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Anticorpi bispecifici anti BCMA con approvazione FDA/EMA

¢ Teclistamab IgG4 Ottobre 2022

e Elranatamab IgG2a Agosto 2023
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Teclistamab in Relapsed or Refractory Multiple Myeloma 100+

P. Moreau, A.L. Garfall, N.W.C.J. van de Donk, H. Nahi, .F. San-Miguel, A. Oriol, A.K. Nooka, T. Martin, L. Rosinol,
A. Chari, L. Karlin, L. Benboubker, M.-V. Mateos, N. Bahlis, R. Popat, B. Besemer, |. Martinez-Lépez, S. Sidana,
M. Delforge, L. Pei, D. Trancucci, R. Verona, S. Girgis, S.X.W. Lin, Y. Olyslager, M. )affe, C. Uhlar, T. Stephenson,

R. Van Rampelbergh, A. Banerjee, ].D. Goldberg, R. Kobos, A. Krishnan, and S.Z. Usmani

Patients with R/R MM after >3 lines of therapy, including
exposure to IMiD, PI, and anti-CD38 mAb

—  26% high-risk cytogenetics
—  Median 5 prior lines of therapy (range: 2-14)

—  77.6% triple-class refractory; 30.3% penta-drug
refractory

—  89.7% refractory to last therapy line
Teclistamab: 1.5 mg/kg SC weekly, after step-up

30-31 gennaio 2024
BOLOGNA, Royal Hotel Carlton
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Patient Subgroup ORR, % (n/N)
<3 prior lines of treatment 74.4 (32/43)
>3 prior lines of treatment 59.0 (72/122)

High-risk cytogenetics and/or EMD 53.3 (32/60)
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Teclistamab in Relapsed or Refractory Multiple Myeloma
P. Moreau, A.L. Garfall, N.W.C.J. van de Donk, H. Nahi, .F. San-Miguel, A. Oriol, A.K. Nooka, T. Martin, L. Rosinol,
A. Chari, L. Karlin, L. Benboubker, M.-V. Mateos, N. Bahlis, R. Popat, B. Besemer, |. Martinez-Lépez, S. Sidana,

M. Delforge, L. Pei, D. Trancucci, R. Verona, S. Girgis, S.X.W. Lin, Y. Olyslager, M. )affe, C. Uhlar, T. Stephenson,
R. Van Rampelbergh, A. Banerjee, ].D. Goldberg, R. Kobos, A. Krishnan, and S.Z. Usmani
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Teclistamab in Combination With subcutaneous Daratumumab
and Lenalidomide in relapsed/refractory MM (1-3 lines of therapy)
(MajesTEC-2)

MajesTEC-3: Randomized, phase 3 study of teclistamab plus daratumumab versus
investigator’s choice of daratumumab, pomalidomide, and dexamethasone or
daratumumab, bortezomib, and dexamethasone in patients with relapsed/refractory

multiple myeloma.

Screening Study Treatment Follow-up

Enrolllment

Phase 3 Study of Teclistamab in Combination With P —— '
Lenalidomide and Teclistamab Alone Versus o tetor || 8] e
Lenalidomide Alone in Participants With Newly A S w,itlam..wuwsmem
Diagnosed Multiple Myeloma as Maintenance ool I Arm 5 (=500
Therapy Following Autologous Stem Cell romen e =L
Transplantation (MajesTEC-4) T

Participants In both arms will recelve study treatment continuously for 2 years with the option to continue until progression
based on investigator’s diceretion

ASCT = sutalogaus stem cefl Fransplant; EOT = end af treatment; IMi0 = immunomodulatory agent; MAD = minimal residual disease; FI = proteasome
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Phase 2 Study to Evaluate Safety and Efficacy of
Teclistamab in Combination With Daratumumab,
Lenalidomide, and Dexamethasone With or Without
Bortezomib as Induction Therapy and Teclistamab in
Combination With Daratumumab and Lenalidomide
as Maintenance Therapy in Participants With Newly
Diagnosed Transplant Eligible Multiple Myeloma
(GMMG-HD10 / DSMM-XX / 64007957MMY2003)
MajesTEC-5

