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M.Hodgkin — advanced stage
. . . . A Progression-free Survival
6 cicli di Terapia S
Nivolumab + AVD vs Brentuximab + AVD - A it 2 Year Est
s BV+AVD -Year Estimate
2 707 for Progession-free
£ 604 Disease Progression or Death  Survival (95% Cl)
‘s s0 no. of patients percent
= il i i i & N+AVD 41 92 (89-94)
(AVD = doxorubicin, vinblastin, decarbazin) £ o eavD 22 @24
o 304
S 20 Hazard ratio, 0.45 (95% Cl, 0.30-0.65)
10
° 0 1|2 2|4 3|6 4|8 GIU
éo-u ’/ kit Months since Randomization
Macrophages“"__qu D No. at Risk
£ N+AVD 487 450 281 101 9 0
BV+AVD 483 392 244 97 7 0

PD-1 |
PD-L1 B Overall Survival
N+AVD

_\‘\ Anti-PD-1 100 -k A 1 LT Wt st st
Camlde.lrflumab [ 90 BV+AVD
tesirine Nivolumab
éi56 Pembrolizumab 80+ 2-Year Estimate
2 : Sintilimab . 70+ for Overall Survival
% \ Tislelizumab 604 Death (95% CI)

a
=
2
&
Camrelizumab 5 504 no. of patients percent
% N+AVD 7 99 (97-100)
£ 40 BV+AVD 14 98 (96-99)
€030 g 30
CD30
CAR-T cells & 204 Hazard ratio, 0.39 (95% Cl, 0.15-1.03)
K 104
0 T T T T 1
Brentuximab vedotin 0 12 24 36 48 60
Months since Randomization
No. at Risk
N+AVD 487 467 300 110 9 0
Representation of a Hodgkin Reed-Sternberg cell with surface antigens that are targeted by novel BV+AVD 483 447 274 107 7 0

therapeutic agents. Created with BioRender.com

AF Herrera NEJM (2024)
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M.Hodgkin — advanced stage

Stadio avanzato GHSG BFECADD" x 2 cicll G . .

» <60 anni

Discutere tutti i casi dopo interim PET (dopo 2 cicli):

» se DS 1-3 BrECADD x 2 cicli (4 cicli totali)

» se DS 4 o0 5 senza nuove lesioni BrECADD x 4 cicli (6 cicli totali)
Discutere tutti i casi dopo eot PET:

» se DS 1-3 follow-up

* se DS 4 o0 5 senza nuove lesioni ISRT 36 Gy

(In alternativa Nivolumab-AVD x 6 cicli se desiderio di preservare la fertilita)

Stadio avanzato GHSG
* 60-80 anni

* CIRS-G <5

« ECOG PSfinoa 2

Nivolumab-AVD* x 6 cicli

Discutere tutti i casi dopo eot PET:

» se DS 1-3 follow-up

» se DS 4 o 5 senza nuove lesioni: ISRT 36 Gy

(In alternativa A-AVD x 6 cicli in schedula sequenziale)

Stadio avanzato GHSG
« >80 anni e/o

* CIRS-G >5 elo

« ECOG PS >2

Checkpoint inibitore* +/- Brentuximab
(In alternativa Brentuximab + Dacarbazina)

DS = Deauville Score

Lugano Classification (PET-guided response assessment)

Baseline Follow-up Baseline Follow-up

Pseudoprogressione alla PET-TAC

Linee guida 10SI; European Radiology (2022)
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A Comprehensive Genetic Study of

Classic Hodgkin Lymphoma Using Circulating Tumor DNA

Context of Research Aim of This Study

Genetic studies of classic Hodgkin lymphoma (cHL)
have been hindered by the need to enrich

tumor cells before assaying. New biomarkers are

To use ctDNA to characterize the genetic landscape
of cHL, explore its connection to disease biology and
outcome, and to evaluate ctDNA-based molecular

needed for more precise treatment decision-making. response vs PET/CT restaging.
Findings
24 months T
o T s = i Thbris
Diagnosis Interim EOT Progression s K
w H 1 1 H CtONA I
: : ; .' - , ‘ ’ Genetic
R @ ® S CAPP-seq A subtypes
3 " “
) » » ¥
= & £

