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During this symposium, you will learn about...

The key areas of unmet medical needs for patients with MM, with a focus on the role of
XPO1 inhibition in addressing these challenges

The combination and sequencing of MM treatments through real-world experiences,
including practical approaches to managing toxicities associated with novel therapies

The optimal use and positioning of selinexor in the evolving MM
treatment landscape
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Faculty

Joshua Richter Paula Rodriguez-Otero Gabriele Buda
(Chair)
Tisch Cancer Institute, Icahn Clinica Universidad de University of Pisa,
School of Medicine at Mount Navarra, IdiSNA, Pisa, Italy
Sinai, and Blavatnik Family Pamplona, Spain

Chelsea Medical Center at
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Time (CEST)

Title

Presenter

08:00-08:05 Introduction Joshua Richter (Chair)
Current unmet medical needs and the role of XPO1

08:05-08:30 inhibition in the treatment of relapsed/refractory Paula Rodriguez-Otero
multiple myeloma

08:30-08:55 Maximizing efficlzacy w!th optimal sequencing: Joshua Richter
A case-based discussion

08:55-09:20 Translat.lng evidence into prac.tlce: A case-led Gabriele Buda
discussion of real-world practice challenges

09:20-09:30 Q&A and closing remarks Joshua Richter

XPO1,exporiin 1.
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Submit your questions!

Scan the QR code to submit your questions for the Q&A
session at the end of this symposium
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Current unmet medical
needs and the role of XPO1
inhibition in the treatment
of relapsed/refractory
multiple myeloma

Paula Rodriguez-Otero

Clinica Universidad de Navarra, IdiSNA,
Pamplona, Spain
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Several unmet needs remain in the early R/R setting

 Limited effective treatment options for early relapsed double- and triple-refractory patients’
* Many patients do not progress to third-line treatment due to patient attrition at each LOT?

* Limited effective treatment options currently available for transplant-ineligible patients relapsing
during or after Dara-Rd, including disappointing results with daratumumab retreatment34

* Lack of clear SoC on the use, combination, and sequencing of the growing number of MM
treatment options, complicated by the heterogeneity of this population®®

* Issues with access (approval and cost) to novel immunotherapies in many countries’

Populations with greatest unmet need include those refractory

to lenalidomide and/or daratumumab at early relapse??

Dara, daratumumab; LOT, line oftherapy; MM, mulfple myeloma; Rd, lenalidomide and dexamethasone; R/R, relapsedfefractory; SoC, standard of care. MENARL’“\J Etemline'
1. Kastritis E, et al. Blood. 2022;139.2904-2917; 2. Fonseca R, et d. BMC Cancer. 2020;20:1087; 3. Dimopoulos MA, et a. Ann Oncol. 2021;32:309-322; 4. Kastritis E, et al. Presented atASH 2022; abstract 3256; AMenaini Group Company 9
5. Mateos MV, et al. Leukemia. 2022;36:1371-1376; 6. Ntanasis-Stathopouos |, et d. Clin Lymphoma Myeloma Leuk. 2021;21:379-385; 7. Bhatt P, et al. Cur Oncol. 2023;30:2322-2347; 8. Mateos MV, et al. Blood. 2020;136:22-23;

9. Zamarillo |, etal. Blood. 2024;143:2029-2036.



Innovative therapeutic approaches with novel mechanisms of action 5%

are expanding treatment options in R/R MM

Selective inhibitors of
nuclear export

challenges still remain...

‘ Many new therapies are
ﬁ? @ emerging for MM, but

. . . . Cellular thera .
Bispecific gntl bodies (selinexor**) (ide-celt Py ¢ Patients relapse or become
(teclistamab®, linvoseltamab, cilta-cel?) refractory to Pls, IMiDs, and
elranatamab*, talquetamab*, T

cevostamab)

anti-CD38 mAbs
/ .
¢ Many patients may not be

p —— — .%g eligible for ASCT

® Considering patient-related
factors will support treatment
Cereblon E3 ligase Antibody-drug conjugate sequencing decisions and
modulators (CELMoDs) (Belantamab mafodotin?) impact survival outcomes
(non-approved:
iberdomide, CC-92480)

*EMA approved 4L+ with previous exposureto a Pl, IMID, and an anti-CD38 antibady; **EMA approved 2L+; tEMA approved 3L+ with previous exposure o a Pl, IMID, and an anti-CD38 antibody; *EMA approved 2.+ with previous exposure Y MENARINI E ling:
to aPI and IMID; $Monotherapy withdrawn from market, EMA approved 1L+ in combination Vd or Pd. S group temline
ASCT, autologous stem cell transplant; CAR-T, chimeric antigen receptor T; cilta-cel, ciltacabtagene autdeucel; EMA, European Medicines Agency;ide-cel, idecabtagene vicleucel; IMID, immunomoduatory drug; L, lire;

mAb, monoclond antibody; MM, multiple myeloma; Pd, pomalidomide/dexamethasone; PI, proteasome inhibitor; R/R, relapsed/refractory; Vd, bortezomib/dexamethasone.

Davis LN, et d. Cancers. 2021;13:1686; FazioF, et al. Medterr J Hematol Infect Dis. 2025;17(1):2025025.
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When selecting treatment at relapse, patient-, target-, and treatment-related 544

factors should be considered alongside guideline recommendations

* Age

* Fitness

* Prior therapies

* Comorbidities

* Myeloma characteristics

S

T-cell fithess and
exhaustion
BCMA expression

Dosing schedules

Access and availability

Toxicity and
AE management

AE, adverse event BCMA, B-cell maturation antigen.

Devarakonda S, et al. Hematology Am Soc Hematol Educ Program. 2022;2022:560-568; Nathwani N, et d. Am Soc Clin Oncol Educ Book. 2021;41:358—-375; Binder AF, etal. Front Immunol. 2023:14:1275329;

Zhou X, et d. Haematologica. 2023;108:958-968; Jaggers JL, etal. J Geriatr Oncd. 2021;12:235-238.
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EHA-EMN 2025 guidelines

Newly-diagnosed MM: Exposure to proteasome inhibitors, immunomodulatory drugs, and

anti-CD38 mAbs

Eligibility for ASCT

| |
Yes No
Induction (4-6 cycles) First option:
. . IsaVRd [I, A]
First option:
ey oAl DaraVRd [I, A]
IsaVRd [l, A] DaraRd [I, A]
If first option is not available: Ifirst option is not available:
DaraVTd [I, A] DaraVMP [I, A]
VRd [ll, B] VAE L/
1 Consider DaraR (with dexa in 2 first cycles) for frail patients [I, B]

200 mg/m? melphalan [l, A]
followed by ASCT [, A]

Consolidation with same induction regimen
(2 cycles when up to 4 induction cycles) [l, B]; tandem ASCT for
high-risk disease [lI, B]

Lenalidomide maintenance [I, Al
Daratumumab plus lenalidomide maintenance [, A]

Figure from Dimopoulos MA, et al. EHA-EMN Evidence-Based Guidelines for diagnosis, treatment and follow-up of patients with multiple myeloma. Nat Rev Clin Oncol. 2025;22(9):680-700. Spinger Nature.
ASCT, autologous stem cell transplantation; Dara, daraumumab; dexa, dexamethasone; EHA, European Hematology Asscciation; EMN, European Myeloma Network; Isa, isatuximab; mAb, monocdond antibody; MM, multiple myeloma;

WA

Most newly-diagnosed MM patients will be exposed to
proteasome inhibitors, immunomodulatory drugs, and
anti-CD38 mAbs as part of their first line of therapy

MENARINI - (Sltemline
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R, lenalidomide; Rd, lenalidomide/dexamethasone; VMP, bortezomibymelphalan/prednisone; VRd, bortezomib/lenalidomide/dexamethasone; VTd, bortezomib/thalidomide/dexamethasone.

