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Avant de traiter un patient avec une amylose AL

m Quantification précise de la protéine monoclonale responsable: le plus

souvent chaine Iégere libre

® FLC-MS can detect

- y 2 . , . persistent light chains
D Apparition de I'évaluation de la MRD par protéomique in a significant
proportion of patients
in a conventional

» 3 tests disponibles: Binding Site, Siemens et Sebia

€ blood® 28 MARCH 2024 | VOLUME 143, NUMBER 13

LYMPHOID NEOPLASIA hema‘tologic CR.
Complete responses in AL amyloidosis are unequal:
th . t f f 1- ht h . t : . AL ® Patients with no

e impact of free light chain mass spectrometry in detectable FLC by FLC-
amyloidosis MS have significantly
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m Quantification précise de la protéine monoclonale responsable: le plus
souvent chaine Iégere libre

Avant de traiter :amylose AL

» 3 tests disponibles: Binding Site, Siemens et Sebia

» Apparition de I'évaluation de la MRD par protéomique

m Diagnostic précis de I'hémopathie responsable : myélogramme ou biopsie
meédullaire, cytométrie, étude génétique, squelette, siIgM recherche
ganglions et splénomégalie

» MRD par cytométrie

» NGS pour séquencage fait a Limoges sur ARN



I Traitement de I'amylose AL

m Vise arenverser I'équilibre entre

m |a formation des dépdts d'amylose qui dépend du taux des chaines légeres libres
monoclonales

m et leur élimination par I'organisme (en attendant les traitements accélérant cette
élimination)
» Il faut faire diminuer le taux de chaines légeres en ciblant les cellules qui les
produisent (plasmocytes dans 0% des cas)

m Chimiothérapies de myélome avec une bien meilleure efficacité sur
— Les taux de réponse
— Larapidité des réponses

— La durée desréponses +++

» Du fait du stress des plasmocytes induit par les chaines
légeres anormales

» Si le taux de la protéine baisse les atteintes cliniques vont s’améliorer, souvent
tres lentfement et de facon différente suivant les organes et suivant les patients

Foie > rein > coeur > macroglossie

» La chimiothérapie ne joue pas sur les dépdts eux-meémes



Progrés dans le traitement de I'amylose AL o
Pourcentage de réponses hematologiques /e coe cremeterses s

and Immune Therapy Treatment
Strategies
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Months since Randomization VATTEO

1978 1998 2004 2007 2011 2015 2016 2017 2018 2020

MelPred MelDex Bortezomib | | | Carfilzomib Daratumumab
Pomalidomide

30% 65% DaraCyBorD

Cyclophosphamide Ixazomib

Thalidomide 9 (y
Lenalidomide 2%

ASCT CyBorD Bendamustine

65% 80%




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Daratumumab-Based Treatment
for Immunoglobulin Light-Chain Amyloidosis

E. Kastritis, G. Palladini, M.C. Minnema, A.D. Wechalekar, A. Jaccard, H.C. Lee,
V. Sanchorawala, S. Gibbs, P. Mollee, C.P. Venner, J. Lu, S. Schénland, M.E. Gatt,
K. Suzuki, K. Kim, M.T. Cibeira, M. Beksac, E. Libby, J. Valent, V. Hungria, S.W. Wong,
M. Rosenzweig, N. Bumma, A. Huart, M.A. Dimopoulos, D. Bhutani, AJ. Waxman,
S.A. Goodman, J.A. Zonder, S. Lam, K. Song, T. Hansen, S. Manier, W. Roeloffzen,
K. Jamroziak, F. Kwok, C. Shimazaki, J.-S. Kim, E. Crusoe, T. Ahmadi, N.P. Tran,
X. Qin, S.Y. Vasey, B. Tromp, J.M. Schecter, B.M. Weiss, S.H. Zhuang, ). Vermeulen,
G. Merlini, and R.L. Comenzo, for the ANDROMEDA Trial Investigators*

( Treatment Phase J ( Posttreatment Phase J

/ ) N

Key eligibility criteria:

