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Nouvelles associations: anti CD38 + pomalidomide
Efficacy and safety of isatuximab,  pomalidomide and dexamethasone (IPd) in relapsed AL amyloidosis:  interim 

results  of the IsaMYP study

K .  Q u e r u  ( 1 )  ;  L .  T a b o n e  ( 2 )  ;  S .  B e n d e r  ( 3 )  ;   B .  R o y e r  ( 4 ) ,  M .  M a c r o  ( 5 ) ,  G .  O l o m b e l  ( 3 )  ;  V .  P a s c a l  ( 3 )  
;  M O .  P e t i l l o n  ( 2 )  ;  J .  C o r r e  ( 6 ) ;  F .  B r i d o u x  ( 3 , 7 ) ;  A .  J a c c a r d  ( 1 , 3 )  ;  M .  R o u s s e l  ( 1 , 3 )

Patients received up to 6 cycles of daratumumab (1800 mg sc once weekly for 3 cycles and subsequently 
every other week), pomalidomide (4 mg from day 1-21, on 28 days cycles) and weekly dexamethasone 
(20+20 mg).

A total of 27 patients were enrolled and 3 of them were still on treatment at the time of data lock. Twenty 
(74%) patients completed the planned treatment.
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OBJECTIVE

BACKGROUND

METHODS

STUDY DESIGN

OTHER RESULTS

KEY RESULT CONCLUSIONS
To evaluate the efficacy and safety of daratumumab (dara) 
monotherapy in newly diagnosed (ND) pa�ents with stage 3B 
systemic light chain (AL) amyloidosis

Pa�ents with Mayo2004/European stage 3B systemic AL 
amyloidosis have a high risk of early death, mainly due to severe 
cardiac dysfunc�on1,2

The ANDROMEDA study showed that in ND pa�ents with AL 
amyloidosis, dara plus bortezomib / cyclophosphamide / 
dexamethasone (D-VCd) induced high rates of hematologic complete 
response (CR);3,4 however, pa�ents with Mayo stage 3B were excluded

Single-agent dara has shown efficacy with a favorable toxicity 
profile in pa�ents with AL amyloidosis, thus represen�ng a 
possible treatment op�on for stage 3B AL amyloidosis pa�ents5

EMN22 is an ongoing, prospec�ve, phase 2, open-label, 
mul�center study in ND pa�ents with stage 3B AL amyloidosis 
from Greece, the Netherlands, Italy, and France

Primary endpoint: Overall survival (OS) rate at 6 months 

Secondary endpoints include the overall response rate (ORR) at 3 
and 6 months; the organ response rate; and the safety and 
tolerability of dara monotherapy

All planned pa�ents (N=40) have been enrolled in the study

By the cutoff date (15/12/2023),  10 (25.0%) completed study treatment, 
4 (10.0%) are con�nuing with treatment, and 26 have discon�nued 
(progressive disease: 7; safety event: 3; death: 14; consent withdrawal: 1; 
physician's decision: 1)

Abbrevia�ons: CA, cytogene�c abnormality; dFLC, difference between involved and uninvolved free light 
chains; FISH, fluorescence in situ hybridiza�on; HS Troponin T, high-sensi�vity troponin T; ITT, inten-
�on-to-treat; IV, intravenous; LVEF, Le� ventricular ejec�on frac�on; NT-proBNP, N-terminal pro b-type 
natriure�c pep�de; NYHA, New York heart associa�on; ORR, overall response rate; PR, par�al response; 
SAE, serious adverse event; SC, subcutaneous; TEAE, treatment-emergent adverse event; VGPR, very 
good par�al response.

References: 1Basset M, et al. Blood. 2022;140(18):1964-71; 2Wechalekar AD, et al. Lancet. 
2016;387(10038):2641-54; 3Kastri�s E, et al. N Engl J Med. 2021;385(1):46-58; 4Minnema MC, et al. JACC 
CardioOncol. 2022;4(4):474-87; 5Cohen OC, et al. Amyloid. 2020;27(3):200-5; 6Eckhert E, et al. Br J Hae-
matol. 2019;186(1):144-6; 7Wechalekar AD, et al. Blood. 2013;121:3420-7; 8Vaxman I, et al. Leukemia. 
2021;35(12):3604-7.

