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Amiloidosis AL

Incidencia: 10-15 casos por millén de personas-aio
10% de los pacientes con mieloma multiple pueden asociar depdsitos de amiloide AL
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Agenda

* Diagnostico precoz

* Tratamiento de primera linea
— Objetivos de respuesta
— Enfermedad minima residual

— Papel del mantenimiento
— Rol del auto-TPH

 Tratamiento de la recaida
* Perspectivas de futuro
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Time before diagnosis, months

Median time between symptoms and
diagnosis > 1 year

Median number of specialists visited: 4-5

Monoclonal Gammopathy already
known in 30% before diagnosis

Louzada |, et al. Adv Ther 2015.
Hester LL, et al. Eur J Haematol 2021.
Palladini G, et al. Blood 2021.

Singh A, et al. Blood Cancer J 2024.



* MGUS with FLC impairment
- Pro-BNP
- 24h proteinuria (albuminuria)
- Alkaline phosphatase

* MGUS/Multiple Myeloma with:
* Atypical symptoms

e Carpal tunnel syndrome (bilateral)

* Low-voltage ECG

Palladini G, et al. Blood Cancer J 2023.



Low risk MGUS -
I - -
Low/ high Intermediate
MGUS risk MGUS with normal
stratified by Mayo |™ | FLCr —_—
score* 605 pts
4742 pts
Low/high intermediate
and high risk MGUS with

abnormal FLCr
1375 pts

Final diagnosis of AL amyloldosks
at pre-symptomatic stage
22 pts [1.6%)

Mangiacavalli S, et al. Am J Hematol 20

Follow-up made by primary care
physician

Follow-up made by Division of
Hematology without biomarkers

Follow-up made by Division of
Hematology including biomarkers

— | * Multiple Myeloma: 34 pts (5.6%)

Progression in LPD: 36 pts (5.9%)

* Waldenstrdm Macroglobuliemia 2 pts (0.3%)

Progression in LPD: 108 pts (8%)
Multiple Myeloma: 79 pts (5.8%)

-

No biomarker
abnormality during * Solitary Plasmacytoma: 2 pts (0.2%)
—_— )
follow-up * MNon-Hodgkin's Lymphoma: 14 pts (1%)
1315 pts (95.7%) * Waldenstrém Macroglobulinaemia: 11 pts (0.8%)
+ Chronic Lymphocytic Leukemia: 2 (0.2%)
Renal biopsy
+ 12 Diabetic nephropathy
Proteinuria __»| * B Hypertensive
(=0.5 g/24 h) nephrosclerosis
20 pts
Cardiac assessment
Additional work- including:
up according to Elevated NT-proBNP . cardiac MRI and Holter ECG
biomarker l6pts * § Hypertensive
alteration cardiomyopat vy
’_L « 7 Arrhythmias
Elevated ALP Hepatic biopsy
2 —*| =« 2 Nonalcoholic fatty liver
pts
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En un futuro proximo:
* Propiedades de la cadena ligera monoclonal circulante
 Caracterizacion del clon de células plasmaticas

* Pruebas de imagen de 6rganos afectados

Algoritmos de IA/Machine learning



Caso clinico

Mujer de 79 aiios

ANTECEDENTES PERSONALES

* Dislipemia

Fibrilacion auricular
ERC 4 A2 no filiada

Proteina monoclonal desde hace 20 anos

Ingesta de AINES de forma crénica

No antecedentes familiares de interés

£ % Clinica
Ty Universidad
ANAZ- de Navarra

Medicacién habitual:

- Apixabdn 2.5 mg: 1-0-1

- Pravastatina 20 mg: 0-0-1
- Clonazepam Tmg: 0-0-1

- Calcio y omega 3



Caso clinico

HISTORIA ACTUAL

En seguimiento por Medicina interna y Nefrologia en otro centro.
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Cr: 0,94 Cr:1,2 Cr:1,5 Cr: 2,02 Cr: 2,15 Cr: 2,36
FGe: 59 FGe: 45 FGe: 34 FGe: 23 FGe: 21 FGe: 19
05/18 05/20 03/22 04/24 09/24 11/24
Prot : 300 Prot,: 260 Prot,: 483 Prot,: 392
’ Alb,: 62 Alb,: 202 Alb,: 189

Desestimada biopsia renal por edad

Cr (creatinina): mg/dL .FGe (filtrado glomerular estimado): ml/min/1.73m2. Prot (proteinuria): mg/g .Alb (Albuminuria): mg/g
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Caso clinico

