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Topics
Anticorpi bispecifici (BsAbs): meccanismi d’azione e target
| BsAbs approvati: Teclistamab, Talqguetamab. Elranatanab. Updates

| BsAbs sono in grado di rispondere agli attuali unmet needs? Efficacia nelle popolazioni ad alto rischio

Meccanismi di resistenza e potenziali limiti all’utilizzo, correlati a:
- Caratteristiche del microambiente

- Caratteristiche delle cellule T

- Caratteristiche della cellula tumorale

Strategie volte a ottimizzare |'efficacia dei BsAbs

- Dual targeting: Associazioni di BsAbs con target differenti
- Combinazioni con agenti ad azione immunomodulante

- Aumento dei livelli di Ag target

- Timing precoce di utilizzo

Sequencing: impatto delle terapie precedenti sull’efficacia dei BsAbs e dei BsAbs sull’efficacia delle terapie
successive

Safety: strategie per contenere la tossicita (infezioni, CRS)



Immunita anti-tumorale
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Immunoterapia anti-tumorale

Summary

Directing targeting of Immune checkpoint
surface tumor antigens ; _ inhibitor:
9 Antitumor BITEs | Anti-CD3 Anti-PD-L1/PD-1

Monoclonal antibodies

Boosting immune
effectors

Adoptive cell therapy

Overcoming inhibitory
immune suppression

Immunomodulators:
IMiDs, checkpoint inh

Bone marrow stromal cells

- Modulazione del microambiente immune nelle sue componenti cellulare e solubile
—>ripristino dellimmunosorveglianza verso il tumore (IMIDs, Checkpoint Inhibitors)

- Reclutamento del microambiente immune al fine indurre/potenziare azione citotossica sulle cellule tumorali
(immunoterapie NK/T cell mediate: MoAbs, CAR-T cells, BsAbs)

Da Rodriguez-OteroP., Hematologica 2017




BsAbs anti-BCMA: Teclistamab, Elranatamab
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BCMA (B Cell Maturation Antigen)

A Y BCMA
Y Immunoglobulin

Bone marrow (BM) Lymph node (LN)
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BCMA expression in PC

In normal physical functions

* Support survival of long-lived PCs
* Production of antibodies

+ Class switch of immunoglobulin

In MM
Promote proliferation and survival of MM cells.

* Associated with immunosuppressive BM
microenvironment.

* Increased sBCMA level is associated with
disease progression and poorer outcome.

piu elevata:

E’” un recettore di superficie indotto
selettivamente durante la differenziazione PC e
si associa a perdita di BAFF-R

Espresso sulle cellule B late-stage, plasmablasti
proliferanti, short and long-lived PC
virtualmente assente nelle cellule B naive e
memory

Il progressivo incremento della espressione di BCMA con la progressione della malattia e legato alla perdita di PC che

esprimono livelli inferiori

Una piu elevata espressione di BCMA potrebbe infatti conferire un vantaggio selettivo di sopravvivenza



SCREENING
Cohort A*

Key eligibility criteria

* Age, 218 years

» Documented, progressive,
measurable RRMM

* ECOGPSofOor1l

* >3 prior lines of therapnv

* Prior PI, IMiD, and anti-
CD38 mAb

* No prior BCMA-targeted
treatment

y

Cohort Ct

Key eligibility criteria

* Age, 218 years

» Documented, progressive,
measurable RRMM

* ECOGPSof0or1l

« >3 prior lines of therapv

* Prior PI, IMiD, and anti-
CD38 mAb

* Prior BCMA-targeted
treatment (CAR-T and/or

TREATMENT

Week 1
* Step-up doses of
teclistamab (0.06 mg/kg
and 0.3 mg/kg)

Cycles 1+
» Weekly teclistamab
(SC 1.5 mg/kg)
» Continue until progressive
disease

Simon’s 2-stage design

L ADC) A
80 - ORR?®:
63.0
! (104/165)
60 -
g .. >CRP:
8 46.1
n. =
20 4
0

BsAbs anti-BCMA, Teclistamab: MajesTEC-1

ENDPOINTS FOLLOW-UP (Phase 1,2). EﬁicaCia
v §'§fty N 2 vt Long-Term Follow-Up From the Phase 1/2
oo MajesTEC-1 Trial of Teclistamab in Patients

* Immunogenicity

2VGPR:
594

With Relapsed/Refractory Multiple Myeloma

Treatment
dose 1:
1.5 mg/kg

Subsequent
treatment doses:
1.5 mg/kg QW

SUD 1:

0.06 mg/kg

Best Option to switch to Q2W (Q4W?) dosing if:
+ >PR after >4 cycles (Phase
PR after >4 cycles (Ph 1)
response: + 2CR for 26 months (Phase 2)

B sCR
B cr
| VGPR
B PR

Al data cut-off (Aug 22, 2023, follow-up mediano 30.4 m):

165 pz avevano ricevuto Tec alla RP2D (1.5 mg/kg QW)
65 pz erano passati a 1.5 mg/kg Q2W
38 pz rimanevano in trattamento (di cui 37 Q2W)

' Garfall AL et al, ASCO 2024. P7540



. Figure 4: PFS
Figure 3: DOR
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Long-Term Follow-Up From the Phase 1/2
MajesTEC-1 Trial of Teclistamab in Patients
With Relapsed/Refractory Multiple Myeloma

DOR, PFS e OS correlano con |la
profondita della risposta

mDOR complessiva 24 m
mDOR in pz in 2CR NR (30-month DOR
rate, 60.8%)

mPFS complessiva 11.4 m
MPFS in pz in 2CR NR

mOS complessiva 22.2 m
mQOS in pz in 2CR NR

Garfall AL et al, ASCO 2024. P7540



Teclistamab. Efficacia

DOR, PFS, and OS in MRD-neg patients

Long-Term Follow-Up From the Phase 1/2
MajesTEC-1 Trial of Teclistamab in Patients
With Relapsed/Refractory Multiple Myeloma
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DOR, PFS e OS correlano con la profondita della risposta, con ulteriore miglioramento nei pz con MRD-neg sostenuta
MRD-neg 85.7% dei pz valutabili ad almeno un time point, MRD-neg sostenuta 26 m 56.1%, MRD neg-sostenuta 212 m 38.9%

Garfall AL et al, ASCO 2024. P7540



TQCIiS'tamabll Safety Long-Term Follow-Up From the Phase 1/2

MajesTEC-1 Trial of Teclistamab in Patients
With Relapsed/Refractory Multiple Myeloma

Table 2: TEAEs occurring in 220% of patients in MajesTEC-1
e ——

Non nuovi segnali di tossicita

(o)
Any TEAE 165 (100) 156 (94.5) TEAEs G3/4 945/:
Hematologic TEAEs ematologici G3/4
Neutropenia 118 (71.5) 108 (65.5) Neutropenia 65.5%
Anemia 91 (55.2) 62 (37.6) . o
Thrombocytopenia 69 (41.8) 38 (23.0) Anemia %7'6/)’ ) o
Lymphopenia 60 (36.4) 57 (34.5) TrOmbOC|tOpen|a 23.0%
Leukopenia 33(20.0) 15(9.1) Linfopenia 34.5%
Nonhematologic
Infections 130 (78.8) 91 (55.2) . . o
COVID-19 48 (29.1) 35 (21.2) Infezioni G3/4 55.2%
CRS 119 (72.1) 1(0.6)
Cianhes o D) A, CRS di ogni grado 72.1%
Pyrexia 51 (30.9) 1(0.6) 0 |
Fatigue 50 (30.3) 4 (24) (G3/4 0.6%)
Cough 46 (27.9) 0
atieeh 45(275) 1.05) TEAEs che portano a
Injection site erythema 44 (26.7) 0 . . . o
Arthralgia 42 (255) 2 (12) riduzione di dose 0.6%;
Headache 40 (24.2) 1(06) discontinuazione 4.8%
P Sl : (5 casi correlati a infezione)
Hypogammaglobulinemia 36 (21.8) 3(1.8)
Back pain 33(20.0) 4 (24)

Garfall AL et al, ASCO 2024, P7540



Patients, % (95% Cl)

10+

Teclistamab. Safety. Infezioni

New-onset grade 23
infections at 1-1.5years'

I._ B dose 1: treatment doses:

New-onset grade 23 infections in the overall MajesTEC-1 study population

Treatment Subsequent

30 I Patients switching to 1.5 mg/kg 1.5 mg/kg QW

Q2W dosing by 1 year

| -
T ‘ Option to switch to Q2W (Q4W?) dosing if:
" « 2PR after 24 cycles (Phase 1)
il I 1 1 56% » >CR for 26 months (Phase 2)
|

l | ! patients remainingon Al data cut-off (follow-up mediano 30.4 m):
| d QW dosing at 1 year .
N ' | 165 pz avevano ricevuto Tec alla RP2D (1.5
—&— Tota = SMtCh .3 monti U =
T T T T T T T T T 33‘3% mg/kg QW)
(N6 (Ne113 Nes) (s (NThN®) NsHNAd 1) 65 pz erano passati a 1.5 mg/kg Q2W

Time, months

38 pz rimanevano in trattamento (di cui 37
Q2W)

L'incidenza di infezioni G =3 tende a ridursi nel tempo, in particolare dopo i primi 9-12 mesi di trattamento (switch a Q2W,;
incremento dell’utilizzo di Ig)

E’ stata approvata la somministrazione di Tec 1.5 mg/kg s.c. Q2W nei pz con di 2RC sostenuta per 26 mesi
Quota di pz con almeno 21 infezione G>3:

<6m 35.2% da>6a<12m 33.3%
da>12a<18 m 25.4% da>18a<24 m 13.0%
da>24m 10.5%

Garfall AL et al, ASCO 2024, P7540 Usmani SZ et al, JCO 2023



BsAbs anti-BCMA,
Elranatamab: MagnetisMM-3 (Phase 2). Efficacia

« Prior PI, IMiD, and anti- [ e S gy e Follow-up mediano 14.7 m

20 CD38 mAb % 60 ?I.S‘&}[‘;‘:.:;;CI;;B—EO.QJ
=
80 g™ mMDOR, mPFS, mOS NR
20 4 Mgdian DQR, months (95% CI)
70 - Z Patiocts with 5CRNE (NENE) 15-m DOR 71.5%