Intragenic super enhancer ® ()

ion h - ® ~ Y4 {; .
oLy o ad 0° &: &
= O Qe e B ¥
s— ——— - -3 ® B

f
%
¥ ‘!*;/ v
1 23 45678910 ® & ° " "= | Y |
Polyploidy Macrophage RScell T cell Neoantigen EOT: DS5 ctDNA* EOT: DSS ctDNA-
Relapse Cure
BCL6 is involved cHL Whole genome duplication Neoantigens shape the cHL MRD by ctDNA improves the
is a prognostic biomarker microenvironment accuracy of PET/CT

Conclusions: The genetic subtypes of cHL are driven more by genetic
instability than by mutation clustering into functional groups.
Noncoding BCL6 mutations, whole genome duplication, .
and neoantigens contribute to the shaping of disease © blOOd
pathophysiology and clinical outcomes. Visual

Pirosa et al. DOI: 10.1182/blood.2024027355 Abstract

MC Pirosa Blood (2025)
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Accertamenti sierologici

I9G IgE IgD
N Z N\ N\ Z
i —t =
igM
suifc & 4
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Importante: un linfocita B puo esprimere/produrre o delle catene kappa o catene lambda, ma mai entrambi
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Elettroforesi sierica Immunofissazione
proteica (27.9 PT) (47.7 PT)

KEeparto: wov Alluuiat. o

Elettroforesi proteine Immunofissazione

Frazioni % Ref. % g/L Ref. g/L
Albumina 69.2 52.0-71.0 44.3 36.0 - 50.0
Alfa 1 2.2 2.0- 49 14 15- 4.0
Alfa 2 9.4 7.0-14.2 6.0 50- 9.1
Beta 74 < 8.0-15.0 4.7 5.8- 11.0
Gamma 11.8 10.5-19.0 7.6 5.0- 143
A/G Ratio: 2.25 Proteine Totali: 64 g/L

Catene leggere libere sieriche (FLC)
(2 x33.3=66.6 PT)

|

Schwere .
Kette ) Antigen- 1
Leichte _ i bindende:Stehes / k-FLC-Monomere
Kette ™ J ¢ 7
a T\ 2 : -
- A A-FLC-Dimere
Immunglobulin- d
domanen - Fe i~
Immunglobulin ol o

*Murray Blood Cancer J (2021) -> spettometria di massa; Hegen Wien Med Wochenschrift 2022




Accertamenti sierologici

S
italian

Universita
della

%\ University of
gy Zurich™

S |

ESP

1

FLC

Mieloma multiplo

Amiloidosi AL

In der Inmunfixation erscheint

f1)

THHUHELORULIHE (SPEZ.) T
Inmmunfization unauffillig
Freie Kappa-Ketten mgfL|3.30-19.40 ¥ ophke.0n
Freie Lanbda-Ketten mgfL &, 71-26.30 ed 30
KappasLanbda-Quat . frai Koeff, |0.26-1.65 76,83
] | | Innunfixation
IgfK-Kette mgf1=7.1
IgfL-Kette mg/f1 4.5
KappasLanbda-Knaeff, kKoeff. |0.76-4 .50
Innunfization pathol. (1)
Freie Kappa-Ketten 16.00 nafL 3.30-19.40
Freie Lanbda-Ketten 4z .60 ngfL B.71-26.30
KappafLanbda-Quot . Frai 0,38 Koeff. 0,26-1.65
IMMUNGLOBULINE
~ . Innunglobulin-IgG ¥ 2.4 Il 7.0-16.0
| | | Innunghbuﬁn-liﬂ. c.n 3,#1 0,7-4.0
Innunglobulin-IgM <0.2 af1 0.4-2.3

gine nonoklonale Komponente vom Typ Igh Lanbda.

Non-IgM MGUS (IgA)
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Table 2. Sensitivity of monoclonal gammopathy screening panels.

