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Nom % Normes %
ALBUMINE 56,5 55866,
ALPHA1 4,1 29- 49
ALPHA2 9,9 7,1-11,8
BETA 77 < 84-131
GAMMA 21,8 5, 11,1-188
1 14,4
A/G1,30
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Introduction

A Gammapathier 2y 2 0f 2y S Y YA4&S
protéine monoclonale (paraprotéine pic
monoclonaln U imMmurio-€lectrophoresedes
protéines seriques et/ou urinaires

A Production par un clone B, le plus souvent

plasmocytaire

A [ isbtypeest le plus souverigG(69%),JgM (17%),IgA
(1 1%) ,b | CIO N a.l (3 %)(Kyle, BJHovember2007)

A 1l existe également degammapathiesnonoclonales

uniquement a chaines legeres avec par exemple une
prévalence de 0,8% aU Minnesmanzier,wancet, May 2010)
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Introduction

Moelle osseuse Organes lymphoides secondaires
e Lymphocyte B
_Progéniteur du centre
hématopoiétique Pro-B Prée-B B immature B naif B naif activé germinatif
— e — — e _——
CD19'CD20g CD19°CD20'lgr  CD19*CD20%Ig* CD19*CD20* CD19°CD20* CD19*CD20*
Ig*CD38"" Ig*CD38" |g*C[138**

Lymphocyte B

Lymphocyte B post-centre

Plasmocyte Plasmoblaste mémoire germinatif

g o — 5

CD19 g CD19'CD20lg*” CD19'CD20"Ig"™" CD19'CD20*
CD27+-CD38***CD138* CD27++CD38** gggﬂgM/Ig /lgA-  Ig*CD38*
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Immunopathologie pour le praticien, site Web du CRI ; Club Rhumatismes et Inflammations
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Introduction

Monoclonal gammopathies begin with uncontrolled division of a single plasma cell, leading to abnormal production
of monoclonal (M) proteins, consisting of an antibody (immunoglobulin) or free light chain.

Immunoglobulins
consist of 2 heavy chains
and 2 light chains.

Light chain

CI%?;Ilpnd
02018 Bone marrow aspirate smear, Free light chains that are over-
Wright stain, x 100 produced are all either kappa
or lambda; thus, the kappa-
lambda ratio could be abnormal
(<0.26 or > 1.65).

Khoury Cleveland Clinic Journal of Medicine, 2019
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Introduction

Dosage possible des chaines Serum FLC Analysis
7 \ = Y Freelite®
légéres libres sériques et

Calcul du rapport
Kappa/Lambda aen:

Epp/// \\
Normal de 0,26 a 1,65 (O 37¢ g

exposed
oxmn Sy Ol R
rénale) AFLC— & /

K FLC

Light chain

(T'nrgct of serum
FLC immunoassays

Site web Binding Site
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Introduction

n=1684

e ol] 2NA RS fI RS
(R gammapathiemonoclonale :
s gty MGUS lonoclonal
e Gammapothyof Unknown
Sgnificance ou autre ?

Amyloidosis (AL)
11-5% (194)

Multiple
myeloma
16-5% (276)

Kyle, BJH, 2007
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Introduction

Monoclonal gammopathy of undetermined significance
(MGUS)

Serum monoclonal (M) protein < 3 g/dL
Clonal bone marrow plasma cells < 10%?

Absence of myeloma-defining events or light-chain amyloidosis

Khoury Cleveland Clinic Journal of Medicine, 20
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Introduction

Smoldering multiple myeloma

Serum M protein > 3 g/dL or clonal bone marrow plasma cells
10%-60%, or both

Absence of myeloma-defining events or light-chain amyloidosis

Khoury Cleveland Clinic Journal of Medicine, 2019
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Introduction

Symptomatic multiple myeloma

Clonal bone marrow plasma cells > 10%
or plasmacytoma and > 1 myeloma-defining event:

Calcium: hypercalcemia, ie, serum calcium > 1 mg/dL higher
than the upper limit of normal or > 11 mg/dL