ORR, 61% (95% Cl: 51.8-69.6) L

N T F @ 8§ | 2 15-m PFS 50.9%

% sCR (15.4%) ::i:rt\:sis:dmOR 75 70 65 56 42 14 3 0 15'm OS 56.7%
T 50— Patients with 2CR 43 43 43 40 a3 14 3 o
2 >CR: b
& Ao 35.0% 100 4 .  BO5%(95%Cl: 74.3-95.9)
CR (19.5%) >VGPR: ] |
St 56.1% 2
g 60 4 50.9% (95% CI: 40.9-60.0)
20 8 o1 . ‘
VGPR (21.1%) & s ] Median PFS, months (95% CI)
| - Overall NE (9.9-NE)
10 o4 — Patients with 2CR NE (NE-NE)
. o 3 6 ] lZMothIS 18 2 24 27
n=123 g?r;:;l?sk 123 78 67 62 52 37 6 2 1 o
Patients with 2CR a3 43 43 aN 38 29 6 2 1 o
Coorte A: 123 pz senza precedente BCMATT . s e
Elr somministrato QW dopo 2 dosi di step up. '
Nei pz responsivi switch a Q2W dopo 6 cicli z =
(50 pz di cui 80% hanno migliorato o R | A
. 20 - Median OS, months (95% ClI)
mantenuto la risposta 26 m) o 3  Pentswith 2GR NE (NEND)
Triple-class refractory 96.7 %, HCR 25.2% T e T

e & = & o= W W U8 5 8 Lesokhim AM et al, Nat Med 2023



Elranatamab: MagnetisMM-3 (Phase 2). Safety

Treatment-emergent adverse n=123
sveaty. 1 (X) Any grade Grade3or4
Any treatment-emergent adverse event 123 (100) 87 (70.7) CRS 57.7% ( lim itate a G <3)
Hamatologi® Infezioni 69.9% (G3/4 39.8%)
Anemia 60 (48.8) 46 (37.4)
Neutropenia 60 (48.8) 60 (48.8) AEs G3/4 ridotti da 58.6% a 46.6% con la schedula Q2W
Thrombocytopenia 38(30.9) 29 (23.6)
Lymphopenia 33(26.8) 31(25.2)
Nonhematologic
Cytokine release syndrome 71(57.7) 0
Diarrhea 52(42.3) 2(1.6)
Fatigue 45 (36.6) 4(3.3)
Decreased appetite 41(33.3) 1(0.8)
Pyrexia 37(30.) 5(41)
COVID-19 related” 36 (29.3)° 19 (15.4)
Injection site reaction 33(26.8) 0
Nausea 33(26.8) 0
Hypokalemia 32(26.0) 13(10.6)
Cough 31(25.2) 0
Headache 29 (23.6) 0

Lesokhim AM et al, Nat Med 2023



BsAbs anti-GPRCSD
(G protein-coupled receptor, class C, group 5, member D):
Talquetamab

coe9/2s T

. IFN-y, TNF-a, IL-2, IL-10...
, ‘

CD3 arm JNJ-64407564

GPRC5DxCD3 antibody
Exterior

4:59 p— Cytosol

extracellular

Cell kill

® 00
Perforin 3% GPRCS5D*

intracellular
MM cell

cytoplasm

ca [a(e o)
. AG protein
Granzymes interaction

'&
&‘0*

GPRC5D e espresso nelle PC di MM e in diverse linee cellulari di MM; PC normali, follicoli piliferi e tessuti cheratinizzati
Lespressione negli altri tessuti normali, comprese le cellule emopoietiche, € limitata
La sua funzione nei tessuti umani non e nota

Proteina transmembrana a 7 passaggi con ridotta probabilita di passaggio nel siero (“shedding”) che potrebbe
interferire con l'effetto terapeutico

La prossimita degli epitopi esposti alla membrana plasmatica facilita la formazione di immunosinapsi piu strette tra
cellule T e cellule target



BsAbs anti-GPRCS5D, Talquetamab:
MonumenTAL-1 (Phase 1/2). Efficacia

Long-Term Efficacy and Safety Results
From the Phase 1/2 MonumenTAL-1
Study of Talquetamab, a GPRC5DxCD3
Bispecific Antibody, in Patients With
Relapsed/Refractory Multiple Myeloma

Eligibility criteria g ("'I"gll'!(iasﬁe?w.
Phase 1 .
« Intolerant to or progressed on ot Primarésgcbjpomt:

established therapies 0.8 mg/kg SC Q2W* .
(TCR naivo)
Phase 2 i imhunogénici‘ty. and'
«23 prior LOT (21 PI, 21 IMiD, = pharmacodynamics
>1 anti-CD38 mAb) 0.4 mg/kg SC QW.or_?_.ngg/kg SC Q2w
-ECOG PS <2 (p“:;n )
100 7 PR BVGPR ECR WEsCR
741
80 106/143 69.5
( ) (107/154) 90,7

2 60

7

& 40- _ 2VGPR: 2VGPR:

59.1
20
0- TCR: T-cell redirecting therapy
0.4 mg/kg 0.8 mg/kg Prior TCR

SC Qw SC Q2w

Follow-up mediano 29.8 m, 23.4 m, 20.5 m

Rasche L et al, EHA 2024. P915



Talquetamab. EfficaCia Long-Term Efficacy and Safety Results

From the Phase 1/2 MonumenTAL-1

0.4 mg/kg SC QW | 0.8 mg/kg SC Q2W Prior TCR SFUdy Of Ta|QL.Ietama.b, - G_PRCSD)SCEB
(n=143) (n=154) (n=78) Bispecific Antibody, in Patients With

Relapsed/Refractory Multiple Myeloma
mFU, mo 29.8 23.4 20.5
mDOR (95% Cl),2 mo 9.5 (6.7-13.4) 17.5 (12.5-NE) N/AP
mDOR in pts with >CR 28.6 NR - DOR correla con la profondita della risposta
(95% Cl), mo (19.4-NE) (21.2-NE) mDOR complessiva 9.5 m, 17.5 m, N/A
. .
mPFS (95% Cl), mo 7.5 (5.7-9.4) 11.2 (8.4-14.6) 7.7 (4.1-14.5) MDOR in pz in 2CR 28.6 m, NR, N/A
24-mo OS rate (95% Cl), % 60.6 (51.7-68.4) 67.1 (58.3-74.4) 57.3 (43.5-68.9) mPES7.5m 11.2m. 7.7 m
B 100 <
0Sa24 m60.6%, 67.1%, 57.3%
80 +
}5 60 -
2
E
£ 40 +
g
20 +
0= L] T 1 1 L) L 1 1 L Ll I 1
0 3 6 9 12 15 18 21 24 27 30 33
Pts at risk ORI TCR: T-cell redirecting therapy
Bestresponse: PR 16 7 3 2 1 1 0 0 0 0 0 0

Bestresponse: VGPR 29 24 21 14 7 6 5 4 0 0 0 0
Best response: 2CR 62 61 59 56 50 46 39 24 9 4 3 1

= = = - Best response: —4— Best response: VGPR = ¥ - Best response: RaSChe L et al, EHA 2024 P915
PR 2CR



Any-grade AE, n (%)

Taste-related®

0.4 mg/kg SC QW (n=143) | 0.8 mg/kg SC Q2W (n=154) Pr(|:=r7T8():R

Talquetamab. Safety

Long-Term Efficacy and Safety Results
From the Phase 1/2 MonumenTAL-1
Study of Talquetamab, a GPRC5DxCD3
Bispecific Antibody, in Patients With
Relapsed/Refractory Multiple Myeloma

Total 103 (72.0) 110 (71 .4) 59 (75.6)
Leading to dose reduction 10 (7.0) 6 (3.9) 4(5.1)
Leading to discontinuation 0 3(1.9) 0
Skin-related®

Total 81 (56.6) 113 (734)° 50 (64.1)
Leading to dose reduction 5 (3.5) 1(0.6) 2(2.6)
Leading to discontinuation 2(14) 1(0.6) 0
Nail-related®

Total 79 (55.2) 82 (53.2) 46 (59.0)
Leading to dose reduction 1(0.7) 1(0.6) 1(1.3)
Leading to discontinuation 0 0 0
Rash-related®

Total 57 (39.9) 46 (29.9)9 25 (32.1)"
Leading to dose reduction 1(0.7) 1(0.6) 0
Leading to discontinuation 0 0 0

Non nuovi segnali di tossicita
L'incidenza complessiva
riduzione di
dose/discontinuazione per
AEs e limitata: 15%, 10%,
12%/5%, 10%, 5%

0 morti correlate al
trattamento

AEs correlati a GPRC5D
(disgeusia, alterazioni
cutanee/unguali) sono
frequenti ma raramente
associati a riduzione di
dose/discontinuazione

Rasche L et al, EHA 2024. P915



Figure 5: New-onset grade 23 infections over time in the Q2W cohort Long-Term Efﬁcacy and SafEty Results
From the Phase 1/2 MonumenTAL-1

30 A _ Study of Talquetamab, a GPRC5DxCD3
_ 254 Bispecific Antibody, in Patients With
m -
- Relapsed/Refractory Multiple Myeloma
°\° -
£ =
E =
s 1t Incidenza di infezioni G=3 19.6/14.5%
52 10-
£ . : . —
5 } 1 ....... ¢ Llincidenza di nuove infezioni G=3 tende a
04 , i T A . B L e, o 1 ridursi mantenendosi limitata dopo i primi
Time of event, mo
No. of pts (with event) 154 (23) 117 (6) 89 (0) 73 (1) 58 (2) 51 (1) 47 (1) 37 (0) 17 (1) Non & stato osservato incremento delle
Figure 4: Weight loss in pts with oral toxicity? in the QW and Q2W cohorts infezioni G3/4 con follow-up prolungato
2.5 4
004  ofpf—
8 - D"
o = Calo ponderale 39%, 34%, 39%
4
e -50- Ui L BRI E’ precoce e tende a
= b SNE i .. 7 Sl Iyl . . o . .
75 R QB IRIE miglioramento/stabilizzazione, anche nei pz
S con tossicita orale
©0 5000008 OUCE55060500566060033838383
Pts with o:Ja(I).t::ig:: 1 235 92 295 24 55 280 265 245 223 205 189 177 167 149 144 136 126 122 114 110 102 94 91 88 85 79 74 66
Pts with no oral toxicity 1 20 65 4 10 54 45 37 31 27 22 20 17 15 14 14 14 14 14 12 11 11 10 10 8 8 8