Diagnosis, n

All

MM

Macroglobulinemia

SMM

MGUS

Plasmacytoma

POEMS

Extramedullary plasmacytoma
Primary AL

LCDD

Diagnosis, %

All

MM

Macroglobulinemia

SMM

MGUS

Plasmacytoma

POEMS

Extramedullary plasmacytoma
Primary AL

LCDD

n

1877
467
26
191
524
29
3
10
581
18

All 5 tests

1851
467
26
191
524
26
30

2
570
15

98.6
100.0
100.0
100.0
100.0

89.7

9.8

20.0

98.1

83.3

Serum PEL and
IFE; urine IFE

1821
461
26
191
524
26
30

2
547
14

97.0
98.7
100.0
100.0
100.0
89.7
96.8
20.0
94.2
77.8

Serum PEL, IFE,
and FLC

1828
467
26
19
509
26
30

1
564
14

97.4
100.0
100.0
100.0

97.1

89.7

96.8

10.0

97.1

77.8

Serum PEL
and FLC

1770
467
26
190
465
25
23

1
559
14

94.3
100.0
100.0

99.5

88.7

86.2

74.2

10.0

96.2

77.8

Serum
IFE

1632
441
26
188
486
21
30

1
429
10

87.0
94.4
100.0
98.4
92.8
72.4
96.8
10.0
73.8
55.6

Serum  Serum

PEL

1482
409
26
180
429
21
23

1
383
10

79.0
87.6
100.0
94.2
81.9
724
74.2
10.0
65.9
55.6

FLC

1395
452
19
155
222
16

3

1
513
14

74.3
96.8
73.1
81.2
42.4
55.2

9.7
10.0
88.3
77.8

Katzmann Clinical Chemistry 2009
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CRAB e SLiM

/

HyperCalcemia

serum calcium (>0.25 mmol/L ULN, >2.75 mmol/L)
Renal failure (due to cast nephropathy)

eGFR < 40ml/min/1.73m?2 or serum creatinine >177umol/L
Anemia >20g/L below LLN, or a hemoglobin value <100g/L
Bone lesions (osteolytic on CT or PET-CT)

\_
-

Sixty percent plasma cells or more in the bone marrow
Light chain ratio (free) involved to uninvolved = 100
MRI lesions at least 2 2 5mm

= risk factors for progression to CRAB criteria within 2

K years /

Rajkumar Lancet (2014)



Discrasie plasmacellulari

Moncoclonal < 30g/L 230 g/L (and/or = 10% -

protein (M-protein) PC)

Bone marrow <10% 10% - 60% = 10% (or biopsy
plasma cells proven plasmacytoma)
(PC)

CRAB &q No No Yes (and/or SLiM)
SLiM No No Yes (and/or CRAB)

Campo Blood (2022); Rajkumar Lancet (2014)
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The NEW ENGLAND JOURNAL of MEDICINE

REVIEW ARTICLE

Monoclonal Gammopathy of Undetermined
Significance

S. Vincent Rajkumar, M.D.,! and Shaji Kumar, M.D.!

ONOCLONAL GAMMOPATHY OF UNDETERMINED SIGNIFICANCE (MGUS)  Author affiliations are listed at the end of
is a common premalignant plasma-cell proliferative disorder that is pres- the article. S. Vincent Rajkumar can be
. . . contacted at rajkumar.vincent@mayo.edu
ent in approximately 5% of the general population over the age of 50 "\ . Mayo Clinic, 200 First St. SW,
years.' This disorder is important not only because it is the precursor to plasma- Rochester, MN 55905.
cell cancers, including multiple myeloma, solitary plasmacytoma, and Waldenstrom’s g1 ped 2025:393:1315-26.
macroglobulinemia, but also because it is causally related to numerous serious non- DOI: 10.1056/NEJMra2412716
malignant disorders, collectively referred to as monoclonal gammopathy of clini- opyight © 2025 Massachusetis Medical Society.
cal significance (MGCS).> MGUS is characterized by a limited yet monoclonal
proliferation of plasma cells secreting abnormal levels of immunoglobulins (anti-
bodies) that are identical to each other, with the same amino acid sequence, re-
ferred to as monoclonal (M) proteins.® These secreted M proteins are best appreci-
ated as fully functioning human antibodies present in high concentrations that
fortunately lack affinity to self-antigens (autoantibody characteristics) in most
persons. As a result, MGUS remains asymptomatic in the absence of malignant
transformation in most people. However, there is potential for serious harm if the
M protein has or develops affinity for one or more organs in the body, resulting
in MGCS.

