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and Monoclonal gammopathies of clinical

significance



MGCS: Concept



Schmidt et al., J Natl Compr Canc Netw 2020

Glavey & Leung. Blood Reviews, 2016

Monoclonal Gammopathies

MGUS

MGCS

MM

The 

Good

The 

Bad

and the 

Ugly



• Autoantibody activity

• Immune complex
• Complement (CAP) interference

Depositis/precipitation

Organized Non organized

Fibrillar MIDD

Microtubular L/HCDD
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Cytokine 

overproduction

Unknown

mechanisms



MGCS-related disorders: publication
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MGCS: Diagnostic challenges

Prove B cell clone existence +++

Identification/Détection/quantification monoclonal Ig

SPEP, Freelite, Mass spec, IF….

Biopsy :Anatomopathology/immuno-histochemistry, Electronic Microscopie…

Search for and clone characterisation (lymphoplasmacytic or plasma cell)

Bone marrow (+/- BOM): cyto, phenotypage, FISH, (t(11;14),  MYD88, NGS

Séquençing, protéomic, variables  light and heavy chain region,  cytokines….complement

Early detection +++
Careful clinical work-up in baseline evaluation and follow-up of all monoclonal 

gammopathies, 
looking at any renal and extra-renal manifestation (cardiac, cutaneous, neurologic….)

Epidemiologically related (if unknown pathophysiology)

Parallel evolution between symptoms and monoclonal Ig level

Exclude fortuitous association

PGNMID

Increase frequency

of MGUS in 
elederly

¼ of wild type TTR amyloidosis

with MGUS



Surveillance

IgIV HD

Anti-cytokines

Anti-complement

Steroids

Transplantation

MGCS: therapeutic considerations

MGCS

Clone Targeting

Anti-plasma cell

Anti-B/lymphoplasmacytic

MGRS



Anti-plasma cell therapy: Which one ?

Bortezomib

Alkylating

Melphalan

Endoxan

Bendamustine

Dexamethasone

Anthracyclines…
Carfilzomib

Daratumumab

Ixazomib

Isatuximab

NewCelmods: 

(Iberdomide,mezigdomide) 

Ac Mo

anti CD38
proteasome

inhibitor

Immunomodulators/Celmod

Imids

Chemo

« classical »

Melflufen ….Venetoclax

Revlimid °

Imnovid°

Velcade° (sc)

Ninlaro° (p.o)

Kyprolis° (IV)

Darzalex°

Selinexor

CAR T

Ide-cel
Cilta-el

Ac Mo Bispe

Tec., Elra.

Immuno

Therapies
Anti-BCMA

ADC

Belantamab

http://jco.ascopubs.org/content/vol20/issue22/images/large/3ff1.jpeg


Traitements anti-plasmocyte: effets indésirables ?

Bortezomib

Alkylants

Melphalan

Endoxan

Bendamustine

Dexamethasone

Anthracyclines…
Carfilzomib

Daratumumab

Ixazomib

Isatuximab

Nouveaux Imids

(Celmods: Iberdomide) 

Ac Mo

anti CD38
Inhibiteur

Protéasome

Immunomodulateurs

Imids

Chimiothérapie

« classique »

Melflufen ….Venetoclax

Revlimid °

Imnovid°

Velcade° (sc)

Ninlaro° (p.o)

Kyprolis° (IV)

Darzalex°

Selinexor

CAR T

anti BCMA

Ac Mo Bispé

Immuno

Thérapies
Anti-BCMA

Thrombosis

Neuropathy

Neuropathie

Thrombosis

Cytopenia
Renal concern

Cytopenia

Myélodysplasia

Cytopenia

Cardiotoxicity
Cytopenia

Cardiotoxicity

Infections

Infections

CRS

ICAN

Cytopenia

ADC

Belantamab
Ocular

Thrombo
penia

CRS

ICAN
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BCMA directed anti-plasma celI mmunotherapy

