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Organ dysfunction
Reduced survival
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Heart 82%
Kidney 68%
Liver 14%
Soft tissue 17%

12%
10%
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Tahle 3-1. Amyloid fibril proteins and their precursors in human.

Systemic (5) or

Syndrome or invalved

Amyloid protein Precursor localized (L) lissue
AA AnSAA 5 Reactive, secondary to
chronic inflamnmation
AL Light chiin of 5L Primary or myeloma
immunaglobulin assoiated
AH Heavy chain of 5
immunaglobulin
ATTR MMutated TTRE 5 Hereditary
Wild-type TTR 5L senile
At podl Apoil -] Hereditary
L Auorta, merisous,
vertebral discus
Adposll Apaddl 3 Hereditary
Adypo ATV ApadTV 5 Aging
A0l Gelsclin -] Hereditary
AFib Fibrinogen 5 Hereditary
#2 chain
Alys Lysozyme 5 Hereditary
AR2M fi2-Microglobulin ] Asmeciated with dialysis
ACys Cystatin C 5 Hereditary
AR Af protein L Alrheimer's diseass,
precursar & i PP aging
Abr? ABPP L Hereditary dementia.
Eritish
ADan ADanPP L Hereditary dementia.
Dranish
APrP Pricn protein L Spongiform
encephalopathies
ACal Procalecitanin L C-oell thyroid cancer
AlAFP Islet armyloid L Langerhans’ islets,
palypepride insulinorma
AANF Atrial natriuvretic L Cardiac atria
peptide
APro Prolactin L Aging hypophyse,
prolactinoma
Abded Lactadherin L Semile aortic media
Alms Insulin L lafrogenic
Aker Eeratoepithelin L Hereditary corneal
dystrophies
Alac Lactaferrin L Comea
Alaap Oantogenic L OWantogenic turmor
ameloblast-
associated
protein
ASernl Semencgline [ L Wesicula seminalis
L
ATan Tau L Alrheimer's diseass,

fronto-tem poral
dementia, senile brain

HABAPP and ADanPP are derived from e same gene

*NIYNXI AL
** My AA , ***TTR (WT

'NNSYnN ****TTR



Types of Amyloidosis

Unclear
2%
Localised AA

o

Senile TTR
2%




ALECT2 AA
3.16% 2.86%

Other
6.55%

Types of Amyloidosis
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HBURE 3. A conmprehensive map of amyloid types by organs Each altemnating colored block: represents the frequency of armyload
types seen in a particular organ. KRT5-14 = keratin 5 and keratin 14 (s2e Figure || TRGEl = transforming growth factor-f-nduced

protein jg-h3.

Dasari, Surendra et al. “Amyloid Typing by Mass Spectrometry in Clinical Practice: a Comprehensive Review of 16,175 Samples.” Mayo Clinic proceedings vol. 95,9 (2020): 1852-1864.

doi:10.1016/j.mayocp.2020.06.029




Prevalence of transthyretin Amyloidosis in CA ‘(

Bons 80.50% 15.09% 297% 1.44% 77 48% 16.22% 5.41% 0.90%
Bone

marrow [ AL [IATRI] AR | A ] TR L TR
(n=1246) in=111)

Q4L 68% 3.19% 1.06% 053% 053% 88.52% 7.38% 4£10% 100.0%
e e AL _[AmR] An | come
{n=188) I - I - I e I . - n=122) (n=29)
Fat 81.89% 14.76% 1.04% 0.69% 0.69% 0.58% 0.23% 0.12%
scprate [AL_[ AR ] an | Ao | ame | an _[AjAeem
in=867)

59.48% 2817% 1017% 0.70% 052% 0.35X% 017% Gall 52.00% 40.00% 4.00% 2.00% 2.00%
e A [ A ]

Aine | AH_| Ak [OARMIJIUAENT] biaoder [ AL | AR | ALECTZ | A

i tadde [ AkpoAt |
. 79.69% 11.25% 5.62% 1.15% 0.18% 0.18% 0.12% 0.06
| tract
B T - TN uww—ml oo (AT

&64.83% 33.38% 091% 0.37% 0.23% 0.14% 0.10% 0.02%

Heart
inos1ey LAMR_| AL [IURANEN Aapoav | AA  [TAApoAl | AH | AGel _

Dasari, Surendra et al. “Amyloid Typing by Mass Spectrometry in Clinical Practice: a Comprehensive Review of 16,175 Samples.” Mayo Clinic proceedings vol. 95,9 (2020): 1852-1864.
doi:10.1016/j.mayocp.2020.06.029



