peTKo npoBoKauuja e uHpekuuja.


https://www.google.no/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwidy5PFjdbZAhWNbFAKHbE-AugQjRx6BAgAEAY&url=https%3A%2F%2Fwww.hillandponton.com%2Fcidp%2F&psig=AOvVaw0UPUzdWL_0Tu1B68wQArrw&ust=1520368419196309

MMyHonaToreHesa

Bo npunor Ha aBToMMyHaTa ocHoBa Ha CIDP ykaxyBa C/IMHHOCTa CO €KCNepuMEHTANEH anerpmucKku
HEBPMT, MOXHOCTAa 3a MacMBEeH TpaHCep Kaj eKCnepuMMEeHTaNHM XMBOTHM, acoumjaumja co
oapeaeHn HLA xannoTvnoBW, Kako M gobap oAroBop Ha MMYyHOMOAYy/laTopHa/MMYHOCYNpeCcUBHaA
Tepanuja.

[TaTOXMCTONOWKNTE CTYyAUM MOKa)KyBaaT jaCHO YYeCTBO M Ha UesyNapHUOT, M Ha XYMOPaJIHUOT
MMYHUTET, CO MHTEpPCTMUMjaNHaA U NepuBacKylapHa MHUATpauMja Ha eHgoHeypuyMoT co CD4 u
CD8 T nnmdountM u Makpodarum, Kako U aenosmtm Ha IgG u IgM aHTUTena Ha MMeNnHCKaTta
06BMBKa Ha nepudepHuTe HepBU (HeypodacuMHOT edeH of NpoTenHMTe Bo Ranvier-oBute jasnu,
€ MAEHTU(MMKYBAH KaKO MOXKHA Le/l Ha UMYHOJ/I0WKAaTa aTtaka).

McxopoTr e mMyntudoKasHa CerMeHTHa AemMuennHM3auMja, Koja Kaj 60sIHMTE CO pesancupayvko-
PEMUTETHTEH TEK MPU XUCTOMATOJIOWKMTE HAOAM M3rneja Kako ,,JiykoBuua“.

OwTeTyBatbe rn 3adaka nepudepHUTE HEPBU, MYNTUMDOKANHO-CMMHAIHM KOPEHM, MJIEKCYCU M
NPOKCMMaNHM HEPBHM CTEONA.

Bo cepyMoT Kaj oBue 60/HM Ce AeTeKTUpaaT aHTMTeNla KOH pa3/IM4yHKU aHTUIeHU Ha nepudepHUoT
MuenuH: radramosnam GM1, LM1, asialo-GM1, cyndatmam, XoHAPOUTUH cyndaT, npotenHmnTe P2,
PO, PMP22 v 6eTa TyOy/IMH, MAKO HMBHATA NaTOreHeTecKa yaora e HejacHa.



PATHOGENESIS

Inflammation

Axonal loss.

INFLAMMATION

* epineurial +endoneurial
TGELES:

MACROPHAGES:

* activated; upregulated MHC
class ii expression.

mmspmmm——) Demyelination.

1

— Remyelination

DEMYELINATION.
-macrophages mediated.
multifocal.esp with active
demyelination.
-segmental.

-thin myelin sheath.
ONION bulb formation.
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KAUHMYKA C/inKa

TunnyHaTe K/AMHMYKA npe3eHTauMja ce npeno3HaBa Kaj 50-70% oag 6onHuTte-
NporpecuBHa, CUMETPMYHA, NPOKCMMaNAHA M AMCTasIHA MYCKYJIHA Cn1aboCcT Ha ABa MM
noBeke ekctpemuteTn (Kaj 90%). BoobmyaeHo (HajuyecTo) 3anmoyHyBa Ha Ho3eTe, CO
MNOTELWKOTMU BO ABUKEHETO, KauyBate N0 CKaJIn, CTaHyBare 0/ CTO.

HapylwyBateTo Ha CEeH3NoUAnTeTOT (Kaj 64-82%)-nepudepeH TMn-AUCTaNHO ,,4opanu U
pakaBuuM“, HO U 3apagm owTeTyBake Ha Aebenn MUenuHu3MpaHu BAaKHa 3acerarwe Ha
BMOpaLUMOHEH M AJ1a60K 3a nonoxba Kaj 80% oa 6onHutTe (amd. oa GBS), co atakcuija,
MHKOOpAUHaUMja, TPEMOP Ha ANIaHKUTE.

bonka peTKo Ha NOYETOKOT, MOXKe BO NOHATaMOLLHMOT TEK Ha 6oJiecTa.

KpaHujanHu HepBuM Kaj 16%: n. facialis, 6yné6omoTopu.

CHUXKEHM MU OTCYTHU MYCKYJIHO TETUBHU pedieKkcu.

PeTKo MOXXe Aa ce 3adaTeHn 1 KpaHujan




Variants of CIDP

* Motor or sensory predominant!?]

* Lewis-Sumner Syndromela!

— Multifocal acquired demyelinating sensory and motor
neuropathy (MADSAM)

* CIDP associated with systemic disorders!P]
— 9% to 26% incidence of diabetes in CIDP patients
* Distal acquired demyelinating symmetric neuropathy
(DADS)!al
* CIDP with CNS demyelination!@

a. UpToDate. CIDP. 2018; b. SuanprasertN, et al. Neurology Asia. 2017;22:227-234.