Belantamab

Mafodotin

Teclistamab

Elranatamab
Linvoseltamab

Ide-cel

Cilta-cel

ARI000-2h

HBOI101



1Nooka et al. ASCO 2022; 2Bahlis et al. ASH 2022; 3Voorhees et al. IMS 2022; 4Hans L. et al. ASCO 2023; 5Wong et al. ASH 2019; 6Suvannasankha et al. AACR 2023; 7Abdallah et al. ASH 2022

BCMA-targeting bispecific antibodies

Teclistamab

MajesTEC-11

(n=165)

Elranatamab

Magnetismm32

(n=123)

Alnuctamab5

CC-93269

(n=68)

ABBV-3833

(n=118)

Linvoseltamab

LINKER-MM14

(n=117)

HPN2177

(n=62)

Phase I/II I/II I/II I II I

Target BCMA-CD3 BCMA-CD3 BCMA-CD3 BCMA-CD3 BCMA-CD3 BCMA-CD3-

Albumin

scFv Humanized Humanized Humanized Human Human Humanized

Ig IgG4 IgG2a IgG1-based IgG4 IgG4 Small globular 

protein 

Administration SC SC SC IV IV IV

# prior lines 5 (2-14) 5 (2-12) 4 (3-11) 5 (1-15) 5 (2-14) 6 (2-19)

Age 64 (33-84) 69 (44-89) 64 (36-79) 68 (35-88) 70 (37-91) 69 (38 – 85) 

Approved BsAb
IV 
infusion

2:1 binding

low 

affinity to 

CD3

Trispecifics



anti-BCMA Bispecific antibodies in Multiple Myeloma

Elranatamb BCMAxCD3

Phase 2 study R/R MM

(MagnetisMM-3)

n=123

ORR 61%

35% ≧ CR 

17 months PFS

Teclistamab BCMA x CD3 

Phase 1-2 study R/R myeloma
(MajesTec-1)

n=165

ORR 63%

26.7% MRD negativity

Median PFS 11.3 months

Linvoseltamab BCMA x CD3

LINKER Phase 2 RRMM

N=117

0RR 48%

CR 21%

Median DOR # 28 m

+ ABBV 383……



CAR-T cells in Multiple Myeloma

From C. De Larrea, IKMG 2025



• Autoantibody activity

• Immune complex
• Complement (CAP) interference

Depositis/precipitation

Organized Non organized

Fibrillar MIDD

Microtubular L/HCDD
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Pathophysiological classification of the main MGCS-related disorders

Depositis/precipitation

• Organized
• Fibrillar: AL Amyloidosis

• Microtubular : 

• Cryoglobulinemia

• GOMMID

• Non organized

• MIDD

• PGNMID

Complement Interference
– C3 glomerulopathy



« the current approach is to rapidly introduce bortezomib, after 1 or 2 courses of M-Dex in the 
absence of a clonal response. In patients with advanced CKD, cyclophosphamide is preferred to 
melphalan, and regimens such as cyclophosphamide-bortezomib-dexamethasone
53,54 Another option is to use thalidomide instead of bortezomib (CTD 
referred to as CyBorD or VCD) «

2013

➔anti-CD38-V(C)D

➔anti-CD38

• Clone targeted therapy :

Plasma cell clone : bortezomib/anti-CD38 mAb-based 

regimens/ Venclyxto

Lymphoma clone: rituximab-based

Not identified : empiric strategy

# IgG, IgA or LC only : anti-myeloma agents

# IgM : rituximab-based 



Kastritis et al., ASCO 2021

Traitement de premiere ligne: VCD +/- Daratumumab



Hematologic Overall Response

Infections: 13% vs 9%

TAE Gr >3:
38% (1-6) + 20% (>6) vs 36%

Andromeda study



Guidelines for non-transplant chemotherapy for treatment of systemicAL amyloidosis: EHA-ISA working group