Dimopoulos MA, et al. Nat Rev Clin Oncadl. 2025;22:680-700.
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EHA-EMN 2025 guidelines

Most patients coming to second line will be bortezomib-sensitive

Anti-CD38 refractory and

Anti-CD38 naive or sensitive and

| | | 1
Lenalidomide-sensitive Lenalidomide-sensitive Lenalidomide-refractory Lenalidomide & Lenalidomide-refractory Lenalidomide & Lenalidomide
or naive & or naive & & bortezomib sensitive bortezomib refractory & bortezomib sensitive bortezomib refractory sensitive
bortezomib refractory bortezomib sensitive
Preferred regimg . . . . regimens:
DeraRall, Al Second-line anti-myeloma therapy will be guided by the a1, Al
Isakd [I. A agn  m . . . .
ik sensitivity/refractoriness to anti-CD38 mAbs and lenalidomide [pproved
. . - agn . . d[V, C
onerapoe|  Most patients will be bortezomib sensitive or even bortezomib naive |/
indications: v, C]
KRd [I, A] S — v, C]
IxaRd [I, A] KRd [I, A] DaraPd [I, A] BelaVd [panel SvdlV, C]
EloRd [I, A] gag(é H ﬁ]] SVd[l, A] consensus; V, C] Kd [V, C]
Ol ,
*in lenalidomide- SVd I, A] PomVvd or Daravd PomVd may be used PomVd may be used
only in the absence of in the absence of
BelaPd [panel

may be used in the
BelaPd [panel

exposed patients only
PomVd* or DaraVd may be absence of BelaPd or
used in the absence of BelaVd, respectively consensus: V, C] consensus: V, C]
BelaPd* or BelaVd, [panel consensus:

respectively I,
[panel consensus: |, A]

*in lenalidomide-exposed
patients only

Figure from Dimopoulos MA, et al. EHA-EMN Evidence-Based Guidelines for diagnosis, treatment and follow-up of patients with multiple myeloma. Nat Rev Clin Oncol. 2025;22(9):680-700. Spinger Nature. B MENARINI @temline' 1
i —=" group
AMenarini Group Company 3

Bela, belantamab mafodotin; cilta-cel, ciltacabtagene autdeucel; d, dexamethasone; Dara, daratumumab; EHA, European Hematology Association; Elo, elotuzumab; EMN, European Myeloma Netw ork; Isa, isatuximab; Ixa, ixazomib;
hasore; L, line;mAb, monodond antobody; Pd, pomaidomide/dexamethasone; PomVd, pomalidomide/boriezomib/dexamethasone; R, lenalidomide;

K, carfilzomib; Kd, carfizomib/dexamethasone; KRd, carfizomib/lenalidomi
Rd, lenalidomide/dexamethasore; S, selinexor; Vd, bortezomib/dexamethasone.
Dimopoulos MA, et al. Nat Rev Clin Oncad. 2025;22:680-700.



Choice of MM treatment may be guided by ASCT eligibility and 5?1

treatment history

ASCT eligible ASCT ineligible

* Anti-CD38 + Pl + IMiD + dex e Dara-Rd
« ASCT « Dara-VMP / RVd
* Len/DaraR * Anti-CD38 + Pl + IMiD + dex

Based on sensitivity/refractoriness to daratumumab and lenalidomide

Second line

+ Anti-CD38 + Kd
+ Anti-CD38 + Pd

ASCT, autologous stem cell transplant; cilta-cel, ciltacabtagene autdeucel; Dara, daratumumab; dex, dexamethasone; IMiD, immunomoduatory drug; Kd, carfilzomib/dexamethasore; len, lenalidomide; MM, multiple myeloma; ME\"\RS‘,\;‘! Etgmling
Pd, pomalidomide/dexamethasone; P|, proteasome inhibitor; Pom, pomalidomide; PVd, pomalidomide/bortezomib/dexamethasone; RVd, lenalidomidebortezomib/dexamethasone; SVd, selinexar/bortezomib/dexamethasone; AMenarini Goup Company
Vd, bortezomib/dexamethasone; VMP, bortezomib/melphalan/prednisdone.

4
Speaker personal communicafion. Dimopoulos MA, et al. Ann Oncol. 2022;32:309-322



For daratumumab-sensitive patients, CD38 mAb-based triplet regimens

remain a valid option

CANDOR'

APOLLO*

Cl, confidence interval; CR, complete response; CrCl, creatinine clearance; DoR, duraion of response; DPd, daratumumab/pomalidomide/dexamethasone; ECOG PS, Eastem Cooperative Oncdogy Group Performance Status;
HR, hazard ratio; HRQoL, health-related qudity oflife; Isa-Kd, isatuximab/carfilzomib/dexamethasone; Kd, carfizomib/dexamethasone; KdD, carfilzomib/daratumumab/dexamethasone; LEN, lenalidomide; LOT, line of therapy;
mAb, monoclond antibody; MM, multiple myeloma; MRD, minima residua disease; ORR, overall response rate; OS, overall survival, Pd, pomalidomide/dexamethasone; PFS, progression-free survival; Pl, proteasome inhibitor;

KdD
; ; Median HR (95% Cl)
Patients (N=466) !’r;r'r:lgry endpoint PFS Kd 15.2 ] 0.64 (0.49-0.83)
* 218 years old by Secondary endpoints -
* RRR MM N ry p . KdD HR (95% Cl):
« 1-3 prior LOT * ORR, MRD-CR at Median 0.78 (0.60-1.03)
0 10 20 30 40 50 60 70 80
Months
. Isa-Kd o -
R/R MM (N=302) Primary endpoint "P":g"‘“ ogg(((?izﬁgl;’g)
e 1-3 prior LOT *« PFS Kd 19.2 ’ ' )
* No prior carfilzomib N Secondary endpoints aKd
i , - HR (95% Cl)
* Not refractory to Ml Kd (n=123) + ORR, 2VGPR with Median 2 086 ((0_61_1_2)0)
prior anti-CD38 MRD-, CR rate, OS 08 Kd g p=0.18
0 10 20 30 ﬁoth 50 60 70 80
ontnhs
. _ Primary endpoint o A
Patients (N=304) . PFS woaan | 274 |NEEXIN | ricseon
. . DPd (n=151) Secondary endpoints PFS Pd p=00018
» 21 prior line with - . ORR >VGPR. >CR
bothLENand aPl + MRD’ (_)S tim’e_to ’ ) DPd ) HR (95% CI):
+ ECOG PS =2 Pd (n=153) N Median 0.82 (0.61-1.11)
« CrCl 230 mL/min2 response, DoR, TTNT, os Pd g p=0199

safety, HRQoL

RI/R, relapsed/refractory; TTNT, time to next treatment; VGPR, very good partia response.
1. Usmani S, et al. Blood Adv. 2023;7:3739-3748; 2. Yong K, et al. Lancet Haematol. 2024;11:741-e750; 3. Marfin T, etal. Blood Cancer J. 2023;13:72; 4. Dimopoulos MA, et al. Lancet Haematol. 2023;10:¢813-e824.

40 50 60 70 80
Months

Stemline:
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For daratumumab-sensitive patients, CD38 mAb-based triplet regimens U

remain a valid option

Primary endpoint

Patients (N=466) HR for PFS is sustained across all subgroups

. PFS
CANDOR' (N ZR}E K/‘Tﬁ’s old b Secondary endpoints of pts including those refractory to LEN (~30%)
- 1-3 prior LOT m * ORR, MRD-CR at after 21 prior LOT

12 mo, OS, safety

R/R MM (N=302) Primary endpoint . .
« 1-3 prior LOT . PFS HR for PFS is sustained across all subgroups
+ No prior carfilzomib ¢ Secondary endpoints of pts including those refractory to LEN (~30%)
* Not refractory to © (n=123) * ORR, 2VGPR with after 21 prior LOT
prior anti-CD38 MRD-, CR rate, OS
i Primary endpoint
Patients (N=304 . . -
. RIR M,vf ) 'SPFS ) Small number of pts included after 1 prior line (11%)
APOLLO: EEICILT G, OPd (n=151) ) %’g;di\r/yee;;pfggs 80% of pts were LEN-refractory and the median
bothLENand aPl  ~ _ '0S tmeto PFS in LEN-refractory pts is 9.9 months for DPd
. ECOG PS <2 Pd (n=153) MRD, OS, time to
" response, DoR, TTNT, vs. 6.5 months for Pd