Rasche L et al. EHA 2024 P15 Prsvith oral toxicit S~ Pis with no oral toxicity Rasche L et al, EHA 2024. P915



Teclistamab nei pazienti con caratteristiche di alto rischio

Efficacy and Safety of Teclistamab in Patients
With Relapsed/Refractory Multiple Myeloma
60.0% 60.5% 54.2% 44.4% With High-Risk Features: A Subgroup
Analysis From the Phase 1/2 MajesTEC-1

Study

Figure 2: ORR in patients with HR features in MajesTEC-1

80+ ORR*:

20% 63.0%

(104/165) (30/50) (23/38) (13/24) (8/18)

2 50%
8
8 40
®
o
30% }ZCR: Best response:
15.0 =
sCR
204
W CRrR
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Overall RP2D Penta-drug refractory HR cytogenetics Age 275 years BMPCs 260% EMD ISS stage Il

Figure 3: DOR to teclistamab in patients with HR features in MajesTEC-1

23 13 8 10 7
29.5(15-32.9) 29.0 (0.3-35.8) 30.9 (0.3-37.9) 31.0(0.3-37.9)

24-month DOR rate,
% (95% Cl)

Responders, n 104 30 2
mFU, mo (range) 304 (0.341.5) 31.3(0.3-38.0) 315(0.3-415)

Nei pz 5-refrattari, con HCR, eta 275: ORR e >CR sovrapponibili alla popolazione complessiva RP2D
Nei pz con elevato burden (BMPCs 260% e ISS Ill) e EMD: ORR inferiori
Nella maggior parte dei sottogruppi ad alto rischio, DOR simile alla popolazione complessiva R%Qta L) et al. EHA 2024. P923



Long-Term Efficacy and Safety Results
From the Phase 1/2 MonumenTAL-1
Study of Talquetamab, a GPRC5DxCD3
Bispecific Antibody, in Patients With
Relapsed/Refractory Multiple Myeloma

Talquetamab nei pazienti con
caratteristiche di alto rischio

ORR in subgroups, % (95% Cl) g m&’:&if Ve 0-8 "‘9("’1‘3 554(): Q2w P’(':;;;;R

Age 275, years

71.4 (47.8-88.7)

75.8 (57.7-88.9)

80.0 (28.4-99.5)

High-risk cytogenetics?®

70.7 (54.5-83.9)

75.0 (68.8-87.3)

52.0 (31.3-72.2)

ISS stage Il

64.3 (44.1-81.4)

59.5 (42.1-75.2)

76.9 (46.2-95.0)

Baseline renal function, <60 mL/min/1.73 m?

65.0 (48.3-79.4)

65.2 (49.8-78.6)

63.2 (38.4-83.7)

Refractory status

Triple-class®

72.9 (63.4-81.0)

67.3 (57.7-75.9)

65.2 (52.4-76.5)

Penta-drug®

71.1 (55.7-83.6)

69.2 (52.4-83.0)

58.8 (40.7-75.4)

21 extramedullary plasmacytoma®

48.5 (30.8-66.5)

41.5 (26.3-57.9)

44.0 (24.4-651)

Nei pz con ISS lll, IR, EMD

: ORR inferiori rispetto alla popolazione complessiva

Rasche L et al, EHA 2024. P915




Meccanismi di resistenza e potenziali limiti all’utilizzo di
terapie T cell-dipendenti

anti-BCMA CAR T cell BCMA-CD3 Bispecific Abs
BsAbs

D. Immune response against the Ab construct and
non human scFv of CAR-T

CcD3

T cell
Myeloma cell
A. T cell Features B. BM environment Features C. Tumor Features
- T cell expansion/persistance - Inhibitory mechanisms - Genetic abnormality
- T cell phenotype - Suppressive cells - Tumor heterogeneity —» Antigen escape
- T cell fitness - Inhibitory cytokines - Therapeutic selection

Stromal cell

o $ o B Wi BCMA™ myeloma cells



Meccanismi di evasione immune nel MM
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Meccanismi di evasione immune nel MM

) Malignant Plasma cells
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T cell exhaustion

Exhausted CD8* T Cell

Continuous exposure Intermittent exposure
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T cell exhaustion € un meccanismo regolatorio finalizzato a limitare I'attivita delle cellule T, in particolare in presenza di una

stimolazione antigenica cronica

La esposizione continua delle cellule T a BsAbs induce T cell exhaustion (riduzione di funzione effettrice e fitness metabolica)
L'esposizione intermittente (resting delle cellule T) si associa a miglioramento di funzione effettrice e fitness metabolica




Meccanismi di resistenza e potenziali limiti all’utilizzo di
terapie T cell-dipendenti

Immune response against the Ab construct and
non human scFv of CAR-T

anti-BCMA CAR T cell BCMA-CD3 Bispecific Abs

BsAbs
scFv
* CcD3
\_‘
BCMA
T cell T cell
Myeloma cell

A. T cell Features B. BM environment Features C. Tumor Features
- T cell expansion/persistance - Inhibitory mechanisms - Genetic abnormality
- T cell phenotype - Suppressive cells
- T cell fitness - Inhibitory cytokines - Therapeutic selection

Stromal cell

cD8

IL-17©

CD8 e o o ©

- Tumor heterogeneity —» Antigen escape]

Acquired resistance:

Antigen loss:

- Ag downregulation

- Ag escape (loss of target epitope)

- Phenotypic switch

- Shedding and interference of soluble BCMA

Intrinsec resistance:

- Genetically determined apoptosis resistance (i.e. del p53
double hit)

- Apoptosis resistance of metabolically active cells in MRD+

BCMA™ myeloma cells




Strategie per ottimizzare l'efficacia dei BsAbs
Modulazione farmacologica dell’espressione antigenica sulle cellule tumorali
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Secretase receptor (CAR)

Gli inibitori delle gamma-secretasi (GSI)
limitano lo shedding di BCMA e
determinano un aumento della densita di
BCMA sulla superficie cellulare

y-secretase inhibitors augment efficacy of BCMA-targeting
bispecific antibodies against multiple myeloma cells without
impairing T-cell activation and differentiation

Chen H et al, Blood Cancer J 2022

HemaSphere

$194 TECLISTAMAB (TEC) + NIROGACESTAT (NIRO) IN RELAPSED/REFRACTORY MULTIPLE MYELOMA
(RRMM): THE PHASE 1B MAJESTEC-2 STUDY

Table: Response rates by dose level

Tec 720 pg/kg Tec 720 palkg Tec 1500 pg/kg Total (N=28)

QW + concurrent | QW+ QD Qw+ Qb

niro (n=8) delayed low-dose | delayed low-dose

niro (n=7) niro (n=13)

Follow-up, median 19.3(0.5-19.7) | 15.3(1.6"-18.6) | 11.3(4.3"-14.2) | 11.96 (0.5°-19.7)
(range), mo
Response, n (%)
Overall response 5(71.4)° 4(57.1) 12 (92.3) 21 (77.8F
zVery good panial 5(71.4)° 4(57.1) 12(92.3) 21 (77.8F
response
zComplete response | 3 (42.9)° 4 (57.1) 7(53.8) 14 (51.9y°

Offner F et al, EHA 2023



Strategie per ottimizzare I'efficacia dei BsAbs
Dual targeting: combinazione di BsAbs con target differenti

Talquetamab
GPRC5DxCD3 antibody

i

Teclistamab
BCMAxCD3 antibody

T-cell activation
Cytokine release °
Perforin/granzymes > G

Myeloma
cell death

; .' T-cell activation Myeloma
¢ . Cytokine release cell death
Perforin/granzymes




Tec + Tal: RedirecTT-1 (Phase 1b). s
Caratteristiche dei pazienti

Characteristic S Sl coves
(n=44) (N=94)

Median age, years (range) 63.0 (41-80) 64.5 (39-81)
Male, n (%) 23 (52.3) 49 (52.1)
Race, n (%)

White 32 (72.7) 75 (79.8)

Black/African American 0 (0) 1(1.1)

Asian 12 (27.3) 17 (18.1)

Unknown 0(0) 1{1-1)
Extramedullary plasmacytomas 21,2 n (%) 18 (40.9) 34 (36.2)
High-risk cytogenetics,® n (%) 8(42.1) 21 (41.2)
ISS stage,© n (%)

l 19 (46.3) 38 (44.7)

I 14 (34.1) 26 (30.6)

I 8 (19.5) 21 (24.7)
Years since diagnosis, median (range) 5.5(0.3-12.9) | 6.1 (0.3-14.6)

Primary objectives mg/kg Q2W +

08 my/kg

5C
Teclistamab + Talquetamab
Dose level 4

Teclistamab + Talquetamab -
Dose level 3 - Dose expansion
Teclistamab + Talquetamab
Dose level 2

Secondary objectives

+ Preliminary anticancer activity of each
study treatment at RP2R(s) in Part 2,
PK, immunogenicity

Key eligibility criteria

* Measurable MM

* RR or intolerant to established therapies,
including last LOT

+ Exposed to a Pl, IMID, and anti-CD38 mAb

Teclistamab + Talguetamab

Dose level 1

RP2R All doses

Characteristic (n=44) (N=94)

4.0 (111
Exposure status, n (%)
Belantamab mafodotin 5(11.4) 18 (19.1)
CAR-T therapy® 2(4.5) 4 (4.3)
Bispecific antibodye® 2(4.5) 7(7.4)
Any BCMA-directed thera 9 (20.5 27 (28.7
Triple-class 44 (100.0) 94 (100.0)
Penta-drug 28 (63.6) 61 (64.9)
Refractory status, n (%)
Proteasome inhibitor 41 (93.2) 85 (90.4)
Immunomodulatory drug 41 (93.2) 91 (96.8)
Anti-CD38 43 (97.7) 93 (98.9)
Triple-class 37 (84.1) 81 (86.2)
Penta-drug 13 (29.5) 31 (33.0)
To last line of therapy 39 (88.6) 87 (92.6)