V. Rajkumar, NEJM (2025)
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The International Consensus Classification of Mature Lymphoid Neoplasms
1. 1gM MGUS of plasma cell type

2. 1gM MGUS NOS

v

3. Non-1gM MGUS

v

M. Waldenstrom

Mieloma multiplo
MGCS

Campo Blood 2022,




Monoclonal gammopathies of clinical significance

AHA™) University of
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Kidney Nervous system

o Monoclonal gammopathy of renal significance (MGRS) O
o light-chain Fanconi syndrome O
o proliferative glomerulonephritis
o immunotactoid glomerulopathy

lgM MGUS with anti-MAG (or other anti-neuronal) Abs
lgM/1gA/1gG MGUS without anti-neuronal Abs

o Demyelinating polyneuropathy (Type CIDP)

o Axonal degeneration

o fibrillary glomerulonephritis o Cryoglobulinemia
o Monoclonal immunoglobulin deposition disease Multi system disease
(MIDD) o Light-chain amyloidosis
o LCDD o CANOMAD (Chronic Atactic Neuropathy with Ophthalmoplegia, IgM
o HCDD monoclonal gammopathy, cold Agglutinins, and Disialoganglioside

Eve (MGOS) e.g. paraproteinemic keratopathy (PPK)
Blood (vWD, heparin-like abs, CAD, VITT-like)
Skin ©

3@@@
F@ﬁ@@ °

antibodies)

POEMS (Polyneuropathy, Organomegaly, Endocrinopathy,
Monoclonal gammopathy, and Skin changes )

TEMPI Syndrome (Telangiectasias, elevated Erythropoietin level and
erythrocytosis, Monoclonal gammopathy, Perinephric-fluid collections,
and Intrapulmonary shunting)

Schnitzler syndrome (IgM, urticaria plus 2 out of 8 other)

Fermand Blood 2018, Bridoux Kidney Int 2015, Sayed Blood 2015, Goede Annals Hematol 2007; Gardert ASH2021 #2695; EFNS/PNS PDN Guideline: Journal of the Per Nervous @
System 2010, Cochrane 2012, Cochrane 2015, Willison J Clin Invest 1996, Dispenzieri Am J Hematol 2012, Sykes NEJM 2011, Gusdorf Allergy 2017; Wang NEJM 2025
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NORWEGIAN SEA
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'
NORTH o i
— Samars = ~
Oty
ATLANTIC N
OCEAN i
KAZA! AN
‘“Dlp:“_’l_‘o,,
(,’ “‘b - ade,

Abitanti 397°'576

Superficie (km?) 102’819

PIL pro capite 78’811
(nominale, US$)

Medici per 1000 4.5
abitanti

9'034'088

41'291

102’865

4.4

https://istopmm.com; Wikipedia
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Target population of Icelanders aged =40 y

(n=148704)
All participants $ »| Declined to participate (n =67 945)
|Enrolled into study (n=80759)|
Excluded (n =5337)
& Died before providing blood sample: 386
Withdrew consent before screening blood sample: 63
. . Screening blood sample never collected: 4888
Advanced disease Screening o — - -
- - rovided screening blood sample
M protein 2 3g/dL -SPEP Normal screening (n =75§22) ’
FLC ratio 2 100 -FLC Excluded (n =71634)
Did not have MGUS on screening: 71 022
»| History of lymphoproliferative disease: 583
Advanced disease at screening (monoclonal protein
230 g/L or FLC ratio 2100): 29

Y
| Participants with MGUS (n = 3788) |
v :{ Excluded, randomly assigned to no monitoring (n = 1181)]

Randomly assigned to active monitoring
Randomization (n=2607) Excluded (n=1564)

IgM MGUS: 503

Low risk and randomly assigned to group 2: 511
First clinic visit never occurred: 208

Bone marrow sample never done: 208

Bone marrow sample delayed =12 mo: 70

Bone marrow sample not interpretable: 64

Y

Arm 1 Arm 2 Arm3 1

No further work-up Guidelines Intensive follow-up Presumed MGUS and available bone marrow
sample (n =1043)

S. Rognvaldsson Blood Cancer J. (2021)
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Valori di riferimento catene leggere libere: calcolatrice?

Prevalenza MGUS 5%, mieloma asintomatico (SMM) 0.56%?

Probabilitad di trovare >10% di plasmacellule nella biopsia ossea: calcolatrice?

Non c‘é un‘associazione tra malattie autoimmuni e MGUS*

Cause per ipercalcemia in pazienti con MGUS?