CrCl 230 mL/min2

safety, HRQoL

Cl, confidence interval; CR, complete response; CrCl, creatinine clearance; DoR, duraion of response; DPd, daratumumab/pomalidomide/dexamethasone; ECOG PS, Eastem Cooperative Oncdogy Group Performance Status; Y MENARINI E ling:
HR, hazard ratio; HRQoL, health-related qudity oflife; Isa-Kd, isatuximab/carfilzomib/dexamethasone; Kd, carfizomib/dexamethasone; KdD, carfilzomib/daratumumab/dexamethasone; LEN, lenalidomide; LOT, line of therapy; —— group tem Ing 16
mAb, monoclond antibody; MM, multiple myeloma; MRD, minima residua disease; ORR, overall response rate; OS, overall survival, Pd, pomalidomide/dexamethasone; PFS, progression-free survival; Pl, proteasome inhibitor; AMenarini Goup Company

RI/R, relapsed/refractory; TTNT, time to next treatment; VGPR, very good partia response.
1. Usmani S, et al. Blood Adv. 2023;7:3739-3748; 2. Yong K, et al. Lancet Haematol. 2024;11:741-e750; 3. Marfin T, etal. Blood Cancer J. 2023;13:72; 4. Dimopoulos MA, et al. Lancet Haematol. 2023;10:¢813-e824.



For daratumumab-sensitive patients, CD38 mAb-based triplet regimens ,)4,1

remain a valid option

Patients (N=466)
CANDOR? « 218 years old

* RIR MM

e 1-3 prior LOT

Primary endpoint
KdD (n=312) * PFS

Secondary endpoints

Kd (n=154) * ORR, MRD-CR at
12 mo, OS, safety

-
¥
R/R MM (N=302)
e 1-3 prior LOT
* No prior carfilzomib N
* Not refractory to “
prior anti-CD38

Primary endpoint
* PFS
Secondary endpoints

Kd (n=123) * ORR, 2VGPR with
MRD-, CR rate, OS

Primary endpoint

« PFS

Secondary endpoints

* ORR, 2VGPR, 2CR,
Pd (n=153) MRD, OS, time to
response, DoOR, TTNT,
safety, HRQoL

Patients (N=304)
* RIRMM
yN\:To]H Mol ° = prior line with -
bothLENand aPl <«
ECOG PS =<2

CrCI 230 mL/min2

» Common Grade 23 TEAEs were thrombocytopenia (KdD,
24.7%; Kd, 16.3%), hypertension (KdD, 23.4%; Kd,
17.6%), pneumonia (KdD, 18.5%; Kd, 9.2%), and anemia
(KdD, 17.5%; Kd, 16.3%)

0 10 20 30 ﬁo ., 50 60 70 80
» Common Grade 23 TEAEs were hypertension (Isa-Kd,
24%; Kd, 23%), pneumonia (Isa-Kd, 26%; Kd, 17%),
fatigue (Isa-Kd, 6%; Kd, 1%), dyspnea (Isa-Kd, 6%; Kd,
1%), embolic and thrombotic events, venous (Isa-Kd,
5%; Kd, 5%), and insomnia (Isa-Kd, 6%; Kd, 2%)

0 10 20 30 40 50 60 70 80

Months

» Common Grade 23 TEAEs were neutropenia (DPd, 69%;

Pd, 51%), anemia (DPd, 18%; Pd, 21%), and
thrombocytopenia (DPd, 18%; Pd, 19%)

0 10 20 30 40 50 60 70 80

Months

Cl, confidence interval; CR, complete response; CrCl, creatinine clearance; DoR, durafon o response; DPd, daratumumab/pomalidomide/dexamethasone; ECOG PS, Eastem Cooperative Oncdogy Group Performance Status; B MENARINI lS ling:
HR, hazard ratio; HRQoL, health-related qudity oflife; Isa-Kd, isatuximab/carfilzomib/dexamethasone; Kd, carfilzomib/dexamethasone; KdD, carfilzomib/daratumumab/dexamethasone; LEN, lenalidomide; LOT, line of therapy; = group temling

mAb, monoclona antibody; MM, multiple myeloma; MRD, minima residua disease; ORR, overall responserate; OS, overall survival; Pd, pomalidomide/dexamethasone; PFS, progression-free survival;, Pl, proteasome inhibitor;

R/R, relapsed/refractary, TEAE, treatment-emergent adverse event; TTNT, timeto next treatment; VGPR, very good partial response .

AMenarini Goup Company 17

1. Usmani S, et al. Blood Adv. 2023;7:3739-3748; 2. Yong K, et al. Lancet Haematol. 2024;11:€741-e750; 3. Marfin T, etal. Blood Cancer J. 2023;13:72; 4. Dimopoulos MA, et al. Lancet Haematol. 2023;10:e813-e824.



Choice of MM treatment may be guided by ASCT eligibility and 5\71

treatment history

» Cilta-cel
» Belantamab-Vd
» Belantamab-Pd

New combinations:

» Teclistamab-Dara / elranatamab
+ Talquetamab-Dara +/- Pom

» Teclistamab-talquetamab

* Linvoseltamab

» Etentamig
ASCT, autologous stem cell transplant; cilta-cel, ciltacabtagene autdeucel; Dara, daratumumab; dex, dexamethasone; IMiD, immunomoduatory drug; Kd, carfilzomib/dexamethasore; len, lenalidomide; MM, multiple myeloma; ME\"\RL]‘,\;‘! Etgmling
Pd, pomalidomide/dexamethasone; P|, proteasome inhibitor; Pom, pomalidomide; PVd, pomalidomide/bortezomib/dexamethasone; RVd, lenalidomidebortezomib/dexamethasone; SVd, selinexar/bortezomib/dexamethasone; AMenarini Goup Company

Vd, bortezomib/dexamethasone; VMP, bortezomib/melphalan/prednisdone.
Speaker personal communicafion. Dimopoulos MA, et al. Ann Oncol. 2022;32:309-322
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CARTITUDE-4: A Phase 3 trial of cilta-cel vs. PVd/DPd in

lenalidomide-refractory MM after 1-3 prior lines’

PFS (ITT; 33.6 months median follow-up)' OS (ITT; 33.6 months median follow-up)?
100 Gg 100 30-month OS
30-month PFS | 764
80 807 N A Cilta-cel
e 507 2 60
2 g D SOC
g 2
> 40 < 40
20 s 20
HR (95% Cl). 0.29(0.22-0.39); HR (95% CI): 0.55(0.39-0.79);
p<0.0001 p=0.0009
0 T T T — — T T t T T T T | 0 T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months Months

Cilta-cel provided high ORR and sCR/CR rate with sustained DoR?
At 33.6 months follow-up, ORR was 84.6% (sCR/CR: 76.9%) in the cilta-cel arm vs. 67.3% (SCR/CR: 24.2%) in the SoC arm?

Median DoR (95% Cl) was NR (NE-NE) in the cilta-cel arm and 18.7 months (12.9-23.7) in the SoC arm?

Safety profile consistent with previous analysis?®
— All grade and Grade 23 treatment-emergent infections occurred in 63.5% and 28.4% of patients in the cilta-cel arm vs. 76.4% and 29.8%

in the SoC arm, respectively?
— SPMs occurred in 13.0% of patients in the cilta-cel arm vs. 11.5% in the SoC arm:; of these 7.2% were cutaneous/non-invasive in each arm?*
— No new cases of cranial nerve palsy or MNT in the cilta-cel arm?

*Mutiple SPMs could occur inthe same patient. B MENARINI E ling
Cl, confidence interval; cilta-cel, ciltacabtagene autdeucel; CR, complete response; DoR, duration of response; DPd, daratumumab/pomalidomide/dexamethasone; HR, hazardrafo; ITT, intention-to-treat; MM, mutiple myeloma; S group temline

MNT, movement and neurocognitive treatment-emergent adverse event; NE, not estimable; NR, not reached, ORR, overall response rate; OS, overall survival; PFS, progression-free survival, PVd, pomalidomide/boriezomib/dexamethasone; AMenarini Goup Company 19
SCR, stringent CR; SoC, standard of care; SPM, secondary primary malignancy.