BapujaHTtu Ha CIDP

1. YucTa ceH3opHa popMma-Kaj 5-15%,
OLITEeTYBake Ha CEH3UOUAUTET, NPETEXKHO

Ha gebenu MMeNUHU3IUpPaHM BNaKHa-aTaKCUja;

BO paHa ¢a3a Ha 60/1eCcTa CKOpO M Aa HeMa C1abocT, puremotor  pure sensary
. CIDP DADS CIDP CIDP/CISP  CANOMAD
EMNG -pgemunenmumsaumia,

: . —W .
JIMKBOP-NpOTENHOPaxXM]a = _‘Af _ﬂ“t JL/\ “Ar' &/——

= ] -K9 demyelination  increased conduction normal sensory normal motor abnorma
2. MoTtopHa dopma Ka].4 5%, KNUHUYKU U pane S e T DR Shaoendl
EMNG -agemuenmuusaumja, 6e3 ucnagm Ha
ceHsnomamnteT (amd.ar. MMF). HesagoBoanTeneH Tepanmcku oAroBop Ha MMYHOJIOWKA Tepanuja.

3. ®oKanHa ¢popMa-ciaboCcT U HapyllyBake Ha CEH3MOMIMTET BO MoJpayje Ha eAeH MK MoBeKe
nepugepHU HepBMX.

4. Lewis-Sumner cMHAPOM MU MyATUDOKA/NIHA CTEKHaTa AeMMUeIMHM3MpavYKa CeH30MOTOpPHa
HeBponaTuja (MADSAM)-Kaj 6%, cO acCMMeTpHUYHA MYCKYJ/IHA C1aboCT, CO HapyLleH CEeH3ubunuTer,
yraceHu pedneKkcu, HaamKyBa Ha mononeuritis multiplex, a Kaj gen og 60/HM U 3acerHatu
KpaHuvjaiHn HepBu. EMNG -ceH3oMOTOpHa JemMuenuHusaumja, Yecto CO  MYJITU(POKAIHU
KOHAYKTMBHW OGJIOKOBM Ha MOTOpPHMTE HepBu. Bo nmMkBop Kaj 2/3 npoTeuHopaxuja. (amd.Ar.
XepeauTapHu HeBponaTumn), Aobap TepanmMcKM O4roBOpP Ha MMYHOJIOWKA Tepanuja.

5. [AucTtanHa CcTeKHaTa JAemMuenuHumsupadka HesBponatuja (DADS)-amcrtanHa cuMeTpuyHa
AeMUenuHmnsaumja, KJIMHUYKM CO M3Pas3eHM aTakcuja, akuMOHEH TPeEMOop, CO He3aJoBOJIMTENIEH
TepanucKM 0AroBop Ha MMYHOJ/IOWKA Tepanuja.



BapujaHtn Ha CIDP

M

pure motor pure sensory
CIDP DADS LSS CIDP CIDP/CISP CANOMAD
e
demyelination increased conduction normal sensory normal motor abnormal
dmlL block NCV NCV sensory NCV

Lehmann HC, et al. J Neurol Neurosurg Psychiatry 2019;90:981-987. doi:10.1136/jnnp-2019-320314



BapujaHtn Ha CIDP

a) cropej IMKBOPEH HAo/ M aHTMTEeNa

6) cnopeg EMNG Haopg
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Electrophysiology
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Demyelmating features Usually
symmetric
Conduction Block Frequent
Abnormal SNAPs Usually
symmetric

DADS
Neuropathy

MADSAM
Neuropathy

Usually symmetric  Asymmetric

Prolonged distal  (multifocal)
latencies

Frequent
Uncommon Asymmetric
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MPU kaj naymeHT co CIDP 1 acumnToMaTtcKa
LleHTpaJiHa AeMUuesIMHu3aumja, co
NnepuBeHTPMKYylapHM NPOMEHM BO 6ena Mmaca.

Dalakas, M. C. Nat. Rev. Neurol. 7, 507-517 (2011); published online 16 August
2011; doi:10.1038/nrneurol.2011.121

Lancet Neurol 2019; 18: 784-94
http://dx.doi.org/10.1016/S1474-4422(19)30144-9

Xvneptpoduja Ha HepBM Kaj TunmyHa u atmnmyHa CIDP. (A) KopoHapHa STIR pekoHCTpyKuuja CUMETPUYHO
o6ocTpaHo 3ageb6enyBare Ha pl. brachialis kaj Tunmyna CIDP. (B) MyntudokanHa dysmdopmHa xmneptpoduja Ha
LlepBMKaNHM KopeHn Kaj MADSAM
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. { Typical CIDP ‘
’ Sensory-motor | CibpP
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Lancet Neurol 2019; 18: 784-94
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CIMDP Syndromes Distinct
from CIDP

Multifocal Motor Neuropathy (with conduction bloek) (MMN)
Anti-MAG neuropathy,

= Ly

Polyneuropathy associated with osteosclerotic multiple myeloma
(with or without rest of POEMS'syndrome)

Polyneuropathy associated with monoclonal gammopathy
(MGUYS) (not anti-MAG)

Chronic ataxic neuropathy and ophthalmoplegia (CANOMAD)



AujarHosa Ha CIDP

* KIMHWUYKM HaoL, npernes

* EMNG

 JlymM6anHa nyHKuUMja

* MPAN Ha HeBpHUTE KOpPEHMU, NJIEKCYCH

» buoncuja Ha HepB.

* JTabopaToprUCKU UCANTYBarba (MMYHOJIOLKM, CEPOJIOLLKK)

Kputepnymu cnopes:

* AAN

* EFNS/PNS
» Koski

* EMNG



AAN CRITERIA

CLINICAL CRITERIA

* (CPattern of clinical involvement:

* motor/sensory dysfunction involving more
* than one limb.

