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Cos’e una para-proteina?

E’ una proteina costituita da una catena pesante (IgA, IgD, IgE,
IgG, IgM) e/o una catena leggera (lambda o kappa).

Sono prodotte da linfociti B clonalmente espansi .

Al termine «paraproteina» si preferisce spesso il termine «componente M», dove M indica Monoclonale,

Macroglobulina o Mieloma.




Quali patologie?

Un evento proliferativo caratterizzato da un’espansione clonale di un
linfocita B puo rientrare in forme a “basso grado” (gammapatia
monoclonale di significato indeterminato, MGUS), oppure in processi
proliferativi maligni (mieloma multiplo, macroglobulinemia di
Waldenstrom).
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Criteria for the classification ol monoclonal gammopathies,
multiple myeloma and related disorders: a report of the
International Myeloma Working Group

THE INTERNATIONAL MyYELOMA WORKING GROUP™
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Table I. Monoclonal gammopathy of undetermined significance
(MGUS) or monoclonal gammopathy, unattributed/unassociated
(MG[u]).

IVI G l l S M-protein in serum < 30 g/l

Bone marrow clonal plasma cells <10% and low level of
plasma cell infiltration in a trephine biopsy (il done)

No evidence of other B-cell proliferative disorders

*No related organ or tissue impairment (no end organ damage,

including bone lesions)




Cumulative Probability (%)

The New England Journal of Medicine

A LONG-TERM STUDY OF PROGNOSIS IN MONOCLONAL GAMMOPATHY
OF UNDETERMINED SIGNIFICANCE

Re S.,

Monitorare la stabilita nel tempo
della concentrazione siero/urine

25 - lej

della componente monoclonale!! Uss
L%

b ulOiIité di

Chronic lymphocytic leukemia 3§ 3.5 0.9 (0.2-3)
. Plasmacytoma 1 0.1 8.5 (0,247 n e
Tortal 115 15.8 7.3 (6-9)
1

0 5 *(1I denotes confidence interval.




Un’associazione causale fra MGUS e neuropatia periferica e suggerita
dall’alta prevalenza di associazione.

Infatti una neuropatia periferica e presente nel:
* - 5% dei pazienti con paraproteina di tipo 1gG;
* - 10-15% dei pazienti con paraproteina di tipo IgA;
* - 30-50% dei pazienti con paraproteina di tipo I1gM;

Contemporaneamente si stima che il 5-10% dei pazienti con
neuropatia abbia una paraproteinemia.

Nobile-Orazio E, Barbieri S, Baldini L, et al. Peripheral neuropathy in monoclonal
gammopathy of undetermined significance: prevalence and immunopathogenetic
studies. Acta Neurol Scand 1992; 85: 383—-390



Ma che coincidenza....

La prevalenza di neuropatia aumenta Anche la presenza di componente M nel siero
con l'eta, raggiungendo circa I'8% dei aumenta con l'eta, (3% dei soggetti con eta>70
soggetti con piu di 60 anni. anni e 10% nei soggetti con eta>80 anni).

Una associazione accidentale non puo essere esclusa in una
significativa parte dei casi!!

Y. A. Rajabally Neuropathy and paraproteins: review of a complex association
European Journal of Neurology 2011, 18: 1291-1298



Circa il 10% dei pazienti con polineuropatia periferica criptogenetica
presentano una componente monoclonale nel siero.

48% IgM
37% lgG
15% IgA

<1% IgD, IgE (o anche solo catene leggere 4/5 dei casi catena kappa)

Martyn CN, Hughes RA. Epidemiology of peripheral neuropathy. J] Neurol Neurosurg Psychiatry. 1997;62(4):310-8.



Rison and Beydoun BMC Neurology (2016) 16:13

DOI 10.1186/512883-016-0532-4 BMC Neur0|0gy

Paraproteinemic neuropathy: a practical @) coses
review

Richard A. Rison'” and Said R. Beydoun’

European Journal of Neurology 2011, 18: 1291-1298 doi:10.1111/j.1468-1331.2011.03380.x
REVIEW ARTICLE

Neuropathy and paraproteins: review of a complex association
Y. A. Rajabally

Depariments of Neurology and Neurophysiology, Newromuscular Clinic, University Hospirals of Leicester, Leicester, UK



Anti-MAG neuropathy

Forma di neuropatia periferica acquisita sensori-motoria caratterizzata
da demielinizzazione periferica e simmetrica.

Solitamente lentamente progressiva,
con atassia sensoriale,

ipostenia sfumata o assente e
frequente tremore.