In ND pa�ents with stage 3B AL amyloidosis, dara monotherapy induced 
deep hematologic responses with a 6-month OS of 65.0%, higher than 
the historical 6-month OS (41-45%)7,8

No new safety signals were observed 

Based on these outcomes, dara monotherapy may be considered as a 
treatment op�on for these pa�ents.

•

•

•

•

•

•

•

•

•

•

•

•

*Subjects not achieving a hematologic very good par�al response or be�er OR a hematologic par�al response with a major organ response by 
Cycle 4 may also receive weekly bortezomib (1.3 mg/m2 for a maximum of 6 cycles) and low-dose dexamethasone at the inves�gator’s 

discre�on

Daratumumab
Monotherapy

16 mg/mL IV (in�ally)
and 1800 mg SC (since 

February 2020)

Day 1 Day 5 Day 8 Day 15 Day 1 Day 15 Day 1

Cycle 1-2 Cycle 3-6 Cycle 7+

Un�l disease progression according to major organ deteriora�on progression-free 
survival criteria, start of new therapy, or for a maximum of 2 years

Weekly Every 2 weeks Every 4 weeks

Pa�ent characteris�cs and treatment details Further survival informa�on Early mortality rates

•

•

•

Pa�ent characteris�cs at baseline (N=40)
Age
Male
NYHA classifica�on II/IIIA*
NT-proBNP (pg/mL)* 
HS Troponin T (pg/mL)*
dFLC (mg/L)*
LVEF value (%)*

Revised Mayo 2012 stage III / IV 

Pa�ents with isolated heart 
involvement

Pa�ents with organ involvement 
apart from the heart
    Pa�ents with more than 2 organs 
involved apart from heart†

    Number of organs involved apart 
from heart†

Pa�ents with at least one CA*§

Pa�ents with t (11;14)*§

70.5 (45.0–86.0)
22 (55.0)

16 (40.0) / 24 (60.0)
14,353.0 (8,516.0–72,522.0) 

136.0 (55.1–692.0)
427.0 (36.0–2,823.0) 

44.5 (26.0-68.0)

10 (25.0) / 30 (75.0) 

7 (17.5)

33 (82.5) 

17 (51.5)

2.0 (1.0-5.0)

15 (46.9)

11 (40.7)

Pa�ents with organ involvement apart from the heart*

25

20
20 (50.0%)

12 (30.0%)

10 (25.0%)
9 (22.5%)

5 (12.5%)

1 (2.5%) 1 (2.5%)

0
Kidney Nervous

System
Gastrointes�nal

tract
So� �ssue Liver Lung Other organ

5

10

15

*Propor�ons are calculated using the inten�on-to-treat popula�on (N=40) as the denominator.

100 %

80 %

0 % 
Overall 1 month 3 months 6 months

20 % 

40 %

60 %

Par�al Response Very Good Par�al Response Complete Response

ORR overall and at 1, 3, 6 months* 

Number of daratumumab infusions, median 
(range): 18 (1−36)
Dura�on of therapy, median (range): 6.6 (<1−
25.3) months
Follow-up, median (range):  10.3 (<0.1−50.1) 
months

Data are median (range) or n (%) pa�ents. *Assessed at screening. †Percentages 
and median (range), are based on the 33 pa�ents with at least one organ involved, 
apart from heart (n=33). §CAs assessment was not mandatory as per protocol and 
was performed as per standard of care at each site. The assessment was 
performed by FISH for the following CAs: 17p13, 1q21, t (4;14), t (11;14), and t 
(14;16). Percentages are based on the number of pa�ents that had evaluable 
assessments (CAs: n=32, t (11;14): n=27).

• 12-month OS rate: 45.0% (95% CI: 29.3-59.5)
• Median survival �me (months): 10.3 (95% CI: 
4.1-32.1)

• 15 days following C1D1: 7.5% (3 deaths)
• 1 month following C1D1: 10.0% (4 deaths)

Best responses observed at each �mepoint are presented.  

*Propor�ons are calculated using the ITT popula�on (N=40) as the 
denominator.