1. Popat R, et al. Presented at ASH 2024; oral presentation 1032; 2. Mateos MV, et al. Presented at IMS 2024; oral presentation 1437; 3. San-Miguel J, et al. N Eng J Med. 2023;389:335-347.



DREAMM-7/8: Phase 3 trials of belantamab-based combination

therapies in R/R MM

DREAMM-71:2

DREAMM-834

Study design

Baseline

characteristics

Median PFS,

mos*

Median OS,
mos*

ORR,
% (95% CI)t

Safety profile

Belantamab-associated AEs

1 prior LOT: BVd NRvs. NR Ocular events
’ BVd, 36.6 vs. AEs*
o/ 0/.1 s . o/ . o/1
- 51%; DVd, 50% DVd, 13.4 _ BVd,83%  Anygrade: 100%; Any grade: 79%; Grade 3-4: 34%
- High-risk At 36 months: (78-88%) Grade 3-4: 95%2 Blurred vision
- H . 0, . . 0/« . 0/2
DVd (n=251) ;gf,;’s;gg";;,ﬁwv HR 0.41 B\g\;g‘;@/s. vs. Serious AEs Any grade: 687 Grade 3-4: 24%*
o VG, 1% (95% Cl: » 0% DVd, 71%  53%? ‘z"é%gegﬂ? ‘gg;;gof';;“1"°'ma' to:
Primary endpoint: PFS LEN-refractory: 0.31-0.53)- 6577 > . . . 34% 2%
Secondary endpoints: OS, BVd, 33% .00 o9 HR 0.58 (65-77%) Dpscontinuation due to AES jnfections
DoR, MRD-negative status DVd, 35%' : (95% Cl: 0.43-0.79)2 Any grade: 70%; Grade 3-4: 31%'
1 prior LOT: BPd,
BPd (I’l=155) 53%; Pvd, 52% NRvs-NR Ocular events
- High-risk BPd, 32.6 vs. " . AEs Any grade: 89%; Grade 3—4: 43%?3
cytogenetics: BPd, PVd, 12.5 12-month eostlmate. BPd, 77%  Any grade: 99%; Blumed vision ’
PVd (n=147) 34%; PVd, 32% BPd, 83% vs. (70-84%)  Grade 23: 94% ured vision -
LEN . PVd, 76% : Any grade: 79%; Grade 23: 17 %?°
-refractory: g vs. Serious AEs W o ision fi I to:
L. PVd, 76%* o~ HR0.77 (64-79%)®  Discontinuation due to AEs e e
Secondary endpoints: Anti-CD38 mAb- 0.36-0.67)* 1593 Infections

ORR, MRD negativity, DoR

refractory: BPd,
23%; PVd, 24%®

(95% Cl: 0.53-1.14)3

Any grade: 82%; Grade 23: 49%3

Medan follow-up for DREAMM-7 was 28.2 months for PFS and safety, and 39.4 months for OS, ORR, and safety, and for DREAMM-8 was 28.0 months for OS, ORR and safety, and 358 monts for PFS.
*HRs esfimated using the stratified Cox proportional hazards model and p-value was produced based onthe 1-sided stratified log-rank test; TPR or better; #BVd arm in DREAMM-7.
AE, adverse event BPd, belantamab mafodotin/pomalidomide/dexamethasone; BVd, belantamab mafodotin/bortezomib/dexamethasone; Cl, confidence interval; DoR, duration of response;
DVd, daratumumab/bortezomib/dexametasone; HR, hazard ratio; LEN, lenalidomide; LOT, line of therapy; mAb, monoclond antibody; MRD, minimal residual disease; NR, not reached; ORR, overall responserate; OS, overall survival;
PFS, progression-free survival; PR, partial response; PVd, pomalidomide/bortezomib/dexamethasone.
1. Hungria V, et al. N Engl J Med. 2024;391:393—407. 2. Hungria V, et al. Lancet Oncol 2025;26(8):1067-1080; 3. Dimopouos MA, et al. N Engl J Med. 2024;391:408-421; 4. Trudel S, etal. Presented at ASH 2025; Abstract 2264.
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Several bispecific antibodies are under investigation in Phase 3

clinical trials for use in earlier lines of therapy

Clinical trial Investigational arm “ Key patient characteristics m

WA

. - v’ Exposure to Pl and IMiD after 1-3 prior lines . o
-31 4 o R
MajesTEC-3 Teclistamab-Dara Dara-Pd or Dara-Vd 587 Anti-CD38 refractory patients Active, not recruiting
. . v Exposure to anti-CD38 and Len after . -
=02

MajesTEC-9 Teclistamab Kd or PVd 614 1-3 prior lines Active, not recruiting

Talquetamab-Dara v Exposure to Pl and IMiD after 21 prior line . "

=33 o

MonumenTAL-3 Talquetamab-Pom-Dara EIEHA e | If only 1 prior line, must be Len-refractory REIE, M FEETT

Teclistamab- .

v g
MonumenTAL-645 Talquetamab EloPd or PVd g | PO R eI LNl Recruiting
1-4 prior lines
Talquetamab-Pom
v Exposure to Pl and IMiD after 21 prior line
MagnetisMM-56¢7 Elranatamab Dara-Pd 944 v Exposure to anti-CD38 and anti-BCMA allowed Recruiting
after a washout period of 26 months
. v Exposure to anti-CD38 and Len after "
-328

MagnetisMM-32 Elranatamab Kd, PVd, or EloPd 492 14 prior lines Recruiting
LinkerMM-3° Linvoseltamab EloPd 410 v Exposure to Pl and IMiD after 1—4 prior lines Recruiting
CERVINO10 Etentamig EloPd, SVd, or Kd 380 v Triple class-exposed after 22 prior lines Recruiting

BCMA, B-cell maturation antigen; Dara, daratumumab; Dara-Pd, daratumumab/pomalidomide/dexamethasone; Dara-Vd, daratumumab/bortezomib/dexamethasone; EloPd, elotuzumab/pomalidomide/dexamethasone;

IMiD, immunomoduatory drug; Kd, carfizomib/dexamethasone; Len, lenalidomide; P, proteasome inhibitor; Pom, pomaidomide; PVd, pomalidomide/boriezomib/dexamethasone; SVd, selinexor/bortezomib/dexamethasone.
1. https://dlinicaltrials.gov/studyNCT 05083169 (Accessed June 2026); 2. https://dlinicaltrials.gov/study NCT 056572515 (Accessed June 2026); 3. https://dinicaltrials.gov/studyNCT 06455320 (Accessed June 2026);

4. https://clinicaltrials.gov/studyNCT 06208150 (Accessed June 2026); 5. Nooka AK, et al. Blood. 2024;144(Suppl_1)47571;6. https://clinicaltrials.gov/studyNCT 05020236 (Accessed June 2026);

7.Leleu X, et al. Hemasphere. 2023;7(Suppl):e052316a; 8. https://clinicaltrials.gov/study/NCT06152575 (Accessed June 2026); 9. https://clinicaltrials.gov/studyNCT 05730036 (Accessed June 2026);

10. https://clinicaltrials.gov/study NCT 06158841 (Accessed June 2026).
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MajesTEC-3: A Phase 3 trial of Tec-Dara vs. Dara-based SoC in R/R MM

after 1-3 prior lines

At baseline, ~5% of participants had been previously exposed to Dara and ~80% of participants were len-refractory

PFS (primary endpoint; 34.5 months median follow-up) OS (34.5 months median follow-up)
. 36-mo PFS 60 36-mo OS
: | ss0 - s
.§ ¢ SIax Tec-Dara & AR i - % Tec-Dara
H Median, NR | Median, NR
5 : ®
g : 5 6 vt
- | g | 65.0% DPd/DVd
3 ! 2 1 Median, NR
2 ! DPd/DVd
3 %1 HR, 0.17 (95% Cl, 0.12-0.23); P<0.00012 » Median, 18.1 months 21 HR, 0.46 (95% Cl, 0.32-0.65); P<0.0001
% Median follow-up: 34.5 months - Median follow-up: 34.5 months H
i 0 3 6 9 12 15 18 21 2 SUng'OUp analysis of Ien-reflactory patients: ¢ 0 3 6 9 12 15 18 21 2 27 30 33 3% 39 a2 45 48
No. at risk Months HR 0.17 (95% CI: 0.12-0.24) No. at risk Months