* t TIME COURSE: at least 2/12.

* TREFLEXES:

* areflexia or hyporeflexia

C.S.F CRITERIA:

* Cmandatory: cell count less than 10/mm.
* nbupportive: elevated protein.
PATHOLOGICAL CRITERIA:

* PSural .n biopsy:

mandatory: evidence of demyelination/remyelination.

supportive: evidence of perineurial/endoneurial,onion bulb
formation with mononuclear infiltration



ELECTROPHYSIOLOGICAL CRITERIA:

EAT least 3 of 4 criteria must be met.

Al - partial conduction block. Def,prob,possb
must

be present in at least 1 motor.N.

b2 - conduction velocity must be abnormal in at
least 2 motor nerves.

| 3 - distal latency must be abnormal in at least 2
motor nerves.

nd - F- waves must be abnormal in at least 2 .N



DIAGNOSTIC CRITERIA FOR CIDP
* The EFNS/PNS guideline

* defines CIDP as typical (ie, classic) or atypical . Atypical CIDP encompasses variants
of CIDP with predominantly distal weakness such as DADS, and variants with pure
motor or pure sensory presentations.

* determined by clinical, electrodiagnostic, and supportive criteria .

* Fordefinite CIDP, one must have a typical or atypical clinical picture with clear
demyelinating electrodiagnostic changes in two nerves, or probable demyelinating
features in two nerves plus at least one supportive feature (from cerebrospinal
fluid analysis, nerve biopsy, MRI, or treatment response to immunotherapy).

* Diagnostic evaluation — Electrodiagnostic testing is recommended for all patients
with suspected CIDP. Additional studies that may be indicated in select patients
include:

* Cerebrospinal fluid analysis

* Nerve biopsy

* MRI of spinal roots, brachial plexus, and lumbosacral plexus
* Laboratory studies

* Evaluation for inherited neuropathies

1. Van den Bergh PY, Hadden RD, Bouche P, et al. 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. Eur J Neurol 2010; 17:356-363.
2. Ayrignac X, Viala K, Koutlidis RM, et al. Sensory chronic inflammatory demyelinating polyneuropathy: An under-recognized entity? Muscle Nerve 2013;48(5):727-32



KOSKI CRITERIA

* Chronic polyneuropathy, progressive for at least 8 weeks

* No serum paraprotein and no genetic abnormality and
Either

* Recordable CMAP in at least 75 percent of motor nerves and
either abnormal distal latency or abnormal motor conduction
velocity or abnormal F wave latency in >50 percent of motor
nerves
Or

* Symmetric onset of weakness in all four limbs and proximal
weakness in at least one limb

* Of note, while the Koski criteria combine clinical presentation
and electrophysiologic abnormalities, either is sufficient to
establish the diagnosis.

* sensitivity -83 percent and specificity- 97 percent

C.L. Koski et al. / Journal of the Neurological Sciences 277 (2009) 1-8



RECURRENT AIDP & CIDP
CONTINUM OR DISTINCT ENTITIES??

CIDP AIDP
* SLOWLY PROG.COURSE >4-8 « COURSE STATIC OR IMPROVES
WKS BY 4WKS
. K'E%';ESFERSEQUENCY OF - RARELY RELAPSE ESP IN POST
PRECEEDING H/O VIRAL INF TRANSPLANT PTS
URI / GI INFECTION RARE * PRECEEDING H/S/O
- RESPIRATORY FAILURE IS INFECTION
UNCOMMON - RESPIRATORY FAILURE IS
» DIFFUSE CONDUCTION COMMON
SLOWING * PATCHY CONDUCTION
SLOWING
= RESPONSE TO PREDNISONE - NO RESPONSE TO STEROIDS

Llenta Ha peBuMagupaHUTE KpUTEPUYMM € aAudepeHuMjaumja Ha ABeTe 3ab60/yBaba,
npenopaka 3a pa3smuciayBare 3a gujarHosa Ha CIDP co akyTeH no4eTok Kaj naumeHTH 3a
KOj MHUUM]JANHO ce cMeTa Ageka umaaTt GBS, AoKonKy Jojae A0 NOBTOPO BJiOWYBaHe no 8
HeJeNn UAM MMaaT noBeke of 3 co Tepanuja moBp3aHu aykTyaumm (TRF), Aokonky
HeMaaT KJ/IMHMYKO 3aceramwe, HemaaT oAcTanyBartba 0, KpaHujasIHUTE HEpBU WU

aBTOHOMHM CUMMNTOMM; WM/UIM eNeKTPOMU3MOJIOKMTE HAOAM Ce€ KOMMNATUMOUIHMU CO
CIDP?

1. Dalakas, M. C. in Clinical Immunology: Principles and Practise 3" edn (eds Rich, R. R. et al.) 977-994 (Mosby Elsevier, Philadelphia, 2008).


https://www.google.no/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwj35_vThdbZAhVGJ1AKHYcvAPcQjRx6BAgAEAY&url=https%3A%2F%2Fwww.slideshare.net%2Fsmcmedicinedept%2Fa-case-of-cidp&psig=AOvVaw0UPUzdWL_0Tu1B68wQArrw&ust=1520368419196309

GBS «—> CIDP

...16% oa naumeHtute co CIDP mMmaat panuaHo nporpecuBHa C1abocT, CO MakCMManeH
HEBPOJIOWKU AedUUMT BO nNpBuUTe 8 Heaenn oj NoYETOKOT Ha 60s1ecTa, WTOo € C/eAeH0

CO XPOHUYEH TeK. 3a oBMe naumeHTn ce cmeta gexka nmaat CIDP co akyteH noyeTok (A-
CIDP).