Ashutosh D. Wechalekar a , M. Teresa Cibeira b , Simon D. Gibbsc , Arnaud Jaccardd , Shaji Kumare ,Giampaolo Merlinif , Giovanni Palladini f , 
Vaishali Sanchorawala g , Stefan Sch€onlandh , Christopher Venneri ,Mario Boccadoro j and Efstathios Kastritis

Amyloid, 2022



Forgeard et al, Teclistamab in relapsed or refractory AL amyloidosis, a multinational retrospective case series, Blood 2023 

n=17

Demographics

Median age, yrs 67

Associated multiple myeloma, n(%) 10 (59)

Heart involvement, n(%) 16 (94)

Kidney involvement, n(%) 10 (59)

Median nb of prior lines of therapy 4 

Prior anti-BCMA exposure, n(%) 2 (12)

Safety

CRS, n(%) 9 (53)

ICANS, n(%) 1 (6)

Grade 3+ infections, n(%) 6 (35)

anti-BCMA Bispecific antibodies in AL amyloidosis



Jamroziac et al., BJH 2024

anti-BCMA immunotherapies in AL amyloidosis



Study Type NCT Number Status Conditions Interventions sponsor

A Phase II Trial 

of Teclistamab in Participants 

With Previously Treated 

Immunoglobulin Light-chain 

(AL) Amyloidosis

NCT06649695 Recruiting •AL Amyloidosis •Drug: Teclistamab European Myelo

ma Network B.V.

Prospective Study 

of Teclistamab in the 

Treatment of 

Systemic AL Amyloidosis

NCT06699394 Recruiting •AL Amyloidosis •Drug: Teclistamab (Tec) Peking University 

People's Hospital

Teclistamab in Previously 

Treated AL Amyloidosis

NCT06935162 Recruiting •AL Amyloidosis •Drug: Teclistamab (Tec) Peking Union Me

dical College Hos

pital

Teclistamab in Newly

Diagnosed Mayo Stage 

IIIB AL AmyloidosisNew

NCT07079423 Recruiting •AL Amyloidosis •Drug: Teclistamab (Tec) Peking Union Me

dical College Hos

pital

Teclistamab-Daratumumab

in AL AmyloidosisNew

NCT07110844 Not yet recruiting •Amyloid Light-chain Amyloidosis •Drug: Teclistamab

•Drug: Daratumumab and Hyaluronida

se-fihj

Suzanne Lentzsc

h, MD

The Norwegian 

Immunotherapy in Multiple 

Myeloma Study

NCT06855121 Recruiting •Myeloma Multiple

•Plasma Cell Leukemia

•AL Amyloidosis

•Drug: Teclistamab

•Drug: Elranatamab

•Biological: Ciltacabtagene Autoleucel

•2 more

St. Olavs Hospital

Teclistamab

international, multicenter, open-label, single-arm phase 2 study

10 sites across 6 countries
AL pts with At least one prior line of ttt including PI and anti-CD38
Cl creatinine 20 mL/min

Teclistamab step up
C1 1.5 mg/Kg weekly

C2-C6 3 mg/Kg  monthly (max 12 cycle)

Endpoint: hematologic complete response rate after 3 cycles.

Secondary endpoints include ORR, VGPR, duration of response, 
time to response, organe response 

PFS, MOD-EFS…
Safety, quality of life

Anti-BCMA Bispecific antibodies in AL amyloidosis (Teclistamab)