Figure 1: Risk for development endpoints in 140 IgM MGUS polyneuropathy patients
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Niermeijer JM, Fischer K, Eurelings M, et al. Prognosis of polyneuropathy due to IgM monoclonal gammopathy: a prospective
cohort study. Neurology 2010; 74: 406—-412.



E figure 2: Development of endpoints in 1430lgM MGUS poly neuropathy patients
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Niermeijer JM, Fischer K, Eurelings M, et al. Prognosis of polyneuropathy due to IgM monoclonal gammopathy: a prospective
cohort study. Neurology 2010; 74: 406—-412.
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Caratteristiche elettromiografiche

(a) Anti-MAG neuropathy

-Riduzione o assenza dei potenziali sensitivi; " .|

-assenza di blocchi di conduzione ; 2 I__

-Terminal latency index<26 — VN wa

L'indice di latenza terminale e il rapporto fra: ' ”f

Lunghezza effettiva dell’arto superiore/lunghezza - e f;l_ —

calcolata (calcolata come prodotto fra la velocita di ot 3

conduzione e la latenza distale in msec) — — O\
r 1 /v"f‘\ f ERB'S

MNCV:21.2 m/s

DML: 11.20 ms

TLI: 0.25

No CB (amplitudes of 99%,
83% and 62% at elbow, axilla
and Erb’s respectively)




Rachicentesi

Rachicentesi (Puntura Lombare)

Ago
\..‘ Colonna vertebrale

.' ‘\-l ‘\
Presente dissociazione albumino , —
citologica in circa 80% dei pazienti
(aspecifico...) _Midollo spinale

L ANR L. Cauda equina
2
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Journal of the Peripheral Nervous System 15:185-195 (2010)

EFNS/PNS PDN GUIDELINE

European Federation of Neurological
Societies/Peripheral Nerve Society Guideline* on
management of paraproteinemic demyelinating
neuropathies. Report of a Joint Task Force of the
European Federation of Neurological Societies and the
Peripheral Nerve Society — first revision

“Clorambucile, ciclofosfamide, fludarabina, cladribina, e trapianto autologo di
midollo osseo sono stati riportati in maniera aneddotica o in piccolo studi non
controllati”, per cui il loro utilizzo non e indicato nella pratica clinica quotidiana.



(%) Cochrane Trustdevicence.
lerapie i Library  secerneam

Immunotherapy for IgM anti-myelin-associated glycoprotein
paraprotein-associated peripheral neuropathies

7 trials (182 participants); tested: "V'@hee 7T unn i Eduardo ople Oraze
- intravenous immunoglobulin;

- alfa interferon alfa-2;

- plasma exchange;

- cyclophosphamide and steroids;

- rituximab

Intravenous immunoglobulin showed a statistical benefit in terms of improvement
in Modified Rankin Scale at two weeks and 10-metre walk time at four weeks.

There is inadequate reliable evidence from trials of immunotherapies in anti-
myelin-associated glycoprotein paraproteinaemic neuropathy to form an evidence
base supporting any particular immunotherapy treatment....



JNeurol (2002) 249:1370-1377

DOI 10.1007/500415-002-0808-2 ORIGINAL COMMUNICATION
Giancarlo Comi A randomised controlled trial
Luisa Roveri . . .
Antony Swan of intravenous immunoglobulin
Hugh Willison . . .

Martin Bojar In IgM pal’apl’otem aSSOC|atEd
Isabel Illa . .

Clementine Karageorgiou dEITIYElInatIng neuropathy

Eduardo Nobile-Orazio
Peter van den Bergh

Tony Swan 22 pazienti, 11 IVig, 11 placebo

Richard Hughes and the Inflam- ) ) .

I;;t.}r},mﬁﬂpmh}r Cause And The IVIg infusion was 1.0 g/kg on two consecutive days (total dose 2.0 g/kg) or 2.0
Treatment (INCAT) Group* g/kg in 24 hours.