30-31 gennaio 2024
BOLOGNA, Royal Hotel Carlton

A Study of Teclistamab in Combination
With Daratumumab and Lenalidomide
(Tec-DR) and Talquetamab in
Combination With Daratumumab and
Lenalidomide (Tal-DR) in Participants
With Newly Diagnosed Multiple Myeloma
(MajesTEC-7)

A Study of the Combination of Talquetamab
and Teclistamab in Participants With
Relapsed or Refractory Multiple Myeloma
(RedirecTT-1)
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Comparative Effectiveness of Teclistamab Versus Real-
World Physician’s Choice of Therapy in LocoMMotion
and MoMMent in Triple-Class Exposed Relapsed/
Refractory Multiple Myeloma

MajesTEC-1 LocoMMotion® LocoMMotion™ +
(N = 165) (N = 248) MoMMent”
(N = 302)
Treatment Teclistamab (1.5 mg/kg)®  RWPC RWPC

Mcdian follow-up, months (CCO)  22.8 (January 4, 2023) 26.4 (October 27, 2022) 242 (March 13, 2023

80% -
ATT-adjusted results (LocoMMotion): ATT-adjusted results (LocoMMotion + MoMMent):
ORR = 63.0%" ORR (RR, 2.44 [95% CI, 1.79-3.33]; p<0.0001) ORR (RR, 2.41 [95% CI, 1.80-3.23; p<0.0001)
=VGPR (RR, 5.78 [95% Cl, 3.74-8.93]; p<0.0001) 2VGPR (RR, 5.91 [95% Cl, 3.93-8.88]; p<0.0001)
60% ! =CR (RR, 113.73 [95% CI, 15.68-825.13]; p<0.0001) =CR (RR, 132.32 [95% CI, 15.06-918.47]; p<0.0001)

40%

Patients, %

20%

0.3%
0%
Teclistamab RWPC unadjusted RWPC ATT RWPC unadjusted RWPC ATT
LocoMMotion® LocoMMotion® LocoMMotion + LocoMMotion +
H =Cr VGPR PR MaMMent* MoMMent*

Moreau 2023
LSS,
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Comparative Effectiveness of Teclistamab Versus Real-
World Physician’s Choice of Therapy in LocoMMotion
and MoMMent in Triple-Class Exposed Relapsed/
Refractory Multiple Myeloma
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Real-world analysis of teclistamab in 123 RRMM patients from
Germany

C. Riedhammer', F. Bassermann?, B. Besemer’, M. Bewarder?, F. Brunner®, A. Carpinteiro®, H. Einsele(®’, J. Faltin’, J. Frenking®, A B
D. Gezer™'?, 5. Goldman-Mazur'', M. Hinel'?, M. Hoegner?, K. M. Kortuem (3", J. Krénke ("2, M. Kull'%, T. Leitner'®, C. Mann'?,

R. Mecklenbrauck @ '?, M. Merz(®'", A. Morgner'2, A. Nogai'?, M. 5. Raab[®?, R. Teipel'®, R. Wiisch @ '® and L. Rasche®'™

Best response PFS
80 100
2
%n 7%
Characteristic MAJESTEC-1 Real-world @ 60 e nCRorCR g
Median age (range) - yr 640 (330-840)  67.0 (350-87.0) g S Hois 3o
Gender: male/ffemale - % 582/41.8 56.9/43.1 S 40 o PR 5075
o
Median time since diagnosis 6.0 (0.8-22.7) 6.5 (0.5-18.7) g a
= 000 X
yr {rangEJ g 0 3 6 9 12 15
Median no. of lines of 5 (2-14) 6 (3-14) a 20 Time (months)
previous therapy (range) Number at risk
Extramedullary disease - no./ 28/165 (17.0) 43/119 (36.1) 01 - 121 68 37 19 8 0
total no. (%) all 123 patients 0 3 5 6 9 12 15
ime (months)
260% plasma cells in bone 18/160 (11.2) 21/59 (35.6)
marrow no.Jtotal no. (%)
ISS noJtotal no. (%) os DOR
| 85/162 (52.5) 25/92 (27.1) 100 100
l S7N62352)  35/92 (380) ! \\_.._,m : k\-.,,_____
2075 % 075
11} 20/162 (12.3) 31/92 (33.7) a a
o o
High risk cytogenetic 38/148 (25.7) 39/106 (36.8) 8050 8050
profile no./total no. (%) £ £
Refractory status no/total no. (%) H
triple—class 128/162 (77.6) 113/123 (92.6) 000 000
0 3 6 9 12 15 0 3 6 9 12 15
penta-drug 50/162 (303 74/123 (60.2)