DARA SC 1800 mg QW Cycles 1-2 DARA SC 1800 mg Q4W until Observation until
Q2W Cycles major organ deterioration—PFS major organ deterioration—PFS

*AL amyloidosis with =1 organ impacted
*No prior therapy for AL amyloidosis or
multiple myeloma

*Cardiac stage I-1IIA (Mayo 2004)
*Estimated glomerular filtration rate 220
mL/min

Screening (Day -28)
\ 4
1:1 randomization
(N=388)

3-6 +VCd QW X 6 cycles or maximum of (if DARA SC discontinued prior to
n=195 24 total cycles major organ deterioration—PFS )

N EnglJ Med 2021;385:46-58.




Objectif principal: réponse complete hématologique

m Hematologic CR was defined as normalization of FLC levels and negative serum and urine immunofixation

o IfiFLC < upper limit of normal, normalization of the uninvolved FLC and FLC ratio were not required

Updated analysis
(median follow-up 25.8 months)

Odds ratio 6.0
95% CI 3.8-9.6; P<0.0001

N EnglJ Med 2021;385:46-58. 8
OGO



I Que faire pour les 40% qui ne sont pas en RC ¢

LETTER OPEN W) Check for updates

MULTIPLE MYELOMA, GAMMOPATHIES

Treatment patterns for AL amyloidosis after frontline
daratumumab, bortezomib, cyclophosphamide, and
dexamethasone treatment failures
e s il

YiLin(®', Rahma Wavsame',Amie Fonder', Miriam Hobbs', Yi Lisa Hwa', Robert A. Kyle', S. Vincent Rajkumar 0 Shaji Kumar (' and
Angela Dispenzieri ('

© The Author(s) 2024
Leukemia (2024) 38:1423-1426; https://doi.org/10.1038/541375-024-02243-5

S. Zanwar et al.

1425

Dara-VCd +—— ~————— Subsequent Treatment

Best Hematologic Response
I Complete Response

I Very Good Partial Response
| Partial Response

[ 1 No Response

I Progression

Event at End of Treatment
Adverse Effect

Ongoing Treatment

Progression
Plateaued/Suboptimal Response
Provider Preference

Hymve

Subsequent Therapy Group
ASCT

I BCL2 Inhibitor-based

"% Daratumumab-based

70 Others

— h
-im
T
-30 -20 -10 .0 10 20 30

Time (months)

Fig. 1 Swimmer plot depicting details of subsequent treatment, best hematologic response to preceding Daratumumab, bortezomib,
cyclophosphamide, and dexamethasone (D-VCd), reason for switch to subsequent therapy and status at last follow-up for subsequent
therapy. ASCT autologous stem cell transplant, BCL2i BCL2 inhibitor, Dara daratumumab, IMiD immunomodulatory drugs, Pl proteasome
inhibitor, PT patient, Ven venetoclax. *These patients demonstrated rising serum-free light chains without meeting the formal progression
criteria.
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ASCT FOR AL. STILL AROLE?
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TRANSPLANT IN AL IS NO MORE A VALID OPTION




I Que faire pour les 40% qui ne sont pas en RC ¢

W) Chack for updates

LETTER OPEN

MULTIPLE MYELOMA, GAMMOPATHIES

Treatment patterns for AL amyloidosis after frontline
daratumumab, bortezomib, cyclophosphamide, and
dexamethasone treatment failures

Saurabh Zanwar (', Morie A. Gertz(®', Eli Muchtar (', Francis K. Buadi(3', Taxiarchis Kourelis(', Wilson Gonsalves',

Ronald S. Go(®', Suzanne Hayman', Prashant Kapoor (3', Moritz Binder (', Joselle Cook (%', David Dingli ', Nelson Leung (',

Yi Lin(®', Rahma Warsame', Amie Fonder', Miriam Hobbs', Yi Lisa Hwa', Robert A. Kyle', S. Vincent Rajkumar (3", Shaji Kumar (' and
Angela Dispenzieri ('™
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Leukemia (2024) 38:1423-1426; https:/doi.org/10.1038/541375-024-02243-5

The rate of hematologic CR was :
63% with ASCT,
50% with BCL2i-based regimens
10% with daratumumab-based regimens
0% for the 3 patients receiving other therapies
(p =0.057).