Safety summary
ORR, % 89.0 75.3 2.65; p<0.0001 The TEAE safety profile was generally comparable between
Tec-Dara and Dara-based SoC

2CR, % 81.8 32.1 9.56; p<0.0001
. - In the Tec-Dara arm, most CRS events were Grade 1 (44.2%), with 15.9% Grade 2
Median DoR (95% ClI), months NE (NE-NE)  23.5(19.8-29.9) NR - In the Tec-Dara arm, 13 (4.6%) of deaths were due to infection; 12 occurred
- . . . *t
MRD negativity (105 NGS), % 58.4 17 1 6.78; p<0.001 within 6 months of treatment and 9/12 patients did not receive IgRT

*InFeb 2023, the proibcol was amended to reinforce IgRT supplementationand antimicrobial prophylaxis (protoca amendment #6); fIn the Dara-based SoC group, 4 patients had afatal infection, 2 of which occurred after the implementation
of protocol amendment #6.

Cl, confidence interval; CR, complete response; CRS, cytokine release syndrome; DoR, durafion of response; DPd, daratumumab/pomalidomide/dexamethasone; DVd, daratumumab/bortezomib/dexamethasone; HR, hazard ratio;

IgRT, immunoglobulin replacement therapy; MRD, minimal residual disease; NE, not estimable; NGS, next gereration sequencing; NR, not reported; OR, odds ratio; ORR, overall response rate; OS, overall survival;

PFS, progression-free survival; R/R MM, relapsedtefractory multiple myeloma; SoC, standard of care; TEAE, treatmentemergent adverse event; Tec-Dara, teclistamab/daratumumab.

Mateos MV, etal. Presented at ASH 2025; oral presentation LBA-6; Costa LJ, etal. N Engl J Med. 2026;394:739-752.

IENARINI  Sliemling

group

AMenarini Goup Company 22



MajesTEC-9: A Phase 3 study of Tec monotherapy vs. PVd/Kd 5\71

in patients with R/R MM

Patients with R/R MM and 1-3 prior LOTSs, including anti-CD38 Primary endpoint: PFS by IRC

and Len, were randomized 1:1 to receive 28-day cycles of Tec

or investigator’'s choice of PVd/Kd Secondary endpoints: OS, 2CR, and safety

Efficacy Safety
(n=296) | (n=297)

Median follow-up, months 17.3 17.3 — Median treatment duration, months 131 7.0
Median PFS, months NR 8.2 HR, 0.29 (0.23-0.38); p<0.0001 Any grade TEAEs, % 99.7 97.9
18-month PFS rate, % 69.8 26.9 — Grade 3/4 TEAEs, % 84.9 76.3
Median OS, months — — HR, 0.60 (0.43-0.83); p=0.0020 Grade 5 TEAEs, % 6.5 35
2CRrate, % 65.9 16.8 OR, 10.42 (6.89—15.76); p<0.0001 Treatment discontinuations due to TEAEs, % 10.7 131

+ Of 174 PVd/Kd pts who received subsequent treatment, 68.4% received BsAb or CAR-T * Grade 3/4 infections were higher with Tec vs. PVd/Kd (41.6% vs. 29.0%)

+ PFS favored Tec across all prespecified subgroups, including anti-CD38-refractory and ~ * CRS occurred in 66.0% of patients with Tec (Grade 1/2: 48.8%/16.5%)
len-refractory patients and ICANS occurred in 4.1% (Grade 1/2: 2.4%/1.4%)

Tec monotherapy significantly improved PFS/OS vs. SoC in this high unmet need population
CRS and infections were managed with established protocols

BsAb, bispecific anfibody; CAR-T, chimeric antigen receptor T; Cl, confidence interval; CR, complete response; CRS, cykine release syndrome; HR, hazard ratio; ICAN S, immune effector cell-associated neurctoxicity syndrome; ME\:\RI'L\J Etgmﬁng-

IRC, independent review committee; Kd, carfilzomib/dexamethasone; len, lenalidomide; LOT, line of herapy; OR, adds ratio; OS, overall survival; PFS, progression -free survival; PVd, pomalidomide/boriezomib/dexamethasone; v o AMenarini Goup Company
R/R MM, relapsedfefractory multiple myeloma; Tec, teclistamab; TEAE, treatment-emergent adverse event.

Mateos MV, etal. Presented at ASCO 2026; Abstract 7507.



In the real-world setting, bispecific antibodies are associated with

frequent infections

A retrospective, multicenter study in bispecific antibody-treated patients with MM in 14 IFM centers
(N=229; 153 [67 %] teclistamab; 47 [20%] elranatamab; 29 [13%] talquetamab)

Number of infections according Number of infections
* 142/229 (62%) patients presented at least 1 infection to the type of pathogen according to site of infection
affecting patient management with a median number of 100
infections per patient of 1.0 (range 1-7) 75
» Of the 234 infectious events recorded: 75
* 123 (53%) were Grade 23 25 2
(] [
+ 103 (44%) had an effect on the course of MM treatment, o s 0
with discontinuation in 31 cases (13%) c c
. 25
* 9% resulted in death 25
* The infection rate was lower with GPRC5D-targeted I..- e
. o 5 - : 0 0
bispecific antibodies (51%) when compared with - - — - -
anti-BCMA agents (73%) & &S @& & & EF ST TS
Q;z;, Q,b 5 q},b\ %{o ,\.\\\0‘0 \@5\’\\ 2 @5&\\ \(\QJ&}A@ 6\00 S
* Use of corticosteroids for CRS/ICANS correlated with a & S & & 5 & <

higher risk of first infection (HR 2.01; 95% CI: 1.27-3.19) cade W1 M2BW:Ws s crade M1 MW :H. s

P MENARINI
BCMA, B-cell maturation antigen; Cl, confidence interval; CRS, cytokine release syndrome; GPRCED, G pratein-coupled receptor class C group 5 member D; HR, hazard ratio; group Et . 24
ICANS, immune effector cell-associated neurdtoxicity syndrome; IFM, Intergroupe Francophone du Myelome; MM, multipe myeloma. AMenarini Goup Company
Jourdes A, et al. Clin Microbiol Infect. 2024;30:764—771.




EHA-EMN 2025 guidelines \71

If anti-BCMA—directed therapy is used in second line, subsequent use of another anti-BCMA or GPRC5D-targeted
agent will likely require an intervening line of therapy to mitigate resistance and restore target antigen expression

T-cell redirecting therapies are becoming the SoC in these patients and there is an
unmet need before, between, and after treatment with BCMA- and GPRC5D-targeted therapies

For patients who progress while receiving, or shortly after receiving, BCMA-targeting
T-cell engager therapy, a therapy with a different mechanism of action or
immunotherapy targeting a different antigen should be used
(IMWG recommendation)?

GPRCSD-targeted therapV:

Figure from Dimopoulos MA, et al. EHA-EMN Evidence-Based Guidelines for diagnosis, treatment and follow-up of patients withmultiple myeloma. Nat Rev Clin Oncol. 2025;22(9):680-700. Spinger Nature.

ADC, antibody-drug conjugate; BCMA, B-cell maturation antigen; Bela, belantamab mafodotin; BsAb, bispecific monoclonal antibody; CAR-T, chimeric antigen receptor T; cilta-cel, ciltacabtagene autdeucel; D, dexamethasone; [Pl MENARINI Et&l‘l’l"l’l&‘

Dara, daratumumab; EHA, European Hematology Asscciation; Elo, elotuzumab; EMN, European Myeloma Netw ork; GPRC5D, G-protein-coupled receptor class C group 5 member D; ide-cel, idecabtagene vicleucel; v Lt AMenaini Goup Company 25
IMID, immunomoduatory drug; IMWG, Intemationa Myeloma Working Group; Isa, isatuximab; Ixa, ixazomib; K, carfilizomib; Kd, carfizomib/dexamethasone; mAb, monoclond antibody; Pd, pomaidomide/dexamethasone;

P1, proteasome inhibitor; PomVd, pomalidomide/bortezomib/dexamethasone; Sel, selinexor; SoC, standard of care; Vd, bortezomib/dexamethasone.