Renal insufficiency: creatinine clearance < 40 mL/minute
or serum creatinine > 2 mg/dL

Anemia: hemoglobin > 2 g/dL below the lower limit of normal,
or < 10 g/dL

Bone involvement: > 1 lytic lesions on skeletal radiography,
computed tomography, or positron emission tomography—
computed tomography

Clonal bone marrow plasma cell percentage > 60%

Involved: uninvolved serum free light chain ratio > 100 with involved
free light chain > 100 mg/L

More than 1 focal lesion on magnetic resonance imaging®

Khoury Cleveland Clinic Journal of Medic@19
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Introduction

TABLE 1. The differential diagnosis between MGUS, Smoldering Myeloma and Multiple myeloma.
The discrimination between these moncclonal gammopathies is based on (1) the plasma cell infilration in the

bone marrow, (2) the presence of clinical symptoms related to myeloma disease and (3) existence of biomarkers
of disease that allow initiation of treatment.

M-protein < 30 g/l
BM PC < 10%
M-protein > 30 g/l
BM PC > 10%

BM PC > 60%

FLC ratio > 100

MRI = 2 focal lesions
Hypercalcaemia
Renal failure
Anaemia

Bone disease

MGUS SMM
Biomarker CRAB

-

-
............................. »
.............. R S -
.............. -

.
>
_
>

Abbreviations. MGUS: monoclonal gammopathy of undetermined significance, SMM: smoldering multiple myeloma,
MM: multiple myeloma BM: bone marrow, PC: plasma cells, FLC: free light chain, MRI: magnetic resonance imaging

(adapted from #°)

VercruysseM., BelgianJournal oHematologydecembe2018
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Introduction
a el = £
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clone 4 3;. %;’:

AmyloidoseAL T e

~ thermodynamically

T unstable light chains :

Cellular and 9 .
e>'<tr.acellula‘r +—— Extracellular chaperones)

matrix interactions !

G
SAP and N\édu Oligomers Bi
(
glycosaminoglycans l
Amyloid
fibrils

C Mass action and toxicity ) m

( Organ dysfunction

Merlini, Nature Reviews, (2018) 4:38
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Introduction

( Heart R (Periorbital purpura
¢ Heart failure with preserved ejection fraction
¢ Thickened ventricular walls and low voltages a
on electrocardiography \t
* Dysponea at rest or exertion, fatigue
¢ Hypotension or syncope ‘ .
e Peripheral oedema =
, ) ’ . ¥
AmyloidoseAL gy
s 2o ot
Gastrointestinal tract )
* Malabsorption and weight loss
¢ Bleeding (factor X)
. |
i Liver )
(" Nervous system ) ¢ Increased alkaline
Peripheral phosphatase
* Symmetric lower extremity sensorimotor L * Hepatomegaly )
polyneuropathy - N
Carpal tunnel syndrome (bilateral) Kidney
Autonomic * Nephrotic range
¢ Postural hypotension proteinuria
e Erectile dysfunction (males) ¢ Renal failure
¢ Gastrointestinal motility alterations ) L * Peripheral oedema

Merlini, NatureReviews(2018)4:38
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Introduction

MEDIAN YEARS
SYMPTOMS BEFORE DIAGNOSIS
Impotence/erectile dysfunction - 287 m
Peripheral neuropathy - 194 __—ﬂ
Paresthesia or anesthesia - 1.89 -_ T T

Dizziness - 168

Neuralgia 1.68 s e S

o 1o et o Temps meédian entre le début

e — des symptomes et le diagnostic

Dysphagia - 103 —T_ I ~7 ~7 A
Difficulty breathing - 087 [ —--— . N\ ~ I
Syncope - 0.93 ’—ﬁ Symploms Group e a |
l}

Edema. - 0.82 — e Cardiac
Limb paralysis/plegia - 082 M Dizziness/Syncope

Mid or moderate CKD - 0.55 | B Giiepatc .
e — :=.. 0 50% des patients consultent 5
Cardiomegaly - 046 : protein marker 0 p
Orthostatic hypotension - 042 N
i == Median years
Renal failure - 031 ] 4 .
Pleural effusion - 0.30 t d I I l d I
Monoclonal gammopathy - 0.27 y p e S e e e C I n O u p u S