https://clinicaltrials.gov/study/NCT06649695?cond=AL%20Amyloidosis&intr=teclistamab&rank=1
https://clinicaltrials.gov/study/NCT06649695?cond=AL%20Amyloidosis&intr=teclistamab&rank=1
https://clinicaltrials.gov/study/NCT06649695?cond=AL%20Amyloidosis&intr=teclistamab&rank=1
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https://clinicaltrials.gov/study/NCT06649695?cond=AL%20Amyloidosis&intr=teclistamab&rank=1
https://clinicaltrials.gov/study/NCT06649695?cond=AL%20Amyloidosis&intr=teclistamab&rank=1
https://clinicaltrials.gov/study/NCT06649695?cond=AL%20Amyloidosis&intr=teclistamab&rank=1
https://clinicaltrials.gov/study/NCT06649695?cond=AL%20Amyloidosis&intr=teclistamab&rank=1
https://clinicaltrials.gov/study/NCT06649695?cond=AL%20Amyloidosis&intr=teclistamab&rank=1
https://clinicaltrials.gov/study/NCT06649695?cond=AL%20Amyloidosis&intr=teclistamab&rank=1
https://clinicaltrials.gov/study/NCT06699394?cond=AL%20Amyloidosis&intr=teclistamab&rank=2
https://clinicaltrials.gov/study/NCT06699394?cond=AL%20Amyloidosis&intr=teclistamab&rank=2
https://clinicaltrials.gov/study/NCT06699394?cond=AL%20Amyloidosis&intr=teclistamab&rank=2
https://clinicaltrials.gov/study/NCT06699394?cond=AL%20Amyloidosis&intr=teclistamab&rank=2
https://clinicaltrials.gov/study/NCT06699394?cond=AL%20Amyloidosis&intr=teclistamab&rank=2
https://clinicaltrials.gov/study/NCT06699394?cond=AL%20Amyloidosis&intr=teclistamab&rank=2
https://clinicaltrials.gov/study/NCT06699394?cond=AL%20Amyloidosis&intr=teclistamab&rank=2
https://clinicaltrials.gov/study/NCT06699394?cond=AL%20Amyloidosis&intr=teclistamab&rank=2
https://clinicaltrials.gov/study/NCT06935162?cond=AL%20Amyloidosis&intr=teclistamab&rank=3
https://clinicaltrials.gov/study/NCT06935162?cond=AL%20Amyloidosis&intr=teclistamab&rank=3
https://clinicaltrials.gov/study/NCT06935162?cond=AL%20Amyloidosis&intr=teclistamab&rank=3
https://clinicaltrials.gov/study/NCT06935162?cond=AL%20Amyloidosis&intr=teclistamab&rank=3
https://clinicaltrials.gov/study/NCT06935162?cond=AL%20Amyloidosis&intr=teclistamab&rank=3
https://clinicaltrials.gov/study/NCT07079423?cond=AL%20Amyloidosis&intr=teclistamab&rank=4
https://clinicaltrials.gov/study/NCT07079423?cond=AL%20Amyloidosis&intr=teclistamab&rank=4
https://clinicaltrials.gov/study/NCT07079423?cond=AL%20Amyloidosis&intr=teclistamab&rank=4
https://clinicaltrials.gov/study/NCT07079423?cond=AL%20Amyloidosis&intr=teclistamab&rank=4
https://clinicaltrials.gov/study/NCT07079423?cond=AL%20Amyloidosis&intr=teclistamab&rank=4
https://clinicaltrials.gov/study/NCT07079423?cond=AL%20Amyloidosis&intr=teclistamab&rank=4
https://clinicaltrials.gov/study/NCT07079423?cond=AL%20Amyloidosis&intr=teclistamab&rank=4
https://clinicaltrials.gov/study/NCT07079423?cond=AL%20Amyloidosis&intr=teclistamab&rank=4
https://clinicaltrials.gov/study/NCT07110844?cond=AL%20Amyloidosis&intr=teclistamab&rank=5
https://clinicaltrials.gov/study/NCT07110844?cond=AL%20Amyloidosis&intr=teclistamab&rank=5
https://clinicaltrials.gov/study/NCT07110844?cond=AL%20Amyloidosis&intr=teclistamab&rank=5
https://clinicaltrials.gov/study/NCT07110844?cond=AL%20Amyloidosis&intr=teclistamab&rank=5
https://clinicaltrials.gov/study/NCT07110844?cond=AL%20Amyloidosis&intr=teclistamab&rank=5
https://clinicaltrials.gov/study/NCT07110844?cond=AL%20Amyloidosis&intr=teclistamab&rank=5
https://clinicaltrials.gov/study/NCT06855121?cond=AL%20Amyloidosis&intr=teclistamab&rank=6
https://clinicaltrials.gov/study/NCT06855121?cond=AL%20Amyloidosis&intr=teclistamab&rank=6
https://clinicaltrials.gov/study/NCT06855121?cond=AL%20Amyloidosis&intr=teclistamab&rank=6