Rischio elevato per eventi infettivi in pazienti con SMM®

IT. Einarsson Long Blood Cancer J. (2022); 2S.Thorsteinsdottir Nature Medicine (2023); 3E. Eythorsson Annals of Internal Medicine.(2024); %1. Sverrisdottir Annals of Internal
Medicine.(2024); >AH Jénsdéttir Blood. (2025); 6LS Andersen Leukemia (2025)
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Valori di riferimento catene leggere libere: calcolatrice?

Prevalenza MGUS 5%, mieloma asintomatico (SMM) 0.56%?

Probabilitad di trovare >10% di plasmacellule nella biopsia ossea: calcolatrice?

Non c‘é un‘associazione tra malattie autoimmuni e MGUS*

Cause per ipercalcemia in pazienti con MGUS?

Rischio elevato per eventi infettivi in pazienti con SMM®

IT. Einarsson Long Blood Cancer J. (2022); 2S.Thorsteinsdottir Nature Medicine (2023); 3E. Eythorsson Annals of Internal Medicine.(2024); %1. Sverrisdottir Annals of Internal @
Medicine.(2024); >AH Jénsdéttir Blood. (2025); 6LS Andersen Leukemia (2025)
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P
q’@ isto p MM The iStopMM study Researchers Collaborators Publications Risk Models and Calculators

Light chain MGUS calculator

Suspected Monoclonal Gammopathy

|

No M protein on serum protein ‘

Serum free kappa, mg/L

electrophoresis or immunofixation

110 8
.
No underlying
Serum free Iambda. mg/l. \ lymphoproliferative disease ‘
+
-
95 = l Abnormal FLC ratio } l
Age, years
eGFR eGFR
< 60 mL/min/1.73m? > 60mL/min/1.73m?
78 2
eGFR 45-59: FLC ratio < 0.46 or > 2.62
. . e < 70 years: FLC ratio < 0.44 or > 2.16
eGFR* mL/min/1.73m2 eGFR 30-44: FLC ratio < 0.48 or > 3.38 gaz?c years: FLC ratio < 0.46 or >2.59

eGFR < 30: FLC ratio < 0.54 or > 3.30

39 5 +
Elevated involved Elevated involved
free light chain free light chain

©eGFR 45-59: kappa > 83.6 or lambda > 65.1
eGFR 30-44: kappa > 1033 or lambda > 73.2

I

Age < 70 years: kappa > 39.0 or lambda > 36.7
Age = 70 years: kappa > 55.8 or lambda > 48.0

FLC (free light chain ratio) is 1.16 CELEHE e TS s
Based on the information provided this m
person does not have light chain

monoclonal gammopathy of undetermined
significance (LC-MGUS)

* Serum creatinine based CKD-EPI eGFR equation (2009)
was used in the study where these reference intervals were
determined. This calculator was developed based on

T. Einarsson Long Blood Cancer J. (2022); T. Einarsson Long Blood (2023); https://istopmm.com/lcmgus/
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Valori di riferimento catene leggere libere: calcolatrice?

Prevalenza MGUS 5%, mieloma asintomatico (SMM) 0.56%?

Probabilita di trovare >10% di plasmacellule nella biopsia ossea: calcolatrice?

Non c‘é un‘associazione tra malattie autoimmuni e MGUS*

Cause per ipercalcemia in pazienti con MGUS?

Rischio elevato per eventi infettivi in pazienti con SMM®

IT. Einarsson Long Blood Cancer J. (2022); 2S.Thorsteinsdottir Nature Medicine (2023); 3E. Eythorsson Annals of Internal Medicine.(2024); %1. Sverrisdottir Annals of Internal @
Medicine.(2024); >AH Jénsdéttir Blood. (2025); 6LS Andersen Leukemia (2025)
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Probabilita di trovare >10% di plasmacellule

M-~ < =} istopmm.com - B¢ ® M +

( \P IStOPMM The iStopMM study Researchers Collaborators Publications Risk Models and Calculators

Predicting the need for bone marrow sampling in MGUS

The model should only be used in asymptomatic individuals when there is no evidence of organ damage, such as hypercalcemia,
renal dysfunction, anemia, and bone lesions (CRAB), or amyloidosis, which could be attributed to the plasma cell clone.

