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Learning Objectives
• Weigh merits of conventional therapy as 

management

• Importance of insuring amyloid type



Amyloidosis 2023

• New Diagnostic Strategies
• New methods of monitoring
• New prognostic indicators
• New therapies
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CR Median OS 
187 months
VGPR Median OS 
105 months
PR Median OS 74 
months
NR Median OS 16 
months

P<0.00
01

No. at risk
CR 267 241 213 178 131 95 51

29 13 4 1
VGPR 150 131 84 52 30 15
6 0 0 0 0
PR 115 96 64 43
35 26 18 16 8 2 0
NR 107 45 27 18 12 5
2 1 0 0 0

Stem Cell Transplantation for Light Chain Amyloidosis: Decreased Early Mortality Over Time

Sidiqi MH, Aljama MA et al. J Clin Oncol. 2018;36(13):1323-9.
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Median OS 66 months

Sidiqi MH, Aljama MA et al. Published online ahead of print; Biology of Bone Marrow Transplantation, June 2018.

Autologous stem cell transplant for AL amyloidosis patients aged 70 
to 75

100-day mortality rate of 3%
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Survival of 230 patients with AL amyloidosis treated with CyBorD. 

Giovanni Palladini et al. Blood 2015;126:612-615

©2015 by American Society of Hematology



Trial of Ixazomib-Dexamethasone Versus Physician’s Choice of Therapy in Patients (Pts) with 
Relapsed/Refractory Primary Systemic AL Amyloidosis (RRAL)

ASH 2019 December 7, 2019: 9:30 AM



Overall survival in the bortezomib-dexamethasone cohort 
according to t(11;14)

Tilmann Bochtler et al. JCO 2015;33:1371-1378

©2015 by American Society of Clinical Oncology

50% of AL have t(11;14) only 15% of myeloma have this



Venetoclax for the treatment of translocation (11;14) AL amyloidosis

Blood Cancer J. 2020 May; 10(5): 55.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7214448/


Daratumumab: Summary of data
Ref Design Prior 

lines, 
med

N Median time to 
response 

ORR (%) ≥VGPR/CR (%) Median FU

1 Retrospective 3 25 1.0 month 76% 60%/36% NR

2 Retrospective 3 44; 50% in 
combinatio

n

2.2 months 83% 80%/17% 10.2 months

3 Retrospective 3 20 4 weeks 86% 86%/33% 10 months

4 Phase II 2 21 Fast 100% 84.2% at 3mo NR

5 Phase II 3 32 1.0 month 63% 46%/17% NR

1 Kaufman GP et al, Blood. 2017 130(7):900-902
2 Abeykoon JP et al, Leukemia. 2018 
3 khouri J et al, Br J Haematol 2018
4 Sanchorawala V et al, Blood. 2017;130(Suppl 1):507.
5 Roussel M et al, Blood. 2017;130(Suppl 1):508

ORR=Overall response rate
VGPR=Very good partial response
CR-Complete response



ANDROMEDA Study Design

Kastritis E., et al. Oral Presentation, ASCO 2021.



Hematologic CR: Primary Endpoint

Kastritis E., et al. Oral Presentation, ASCO 2021.



Cardiac Response Rate at 6 and 12 Months

Kastritis E., et al. Oral Presentation, ASCO 2021.



Renal Response Rate at 6 and 12 Months

Kastritis E., et al. Oral Presentation, ASCO 2021.



Presented at the International Myeloma Workshop (IMW); September 8–11, 2021 in Vienna, Austria



Pomalidomide in AL 
amyloidosis

Ref Prior lines N Dosing Median time to 
response 

ORR/      
≥ VGPR 

PFS FU

1 2 (1-8) 33 2 mg daily
Dex 40 mg/W

1.9 months 48%/18% 14 months 28 months

2 2 (1-6) 27 2/3 mg/d (n=15)
4 mg/d for 21 days (n=12)
Dex 20 mg/W

3 months 50%/37.5% 18 months 17 months

3 2 (1-7) 28 2 mg/d (n=3)
4 mg/d daily (n=25)
Dex 20/40 mg/W

1 month 68%/29% 16 months 44 months

• Dose reduction: 48%1, NR2, 32%3

• Grade 3/4 toxicities: 
• Myelosuppression 26%-45%
• Fatigue 18%
• Pneumonia 11%-21%
• Renal failure 3%-7.5%
• Arrhythmias 0-21%

Rise in NT-proBNP was frequently seen, in most cases w/o clinical CHF

1Dispenzieri A et al, Blood. 2012;119(23):5397-404
2Sanchorawala V et al, Blood. 2016;128(8):1059-62
3Palladini G et al, Blood. 2017;129(15):2120-2123



CAEL101 in cardiac AL
Phase 1a/b Study of Monoclonal Antibody CAEL-101 (11-1F4) in Patients with AL Amyloidosis

Blood Available online 16 September 2021



VITAL Trial: Birtamimab In Light Chain (AL) Amyloidosis With 
Cardiac Involvement

Phase 3 trial of amyloid-depleter birtamimab with standard of care (SOC) versus SOC alone 

• Birtamimab + SOC improved survival in patients with advanced AL amyloidosis in post hoc analysis
• The AFFIRM-AL trial is ongoing in Mayo Stage IV patients to confirm VITAL results
Gertz et al. Blood, 2023

Time to All-Cause Mortality or Cardiac Hospitalization

Primary Composite Endpoint:

All Patients (N=260)
HR (95% CI): 0.826 (0.574, 1.189)

Log-rank P = .303

Time to All-Cause Mortality at Month 9

Post Hoc Analysis

2012 Mayo Stage IV Patients (n=77)
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Birtamimab
Placebo
Censored

Birtamimab vs placebo:
HR (95% CI): 0.413 (0.191, 0.895)

log-rank P = .021

1:1

Newly diagnosed

Treatment naïve 

Cardiac involvement
(NT-proBNP 650-8500 pg/mL)

2012 Mayo Stages I–IV

Patients with AL Amyloidosis

Birtamimab +SOC
(n=130)

Placebo +SOC
(n=130)

Mayo 
Stages I–III

Mayo 
Stage IV

n=38
n=39
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