Anti-BCMA CAR -T cells in AL amyloidosis



Pathophysiological classification of the main MGCS-related disorders

Auto antibody activity/Immune Complex

• Xanthomas, Necrobiotic xanthogranulomas

• Bullous Dermatosis

• type II Cryoglobulinemia

• Angioneurotic Œdema

• Anti-MAG neuropathy

• Cold agglutinin disease

Depositis/precipitation

• Organized

• Fibrillar AL Amyloidosis

• Microtubular : 

• Cryoglobulinemia

• GOMMID

• Non organized

• MIDD

• PGNMID

• Vascular/Interstitial

Complement Interference
– C3 nephropathy



patient

“control”

Immune complex- related MGCS: Xanthoma/Xanthogranuloma

Xanthoma

Necrobiotic Xanthogranuloma

Szalat et al. Blood, 2011

Normal Cholesterolemia

Hypocomplementemia +++

Frequent neutropenia

Enhanced lipid accumulation in macrophages due to antigen-antibody 

interaction between the MIg and various lipoproteins

HD IVIg partially efficient



Steinhelfer et al., Orphanet Journal of Rare Diseases (2022)

Necrobiotic Xanthogranuloma: diagnosis and Treatment
Major Criteria

1.Cutaneous papules, plaques, and/or nodules, 

most often yellow or orange; and

2.Histopathological features demonstrating

palisading granulomas with lymphoplasmacytic
infiltrate and zones of necrobiosis.

Minor Criteria

1.Paraproteinemia, most often immunoglobulin

G–κ, plasma-cell dyscrasia, and/or other

associated lymphoproliferative disorder; and

2.Periorbital distribution of cutaneous lesions.

Validation of the Delphi Consensus Diagnostic Criteria for Necrobiotic Xanthogranuloma
Bassir et al., Jama dermatol., 2024



. Validation of the Delphi Consensus Diagnostic 

Criteria for Necrobiotic Xanthogranuloma
Bassir et al., Jama dermatol., 2024

Major Criteria

1.Cutaneous papules, plaques, and/or nodules, most
often yellow or orange; and

2.Histopathological features demonstrating

palisading granulomas with lymphoplasmacytic

infiltrate and zones of necrobiosis.

Minor Criteria

1.Paraproteinemia, most often immunoglobulin G–κ, 
plasma-cell dyscrasia, and/or other associated

lymphoproliferative disorder; and

2.Periorbital distribution of cutaneous lesions.

•Periorbital necrobiotic xanthogranulom
a resolved with three years of systemic

lenalidomide treatment.Hofer LK, Buckley 

KA, Foster JA.

•Am J Ophthalmol Case Rep. 2024 Dec

19;37:102233.

•M-protein-related necrobiotic granuloma in 
a multiple myeloma patient treated with

daratumumab, lenalidomide and 

dexamethasone.Bertuglia G, Bringhen S, 

Bruno B, Impalà GA, D'Agostino M.

•Br J Haematol. 2024 Nov 14;206(1):16-17
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Parallele outcome between clonal proliferation and lipids depositis in xanthomas 
and  necrobiotic xanthogranulomas associated with monoclonal Ig

bortezomib Dara-len-Dex

Lenalidomide 18 months

Lenalidomide 36 months

IGIV partially efficient ➔ anti-plasma cell treatment ?

•Periorbital necrobiot
ic xanthogranuloma

resolved with three

years of systemic

lenalidomide

treatment.Hofer LK, 
Buckley KA, Foster 

JA.Am J Ophthalmol

Case Rep. 2024 Dec

19;37:102233.