Estudios complementarios

* C3 y C4 normales

* Proteinuria mixta, con presencia de albimina e inmunoglobulinas
policlonales

* sCM IgG-lambda de 0,97g/dL
* Cadenas ligeras libres kappa: 57 mg/L

Biopsia renal
* Cadenas ligeras libres lambda: 98 mg/L

* Cociente kappa/lambda: 0,64

* No hipercalcemia, anemia ni lesiones esqueléticas
* BMO: 5% CP (97% con fenotipo patolégico)

* Sin alteraciones citogenéticas /FISH



° ° p ; k "-ai Clinica
Biopsia renal 13 GLOMERULOS N Q) v
_ . y | \ S TN g 8

» oy - |

y | 5evaluables 8 esclerosados | e
= , : | - - : N
J ‘ . . 4 > ‘2 ’ o /* ‘s“

LEVE PROLIFERACION DE CELULAS
MESANGIALES




dad

ivers
de Navarra

= C
oD

INTERSTICIO

jopsia rena

%

FIBROSIS INTERSTICIAL <5

%

ATROFIA TUBULAR <5



VASOS

ENGROSAMIENTO DE PAREDES ARTERIALES P .
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| IHQ TIPIFICACION AMILOIDE

AMILOIDE AA NEGATIVO TRANSTIRRETINA NEGATIVO

Kappa y Lambda no valorable
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Accession
P35527
PO4264
PO2533
P13645
PO2649
POBGTO
P13647
POGT27
PGEET1
POZ7EE
PODOY2
PO7355
PODOP23
POBT27T
POGTO3
P&3I104
P35625
P&TI36
POETSE
PO2743
P15924
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Score Mass  Num. ofsignificant matches

37679 62255 1063
54490 66170 1310
15609 51E72 480
27050 59020 738
9935 3I6246 272
9673 53676 285
11469 62568 344
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2213 16102 58
8267 TI1317 272
1461 11458 50
2229 IEEDE G4
293 16827 23
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316 10230 15
1:59 27E99 35
793 24813 26
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F73 355971 18
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T454 | 334021 272
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231,36
100,52
498,E9
77,891
65,44
5E,B1
18,63
17,54
17,6
16,91
6,69
6,11
6,06
6,01
1,52
251
2.8
2,77
1,76
2,67
2,65
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Description
Keratin, type | cytoskeletal 9 O5=Homo sapiens OX=09606 GMN=KRT3 PE=1 5\'=3
Keratin, type |l cytoskeletal 1 05=Homo sapiens OX=9606 GMN=KRT1 PE=1 5V'=6
Keratin, type | cytoskeletal 14 OS=Homo sapiens OX=9606 GN=KRT14 PE=1 5W=4
Keratin, type | cytoskeletal 10 OS=Homo sapiens OX=9606 GN=KRT10 PE=1 5¥=h
Apolipoprotein EOS=Homao sapiens OX=9606 GN=APOE PE=1 SV=1

Vimentin O5=Homao sapiens OX=9606 GN=VIM PE=1 5V=4

Keratin, type |l cytoskeletal 5 OS5=Homo sapiens 0X=9606 GMN=KRTS PE=1 5V=3
Apolipoprotein AV OS=Homo sapiens OX=9606 GN=APOA4 PE=1 SV=4
Hemoglobin subunit beta O0%=Homo sapiens 0X=9606 GN=HBB PE=1 5V=2
Albumin OS%=Homo sapiens 0X=0606 GMN=ALB PE=1 5v=2

Immunoglabulin lambda constant 2 05=Homo sapiens OX=9606 GN=I1GLC2 PE=1 SW=1
Annexin A2 O5=Homo sapiens OX=9606 GN=AMNXAZ PE=1 5V=2

Calmodulin-1 O5=Homo sapiens OX=9606 GN=CALM1 PE=1 Sy=1

Keratin, type | cytoskeletal 19 O5%=Homo sapiens OX=0606 GM=KRT139 PE=1 5v=4
Protein 5100-A6 O5=Homo sapiens OX=9606 GN=5100A6 PE=1 5V=1

14-3-3 protein reta/delta 05=Homao sapiens 0X=9606 GN=YWHAZ PE=1 5v=1
Metalloproteinase inhibitor 3 05=Homo sapiens OX=9606 GN=TIMP3 PE=1 5V=2
Tropomyosin alpha-t chain O5=Homo sapiens OX=9606 GN=TPM4 PE=1 5V=3
Annexin AS O5=Homao sapiens OX=9606 GN=ANXAS PE=1 5\W=2

Serum amyloid P-component O5=Homo sapiens OX=9606 GN=APCS PE=1 5V=2
Desmoplakin O5=Homo sapiens 0X=9606 GN=0D5P PE=1 5V=3