O apyra cTpaHa nak 8-16% oa, nauneHTute co GBS mmaat 1 uam noBeke aetepuopaumm
KpaTKO MO MHUUMjA/IHOT noaobpyBare mam ctabmnamsaumja no MO mam UBUIN, onuwaHu
KaKo CO neKkyBare nosp3aHn dayktyauum (TRF-treatment-related fluctuations).

/lonosIHMTEIHA rpyna Ha MauMeHTU co nporpecrBHa dasa oj 4-8 HeaeM U MoHodaseH
TEK Ce OMMILAHM KaKo CybaKyTHa MHd1aMaTopHa JeMUENMHM3UPAYKaA NOJIMHEBpPONaTHja
(SIDP).

KAMHUMYKM npakca, TewkKo e ga ce pasrpaHmMum ganum nauueHT co GBS mMMa cekyHaapHa
Aetepuopaumja no uMHMUMjanHO nodobpyBake UM CTabuausaumja BO NpBUTE Hepenu
UM Meceum of, NoYeToKoT Ha 6onecta (GBS-TRF) oa naymeHT Koj MMa BTopa enmsoja
Ha cnabocTt Bo ckaon Ha A-CIDP.

1. Ruts, L., Drenthen, J., Jacobs, B. C. & van Doorn, P. A; Dutch GBS Study Group. Distinguishing acute-onset CIDP from fluctuating Guillain—Barré syndrome: a prospective study. Neurology
74, 1680-1686 (2010).



AndepeHunjanHa gujarHosa

Demyelinating pathology

Peripheral Neuropathy:

Axonal pathology

¢ Guillain-Barre syndrome

¢ Chronic inflammatory demyelinating
polyneuropathy (CIDP)

* Amiodarone

¢ Hereditary sensorimotor neuropathies (HSMN)

type |
o Paraprotein neuropathy

* Alcohol

o Diabetes mellitus (+demyelinating picture)

o Vasculitis

o Vit. B12 deficiency (+demyelinating picture)

o Hereditary sensorimotor neuropathies (HSMN)

type Il

Predominately motor loss

Predominately sensory loss

¢ Guillain-Barre syndrome

¢ Porphyria

¢ Lead poisoning

o HSMN - Charcot-Marie-Tooth
o CIDP

¢ Diphtheria

¢ Diabetes

¢ Uremia

o Leprosy

¢ Alcoholism

o Vitamin B12 deficiency
¢ Amyloidosis




JlekyBame

*UHULMjaNIEH UHTEH3UTET U

npeseHTayMja Ha 6onecr

*OrLITa COCTOj6a

*NoTEeHUMjaTHU —

KOHTpaMHAMKaL MK - ‘

sepMKaCHOCT
*LeHa
*HecaKaHU epeKTH

© Can Stock Photo

EFNS/PNS CIDP Guidelines 2010; CohraneDatabase SystRev 2013



JlekyBare

.rticosteroids IVig Plasmapheres

|
lepanmja Ha o,u,p>|<y|3a|-b'

zathioprine
iclosporin
ycophenolate
clophosphamide

UMyHOCYNpeCUBHA TEPANMN]A ey

l

HoB npucran-6uoioLwwKa Tepanuja

T-cell intracellular signaling

athwavs B cells Agents that target T-cell trafficking
> 4 and could be used to treat CIDP
-alemtuzumab (targets CD52) *rituximab .
-tacrolimus (inhibitor of the ~occrelizumab *natalizumab
seculizumab fingolimod.

calcineurin phosphatase activity)
srapamycin

1. Dalakas, M. C. in Clinical Immunology: Principles and Practise 3 edn (eds Rich, R. R. et al.) 977-994 (Mosby Elsevier, Philadelphia, 2008).



MynTndpokasnHa MoTopHa Hesponatuja (MMN)



AdepuHuyuja

=  MyntmidokasHa MOTOopHa HeBponatuja (MMN) co KOHAYKTMBEH 610K € CNopo

NporpecMBHa CTEKHaTa MMYHOJIOLWKKU NocpelyBaHa AEMUENMHM3MPAYKA
HeBponaTtuja

=  KAMHWYKM ce MaHUdbecTMpa Co NPeAOMMHAHTHA AUCTa/IHA AaCMMETPUYHA C1abocCT,
NMpeTeXHo Ha paueTe, Y3 0ACYCTBO MM MUHUMAJIHU CEH3UTUBHU CUMITTOMM.

= [lpeBaneHua 1 go 2/100000

=3:1

= Bo3pacT Ha jaByBawe: 20-50 roa., Kaj 80% 40 roa. Bo3pacT



lMamodgu3suosozuja

XUCTOMNATOJIOLWKMNTE M €eNEKTPOMDU3MOJIOKMTE CTYAMM MOKaxKyBaaT MNPUCYCTBO M Ha
J€MMEIMHU3aLM]ja, HO U OLUTETYBatbe Ha AaKCOHOT (aKCOHCKa AereHepaumija).

MpMapHO ce adpeKTUPAHU MOTOPHMUTE HEPBM (BO HMBHUOT MMENMH MMa noBeke GM1),
Mako 6s1ara gemMumenuHusaumja MoXKe Aa BUAM U Kaj CeH30pHUTE BAakHa. [pMMapHOTO
MeCTO Ha MMYHOJIOLIKaTa PeaKTUBHOCT € akcoJieMaTta Ha HMBO Ha Ranvier-osute Hogycu
CO CeKyHJapHa napaHojasiHa geMuenmHusaumja.