Plasma Cell Disorders
* Definition:
* Monoclonal neoplasms developing from
. progenitors in the mature B-lymphocyte lineage

Include:

Multiple Myeloma
MGUS/SMM

MGCS

Primary Amyloidosis
MGRS

P O EM S Amyloidosis in Myeloma — 10%
TEMPI Myeloma in Primary Amyloidosis - rare




Plasma cell disorders are a spectrum of diseases

MGUS

./ Monoclonal
Gammopathy
of Unknown
Significance
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®m MNomal
m Multiple myelomia

m Momal

“ Amyloidosis

Albumin o,

- Median serum PP - 4g/l
* Median BJP - 0.1g/day
* Median PC% - 6%

Albumin ;o

* 15% - no detectable monoclonal protein
(only FLC).

spp  BJP

only, only,

23.00% 24.0%

Both
37.5%

75-80% have A light
chains
20-25% have « light
chains
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AL Light-Chain Amyloidosis

Table 1. Types of systemic amyloidosis” and patterns of organ
invalvement by type
Type of Cardiac Renal Liver/ PNS 5T
Amyloidosis Gl Tract
Kidngy (46%)
AL' *.' V v v V
ATTRm® v [V] V
ATTRwt v [] [v] []
AFib v v '
AApoAl y i v
ALys v y [¥]
AGel [V] i v
Paripharal nervous 3 stam (5%)
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28615-2016 Salivary gland 28615-2016 Salivary gland

Histological examination reveals cores of seromucinous salivary gland. The acini and ducts are

unremarkable.
Diffuse amyloid deposits are evident in the interstitial fat tissue and in the walls of blood vessels.

These deposits are stained with Congo red (pink:red material with yellow:green birefringence when
observed by polarizing microscope), lambda light chain (moderate staining) and kappa light chain (weak
staining) and do not stain for transthyretin.

Immunostaining for Amyloid A generated equivocal results (two attempts) and was noncontributory.



S23N mutation in exon 2

_Jal

arrow) in an African American man with
amyloidosis due to the Val122lle variant

/\ \/\ Exon 4 of TTR shows heterozygosity (lefft,
|

N
I\ [
I} | 1
| ]
\
L

—T 3 _!;;\ g . e
121 122 123
GTC GTC ACC
ATC

Val Val/lle Thr
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Electron microscopy (Immunogold)
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amyloid fibrils by immunogold electron
electron micrograph microscopy (IEM)
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Mass Spectrometry (Laser microdissertion)
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TYPING in Israel

Table 1
The characteristics of the three AL amyloidosis typing method.

Immuno-histochemistry Immunoelectron microscopy Mass spectrometry

Accessibility Widely available, Not available in most centers Not available in most centers

Sensitivity (%) 75-80 75-80 95

Specificity (%) 80 100 100

Comments Should be done by highly specialized pathologist, non-standardized, The gold standard for AL amyloidosis typing
Germany Hadassah, Italy Italy, Mayo clinic

SHEBA-Israel
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Renal Disease
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asymptomatic
proteinuria or clinically
apparent nephrotic
syndrome




Gl Disease

bleeding (due to vascular
fragility and loss of vasomotor
responses to injury),
gastroparesis, constipation,
bacterial overgrowth,
malabsorption, and intestinal
pseudo-obstruction resulting
from dysmotility



Liver and Spleen Disease

Hepatomegaly
with or without
splenomegaly

factor X
deficiency due
to binding on
amyloid fibrils
primarily in the
liver and spleen




Neuropathy

Mixed sensory and motor
peripheral neuropathy
and/or autonomic
neuropathy







Systemic amyloidosis: Protein misfolding disease

Formation of
amyloid fibrils

—_—

Lag phase

with addition
I of fibrils
Formation of
5 amyloid fibrils
~ without addition
% of fibrils
? Lag phase
-—

Time m—

0202022

Nucleation Critical nucleus

5y

Protofibrils

Merlini & Bellotti, NEJM 2003

150

100

NIS

50

Rate of disease progression

5 10 15 20 25
Years since symptom onset

Adams et al, Neurology 2015

Early diagnosis
*  40%<6 mos
*  40% >12 mos*

Rapid and deep
decrease of the
amyloid precursor

Reduce the load
of amyloid fibrils

*Lousada et al, Adv Ther 2015



AL amyloidosis: Protein misfolding disease

Incidence 10 patients/million/year

Kinetically unstable LC?
Glycosylated??