CohenY et al, IMS 2024



Tec + Tal: Efficacia
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Talquetamab + Teclistamab in Patients
With Relapsed/Refractory Multiple Myeloma:
Updated Phase 1b Results From

EMD RedirecTT-1 With >1 Year of Follow-Up
100+ i
; = ORR (all treated patients)®
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Tec + Tal : Safety Talquetamab + Teclistamab in Patients

With Relapsed/Refractory Multiple Myeloma:
Most common AEs RP2R All doses Updated Phase 1b Results From

>35% a (n=44) N=94 X .

e o ——— RedirecTT-1 With >1 Year of Follow-Up

CRS 33 (75.0) 0 (0) 74 (78.7) 2(2.1)

Taste changes® 22 (50.0) NA 61(64.9) NA _ A:L‘l‘;:;‘

Non-rash skin AEs¢ 25 (56.8) 0 (0) 57 (60.6) 0 (0) Patients with CRS.? n (%) 33 (75.0) 74 (78.7)

Nail-related AEs? 21 (47.7) 0(0) 49 (52.1) 0(0) Grade 1 23 (52.3) 50 (53.2)

Pyrexia 14 (31.8) 1(2.3) 48 (51.1) 2(2.1) gzg: § 100(‘?5)'7) 23 2331‘;)

Diarrhea 21 (47.7) 2 (4.5) 45 (47.9) 3(3.2) Deveio anaol T edan () 2 (14) 2 (1-733)

Cough 13 (29.5) 0(0) 42 (44.7) 1(1.1) Duration, days, median (range) 2 (1-5) 2 (1-8)

Dry mouth 18 (40.9 (Y 40(42.6 000 Supportive measures,© n (%) 28 (63.6) 61 (64.9)

COVID-19 21 (47.7) 6 (13.6) 38 (40.4) 17 (18.1) Tocilizumab 10 (22.7) 24 (25.5)

Rash AEs® 14 (31.8 1(2.3 37 (39.4 1(1.1 IV fluids 8(18.2) 1 (11.7)

Pneumonia 14 (31.8) 7 (15.9) 34 (36.2) 19 (20.2) gz;;zs'emids : gg; f E?f;
Vasopressor 0(0) 11{1:1)

40% overall* n (% e - e CRS alla RP2R limitate a G<3

Neutropenia 30 (68.2) 25 (56.8) 69 (73.4) 64 (68.1) | 5ICANS in 3 pz (3.2%) (max G3) all doses.

Anemia 18 (40.9 11 (25.0 53 (56.4 36 (38.3 .

Thrombocytopenia 12227.3; 9((20.5)) 40 §42.6; 28 §29.8; 2 ICANS N 1 pZ (maX Gl) a”a RPZR

Il profilo di safety e coerente con quello dei BsAbs somministrati singolarmente

Non evidenza di tossicita additiva

Citopenia compatibile con BsAbs somministrati singolarmente, neutropenia febbrile 12.8%

Gli AEs correlati a GPRC5D sono frequenti ma limitati a G<3

AEs G3/4 >5%: polmonite, COVID-19

Rate di discontinuazione correlato a TEAEs: 13.6% all doses, 16.0% RP2D

AEs G5: 11.4% all doses, 14.9% RP2D (11/14 secondari a infezione) Cohen Y et al, IMS 2024



Tec + Tal: Safety. Infezioni

RP2R All doses
Most common AEs (n=44) (N=94)
(25% overall),2 n (%)
LOVACIERCI T -L 2B Any Grade ~ Grade 3/4
_Infections 38(864) | 21(477) | 84(804) | 60(63.8)
I COVID-19 21 (47.7) 6 (13.6) 38 (40.4) 17 (18.1) I
|  Pneumonia 14 (31.8) 7 (15.9) 34 (36.2) 19 (20.2) |
Upper respiratory tract infection 11 (25.0) 0(0) 23 (24.5) 3(3.2)
Nasopharyngitis 4(9.1) 0 (0) 14 (14.9) 0 (0)
Sinusitis 4(9.1) 0(0) 12 (12.8) 1.11:1)
Rhinovirus infection 2(4.5) 0(0) 10 (10.6) 3(3.2)
Bronchitis 3(6.8) 1(2.3) 9 (9.6) 3(3.2)
Respiratory tract infection 3(6.8) 1(2.3) 9 (9.6) 5(5.3)
Urinary tract infection 7(15.9) 1(2.3) 9 (9.6) 1(1.1)
Oral candidiasis 2(4.5 0 (0 7 (7.4 2 (2.1
4(9.1) 4(91) 7 (7.4) 7(74)
Septic shock 1(2.3) 1(2.3) 7(7.4) 6(6.4)
% 1.0
59
288 s ——— DL14
:é ﬁ 0.6
§ § - RP2R
% o4
g2
32 02
&
0 T T T
0 10 20 30
Months
Patients at risk
DL14 50 33 21 17 13 1 10 8 7 7 5 5 4 1 1
RP2R 44 34 27 25 23 22 19 14 13 12 4 6 0 0 0

Talquetamab + Teclistamab in Patients

With Relapsed/Refractory Multiple Myeloma:
Updated Phase 1b Results From
RedirecTT-1 With >1 Year of Follow-Up

Infezioni G3/4 63.8% all doses, 47.7% RP2R
Tra le infezioni G=3 >5%: polmonite, infezione
da COVID-19, sepsi

'incidenza cumulativa di infezioni G3/4 ha un
plateau a 6 mesi

CohenY et al, IMS 2024



Strategie per ottimizzare l'efficacia dei BsAbs
Combinazione con agenti ad azione immunomodulante

I Costimolazione delle cell T
Soppressione dei T-regs
- proliferazione, attivazione delle cellule T CD8+

I Check point inhibitors

Abrogazione del segnale inibitorio
—> attivazione delle cell TCD8+
« La combinazione BsAbs
+ IMIDs/CelMODs

riduce T cell exhaustion

PD-1

I Daratumumab I
PD-L1

Suppression of CD38* Enhancement of
immune regulatory cells T-cell responses

Induction of clonal T-cell
expansion

Myeloma Cell N o P @ Anti-KLH/CD3
A Anti-KLH/CD3 + Pom
3" i 0001 BOMACD3 + Pom
2 804 ?;2 23 8000
B 60 g? o ‘;‘33‘3 6,000
o 5] 4 [}
. . . . e 35 1 Z% 4,000+ o
Riduzione delle cell immunoregolatorie CD38+ : Iﬁr g2 ] ﬂ 8% o H
—> espansione clonale delle cell TCD8+ Meermeier EW et al, * ® alf Wil
BIOOd Cancer DISCOV 2022 T Cell function P T Cell Proliferation 4




IMIDs + Dara: Effetti sinergici

NK and NKT cell proliferation
and function in the presence of IL2 and
IFNY

IMiDs

-

Indction of
ADCC

IMIDs e Dara hanno effetti immunomodulanti parzialmente sovrapponibili:
- Espansione/attivazione cellule effettrici
- Riduzione delle cellule immunoregolatorie

IMIDs hanno effetto priming/induzione di ADCC da parte di Dara attraverso:

- Attivazione delle cellule NK
- Up-regolazione di CD38



Combinazioni di BsAbs

BS.A b ; Tec-Dara Tal-Dara Tal-Poma Tec-Dara-Len Tal-Tec
Combination
o . Phase 1 trial TRIMM-2 Phase 1b trial Pha§e 1b trial Phasg 1b trial
Clinical trial (NCT04108195) MonumenTAL-2 MajesTEC-2 RedirecTT-1
(NCT05050097) (NCT04722146) (NCT04586426)
Tec SC Tal SC
ot 1.5 mg/kg QW, Tal SC Tal SC Tal SC Tal SC 0.72 or L5 mg/kg Tec 3.0 mg/kg
osing schedule 3.0 me /kg Q2W, 0.4 mg/kg 0.8 mg/kg 0.4 mg/kg 0.8 mg/kg QW, 3.0 mg/k Tal 0.8 mg/kg
) mg/kg QZW, QW QW QW QW o TG SC Q2W
3.0 mg/kg QW from C3
Pts n° 65 14 51 16 19 35 34
Prior LOT, median n 5 6 5 3 3 2 4
TCR, % 75 57 61 31 21 NA 76.5
Prior BCtl\P;Iix/-targeted 12 57 53 25 0 NA NA
Prior PI/IMiD/
anti-CD38 mAb, % NA/97/63 NA/NA/79 NA/NA/90 NA/NA/75 NA/NA/74 100/100/28.5 NA/NA/NA
ORR, % 76.5 71 84 94 84 93.5 96
>CR, % 215 43 52 62.5 37 55 41
DoR NA NA 20 mo 120 I::’oat 84% at 9 mo NA NA
0, 0,
PFS NA Z{79m 19 mo oi%atomo: (2R NA 77% at 9 mo
12 mo 9 mo
0s NA 92% at 91.5% at NA NA NA NA
12 mo 12 mo

Da Tacchetti P et al, Cancers 2024



Combinazioni di BsAbs: Tal + Pom

BS.A b 3 Tec-Dara Tal-Dara Tal-Poma Tec-Dara-Len Tal-Tec
Combination
o . Phase 1 trial TRIMM-2 Phase 1b trial Pha§e 1b trial Phas? 1b trial
Clinical trial (NCT04108195) MonumenTAL-2 MajesTEC-2 RedirecTT-1
(NCT05050097) (NCT04722146) (NCT04586426)
Tec SC
. 15mp/keOW. _ 1aSC _TlSC _ TalSC B
Dosing schedule 3.0 3
g cp69/25 IFN-y, TNF-q, IL-2, IL-10...
3.0 m; > o =)
Pts n°