S. Zanwar et al.
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Fig. 1 Swimmer plot depicting details of subsequent treatment, best hematologic response to preceding Daratumumab, bortezomib,
cyclophosphamide, and dexamethasone (D-VCd), reason for switch to subsequent therapy and status at last follow-up for subsequent
therapy. ASCT autologous stem cell transplant, BCL2i BCL2 inhibitor, Dara daratumumab, IMiD immunomodulatory drugs, Pl proteasome
inhibitor, PT patient, Ven venetoclax. *These patients demonstrated rising serum-free light chains without meeting the formal progression

criteria.




Premkumar et al. Blood Cancer Journal (2021)11:10
https://doi.org/10.1038/541408-020-00397-w BlOOd Cancer Journal

ARTICLE Open Access

Venetoclax induces deep hematologic remissions
in t(11;14) relapsed/refractory AL amyloidosis

Vikram J. Premkumar ' Suzanne Lentzsch®', Samuel Pan®, Divaya Bhutani’, Joshua Richter?, Sundar Jagannath®,
Michaela Liedtke®, Arnaud Jaccard®, Ashutosh D. Wechalekar’, Raymond Comenzo®, Vaishali Sanchorawala 7,
Bruno Royerw, Michael Rosenzweig”, Jason Valent'?, Stefan Schénland '3, Rafael Fonseca®', Sandy \a'\fc»ng15 and
Prashant Kapoor'®

38 pts, 27 avec t(11;14), 3 lignes de tt antérieur,
58% Venetoclax +-Dex, 23% + bortezomib +-Dex

A. B

Best response in all evaluable patients (n = 38) Best response in evaluable non-t(11;14) patients [n = 10)

Best response in evaluable t{11;14) patients [n =27

63% VEPASCA — WCR WCR
VGPR VGPR 7B% VGPR/CR —
HPR W PR
W SD/NR W SD/NR

M Progression M Progression

Fig. 3 Hematologic response rate. A All evaluable patients, B response in non-t{11;14) patients, C response in t(11;14) patients.




“Frontline venetoclax consolidation in t(11;14) AL amyloidosis patients not

in CR at M3 post Dara-CyBorD: the VENAMY trial”

Pl: Murielle Roussel, sponsor: CHU Limoges, financement: ABBVIE + PHRC

Systemic
Theory AL amyloidosis 30% CR 50% CR

t(11;14) Positive

20 % of the patient experience CR after 6
cycles (29% of the 70% NonCR subgroup)

Systemic 30% CR
AL amyloidosis
t11:14) Positive T

Phase Il Study
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Daratumumab 1800 mg w w

Bortezomib 1,3mg/m2 w w w w w W
Cyclophosphamide 300 mg/m2  w w w Stop

Dexamethasone 20 mg w w w w w w

Venetoclax 400 mg J1-28 J1-28 J1-28 J1-28




I Traitement actuel de I'amylose AL

m Encore de la place pour des traitements simples et peu couteux
pour les patients les moins graves: Mdex, VCD

» Stade I/< 10% plasmocytes médullaire/pas d’ IR ou
d’ hypoalbuminémie profonde, pas d'atteinte hépatique avec bili
élevée

» Rajout trés rapide, 1 a 2 cycles, d” autres drogues si pas de RC

m Sifacteur de gravité : association avec anti-CD38

» Dara-VCD

» Dara-Vmdex
AMYLOID e Taylor & Francis
https://doi.org/10.1080/13506129.2022.2093635 Taylor &Francis Group
GUIDELINE ARTICLE 8 OPEN ACCESS M) Check for updates

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

Ashutosh D. Wechalekar®, M. Teresa Cibeira® (®, Simon D. Gibbs, Arnaud Jaccard®, Shaji Kumar® @, _
Giampaolo Merlinif, Giovanni Palladinif, Vaishali Sanchorawala? @), Stefan Schénland” (@, Christopher Venner',
Mario Boccadoro' and Efstathios Kastritis®

However, the availability of effective low toxicity treatment like daratumumab is changing the
treatment paradigm in AL amyloidosis, with the more frequent research of a complete hematologic
response.