B cell clone!

¥y

— . e ===
Vot e —ﬂwe’"‘””l

1. Merlini & Stone Blood 2006
2. Oberti et al, submitted 2017
3. Milaniet al, IMW 2017 PS-186

Proteotoxicity

.-
T —

Oligomers
SAP
Fibrils
”
Mass action

o Heart 76%

« HFpEF

* Restrictive CM
o Kidney 68%

» U. albumin

* Renal failure

o Liver 15%

O Gl 8°/o

o Soft tissues 17%
o PNS 12%

o ANS 10%

Organ dysfunction

and reduced survival

Comenzo et al, Blood 2001 - Perfetti et al, Blood 2012 - Kourelis et al, Blood 2017
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A key to disease understanding

The free light chains ARE TOXIC to the organs

Eliminate the cells = Eliminate the toxicity

40
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TREATMEN

Eliminating TOXIC free light chains results
eventually in
target organ restoration of function

41



Transplantation

45 + — 14000
Day 100, complete
I 41 hematologic response + 12000 I
a5+

1 10000 £

g 37 :
E 2k | + 8000 E
p 7
E o1 + 6000 E
=2 451 #+—0| Organ response 3
: 1 4000 §
E 1+ Complete organ 3
® 5 Feels response + 2000 =
-,

AN better : : -0
& & 3 3 &
,bﬁrﬁh “}rﬁh q:;{éb h%{b M, qﬁg] héb ”‘-?:’{9
%{b hﬁ "-:."* Mﬁ‘ 43‘ ":" 6‘ {E} °
-
Year 0 1 2 3 4

Fig. 6-1. Time lag between hematologic response and organ response.



Prognosis &
Treatment

“You've got six months, but with
aggressive treatment we can help make
that seem much longer.”



STAGING

Staging Markers and .
system threshold Stages Outcomes
L. no markers above the cutoff : 1. median survival not reached, 60% surviving 1
NT-proBNP >332 ng/l I1. one marker above the cutoft years
Cardiac™* | ¢TnT >0.035 ng/mL "E:'i;?;? HT““ above the cutoff and NT-proBNP | 1"\ dian survival 49 months
(orcTnl>0.01ng/mL) | 1 “both markers above the cutoff and NT-proBNP :g; 'r':dd'_““ "'_“”'_"‘“ll }:‘ "“‘“;h_"‘
>8500 ng/L - 1an survival 5 months
NToor BN = 1500 mofl I 0 markers above the cutoff I. mcdn_an survival not reached, 55% surviving |
Revised Ma pro >18000g/L | 17 | marker sbove the cutoff years
SVISEL Y TR T 30,025 ng/mL ' II. median survival 57 months
Clinic "* ] I1. 2 markers above the cutoff ' i ]

dFLC =180 mg/L

IV. 3 markers above the cutoft

11, median survival 18 months
1V. median survival 6 months




Prognostic factors in AL: Response to therapy

New criteria for response to treatment in immunoglobulin light chain
amyloidosis based on free light chain measurement and cardiac biomarkers:
impact on survival outcomes. Palladini et al, J Clin Oncol. 2012;30:4541-9

10

£ :
E asf % e
B s : 0.5
a4 g 0.4
=8
a3t (1R ]
— CR (97 patients, 3.6 deaths/100 py)
82— WGPR (233 patients, 9.6 deaths/100 py) e B — it et 300 el e 30% v, 158
a1l = PR (140 patients, 23.7 deaths/100 py) B Tl vt Tty '
—— NR (179 patients, 47.2 deaths/100 py) — NT-prubillF rmprrs i beeed 20 rgh. st S0 secrmempe). 000 pedborts
I:LI:IIII 'Ill" i;-! ]‘5 d:ﬂ- D-DD 12 24 35 45
Time (months) Time (months)

Renal insufficiency and IMiDs may alter
aCR | Negative s. & u.IFE, normal FLR | NT-proBNP metabolism

New cardiac response criteria

VGPR drLC <40 mglk o reduction (>30% and >300 ng/L) of
PR dFLC decrease >50% NT-proBNP
NR other Organ response can be delayed

Depth of the response is the leading indicator of durability of treatment benefits