•M-protein-
related necrobiotic granul

oma in a multiple 

myeloma patient treated

with daratumumab, 

lenalidomide and 
dexamethasone.Bertuglia

G, Bringhen S, Bruno B, 

Impalà GA, D'Agostino M.

•Br J Haematol. 2024 Nov

14;206(1):16-17
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Pathophysiological classification of the main MGCS-related disorders

Depositis/precipitat ion

• Organized
• Fibrillar AL Amyloidosis
• Microtubular : 

• Cryoglobulinemia
• GOMMID

• Non organized
• MIDD
• PGNMID

• Vascular/Interstitial

Cytokine mediated

• POEMS

• AESOP

• TEMPI 

• Schnitzler

Complement Interference
– C3 nephropathy

Auto antibody activity/Immune Complex

• Xanthomas, Necrobiotic xanthogranulomas
• Bullous Dermatosis
• type II Cryoglobulinemia

• Angioneurotic Œdema
• Anti-MAG neuropathy

• Cold agglutinin disease



Fonte des boules de Bichat

Angiomes

Polyneuropathy Organomegaly Endocrinopathy Monoclonal component Skin changes

Consistant VEGF Hypersecretion

Light chain « toujours » lambda

(Vl1 40*01 or Vl1 44*01 )

about 50 new cases a year in France (# 1/100 myeloma)Major Criteria 1. Polyneuropathy ( demyelinisating)

2. Plasma cell proliferation (almost always

lambda)

Other major criteria

inconstant (1)

1. Castleman

2. Osteosclerotic bone lesion

3. Increased VEGF

Minor criteria (1) 1. Organomégaly (hepatosplenic, adénopathies)

2. œdema, pleural effusion, ascitis)

3. Endocrinopathies (surenal, thyroïd, gonade,

parathyroïds, pancréatic)

4. Skin changes hyperpigmentation, hypertrichositis,

gloméruloïd angioma, acrocyanosis, white nails)

5. Papillary oedema

6. Thrombocytosis/polycythemia

Others Hippocratisme digital, weight loss, pulmonary

hypertension , veinous and arterial thrombosis,

diarrhea…

Bender et al., Blood 2020



• 347 patients (jan 2000-oct 2017)

• ASCT, n=165 / M-Dex, n=79 / Rev-Dex, n=103

• Median follow up: 45 m

Daratumumab for POEMS Syndrom

Khan et al., Mayo Clinic Proceedings 2018

POEMS: New therapeutic stratégies



HD MLP

Mdex
Len/Dex + XR
Len/Dex

Dara/Pom/Dex

Teclistamab

Teclistamab in R/R POEMS
Lambda 

CLL

VEGF

Teclistamab

Talbot et al., Haematologica, 2025
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Figure 3: 18 FDG PET-CT before and after teclistamab in R/R POEMS syndrome 
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Teclistamab in R/R POEMS

Talbot et al., Haematologica, 2025



2011:: Telangiectasie Erythrocytosis Monoclonal gammopathy Perineprehretic fluid and Intrapulmonary shunting

Other: thrombosis, cerebral bleeding, 

ascitis….PAHT, Hypothyroidy, HSF

EPO: 78 to 8144 mIU/mL
VEGF usually normal

Major Criteria :

Telangiectasias, elevated erythropoietin and erythrocytosis, 
and monoclonal gammopathy
Minor Criteria
Shunt intrapulmonary, effusion

Xu et al., Frontiers Endocrinol., 2022Sykes, NEJM, 2011



Sykes et al., NEJM 2024

TEMPI treatment: anti-BCMA Bispecific Antibody



Pathophysiological classification of the main MGCS-related disorders

Depositis/precipitat ion

• Organized
• Fibrillar AL Amyloidosis
• Microtubular : 

• Cryoglobulinemia
• GOMMID

• Non organized
• MIDD
• PGNMID

• Vascular/Interstitial

Cytokine mediated

• POEMS
• TEMPI ?