Prior LOT, median n

Cell kill

CD3 arm

JNJ-64407564 B

\ GPRC5DxCD3 antibody
TCR, % ]
Prior BCMA-targeted +
P % = /
£ ¢ ¥ gercspam : —
Prior PI/IMiD/ Perforin ©*
: . NA o MM cell
anti-CD38 mAb, % Granzymes , o Tal
ORR, % . e,
>CR, % '
DoR NA NA 50mo 120 n/:’oat 84% at 9 mo NA NA
0, 0,
PFS NA e 19 mo 94% at 9 mo D37 NA 77% at 9 mo
12 mo 9 mo
0S NA 92% at 91.5% at NA NA NA NA
12 mo 12 mo

Da Tacchetti P et al, Cancers 2024



Tal + Pom: MonumenTAL-2 (Phase 1b).
Efficacia

Dosing schedule:
Tal*
0.4 mg/kg SC QW or 0.8 mg/kg SC Q2W
+

Eligibility criteria
* Measurable multiple myeloma
« 22 prior LOT, including a Pl and lenalidomide
« ECOGPSof0Oor1
* Prior pom and TCR (CAR-T and BsAb) permitted
* No prior GPRC5D therapy

Pom
Starting at cycle 2
2.0 mg PO daily, with dose escalation
to 4.0 mg PO daily permitted

Talquetamab, a GPRC5DxCD3 Bispecific
Antibody, in Combination With Pomalidomide
in Patients With Relapsed/Refractory
Multiple Myeloma: Safety and Efficacy
Results From the Phase 1b MonumenTAL-2
Study

Primary endpoint:
Safety”

Key secondary endpoints:
ORR,“ time to response, DOR, PFS

Depth of response 12-month DOR rate
: i (95% Cl), %

88.6%
1007 oRR (31/350) Median follow-up (range), 16.8 - 0.0 (NE-NE)
months (1.2-25.1) n=2
5 80 HsC Median time to first 14 e 78.8 (38.1-94.3)
':n. 60 2CR: .B response (range), months (0.0-3.3) n=11
= 51.4 B Median DOR, months 3 80.4 (50.6-93.2)
g 54 % mVcp 95% Cl 12.0-NE i n=17
a nb 12-month DOR rate, 74.4
20 28.6 R % (95% Cl) (53.5-86.9)
] 8.6 Median PFS, months NR
» Tal + pom ' o CU) (12.9-
12-month PFS rate, 126
% (95% Cl) (53.9-84.7)

ORR elevato anche in pz HCR (77.8%), precedente CAR-T (100%) o Pom (100%)

Trend di correlazione di DOR con la profondita della risposta

Searle E et al, EHA 2024. P911



Combinazioni di BiAbs: Tal + Dara

Con?bsi‘l;la,tion Tec-Dara Tal-Dara Tal-Poma Tec-Dara-Len Tal-Tec
3 Phase 1b trial Phase 1b trial Phase 1b trial
Clinical trial Phaf;é}’éﬂolgllm%“l)lw'z MonumenTAL-2 MajesTEC-2 RedirecTT-1
(NCT05050097) (NCT04722146) (NCT04586426)
- r;fec/lchw Tal SC Tal SC Tal SC BISC  (omoriteme/ke  TEC30mE/ke
Dosing schedule SPE SN g mg/kg 0.8 mg/kg 0.4 mg/kg 0.8 mg/kg : 2WS56 mios mg/kg
3.0 mg/kg Q2W, QW, 3.0 mg/kg
’ ! NTAT Q2W (0)%Y Q2W ; ; 3 SC Q2w
CD69/25 t IFN-y, TNF-a, IL-2, IL-10... | ‘Suppression of CD38* Enhancement of o,
N AN immune regulatory cells T-cell responses 35 34
CD3 arm JNJ-64407564 | 2 4
GPRC5DxCD3 antibody NA 76.5
Cell kill | ;
NA NA
o / — Induction of clgnal T-cell
g k¥ Grreso am gy 00/100/28.5 NA/NA/NA
Perforin % [ Y & 4 ‘
MM cell . ‘
Granzymes t.: po Ve cDs: 93.5 96
# * * * a T T Cell
- 55 41
DoR NA NA 20 mo “;”Ig’oa‘ 84% at 9 mo NA NA
0, 0,
PFS NA ot 19 mo 9% atImo 0>t NA 77% at 9 mo
12 mo 9 mo
05s NA i . S Iﬁ;‘t NA NA NA NA

Da Tacchetti P et al, Cancers 2024



Tal + Dara: TRIMM-2 (Phase 1). Efficacia

ORR? e
K ligibili S s Tal®
100 - mPR mVGPR mCR msCR - SyeBEUEITy CRMtERS 0.4 mg/kg SC QW or
o) . MM per IMWG 0.8 mg/kg SC Q2W o
80 71.4 + 23 prior LOT® or double * Sy 9MELHNES
(10/14) refractory to Pl and IMiD Dara?1800 mg SC + Part 1: Identify RP2D(s)
* Anti-CD38 mAb >90 days QW (cycles 1-2) + Part 2: Safety at RP2D(s)
2 60 4 prior allowed Q2W (cycles 3—61) - Antitumor activity
v » Refractory to anti-CD38 Q4W (cycles 27)
= 3 2VGPR: mAb and prior BsAb or
-3 . 2VGPR: 74.0 CAR-T allowed « Dara given first if both administered on same day
S 40 - 57.1 « Option to transition to tal Q2W or Q4We
- ORR elevato anche in pz
- esposti a anti-CD38
g , (63.6%, 82.2%)

Tal 0.4 mg/kg QW +dara Tal 0.8 mg/kg Q2W + dara
(n=14) (n=50)

- refrattari a anti-CD38

(63.6%, 80.0%)
Tal 0.4 mg/kg QW | Tal 0.8 mg/kg Q2W

Parameter +dara + dara

(n=14) (n=51) - esposti a TCR (CAR-T,
Median PFS, NR 19.4 BsAbs, inclusa BCMA-TT)
mo (range) (2.73-NE) (12.5-NE) (66.7%, 78.9%)

Patients, %

12-mo PFS, 77.4 67.4
% (95% Cl) (44.9-92.1) (52.3-78.6)

Median OS, NR NR
; mo (range) (NE-NE) (NE-NE)

12-mo O, 92.3 91.5 Bhagirathbhai R et al,
el 1, % (95% Cl) (56.6-98.9) (78.8-96.7) ASCO 2023. P 8003




Combinazioni di BiAbs: Tec-Dara-Len

BS.A b ; Tec-Dara Tal-Dara Tal-Poma Tec-Dara-Len Tal-Tec
Combination
P O i e e o Phase 1b trial Phase 1b trial l’hase 1b trial
Daratumumab MajesTEC-2 RedirecTT-1
CcD38
) s entidody Teclistamab (NCT04722146) NCT04586426)
TUNOSUPPr eSsive m BCMAXCD3 entibody C Tal SC ec 3.0 K
. “"I‘ of CD38+ tumor cells e Tl p'odu((m of 0.72 or 1.5 mg/kg eC J. mg/ g
(apoptosts, COC. ADCC, ADCP) cytotoxk cytokines /kg W 3.0 K fal 0.8 mg/kg
Q.2 Omete SC Q2W
from C3
35 34
§ L
2 4
E NA 76.5
NA NA
100/100/28.5 NA/NA/NA
93.5 96
Lenalidomide
IMiD 55 41
* Direct tumor ¢l apoptosis -
 Sumulate m immune ¢
* Reduce immunosuppressive cells 0 NA NA
)at NA 77% at 9 mo
oS NA 2% at Y1.5% at NA NA NA NA
12 mo 12 mo

Da Tacchetti P et al, Cancers 2024



Patients, %

Tec-Dara-Len: MajesTEC-2 (Phase 1b). Efficacia

Primary endpoints Key secondary endpoints
* Safety® * ORR®
* Dose-limiting toxicities * Rate of 2VGPR and 2CR®
« Duration of response
« Time to response

Key eligibility criteria
* Measurable MM

+ 1-3 prior lines of therapy,

including an IMiD and a Pl

Tec-Dara-Len Dosing Schedule:

= mediana pLOT 2 (1-3 pLOT)
- 1800 mg SC 25 mg PO daily for 21 days of a
Step-up dosing (per approved schedule) 28-day cycle, starting at cycle 2 HCR 25 0/467%
Cycles 1-2: QW
0.72 mg/kg or 1.5 mg/kg SC QW, Cvcles 3-6: Q2W Cvcles 2-4: d th
with transition to 3 mg/kg SC Q2W C);:J:s 5 &w ycles e g:?vme: onne o . .
starting at cycle 3 Efficacia in pz refrattari a anti-CD38
= (23.1/15.8%) e/o a Len (46.2/15.8%)
“y~7\ | ’3'5“
0% 1 ' Al data cut off (follow-up mediano 8.4 m)
a0 . Follow-up, months 84(0.1-129) o . . . .
80.6% dei pz rimanevano liberi da
70% 4 Time to first response, months 1.0(0.7-3.3) . .
SO% progressione e In trattamento
0% A 2VGPR Time to 2CR, months 30(1.0-104)
™ 90.3%
40% 4
30% 4
20% A
10% <
0% -

N=32
BPR BVGPR mCR msCR

Searle E et al, EHA 2023. P 30



Combinazioni di BiAbs: Tal-Dara-Pom

BS.A b ; Tec-Dara Tal-Dara Tal-Poma Tec-Dara-Len Tal-Tec
Combination
o . Phase 1 thial TRIMM-2 Phase 1b trial Pha§e 1b trial Phas? 1b trial
Clinical trial (NCTh4108195) MonumenTAL-2 MajesTEC-2 RedirecTT-1
(NCT05050097) (NCT04722146) (NCT04586426)
Tec SC oo B A T.1 C T-1C TA1 C Tal SC
Dosing schedule of CD3-expressing T cells Tal 0.8 mg/kg
3.0 mg / kg q Daratumumab to GPRCSD-expressing cels /,3.0 mg o kg
3.0mg/ke( i : + Activabon of T cells and lysis of from C3 SC Q?.W
Umg/Kg 2 mg : G"““’“”“""“‘“'“ ...................
el 65 ; &m?g&%ﬂ&m Talquetamab 35 i
Prior LOT, median n 5 g i 2 4
TCR, % 75 NA 76.5
Prior BCMé—targeted 12 NA NA
tp, %
Prior P1/IMiD/
anti-CD38 mAb, % NA/97/¢ Pomalidomide Mo 0/100/28.5 NA/NA/NA
ORR, % 76.5 93.5 96
T-cell activation
>CR, % 21.5 e 55 41
DoR NA B NA NA
+  Stimulate effector immune celis
PFS NA o e o calls NA 77% at 9 mo
I 12 mo Y mo
oS NA 92% at 91.5% at NA NA NA NA
12 mo 12 mo

