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Traitement de I'amylose AL

m Vise drenverser |I'équilibre entre

m la formation des dépodts d'amylose qui dépend du niveau des chaines légeres
libres d'immunoglobulines monoclonales

m et leur élimination lente par I'organisme (en attendant les traitements permettant
d’éliminer rapidement les dépobts)

» Il faut faire diminuer le taux de chaines légeres en détruisant les cellules
productrices (plasmocytes dans 0% des cas)

m Chimiothérapies de myélome avec une plus grande efficacité sur
— Les taux de réponse
— Larapidité des réponses

— La durée des réponses

» Du fait du caractéere stressé des plasmocytes d'amylose

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

Foie > rein > coeur > macroglossie

» La chimiothérapie ne joue pas sur les depdts eux-mémes

» L'apparition de fraitements efficaces et bien tolérés rend beaucoup plus
exigeants sur la profondeur de la réponse



« Stringent low dFLC
response »
=dFLC<10 mg/l at 6 months

Loa-dRC PR
median TNT
not reached
CR: median TNT not reac™wd

3™
-E VGPR: median TNT
3 ROt renctwd
Manwani et al' BZOOd 2019 T R e—— PR median TNT 17 montrs
Non-respansze

median TNT 43

months

Log-rank <0 0001
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The utility of MASS-FIX to detect and monitor
monoclonal proteins in the clinic

Paolo Milani*23 | David L. Murray® | David R. Barnidge® |
Mindy C. Kohlhagen® | John R. Mills* | Giampaolo Merlini? |
Surendra Dasari® | Angela Dispenzieri!

Am J Hematol, 2017.92:772-779.
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Blood Cancer Journal

Minimal residual disease negativity by next-

. : k 5 dFLC levels were significantly lower in
generation flow cytometry is associated with

patients with undetectable MRD

improved organ response in AL amyloidosis (median 1.5 vs 6.5 mg/L, P = 0.001)
Govann Falad @', Bruro Pava @, Ashutosh Wechakar™®, Margherra Massa’, Paolo tilan™>, Mata Lase®,

Seram Ravichanden @, lsabel Krsnk”, Marco Basse™, Letre Burgos', Mada Nuvolore ™, Ramén Lecumben”,
Ancrey Foi™, Noemi Puig®, Midzni Antorietta Sesta’, Margherta Bozack'™, Pasausie Cascing™,

Ake Nevone =, Jessta Rpep ™=, Fierpacks Berti @, Simona Casanni @', Ombretta Aonibali ©, Aberto Dfao @,
Jemzs San-tAigud @ and Gamipaslo Merfri '~

PFS: 1 rechute vs 13

92 patients en RC hématologique :
(FLC ratio normal et IF sang et urine neg) g ey T
% w— e = NIh
MRD - MRD + z::’ 2l ¥
§ ol
Réponse rénale : 90% (28/31) 62% (18/29) E 40 Bold line: MRD negative patients (N=42)
% 30 Dotted line: MRD positive patients (N=50)
Réponse cardiaque 95% (22/23) 75% (24/32) £
7 e=0.001
U ! -I i | '-IZ ‘ , Ilo 2%

Time (months)

Fig. 1 Maintenance of amyloid complete response after MRD
assessment according to MRD status. Bold line: MRD negative
patients (N = 42). Dotted line: MRD positve patients (N = 50).
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Progres dans le traitement de I'amylose AL
Pourcentage de réponses hématologiques

ORIGINALARTICY

High-Dose Melphalan vers

AL Amvyloidosis: Curront C
and immune Therapy

Strategies

namotharapy

Treatment

Bortezomib, Melphalan, and Dexamethasone for
pus Dexamethasne for nght -Chain Amyloidosis

o i TN Efstathios Kastritls, MD'; Xavier Leleu, MD, PhD?; Bertrand Amu#f, MD, PhD?; Elena Zamagni, MD*; Maria Teresa Cibelra, MD, PhD";
Cheiben Ruchos 112, Soscium A M.t Fiona Kwok, MD, MBES®; Peter Mollee, MBBS, MMedSc’; Roman Hajek, MD*; Philippe Moreau, MD®; Arnaud Jaccard, MD, PhD'®,
T UL stefan 0. Schonland, MD*:; Robin Filshie, MBChB, PhD'; Emmanuelle Nicolas-Virelizier, MD'*; Bradiey Augustsan, MD**;
Pere Bovco M D P 0 Fateioe e i 5e 0 Maria-Victoria Mateos, MD, PhD'S; Ashutosh Wechalekar, MD'; Eric Hachulla, MD, PhD?; Paolo Milani, MD, PhD*?;