Table 3 Secondary endpoints at week 2

Assessment?® Vig (mean + 50) Placebo (mean + 5D)

Baseline Week 2 p° Baseline Week 2 pP p-

5(09) 1(0.8) 0.007 2(0.9) 4(08) NS 0.007
Rotterdam scale zs? (5.6) 394{5 9) NS m 0(5.2) zm:; 5) NS NS
10 m walking time (sec) 10.5 (4.2) 5 (4.0) 0.047 10.8(4.8) 107 (47) NS NS
9 hole peg board (sec) 37.9(15.2) 3!3? (16.0) NS 33?{143: 37.1(15.1) NS NS

m 68.6 (26.5) 75.2 (25.2) 0.014 8(25.1) 73.2(26.9) NS NS
VIE] 559![4 5) 56.6 (4.3) NS 5131 (3.4) 5[—-6!{ 8) NS NS
Sensory Symptoms Score .9(3.6) 5.9(3.4) 0.055 6.2(3.1) B8(3.4) NS NS

“see methods; ® p values for intragroup changes; © p values for difference between treatments




1482 THE NEW ENGLAND JOURNAL OF MEDICINE Now. 21, 1991

PLASMA EXCHANGE IN POLYNEUROPATHY ASSOCIATED WITH MONOCLONAL
GAMMOPATHY OF UNDETERMINED SIGNIFICANCE

PeETER JaMEs Dyck, M.D., PHiLLiP A. Low, M.D., ANTHONY J. WINDEBANK, M.D.,
SAFWAN S. JARADEH, M.D., SyLvie GosseLin, M.D., Pierre Bourgue, M.D.,
BeEnn E. Smith, M.D.; KATHLEEN M. KrATZ, JEANNINE L. KARNES, M.Sc.,
Bruce A. Evans, M.D.; ALvaro A. PiNepa, M.D., PErer C. O’Brien, Pu.D.,
AND RoBerT A. KyLE, ML.D.

Randomized double blind — controlled trial; 39 pazienti, 19 PEX, 20 sham-PEX

Table 2. Improvement from Base Line in Neuropathic Indexes
during the Three-Week Treatment Period, According to Treat-
ment Group.*

Table 1. Neuropathic Indexes at Study Entry,
According to Treatment Group.*

SHAM PLASMA SHaM PLASMA

INDEX EXCHANGE EXCHANGE INDEX ExXCHANGE EXCHANGE P VaLuet

NO. OF NO. OF NO. OF NO. OF

PATIENTS MEAN =SD  PATIENTS MEAN :SD PATIENTS  MEAN =SD PATIENTS  MEAN =SD
NDS 20  62.5%20.1 19  58.3+29.5 - 20 2+15 19 12+19 0.06
NDS(W) 20 31.4x15.9 19 31.4%x28.3 % 20 1+13 19 1014
VDT 19 2.0%0.5 17 2.0x0.5 VDT 18 0.0+0.4 16 -0.1%0.5 0.4
ZCMAP 15 10.6£6.6 13 15.0£10.2 2CMAP 15 —-1.2x2.3 13 0.4+£272 0.07
EIMNCV 7 141.1*464 7 153.3248.0 SMNCV 7 —3.1%9.9 7 -2.6%12.4 0.9
ZSNAP 17 3.8+£55 16 8.7+18.0 ZSNAP 12 0.4+2.8 13 —0.4+4.7 0.6




Yournal of Neurology, Neurosurgery, and Psychiatry 1905;59:243-247 243

Plasma exchange and chlorambucil in
polyneuropathy associated with monoclonal IgM
gammopathy

Eric Oksenhendler, Sylvie Chevret, Jean-Marc Léger, Jean-Pierre Louboutin,
Annette Bussel, Jean-Claude Brouet for the IgM-associated Polyneuropathy Study Group
(see annex)

Table 4 Ewvolution from baseline in neuropathic indices during the 12 month treatment
period, according to treatment group

Chlorambucil and

Studio randomizzzato, aperto Chlorambucil plasma exchange P value
44 pazienti, 22 trattati con clorambucile CNDS:
per 12 mesi, At entry 21-0 (9-0) 20-4 (6-5)
) . . Month 4 206 (7-8) 21-1 (8-3)
22 con clorambucile + plasmaferesi nei Month 12 18-9 (8-2) 186 (7-6)
. : CNDS(M):
A A A At entry 9-6 (5-7) 11:2 (4-8)
Month 4 10-4 (4-8) 116 (4-8)
Month 12 10-0 (4-3) 10-9 (4-7)
CNDS(S):
At entry 11-3 (5-0) 9-2 (4-0)
Month 4 10-3 (4-8) 9-5 (5-4)
Month 12 8-9 (5-4) 77 (4-3)




SPECIAL ARTICLE

Evidence-based guideline update:
il Plasmapheresis in neurologic disorders

Report of the Therapeutics and Technology Assessment

Subcommittee of the American Academy of Neurology
&

I. Cortese, MD

V. Chaudhry, MD
Y.T. So, MD, PhD
F. Cantor, MD Immunoglobulin Afimmunoglobulin G Probably effective Class |
D.R. Cornblath, MD
A. Rae-Grant, MD