Choose units, defaults to the European

convention (g/L)

© European convention (both M protein &
immunoglobulins measured in g/L)
USA convention (M protein measured in
g/dL & immunoglobulins measured in

mg/dL)
MGUS Isotype M protein concentration g/L
O 1gG P -
IgA
Biclonal
Light chain
Free Light Chain (FLC) ratio Total IgG g/L Total IgA g/L Total IgM g/L
6 =) 13 < 2 e 0.3 &

The predicted risk of having =10%
bone marrow plasma cells is 9%

L S S O S O SRS TS B2

E. Eythorsson Annals of Internal Medicine.(2024); https://istopmm.com/riskmodel/ @
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Valori di riferimento catene leggere libere: calcolatrice?

Prevalenza MGUS 5%, mieloma asintomatico (SMM) 0.56%?

Probabilitad di trovare >10% di plasmacellule nella biopsia ossea: calcolatrice?

Non c‘é un‘associazione tra malattie autoimmuni e MGUS*

Cause per ipercalcemia in pazienti con MGUS>

Rischio elevato per eventi infettivi in pazienti con SMM®

IT. Einarsson Long Blood Cancer J. (2022); 2S.Thorsteinsdottir Nature Medicine (2023); 3E. Eythorsson Annals of Internal Medicine.(2024); %1. Sverrisdottir Annals of Internal @
Medicine.(2024); >AH Jénsdéttir Blood. (2025); 6LS Andersen Leukemia (2025)



CRAB e SLiM -> CAVE la causa dev’essere il mieloma
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HyperCalcemia

serum calcium (>0.25 mmol/L ULN, >2.75 mmol/L)
Renal failure (due to cast nephropathy)

eGFR < 40ml/min/1.73m?2 or serum creatinine >177umol/L
Anemia >20g/L below LLN, or a hemoglobin value <100g/L
Bone lesions (osteolytic on CT or PET-CT)

\_
-

Sixty percent plasma cells or more in the bone marrow
Light chain ratio (free) involved to uninvolved = 100
MRI lesions at least 2 2 5mm

= risk factors for progression to CRAB criteria within 2

K years

Rajkumar Lancet (2014)
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MGUS + ipercalcemia: cause

Hypercalcemia in MGUS, the Precursor to

Multiple Myeloma

Context of Research: Hypercalcemia is a part of the CRAB diagnostic criteria for MGUS progression to multiple
myeloma. We examined the causes of hypercalcemia in MGUS in a cohort of 2546 individuals identified by screening. In total,
191 had hypercalcemia and MGUS.

Research Question: Does hypercalcemia in MGUS mean progression to multiple myeloma?

Main Findings

Primary hyperparathyroidism Malignancies ,

2500070, 00¢
On o
ol auas
22% 6% =
Transient 51% Other 19%
# | |

Total causes of hypercalcemia in MGUS

Multiple myeloma was the cause of >

hypercalcemia in 1.5% of cases and never in

the absence of other CRAB features \( @ %
=

Conclusions: Hypercalcemia without other CRAB features is not a
strong indicator to MGUS progression to multiple

myeloma. It should be approached in the same way x
as in individuals without MGUS. Visual

Jénsdéttir et al. DOI: 10.1182/blood.2024025624 Abstract

@ blood

AH Jénsdéttir Blood. (2025)




MGUS + ipercalcemia: cause
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Double-check result; albumine corrected / ionized calzium

l

PTH
high/high-normal

24h urine calzium

hV \ low

Primary *Familial
hyperparthyroidsm hypocalciuric
Tertiary hypercalcemia

hyperparathyroidsm (FHH)

low

high low/normal

Tuberculosis
Sarcoidosis high low
(Calcitriol medication) Cancer (PTHrp or

Vit D intoxication bone metastasis)
Myeloma
*Thiazid diruretics
*Milk-alkali syndrome
Immobilization, ...

Gerber opinione personale
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Valori di riferimento catene leggere libere: calcolatrice?

Prevalenza MGUS 5%, mieloma asintomatico (SMM) 0.56%?

Probabilitad di trovare >10% di plasmacellule nella biopsia ossea: calcolatrice?

Non c‘é un‘associazione tra malattie autoimmuni e MGUS*

Cause per ipercalcemia in pazienti con MGUS?