" :"'_" Y :' Meletios A. Dimopoulos, MD’; Jean-Paul Fermand, MD”; Andrea Foli, MD'"; Maria Gawriatopoulou, MD';

 Catherine Klersy, MD, MScEpid™®; Antonic Palumbo, MD'; Pieter Sonneveld, MD, PhD™; Hans Erik Johnsen, MD™1;
N Engl ] Med 2007;35 Glampscio Mertini, MD'; and Glovanni Palladini, MO, PO
’

Manths since Randomization

MATTEO

65%

80%

1978 1998 2004 2007 2011 2015 2016 2017 2018 2020

MelPred MelDex Bortezomib Carfilzomib Dm'“"‘“"?’b
Pomalidomide
o)
30% 65 A) DaraCyBorD
Cyclophosphamide Ixazomib 0
Thalidomide 92%
Lenalidomide
ASCT CyBorD Bendamustine
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VM NEW ENGLAND JOURNAL of NEDICINT

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. Malles, C.P. Venner, J. Ly, S. Schonland, M.E. Gatt, . . _
K. Suzifa, K Xl M.T. Cibesra, M, Beksac, £ Libby, ) Valent, V Hungllu,';'\"' ‘/""”'5‘ N Engl J Med 2021’385'46 58'
M. Roserawesg, N. Bumma, A Huart, M_A. Dimopaulos, D. Bhutans, A ), Waxrnan,
SA: Goodman, J A Zonder, S. Lam, K. Sang, T. Hansen, 5. Manier, W. Roeloffzen,

£ lamroziak, F, Kwok, €, Shimazaki, J.-S. Kim, E. Crusoe, T, Ahmadi, NP, Tran
X.Qm, 5Y. Vasey, & Tromp, J.M. Schecter, 8 M, Weiss, S H. Zhuang. J Vermeulon

G: Meddini, and R.L. Comenzo, for the ANDROMEDA Trial Investigators®

[ Treatment Phase | [ Posttreatment Phase |

i

DARA SC 1800 mg QW Cydes 1-2 DARA SC 1800 mg QW until Observation until
Key efigiblity criverta: gl | B QZW Oycles major organ deterioration-prs major organ deteriortion-Prs
*No priar theragy for AL aenyicidasis or é = m195 24 total cycles major organ deterlomtion-PFs |
rndtiple myeloms P s
=Cardac stage HIlA (Mayo 2004} g E
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Objectif principal: réponse complete heématologique

= 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% Cl 3.8-9.6: P<0.0001




Réponse hématologique globale

+ Longer follow-up confirmed the significantly higher rate of hematologic overall response (92% 1vs
77%) and 2VGPR (79% vs 50%) with D-VCd vs VCd
o =VGPR: odds ratio 3.7, 95% CI 2.4-5.9, P<0.0001
o Median time to zVGPR®* was 0.56 months for D-VCd and 0.82 months for VCd

Updated Analysis
(median follow-up 20.3 months)

92
77"
B N RC i
==% S0
RP 2 TBRP: | 2TBRP :
© 79% 50 %
D-VCd VCd

n=195 n=193




Réponse cardiaque et rénale a 18 mois

m Cardiac responses :
— in patients with NT-proBNP 2> 650 ng/l or NYHA Il or IV (D-VCd, n =118 ; VCd, n = 117)

— 230% drop in NT-proBNP serum level (> 300 ng/I) or NYHA, (drop > 2 classes in patients NYHA Il or IV)

m Renal responses:

— 230 % drop in proteinuria without > 25% drop in creatinine clearance

Cardiac response rates Renal response rates

6 Months 18 Months 6 Months 18 Months

Odds ratio 2.4 Odds ratio 3.7 Odds ratic 3.3 Odds ratio 4.4
95% Cl 1.4-4.4; P=0.0029 95% C1 2.1-6.6; P<0.0001 0 85% Cl 1.9-5.9; P<0.0001 95% CI 2.4-7.9; P<{(.0001
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' VCD Dara pour tous les patients en lere ligne ?