Da Tacchetti P et al, Cancers 2024



Tal + Dara + Pom: TRIMM-2 (Phase 1).
Caratteristiche dei pazienti

Key eligibility criteria

* MM per IMWG

» 23 prior LOT? or double
refractory to Pl and IMiD

* Permitted:

+ Anti-CD38 mAb >90 days

and IMiD >7 days prior
* Refractory to anti-CD38
mAb
« Prior bispecific antibody
or CAR-T exposure

Tal® + Dara°c Pom
1800 mg SC 2mg PO
SUD followed by
0.4 mg/kg SC QW or

0.8 mg/kg SC Q2W

May change schedule
from QW to Q2W after
cycle 4 if in PR and from
Q2W to Q4W after cycle 8
ifin VGPR

QW cycles 1-2
Q2W cycles 3-6
Q4W cycles 27

Starting cycle 2
May be reduced

in response to
hematologic AEs

Key objectives

« Safety and antitumor activity

Tal 0.4 mg/kg Tal 0.8 mg/kg
e Qw Q2w
Characteristic + dara + pom + dara + pom
(n=18) (n=59)
Age (years), median (range) 62 (42-75) 64 (33-81)
Male, n (%) 12 (66.7) 31 (52.5)
Race, n (%)
White 12 (66.7) 51 (86.4)
Black/African American 4 (22.2) 4 (6.8)
Asian 1(5.6) 1(1.7)
American Indian/Alaska Native 0(0) 1(1.7)
Not reported 1(5.6) 2(3.4)
Soft tissue plasmacytoma(s),® n (%) 4(22.2) 14 (23.7)
High cytogenetic risk,” n (%) 4(22.2) 13 (27.7)
ISS stage,cn (%)
| 8 (50.0) 29 (52.7)
I 3(18.8) 15 (27.3)
1]} 5(31.3) 11 (20.0)
Time since diagnosis (years), median 5.7 (0.3-18.3) 7.2 (0.7-175)

(range)

Tal 0.4 mg/kg Tal 0.8 mg/kg
Characteristic . Lo
+ dara + pom + dara + pom
(n=18) (n=59)
Prior LOT (n), median (range) 6 (3-11) 6 (1-17)
Prior stem cell transplantation, n (%) 16 (88.9) 50 (84.7)
Prior therapies, n (%)
Anti-CD38 17 (94.4) 55 (93.2)
IMID 18 (100.0) 59 (100.0)
Triple class? 17 (94.4) 55 (93.2)
Penta drug® 12 (66.7) 41 (69.5)
BCMA-targeted therapy 13(72.2) 40 (67.8)
CAR-T 5(27.8) 19 (32.2)
Bispecific antibody' 6 (33.3) 17 (28.8)
ADC 3(16.7) 12 (20.3)
Refractory status, n (%)
Anti-CD38¢ 15 (83.3) 49 (83.1)
Pom 13 (72.2) 45 (76.3)
Triple classd 15 (83.3) 45 (76.3)
Penta drug® 4(22.2) 20 (33.9)
Any prior bispecific antibody 7 (38.9) 22 (37.3) |
To last line of therapy 17 (94.4) 53 (89.8)

Bahlis N et al, IMS 2024



Tal + Dara + Pom. Efficacia

DOR, %

No. at risk

Tal QW + dara + pom

Tal Q2W + dara + pom

Tal QW/Q2W + dara + pom

PFS, %

60 —

40

20 1

DOR®

—©~ Tal QW + dara + pom
—&— Tal Q2W + dara + pom
—#— Tal QW/Q2W + dara + pom

T

h—...—-

g I

18
45

63

100 §

40

20

o
©
S
-
o
®
-4
n

&

T
3

—©— Tal QW + dara + pom
A— Tal Q2W + dara + pom
—#— Tal QW/Q2W + dara + pom

No. at risk

Tal QW + dara + pom 18

Tal Q2W + dara + pom 59

Tal QW/Q2W + dara + p

oI

5 10 15 20 25
Months

17 13 8 7 5

41 33 30 28 18

Tal 0.4 mg/kg QW

Parameter

+ dara + pom
(n=18)

Tal 0.8 mg/kg Q2W
+ dara + pom
(n=45)

Median (range) 15.8 17:5
follow-up, months (3.2-37.9) (0.2-37.7)
Median DOR, months 13.8 26.4
(95% CI) (8.8-26.6) (16.7-NE)
12-month DOR, % 62.7 731
(95% Cl) (35.1-81.3) (567.5-83.7)

12-month DOR (QW + Q2W tal)

» Anti-CD38 naive/sensitive (n=13): 83.9%

* Pom naive/sensitive (n=16): 80.8%
* Anti-CD38 refractory (n=50): 67.0%
* Pom refractory (n=47): 67.0%

* Bispecific antibody refractory (n=24): 70.2%
+_Prior CAR-T (n=20): 84.4%

Tal 0.4 mg/kg QW

Tal 0.8 mg/kg Q2W

Parameter + dara + pom + dara + pom i
(n=18) (n=59) 5 z
Median (range) 15.8 17.5 o
follow-up, months (3.2-37.9) (0.2-37.7) -
Median PFS, months 154 20.3
(95% Cl) (11.5-27.5) (7.9-NE) 0
12-month PFS, % 62.7 61.1
(95% Cl) (35.1-81.3) (47.1-72.4)

12-month PFS (QW + Q2W tal)
+ Anti-CD38 naive/sensitive (n=

Prior CAR-T (n=24): 73.9%

13): 84.6%

» Pom naive/sensitive (n=19): 68.4%

Anti-CD38 refractory (n=64): 56.9%

Pom refractory (n=58): 59.4%
ispecific antibody refractory

n=

Talquetamab + Daratumumab

+ Pomalidomide in Patients With
Relapsed/Refractory Multiple Myeloma:
Results From the Phase 1b TRIMM-2 Study

100%

ORR?

76.3%
(n=45/59)

55.9%

Tal 0.4 mg/kg QW + dara + pom Tal 0.8 mg/kg Q2W + dara + pom

2 (n=18/18)
55.6%
2 60 A
g
8
£ 40
o
20 4
(n=18)
=wPR mVGPR
100% ORR (QW + Q2W tal)?
(n=1313)
84.2%
(n=16/19) 78.1% 81.0%
(n=50/64) (n=47/58)

L[ 2cr
76.9%

uCR m<CR

(n=59)

82.8%
(n=24/29)

83.3%
(n=20/24)

2CR
70.8%

Anti-CD38 Pom naive/sensitive Anti-CD38 refi Pom refi y
naive/sensitive (n=19) (n=64) (n=58)
(n=13)

#PR EVGPR ECR msCR

T mediano alla 1° risposta: 1 m
ORR 81.8%, >CR 55.8% (dati combinati)

ORR, DOR e PFS favorevoli anche in pz refrattari a
Dara, Pom, BsAbs e precedente CAR-T

Bahlis N et al, IMS 2024

Bispecific antibody Prior CAR-T
refractory® (n=24)
(n=29)



BsAbs in combinazione. In sintesi:

Le combinazioni di BsAbs (Tec, Tal) con altri agenti ad azione immunomodulante (IMIDs e/o anti-CD38) e la
combinazione Tec + Tal si associano a aumento ORR e rate di risposte profonde vs BsAbs in monoterapia
Le risposte sono rapide e durature

Le combinazioni di BsAbs (Tec, Tal) con altri farmaci ad azione immunomodulante (IMIDs e/o anti-CD38) superano la
refrattarieta agli agenti somministrati singolarmente

Le combinazioni di Tal sono efficaci anche in pz esposti a terapie T cell redirecting (CAR-T, BsAbs, inclusa BCMA-TT)

Le combinazioni di BsAbs (i.e. Tec + Tal) si associano a outcome favorevoli in alcune categorie di rischio (EMD)

Le combinazioni di BsAbs (Tec, Tal) con altri agenti ad azione immunomodulante (IMIDs e/o anti-CD38) e la
combinazione Tec + Tal non si associano a tossicita extraematologica additiva, in particolare ad aumento dell’incidenza di
infezioni G3/4, rispetto ai BsAbs in monoterapia

Le combinazioni di BsAbs (Tec, Tal) e di Tec + Tal si associano a elevato rate di CRS, gli eventi sono tuttavia limitati a G <3.