Hepatomegaly - 0.24 ]

Pericarditis - 024 T

Polyclonal gammopathy - 0.21 H
Proteinuria - 021
Enlarged tongue - 019
AKI - 019
Ascites - 018
Cardiomyopathy - 013
Nephrotic syndrome - 0.07
Nephritic syndrome - 0.05

-6 -4 -2 0

YEARS BEFORE DIAGNOSIS

Hester LEuropean Journal of Haematology 2a#16
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Introduction

[ QF (i cédlagué @nditionne le pronostic !! A

Table 1

Revised Mayo prognostic staging for
immunoglobulin light chains amyloidosis

Overall Survival
(proportion)

Stage Median Survival (mo) 5-y Survival (%)

| 94.1 59 ' - - - -
[l 40.3 42 Follow-Up From Diagnosis (months)
“I 14 20 ; atrisk 5&3 n2 m 144 101
1004
v 58 14 e e P
w- “ l-o'

Assign 1 point for each of the following: N-terminal pro-
B-type natriuretic peptide >1800 pg/mL; troponin T
>0.025 ng/mL; free light chain difference >18 mg/dL. A
score range of 0 to 3 correlates with stages | to |V,

Overall Survival
(proportion)

- Stage !
. . St
respectively. Sl e
- Stape 4
0 12 24 2 28

Follow-Up From Transplantation {months)

AlexanderCardiolClin 37 (2019387-495 Kumar, JCO, Mar@912

), CHU
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2. Epidemiologie

0 Incidence de 3,5% dans la

population générale agée de

nlus de 50 ans

0 Age median au diagnostic :
ans

© 2. | o Plus fréquent dans le sexe

masculin

o Plus fréquent dans la
LJ2 LJdzf F GA2Y RC

Prevalence of MGLUIS (3)

Kyle, NEJM2006

70, CHU | , _
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Epidémiologie : facteurs de risqu

o To To o Po

Age, sexe, origine ethnique

Obesite

Antécedents familiaux MGUS/Myelome
Exposition a certains produits chimiques
Exposition aux radiations ionisantes
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Epidémiologie : facteurs de risqu

Results: The age-standardized MGUS prevalence was significantly elevated among AHS farmers (7.7%) compared with demographically similar
men in the National Health and Nutrition Examination Survey (2.8%) or Olmsted County, Minnesota (3.8%; p < 0.001). Recent use of permethrin
was associated with MGUS [recent use vs. no recent use, OR = 1.82 (95% Cl: 1.06, 3.13)], especially among those who had also used it in the
past [recent and past use vs. never use, OR = 2.49 (95% CI: 1.32, 4.69)]. High intensity-weighted lifetime use of the organochlorine insecticides
aldrin and dieldrin was associated with MGUS relative to those who never used either of these pesticides [OR = 2.42 (95% Cl: 1.29, 4.54);

Preng = 0.006]. We also observed a positive association with high lifetime use of petroleum oil/distillates as an herbicide, as well as an inverse
association with fonofos use.

Discussion: This is the largest investigation of MGUS in farmers and the first to identify an association with MGUS for permethrin, a pyrethroid
insecticide previously associated with multiple myeloma. Given the continued widespread use of permethrin in various residential and
commercial settings, our findings may have important implications for exposed individuals in the general populatiaon.
https://doi.org/10.1289/EHP6960

Hofmann J et aEnvironmentaHealthperspectivesJanuari2021,
https://doi.org/10.1289/EHP6960
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Epidémiologie : facteurs de risqu

A Exemple du Canada :
incidence de myélome
plus éleveée dans les
zones rurales en
comparaison aux

2 & 3 2
o b S ©

territoires du Nord et —m
des zones =
metropolitaines 5 |
iian
Cc
1
Tsang M. et al, Cancer, 2019115;125(14):2432444.
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Epidémiologie : facteurs de risqu