Time (months)

Time (months)

Leukemia 2024
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Further hints

* Limited duration for responding patients
* Elderly patients
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3394 A Phase 2, Single-Arm, Non-Inferiority Study of
Limited-Duration Teclistamab for Relapsed and Refractory

Multiple Myeloma (LimiTec)

VGPR or bett o— OV s SUSIRINGU OFF- . il waivsiissuisssasaivsvmsavsmsnissssomsRsssR b OsaTaRe End of Study: 24

’- e .v 1 drug remission >. "v RN t?;l
Start of Eligibility period (6-9 Off-drug : Continue active
teclistamab oftherapy)  surveillance starts surveillance

;...Off-dng disease_ ..., s 2 >@ »>®  End of Study:

i o —_— - Tocli b continued IMWG progression

trial
restarted until disease or 24 months on

progression

IMWG progression or
Legend: Teclistamab 90 days to achieve %
¢ . restarted MR or better 24 monthe on trial
On teclistamab  «-+ve-++ Off teclistamab

i, Offdug IMWG > MR or >
progression ? oV @ L Pt ~—»@  Endof Study:

No  —>@  End of Study: lack
response

v Bone marrow biopsy

sub-study partici only) of re-response

Razzo et al ASH 2023
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3330 Toxicity and Efficacy Outcomes of Teclistamab in Patients
with Relapsed-Refractory Multiple Myeloma (RRMM) Above the
Age of 70 Years: A Multicenter Study

== Age >70 years =+ Younger patients

Baseline Characteristics Older pis (age =T ¥rs) | Younger pis (Age <70 yrs) | p value

=33 n=69
Age, vears, median (range) 75 (71-87) G2(35-700 100% 1
ECOG PS =2 15 (43%) 18 (26%) -
T( sublype 18 {55%) 36 (52%) %
[evised Intemational Staging Svstem G {18%) 19 (27%) 5 75%7
High risk evtopenetics (defined above) 19 {58%) 36520 '2
Exiramedullary disesse 13 (30%) 31 dEM o
Prior LOYT {median, ranpe) G(4-17) Bid-14) W 509%
Prior Autologons stem cell ransplant 13 (58%) A1 (59%) _S_
Triple Kelraclory disease 32097%) G2 0% 2 2
Penta refractory disease 19 {38%) 49 {T1%) e 25%
BT refractory disease 19 (58%) 37 (5% g p=081 -
Efficacy and Safety Outcomes o
Urverall response rate 23 (700 42 (61 (.37 0% -
Complete response of belter [=CR) 10 {30%4) 19 28%) (I
PFS (median) — months 5.4 (95% CI. 2 8-NA) 3.0 (93% CL 2.0-NA) 1] ) L 2 9 T?me (;om:s) d 8 ? 10
CRS (any grade) 22{67%) 44 (640 0.7
CRS >3 grade 1 {3%) 0 (0% 03
ICANS 7 (21%) B {11%) 0.17]
ICANS >3 grade 0 (P 3 (%) 032
Meutmpenia grade 3-4 B (24%) 15 (22%) 082
Anemia grade 3-4 7 21%) 11 (16%:) (.33 H
Thrombicylopenia grade 3-4 9 (27%) B (12%0) .05 DI ma et d I AS H 2023
Infection 11 {33%) 18 (26%) (1 43
Hospital readmission 12 (36%:) 16 {23%) (.16
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Further hints

* Limited duration for responding patients
* Elderly patients

* OQOutpatient step up

e Patients with renal failure

* Tocilizumab prophylaxis
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Elranatamabinrelapsed orrefractory

multiple myeloma: the MagnetisMM-1 ORR: 64%
phaseltrial CR/SCR rate: 38%
M0 -
m -
E,D —

. Patients with R/R MM after >3 lines of therapy, including exposure to
IMiD, PI, and anti-CD38 mAb