Polyneuropathy with monoclonal gammopathies
of undetermined signiflcance

Immunoglobulin M Probably ineffective Class |

Neurology, 2011



Placebo-controlled trial of rituximab in
[gM anti-myelin—associated glycoprotein

neuropathy
A

[ Figure Schematic design of the trial ]

Included patients

n=54
Jean-Marc Léger, MD

Karine Viala, MD /\
Guillaume Nicolas, MD,

PhD | Placebo Rituximab

Alain Créange, MD, PhD g2t =2
Jean-Michel Vallat, MD
Jean Pougee MD = P peesrrrrrrrrrsees ot -
Pierre Clavelou, MD Withdrawal n=1
Christophe Vial, MD
Andreas Steck, MD
Lucile Musset, MD, PhD
Benoit Marin, MD, PhD
For the RIMAG Study
Group (France and

Withdrawal n=6

Causes:

2 withdrawal of consent at D14 and M3
1 clinical worsening at M3

1 ECG abnormality before infusion at D1
1 serious adverse event at D1

|

|

|

Causes: !
|

|

|

|

1 loss to follow-up at M6 :
|

|

|

|

|

|

1 withdrawal of consent at M3

Evaluation of main
outcome — per protocol
population n=20

Evaluation of main
outcome — per protocol
population n=27

Switzerland)

|
- e e m e e e wm cmm e = e o e -
———— — —— - —— — —— —— — 1

Intention to treat population n=28 Intention to treat population n=26

Neurology. 2013 Jun 11; 80(24): 2217-2225.



End-point primario

Table 3 Results for the main analysis (first row) and other analyses of inflammatory neuropathy cause and treatment sensory score in the
intention-to-treat population and in the per protocol population: Rituximab vs Placebo in Polyneuropathy Associated With Anti-MAG
IgM Monoclonal Gammopathy (RIMAG) study

Variable Placebo group (n = 28)  Rituximab group [n = 26]

Intention-to-treat population

Between day 0 and month 12 Mean change in1SS = SD 10+ 28 10=27
Mean percent change in 1SS = 5D 10.0 = 33.7 113 * 383
ISS improvement =20% with respect to baseling, n (%) 12 (42.9) 11 (42.3)
ISS improvement =4, n (%) 6 (21.4) 4 (15.4)
ISS improvement =2, n (%) 11 (39.3) 8 (34.6)
Median change in ISS for the lower limbs (IQR) 0.0(-1.0; 1.0) 0.0(-1.0; 2.0)

Variable Placebo group (n* = 27) Rituximab group (0" = 20) p Value



End-points secondari (1 di 2

Table 4 Results for secondary analysis for clinical evaluation (change from DO to M12), functional scores (evaluated at M12), and SF-36
scores (change from DO to M12) in the per protocol population: Rituximab vs Placebo in Polyneuropathy Associated With Anti-MAG

IgM Monoclonal Gammopathy (RIMAG) study

Variable

Median change in INCAT disability scale score (D0O-M12] (IQR)

@ INCAT disability score @

Improvement in INCAT disability score =1, n (%)

Mean change in NIS (D0O-M12) = SD

Median change in MRC score (D0O-M12) (IQR)

Mean change in 10-meter walk time, s (DO-M12) + SD
Ataxia (2-3), n (%)

Mean change in VAS score fur@.

Mean functional score at M12 = SD

Placebo group [n = 27)
0.0 (-1.0; 0.0} [n* = 27)
0 (0.0}

4 (14 8)

1.8 =51 (n = 26)

0.0 (-3.0; 0.0} [n* = 27)
01 =27 (n = 24)

17 (65.4) (n" = 26)
-0.07 = 1.7 [n' = 24)
148 = 43 (' = 25)

Rituximab group (n = 20)
0.0(-1.0;1.0)(n' = 20)
4 (20.0)

B8 (40.0)

1.1+ 60 (n = 19)

0.0 (-15;1.5)(n' = 20)
0.3+ 32 (n = 18)

13 (65.0) (n* = 20)
06L+23[n"=17)
120 =550 =17)

p Value

022*
0.0503°
069°
017®
0844
0.98°

007



End-points secondari (2 di 2

Table 4 Results for secondary analysis for clinical evaluation (change from DO to M12), functional scores (evaluated at M12), and SF-36
scores (change from DO to M12) in the per protocol population: Rituximab vs Placebo in Polyneuropathy Associated With Anti-MAG