XUCTOMATO/IOWKMTE CTYAMM Ha OMONCMpaHM HeEpBU MOKaxKyBaaT MyATU@OKaHA
AereHepaumja U rybmTtoK Ha BJlakHa, CO YeCTU FpynM Ha pereHepupaHu BJakKHa M 6e3
CerMeHTHa gemumenuHusaumja nam onion bulb dopmaummn (npecedeHa nykosuua).

TutapoTr Ha anti-GM1 aHTMTenata, KoM ce AMjarHOCTUYKM MapKep Ha 6onecta e
Haj4yecTo 3ronemMeH, Kaj noseke o 50% oA 60HUTE.

EdrKacHoCTa Ha UMyHOCYynpecMBHaTa M MMyHOMOZYy/laTOpHaTa Tepanuja ja
noaAprKyBaaT MMyHOI0LLKaTa npupoga Ha MMN.



Anti GM1
gangliozid-Ab

|

AKTUBauUuja
Ha KacKkaga
Ha
KOMMNJIEMEHT

AncPyHKUM]a Ha Na+ 1
K+ KaHanu oA OTexxHaTto o
MeM6paHa Ha aKCOHM HEeMOXXHO

reHepupame M
cnposeAyBare
Ha All.




KAnHMYKA cankKa

baBHOMporpecrsHa, aCUMETPHUYHA, NPeAOMUHAHTHO
AMCTasHa MYCKYJIHa €1aboCT (Haj4yecTo npBo
paueTe(anaHKMTE)>Ho3€e), Koja MOXe Aa ce pa3BMBa
BO TEK Ha MOBEKE rogMHu, a MHULMja/IHaTA
MaHudecTaumja MoXKe aa bmae 3acerame Ha efeH
nepudepeH HepB-eAHOCTPaHa BUCEYKA LUAKa,
cTonaJio....

YecTn cacumkynaumm, Kpamnu
Hema (1nan 6nara) atpodmja Ha MyCKyu
CnabocT

be3 (MM co MMHMMaNHa) 06jeKTUBHA peayKuMja Ha
CE3UOUNUTET CO AUCTPUOYLMja Ha ABa UM NOBEKE
nepu@epH1 HepBU




PeTKo ce 3acerHaTu KpaHujaiHM HEPBMU:
-ophtalmoplegia externa
-n.hypoglossus-napesa u atpoduja Ha egHaTa
MNOJIOBMHA Ha ja3MKOT, (paCuMKyauun.

HayenHo Hema 3Hauu 3a siesmja Ha UMH:
nojayaHu pedaeKkcu, NaToNIoWKN pedneKkcu,
cnacTuMTeT, UM 6yN1I6apHU CUMITOMM.

MyCKyIHO TETMBHM ped/IEKCU CO 0C/IAabEHM,
CHUXKEHM pedIEKCHM OArBOOPU, MYCKYIU
HOPMaJIH 10 6/1ara, YMepeHa XUMNoToHM]a.

BnowyBare BO 6peMeHOCT.

Opa HeKoNKy Meceum Ao 15 roa. og npsu
CUMIMTOMM [0 AUjarHo3sa.

MMN: Focal weakness
Variable finger extension

MMN: Median nerve
conduction block
Weakness of thenar
eminence

No atrophy







JlabopaTOpMUCKM HaoaM

Tutap Ha anti GM1 gangliozid -Ab kaj >50%

1:6400- 80% cneundunyHocT 3a MMN
1:400-800 Ap. HeBponaTtun 1 ALS

ELISA
I “ample Dilve" 5, Pcan™,
l‘“icr:’:-‘mt " ,%’M.'.‘
— e
"-.' 3»‘&»8“‘\ CBSS, p CK, Ho <3h og Max pedepeHTHa
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peTKo II‘IpOTEMHM <1g/l



Enekmpocpusuosowka esanyayuja -EMNG

MpuKarkyBa MynTMGOKaIHO 3aCerakbe Ha MOTOPHMUTE
HepBM 6€3 CUrHMMKAHTHA CEH30pHA KOMIMOHEHTA:
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MyntudoKaneH KoHAYKTUBEH 610K+3HaUM 3a AeMUennHM13aumja:
*yCropeHa KoHAyKuuMja

*MPOJIOHrMPaHM laTEHUM

*MPONIOHrMpaH Uan otcateH F 6paH

*daCMMIMNTOMATCKU KOHAYKTMNBEH 610K BO HEepPBU KON K/ZIMHUNYKU CE HeaCbeKTl/IpaHM

2.2 mV
12 ms

TEMPORAL DISPERSION & CONDUCTION BLOCK

0.5 mv
27 ms
Y
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/ ' : Forearm 1- 20 mm
N ; 2 ; :
Forearm 1-45 mm.... N0 1%, LD MPNRR. SO SN DL
Wrist — Af’B 5 mV/div; 5 ms/div Fep -—-/\/\«,,r
! S : ,

Forearm 2 - 50 mﬁl ereten e Foreanm 2«45 min

Elbow -135 mm :
: : Elbow -175 mm

¢
%MJ'

Elbow — APB 0.5 mV/div; S ms/diy,

Axilla — APB 0.5 mV/div; 5 ms/diy,

-

Axilla-70 mm /\/

Axilla-115 mm

Erb’js point-250 mm

Fig 1 C. 5 mv/div; 5 ms/div

Fig 1 B.10 mv/div; 5 ms/div
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Subcutaneous Immunoglobulins (SCIg) in responders to Intravenous =
Immunoglobulins (IVig) with Chronic Inflammatory Demy¢ ™ ~* : \
Polyradiculoneuropathy (CIDP) and Multifocal Motor Neu = === * -