Best cardiac response was evaluated using the minimum 
NT-proBNP post-baseline value. PR, 30–59% NT-proBNP reduc�on 
from baseline; VGPR, ≥60% NT-proBNP reduc�on from baseline; 
CR, NT-proBNP <450 pg/ml.6

•

•

Time to first PR or be�er response 
(median [range]): 7 (6−125) days

Time to first VGPR or be�er response 
(median [range]): 1.8 (0.2−7.3) months

0%

10%

20%

30%

40%

Any 
organ

Heart Kidney Liver Any 
organ

Heart Kidney Liver

3 Months 6 Months

*Propor�ons are calculated using the inten�on-to-treat popula�on (N=40) as the denominator

Organ responses at 3 and 6 months*

10 (25.0%)  

13 (32.50%)  

11 (27.50%)  

3 (7.50%)  

1 (2.50%)  

9 (22.5%)  

1 (2.5%)  
0 (0.0%)  

Hematologic response 

Organ response Best cardiac response

Safety overview

Most common* SAEs Cardiac SAEs

0 % 
All pa�ents (N=40)

4 (10.0%)

12 (30.0%)

4 (10.0%)

20 % 

40 %

60 %

Par�al Response Very Good Par�al Response Complete Response

Overall response: 20 (50.0%)
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At least one TEAE

At least one serious TEAE 

At least one non-serious TEAE

At least one non-serious TEAE grade 3/4 
related to study tratments

At least one serious TEAE grade 3/4 
related to study tratments

At least one non-serious TEAE 
related to study treatment

At least one serious TEAE grade 3/4

Fatal SAEs

40 (100.0%)

32 (80.0%)

38 (95.0%)

17 (42.5%)

21 (52.5%)

6 (15.0%)

17 (42.5%)

6 (15.0%)

Number of pa�ents

Overall survival
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0.0

0.2

0.4

0.8

1.0

0.6

0 6 12 18 24 36 42 4830

Time from first daratumumab administra�on (months)
AT RISK 40 26 18 15 12 3 3 29

6-month OS rate: 65% (95% Cl: 48.2-77.6)

9 (22.5%)

11 (27.5%)

11 (27.5%)

 ORR: 31 (77.5%)

 ORR: 26 (65.0%)  ORR: 28 (70.0%)

 ORR: 31 (77.5%)

16 (40.0%)

9 (22.5%)

1 (2.5%)

13 (32.5%)
11 (27.5%)

15 (37.5%)

5 (12.5%)
2 (5.0%)

13 (32.5%)

Number of pa�ents
0 2 4 6 8

Cardiac failure

Sudden cardiac death

Cardiac failure conges�ve

Acute kideny injury

Performance status decreased

COVID-19

Sepsis

Sep�c shock

4 (10.0%)

1 (2.5%) 1 (2.5%)

1 (2.5%)

1 (2.5%)

1 (2.5%) 1 (2.5%)

1 (2.5%) 1 (2.5%)

2 (5.0%)

2 (5.0%)

Cerebrovascular accident

2 (5.0%)5 (12.5%)

2 (5.0%)

2 (5.0%)

Number of pa�ents

0 2 4 6 8

Cardiac failure

Sudden cardiac death

Cardiac failure conges�ve

Atrial fibrilla�on

Atrial thrombosis

Coronary artery stenosis

Ven�cular fibrilla�on

4 (10.0%)

1 (2.5%)

1 (2.5%)

1 (2.5%)

1 (2.5%)

1 (2.5%)

1 (2.5%)1 (2.5%)

2 (5.0%)5 (12.5%)

*SAEs observed at a rate of at least 5%. Percentages are calculated over the ITT 
popula�on (40 pa�ents). SAE, serious adverse event; TEAE, treatment-emergent 
adverse event.

Grade 1
Grade 2
Grade 3
Grade 4
Grade 5
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STUDY DESIGN

RESULTS

CONCLUSIONS

To present an updated analysis of the EMN27 study assessing the 
efficacy and safety of belamaf monotherapy in pa�ents with RRAL 
amyloidosis

Currently, no standard treatments exist for pa�ents with 
relapsed/refractory (RR) systemic light chain (AL) amyloidosis, and 
the op�ons for daratumumab- and bortezomib-exposed pa�ents 
are limited1 

Belantamab mafodo�n (belamaf), a mul�-modal an�body-drug 
conjugate targe�ng the B-cell matura�on an�gen which is 
expressed on plasma cells, has shown single agent ac�vity in RR 
mul�ple myeloma (MM)2

As the clonal plasma cells in AL amyloidosis and MM are 
phenotypically similar, belamaf could be a novel treatment op�on 
in AL amyloidosis1

EMN27 is an ongoing prospec�ve, open-label, mul�na�onal, 
phase 2 study aiming to enroll 36 pa�ents with RRAL amyloidosis

Thirty-five pa�ents were enrolled (enrollment completed)
By the cutoff date (15 December 2023), 4 pa�ents (11.4%) completed study 
treatment, 5 pa�ents (14.3%) are con�nuing with treatment, and 26 pa�ents 
have discon�nued (progressive disease or inadequate response: 13; adverse 
event: 8; death: 3; consent withdrawal: 1; physician's decision: 1)

Data are median (range) or n (%) pa�ents. *Assessed at screening. 