Agent Orange Exposure and Monoclonal 0 Prevalence de MGUS de

Gammopathy of Undetermined Significance: An 7.1% (34/479) chez les

Operation Ranch Hand Veteran Cohort Study véteransdeft Q2 LJS NJ

Ola Landgren ', Youn K Shim 2, Joel Michalek 3, Rene Costello #, Debra Burton 4, RanCh Hand Versus 3 1%

Norma Ketchum 3, Katherine R Calvo ®, Neil Caporaso 4, Elizabeth Raveche ©, Dan Middleton 2, (15/479)dansle groupe

Gerald Marti 7, Robert F Vogt Jr 8 ~ I

Affiliations + expand ContrOIe de VEteranS

PMID: 26335650 PMCID: PMC5701511 DOI: 10.1001/jamaoncol.2015.2938 (personnel US Air Force

rree pcanee en Asiedu SudEst au
mémemoment)

0 O H-fbld increased risk
for MGUS in Ranch Hand
veterans than
O2YLI NR&az2y ¢«

7~ CH
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Epidémiologie : facteurs de risqu

o The agestandardized

> JAMA Oncol. 2018 Jun 1;4(6):821-827. doi: 10.1001/jamaoncol.2018.0509. prevalence ra’te Of MG US

, , and lightchain MGUS
Multiple Myeloma and Its Precursor Disease Among combined was 7.63 per 100
Firefighters Exposed to the World Trade Center persons (95% ClI, 5.4581)
Disaster 1.8-fold higher than rates
Ola Landgren ', Rachel Zeig-Owens 2 2 4, Orsolya Giricz ®, David Goldfarb 2 3, Kaznouri Murata ©, from the OlmSted County,
Katie Thoren &, Lakshmi Ramanathan ©, Malin Hultcrantz ', Ahmet Dogan T George Nwankwo 2 Mlnnesota Whlte male
Ulrich Steidl 3, Kith Pradhan 3, Charles B Hall 8, Hillel W Cohen 4, Nadia Jaber 2, ! -
Theresa Schwartz 2 3, Laura Crowley g, Michael Crane 2, Shani Irby ] Mayris P Webber A8 reference pOpU|at|0n
Amit Verma 3, David J Prezant 3 10 (relatlve rate, 1.76; 95% Cl y
Affiliations 4+ expand 1.34‘2. 29) .

PMID: 29710195 PMCID: PMC6145680 DOI: 10.1001/jamaoncol.2018.0509
Free PMC article

o The agestandardized
prevalence rate of light
chain MGUS was more than
3-fold higher than in the
same reference population
(relative rate, 3.13; 95% ClI,
1.994.93).

@ CHU
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3. Risquale laGammapathie
monoclonale et stratification

IsotypelgG IgA: myéelome multiple

IsotypelgM : Lymphome Non Hodgkinien B
(Macroglobulinémie d&Valdenstrom lymphome de la zone
marginale), myélome BgM exceptionnel

Chaines Légeres : Myélome a Chaines legaragloidoseAL

[ S NARAAIjdzS FyydzSEt RS GNIyafz2l
Ce risque peut étre précisé ealculane score de la Mayo
Clinic(Rajkumay
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Risquede laGammapathie
monoclonale et stratification

A Score Mayo Clinic basé 0 Score de 0 a 3 points
sur 3 parametres V 0 point :low risk, risque absolu

1. Pic<15g/L versus Picl> de transformation a 20 ans de
ou=al5g/L 5%

2. lsotype IgG versus nen V1 point :low intermediaterisk,
1IgG 21% a 20 ans

3. Ratio Kappa/Lambda V 2 points : highntermediate
normal versus anormal risk, 37% a 20 ans
(normal de 0,26 2 1,35) v 3 points : highisk, 58% a 20

ans
CHU
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Risquede laGammapathie
monoclonale et stratification

==ssm Al 3 factors abnormal
m———  Any 2 factors abnormal
Any 1 factor abnormal
——  Serum M-spike <1.5 gm/dL, IgG Subtype and normal FLC ratio

j
i
i

60

40

Percent

l-.-ll-.

o :

F.I-
4
—

.....