Follow-up piu prolungati sono necessari a definire gli outcome a lungo termine



Strategie per ottimizzare l'efficacia dei BsAbs
Timing di utilizzo precoce

Figure 4: PFS

Patients progression-free and alive, %

Overall 114 (8.8-164) 30.1% (22.9-37.7)
2CR NR (26.9-NE) 61.0% (48.9-71.1)

2VGPR 26.7 (19.4-NE) 48.8% (38.5-58.4)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
PFS, months
Patients at risk
Coo 16 N0 %9 w75 70 6 5 H 4 B 10 4 1 0
2CR 76 76 74 71 65 63 57 52 46 42 I8 9 3 | 0
2VGPR 98 97 93 84 72 67 59 53 47 43 19 10 4 | 0

Garfall AL et al, ASCO 2024. P7540

Long-Term Follow-Up From MajesTEC-1
of Teclistamab, a BCMAxCD3 Bispecific

Antibody, in Patients With
Relapsed/Refractory Multiple Myeloma

MPFS nei pz con £3 precedenti LOT: 18.1 m
mPFS nei pz con >3 precedenti LOT: 9.7 m

van de Donk WCJ et al, ASCO 2023. Poster 8011



Strategie per ottimizzare l'efficacia dei BsAbs
Timing di utilizzo precoce

i 21 i .52
MajesTEC-3 — Tos D MagnetisMM-5 Elis
NCT05083169 NCT05020236 1
1-3 prior lines 1 Relapsed MM after ]_‘ i 5
(estimated N=560) RandaPI B By Rar
1 (estimated N=854) 1
Dara-Pd
N Dara-Pd
Dara-Vd 1 i
i 93
Mg!:eT§515-7E2g59 —+ Tec monotherapy Key eligibility criteria
* 1—4 prior LOT, including
1-3 prior lines 1 anti-CD38 mAb and Len
(estimated N=590) [ » ECOG PS =2
1 « Naive to Tec, Pom,
GPRCS5D-directed therapy
PVd « Naive to Elo (EPd arm)
Kd
MonumenTAL-31:2 CAMMA-134
GPRC5D; NCT05455320 1 Tal + Dara-P FCRHS; NCT04910568 1 Cevomonotherapy
RRMM [ RRMM
21 prior lines, including a Arms B and C: 22 prior lines,
Pland len 10 Dara-Pd including a Pl and IMiD* 1 Cevo+Pd
(estimated N=810) (estimated N=184)
1 —D[ Tal + Dara 1 Cevo + Dara-d
Forimtamig®¢

GPRC5D; NCT04557150

RRMM
Prior Pl and IMiD
(estimated N=480)

A 4

Forimtamig
(dose escalation + dose
expansion cohorts)

MonumenTAL-6 study design

Primary endpoint
Tal + T
_’ . PFS

Key secondary endpoints
»+ ORR

* MRD-negativity rate

+ OS

* PROs

Investigator’s choice:
EPd or PVd

1:1:1 randomization




Patients (%)

100 -

80 -

B PR

35.2%
(16/29)

ORR2in Cohort C

Sequencing: v
Teclistamab dopo precedente BCMA-TT (CAR-T, L

B sCR

52.5%
(21/40)

ADC andl/or

CAR-T (n=40)

2VGPR:
— 47.5%

ADC): MajesTEC-1, Cohort C s

ORR 52.5% in pz con precedente esposizione BCMA-TT (CAR-T
e/o ADC) vs 63% nella popolazione generale

3 di 4 pz trattati con ADC e CAR-T hanno ottenuto una risposta
mDOR NR
Con follow-up mediano di 11.8 m, il 71.4% dei pz responsivi ha

mantenutola risposta

Profilo di safety sovrapponibile ai pz BCMA-TT-naive

Touzeau C et al, EHA 2022



Sequencing:

Talquetamab dopo precedente BCMA-TT (CAR-T

BsAbs, ADC): MonumenTAL-1

-

U
w\ “J~V

Updated Results of Talquetamab, a GPRC5D xCD3 Bispecific Antibody, in Patients with Relapsed/Refractory
Multiple Myeloma with Prior Exposure to T-Cell Redirecting Therapies: Results of the Phase 1/2 MonumenTAL-1

Study
I ——
Prior BCMA
Prior BCMA Prior BCMA ADC and prior
Overall CAR-T BsAb TCR
(N=70) (n=482) (n=23?) (n=8)
ORR, n (%) 46 (65.7) 35 (72.9) 12 (52.2) 6 (75.0)

“One patient received both BCMA CAR-T and BCMA BsA

ORR 65.7% nei pz con precedente BCMA-TT (CAR-T, BsAbs, ADC), simile a popolazione complessiva e nei pz con

precedente CAR-T e ADC

ORR inferiore (52.2%) nei pz con precedente BsAbs anti-BCMA in particolare quando somministrati in linea

immediatamente precedente (28.6%) vs qualsiasi linea (61.1%)

-

Jakubowiak AJ, ASH 2023



Sequencing. CAR-T dopo precedente
BCMA-TT_ Stud| di Real World Idecabtagene Vicleucel

for Relapsed/Refractory Multiple

Vv

- r

A B c Myeloma: Real-World Experience From the U
= 1.00 4 — 1.00 4 & = 1.00 4 = — ~
Z 2 . Z Myeloma CAR T Consortium =
g 0.75 ~ - % 0.75 g 0.75 £
= Yes o % . . . . .

B g 3 g A In analisi multivariata, i pz con
o 0.25 - Yes — 0.5 - o 025 -
e heion @ | e £ pe precedente BCMA-TT, HCR, ECOG
o 3 & 9 1 o 3 s s w S PS =2 al momento della
: Time (months 2 - . . N s . .

5 Time (months) o : ) i Time (months) linfodeplezione, e eta inferiore si

£ No.atrisk: £ ‘U' 1 s i z : o No. at risk: . . .

g No 126 98 59 20 0 b :es 3236 - : 33 : E No 134 101 61 20 0 associano a PFS |nfer|0re

g Yes 33 17 9 1 0 8 § Yes 25 14 7 1 0

z | 3

4
BOMA therapy: adian PFS, 3. monthe (98% O 28 1o NR) BCMA tharspy: tackan 08 76 macihe BoX CL 7St by Belantamab mafodotin: Median PFS, 5.3 months (355 01 30 (O NR) | pz con precedente qualsiasi

. . . BCMA-TT, precedente Belamaf,

5 1m0 5 1o - BCMA-BsAbs, ma non quelli con
= No =] ORR:
2 o7 - 2 0751 > om: om o precedente BCMA-CAR-T, hanno
= i & =2 | b 75 4 . 1 73% . e pe . . .
E = y 2 ’ = o R « m | PFS significativamente inferiore
o 025 - P« 00069 o 025 - P 8 ;g:: CR ,gf ORR: i:: or . .
2 s - S s0 - %o s £ | VS1pz non esposti
T T T T T T T T Q . 24% CR
0 6 9 12 0 3 6 9 12 - ot
. 3 : 25 - 25%
@ Time (months) £ Time (months)
ég No. at risk: 2 No.at risk:
g § No 156 115 68 21 E No 155 112 66 21 0 0 -
§§ Yes 4 0 0 0 ; Yes 4 3 2 0 0 U U U T T T
St S Any BCMA No Yes No Yes No Yes
No BCMA bispecific antibody on trial: Median PFS, B.9 months No BCMA CAR T on trial: Median PFS, 8.5 months (95% Cl, 6.5 to NR) Day30(n=159) Day90(n=149) Best ORR (n=159)
{95% CI, 6.8 to NR) BCMA CAR T on trial: Median PFS, NR (95% Cl, 1.4 to NR)

BCMA bispecific antibody on trial: Median PFS, 2.7 months

e Il crorsch.mrD- ] cRorscR MRD: ] CR or sCR, MRD unknown
B vorn _— Hansen DK et al, JCO 2023




Sequencing. CAR-T dopo precedente BCMA-TT:
Studi di Real World >

Efficacy Outcomes: Timing of Prior BCMA-TT

Responders Non-responders
I el , (n=13)

L DO
rior sC, I

Timing Characteristic

p = 0.025*

.‘..;, “N ; ]!: ‘,r’ "’1” 3 nae
Time from last BCMA-TT to = .
apheresis in day s, median (range 169.5 (30-1066) 84 (1-286) p=0.017

Prior BCMA-TT > 6 Prior BCMA-TT <6
months (n=29) months (n=20)

me from la

Timing Characteristic

p =0.076 by
Chi-square

Ferreri JC et al, Blood CancJ 2023

Table 2. Timing of B-cell maturation antigen (BCMA)-targeting treatment

ide-cel

Total cilta-cel

Responders
n=12

Treatments

N =18

Nonresponders
n=6

-

SES |

. ‘J~t’

Nei pz responsivi a CAR-T vs non responsivi:

- minore durata della precedente BCMA-TT

- tempo piu prolungato dalla precedente BCMA-TT
alla aferesi e alla infusione di Ide-cel

- ORR e 2CR rate superiori in pz trattati con ide-cel
con BCMA-TT >6 mvs <6 m

Il timing della somministrazione di CAR-T rispetto
alla piu recente esposizione a BCMA-TT e la durata
delle precedente BCMA-TT potrebbero
rappresentare fattori predittivi di risposta

Duration of last anti-BCMA treatment, days
Median 29.5 63.5
Range 1-277 22.527
Time from last anti-BCMA treatment to apheresis, days
Median 161.0 56.5
Range 26-695 40-895
Time from last anti-BCMA treatment and cilta-cel infusion, days
Median 235.0 1175
Range 62-749 95-944

cilta-cel

Cohen AD et al, Blood 2023



E’ possibile un ritrattamento/trattamento sequenziale
con agenti anti-BCMA? In sintesi:

Il ritrattamento/trattamento sequenziale con agenti anti-BCMA & proponibile.