—  Prior BCMC-targeted therapy allowed (7.3%)
—  Median 5 prior lines of therapy (range: 2-14)

] I'} ;'.I
—  90% triple-class refractory sCR (27.3)

Response (%)
&
i

—  89.1% refractory to last therapy line A0 —
. Erlanatamab step up 0 - CR (10.9)
m —
VGPR (18.2)
W0 =
PR (7.3)
o {7

Usmani Nat Med 2023
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Elranatamabinrelapsed orrefractory
multiple myeloma: the MagnetisMM-1
phaseltrial

o

10 Median PFS 11.8 months
(95% C1 6.0-19.1)

08 4
08

044

Probability of 275

024

10 Median DOR 17.1 months 0
{95% CI 11.1-NE)

e e e L e e LA e e e e e e e e e
01 23456 7 890N NBUWILIEYIBIVNN DM %NMWINDD

PFS time (months)
No.atrisk 5543 41 38 35333328 24 2322 1 19 7 17 16 4 4 13 1210 0 8 6 6 6 6 4 3 2 2 110

0.4 % ¢
0 Median OS 21.2 months
T (95% C110.9-NE)

Prapakility of maintaining resoonse @

01 234567857100 21BMWIBIGT G180 2 222252632728 2930050
Duration of response (months) I3

T T T T — T T T T T —T T T T T
[] 2 4 3 ] 10 12 " 6 @ 20 n 24 2% 28 0 2 M
05 time (months)

Usmani Nat Med 2023
GRS,
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Elranatamabinrelapsed or refractory

multiple myeloma: phase 2 MagnetisMM-3 75 of 123 patients

trialresults 70 1 ORR: 61% (95% Cl: 51.8 -69.6)
=  Patients with MM refractory to 21 IMiD, 60 - i
PI, anti-CD38 mAb < 50 - -
— 96.7% triple-class refractory -E 40 4 >cr]|
— 25.2% with high-risk cytogenetics = 30 4 35% 19,5 = msCR
) © - VGPR
a.
* Elranatamab: 76 mg SC weekly with 20 - 36.1% —VGPR
priming and/or premedication to 10 -
reduce CRS 0 _49
All Patients (N =
— If weekly dosing received for >6 123)
cycles with achievement of >PR for
>2 mo, then dosing interval = Median follow-up: 14.7 mo (range: 0.2-25.1)

changed to every 2 weeks
Lesokhin Nat Med 2023
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Elranatamabinrelapsed orrefractory
multiple myeloma: phase 2 MagnetisMM-3
trialresults

100 e 89.2% (95% Cl: 73.5-95.8)
N %
&0 - 71.6% (95% CI: 58.86-80.9)
40 4
20 4 Median DOR, months (95% CI)
— Patients with OR  NE (ME-NE)
o — Patients with =CR  ME (ME-NE)
T T T T T T T T
0 a 6 9 12 15 1 2
Months

Prok

Probability (%)

30-31 gennaio 2024
BOLOGNA, Royal Hotel Carlton

100 4 8915% (95% Cl: 74.3-95.9)
w -
60 4 5019% (95% Cl: 40.9-60.0)
40 4
20 4 Median PFS, months (5% CI)
— Owerall ME (9.9-ME)
a — Patients with =CR  NE [ME-NE)
T T T T T T T T T T
o 3 [ 9 12 15 18 n 24 7
Months
100 J 92.6% (95% Cl: TR 7-97.6)
40 " "
56.7% (95% Cl: 47.4-65.1)
B0
a0
a0 4 Median OS, months (95% CI)
— Owverall ME (13.9-NE)
o — Patients with 2CR NE (NE-ME)
T T T T T T T T T T
1] 3 B 9 12 15 18 n 24 2

Maonths

Lesokhin Nat Med 2023



Highlights from

30-31 gennaio 2024

IMS 20th n]eeting 2023 BOLOGNA, Royal Hotel Carlton

A matching-adjusted indirect comparison of the efficacy of elranatamab versus
physician’s choice of treatment in patients with triple-class exposed/refractory
multiple mveloma