Dratasin ©THAA AR M -UAama sanians MW =0EMNE SK-C1NNAAR OC=1 Tid-1



Daratumumab in AL amyloidosis: ANDROMEDA
Phase 3 study in newly diagnosed AL (stage 1-3A)

N = 360

7 _ . CyBorb Observation
N 6 cycles until MOD-PFS
% Survival
% T AVRAD & DARA e follow-up
Z CyBorD + DARA DARA Q4W _
e 6 cycles until PD or start of Observation

\ (cycles 1-2: DARA QW; subsequent therapy until MOD-PFS

cycles 3-6: DARA Q2W) or max of 2 years

Primary outcome: Overall complete hematologic response

Secondary outcomes : Major organ deterioration progression-free survival (MOD-PFS), progression-free survival (PFS), organ response rate (OrRR), overall survival (OS), QOL measurements, time to next
treatment (TNT), hematologic VGPR, time to CR and time to hematologic VGPR or better, duration of CR and duration of hematologic VGPR or better, time to organ response, duration of organ response
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FDA grants accelerated approval to
Darzalex Faspro for newly diagnosed
light chain amyloidosis

REvalMed SNS
fshare | XPost | in Linkedin Email | & Print RECCICH .
HNSTERO. CORONDE SeGIGS DRSS ved i
DESANIDAD  COMUNDE. rd e dszs Comision Permanente de
Farmacia
N for Informat On January 15, 2021, the Food and Drug Administration granted accelerated approval to
esources for Information 3 ) . e . R - Content current as of:
| Approved Drugs daratumumab plus hyaluronidase (Darzalex Faspro, Janssen Biotech Inc.) in combination 1150091

with bertezomib, cyclophosphamide and dexamethasone for newly diagnosed light chain
(AL) amyloidosis.

Oncolagy (¢
:;;Z‘;‘ Nmmﬁ‘;c:gues Efficacy was evaluated in ANDROMEDA (NCT03201965), an open-label, randomized, INFORME DE POSICIONAMIENTO TERAPEUTICO

active-controlled trial in 388 patients with newly diagnosed AL amyloidosis with PT 95-2023 ,/V 1 / 12012023

Informe de Posicionamiento Terapéutico de Daratumumab
(Darzalex®) en combinacién con ciclosfosfamida, bortezomib y
dexametasona en pacientes con Amiloidosis Sistémica de Cadenas

EUROPEAN MEDICINES AGENCY Li
s i : igeras

Fecha de publicacién: 12/01/2023

<2 share | [ & RsS |

Darzalex © Authorised

This medicha s CONSIDERACIONES FINALES DEL GC

authorised for use in

(Human the European Union R_E"_%L}I_‘ED SNE

Page contents La Direccidn General de Cartera Comin de Servicios del

sed to treat adults with multiple myeloma (a cancer of the

—" et s i il b ( e o th bons o) ht i (1) SNS v Farmacia (DGCCSSNSTF) ha emitido resolucion de
no fmanciacion para la mdicacion de DARZALEX®
{daratumumab) en combinacion con  ciclgfosfamida,
bortezomib v dexametasona para el fratamienfo de
pacientes adultos con amiloidosis sistémica de cadenas

Sharapla ligeras de nuevo diagndstico.

Informe de Posicion de la SEHH

Daratumumab, ciclofosfamida, bortezomib y dexametasona
para el tratamiento de los pacientes con amiloidosis AL de

nuevo diagnostico



ANDROMEDA: Overall Hematologic Response at the
Final Analysis

Primary analysis’ Final analysis
>VGPR >VGPR
OR, 3.75 (95% CI, 2.40-5.85); P <0.0001 OR, 3.74 (95% Cl, 2.39-5.86); P <0.0001
I 1 I 1
1$ ] 918 91.8
804 76.7
=2
=~ 704
]
o 60 +
= | >VGPR _ 2VGPR _ 2VGPR | *VGPR
g 0 78.5 492 79.0 503
o 40 - B N cr
ﬁ 30 M vGPR
E  2p- PR
10 - - 21.5 - 26.4
. 13.3 12.8
D-vCd vCd D-VCd vCd
(n = 195) (n = 193) (n = 195) (n = 193)

VGPR, very good partial response: CR. complete response; PR partial esponse. 1. Kasiitis E, et al. N Emgl J Med. 2021;385(1r48-54.
Presented by E Kastritis at the 88th Amencan Socety of Hematology (ASH) Annual Meeting & Exposition; December 7-10, 2024; San Dego, GA, USA