BCMA-targeting strategies® | dati emersi dagli studi clinici di fase 1/2 e di Real World suggeriscono:
ol ‘;M' . T:'. v - Impatto negativo di precedente BsAbs su CAR-T (maggior probabilita di antigen
> M escape e di T cell exhaustion correlate alla stimolazione antigenica continua)
ol ¢ Y - Modesto impatto di precedente CAR-T su BsAbs
D . .\ . - La perdita dell’/Ag BCMA (antigen loss) potrebbe non rappresentare un
*QNK" | o ¥ Mo meccanismo di resistenza comune, dal momento che BCMA e essenziale per la
apc [ MM cell lysis sopravvivenza delle PC

Nello studio KarMMa (ide-cel) solo il 4% dei pz responsivi ha presentato una perdita
dell’Ag BCMA alla progressione

'individuazione e il monitoraggio dei meccanismi di resistenza primaria o acquisita a potrebbero contribuire a
guidare le decisioni rispetto alla possibilita e alle modalita di un ritrattamento/trattamento sequenziale con BCMA-
TT (meccanismi di resistenza correlati al microambiente, alla cellula T, alla cellula tumorale)

Necessita di dati prospettici al fine di definire il timing e le modalita di sequencing



Rischio infettivo nei pazienti trattati con BsAbs

Risk of infections associated with the use of bispecific antibodies in
multiple myeloma: a pooled analysis

100%
95%
90%
85%
80%
75%
70%
65%
60%
55%
50%
45%
40% A
350
30% -
250
20%
15%
10%

5%
0%

H BCMA
W Non-BCMA

Neutropenia G III/IV (%) Infections G II/IV (%)

BCMA VS NON-BCMA GRADE lIl/IV
NEUTROPENIA AND INFECTION

1185 pz trattati con BsAbs (71.6 % anti-BCMA) in monoterapia, senza precedente
esposizione ad altri BsAbs

Neutropenia: di ogni grado 38.6%, G3/4 34.8%
Infezioni di ogni grado 50%, G3/4 24.5%
25% dei decessi correlati a infezione

Ipogammaglobulinemia (riportata in 4 studi): 75.3%

BsAbs non-anti-BCMA vs anti-BCMA:
Neutropenia G3/4 25.3% vs 39.2%
Infezioni G3/4 11.9% vs 30%

Strategie per ridurre il rischio infettivo:

- Utilizzo precoce (pz meno pretrattati)

- Riduzione della frequenza di somministrazione, terapia a tempo definito (?)
- Profilassi con immunoglobuline

- Profilassi antinfettiva e monitoraggio

Mazahreh F et al, Blood Adv 2023



Strategie per migliorare il profilo di safety nei pazienti
trattati con BsAbs. Profilassi con immunoglobuline

Effect of 1VIg on infection rates

A Model On-IVIG Incidence rate ratio

'
!
\ Off-IVIG = P
Responders ; (95% Cl)
¥ IgG ;
1 ’OOO All grade 3-5 infections L ' 0.10 (0.01-0.81) 0.03
'
'
All grade 3-5 "I‘fe?“°"s 2 E 0.09 (0.01-0.72) 0.02
800 (sensitivity analysis) :
j Bacterial grade 3-5 infections i : 0.15 (0.02-1.22) 0.08
< '
] '
C\JJ 600 . Bacte'ri.a! grade 3—.5 infections = ' 0.14 (0.02-1.16) 0.07
£ (sensitivity analysis) '
S '
® '
‘3, 400 All grade 1-5 infections —— 0.96 (0.54-1.73) 0.90
o '
'
. All grade 1-5 infections &
200 % é é (sensitivity analysis) : 0.97 (0.54-1.74) 0.91
'
'
é ﬁ Bacterial grade 1-5 infections —I—f 0.48 (0.20-1.20) 0.12
0 — L :
Bacterial grade 1-5 infections ' -
0 1 .2 > 4 5 8 ' 3 9 . 12 15 e e —a— 0.54 (0.22-1.35) 0.19
Time from start of bispecific antibody (months) e ] L
0.01 0.10 1.00
n=24 23 22 18 13 10 9 5 2 2 Incidence rate ratio

Ipogammaglobulinemia severa si sviluppa In corso di somministrazione di IVIg, I'incidenza di infezioni

nel 100% dei pz responsivi e si mantiene
per I'intera durata del trattamento

G23 era ridotta del 90% rispetto all'osservazione
(incidence rate ratio 0.10; 95% Cl, 0.01-0.80; P = 0.03)

Lancman G et al, Blood Canc Disc 2023



Strategie per migliorare il profilo di safety nei pazienti

trattati con BsAbs. Profilassi antinfettiva

TABLE 3 Summary of reccommendations to prevent infectious complications in MM patients treated with CAR-T cell therapy or bispecific

antibodies.

Pathogen

Bacterial

Intervention

Levofloxacin 500 mg PO daily. Consider
alternate agents such as cefdinir 300 mg PO
twice a day, or augmentin 875mg PO twice
a day in the event of allergy or intolerance
to fluoroquinolone

Indication/duration

CAR-T cell therapy—Start when ANC <500 or per MD discretion
and continue until neutrophil recovery

BsAb—Start with onset of therapy and administer during the
first month

Bacterial

Immunoglobulin replacement: suggested
400 mg/kg once every 4 weeks

CAR T-cell: Day +30 through 1year. After 1 year continue until
serum IgG >400 mg/dL*

BsAb: Start at second month of therapy and continue until end of
therapy or serum IgG >400mg/dL* (whichever is longer)

Bacterial

Herpes Simplex Virus/
Varicella Zoster Virus

Cytomegalovirus (CMV)

COVID19

Influenza

Hepatitis B virus

Yeast and mould

Pneumocystis jirovecii

Pneumococcus conjugated vaccine (PCV)

Acyclovir 400-800mg PO twice a day or
valacyclovir 500 mg PO once or twice a day

Pharmacological prophylaxis not
recommended

Immunization

Immunization

Entecavir or tenofovir

Fluconazole 400 mg PO daily

Trimethoprim 80 mg/sulfamethoxazole
400 mg daily or 160/800 mg 3 times a week
(preferred) or dapsone 100 mg PO daily,
or atovaquone suspension 750 mg/5mL—
1500 mg = 10mL PO daily, or pentamidine
300 mg by inhalation via nebulizer every
4weeks

Revaccination can begin 3-6 months after CAR T-cell therapy.
CDC reccomends administration of 1 dose of PCV20 or 1
dose of PCV15 followed by 1 dose of PPSV23 atleast 1 year
later. Update vaccination status prior to starting BsAb

Universal and indefinite prophylaxis, irrespective of vaccination
status

Routine monitoring not recommended. Monitoring of viral load
by PCR and CMV-directed therapy recommended in patients
with suspected CM V-related disease (colitis, pneumonitis,
hepatitis) or otherwise unexplained fever and/or cytopenias
or in high-risk patients

Follow health authorities recommendations for
immunosuppressed patients. Revaccination 3-6 months after
CAR-T therapy

Seasonal

CAR T-cell or BsAb: patients HBs Ag-positive or HBs Ag-
negative, HBc Ab- IgG positive

Start when ANC <500 and continue until neutrophil recovery,
consider ongoing prophylaxis with anti-mould azole in high-
risk patients

CAR T-cell: Start on Day +30 through 6 months, or until
CD42200/mm® (whichever is longer)

BsAb: Start with therapy and continue for its duration or until
CD4 2 200/puL (whichever is longer)

Meera Mohan et al,
Br J Haematol 2023



Strategie per migliorare il profilo di safety nei pazienti trattati
con BsAbs. Riduzione della frequenza di somministrazione

New-onset grade 23 infections in the overall MajesTEC-1 study population NEW-DnSer grape =3

infections at 1-1.5 years' Treatant Subsequent
I.- T dose 1: treatment doses:
30 | Patients switching to 12 me/ig 1> TE/kE QW
- Q2W dosing by 1 year
[ %
5 i ‘ Option to switch to Q2W (Q4W?) dosing if:
o / . + >PR after >4 cycles (Phase 1)
n 20 — | 5 1 56% » >CR for 26 months (Phase 2)
X |
8 !
5 10 ' ~ -
1 Patients remaining on
| L QW dosing at 1 year
] Median time to Q2W 1
—&— Total RP2D (N=165) switch (11.3 months) i &
0, T T *1 T T T T T 33.3%
<3 >3to <6 >6to <9 >9to <12 >12to <15 >15to0 <18 >18 to <21 >21to<24 >24 .
(N=165) (N=113) (N=99) (N=84) (N=71) (N=66) (N=54) (N=44) (N=19)

Time, months

Al data cut-off (follow-up mediano 30.4 m):

165 pz avevano ricevuto Tec alla RP2D (1.5 mg/kg QW)

65 pz erano passati a 1.5 mg/kg Q2W

38 pz rimanevano in trattamento (di cui 37 Q2W)

L'incidenza di infezioni G =3 tende a ridursi nel tempo, in particolare dopo i primi 9-12 mesi di trattamento (switch a Q2W,

incremento dell’'uso di Ig)
E’ stata approvata la somministrazione di Tec 1.5 mg/kg s.c. Q2W nei pz con di 2RC sostenuta per 26 mesi

Garfall AL et al, ASCO 2024, P7540 Usmani SZ et al, JCO 2023
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Strategie per migliorare il profilo di safety nei pazienti
trattati con BsAbs. Profilassi della CRS

Una dose singola di Toci in profilassi precedente |la 1a dose di step-up

MajesTEC-1 M Grade 1 di Tec si associa a riduzione dell’incidenza di CRS al 26.1% (G1/2),
s Grade 2 . o . .
"1"1"9"('732";’)'," : oo corrispondente a una riduzione del 64% rispetto alla popolazione

— 1(0.6) complessiva in MajesTEC-1

35 (21.2 . . . : S . o
e La somministrazione di una dose singola di Toci in profilassi potrebbe

consentire la somministrazione di Tec in regime ambulatoriale

Prophylactic
tocilizumab:
6(26.1)2

83 (50.3)

4(17.4)

2(8.7)

N=165 N=23

van de Donk N et al, ASCO 2023. Abs 8033



Ruolo dei BsAbs nell’era della immunoterapia
Considerazioni conclusive

La modulazione immunologica e cruciale nell’ottenimento e persistenza della risposta a terapie T cell-dipendenti (BsAbs, CAR-T)

Il concetto di “refrattarieta” in ambito di immunoterapia deve essere rivisto alla luce di:

- Possibilita di modulare farmacologicamente il microambiente immunitario e quindi la risposta terapeutica

- Potenzialita sinergiche degli approcci immunoterapici

- Ruolo del “resting” dei linfociti T nel miglioramento della T cell exhaustion (somministrazione dilazionata/intermittente)

Possibile rechallenge, utilizzo sequenziale di approcci immunoterapici (i.e. BCMA-TT) anche in associazione ad agenti
potenzialmente in grado di modulare I'assetto immunitario, la fitness delle cellule T e/o I'espressione dell’Ag target, e quindi la

risposta

Potenzialita degli agenti immunomodulanti (IMIDs, anti-CD38) quali backbone da riproporre attraverso piu linee terapeutiche al
fine di modulare il microambiente immunitario e sfruttare i meccanismi sinergici

E’ auspicabile I'impiego dell'immunoterapia, incluse le terapie T-cell dipendenti, in/dalla fase precoce (limitata esposizione a

terapie immunosoppressive, fitness delle cellule effettrici)