WILEY
Authors: (1) Karine Viaka, (1) Rabab Debs, (1} Pauline Reach, (2) Diane Bracquart, (2) Nabil Moumane, (1) Thierry Maisonobe Intravenous immunoglobulin for maintenance treatment of
Institution{s): (1) APHP-HOpital Pitié-Salpétritre - Département de Neurophysiologie, 75013 Paris - France, (2) CSL Behring France — Medical multifocal motor neuropathy: A multi-center, open-label,

75015 Paris - France
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INTRODUCTION METHODS Satoshi Kuwabara® | Sonoko Misawa® | Masahiro Mori® | Yuta Iwai* | Kazuhide Ochi? |

52-week phase 3 trial

High-dose IVIg is an effective therapy for CIDP and MMN. After long-term This is a retrospective analysis of a sel Hidekazu Suzuki® | Hiroyukd Nodera® | Akira Tamaoka® | Masahiro lifima® | Tatsushi Toda” |
- > H H 8 : 9 1 10 I 13
treatment, venous access becomes difficuft and alternative needs to be with CIDP (4) and MMN (7) switched { Hiroo Yoshikawa® | Takashi Kanda” | Ko I's '
found. SClg has been shown effective in MMN and CIDP when women, 7 men) Gen Sobue®™! | Ryuji Kaji® | on behalf of the Glovenin-I MMN Study Group
administered twice or thrice-weekly. The main reason to switch from IVig Department of Neurology, Chiba University
g 2 Hospital, Chiba, Japan Intravenous immunoglobulin (Vig) therapy is currently the only established treatment in
to SCig is a difficult venous access. cand patients with multifocal motor neuropathy (MMN). and many patients have an [Vig-dependent
- ichool of fluctuation. We aimed to investigate the efficacy and safety of every 3 week [Vig (1.0 g/kg) for

52 weeks. This study was an open-label phase 3 clinical trial, enrolling 13 MMN patients. After

hversity an induction IVIg therapy (0.4 g/ke/d for 5 consecutive days), maintenance dose (1.0 /kg) was
RESULTS N given every 3 weeks for 52 weeks. The major outcome measures were the Medical Research
Council (MRC) sum score and hand-grip strength at week 52. This trial Is registered with
shima,

CHAPTER z 1 ClinicalTrials.gov, number NCT01827072. At week 52, 11 of the 13 patients completed the
g 3 dy. and all 11 had a sustained i The mean (SD) MRC sum score was 85.6 (8.7) at

Patients were diagnosed from 815 years. IVig were the first Ii i :!
' e ye Fs- l ne MUItlfoca] mOtor neuropathy raki, Japan the baseline, and 90.6 (12.8) at week 52. The mean grip strength was 39.2 (30.0) kPa at the
treatment, excepted for one treated initially with Methylprednisolone. 1. N. van Schaik J.-M. f, o " E. Nobile-Orazio. D. R. Cornblath R. D. M. Hdden, Ut | baseline and 45.2 (32.8) KPa at week 52. Two patients dropped out because of adverse event
2 racki | po (dysphagia) and decision of an investigator, respectively. Three patients developed coronary
f'z o spasm, dysphagia, or inguinal herniation, reported as the serious adverse events, but considered

of nat related with the study drug. The other adverse effects were mild and resalved by the end of
o,y i Medicine, | the study period. Our results show that maintenance treatment with 1.0 g/kg IVig every 3 week
ocedain, The Nethedsads

An Open‘label '[I‘lal Of thUleab ln MMN ot vincpines S o s i "Erasti Mo G, o . i safe and efficacious for MMN patents up 1o 52 weeks Further sudiesare recuired t0 inves-

* tigate optimal dose and duration of maintenance IVlg for MMN.
ine,

Chaudhrv & C()rnblath, INC % Paris 2008 KEYWORDS

o, Japan
¥ n clinical trial, efficacy, i i in, multifocal motor safety

+ 6 patients with MMN under chronic IVIg therapy T e e,

treated with 2 doses of Rituximab 1g iv, 2 weeks )b o i videns s,

apart. + evidence was ot available, consensas. et
» Primary outcome total amount of 1VIg used during ... ’

12-month study compared to 12 months prior. pure mtor, aymmetce nestopiby with -
» Secondary outcomes: changes in MRC sumscores, ‘h;‘;;‘,;’;..‘:;;;n’

grip strength, disability & handicap scores, & safety. Gidertoid A —————

n {1VIg] therapy to be msof . which provided

* No significant change in IVIg use in the group over
the 12-month study. 2 able to reduce their IVIg use
by 11%.

* No significant change in any score (MRC, grip < v
strength, overall disability, Rotterdam handicap Search strategy
scale), although some improved on these measures.

+ Rituximab can be safely given to people with MMN

m, and this treatment
tandard treatment for MMN
These trials have also been reviewed in 2
rane syssematic review [31] This s
allowed evidence based stat

Peripheral Nervous System published by Wiley Periodicals, Inc. on behalf of Peripheral Nerve Society.
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treatment.
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foe articles on ‘mult

nosis’ or ‘treatment” or ‘guideline’ We also scarched Ihc

Cochrane Librasy in July 2005
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EFNS/PNS TREATMENT RECOMMENDATIONS

GOOd Practice POi ntS for treatment I. IVIg (2 g/kg over 2 to 5 days) should be considered as ‘

first line treatment (Level A recommendation) when
disability is sufficiently severe to warrant treatment.