Base du centre de référence: survie des patients non réepondeurs en
fonction du stade Mayo:130 patients < PR a 3 mois

Al _ Stade Mayo
~ w \\ﬁ_%ﬁ — ! Plusla maladie est sévere
Rl —3  plus vite il faut obtenir une
£ oa reponse mais pour les

02- patients les moins graves

. rattrapage possible sans

0 6 12 18 24 per’re de chance
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CLINICAL TRIALS AND OBSERVATIONS

A prospective phase 2 trial of daratumumab in patients
with previously treated systemic light-chain amyloidosis

Murielle Roussel,’ Giampaolo Merlini,?? Sylvie Chevret,* Bertrand Amulf,> Anne Marie Stoppa,® Aurore Perrot,” Giovanni Palladini,??
Lionel Karlin,® Bruno Royer,® Antoine Huart,” Margaret Macro,'® Pierre Morel,'" Laurent Frenzel,’? Cyrille Touzeau,' Eileen Boyle,'
Véronique Dorvaux,'s Fabien Le Bras,'® David Lavergne,'”-'® Frank Bridoux,'”"? and Arnaud Jaccard'’-'®

Blood 2020 Apr 30;135(18):1531-1540.

N (%)

40 patients inclus VGPR or better 22 (55%)
Patients déja traités, médiane 3TT | ™~ 4 (10%)
dFLC > 50 mg NR 14 (35%)
NT-proBNP < 8500

Global response rate: 65%

14



' Hematological responses after 1 injection
NR =17 (40,6%) PR=7(17,5%) VGPR=13(32,5%)

-40
-20
0 -
HHHHHE | VPR

20 -

40 | PR

60

80 l NR

100

120

Global response rate: 50 %
Table 2. Predictive factors for hematological ORR dFLC initiale: 164 mg/I (IQR, 112-334)
Nonresponders (n = 18) Responders (n = 22) P

dFLC after 1 injection, median (IQR), mg/L 137 (82-238) 38 (26-69) <.001
dFLC decrease after 1 injection, % | 24 63 <, 001




' Questions non resolues

m Meilleur alkylant et place de I'alkylant:

D Le melphalan pourrait étre plus efficace pour les patients ayant un taux élevé de
chaines légeres libres sériques (dFLC > a 180 mg/I avec le test Freelite) ou une
translocation t(11;14).

m Durée du fraitement par daratumumalb 2
» 2 ans dans Andromeda

» Amydara: Dara en monothérapie pendant 6 mois !, 9 patients avec
une dFLC < 10 mg: 1 seul reprise de traitement avec 41,5 mois de

recul
o0 | VCD 4 cycles
1) Roussel M et al.

Blood. 2020;135(18):1531-40. g | mm VRD 6 CyCIeS
- *_ Dara: 6 mois
u

- -— . .- - - - - - — - - - - - - - - - - - - v -




Patients de stade IlIB de la Mayo Clinic

Rapid hematologic responses Improve outcomes in C
patients with very advanced (stage llIb) cardlac b
immunoglobulin light chain amyloldosis

haematwilogica 2018; 103:e165 .
Nt Adwwavt IDamen Joad Shaowene 3 Talraod
Saika Sackuiiahomonaoan, Thbawive Lane, Criwlewe Qnura -
Torys Yowgpaesr, Tivrer Seck, ) fekor ) Cocfoves