1. Dimopoaulous MA, et al. Nat Rev Clin Oncol. 2025;22:680—700; 2. Costa LJ, et al. Leukemia. 2025;39:543-554.




In patients double-exposed or double-refractory to daratumumab and

lenalidomide, there remains a need for effective second-line treatments

Owing to frequent use of daratumumab- and

Based on sensitivity/refractoriness to daratumumab and lenalidomide' lenalidomide-based regimens in the first line, an
increasing proportion of patients are double-exposed
. ilta- o - - 2
. Anti-CD38 + Kd Cilta-cel or double-refractory in later treatment lines
. ¢ Belantamab-Vd
- Anti-CD38 + Pd
e Belantamab-Pd
Ve New combinations: Despite FDA and EMA approval for use in
. svd +  Teclistamab-Dara / elranatamab @ earl[ler ;f?ftm?rgkge? tsheveral factors Ig_?flt the; _
. Kd e ey s availabili yoa c -T therapy across different regions
. and countries3-
» Teclistamab-talquetamab
« Cilta-cel » Linvoseltamab
* Belantamab-Vd - B ) .
. Belantamab-Pd 9 A Therefore, there is a need for alternative
II high-efficacy treatment options for patients
|
double-exposed or double-refractory to daratumumab
and lenalidomide
ot i e s b, s M
enaini Group Compeny

Speaker persona communication; 1. Dimopaulos MA, et al. AnnOncol. 2022;32:309-322 2. Martino E, et al. ESMO Open . 2025;10(8); 3. FDA. Carvyki Prescribing Information. Available at
https://www.fda.gov/media/156560/download?attachment (Accessed June 2026);4. EMA. Carvykf Summary of Product Characteristics. Available at: https://www.ema.europa.eu/endocuments/product-irformation/carvykti-epar-product-
information_en.pdf (Accessed June 2026); 5. Medina-Olivares FJ, etal. Front Onca. 2024;14:1397613; 6. Litvinova Y, et al. Health Pdlicy. 2024;149:105153.



Selinexor: A first-in-class oral exportin 1 (XPO1) inhibitor?

CANCER CELL . R XPO1 overexpression:

[ Inactivates tumor suppressor proteins?

aa Enhances proto-oncogene translation?3

(% Disrupts growth regulation?#

Nucleus

«
Earpofrowing. . i There is growing evidence that selinexor may promote
. o T-cell fithess® and influence the tumor microenvironment,®
potentially improving outcomes with subsequent therapies’?2

Selirexor is indicated i) in combination with bortezomib and dexametasone for the treatment of adult patients with MM who have received 21 prior therapy; ii) in combination with dexamethasone for the treatment of MMin adult patients w ho

have received 24 prior therapies and whose disease is refractory to 2 proteasome inhibitors, 2immunomodulabry agents, and an anti-CD38 monodonal antibody, and who have demonstrated disease progression onthe last therapy. N
MM, muttiple myeloma; mR NA, messenger ribonucleic acid; TSP, tumor suppressor protein; XPO 1, exporin-1. M
Image from Kayropharm Therapetutics. Company Overview. Available at: https://www.karyopharm.com/wp-contenthiploads/2021/04KPTI-About-Press-Kit-Document (Accessed June 2026). 1. Peterson TJ, et al. Ann Pharmacother.

2020;54:577-582, 2. Sun Q, et al. Signal Transduct Target Ther. 2016;1:16010; 3. Culjkovic-Kraljacic B, et al. Cell Rep. 2012;2:207-215; 4. Tai Y-T, et d. Leukermia. 2014;28:155-165; 5. Binder AF, et al. Front Immunol. 2023;14:1275329;

6. Tasbihi K, et al. Cells. 2025;14:430; 7. Verbruggen C, et al. Presented at ASH 2025; poster presentation 6102 8. Costa BA, et al. J Clin Med. 2025;14:1316; 9. EMA. Selinexor: SmPC. Available at:
https://www.ema.europa.eu/en'documents/product-information/nexpovio-epar-product-information_en.pdf (Accessed JUne 2026).
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BOSTON: A Phase 3, global, randomized, open-label, controlled study r]%

in patients with MM who had received 1-3 prior therapies

Study design
Phase 3, multicenter, randomized, open-label study (NCT03110562)

SV d SsEL:100mg PO ondays 1, 8, 15, 22, 29 Primary endpoint: PFS
n=195 BOR: 1.3 mg/m2 SC on days 1, 8, 15, 22 Key secondary endpoints:
35-day  pEX: 20 mg PO ondays 1,2, 8,9, 15, 16, 22, 23, 29, 30 * ORR
1:1 cycles - 2VGPR
Randomization « 5HT-3 prophylactic recommended « Grade =2 PN
N=402 Secondary endpoints:*
. §
Vd BOR:* 1.3 mg/m2 SC ondays 1,4, 8, 11 0S
n=207 DoR
21-day DEX:t 20 mg POondays 1,2, 4,5, 8,9, 11, 12 TTNT
cycles Safety

* Patients with prior Vd allowed on study
* Patients with IRC confirmed PD on Vd could crossover to SVd

* Median age was 67 years (IQR 59-73) and 81 (20%) patients were aged 275 years or older
* Median number of previous regimens was 2 (1-2), 75 (19%) patients had received 3 previous lines of therapy, and
139 (35%) patients had undergone SCT

*BOR dosing presented s for cycles 1-8; for cycles 29 BOR was givenas 1.3 mg/m? SC on days 1, 8, 15 and 22. tDEX dosing presented is for cydes 1-8; for cycles 29 DEX was given as 20 mgon days 1, 2, 8,9, 15,16, 22,23, 29,and 30

of each 35-day cyde; tNotall secondary endpoints are listed here; §OS is notyetreached for the SVd group. [Pl MENARINI Et&mhl’l&

BOR, bortezomib; DEX, dexamethasone; DoR, durafon of response; IQR, interquartile range; IRC, independent review committee; MM, multipe myeloma; ORR, overall respaise rate; OS, overall survival, PD, progressive disease; v Eep AMenaini Goup Company 28
PFS, progression free survival; PN, peripheral neuropathy; PO, taken orally; SC, subcutanecus; SCT, stem céell transplant; SEL, selinexor; SVd, selinexor/bortezomib/dexamethasone; TTNT, time to nexttreatment

Vd, bortezomib/dexamethasone; VGPR, very good partid response.

Grosicki S, et al. Lancet. 2020;396:1563-1573; CT.gov. NCT03110562. Available at: hitps://clinicdtrials.gov/study/NCT03110562 (Accessed June 2026).