MagnestisMM-3 (cohort A; n=123) LocoMMotion (n = 248) MAMMOTH (n=177)
Age, median, years 68 68 65
Sex, male 55% 54% 53%
Median time since diagnosis, years 6.1 63 48
High-risk cytogenetics 25% — 29%
ISS risk stage
Stage | 28% 28% —
Stage Il 38% 28% —_
Stage 1l 20% 31% 28%
ECOG status
0 37% 25% —_
1 58% 73% —
=2 6% 2% —
Extramedullary disease 32% 13% —
Number of prior lines, median 5 4 5
2 4% 6% —_
3 17% 19% —_
4 27% 25% —_
=5 52% 49% —_
Creatinine clearance
<60 30% 38% —
Refractory/exposure status —
Triple-class refractory® 97% 74% —
Penta-drug refractory 42% 18% 30%
Penta-drug exposed 71% — 58%

Mol Curr Med Res 2023
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A matching-adjusted indirect comparison of the efficacy of elranatamab versus
physician’s choice of treatment in patients with triple-class exposed/refractory

multiple myeloma

Elranatamab PCT - MAMMOTH
100 NE at 15 months 2.8 months
Elranatamab PCT - LocoMMotiot
Median PFS NE at 15 months 4.6 months 25 (0.18. 0.35
100 e (95% Cl) 0.25(0.17,037)
Unweighted HR (95% CI 44 (032060 075 24 (0.17. 0.35
Weighted HR, base-case (95% CI) 0.32 (020, 049) >
075 % CI ) (0 19, 0.46 H
2 0%
°
&
2 rd
5 0% a
< 025
E —  Unweighted el !
14
5 -~ Weighted elranatamab
i 025 = PCT MAMMOTH
& — 4 . 000
= Weighted elranatamab 9 3 P P 12 15 18 21 2 27
= PCT LocoMMotion
0.00 Time (months)

0 3 6 9 12 15 18 21 24 27 30 3 B

Time (months)

Mol Curr Med Res 2023
SO,
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Elranatamab After Previous BCMA Therapy

Pooled analysis of single-agent elranatamab in 87 patients with R/R
MM who received >1 PI, 21 IMiD, 21 anti-CD38 antibody, and >1
BCMA-directed tx (ADC or CAR-T) across 4 studies

Efficacy endpoints per IMWG criteria
Safety outcomes per CTCAE: TEAEs, CRS, and ICANS

Median follow-up: 11.3 mo (range: 0.3-32.3)

Nooka 2023
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Elranatamab After Previous BCMA Therapy

30-31 gennaio 2024
BOLOGNA, Royal Hotel Carlton

MagnetisMM-1 MagnetisMM-2 MagnetisMM-3 MagnetisMM-9

Study Phase | I I il
Elranatamab dosage | 212,000 1000 pg/kg SC 76 mg SC 76 mg SC
*  Dose frequency ug/kg SC aw Qw Qw
e Step-up dosin Sl 12 mg and 32 4 mg and 20

. i None 600 pg/kg mg mg
N included in . o 1 e o
pooled analysis

Nooka 2023
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Response Any Prior BCMA Prior ADC Prior CAR-T
P (n = 87) (n = 59) (n = 36)
ORR, % 46.0 42.4 52.8
= SCR 4.6 5.1 2.8
= CR 13.8 13.6 16.7
= VGPR 24.1 20.3 27.8
= PR 3.4 3.4 5.6
H (0)
Z')e*d'a” Rl 17.1 (9.8-NE) 13.6 (6.8-NE) NE (9.8-NE)
1 (o)
'Vg)d'a” A e\ 5.5 (2.2-10.0) 3.9 (1.9-6.6) 10.0 (1.9-NE)
Median OS, mo (95%Cl) 12.1 (7.5-NE) 12.1 (6.4-NE) 12.1 (6.5-NE)

Nooka 2023
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Teclistamab Induces Favorable Responses in
Patients with Relapsed and Refractory Multiple
Myeloma after Prior BCMA-Directed Therapy

Intended SOC, N=22 MajesTEC-1, N=165
Median age, yrs 66 (48-81) 64 (33-84)
ECOG PSOor 1 20 (91%) 165 (100%)
Extramedullary disease 3(14%) 28 (17%)
High marrow burden 6 (27%) 18 (11%)
High-risk cytogenetics 11 (50%) 38 (26%)
Median prior regimens (range) 8 (5-13) 5(2-14)
Penta-refractory disease 11 (50%) 50 (30%)
Grade > 3 CRS and ICANS 0%/5% 0.6%/3%
Prior BCMA-TT
CAR-T 15 (68%) 0%
ADC 2 (9%) 0%
Both CAR-T and ADC 5(23%) 0%
Best ORR/=CR 63%/36% 63%,/39%