Belamaf monotherapy is ac�ve in heavily pretreated pa�ents with RRAL 
without unexpected toxicity 

Belamaf could be a valid treatment op�on for this difficult-to-treat 
pa�ent popula�on 

Combina�ons of belamaf with standard-of-care systemic treatments 
could allow for longer belamaf dosing intervals (Q8W/Q12W), thus 
reducing ocular toxicity while maintaining or improving efficacy 

•

•

•

•

The median (range) treatment dura�on with belamaf was 3.3 months 
(<0.1-16.8) and the median (range) follow-up was 12.7 months (3.2–25.9) 

•

•

•

•

The study design included pre-planned safety run-in and interim 
efficacy analyses

•

•

•

•

Pa�ent characteris�cs at baseline
Age (years)

Male sex

NYHA class I / II

Mayo2004/European* 

I

II

IIIΑ

NT-proBNP (pg/mL) 

High -sensi�vity troponin T (pg/mL)

dFLC (mg/L)

Previous AL amyloidosis treatments

Previous daratumumab exposure

Previous bortezomib exposure

65.0 (46.0-80.0)

20 (57.1)

8 (22.9) / 27 (77.1)

5 (14.3)

19 (54.3)

11 (31.4)

1,268.5 (90.0-7,270.0)

37.9 (3.0-1,280.0)

117.1 (3.5-2,791.0)

3.0 (1.0-10.0)

26 (74.3)

30 (85.7)

BACKGROUND

OBJECTIVE

Eligibility criteria
Diagnosis for AL 
amyloidosis
Previous systemic 
treatment 
Adequate organ 
func�on  
Mayo2004/European 
cardiac stage I-IIIA  
ECOG PS 0-2

Study treatment
Belamaf 2.5 mg/kg 
(or 1.92 mg/kg for 

toxicity)     
C1-C8: Q6W IV un�l 
disease progression, 
start of subsequent 

therapy, or a 
maximum of 8 cycles     

Primary objec�ve
To evaluate the 

efficacy of belamaf in 
pa�ents with RRAL 

amyloidosis
Other objec�ves

Belamaf safety profile
Secondary efficacy 
evalua�ons  
Belamaf PK profile

6 pa�ents enrolled 
Received belamaf 

for ≥1 cycle 
Safety run-in 13 pa�ents 

enrolled
Interim efficacy 

analysis

Current status 
Enrollment has 

been completed 

Outcome successful:
No new safety signals

Outcome successful:
≥3 pa�ents with CR, 
VGPR or low-dFLC 

response  

Organ involvement*

Abbrevia�ons: AL, systemic light chain; C, cycle; CR, complete response; dara; daratumumab; dFLC, difference between involved and 
uninvolved free light chains; ECOG PS, Eastern Coopera�ve Oncology Group performance status; GI, gastrointes�nal; Gr, grade; IV, 
intravenous; N/n, number of pa�ents; NT-proBNP, N-terminal pro b-type natriure�c pep�de; NYHA, New York Heart Associa�on; PR, par�al 
response; Q6W/Q8W/Q12W, once every 6/8/12 weeks; SAE, serious adverse event; TEAE, treatment-emergent adverse event; VGPR, very 
good PR. References: 1Kastri�s et al., HemaSphere 2022;6:804-5; 2Lonial et al., Lancet Oncol 2020;21:207-21. 