Rischio elevato per eventi infettivi in pazienti con SMM?®

IT. Einarsson Long Blood Cancer J. (2022); 2S.Thorsteinsdottir Nature Medicine (2023); 3E. Eythorsson Annals of Internal Medicine.(2024); %1. Sverrisdottir Annals of Internal @
Medicine.(2024); >AH Jénsdéttir Blood. (2025); 6LS Andersen Leukemia (2025)
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Agenda

Linfoma

 M.Hodgkin: AF Herrera NEJM (2024); MC Pirosa Blood (2025)

Malattie delle plasmacellule

* iStopMM (homepage)

e PERSEUS Trial: P. Sonneveld NEJM (2024)

e CEPHEUS Trial: S.Z. Usmani Nature Medicine (2025)
MAIA Trial: T. Facon NEJM (2019)
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Antibodies ) hégo BRAF/MEK
Daratumumab inhibitors inhibitors ) . .
Isatuximab Perifosine Vi fenib II\.MDS.
Daratumumab S s, | | vemistenk Lenaiidomide Lenalidomide
Elotuzumab oy — Binimetinib Pomalidomide
Cobimetinib Iberdomide
- CC-92480
DNA targeting
agents
Cyclophosphimide
| MflghaLan
: |
- 3
= -1 l
N\ ; ©“ ( \
W l é;i? Bispesific
Bcl-2 ol \ (TB-uc"?Es“s)
{2:'3':3: Rl Teclistamab
it | 1 (3c12) —— [poposs o
ZN-d5 | )
8¢, \ o -
,J"/ Y T Corticosteroidi
Proteasome ‘ CAR T-cells
T S | Inhibitors ’ Idecaptagene cicleuce
Abtibody-drug Bortezomib Ciltabtagene autoleucel
congugate Carfilzomib L
Belantamab Ixazomib
mafodotin
Bortezomib

Theodorakakou Hemato 2022




University of
= Zurich™

Mieloma multiplo: Trattamento di prima linea 2025

Pazienti ,fit’ PERSEUS Trial ““ - II=

Daratumumab Melfalan Daratumumab
Bortezomib Trapianto autologo Lenalidomid
Lenalidomid
Dexamethasone
Pazienti IIIIIIII E
Daratumumab Daratumumab
Bortezomib Lenalidomid
Lenalidomid Dexamethasone
Dexamethasone
. . 0 l 0
Daratumumab
Lenalidomid
Dexamethasone

P. Sonneveld NEJM (2024); S.Z. Usmani Nature Medicine (2025); T. Facon NEJM (2019)
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Sopravvivenza libera da progressione

Pazienti ,unfit fit' CEPHEUS Trial > 8 anni

Pazienti ,unfit’ MAIA Trial

P. Sonneveld NEJM (2024); S.Z. Usmani Nature Medicine (2025); T. Facon NEJM (2019)
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Eventi infettivi (CTCAE grado 3 € 4)

Pazienti ,fit’: PERSEUS Trial Eventi infettivi severi 35.3%
(10.5% polmonite) &5‘
1
;
~
Pazienti ,unfit fit" CEPHEUS Trial Eventi infettivi severi 40.1%
(14.2% polmonite)
Pazienti ,unfit’ MAIA Trial Eventi infettivi severi 42.6%
(18.5% polmonite)

P. Sonneveld NEJM (2024); S.Z. Usmani Nature Medicine (2025); T. Facon NEJM (2019)
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Prevenzione

Informare pazienti + famigliari + medici di base

» antibiotico di riserva a casa (con attivita contro pneumococco)

Vaccinazioni

» Aggiornamento vaccini di base incl. pertosse (nipotini)

» Streptococco pneumoniae (Prevenar20® o Vaxneuvance®)
* Haemophilus influenzae

* Influenza stagionale e COVID

e \VVZV (Shingrix)

Immunoglobuline ev o sc (anche a domicilio)

* Se lgG < 4-5 g/l + eventi infettivi e/o se terapia con anticorpi bispezifici/CAR-T

H. Ludwig Leukemia (2021); N.S. Raje Lancet Haematol (2022)
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Riassunto

Lo IOSI/EOC tratta persone con malattie linfoproliferative.

iStopMM e un sito interessante con informazioni utili anche per il medico di base

(p.es. interpretazione di risultati sierologici).

Il trattamento di prima linea per persone con MM e diventato molto efficace.

* Collaborazione per |la prevenzione e per il trattamento di eventi infettivi.

Contattatemi per il sospetto di una gammopatia monoclonale di significato clinico.

bernhard.gerber@eoc.ch
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