Grajales 2023
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Teclistamab Induces Favorable Responses in
Patients with Relapsed and Refractory Multiple
Myeloma after Prior BCMA-Directed Therapy

100 ~
90 A
80 A

70 - ORR, 63.0

(104/165)
r 7 ORR, 55.2

60 ~ (16/29)

50 4
>CR,
40 4 394

2VGPR,
30 A >VGPR,

% of patients with response

20 4

10 4

O 4

N=165 ADC-exposed

(n=29)

CohortA

m PR mVGPR mCR

ORR, 53.3
(8/15)

CAR-T-exposed

(n=15)
Cohort C

=VGPR

ORR, 52.5

(21/40)

ADC and/or CAR-T-exposed

(n=40)

=2VGPR

Grajales 2023
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Treatment-emergent adverse n=123

A Anygrade  Grade3ord

Any treatment-emergent adverse event 123 (100) a87(10.1)

. Hematologic®
M d g n Et iIsmm -— 3 Anemia 60 (48.8) 46 (37.4)
Meutropenia 60 (48.8) 60 (48.8)
Thrombocytopenia 38(30.9) 20 (236)
S f Lymphopenia 33(26.8) 31(25.2)
a Ety MNonhematologic

Cytokine release syndrome T(5TT) (0]
Diarrhea 92(42.3) 2(1.6)
Fatigue 45(36.6) 4(3.3)
Decreased appetite A41(33.3) 1(0.8)
Pyrexia 37 (307) 5(40)
COVID19 related® 36 (29.3)° 19(15.4)
Injection site reaction 33 (26.8) 0
Mausea 33 (26.8) (]
Hypokalemia 32(26.0) 13 (10.6)
Cough (25.2) 0
Headache 29(23.8) 0
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Event Any Grade Grade 3 or 4
no. of patients (%)
Any adverse event 165 (100) 156 (94.5)
Hematologic
Neutropenia 117 (70.9) 106 (64.2)
Anemia 86 (52.1) 61 (37.0)
Thrombocytopenia 66 (40.0) 35 (21.2)
Lymphopenia 57 (34.5) 54 (32.7)

M aj e ST E c— 1 Leukopenia 29 (17.6) 12 (7.3)

Monhematologic

Sa fEty Diarrhea 47 (28.5) 6(3.6)

Fatigue 46 (27.9) 4(2.4)
Nausea 45 (27.3) 1 (0.6)
Injection-site erythema 43 (26.1) 0
Pyrexia 45 (27.3) 1{0.6)
Headache 39 (23.6) 1 (0.6}
Arthralgia 36 (21.8) 1(0.6)
Constipation 34 (20.6) ]
Cough 33 (20.0) 0
Pneumonia 30(18.2) 21 (12.7)
Covid-19 29 (17.6) 20 (12.1)
Bone pain 29 (17.6) 6(3.6)
Back pain 27 (16.4) 4(2.4

Cytokine release syndromet 119 (72.1) 1{0.6)

MNeurotoxic event 24 (14.5) 1{0.6)
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Conclusions

*Efficacy in heavily pretreated patients
*Schedules could be further improved
*Patients selection and sequencing will be major issues for the future



	Diapositiva 1
	Diapositiva 2
	Diapositiva 3
	Diapositiva 4
	Diapositiva 5
	Diapositiva 6
	Diapositiva 7
	Diapositiva 8
	Diapositiva 9
	Diapositiva 10
	Diapositiva 11
	Diapositiva 12
	Diapositiva 13
	Diapositiva 14
	Diapositiva 15
	Diapositiva 16
	Diapositiva 17
	Diapositiva 18
	Diapositiva 19
	Diapositiva 20
	Diapositiva 21
	Diapositiva 22
	Diapositiva 23
	Diapositiva 24
	Diapositiva 25
	Diapositiva 26
	Diapositiva 27