faw £2. G ove. Mortavose Powonra, el Wl

kg N Horwrksmr cond Asdvisodr Wechalobow .
Fire Compath Reobond AR Swecs Lovlom U e i N ——
= 4 "l . u u . ; = 54 o
Povrvend |V Dvvmpdes 3000 Ay v 1 vy 00
BlHaem
SHORT REPONI
First report of outcomes in patients with stage ITIb AL amyloidosis g
treated with Dara-VCD front-line therapy
0.8
Rajshckhar Chakraborty' © | Cars Rosenbaum’ © Gurbakhash Keur® |
Divaya Bhutand' | Jai Radhakrishman' | Markus Y. Mapara' | Mathew Masres' ® o6
2 g.
Suzanne Lentzsch' Z
4
=4
% 04
[
- o VTN
T [ 0.2
i ll . P
. l|“ i o 12 24 16 48
o1y OS Duration

SLEil s e il s L g A total of 10/19 patients (52.6%) died, with an estimated
one-year OS of 67.5% (95% Cl, 43.8-84.7).



Stathis Kastritis (Athenes) protocole Daratumumab
seul dans les IlIB

6-month OS rate: 64.5%
12-month OS rate: 47.1%

Overall Survival

1.0 + Censored
z 0.8
%
.§ 0.6
= "
5 0.4
5
& 0.2

0.0

0 6 12 18 24 30
Months
Patients at risk 31 20 13 7 4



EHA 2023

DARATUMUMARB PLUS BORTEZOMIB AND
DEXAMETHASONE IN NEWLY DIAGNOSED
PATIENTS WITH MAYO 2004 STAGE 3 LIGHT-
CHAIN AMYLOIDOSIS: APROSPECTIVE PHASE 2
STUDY

Ya-juan Gao

Author{s): Ya-juan Gao, Kai-ni Shen, Long Chang, Jun Feng, Lu Zhang,
Yue-ying Mao, Xin-xin Cao. Dao-bin Zhou. Jian Li

(Abstract releass date: 05/12/22) EHA Library. Gao Y. 06/10/2022; 357763, P903

Overall Survival

100+
80+ L_‘
]
$ o-
3
-
2
-
o
Mayo 2004 stage
204 =~ Stage la
- Stage 3
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Therapy Treatment

FIGURE 1 Evolution of Treatment in AL Amyloidosis

FLC Assay (Bradwell et al, Clin Chom, 2001)

Mayo 2004 Staging (Dispenzier, JCO, 2004)
= Clinical LC-MS for typing (VWrana ot al, Blood, 2009)

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

European Collaborative Study Staging (Wechalakar et &, Blood, 2013)
—MALDI-TOF MS for ig MRD (Milis et al, Clin Chem, 2016)
~NSG MRD FDA-approved for MM

1978 1998 2004 2007 2011 2015 2016 2017 2018 2020

MelPred MelDex Bortezomib | | | Carfilzomib Daratumumab
Pomalidomide
0
30% 65% DaraCyBorD
Cyclophosphamide Ixazomib 0
Thalidomide 92%
Lenalidomide
ASCT CyBorD Bendamustine
Venetoclax

65% 80%

80% chez les réfractaires




t(11;14) dans les amyloses: 50% des patients

m Si Amylose AL avec chaines Iégeres seules (pas d'lg entiere) 70% de
chances d'avoir une t(11;14)

Table 3. Association of 1{11;74) with hematologic parameters
AL amyloidosis series, patient groups 1-2,

Overall study population, patient groups 1-4,
n =231 n=285

No
411:14) No 1(11;14) P m 1(11:14) P

———
Intact iImmunoglobuln by immunofixation, 45(76 (58) 137/155 (88) < 001 7/38 {18) 34147 (72) < 001
no. patients (5%)
La 4375 (57) 78/155 (50) 1.0 26/38B (6B) 38047 (81) 10
patients (%)
Median involved FLC concentration, mg/L ND ND ND 257 193 10
10 10 1.0 10 10 10

Medlan plasma cell content, %
Tabla shows e association of the CA 111,14 with hematologic parametars [/N(3:)). he strongest essociation was detected batween the detecton of 111, 14) and the lack

of an Intact immunogicbulin.
FLC indicates full light chain; NO, not determined.

