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About ARC
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ARC’s mission is to improve and extend the lives of those with amyloidosis

IMPROVING
the speed and
accuracy of
diagnosis

INCREASING
our understanding
of the genetics,
biology and
natural history
of amyloidosis
to identify new
treatments

ACCELERATING
regulatory
approval and
reimbursement
of effective
treatments for
patients

ENHANCING
care and quality
of life of patients

and caregivers
throughout their

amyloidosis
journey

Amyloidosis Research Consortium
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Before We Begin [ ==

Consortium

)

This webinar is recorded. Submit your questions If you are having trouble
We will post the webinar anytime via the Q&A with the audio using your
on our website so you can box. We will try to computer, you can dial in

view it again later. answer them at the end. (check your email for info).

Amyloidosis Research Consortium 4



Amyloidosis
Research
Consortium

AL Amyloidosis Booklets
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Upcoming Webinars
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Healthy Aging and Amyloidosis
August 27 | Noon ET

Jill Waldron, MSN
University of Utah

Orthopedic Issues in Amyloidosis

September 24 | Noon ET

Mazen Hanna, MD
Cleveland Clinic

William Seitz, MD
Cleveland Clinic
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Relevant Disclosures
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What is amyloidosis?

Depolymerization Fibril yield
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Nucleation phase Elongation Stationary
phase phase

Idanza MG, Nat Rev Cell Bio 2018
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What is amyloidosis?
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Extracellular plaque Extracellular plaques
sequester

e carbohydrates

e lipids

* metal ions

* nucleic acids

e other proteins

Fibril
endocytosis

Oligomer I \
endocytosis
Oligomers cause ‘

ROS generation
T ™ \ 4
\ ) ‘ Early
Pt endosome

Mitochondria
\
Fibrils perturb Golgi

ER membrane .
Late
endosome ﬁ
\MER

¥ Proteasome ’
’ Lysosome

Nucleus

Fibrils block nucleocytoplasmic

transport of protein and RNA Endocytosed oligomers and

aggregates permeabilize

lysosomal membrane and
h escape into cytosol

Idanza MG, Nat Rev Cell Bio 2018

Proteosomes
sequestered aggregates
into intracellular

inclusions q__‘)
N’I

Mechanisms of
amyloid toxicity

Fibrils form intracellular
inclusions that sequester
* carbohydrates

e lipids

* metal ions

¢ nucleic acids
e other proteins

C gy

Cell-to-cell spreading
of oligomers and

Amyloidosis Research Consortium
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http://www.pathology.vcu.edu/education/PathLa
b/pages/renalpath/rpsr/images/amyloid_sr/
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http://stanfordhospital.org/cardiovascularhealth/amyloid/al_prima
ry_amyloidosis.html
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http://stanfordhospital.org/cardiovascularhealth/amyloid/al_prima
ry_amyloidosis.html
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The type of damage amyloid causes
depends on the source




Light chain (AL) amyloidosis can affect most Ao
organs of the body

* Most commonly kidneys / heart / nerves / GI tract

* Also can involve lungs, skin, tongue, muscles, joints, etc.




Amyloidosis

What is light chain (AL) amyloidosis? Concardum

toxic light chains in blood

N

Amyloid deposition in
organs, causing
damage




Plasma cell-directed

/ treatments
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ains in blood

New agents clearance of amyloid
>
(coming soon?) from organs?

Amyloidosis Research Consortium
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Historical standard pre-ANDROMEDA { ==

Mel-dex: Oral melphalan and steroid (dexamethasone or prednisone)

MVD: Mel-dex plus subcutaneous or IV bortezomib (Velcade)

CyBorD = bortezomib (Velcade), cyclophosphamide + dexamethasone

High-dose chemotherapy with autologous stem cell transplant (“bone marrow
transplant”)

- One of our most effective treatments but also the most toxic, with higher
risk of severe morbidity or even mortality

18
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ANDROMEDA: CyBorD with or without Daratumumab [ ==

Daratumumab: FDA-approved in multiple myeloma and borrowed for AL for years

CD38 unconjugated monoclonal antibody, meaning no payload

Initial pilot studies in AL showing good tolerability and effectiveness

Footnote: Why does multiple myeloma (MM) always come up in these AL discussions?

* They’re “cousins” that both stem from plasma cells

* MM is 10x more common, so many drugs are initially developed and get FDA approval in MM. They’re then
“borrowed” for treatment of AL without FDA approval.