Heart involvement Is the determinant of

survival
: 30% died at 6 months, 94% of heart failure/sudden death

Survival probability (%)

100

90

&0

70

60

20

40

30

20

10

P<0.001

Cardiac involvement
750 patients
Median survival 18 months

198 patients with renal and without
cardiac involvement

Overall population
984 patients
Median survival 40 months

T T 1 P<OOO1

12 24 36 48 60 72

64 96 108 120 132 144

Time (months)

G. Merlini, Pavia,
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Survival (proportion)
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Depth and speed of hematologic response are vital

== aCR (97 patients; 3.6 deaths/100 py) A A4 PP
== \/GPR (233 patients; 9.6 deaths/100 py)

PR (140 patients; 23.7 deaths/100 py)
»++ NR (179 patients; 47.2 deaths/100 py)

Overall Survival (1-Month Landmark Cohort): 1-month response

CR

VGPR

PR
NR

Palladini et al. J Clin Oncol 2012;30(36):4541-9
Palladini et al. Amyloid 2021,28(1):1-2

1 1 T T

12 24 36 48

Time (months)

Negative s & u IFE + normalized FLCR
(unless uFLC >iFLC)

dFLC <40 mg/L
dFLC <10 mg/L if baseline dFLC <50

mgy/L
dFLC decrease >50%
All other patients

Mayo Stage llib, 1-month response: 2 VGPR vs < VGPR

Log-Rank p = 0.005

2 VGPR, n=48

<VGPR, n=85

Months

CR, n= 137

—VGPR, n=270

PR, n=252

— NR, n= 352

aCR, amyloid complete response; CR, complete response; dFLC, differ3ence in involved and uninvovled
free light-chains; IFE, immunofixation; iFLC, involved free light-chains; NR, no response; PR, partial
response; s/u, serum/urine; uFLC, uninvolved free light-chains; VGPR, very good partial response;

Ravichandran et al. Blood Cancer J 2021;118
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Treatment — utilization of all known anti-MM regimens

“We’ve found a mass. The good news is
we have weapons of mass destruction.”

Anti Myeloma
treatments are
effective yet
may be too
toxic for AL
patients

48



MM TREATMENTS

MULTIPLE MYELOMA treatments available 2025 :

FDA approvals in MM

Preclinical and clinical studies leading to

2006
Thalidomide

2012, 2015
Carfilzomib

!

!

_Panobinostat

2015

Proportion surviving

2005 2010 2015
2003, 2005, 2008 02&%7+ | 2013, 2015
Bortezomib (BTZ) ‘ BTZ Pomalidomide |
2015
Ixazomib
i | 1
2006, 2014 2015 2015
Lenalidomide Daratumumab Elotuzumab

Immunomodulatory agent
Monoclonal antibody

Proteasome inhibitor

HDAC inhibitor

Improvement in overall survival from l
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TREATMENT: MM

MULTIPLE MYELOMA treatments available 2025 and in the near future:

T0O0 MANY.CHOICES E—

Immune Modulators (IMiDs)

Proteasome Inhibitors

Thalidomide

Lenalidomide
(Revlimid)

Pomalidomide

(lberdomide/
Mezigdomide)

Antibodies

& / .> ] —
© -T00 MANY 0
3 7 i Daratumumab\Isatuximab
- = R0l i

Bortezomib
(velcade)

Carfilzomib

Ixazomib

BiTE antibodies therapy X 2 types

CAR-T cell therapy X2 types

imgfiipcom G
Elotuzumab
(VENETOCLAX for t11:14) XPO inhibition (Selinexor)
LAl Hadassah
B University Belantamab

Hospital
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TREATMENT: AL AMYLOIDOSIS

_treatments available 2025 :

T0O0 MANY CHOICES

ungtﬁp com

Hadassah

')«')
j University
Hospital

(VENETOCLAX for t11:14)

Immune Modulators (IMiDs)

Thalidomide

Lenalidomide
(Revlimid)

Pomalidomide

(lberdomide/
Mezigdomide)

XPO inhibition (Selinexor)

Proteasome Inhibitors

Antibodies

Bortezomib
(velcade)

Carfilzomib

Ixazomib

Daratumumab

Dara-CyBorD
Daratumumab,
Cyclophosphamide
, Bortezomib,
Dexamethasone

Elotuzumab

BiTE antibodies therapy X 3 types

Belantamab

CAR-T cell therapy X2 types
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Induction: AL AMYLOIDOSIS: Dara-VCd 15t line treatment