• Schnitzler

Unknown Mechanisms

• Mucinosis, scleroedema, scleromyxoedema

• Neutrophilic Dermatosis

• Acquired Cutis Laxa

• Capillary leak syndrome

Complement (CAP) Interference
– C3 nephropathy

Auto antibody activity/Immune Complex

• Xanthomas, Necrobiotic xanthogranulomas
• Bullous Dermatosis
• type II Cryoglobulinemia

• Angioneurotic Œdema
• Anti-MAG neuropathy

• Cold agglutinin disease



MGCS with unknow pathophysiology: Papular mucinosis and  Scleromyxoedema

HD IVIg initially efficient 

incomplete response, Temporary

effect…
Consider anti-plasma cell

Therapy +++ (lenalidomide based)

Slow electrophoretic mobility

IgG Lambda 2/3
IgG Kappa 1/3

Extra cutaneous Severe Involvement:

- Dermato Neurosyndrom (DNS)
➔ Flu-like fever, Seizure, coma….

- Cardiac failure



MG associated scleromyxedema

HDIVIg
+

Anti plasma-cell
Therapy*

< PR

Relapse/Refractory

Anti plasma-cell
therapy*

HDIVIg
Plasma exchange

High dose steroids

PR: partial response; CR: complete response; * Imids or Bortezomib based regimen

Proposed algorithm for the therapeutic management of MG associated scleromyxedema

Mahevas T, Arnulf B et al., Blood 2021

Severe/Complicated forms
(DNS, cardiac involvement)

Non severe/complicated forms

(cutaneous only)

HDIVIg +/- anti plasma-cell*

maintenance

HDIVIg

maintenance

HDIVIg
+/- steroids

Clinical response

PR
Or CR



Theves et al., JEADV, 2024

Scleromyxoedema: anti plasma cell therapy (lenalidomide-based)



MGCS: Therapeutic considerations

• Targeting the B cell clone:

MGRS/other organ damage, severe/life threatning complication

Adapted to the nature of the clone and renal failure

- Plasmacytic: Bort-based (MGRS), Len-based, local irradiation, high dose MLP, anti-CD38 ? T cell engager ?

- Lympho/plasmacytic (IgM): MW or CLL treatment: anti-CD20-based, BTK inhibitors ? Bcl-2 degrader ?

• HD IVIgs: Alternative to chemotherapy in some MGCS? 

Systemic Capillary leak Sd, Scleromyxoedema, anti-ganglioside IgM polyneuropathy

Efficacy usually temporary, long term use limited by avaibility, cost and side effects

• Specific therapy in particular cases:
- Schnitzler syndrome: Efficacy of IL-1 receptor antagonist: dramatic and complete improvement of urticaria, fever and bone pain

- C3 glomerulopathy: Efficacy of anti-complement monoclonal antibodies (eculizumab,……)

• Therapeutic abstention and surveillance
Cutaneous only, pauci symptomatic MGCS 

No treatment of the B cell clone if no clear link with the Mig (reference center, MDM)
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Olivier Hermine,22 Alain Dupuy,23 Sébastien Barbarot,24 Sébastien Debarbieux,25 Olivier Carpentier,26 Fanny Brault,27 Jean-Luc Schmutz,27

Domitille Thomas-Beaulieu,28 Philippe Modiano,29 Charles Zarnitsky,30 François Lifermann,31 Emilie Baubion,32 Nicolas Limal,33

Fabien Le Bras,34 Marie Le Moigne,35 Marie Tauber,4 Alexis Talbot,2 Romain Prud’homme,36 Sandy Peltier,11 Adèle De Masson,3
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K EY PO I N TS

l HDIVig appears to be

an effect ive t reatment

for nonsevere forms of

scleromyxedema.

Maintenance therapy

is required to avoid

recurrence.

l Chemotherapies

target ing the MG-

secret ing plasma cell

clone seem to be

useful for refractory

and severe forms of

this disease.

Scleromyxedema is a rare skin and systemic mucinosis that is usually associated with

monoclonal gammopathy (MG). In this French mult icenter ret rospect ive study of 33 pa-

t ients, we invest igated the clinical and therapeut ic features of MG-associated scle-

romyxedema. Skin molecular signatures were analyzed using a t ranscriptomic approach.