BOSTON: A significant increase in mPFS with SVd vs. Vd
was demonstrated

SVd am (n
Median PFS, months (95% CI)* 13.93 (11.73-NE) 9.46 (8.11-10.78)
HR 0.70 (95% CI: 0.53-0.93); one-sided p=0.0075

Kaplan-Meier estimates of progression-free survival among patients in the ITT population

1.00 e —}— Selinexor, bortezomib, and dexamethasone
—&- Bortezomib and dexamethasone

- These data represent:

S 075+ .
s 5 1. Anincrease of 4.47 months
28 in median PFS
253 2. A 30% reduction in the risk
[ Selinexor, bortezomib, and dexamethasone: H H

&' 0:25- median 13-93 months (95% CI 11.73-not evaluable) of disease progression

= Bortezomib and dexamethasone: median 9-46 months (95% Cl 8.11-10.78)

Hazard ratio 0-70 (95% Cl 0-53-0-93), p=0-0075
0 T T T T T 1

0O 1 2 3 4 5 6 7 EI} 9‘ 1‘0 lll 1‘2 1‘3 ll4 1‘5 1I6 1‘7 1‘8 1‘9 2‘0 2‘1 2‘2 2‘3 2‘4 2‘5 2‘6
Number at risk Time (months)
(number censored)
Selinexor, bortezomib, 195 187 175 152 135 117 106 89 79 76 69 64 57 51 45 41 35 27 26 22 19 14 9 7 6 4 2
and dexamethasone  (0) (5) (12) (21) (31) (37) (42) (50) (57) (59) (63) (66) (71) (73) (76) (B0) (83) (89) (90) (94) (97) (102)(106)(108)(109)(111) (113)
Bortezomib and dexamethasone 207 187 175 152 138 127 111 100 90 81 66 59 56 53 49 42 35 26 20 16 10 8 5 4 3 3 2
(0) (8) (10) (15) (20) (22) (29) (32) (37) (37) (41) (43) (44) (45) (47) (52) (55) (60) (65) (69) (73) (75) (78) (79) (80) (80) (81)

*The study was ongaing at the time of publication; the analysis was performed ater a median fllow-up period of 13.2 months for the SVd arm and 16.5 months for the Vd arm (data cuiff: 18 F ebruary, 2020). B MENARINI lS ling:
Figurereprinted from The Lancet, 396(10262). Grosicki S, et al. Once-per-week selinexor, bortezomib, and dexametasone versus twice-per-week bortezomib and dexamethasonein patients with mutiple myeloma (BOSTON): a — group temline
randomised, open-label, phase 3 trid. 1563—1573, Copyright (2026), with permission from Elsevier. AMenarini Goup Company 29

Cl, confidence interval; HR, hazard ratio; ITT, intention-to-treat; (m)PF S, (median) progression-free survival, NE, not evaluable; SVd, selinexar/bortezomib/dexamethasone; Vd, bortezomib/dexamethasone.
Grosicki S, e al. Lancet. 2020;396:1563—1573.



BOSTON: The safety profile of SVd was manageable

The most common any Grade AEs were Gl AEs, thrombocytopenia, fatigue, and anemia, and
the most common Grade 3/4 AEs were thrombocytopenia, anemia, fatigue, and pneumonia

100 ~ SVd arm (n=195)  Vd arm (n=204)*
AEs may be managed (n=195) (n=204)
. . I Any gradet B Anygradet
by dose modification = | Grade 3/4 Grade 3/4
and supportive £
: ) 60
therapeutic measures g 60 -
Y
o
S 40 A
T
o
n§- N I I I I I I I
0 I - I
Svd Svd Svd | vd Svd | vd svd Svd Svd | vd Svd
[Thrombocytopeni Anemia Neutropenia Fatigue Nausea Diarrhea Peripheral Decreased
neuropathy$ appetite
Hematological AEs in
>10% of egilther group Non-hematological AEs in 230% of either group
*Three patients from this group who did not receive any doses of study drug were excluded from the safety population; fincludes four Grade 5events: 3 (2% ) cases of pneumoniaand 1 (1%) case of bronchitis; ¥Includes four Grade 5 events: M]- N/ \Rll\]
3 (1%) cases of pneumonia and 1 (<1%) case of anemia; SIndudes high-level MedDRA term “peripheral neuropathies NEC”. . temline
AE, adverse event G, gastrantestinal; MedDRA, medical dictionary for regulatbory activities; NEC, not elsewhere classified; SVd, selinexor/bortezomib/dexamethasone; TEAE, treatment-emergent adverse event; AMe"mmG up Company 30

Vd, bortezomib/dexamethasone.
Grosicki S, e al. Lancet. 2020;396:1563—1573.



Efficacy outcomes varied across treatment options in patients ,)4,1

refractory to lenalidomide

Study Regimen Arm | mPFS in lenalidomide-refractory patients
Kd1.2: Kd 8.6
ENDEAVOR'>* Doublet, PI (95% gle ?70 111)
1-3 prior lines of therapy N (o} Uo7,
1 new MoA vd 6.6
OPTIMISMM?t PV PVd
1-3 prior lines of therapy, received N HR 0.65
prior treatment with a lenalidomide- Tnplet’ P, 95% Cl: 0.50-0.84
containing regimen for 22 consecutive 1 new MoA vd ( o i U 84)
cycles, not bortezomib refractory
Svd+: Svd
BOSTON* Triplet, Pl HR 0.52
=3 prior lines of therapy 2 new ,MO;A\S Vd (95% CI: 0.31-0.88)

Months

These data are derived from separate clinical trials utilizing distinct methodologies and patient populations. Direct cross-trial comparisons should not be used to infer comparative clinical efficacy or safety.

*Median follow-up was not reported; tAfter median follow-up of 15.9 months; *Median follow-up was 28.2 months (SVd) and 27.1 months (Vd).

Data presented side by side for illustration purposes only — this is not a head-to-head comparison ofthese studies. ]\]]- V»\Rll\l ine’
. AMenm up Company 31

ClI, confidence interval; HR, hazard ratio; Kd, carfizomit/dexamethasone; MoA, mechanism of action; mPF S, median progression-free survival;, Pl, proteasome inhibitor; PVd, pomalidomide/bortezomib/dexamethasone;
S\Vd, selinexor/bortezomib/dexamethasonre; Vd, bortezomib/dexamethasone.
1. Moreau P, et al. Leukemia. 2017;31:115-122 2. Dimopoulos MA, et al. Lancet Oncol. 2016;17(1):27-38; 3. Richardson PG, et al. Lancet Oncol. 2019;20:781-94; 4. Mateos MV, etal. Eur J Haematol. 2024;113:242-252.



Efficacy outcomes varied across treatment options in patients

refractory to lenalidomide

Study Regimen Arm | mPFS in lenalidomide-refractory patients
Kd*: Kd No significant difference in mOS with Kd vs. Vd
1%
FE‘DEAVR]R Doublet, PI, in lenalidomide-refractory patients4s:
—3 prior lines of therapy 1 new MoA Vd Kd, 29.2 months vs. VVd, 21.4 months; HR 0.86 (95% Cl: 0.62—1.18)
2
PPTIMISMM f . PVvdz: Pvd No significant difference in mOS with PVvd vs. Vd
-3 prior lines of therapy, received . . . . .
prior treatment with a lenalidomide- Triplet, P, in lenalidomide-refractory patients®":
containing regimen for 22 consecutive 1 new MoA Vvd Kd, 29.8 months vs. Vd, 24.2 months; HR 0.89 (95% ClI: 0.71-1.12)

cycles, not bortezomib refractory

BOSTON:: ?:il;:t , Svd mOS was significantly longer with SVd vs. Vd

-3 prior lines of therapy

in lenalidomide-refractory patients3+:
2 new MoAs vd SVd, 26.7 months vs. Vd, 18.6 months; HR 0.53 (95% Cl: 0.30-0.95); P=0.015

These data are derived from separate clinical trials utilizing distinct methodologies and patient populations. Direct cross-trial comparisons should not be used to infer comparative clinical efficacy or safety.

Data presented side by side for illustration purposes only — this is not a head-to-head comparison ofthese studies.

*Median follow-up was nat reported; TAfter median follow-up of 15.9 months; ¥Median follow-up was 28.2 morths (SVd) and 27.1 months (Vd). §Median follow-up approximately 44 months; IMedian fdlow-up of 64.5 months. M]- N ARH\I ing’

Cl, confidence interval; HR, hazard ratio; Kd, carfizomit/dexamethasone; MoA, mechanism of action; mOS, medianoverdl surviva; mPFS, median progression-free survival; Pl, proteasome inhibitor; AMenmmG up Company 32
PVd, pomalidomide/bortezomib/dexamethasone; SVd, selinexor/bortezomib/dexamethasone; Vd, bortezomib/dexamethasone.