2. Steroids are not recommended (Good Practice Point).

1 . IVIg (2 g/kg given over 2—5 dayS) ShOUld be the f'i rst : If IVIg is initially effective, repeated IVIg should be

considered (Level C) and its frequency guided by the

a J oS J o g response (Good Practice Point). Typical treatment
I.] ne treatment ( level A) When d] Sa b] l.] ty ]S SUff]C] ently regimens are 1 g/kg every 2 to 4 weeks, or 2 g/kg every
1 to 2 months (Good Practice Point).
Seve re to Wa rrant treatment . 4. Only if IVIg is not sufficiently effective immunosup-
pression may be considered. Cyclophosphamide,
cyclosporin, azathioprine, interferon Pla, or rituximab

are possible agents (GPP).
5. Toxicity makes cyclophosphamide less desirable (GPP)

2. Corticosteroids are not recommended.

3. If an initial treatment with IVIg is effective, repeated IVIg treatment should be
considered in selected patients (level C).
The frequency of 1VIg maintenance therapy should be guided by the response. Typical

treatment regimens are 1 g/kg every 2-4 weeks or 2 g/kg ev

4. If IVIg is not sufficiently effective then immunosuppressivi :' =
considered. However, no agent has shown to be beneficial in
from case series are conflicting.

inmune Globulin inmune Globulin

birvenous (Human), ® lravenou Human), ¥

5. Toxicity makes cyclophosphamide a less desirable option.




Good Practice Points for treatment

1. IVIg (2 g/kg given over 2-5 days) should be the first line treatment (level A) when
disability is sufficiently severe to warrant treatment.

2. Corticosteroids are not recommended.

3. If an initial treatment with [VIg is effective, repeated IVIg treatment should be
considered in selected patients (level C).

The frequency of IVIg maintenance therapy should be guided by the response. Typical
treatment regimens are 1 g/kg every 2-4 weeks or 2 g/kg every 1-2 months.

4. If IVIg is not sufficiently effective then immunosuppressiv —
considered. However, no agent has shown to be beneficial in — 1
from case series are conflicting.

inmune Globulin inmune Globulin

5. Toxicity makes cyclophosphamide a less desirable option. Eeen ey paeious Human, 3
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MapanpoTeMHeEMMUYHU HEBPONATHM

Laboratory (most common

Diagnosis Clinical mionoslonal protela type) EDx Nerve biopsy
[gM MGUS Slowly progressive, distally M protein <30 g/L. Demyelinating IgM and complement deposits on
predominant, and sensory more than 1gM kappa Marked prolonged distal motor myelin lamellae
motor latencies
Reduced TLI
Attenuated or absent sensory response
IgG and [gA MGUS  Distally predominant sensorimotor or - M protein <30 g/L Axonal or demyelinating (as in CIDP) Endoneurial Ig deposits

Multiple myeloma

POEMS syndrome

Amyloid

proximal weakness as in CIDP
Predominantly small fiber neuropathy

Fatigue, weakness, bone pain, weight
loss, and infections

Symmetric, distal sensory or
sensorimotor neuropathy

Ascending sensorimotor symptoms
Weakness eventually predominating

Fatigue, weakness and hyperviscosity
syndrome

Neuropathy slowly progressive, distal,
and sensory > motor

Varies with organ involved
Neuropathy painful and distal

.
OO O P AF A

Increased Ig G or A levels

M protein >30 g/L
[gG more often than IgA
Bence-Jones proteinuria

>10% plasma cells in bone marrow

Anemia, hypercalcemia

Ig G or IgA lambda M protein
Elevated VEGF
Sclerotic bone lesions

M protein (IgM kappa)
10% plasma cells in bone marrow
Anti MAG antibodies sometimes

Lambda

Almost always axonal (length
dependent) but very rarely
demyelinating

Mixed axonal, demyelinating (more

predominantly in the intermediate
than distal segment)
No conduction block or dispersion
Higher TLI than CIDP

More severe attenuation of CMAP in

lower than upper limbs
Similar to IgM MGUS

Axonal sensory > motor neuropathy

Carpal tunnel syndrome

Widening of myelin lamellae
Endoneurial inclusions in IgA

Axonal degeneration
May show amyloid deposits

Axonal degeneration

Loss of myelinated fibers

Inflammation and uncompacted
myelin lamellae

Similar to IgM MGUS

Amyloid on Congo-red staining
Light chains on immunochemistry






Hesponatuja Kaj POEMS

Bo 5 unu 6 geuenuja,

Cy6GaKyTeH no4veToK-Xapere, TpHEHE, NoToa C/1aboCcT 04 3HAUYUTENIEH CTEMEH.
[porpecmnBHa CMMeTpUYHA, AUCTasIHA, ceH3oMoTopHa HeBponaTuja (“CIDP-like").
EMNG: gemmenmHusmpayka HeBponaTtuja, peTKO CO KOHAYKTMBEH 6JI0K, CEK. aKCOHCKaA
nesuja, anbyMMHOLUMTO/IOWKA AMCOoUMjaLmja BO IMKBOP.

1gG uan IgA lambda Tvin Ha napanpoTtenH (90%).

[pekyMepHa npoayKuuja Ha BacKynapeH eHgotesieH pakTop Ha pacTt (VEGF) koj e
MapKep 3a akTMBHOCTa Ha 6os1ecTa.