Skin symptoms included papular erupt ions (100%), sclerodermoid features (91%), and

leonine facies (39%). MG involved an immunoglobulin G isotype in all pat ients, with a

predominant l light chain (73%). Associated hematologic malignancies were diagnosed in 4

of 33 pat ients (12%) (smoldering myeloma, n 5 2; chronic lymphoid leukemia, n 5 1; and

refractory cytopenia with mult ilineage dysplasia, n 5 1). Carpal tunnel syndrome (33%),

arthralgia (25%), and dermato-neuro syndrome (DNS) (18%) were the most common

systemic complicat ions. One pat ient with mucinous cardiopathy died of acute heart failure.

High-dose IV immunoglobulin (HDIVig), alone or in combinat ion with steroids, appeared to

be quite effect ive in nonsevere cases (clinical complete response achieved in 13/31 pa-

t ients). Plasma cell–directed therapies using lenalidomide and/or bortezomib with dexa-

methasone and HDIVig led to a signi cant improvement in severe cases (HDIVig refractory

or cases with cent ral nervous system or cardiac involvement ). The emergency t reatment of DNS with combined

© 2020 by The American Society of Hematology blood®2 APRIL 2020 | VOLUME 135, NUMBER 14 1101
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MGCS: Therapeutic considerations

• Targeting the B cell clone:

MGRS/other organ damage, severe/life threatning complication

Adapted to the nature of the clone and renal failure

- Plasmacytic: Bort-based (MGRS), Len-based, local irradiation, high dose MLP, anti-CD38 ? T cell engager ?

- Lympho/plasmacytic (IgM): MW or CLL treatment: anti-CD20-based, BTK inhibitors ? Bcl-2 degrader ?

• HD IVIgs: Alternative to chemotherapy in some MGCS? 

Systemic Capillary leak Sd, Scleromyxoedema, anti-ganglioside IgM polyneuropathy

Efficacy usually temporary, long term use limited by avaibility, cost and side effects

• Specific therapy in particular cases:
- Schnitzler syndrome: Efficacy of IL-1 receptor antagonist: dramatic and complete improvement of urticaria, fever and bone pain

- C3 glomerulopathy: Efficacy of anti-complement monoclonal antibodies (eculizumab,……)

• Therapeutic abstention and surveillance
Cutaneous only, pauci symptomatic MGCS 

No treatment of the B cell clone if no clear link with the Mig (reference center, MDM)



MGRS/MGCS

threat/lesion

vital organ

Systemic

disease

Disabling

symptom

asymptomatic

No organ threat

Severe

complication

Surveillance

Clone targetingIgIV

Anticytokin, anti-complement
Steroids ?
other….

Plasma 

Exchange

Plasma cell Lympho-

plasmacytic

Anti-CD38

IP, alkylating
Imids

Anti-CD20

Alkylating
Anti-BTK, Bcl2Duration ?

Maintenance ?

Alternative

To clone targeting ?

Failure

Progressio

n

Anti-BCMA

Bispecific
ADC
CAR-T



New immuno-therapeutic approach in AL Amyloidosis/MGRS/MGCS: 
Conclusion

Bispecifics:

• Unprecedented rapidity, rate and depth of response in healily pré-treated patients

• Off the shelf and easy to manage especially in patient with renal failure

• Fixed duration, short period of treatment,  and dose spacing to mitigate infection and EI

• More Bispecific targeting GPRC5D, FcRH5….

• Trispecific (GPRC5D/BCMA/CD3, CD38/BCMA/CD3)

• Should be tested in frontline of MGRS/MGCS with indicated treatment

CAR-T cells/CAR-Macorphages:

• One shot

• More toxicity especially in patients with cardiac involvement

• New target, Dual targeting, new construct

• CAR Macrophages: improve AL depositis resorption ?

• In vivo approach…
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