Amyloidosis Research Consortium 19
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How Daratumumab Kills Plasma Cells [

Apoptosis

s ﬁ:\
i

S— ' Crossdinking
o

Cell duath
—
-

Sanchez L, J Hemat Oncol 2016
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ANDROMEDA: CyBorD with or without Daratumumab [ ==
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* Newly diagnosed AL with heart involvement

* Excluded patients with

* NYHA class lllb or IV CHF, Mayo stage 3b (NT-proBNP >8500 ng/L)
(severe heart failure)

e GFR £20 ml/min (severely reduced kidney function)

* Unmeasurable disease hematologically (M-spike <0.5 g/dL and
involved-uninvolved light chain of <5 mg/dL). (really low levels of
amyloid protein in the blood)

Kastritis E, New Eng J Med 2021

Amyloidosis Research Consortium 21



{

Amyloidosis
Research
Consortium

Screening

(Day -28)

1:1 randomization

(N=388)

6 months 18 months

Treatment Phase

Posttreatment Phase

DARA SC 1800 mg* DARA SC 1800 mg
QW Cycles 1-2, Q2W Q4W until
Cycles 3—6 + VCd® MOD-PFS or
QW X 6 cycles maximum of
n=195 24 total cycles

Observation until
MOD-PFS
(if DARA SC discontinued
prior to MOD-PFS)

Footnote: VCd = CyBorD

Adapted from Kastritis E, New Eng J Med 2021

Amyloidosis Research Consortium
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Adding dara suppresses light chains in the blood more
deeply and more quickly
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100 -

80 -

60 1 >vGPR:
79% |

ORR, %

40 A

20 4

Overall Response

92%

25
VGPR

13 PR

77%
31

28

2VGPR:
49%

DARA-CyBorD

Median time to best response: 60 days for dara-CyBorD vs 90 days for CyBorD

n=195

CyBorD
n=193

Primary endpoint —
hematological complete
response

(suppression of light chain
proteins below detectable
levels)

Subgroup analysis: Benefit present irrespective of baseline variables

Kastritis, EHA 2020, abstract #L.B2604

Amyloidosis Research Consortium
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Adding dara prolongs time until amyloid proteins again
rise in blood, end-stage organ failure, or death
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10040

Yy % Qoo @Bo--00--m@ocsy Daratumumab
&0® @000

Control

40-

304

Percent of Patients without Event
w
T

204 . . . : .
Hazard ratio for major organ deterioration, hematologic

104 progression, or death, 0.58 (95% Cl, 0.36-0.93)
P=0.02

0 I I I I I I I I I I 1

0 2 4 6 8 10 12 14 16 18 20 22

Months since Randomization

MOD-PFS defined as haematologic
progression (IRC assessed), end-stage
cardiac or renal disease, or death

At a median follow-up of
11.4 months, MOD-PFS was
improved with DARA-CyBorD?

Kastritis, EHA 2020, abstract #LB2604; Kastritis, New Eng J Med 2021

Amyloidosis Research Consortium
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Adding dara facilitates heart and kidney recovery [ ‘e
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6 month organ response by arm

70 - B DARA-CyBorD M CyBorD
= b b
60 - P =0.0029 P <0.0001

54%

50 -

42%

40 -
30 -

Response rate, %

20 -+
10 -

n=118 n=117 n=113 n=117
Cardiac response? Renal response?

Kastritis, EHA 2020, abstract #L.B2604
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As a result of ANDROMEDA, most patients with newly diagnosed AL
amyloidosis get some form of daratumumab + CyBorD
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Relapsing amyloidosis: How it presents Comsortium

toxic light chains in blood

N

Amyloid deposition in
organs, causing
damage




Relapsing amyloidosis: How it presents e
5" @ Cells grow first, but we don't see that because
d {ey re in the bone marrow

toxic light chains in blood — usually this is what

\ we see first, on blood work

Amyloid deposition in
organs, causing damage, if
levels get high enough
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Relapsing amyloidosis: How it presents Consortium

Recurrent amyloidosis organ damage is often a matter of
AL “picking up where it left off,” meaning organs affected
before can start taking damage again.

New organs can also be impacted.
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What's the role for stem cell transplant in 20267 Consortu




The stem cells do nothing for AL.
They're purely for bone marrow
recovery.

It's the chemotherapy that treats
amyloidosis by killing stem cells.

Stem cell transplant is really just very
intensive plasma cell-directed therapy.

https://bloodcancerunited.org/blood-cancer-care/adults/types-blood-cancer-treatment/stem-cell-
transplantation/autologous

Amyloidosis Research Consortium

Autologous Stem Cell

What's the role for stem cell transplant e

e Reinfusion Into Patient
The frozen stem cells

0 Stem Cell Mobilization

The patient gets treated with certain drugs
that will:

» Cause the body to produce more stem cells

are thawed and infused « Cause the movement of the stem cells from
back into the patient. The the bone marrow into the bloodstream.
stem cells travel to the
== —
bone marrow and begin 2 ((A‘ «%’I-*‘
producing new blood cells, |/~ . \ (-4
LA [t

Conditioning
and Treatment

The patient
receives high-dose
chemotherapy
with or without
radiation therapy
to kill remaining
cancer cells and
also gets rid of the
blood-producing
cells that are left in
the bone marrow.

N\ B /3
U' _ /») W e Collection of
>\_/ | Stem Cells
3 \\\ | The patient’s stem
™\ cells are collected
from either their
blood or bone
marrow.” Blood is
taken from a vein
in the patient’s arm.

v
v'y

*Bone marrow is removed
under sterile conditions
in an operating room
while the patient is under
anesthesia. This Is done
less often.