JlekyBame

PaguoTtepanuja- Kaj 60/IHM CO MU30IMPaHM NE3NMU HA KOCKA MU CONIMTApPEH M1a3MOLMTOM
MUMyHOCyrnpecuBHa Tepanuja, KOPpTUKOCTEPOUAM , ayTOJIOrHa TpaHCrJlaHTauMja Ha
KOCKEHa CpX

He3apoBonmnteneH edeKTt og nnasmadepesa mam NBUT



Classification of vasculitides associated with neuropathy

Primary systemic vasculitides
Predominantly small-vessel vasculitis

»Microscopic polyangiitis*

»Eosinophilicgranulomatosiswith polyangiitis(Churg-Strauss syndrome)*
»Granulomatosiswith polyangiitis(Wegener granulomatosis)*

»Essential mixed cryoglobulinaemia(non-HCV)
=|gAvasculitis(Henoch-Schonlein purpura)
»Hypocomplementemicurticarialvasculitis

Predominantly medium-vessel vasculitis
=Polyarteritisnodosa

Predominantly large-vessel vasculitis
=Giant cell arteritis

*Usually anti-neutrophil cytoplasmic antibody (ANCA)-associated vasculitides.

The classification is modified from the Peripheral Nerve Society guideline in accordance with the
Chapel Hill Consensus Conference in 2012



Vasculitides associated with systemic diseases-Secondary systemic vasculitis
»Connective tissue diseases

Rheumatoid arthritis

Systemic lupus erythematosus
Sjogren syndrome

Systemic sclerosis

> Mixed connective tissue diseases

Dermatomyositis
Sarcoidosis

Behcetdisease

Inflammatory bowel disease



Non systemic vasculitic neuropathy (NSVN)

"Wartenberg migratory sensory neuropathy/
»Postsurgical inflammatory neuropathy

=Neuralgic amyotrophy(probably) /

=Painful diabetic radiculoplexusneuropath
Predominantly lumbosacral
Predominantly thoracic (thoracic radiculoneuropathy)
Predominantly cervical

=Painless diabetic radiculoplexusneurop
=Nonsystemic skin/nerve vasculitis
=Cutaneous polyarteritis nodosa

=Other



MaTonormja Ha BaCKY/IMTUYHU HEBpoOnaTHuH

dubprHouMgHa Hekpo3a Ha tunica media u
intima Ha ronemu apTepmoan Kaj
BaCKyJ/IMTMYHA HeBponaTtuja

Fig. 1. Senal transwerse paraffin sections showing nerve large attenole vasculitis. Panels a (hematoxylln and eosin stain) and b

(trichromestain) showinflammatory infiltration and vessel wall destruction as well as fibrinoid necrosis of the muralelements. Panel
¢ (CD 45) demonstrates the lymphocytic infiltration. Paneld (smooth muscle actin) shows the fragmentation of the muscle layers.

Kaj MMKpoBacKynuTu-uHpaamaumja Ha
SUAOBUTE HA KPBHUTE CAf0BMU CO
dparmeHTUpame M HEKpo3a Ha tunica media
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Fig. 2. Serial transverse paraffin sections showing microvasculitis. Panel a (hematoxylin and eosin stain) shows inflammation
surrounding and involving the vessel wall of a microvessel with a nearby, intact, larger arteriole. Panel b (methylene blue stain)
shows the multifocal fiber loss (the left fascicle has multifocal areas devoid of myelinated fibers, while the right fasdde has normal
myelinated fiber density). These findings indicate an ischemic injury as seen in vasculitis. Panel ¢ (CD 45) demonstrates the
lymphocytic infiltration. Panel d (smooth muscle actin) shows the fragmentation of the musde layers.



»>45% MynTudoKanHa HesBponaTuja
»35% acMMeTpu4Ha HeBponaTuja
»20% gucTasiHa CUMeTpUYHa noJinHeBsponaTtuja

» HajuyecTo 3acerHaTtu:

" n. peroneus comm.

= n. Ulnaris, npokcMManHo of NakT
»10% KpaHWja/IHWM HeBponaTUM




Mutifocal neuropathy Early overlapping Late overlapping mutifocal Distal symmetric
mutifocal neuropathy neuropathy (asymetric polyneuropathy
polyneuropathy)

Figure | Anatomical patterns of neuropathy. The distinct patterns of involvement indicate diagnosis of each of the
conditions. In multifocal neuropathy and early overlapping multifocal neuropathy, the two colours differentiate between
the distributions of different cutaneous nerves. In late overlapping multifocal neuropathy and distal symmetric
polyneuropathy, the single colour highlights involvement of multiple overlapping cutaneous nerves.

Collins and Hadden, 2017



Immune-mediated peripheral neuropathies associated v
rheumatological diseases: key clinical and paraclinicai

features
Characteristics SN (sensory MM (mononeuritis
neuronopathy) multiplex) CiDP
sensory deficit multifocal, asymmetric = multifocal,asymetric symmetric
motor deficit absent multifocal,asymetric symmetric
DTR hypo/areflexia (global)  hypo/areflexia(focal) hypo/areflexia (global)
CSF proteins 1 or normal normal ™~
nerves and
cell body roots/demyelination
damage/inflammatory nerve trunks/nerve and inflammatory
neuropathology infiltrates (CD8 ly)  infarction and axonal loss infiltrates
purely sensory, sensory and motor, sensory and motor,
neurophysiology multifocal multifocal, axonal diffuse, demyelinating

main associated
reumatol. dis. Sjogren Syndrome vasculitides SLE

A.R.M. Martinez et al. / Autoimmunity Reviews 16 (2017) 335-342