Eliminating TOXIC free light chains results eventually in
target organ restoration of function

Updated analysis P=0.286
ANDROMEDA Study Design (median follow-up 25.8 months)
0Odds ratio 6.0 P=0.019 [ | =
95% ClI 3.85-;5.]2;0P<0.0001 P=0.023
P=0.116 | ' 1
100%
100% ¢
90% F
80% P
=
D-vcd VCd
n=195 n=193 60% F
50% F
40% P
30% F
20% F
T i 10%
- 0%
= m = = = e Renal response Heart response Liver reponse total reponse
Depth of response as measured by all hematologic response criteria commesponded with MOD-PFS, which e .
o L LI B MRD-positive B MRD-negative
Hadassah (Lee et al. Journal of Cancer Research and Clinical
- TP — (Comenzo et al. ASH 2020 oral abstract #766). Oncology (2022).
H o s p i t a l
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Tentative monitoring schedule during (and after) treatment

Upfront treatment

. . Monitorin
continue until response plateaus (+2 cycles) 8

CR or VGPR plus Deepening

organ response Nl .. . Relapse
6-12 months organ response

2PR after 1 cycle 2VGPR after 2 cycles
(2 cycles if no Dara) (4 cycles if no dara)

\ 4
A\

y

© © 0 ©

Rescue therapy

CR, complete response; dara, daratumumab; PR, partial response; VGPR, very good response Adapted from Palladini & Milani. Curr Opinion Oncol (in press)




Most common agents used in rescue treatment of AL amyloidosis

100

M Partial response m®CR
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Responding patients (%)

30

20

10

Data pooled from:

Sanchorawala et al. Blood 2007;110{10:3561-3
Dispenzieri et al. Blood 2007;109(2):465-70

Moreau et al. Blood 2010;116(23):4777-82

Palladini et al. Ann Hematol 2012;91(1):89-92

Kumar et al. Blood 2012;119(21):4860-7

Kastritis et al. Blood 2012;119(23):5384-90

Palladini et al. Haematologica 2013;98(3):433-6
Sanchorawala et al. Haematologica 2013;98(5):789-92
Dinner et al. Haematologica 2013;98(3):1593-9
Lichtman et al. Am J Hematol 2014;89(7):706-8

pts)

Mahmood et al. Br | Hoematol 2014;166(6):842-8
Kastritis et al. Am J Hematol 2015;90(4):E60-5
Cibeira et al. Br | Haematol 2015;170(6):804-13
Hegenbart et al. Haematologica 2017;102(8):1424-31
Kastritis et al. Amyloid 2018;25(4):234-41
Kastritis et al. Blood Adv 2019;3(23):4095-103
Cohen et al. Br ] Haematol 2020;189(4):643-49
Basset et al. Br | Haematol 2021;195(2):230-43
Dispenzieri et al. Blood 2012;119(23):5397-404
Sanchorawala et al. Blood 2016;128 (8):1059-62
Palladini et al. Blood 2017:131(5):525-32
Sharpley et al. Br /| Haematol 2018;183:557-63

Milani et al. Amyloid 2020;27(4):231-36
Sanchorawala et al. Blood 2017;130(5):597-605
Dispenzieri et al. Leukemia 2021;36(1):225-35
Cohen et al. Br ] Haematol 2020;189(4):643-49
Sher et al. Blood 2016;128(15):1987-89

Kaufman et al. Blood 2017;130(7):900-02

Gran et al. Eur J Hematol 2018;100:386-88

Khouri et al. Br | Haematol 2019;185(2):342-44
Abeykoon et al. Leukemia 2019;33(2):531-536.
Arnall et al. J Oncol Pharm Pract 2019;25(4):1021-25
Canichella et al. Ann Hematol 2019;98(4):1047-48
Lee et al. Amyloid 2019;26(2):101-2

Ixazomib-based (145 pts)

75%

56% 24%
47%
42% 4%
23%
11%
0

Lenalidomide-based (822 pts) Pomalidomide-based (270

Daratumumab-based (671
pts)

Ghilardi et al. Amyloid 2019;26(3):173-74
Schwotzer et al. Hematol Oncol 2019;37(5):595-600
Van de Wyngaert et al. Br { Haematol 2020;188(3):e24-7
Sanchorawala et al. Blood 2020;135(18):1541-47
Godara et al. Clin Lymphoma Myeloma Leuk
2020:20(3):184-89