The addition of DARA to VCd consistently led to higher rates of hematologic response %
[B]i22:-

T



ANDROMEDA: Overall Survival

100 Median follow-up: 61.4 months 60-month OS rate
|
176.1%
= I
'S 60 A m VCd
< 164.7%
7 i
< 47 i
. s
HR, 0.62 (95% CI, 0.42-0.90); P=0.01212 i
’ 0 8 12 18 24 30 36 42 48 54 80 66 72
Months
Ho. at risk
WCd 183 163 155 145 132 127 121 119 112 108 70 23 i

C-\Cd 186 167 162 161 158 155 151 150 148

The addition of DARA to VCd significantly improved OS versus VCd despite

cross-over in >70% of VCd patients who received DARA as subsequent therapy,

highlighting the importance of DARA use in frontline treatment

sCmssing the prespecified siopping boundary of 0.0163.

Presented by E Hastritis at the 88th Amencan Socety of Hematology (ASH) Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA, LUISA



ANDROMEDA: Major Organ Deterioration (MOD)-PFS and
Overall Survival by Hematologic Complete Response

MOD-PFS2

100 g
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% surviving without MOD, he matologic
progression, or death

HR, 0.30 (95% Cl, 0.19-0.47)
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100

- E-u 7
HemCR D Non-HemCR
. e g 40
Non-HemCR
2{. -

HR, 0.41 (95% Cl, 0.23-0.72)
1] T T T T T T

0 G 12 18 24 30 36 42 48
Months since 6-month landmark

Mo, at risk
HemCR 125 112 100 104 a7 a2 aa a4 Fi]
MNon-HemCR 145 oa a1 65 A3 44 i) 35 28

04 B0 GE (1] 6 12 18 24 30 36 42 43 54 60 BB
Months since 6-month landmark

12 122 121 120 117 116 112 112 &0 20 0
104 184 167 162 155 153 148 141 a0 r i

Mo. at risk
48 16 0 HemCR 12
15 4 0 Mon-HemCR 203

Achieving HemCR was associated with improved MOD-PFS

and OS from the 6-month landmark analysis and beyond =

"MOD-PFS is a composite endpont defined as endstage camdiac disease (requiring cardiac tansplant, left ventricular assist device, or intra-aoric balloon pump). end-stage renal disease (requinng hemodialysis or enal

transplant), hematodogic progression per consensus guidelines, or death. Kaplan-Meier estimates in those patients who achieved HemCR wersus those who did not achieve HemiCR. 1

Presented by E Kasirits at the G6th Amernican Socety of Hematology (ASH) Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA, USA



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

Patient Characteristics At Screening (N=27)

Besides the heart, the median number of organs involved was 2 (range 0-5), most
commonly kidneys (14 pts, 52%) and peripheral nerves (11 pts, 41%).

Intention-To-Treat patients (N=27)

16 (59.3%)
11 (40.7%)

NT-proBNP (pg/mL), median (Min-Max)

15,512 (8,816-72,522)
40.6 (2.4-337.7)

dFLC (mg/dL), median (Min-Max)

Overall Survival

Median OS was 9 months (95% Cl, 3—not reached).

Overall survival Overall Survival (OS) Rates (95% Cl) at 6 and 12 months
1.0 -
-|-Censored 1009 -
75%
F 05 | 63(42-78)
;: ' 49(28-67)
K] 50% -
o
0.0 L. ‘ ‘ . . . 25%
0 4 8 12 16 20
Month: 0% -
onths 6-month OS rate 12-month OS rate
Atrisk 27 18 14 8 4 4

The median (95% confidence interval [Cl]) O5 and the respective 6- ond 12-month rates
was obtained by Kaplan-Meier analysis

100%

B80% -

60%

50%

20%

Response Evaluation (N=27)

ORR overall and at 1, 2, 3 months of treatment The median duration of DARA
ORR: 56.7 . . therapy was 7 months (range
(n=18) oms: 4.8 Oen® e <1—2.4];d s::_u:? i239:] Atp‘ts
ﬁ receive aaqaimona . a
1 i faa median observation time of 8
222 206 months (range <1-11).
1 33.3
37.0 Median time to first response
i was 7 days (range 6-114), and
to VGPR or better 54 days
- (range 6-219)
Overall 1 month 2 months 3 months

HPR VGPR B CR

General disorders and administration site conditions

Patients with serious TEAEs by SOC term
Number of Patients with Serious TEAE per SOC

Cardiac disorders 55.6 (n=15)

Infections and infestations

Cardiac disorders SAEs:
« Atrial fibrillation (

Vascular disorders

Mervous system disorders
thormcl + Atrial thrombosis
" and * Cardiac failure/Congestive
Musc land tive tissue disord cardiac failure (n=9)
and nutrition di » Coronary artery stenosis (n=1)

Investigations * Sudden cardiac death {.n=3_‘.|

* Ventricular fibrillation (n=1)

Injury, p g and pr p

Renal and urinary disorders

0% 10% 20% 30% 40% 50% 60%

Kastritis E, et al. ISA 2022.