& W

ok WS
oAl | b
e Processing Y ¥

The blood is processed through a machine that

removes the stem cells. The stem cells are frozen.
The rest of the blood is then retumed to the patient.



What's the role for stem cell transplant in 20267 [ =

« Stem cell transplant was arguably the gold standard for treating
many people with newly diagnosed AL until ANDROMEDA

« Daratumumab-CyBorD is highly effective and certainly less toxic
than transplant. Is it as effective?

« That's unknown. What happens most often currently, is that we
often start with dara-CyBorD, and if response is inadequate, plan
B is sometimes transplant




How do we treat relapsed AL? [ ==

« No clear gold standard, but many options
« For AL with t(11;14), we often use venetoclax

« (Can recycle what we did before, if first remission was long
enough (repeat daraCyBorD, etc.)

« Borrow agents from myeloma: lenalidomide, pomalidomide,
carfilzomib, etc.
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Where we go from here...

« We're getting better with treatments, but we're not quite there yet

» Persistent problems we're working on:

* “Heme responses” are sometimes inadequate, meaning light chains
are insufficiently suppressed, and daraCyBorD is not benign

* Organ damage takes months to years to improve, if it improves at all

e Existing AL therapies suppress light chains in blood but do nothing
to remove amyloid that’s in organs already




Improving plasma cell-directed therapies [ s

* Bispecifics
« CAR-T

 Both being investigated for both newly diagnosed and relapsed
AL




Amyloidosis

Removing amyloid from tissues R e

- NEOD-001
« CAEL-101 (anselamimab)




Plasma cell-directed

/ treatments
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ains in blood

New agents clearance of amyloid
>
(coming soon?) from organs?

Amyloidosis Research Consortium

37



100 ~
e 90 - ALL PATIENTS
® g4 '3
= o Anselamimab + PCD
< 70 - “L
w +-
=
Fer) 60 -
®
e: o Placebo + PCD
o
® 40 4
o
S 304
c
b]
o 20
—
4]
- 10 4 Hazard ratio (95% Cl) 0.80(0.57 to 1.13)

P .0290
0 1 L 1 1 1 I 1 I 1 L
0 24 48 72 96 120 144 168 192 216

Time Since Random Assignment (weeks)

Adapted from Wechalekar, J Clin Oncol 2026

{

Amyloidosis
Research
Consortium

Amyloidosis Research Consortium

38



100

90 ALL PATIENTS
80 - \‘\

=

Percentage of Patients Alive (%)

s_“ Anselamimab + PCD
704 ‘hM
- —HiH -
60 - L L T "

{

Amyloidosis
Research
Consortium

100
50 - %
= 90 -
4 - = \ KAPPA AL
L 804
30 — g D Anselamimab + anti-PCD
< 70 - - "\_ =
20 - §4) =
& 60
10 4 Hazard ratio (95% Cl) 0.80 {0.571 g
o L a 501 Placebo + anti-PCD
1 L 1 1 1 o
0 24 48 72 96 o 407
&
Time Since Rand £ 307
S 20 -
—
(5]
O- 10 4 Hazard ratio (95% Cl)  1.02{0.68to 1.52)
Pvalue 647
0 1 1 T 1 1 1 1 L 1 1
0 24 48 72 96 120 144 168 192 216

Adapted from Wechalekar, J Clin Oncol 2026

Time From Random Assignment (weeks)

Amyloidosis Research Consortium

39



Amyloidosis
Research
Consortium

{

100 -
e 90 - ALL PATIENTS
® g4 '3
D = Rl
<< 70 - -k wmdb -
%) e
E - —H"-N'HMH
m 60 o lﬂ-*.l.l 1} a
b= 100
2 BO- %
— = 90
o 401 i o LAMBDA AL
o ge 80 -
S 30 - — ﬁ\ﬁ
B < 70 Ty
%) b, J—
(] 20 - —
—~ o
[ & 60
Q- 10 4 Hazard ratio (95% Cl)  0.80 (0571 &=
4+]
P L0290 o 50
0 1 L 1 1 1 “6
0 24 48 72 96 o 407
&
Time Since Rand £ 307
S 20-
(5]
O- 10 4 Hazard ratio (95% Cl)  1.02{0.68to 1.52)
Pvalue 647
0 1 1 T 1 1 1 1
0 24 48 72 96 120 144

Adapted from Wechalekar, J Clin Oncol 2026

Time From Random Assign

Amyloidosis Research Consortium

Anselamimab + anti-PCD
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Wrap-up

« Daratumumab-CyBorD is standard
diagnosed light chain AL

» Heme responses are typically excel

for most patients with newly

ent, but still not perfect

« Stem cell transplant is probably fac

* Newer approaches are extremely p

* Anselimumab for kappa AL
* Venetoclax for t(11;14)

* Bispecifics / CAR-T are coming

ing out but not gone yet
romising
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