Grade 1 Grade 2 Grade 3 Grade 4

8.6% 5.7%8.6%

Pa�ents (%)
0% 100%50%

At least one TEAE Grade 3/4

At least one TEAE

At least one TEAE Grade ≥3

At least one ocular TEAE Grade 3/4

At least one SAE

At least one ocular TEAE

Fatal SAEs

At least one belamaf related TEAE

At least one belamaf related TEAE Grade 3/4

57.1% (n=20)

34.3% (n=12)

42.9% (n=15)

97.1% (n=34)

100.0% (n=35)

51.4% (n=18)

8.6% (n=3)

100.0% (n=35)

65.7% (n=23)

Pa�ents (%)
0% 80% 100%20% 40% 60%

Vision blurred

Visual impairment

Visual acuity reduced

Lacrima�on increased

Photophobia

Ocular toxicity

Eye pruritus

Eye pain

Eye irrita�on

Dry eye

Corneal opacity

Corneal epithelium defect

Corneal disorder

Corneal deposits

Corneal degenera�on

Cataract cor�cal

Keratopathy

Foreign body in eye

22.9% 2.9%37.1%17.1%

22.9% 2.9%5.7%34.3%

28.6% 11.4%40.0%

5.7% 2.9%40.0%

5.7% 11.4%40.0%

5.7%

5.7%

5.7%28.6%

11.4%25.7%

2.9%

2.9%

2.9%2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

Grade 3 Grade 4 Grade 5

2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

2.9%

2.9% 2.9%

11.4%

0% 15%5% 10%

Cardiac failure

Syncope

Blood crea�nine increased

Gastric cancer

ECOG PS worsened

Fa�gue

Large intes�ne perfora�on

Lower respiratory tract infec�on

Neutropenia

Oedema peripheral

Pneumonia

Pneumonia respiratory syncy�al viral

Renal failure

Renal impairment

Thrombocytopenia

Gastrointes�nal neoplasm

Intes�nal ulcer

Pa�ents (%)

Pa�ents (%)

*Fatal AEs are referred to the same pa�ent. 

0% 5% 10% 15% 20% 25%

SAEs related to belamaf 8.6% (n=3)

Visual impairment Gr2 2.9% (n=1)

Visual impairment Gr3 2.9% (n=1)

Visual impairment Gr4 2.9% (n=1)
Keratopathy Gr3 2.9% (n=1)

2.9% (n=1)Gastrointes�nal neoplasm*

8.6% (n=3)Fatal SAEs (not related to belamaf)
2.9% (n=1)Large intes�ne perfora�on*

2.9% (n=1)Pneumonia
2.9% (n=1)Gastric Cancer

8.6% (n=3)Cardiac failure Gr3
2.9% (n=1)Cardiac failure Gr2

2.9% (n=1)Fluid reten�on Gr2
2.9% (n=1)Intes�nal Ucler Gr3

Non-fatal SAEs  (not related to belamaf) 20.0% (n=7)

2.9% (n=1)Pulmonary oedema Gr2

2.9% (n=1)Lower respiratory tract infec�on Gr3
2.9% (n=1)Pneumonia respiratory syncy�al viral Gr3

2.9% (n=1)Renal failure Gr3
2.9% (n=1)Renal impairment Gr3

Overall

1 Month

3 Months

PR or be�er

All pa�ents
N=35

PR or be�er

18 (51.4)

12 (34.3)

PR or be�er 17 (48.6)

Prior dara
exposure

N=26

13 (50.0)

7 (26.9)

12 (46.2)

No prior data
exposure

N=9

5 (55.6)

5 (55.6)

5 (55.6)

Data are median (range) or n (%) pa�ents. Propor�ons are calculated using the number of pa�ents in each group.

Time to PR or be�er
(months) 

Time to VGPR or
be�er (months)

Low dFLC
response/VGPR or be�er

Low dFLC
response/VGPR or be�er

VGPR or be�er

0.5 (0.2-4.9) 1.0 (0.3-4.9)

11 (31.4)

1.4 (0.5-9.0)

4 (11.4)

10 (28.6)

9 (34.6)

1.4 (0.5-9.0)

3 (11.5)

8 (30.8)

0.3 (0.2-0.5)

2 (22.2)

1.7(0.5-2.8)

1 (11.1)

2 (22.2)

Non-ocular grade ≥3 adverse events

*Patients could have >1 organ involved. Numbers within the 
bars indicate the number of patients. Proportions are 
calculated using the total number of patients (N=35) 
as the denominator.   
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Pa�ent characteris�cs and belamaf treatment details Adverse events Serious adverse events

Ocular adverse events

Other efficacy assessments

HeartAny organ Kidney

Pa
�e

nt
s w

ith
 o

rg
an

 re
sp

on
se

 (%
)

0
All pa�ents

(N=35)
Prior dara
exposure

(n=26)

No prior dara
exposure

 (n=9)

20

40

60

14.3

44.4 44.4

11.4

2.9 3.8 3.8

Organ responses at 3 months

Pa�ents (%)

Propor�ons are calculated using the number of pa�ents in each graph segment.