Evaluation of the cytogenetic aberration pattern in amyloid light chain
amyloidosis as compared with monoclonal gammopathy of undetermined
significance reveals common pathways of karvotypic instability

"Timann Bochder ' "Ute Heganbart| Fridrich W. Cremec Chrigtane Haiss, ' Axal Benrer,? Dirk Hoes, " Manion Mocs,'
Jelena Bila,F Caus R Batram 7 Anthony D. Ho,' Hartmut Gokischmidt ' 4 $Amna Jauch ? and $Siefan O. Schosfand'

BLOOCD, 1 MAY 20CS8 - VOLUME 111, NUMBER 9



Venetoclax et t(11;14): réponses fres rapides méme

chez les patients réfractaires
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Premiosmar et al Blood Cancer Journal 202111110
MIpR//doLong/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 @', Suzenne Lentzsch@', Samwel Pan’®, Divaya Bhutani', Joshua Richter®, Sundar Jagannath®,
Michaela Liedtke®, Amaud Jaccard®, Ashutosh D. Wechaiekar’, Raymond Comenzo®, Vaishall Sanchorawala@?,
Bruno Royer'®, Michael Rosenzwelg'’, Jason Valent'?, Stefan Schonland @', Rafael Fonseca@™, Sandy Wong'® and
Prashant Xapcor'®

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% VGPR/CR — mCR mCR
3 VGPR » VGPR 78% VGPR/CR —
W PR W PR
W SD/NR M SD/NR

M Progression M Progression B Progfession

Fig. 3 Hematologic response rate. A All evaluable patients, B response in non-t{11;14) patients, C response in t(11;14) patients.
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FIGURE 1 Evolution of Treatment in AL Amyloidosis
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' Patient de 63 ans, myelome suivi depuis 2013,

m Trois lignes de traitement jusqu’a janvier 2022,
» VID (refus autogreffe)
» Lenalidomide dexa
» VRD puis entretien lenalidomide
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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Teclistamab

b

T-cell activation '

(CD25) | — Cytokine release

5. €D3* T cell (IFN-y, TNF-a, IL-10, etc)
Teclistamab

4 S Qarm
BCMA = CD3
/ antibody

Cell kill
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Traitement par Daratumumab-VCD, Pomalidomide- endoxan-
dexa tpuis bendamustine : progression hématologique

Teclistamab, premiére injection 25/11/2022
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Open access Case report

e e First report of CART treatment in AL
amyloidosis and relapsed/refractory
multiple myeloma

Aina Oliver-Caldes © ,'# Raquel Jiménez,* Marta Espafiol-Rego,*”
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Feasibility of a Novel Academic BCMA-CART (HBIO101) ®
for the Treatment of Relapsed and Refractory AL i
Amyloidosis

Shlomit Kfir-Erenfeld’, Nathalie Asherie', Sigal Grisariu', Batia Avni', Eran Zimran'2, Miri Assayag,
Tatyana Dubnikov Sharon', Marjorie Pick?, Eyal Lebel?, Adir Shaulov?, Yael C. Cohen?, Irit Avivi®,
Cyrille J. Cohen?, Polina Stepensky', and Moshe E, Gatt?
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BCMA-Targeted CART (HBI0101), a Safe and

'Bfflcamous Novel Modality of Treatment for
g\t Chain Amyloidosis (AL) Patients

J\).,O
Nathalie Asherie, PhD

) Depagent of Bone Marrow Transplantation and Cancer Imnmunotherapy

ASGCT, Los Angeles, CA
- - May 2023

In 8 DARZALEX-refractory AL amyloidosis patients, NXC-201 treatment has resulted in 100%
overall response rate and 63% complete response

100% overall response rate, 63% complete response rate

After NXC-201: Near-complete elimination of 16.5 months was the duration of response with response
disease-causing free light chains currently ongoing for best responder
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'Amélioro’rion de la survie depuis 2004
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et innovutlons : www.congres-amylose.com
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