IgM Monoclonal Gammopathy (RIMAG) study

Self-evaluation scale at M12
Improvement, n (%)
Stabilization, n (%)

No effect, n (%)

@H. absolute change (D0O-M12)

Physical component summary scales (mean = SD)

Mental component summary scales (mean = SD)

5F-36 subscores, absolute change (DO-M12)

@fu nctioning (mean @

Role-physical (median, IQR)

Role-emotional (median, IQR)
Mental health (mean = SD)
Vitality [mean = SD)

Social functioning (median, IQR)
Bodily pain (median, IQR)
General health (median, IQR)

= 25)
1(4.0)
9 (36.0)

15 (60.0)

-05* 41 (n* = 15)

0.4 + 92 (n = 15)

-39 +=98(n" = 20

0.0 (0.0; 25.0) (n* = 23]
0.0(-33.3;16.7) n" = 24)
-21 =128 (n" = 24)
-1.4 =131 (0 = 24)
0.0(-31.2;12.5) (n' = 20)
0.0(-105;9.0) (n' =23)

0.0 (-11.0; 8.5) n’ = 24}

n* = 19)
5(26.3)
10 (52.6)

4 (21.0)

3.1 * 66 [n'= 14)

32+ 89(n = 14)

116 =196 (n' = 17)

0.0 (-25.0; 25.0) (n' = 186)
33.3 (0.0; 66.7) (n* = 18)
45+ 99 n = 17)

21 +137(n' =18)

125 (0.0; 12.5) [’ = 18)
9.0(00; 110} [n" = 17)

5.0 (0.0; 15.0) [n* = 17)

0016"

008"

0414

0.0069¢

0.76°
0.p2s
0.08¢
040°
007
009*

012®



Eventi avversi (AE) e
eventi avversi potenzialmente pericolosi (SAE)

26 pazienti non hanno lamentato alcun AE (14/28 placebo, 12/26 rituximab)
62 AE

9 SAE:

-rash eritematoso generalizzato e prurito dopo iniezione in 2 pazienti in tp
con rituximab;

. . . . . . " for 10 m|
-bradicardia in un pz in tp con rituximab (con conseguente drop-out) e 1 pz in m*Oluucmforf%ffﬁs?gﬁennate il
s34
tp con placebo e 1l
-diplopia (rituximab) S i gt

-dispnea (rituximab)

One 500 mg vial NDC 50242-053-0

-frattura tibia (rituximab) el
i i i i : . Rituximab |j
-anemia (rituximab; paziente con polipo emorragico del colon) RITUXAN™ -/ b=

500 mg

= P—




1gM/G/A MGUS neuropathy CIDP-like

Ipostenia simmetrica, sia prossimale che distale dei 4 arti
disordini sensitivi e atassia.

EMG - La demielinizzazione coinvolge prevalentemente i distretti intermedi
piuttosto che i distali e si hanno frequenti blocchi di conduzione.

Good practice point for treatment of IgG
and IgA PDN

In patients with a CIDP-like neuropathy, the detec-
tion of IgG or IgA MGUS does not justify a dif-
ferent therapeutic approach from CIDP without a

paraprotein.

Hadden R, Journal of the Peripheral Nervous
System 15:185-195 (2010)



Crioglobulinemia

* Tipo I, II, llI

e Le crioglobuline sono proteine che precipitano a basse temperature.
Tipo I=>monoclonale;

Tipo lI=>policlonale e uno o pit immunoglobuline monoclonali;

Tipo llI=>policlonale;

Le forme di tipo Il e Ill, dette anche “crioglobulinemia mista”, sono le piu frequentemente
associate a neuropatla

Si pensa che l'infezione cronica da HCV sia la causa dell’infezione, vista la frequente
assoiazione fra epatite C e crioglobulinemia tipo Il.

Causa una forma di neuropati periferica di tipo assonale e multifocale, associate a vasculite
necrotizzante. Un efficace trattamento sintomatico per le forme gravi e |la pIasmafereS| ma
la neuropatia migliora in maniera evidente con la terapia dell’infezione da virus dell’epatite
C.



Available online at www.sciencedirect.com
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Plasmapheresis in cryoglobulinemic neuropathy: a clinical study

S. Scarpato*, E. Tirri, C. Naclerio, P. Moscato, G. Salvati
Rheumatology Unit — “M. Scarlato”™ Hospital — Scafati, Salerno, Italy
Table 1

Clinical and instrumental evaluation of cryoglobulinemic neuropathy
before and after six months of plasmapheresis.