0 5 10 15 20 25 30
Years Rajkumar Blood 2005

=~ CH
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Risquede laGammapathie
monoclonale et stratification

100 Non-lgM MGUS, death
90— without progression

IgM MGUS, death
without progression

IgM MGUS, progression

Patients with Progression or Death (%)
w1
T

XL L
§ Non-IgM MGUS, progression
| [ [ I 1
0 10 20 30 40

Years since Diagnosis of MGUS

Kyle R., NEJManuar2018

0 1384 patients du
Minnesota

o Diagnostic de MGUS a la
Mayo Clinic entre 1960 et
1994

o Follow up median de 34.1
annees

0 Reculde 40ans: 11%
décédéskR Q dpyo§ression
endyscrasiglasmocytaire
87%décédéR QI dzii NB a
causes (maladies cardio
vasculairegt cérébro
vasculairel 2%envie

(©, G
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Risquede laGammapathie
monoclonale et stratification

100~

90 Gt GASyGa ¢
80- Expected had a shorter median
70— survival than was

2 58 expected in the

control population of

50- Observed Minnesota residents of

Patients Who Survived (%)

404 matched age and sex
304 (8.1 vs. 12.4 years,
- tfrndnnmoe
104 P<0.001 7 i
0 | | | | I | 4] I2
0 5 10 15 20 25 30 39 40
Years since Diagnosis of MGUS
Kyle R., NEJManuari2018
/‘
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4. Bilamrecommandeé lors de la mis
Sy SOGARSYyOS RQ
A Anamnéseapprofondie etexamen cliniquecomplet
A Bilan biologique sanguinrhémogramme, ionogramme
complet (calcémie), fonction rénale, électrophorese des
proteines seriques avammunofixation dosage quantitatif
des immunoglobulines et dosage des chaines Iégeres libres
(non remboursé par INAMI), dosage troponine etpd-BNP
Sy Ol & RSamilazgbde® OA2Y RQ
A Bilan biologique urinairesY NB OKSNIDKS RQdzy S
NB I f A&l imingngéleBiQuimiése

wSO2YY!Il yRI U ARusppearMyelonmaNeRvSrk  Q
Van deDonkN. et al, HaematologicaVol. 99 No. 6 (2014): June, 2014,
https://haematologica.org/article/view/7062
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Bilanrecommandé lors de la mise
sy SOARSYOS RQ

(

MyélogrammeY RQ2F¥FAOS Sy OF & RS
FaeYLW2YlFGAldz2SE LI & RQSYOf S
Recommandé dans tous les autres cas

A Bilan radiologiqueY LJ} & RQSYof SS OKSI
asymptomatigue avec IgG < 15 g/LIgA< 10 g/L,
recommandé dans les autres cas (scanner corps dotier
dose supérieur aux RX conventionnelles). En cas de pic IgV
CT thoraceabdominal recommandé

wSO2YY!Il yRI U ARusppearMyelonmaNeRvSrk  Q
Van deDonkN. et al, HaematologicaVol. 99 No. 6 (2014)June 2014,
https://haematologica.org/article/view/7062

7, CHU
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Bilanrecommande lors de la mise

Sy SOARSYOS RQi

A 9y OF & R Samilaigbdadl Onécssité Re
la documenter histologiguement p&iopsie

AT QlF&aazoOAl A2agdullaide 2 &Spiratidn 2

de la graisse sotsutanée abdominale permet de
la documenter dans 85% des cas

A Autres sites 4acilement accessibles: biopsie de
glandes salivaires accessoires (68% de positivite),
biopsie rectale (50% de positivité)

U —ucL— Dr JulierDepaus, Journée SSMG Charleroi 09/10/2021 30
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5. Gammapathienonoclonale de
signification renale