Chung et al. Blood Adv 2020;4(3):458-6

Lecumberri et al. Amyloid 2020;27(3):163-7
Kimmich et al. Blood 2020;135(18):1517-30

Roussel et al. Blood 2020;135(18):1530-40

Milani et al. Am J Hematol 2020;95(8):900-5

Cohen et al. Amyloid 2020;43(4):333-41

Courtesy of G. Palladini



Premkumar et al. Blood Cancer Journal (2021)11:10
https://doi.org/10.1038/541408-020-00397-w BIOOd Ca ncer JOU rna |

ARTICLE Open Access
Article

yenetoclax induces deep hematologic r.emi.ssions Venetoclax in Relapse/Refractory AL Amyloidosis—A
in t(11;14) relapsed/refractory AL amyloidosis Multicenter International Retrospective Real-World Study

Vikram J. Premkumar®'?, Suzanne Lentzsch@', Samuel Pan®, Divaya Bhutani', Joshua Richter, Sundar Jagannath?,
Michaela Liedtke®, Arnaud Jaccard®, Ashutosh D. Wechalekar’, Raymaond Comenzo®, Vaishali Sanchorawala @,

cancers MoPy

Eyal Lebel 1.2t Efstathios Kastritis 31, Giovanni Palladini 57, Paolo Milani %3, Foteini Theodorakakou 3,

Bruno Royer'®, Michael Rosenzweig'!, Jason Valent'? Stefan Schénland®'®, Rafael Fonseca®'?, Sandy Wong'® and Shlomzion Aumann 12, Noa Lavi %, Liat Shargian 78, Hila Magen 570, Yael Cohen #1?, Moshe E. Gatt 1>
Prashant Kapoor'® and Iuliana Vaxman 7/8*%
Overall response rate— (%) 23 (88)
Quality of response, 1 (%) CR 9 (35)
C VGPR 9(35)
Best response in evaluable t{11;14) patients (n = 27) PR 5(19)
NR 3(12)
Time to any response—median (range) months 1(0.3-12)
Time to best response—median (range) months 2(0.3-11)
104 t + Censored
. CR " " bl " i
78% VGPR/CR — VGPR 08 . -
z —_——
B PR g 06 _.]
.
B SD/NR - 7
= 04
B Progression aﬁ —_— —
02
00
oS 26 9 6 3 0
PFS 26 7 4 1 0
0 10 b 30 )
EFS

I— 0s

, C response in t(11;14) patients.



lreatment or relapsed/rerractory AL amyloiaosis — |

Daratumumab naive?

No Yes
ASCT-eligible? Daratumumab-based therapy
No Yes
Daratumumab refractory Mel200 ASCT"
Daratumumab-based therapy t(11;14) status
MNegative Positive
|
Treatment of relapsed/refractory AL amyloidosis - |l Venetoclax?3

Dara-refractory, non-t(11;14)

Bortezomib refractory?

Yes

| No

l

}

Pom-Dex or Len'-Dex

CyBorD?

"

Paucity of data, but second ASCT, carfilzomib?,
bendamustine can be considered
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The results of the phase-1 study on 16 Il

Efficacy and Safety of Anti-

Treatment—CART  patients with AL amyloidosis are reported QR = === EECUCIEONES

Receptor T-cell (CART) for the

MM cell death h e re " T SR Treatment Of RelapSed and
Refractory AL amyloidosis
. 5 _E= : ascopubs.org/doi/full/10.1200/JC0-24-02252
BCMA _. 5
I scrv
a‘Vsignaling
* domain
Cytotoxic !
cytokines

Figure 1
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* The achievement of fast and deep responses is therefore
crucial AND TRANSLATING INTO FAST ORGAN RESPONSES

* The patients are extremely fragile BUT CAN EDURE THESE
TREARMENTS



Belantamab Mafodotin

Y-

ORR 100% ORR 100% ORR 100%

100, 0%

ORR 62.5%

Kastritis et al. Khwaja etal. Lebel etal. Zhang etal. Chakraborty 5Stalker etal. Mannetal. Forgeard et Lebeletal. Goel et al.