I Comment traiter les patients avec |'atteinte cardiaque la plus grave ?

Score MAYO modifié

(Europe):
Stade 1 : NT-proBNP et troponine
normaux
Stade 2: seulement 1 élevé
Stade 3A: NT-proBNP < 8500 ng/I
Stade 3 B : NT-proBNP > 8500 ng/I

Survie

Survie en fonction du stade MAYO

517 patients

Survie médiane

_,96ans
—25.6 ans
- _,, 2.8ans
Y I B - —3 0.4 ans
012_\/ |
0,0 T T T T 1
0 2 4 6 8 10

Jaccard A. et al. Nephr & Therapeutiques. 2019.15(Supplement 1):S115-S152




||
Efficacy and Safety of Daratumumab Monotherapy in Newly Diagnosed Patients with Stage 3B Light-
Chain Amyloidosis: A Phase 2 Study by the European Myeloma Network - E. Kastritis

International Symposium on Amyloidosis
May 26 - 30, 2024

Cverall Surviva

Primary Endpoint: Overall Survival

-\ . . 6-month OS rate: 65.0%
w ) + 12-month OS rate: 45.0%
\_\ «  Median Survival time : 10.3 months
' i hY

Sureral
o
4
= e

. — Early mortality
’ * 15 days: 7.5% (3 deaths)
* 1 month: 10.0% (4 deaths)
- *« 3 months: 27.5% (11 deaths)

o L) 2 AL Ly o hLJ “? =
Fovwleerm [osl Darelamum o b admenndie o0 Jmenihsg

an ? L] " 12 . ] X ?

- Median (10.3 months) and 6-months (65%) OS with daratumumab monotherapy is longer than the
historical median (4-6 months) and 6-months OS (41-45%) in this high-risk patient population’

<

B
S INTERNATIONAL S0CHTY
. OF AMYLOIDOSIS

« Based on these results, dara monotherapy should be considered as an active and
relatively safe treatment option for stage 3B AL-amyloidosis pts.

« The addition of other tested pharmacological agents to dara could be a viable strategy to
improve clinical outcomes in stage 3B AL pts.



Progres dans le traitement de I'amylose AL
Pourcentage de réeponses hématologiques

and Immune Th
Strategies

JACC: CardioOncology

Giada Bianchi, MD," Yifei Zhang, MD, Py

AL Amyloidosis: Current Chemotherapy

STATE-OF-THE-ART REVIEW

erapy Treatment

State-of-the-Art Review

D," Raymond L. Comenzo, MDD

FIGURE 1 Evolution of Treatment in AL Amyloidosis

FLC Assay (Bradwell et al, Clin Chem, 2001)
Mayo 2004 Staging (Dispenzieri, JCO, 2004)

— Clinical LC-MS for typing (Vrana et al, Blood, 2009)

Mayo 2012 Staging (Kumar et al, JCO,2012)

European Collaborative Study Staging (Wechalekar et al, Blood, 2013)

1978 1998 2004 2007 2011 2015 2016 2017 2018 2020

MelPred

MelDex

—MALDI-TOF MS for Ig MRD (Mills et al, Clin Chem, 2016)

~NSG MRD FDA-approved for MM

30%

65%

Cyclophosphamide

Thalidomide
Lenalidomide

ASCT

65%

Bortezomib Carfilzomib Daratqmurqab
Pomalidomide
DaraCyBorD
RAEANNG 92% Bi-spécifiques
CART-cells
CyBorD Bendamustine
Venetoclax

80%




Patient de 63 ans, myelome depuis 2013,

m Trois lignes de traitement jusqu’a janvier 2022,
» VID (refus de I'autogreffe)
» Lenalidomide dexa
» VRD avec lenalidomide d’entretien
m Augmentation progressive du NT-proBNP et dyspnée d’effort

» Diagnostic d’amylose AL cardiaque (biopsie glandes salivaires et
graisses SC) en janvier 2022
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I Traitement parDaratumumab-VCD, Pomalidomide- endoxan-
dexa puis bendamustine inefficace