MonoclonalGammopathyof RenalSgnificance MGRS

Clone B produisant unenmunoglobinemonoclonalenéphrotoxique en

f QroaSyO0S RS ONAUSNBA RS YeéesSt2YS
A Ne pas méconnaitre ce diagnostic (pas de réponse aux immunosuppress
contrairement a certaines glomerulonéphrites, risque de rechute (90%) st
le greffon en cas de transplantation rénale si diagnostic méconnu, risque
progression en reelle hémopathie)

To I

A Importance de ldiopsie rénale
A Traitement: traitement cytotoxique pour éradiquer le clone responsable
@ NEA!J’:(}‘IL[% Dr JulierDepaus, Journée SSMG Charleroi 09/10/2021 31



ammapathienonoclonale de
signification renale

AL amyloidosis LCPT
Thromboti h
Crystallization e snsopethy
M"/ Endothelial-cell injury
T O ——
| Resistance to
pvo;eolys\s : am
thomby
7 W S 2
Misfolded LCs i
o0 LE:I:“';L o=+ Cytokine production
LC fragments Frets SRdcomplerent
activation

Low-grade B-cell or
LCDD (MIDD) + plasma-cell clonal C3 glomerulopathy

Y diso'dea
Bt

] Positively Y —_—D Dtposlllan of C3and
charged or complement terminal
basement membrane: glycosylated LCs pathway proteins

lmm immunoglobulin ||

\ Crystalglobulinemia

CAP amval tion

PGNMID

Entrapment in glomeruli /M L

Deposition of -+
immunoglobulin plus
complement proteins

Thrombotic microangiopathy

AL smyoidos S

Cryoglobulinemic GN

Leung N., NEngld Med 2021; 384:1931941
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6. Gammapathienonoclonale de
signification clinique
A Clone B de faible taille produisant uparaprotéine
NBalLl2zyalofS RS YIYyATFSal
de myélome ou de LNH

Atteintes surtout rénales, cutanées et neurologiques

Divers mécanismes : dépots, activité attamune
de laparaprotéine activation du complément,
production de cytokines ou mécanisme inconnu

A Traitement antitumoral indiqué pour éradiquer
clone B

o I
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Gammapathienonoclonale de
signification clinique

Table 1. Current pathophysiological classification of the main MGCS-related disorders: MGCS due to deposition of all or
part of the Mig

Ultrastructural
appearance of Main characteristics of
deposits monoclonal gammopathy Main organ(s) involved Reference
Organized
AL amyloidosis Fibrillar A LC (75%), k LC (25%), IgM <10% | Systemic (heart 80%, kidney 70%) 8,57
Type | cryoglobulinemia Microtubular/crystalline | IgG or IgM Systemic (skin +++, kidney, 12,28
peripheral nerve, systemic
symptoms [crystal
cryoglobulin])
Immunotactoid glomerulopathy/ | Microtubular CLL-like clonal praliferation (50%) | Kidney 13
GOMMID
Acquired Fanconi syndrome Crystalline k LC (=90%, mostly Vk1) Kidney (proximal tubulopathy) 9
Crystal storing histiocytosis Crystalline k LC Systemic (kidney, comea, joints, 10
lymphoid tissue)
Crystalline keratopathy Crystalline IgG Comea 11
Nonorganized
MIDD LCDD: LC only (usually k LC) (80%, | Systemic (kidney [~100%, 14,51,61
Vk1 and Vk4) glomerular and tubular
HCDD: truncated HC only basement membrane], liver
(mostly y1 and 3) [30%)], heart [30%])
LHCDD: LC + truncated HC
PGNMID Usually 1gG3 Kidney 15
Macroglobulinosis IgM Skin (dermis) 16

AL amyloidosis is the most frequent type, with an incidence of —10 per million inhabitants per year in Westem countries. MIDD incidence is estimated to be 10-fold lower. Other types of MGCS
due to deposition of Mig are rare (type | cryoglobulinemia and PGNMID), even scarcer (Fanconi syndrome), or exceptional (macroglobulinosis and crystalline keratopathy).