Patient no.  NIS NDS ENG/EMG

All patients tolerated the treatment without any particular T, T, T, T

complication. The cutaneous ulcers of the patients healed _

almost entirely. We achieved almost full remission of the ! N NO-& 3 Molory

motor disturbances in the lower limbs of all the patients, : NooNb T b Molon

and 80% remission of sensory disturbances in one patient ’ Naon T2 Mo

) - - : 4 N2 NOo T 3 Sensory

and total remission in two (see Table 1), 5 N2a NO 8 4 Sensory
f NZa NI 8 5 Sensory and cutaneous ulcers
7 N2b NO 7 1 Motory

1 Abbreviations: NIS, neurological impairment score; NDS, neurological
disability score; ENG/EMG, electroneurography and electromyography.



Cochrane
Library

Cochrane Database of Systematic Reviews

Treatment for cryoglobulinemic and non-cryoglobulinemic

peripheral neuropathy associated with hepatitis C virus
infection (Review)

Benstead TJ, Chalk CH, Parks NE

Authors’ conclusions

There is a lack of RCTs and quasi-RCTs addressing the effects of interventions for peripheral neuropathy associated with HCV infection.

At present, there is insufficient evidence from RCTs and quasi-RCTs to make evidence-based decisions about treatment.




Amiloidosi

La coesistenza di MGUS con una neuropatia assonale
dovrebbe far nascere il sospetto di amiloidosi!

RED FLAGS: -Perdita di peso
-Macroglossia;
-Organomegalia (epato-spleno-cardiomegalia)

Il 20% circa dei pazienti con amiloidosi sistemica presentano neuropatia periferica
Circa I'80% presentano componente monoclonale nel siero, piu frequentemnte IgG.
La catena leggera lambda e prevalente rispetto alla kappa.

Frequentemente associate a dolore neuropatico e con disfunzioni autonomiche.
Buona risposta a Melphalan.

Indirizzare a centri di trattamento specializzati.



POEMS

¢ Polyneuropathy, Organomegaly, Endocrinopathy, the presence of M-protein and Skin
changes.

* La neuropatia principale e la manifestazione clinica principale di questa sindrome, e
spesso e presente e sintomatica anni prima che si faccia la diagnosi definitiva (e
associata alla presenza di mieloma multiplo)

* Frequentemente parestesie e allodinia associat a ipostenia distale, la neuropatia e
lentamente progressiva.

* Sopravvivenza media 12-33 mesi dopo la diagnosi di POEMS.
* Buon valore diagnostic di VEGF sierico (>200 pg/ml, specificita 95%, sensibilita 68%)

* Vari regimi terapeutici sono stati tentati, inclusi melphalan, radioterapia delle lesioni
ossee, trapianto autologo di cellule staminali emopoietiche, trattamento, quest’ultimo
che e diventato nella pratica clinica la terapia di prima linea in particolare nei pazienti piu
giovani.

* In letteratura sono riportati anche altri agenti come lenalidomide, talidomide,
ciclofosfamide, anticorpi anti-VEGF, ma il loro uso rimane ancora sperimentale.



Rare disease

CASE REPORT

CANOMAD responding to weekly treatment
with intravenous immunoglobulin (IVIg)

Martin Krenn,' Geoff Keir,”? Udo Carl Wieshmann? F'a' M'prOtemf

COUTU W 1 Meurol
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Molto rara, probabilm
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J Neurol (2010) 257-655-657 Wolfgang N. Lischer - Alexander Woertz -

DOI 10.1007/500415-009-5412-z Monika Wallnifer - Julia V. Wanschitz -
Gerhard Luefl

Successful treatment of CANOMAD with IVIg and rituximab

LETTER TO THE EDITORS

Successful treatment with rituximab of one patient
with CANOMAD neuropathy

Emilien Delmont « P. Y. Jeandel + A. M. Hubert +
L. Marcq - J. Boucraut - C. Desnuelle




Take home messages

-Se sintomi di neuropatia periferica...indagare le cause piu
frequenti

-un’elettroforesi...non si nega a nessuno

-se una sintomatologia neurologica compare in pz con
patologia ematologica, pensare a causa iatrogena

-se una terapia ematologica non e necessaria, la
neuropatia dovrebbe essere trattata solo se
funzionalmente rilevante

-forme IgG-A piu sensibili a plasmaferesi, forme IgM piu
sensibili a IVIg
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