Detectable MRD redefines the prognosis of patients in
hematological CR

Time to next treatment

MRD

100%

75%

50%

25%

0%

MRD-

MRD+

Patients in hematological CR (n = 254)

<+ MRD- -+ MRD+

p <0.0001 HR:3.80, 95% Cl 2.3-6.4

0

12

Number at risk

24 36 48 80 72
Time since MRD assessment (months)

84

96

126 115 88 72 58 43 27 15 1
128 105 80 53 33 26 13 9 0
) 12 24 36 48 60 72 84 g6

Time since MRD assessment (months)

Lasa M et al. ASH 2024.



Haematological response and FLC-MS Status at each time point
B FLC-MS Nagative (%) m FLC-MS Positive (%)
100% -
MIRD status by .
80% -
serum FLC-MS ]
&0% 4
50% -
40%
30% -
20% -
7.1
KEY POINTS 10% 3.1
0%
& Month 12 Month & Month 12 Month & Month 12 Menth
® FLC-MS can detect . VoPR FRINR
PEI'SiStEI"lt Iigl'lt :haiﬂ.‘t Haematologic response
in a significant cR VGPR PRINR
. . & month 12 month & month 12 month & month 12 month
Pl'ﬂpﬂl'tlﬂl'l of PHtIEI'ItS n=162 % n=164 % n=165 % n=169 % n=160 % n=154 %
. . FLCMSPositive 117 736 100  &10 134 798 143 847 155 969 143 929
in a conventional FLCMSMegative 45 277 &4 390 31 188 26 153 5 a1 1 7.1
hematologic CR.
°g9 A =
. . 1.0 4 1.0 CR + FLCMS
® Patients with no Nagaties
08 - FLC-MS 08 -
detectable FLC by FLC- 2 Negative 2
i A m A
MS have significantly g™ g™ L
+ -
better OS and organ & 041 & 041 Pesitiva
response irrespective 0z - FLOMES 02 -
of conventional s s
. " I I I I I " I I I I I
hematologic response. 6 W M 0 W W 0 2 4 @ 80 10
Mariths Maonths
At risk 0 m an &0 = 100 At risk 0 20 a0 &0 a0 100
FLCMS Pomitive 386 m 155 50 n T CR + FLC-MS Positiva 100 a7 a7 12 10 7
FLCME Mogatva 801 50 52 13 1 1 CR + FLC-MS Nogates &4 58 a5 1" 1 [1] 1

Bomsztyk et al. Blood 2024.



Objetivos de respuesta (opinion personal):

* Minimo: hVGPR + RO (o estabilidad si afectacion muy leve)

* Pacientes jovenes: hRC + RO

* EMR?
* Info prondstico en pacientes con hRC
* Sino RO a pesar de hRC - éconsolidacion?

e AutoTPH:

* Consolidacion si respuesta subdptima (y candidato)
* Recaida

* i Mantenimiento con daratumumab? éNo si RCy EMR-?



Daratumumab—

RECAIDA
CyBorD
78% VGPR
or better
Belantamab
HDM-5CT CyBorD mafodotin
68% VGPR CTD 65% VGPR 58% VGPR
or better 21% CR or better or better
Mel-P Thal-Dex Bortezomib Ixazomib—Dex Bispecific
302 VGPR 199 CR 52% VGHR 429% VGPR antibodies
or better or bette or better 88% VGPR
Mel-Dex Len—Dex Pom—Dex Venetoclax or better
12-31% CR 16% CR 5026 VGPR 63% VGPR
or better or better;
809 if t(11;14)
CAR-T é¢Anticderpos
100% VGPR anti<fibrilla?
or better

Sanchorawala V. N Engl J Med, 2024.



Supportive care for syStemic amyloidosis: International
Society of Amyloidosis (ISA) expert panel guidelines

Eli Muchtar, Martha Grogan, Fabian aus dem Siepen, Marcia Waddington-
Cruz, Yohei Misumi, Antonia S. Carroll, John O. Clarke, Vaishali
Sanchorawala, Paolo Milani, Riccardo Caccialanza, Valentina Da Prat, Rajiv
Pruthi, Luis F. Quintana & Frank Bridoux

Cardiology Nephrology
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