S 1 )
_ s —_— ORR 88.2%
ORR 83.3%
< - ORR 75%
' ‘ ORR 71%
70,00 ORR 66.6%
B0, DA%
ORR 53.6%
50,044
T
A0, 044
20.0%%
10,085
Bispecific antibodies

etal. al.
e mlow-dFLCres m PR _mVGPR mCR decel/
e-ce
Belantamab mafodotin I Teclistamab [ Heto101
Cilta-cel
¥ b FIGURE 1 Graphical representation of response rates to anti-BCMA therapies in RR AL amyloidosis according to published results of studies
gl el L including more than one individual. BCMA, B-cell maturation antigen; Cilta-cel, ciltacabtagene autoleucel; CR. complete response; Ida-cel, idecabtagene

vicleucel; low dFLC res, low difference between involved and uninvolved free light chains response; ORR, overall response rate; PR, partial response;
VGPR, very good partial response.
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Talquetamab case report . Leuk Lymphoma 2025 in press




AMYLOID DISSOLVING THERAPY

Specific anti amyloid antibodies:
NeoDO001
CAEL101
GSK2398852 and GSK2315698 (anti sap)

SPECIFICANTI AMYLOID ANTIBODIES:
NEODOO1
CAEL101
65K2398852

AND GSK2315698 (ANTI SAP)

. NEOD (Birtamimab) for
MAYO stage 4

' Q-+ CAEL101

Khouri et al. Abst 736 ASH 2020

AT-02 Control

Preclinical characterization of AT-02, a pan-amyloid-binding immunoglobulin-

peptide fusion protein capable of inducing enhanced phagocytosis of amyloid

WALL, JONATHAN', KLEIN, L. MICHAEL?, SELVARAJAH, SUGANYA? , GUTHRIE, SPENCER?,

BELL, GREGORY? SIRAC, CHRISTOPHE® , CODQ, ROUSSINE® FOSTER, J. STEVE',

WILLIAMS, ANGELA', RICHEY, TINA', BALACHANDRAN, MANASI', JACKSON, JOSEPH',

STUCKEY, ALAN', MARTIN, EMILY', MACY, SALLIE', WOOLIVER, CRAIG', HEIDEL, R. ERIC,

KENNEL, STEPHEN". i
T University of Tennessee Graduate School of Medicine, USA (
2 Attralus, USA

3 Controle de la Repsonse Immune B et Lymphoproliferations (CRIBL) Laboratory, CNRS UMR7276, INSERM

UMR1262, National Reference Center for AL Amyloidosis, France

Intencity
4051.0

39090
20550

20030




73 N2 Nyd .X.)
:N7INN 7Y 1770 )7nnn wnn

'NINAXN TNN 0DIW 14 A9 N NI e

FLC 2 07y DIw 4 197 . q'onMa ' TV

NDINN NAI9N] AW — TA72 DARA nydi VD-DARA 7nin
L.NTIPN N 1Y NNIYRIN DT'NIYA- 17 17X

DIVS0AI N'OSNLVIYS'N AT TNNNXN DY
ninN2a 30 Wi TN nNIY

nwN |"TYY N1I7Nnn)
(...01'0Q 77 NN'wa NI
...0DT YN? N2 719'0 UTIN



.
:
i
F




CONCEPTS OF TREATMENT: AL AMYLOIDOSIS

IN CONCLUSION: UNDERSTANDING the CAVEATS of AL Amyloidosis and its treatment

strategies:
— Primary AL amyloidosis is a rare disease 5-10: 100,000.

(Limited experience in therapy. Limited or no clinical trials);

— AL amyloidosis is a spectrum of plasma cell disorders, MM being the prototype hematologic malignancy
(But its features are non hematologic at all.....severe CHF...);

— It is lethal.

(Without treatment cadiac patients will die rapidly);

— Treatment is based on MM accepted therapies.

(but OFF LABEL at best);
— Treatment is based on MM accepted therapies.

(But the patients are extremely frail and do not endure these therapies);
— Even with treatment it is still deadly. And it takes long time to organs to recuperate
* (This is why a deep and quick responses to treatment are so important).

* IMMUNOTHERAPY IS VERY PROMISING!!!



rmoshg@hadassah.org.il

‘:(;; f\: nj)e

.
lmvf—_r\\u
0 A 0

0, )
NVt
=

THANK YOU FOR LISTENING

Take home massages:

Diagnose early.

Typing is essential

MM treatments may be too toxic
for AL patients.

Go slow change fast

However- there are many new
treatments that are being shown
to be SAFE and effective for AL as
well.

The future looks
extremely bright
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