1 000 4
Qoa A

iS00 -

500

200 -

200 A
100 -

200
Fioa

Teclistamab, premiére injection e25/11/2022

Dara-VCD Poma endoxan dex Benda

| N

w [ | 13/06/2023 w [
@ 11:00 B
- Définitive \l P
231616556
¥ 0.77
m 0.68
1.13
Technigue : Néphélémétrie sur automate BHII
= i i i i i i i i i i I
4y (| (| (| (| (| (| (| (| (| (| (|
(] (] (] (] (] (] (] (] (] (] (] (]
I S B B 5 S 5 B S BN B & S N
(| — (| o =t L i) [ oo o0 (= —
i = = = = = = = = = i i
— — — — — — — — — — — —
O O O O O O O O O O O O

Date+Heure de préléevemer



Teclistamab

T-cell activation I

(CD25) — Cytokine release

CCD3" T cell (IFN-y, TNF-a, IL-10, etc)

Cell kill _
Teclistamab
BCMA x CD3
antibody
@
® @
® 00
Perforin $°
@
*
Granzymes w3
-+ :w g

2021 ASCO

ANNUAL MEETING

Amrita Krishnan




Tecli 6 mois
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I Patient de 65 ans, Amylose AL stade Ill Mayo depuis 2019
TT VCD en 2019, Isatuximab poma dex en 2022, Dara VCD
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Patient de 65 ans, Amylose AL stade Il Mayo depuis 2019
Tecli: 4 injections
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Amylose AL:

Y a-t-il encore des patients réfractaires 2



Teclistamab in relapsed or refractory AL amyloidosis, a multinational retrospective case series

Nathalie Forgeard®2, Dikélélé Elessal?, Alexander Carpinteiro®, Karim Belhadj*, Monique Minnema?®, ‘%
Murielle Roussel®, Antoine Huart’, Vincent Javaugue®, Pascal Laurent®, Bruno Royer?, Alexis Talbot?, g\ OO
Romain Gounot*, Ute Hegenbart'®, Stefan Schonland®, Lionel Karlin!!, Stéphanie Harel®, Efstathios ‘
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Age (années) 67 (48-83)
Temps médian depuis le diagnostic (années) 4,2 (0,4-23)
Cardiaque 12 (86%)
llla 6 CRS grade 1 9 (53%)
b 4
Rénale ® (6a%) ICANS grade 3 1
eGFR, mediane (range) 44 (7-103)
Hémodialyse 2 Infections bactériennes grade 3-5 5 (29%)
Infections virales 5(29%)
Myelome symptomatique associé 10 (59%) B .
CRAB 8 Supplémentation en IglV 12 (75%)
SLiM 2
Nombre de lignes de ttt, médiane (range) 4 (2-8)
Triple réfractaire 12 (71%)
Penta réfractaire 3 (18%)

Suivi médian 3 mois ; nombre de cycles de
teclistamab = 3 (0,25-10)
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17 patients multi-traités et multi-réfractaires: 15/17 VGPR ou mieux
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<51
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E 12-126 3¢ Death
= 10- 30 -0 ; ;
= @® Grade > 3 infectious AE
2 6-159 -5
£ 3¢ Grade > 3 ICANS
13-124 -3
3-122 -0
1-220 -0 -----} Ongoing treatment
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ssociated symptomatic
5-271 -0 1 multiple myeloma
15- 459
0 3 6 9
Follow-up (months)

Figure 1. Longitudinal follow-up of patients with AL amyloidosis treated with teclistamab. AE, adverse event; ND, not done; NR, no response.
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I Ameélioration de la survie depuis 2004

242 pts, 1979-2000 388 pts, 2018-2021
Mayo Clinic, surtout MP! Andromeda (sans les ITIB)?

Figure 10:  Kaplan-Meier Plot for Overall Survival (O5): Infent-to-treat Analysis Set (Study
1 = Ms, S4T6T414AMY 3001 )
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Cardiac complete response in AL amyloidosis has similar survival to matched

general population
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