0 20 40 60

low-dFLCPR CRVGPR

Al
l p

a�
en

ts
(n

=3
5)

3 Months

Overall

1 Month

Pr
io

r d
ar

a 
ex

po
su

re
(n

=2
6)

3 Months

Overall

1 Month

N
o 

pr
io

r d
ar

a 
ex

po
su

re
(n

=9
)

3 Months

Overall

1 Month

17.1% 2.9% 25.7% 5.7%

20.0% 2.9% 2.9%22.9%

11.5% 3.8% 7.7%26.9%

15.4% 3.8% 3.8%23.1%

15.4% 11.5%

33.3% 22.2%

44.4% 11.1%

33.3% 22.2%

22.9% 11.4%





Table 2- Responses
Overall hematological response rate- n/N (%) 12/13 

(92)
Best hematological response- n/N (%)   CR

VGPR
PR
No response

9/13 (69)
2/13 (15)
1/13 (8)
1/13 (8)

MRD negativity, 10-5- n/N evaluable (%) 7/11 (64)
iFLC at best response (mg/L)- median (range), days 1 (0.1-56)
Time to best response- days 27
Organ response- n/N evaluable (%)          Cardiac

Renal 
4/10
2/9

Improvement in NYHA scale- n/N evaluable (%) 5/9 (56)

The 2024 
International 

Symposium on 
Amyloidosis

E. Lebel1,2*, S. Kfir Erenfeld1*, N. Asherie1*, S. Grisariu1, B. Avni1, S. Elias1, M. Assayag1, T. Dubnikov1, N. Zalcman1, M. Pick2, E. Zimran2, C. Cohen3, P. Stepensky1†, 
M.E. Gatt2†

1Department of Bone Marrow Transplantation and Cancer Immunotherapy, Hadassah Medical Center, Faculty of Medicine,Hebrew University of Jerusalem, Jerusalem, 
Israel. 2Department of Hematology, Hadassah Medical Center, Faculty of Medicine, Hebrew University of Jerusalem, Jerusalem, Israel. 3 Laboratory of Tumor 
Immunology and Immunotherapy, The Mina and Everard Goodman Faculty of Life Sciences, Bar-Ilan University, Ramat Gan, Israel.    
[   *Equally contributed as first authors ;     †Equally contributed as last authors   ]

Efficacy: 
• Responses are detailed in Table 2 + Figure and 

Swimmers plot
• 7 patients died on follow-up, 5 due to heart disease. 
• Of note, 3 patients died while in hematological response

CONCLUSIONS
• CART can be given safely in AL, including in frail and severe cardiac patients, 

with remarkable responses.
• Due to the deep and quick reduction of light chain toxicity, organ response is 

observed quickly
• Deaths due to cardiac disease in the first year were frequent. Usage earlier in 

the disease may provide better organ responses and survival

• HBI0101 is the first clinical trial with anti-BCMA CART therapy. It 
provides a proof that this therapy is safe enough and highly 
efficacious for the treatment of AL amyloidosis patients, even frail 
and heavily pretreated patients.

Efficacy and Safety of Anti-BCMA Chimeric Antigen Receptor T-Cell (CART) for the Treatment of 
Relapsed and Refractory AL amyloidosis

INTRODUCTION
• In AL amyloidosis (AL), deep hematologic responses are crucial for the achievement of 

organ responses, leading to improved survival and quality of life. 
• As in multiple myeloma (MM) deep responses were indeed observed with anti-BCMA 

chimeric antigen receptor T-cell (CART), this therapy may be a great opportunity for AL 
as well. However, CART treatment poses great challenges: 1. BCMA expression is lower in 
AL plasma cells compared to MM;  2. Many AL patients are frail, with multi-organ 
involvement, including heart and kidney disease.

• HBI0101 is a novel anti-BCMA CART, developed at Hadassah Medical Center, Jerusalem, 
Israel, for MM and AL treatment. The first four treated patients with AL were previously 
reported1. Albeit having multi-organ and severe cardiac involvement, these patients have 
endured the treatment safely, with manageable toxicities, and with remarkable efficacy. 
This proof-of-concept has promoted the further usage of HBI0101 in AL amyloidosis. 
Herein, reported is the safety and efficacy of 13 patients treated with HBI0101 to date.