CLL, chronic lymphocytic leukemia, GOMMID, glomerulonephritis with organized microtubular monaclonal immunoglobulin deposits; HCDD, heavy-chain deposition disease; LCDD, light-
chain deposition disease; LHCDD, light- and heavy-chain deposition disease.
FermandIP., BloodDctober2018

=~ CH
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Gammapathienonoclonale de
ignification clinique

Main characteristics
of monoclonal

Mechanism gammopathy Main organ(s) involved Reference
Autoantibody activity
Type Il mixed Rheumatoid IgM Immune complex-mediated 28,60
cryoglobulinemia* vasculitis; skin +++,
kidney, peripheral nerve;
may be systemic
C1 inhibitor deficiency C1 inhibitor Angicedema 25
Von Willebrand disease VW factor Bleeding 26
Bullous skin diseases Demoepidermal junction Skin 21
(collagen VII)
Xanthomatosis Various lipoproteins Usually IgG Cholesterol accumulation 29,30
in macrophages; skin
and tendons; other
localizations (necrobiotic
xanthogranumathosis)
Cold agglutinin disease Red blood cell (Ii) IgM Cold-induced skin 27
manifestations +
intravascular hemolysis
lgM-associated MAG +++ IgM Peripheral nerve; 2223
peripheral neuropathy ataxic polyneuropathy
(anti-MAG)
Gangliosides CANOMAD
CAP* activation
C3 glomerulonephritis Mechanism to be 19G Kidney only 31-34
Atypical hemolytic- det_e!'mined_; autoantibody Systernic
uremic syndrome activity against CAP
regulator protein (factor H)
in some cases
Cytokine mediated
POEMS syndrome VEGF A LC (~100%), Peripheral nerve (100%) and 35,36
IgA 50% various other
VAT (#1100%) manifestations
Osteosclerotic bone
lesions
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Gammapathienonoclonale de

signification clinique

Unknown mechanism
Systemic capillary leak IgG, IgA (rare) Systemic 45
syndrome
TEMPI syndrome IgG Systemnic 46,47
Neutrophilic dermatosist IgA =80% (except Sweet Skin +++; different types 39
syndrome) and different associated
manifestations
Acquired cutis laxa Usually IgG; association Skin +++ 43
with y HCDD Other manifestations (lung,
digestive tract)
Scleromyxedema IgG with slow Skin +++; other 40,4152
electrophoretic localizations
mobility
Scleroedema lgG Skin only 41
Schnitzler syndrome Acquired autoinflammatory IgM Skin +++; systemic 44
syndrome by IL-1 symptoms; osteosclerotic
deregulation? bone lesions
Sporadic late-onset Exclusively muscles (skeletal 48
nemaline myopathy and possibly cardiac)
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Gammapathienonoclonale de
signification clinique

Part of the lonal g pathy of clinical significance spectrum. (A) Bone marrow plasma cells (original magnification, 100x). (B) Osteosclerotic lesions of POEMS syndrome (polyradiculoneuropathy, organomegaly, endocrinopathy, monoclonal

plasma cell disorder, and skin changes). (C) Schnitzler syndrome. (D and E) Scleromyxedema. (F) Necrobiotic xanthogranuloma. (G) Cryoglobulinemia vasculitis.
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Gammapathienonoclonale de
signification clinique
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LC deposition disease

Clarkson's disease

Crystal storing histiocytosis

Crystalline keratopathy
Monaclonal fibrillary GN
Immunotactoid GN
PGMID

LC proximal tubulopathy

Cryocrystalglobulin GN

Qur patient .... . ..

Key
Approximate prevalence of symptom,/sign, % 0 <20 20-40 40-60 60-80 100
L
Relative importance of diagnostician ---
~darker color is greater importance DispenzierA;, HematologyAm SoddematolEducProgram (2020) 2020 (1): 38888.
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7. Autresmanifestations cliniques
associees aupammapathies
monoclonales

A Majoration du risque infectieux
A Majoration du risqudracturaire

A Majoration du risque de maladiarombo-
emboliqgueveineuse
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