METHODS
• HBI0101 is a second generation anti-BCMA CART, with 4-1BB co-stimulatory domain.                 
• The clinical study phase 1a/b-2 with HBI0101 (NCT04720313) started on March 2021, 

enrolling MM and AL patients with ≥3 prior lines of therapy, including a PI, IMiD and anti-
CD38 antibody. 

• It is the first CART clinical trial including AL Amyloidosis patients
• The inclusion criteria for organ function were relatively permissive, with 30,000x109/l 

platelets as the threshold, creatinine clearance of 20ml/min, ejection fraction of 40% and 
ECOG-performance status of 2. 

• Planned manufacturing time was 10 days for fresh product and 16 days for frozen product
• Lymphodepletion included fludarabine 25mg/m2 and cyclophosphamide 250mg/m2 on 

days -5 to -3 before infusion (bendamustine for patients with creatinine clearance 
<30ml/min).         

Table 1- Key characteristics of the 13 AL patients infused

Age- median (range), years 64 (55-82)

Males (n) ; Females (n) 8 ; 5

Time since diagnosis- median (range), years 4.2 (0.8-19)

Concurrent clinical MM- n/N (%) 2 (15)

FISH karyotype- n/N (%)                t(11:14)
17p-
1q+

6/13 (46)
2/13 (15)
3/13 (23)

Involved organs – n/N (%)            Heart
Kidneys
Soft tissue
PNS
Liver
GI

11/13 (85)
10/13 (77)
6/13 (46)
5/13 (38)
4/13 (31)
3/13 (23)

Cardiac Mayo-stage- n/N (%)       1-2
3a
3b

8/13 (61)
4/13 (31)
1/13 (8)

ECOG-PS, n/N (%)                          0-1
2
3-4

10/13 (77)
2/13 (15)
1/13 (8)

No. of prior lines of therapy, median (range) 4 (3-10)

Triple drug refractory- n/N (%)             11/13 (85)

Belantamab refractory- n/N (%)             6/13 (46)

RESULTS
• 13 AL patients were infused, 11 in the study and 2 on a compassionate basis. 1 patient received 150x106 CART cells, 2 

patients received 450x106 CART cells and 10 patients received 800x106 CART cells. Manufacturing success rate was 100%.
• Patients’ characteristics are detailed in Table 1

Safety: 
• Grade 3-4 cytopenias were less severe than is seen in MM (0/13 thrombocytopenia, 3/13 anemia, 7/13 neutropenia), and 

resolved early (by day +28 : no anemia in 12/13, neutrophils of ≥1x109/L in 11/12, (excluding a patient with severe MDS))
• CRS was observed in 11/13, including 2 patients with grade 3 CRS, but no grade 4/5. 
• Tocilizumab was used in 9/11 with CRS, steroids in 2/11
• There were no cases of ICANS or other neurotoxicity
• 3 cases of heart failure exacerbations were seen, all of grade 3-4, all managed successfully with supportive care
• 4 cases of acute on chronic kidney injury were seen, all of grade 1-2 and reversible with supportive care
• No treatment related death were observed and no irreversible toxicities
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venetoclax in AL French Cohort

In frontline patients (n=16), with a median follow-up of 17·6 months, the estimated 2-year PFS and OS were 85·9% (95%CI, 69·5-100·0) and 93·7% (95%CI, 82·6-100·0), respectively



TECLISTAMY

DOSING REGIMEN
teclistamab. Up to six 28-day cycles, 1.5 mg/kg SC,
C1, teclistamab will be administered at days 1, 3, 8 then weekly at days 
15, and 22 according to MM ramp-up schedule.
C 2-3, teclistamab will be administered at days 1 and 15
C 4-6, teclistamab will be administered at day 1

After cycle 6, teclistamab will be administered according to treating 
physician with Janssen approval

9 sites in 6 countries



LIMOGES, center of the world….
French Amyloidosis Network founded in 2007

initially 2 constitutive centres, 3 since 2023:

Limoges, Pr A. Jaccard, hematologist
Poitiers, Pr F. Bridoux, nephrologist

Paris Saint-Louis, Pr B. Arnulf, immunologist 

And 24 referral centres
Virtual MDT meetings every other weeks: >1500 
patients referred since 2014
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