1. Moreau P, et al. Leukemia. 2017;31:115-122; 2. Richardson PG, et al. Lancet Oncol. 2019;20:781-94; 3. Mateos MV, etal. EurJ Haematol. 2024;113:242-252; 4. Orlowski RZ, et al. Clin Lymphoma Myeloma Leuk. 2019;19(8):522-30.e1;

5. Richardson P, et al. EurJ Haematol. 2025;114(5):822—-831.




Efficacy outcomes varied across treatment options in

proteasome inhibitor-naive patients

Study Regimen Arm | mPFS in bortezomib-naive patients
. Kd': Kd HR 0.47
ENDEAVOR! Doublet, P, (95% Cl: 0.25-0.88)

1-3 prior lines of therapy

1 new MoA vd p=0.0084

OPTIMISMM?2t PVdz2: Pvd HR 0.62

1-3 prior lines of therapy, received

prior treatment with a lenalidomide- Triplet, P, (95% Cl: 0.35-1.1 1)
containing regimen for 22 consecutive 1 new MoA vd p=0.1055
cycles, not bortezomib refractory
Svd3: Svd HR 0.35
3t .
BOSTON™ ., Triplet, P, (95% Cl: 0.18-0.68)
2 new MoAs vd p=0.001
0 5 10 15 20 25 30 35 40
Months

These data are derived from separate clinical trials utilizing distinct methodologies and patient populations. Direct cross-trial comparisons should not be used to infer comparative clinical efficacy or safety.

*Median follow-up was not reported; tAfter median follow-up of 16.4 months; *Median follow-up was 27.8 months (SVd) and 29.7 months (Vd).

ClI, confidence interval; HR, hazard ratio; Kd, carfizomit/dexamethasone; MoA, mechanism of action; mPF S, median progression-free survival;, Pl, proteasome inhibitor; PVd, pomalidomide/bortezomib/dexamethasone;
SV, selinexor/bortezomib/dexamethasonre; Vd, bortezomib/dexamethasone.

1. Goldschmidt H, etal. Leuk Lymphama. 2018;59:1364—1374; 2. Dimopoulos M, et al. Leukemia. 2021;35:1722-1731; 3. Mateos MV, et al. Eur J Haematol. 2024;113:242-252.

Data presented side by sidefor illustration purposes only — this is not a head-to-head comparison ofthese studies. MP V»\Rll\l
. AMenmme- p(bmpany 33



Safety outcomes varied across treatment options in R/R MM patients

Study Regimen Arm | Safety summary
ENDEAVOR' Kd': Kd Common Grade 23 TEAEs included anemia (Kd, 17.3% vs. Vd, 10.1%),
13 bror Tres of th Doublet, PI, hematopoietic thrombocytopenia (Kd, 12.5% vs. Vd, 14.7%), hypertension
> priorines ottherapy 1 new MoA Vd (Kd, 14.9% vs. Vd, 3.3%), and fatigue (Kd, 6.9% vs. Vd. 7.7)!
2

93|Z:|.|;!M:SSOMMW eceived PVvdz: PVd Grade 3/4 TEAEs occurred in 93.2% of patients in the PVd arm and 71.9% of
prior treatment with a lenalidomide- Triplet, PI, patients in the Vd arm, most commonly neutropenia in the PVd arm (47.1%, vs.
containing regimen for 22 consecutve | 1 new MoA Vvd 8.9% [Vd arm]) and thrombocytopenia in the Vd arm (29.3%, vs. 28.1% [PVd arm])?
cycles, not bortezomib refractory
BOSTON3 Svds: Svd Common Grade 3/4 AEs included thrombocytopenia (SVd, 39% vs. Vd, 17%),

~3 prior lines of therapy Triplet, P, fatigue (SVd, 13% vs. Vd, 1%), anemia (SVd, 16% vs. Vd, 10%) and pneumonia

2 new MoAs vd (S8Vd, 11% vs. Vd, 11%)3

These data are derived from separate clinical trials utilizing distinct methodologies and patient populations. Direct cross-trial comparisons should not be used to infer comparative clinical efficacy or safety.

Data presented side by side forillustration purposes only — this is not a head-to-head comparison ofthese studies. 1\“‘ VAR[NI
AE, adverse event Kd, carfizomibdexamethasone; MoA, mechanism of action; PI, proteasome inhibitor; PVd, pomalidomide/bortezomib/dexamethasone; R/R MM, relapsed/refractory multiple myeloma; AMen
SV, selinexor/bortezomib/dexamethasone; TEAE, treatment-emergent adverse event; Vd, bortezomib/dexamethasone.

1. Orlowski RZ, et al. Clin Lymphoma Myeloma Leuk. 2019;19:522-530.e1; 2. Richardson P, etal. EurJ Haematol. 2025;114:822-831; 3. Grosicki S, et al. Lancet. 2020;396:1563-1573.
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Outcomes with selinexor triplet regimens in patients with R/R MM with prior 5~71

exposure to an anti-CD38 mAb in the immediate prior LOT have been assessed

A real-world analysis of treatment patterns and survival outcomes using an EHR-derived, de-identified database of
patients with R/R MM treated with a selinexor-containing triplet-based regimen*

OS and dPFS in the overall study cohort and subgroup of patients Pati .
. . . . . atients were heavily
who received immediate prior anti-CD38 mAb therapy pretreated, with 95%

triple-class exposed, and 94%
receiving the selinexor triplet
at 24 lines of therapy

20.9
0S overall (n=112) Patients with prior exposure to
B 0S immed. prior anti-CD38 (n=33) anti-CD38 mAbs in the regimen
dPFS overall (n=83) prior to the selinexor treatment
e B ioes s e o numerically higher
. : : : : . . . . . . . survival outcomes
0 2 4 6 8 10 12 14 16 18 20 22
Months
;I"gzgr_r::::1i:éjlum(jsgco;"iz:t:]v;}ggsbvzit:]edzt;:%::::;r(tnv;a:n?itlp:mo;r;.mljiiivbeg;grinsi; rlztlzzt:‘?brn!)erads;r;fr;tlwzguringwmdv a patient does not have disease progression based on data collected in a dlinical trial or real-world setting. l\ll-l\',\Rl!'la\l"‘! AMGE?::T!S:CDWBW 35

dPFS, derived progression-free survival; EHR, electronic heath record; immed, immedate; LOT, line of therapy; mAb, monoclona antibody; R/R MM, relapsedrefractory multiple myeloma; OS, overall survival.
Whiteley A, et d. Curr Oncol. 2025;32:268.



Despite the availability of high-efficacy treatment options in the second 5\71

line, questions regarding the optimal sequencing of therapies remain

Based on sensitivity/refractoriness to daratumumab and lenalidomide'
: + Cilta-cel
+ Anti-CD38 + Kd n . .
L ANOD38+ Py *  Belantamab-Vid With evidence suggesting that the
* Belantamab-Pd - ; .
eamama effectiveness of immunotherapies at later
. PVd New combinations: treatment lines can be influenced by earlier
. Ssvd » Teclistamab-Dara / elranatamab t t tli th nain f treatment
. Kd - Talquetamab-Dara +- Pom reatment lines, the sequenci .g Oor reatments
o Tedrsmn e should be carefully considered?3
« Cilta-cel » Linvoseltamab
* Belantamab-Vd . ;
* Belantamab-Pd Etentamig
Cilta-cel, ciltacabtagene autdeucel; Dara, daratumumab;; Kd, carfizomib/dexamethasone; Pd, pomaidomide/dexametasone; PVd, pomalidomide/bortezomib/dexamethasone; Pom, pomalidomide; MEN"\R;}&E Et miine’ 36

SV, selinexar/bortezomib/dexamethasone; Vd, bortezomib/dexamethasone.
Speaker persona communication; 1. Dimopoulos MA, et al. Ann Oncol. 2022;32:309-322 2. van de Donk NWC, et al. Hemasphere. 2025;9:e70260; 3. FDA. Carvyki Prescribing Information. Available at

https://www.fda.gov/media/156560/download ?attachment (Accessed June 2026).



Summary

Many novel immunotherapies are moving into earlier lines of treatment, expanding options
for patients with MM. While this presents more options for patients, there is no SoC on
optimal sequencing and unmet medical needs persist

Despite the emergence of CAR-T cell therapies and novel bispecific antibodies, there
remains a need for an alternative high-efficacy treatment option with a different MoA in
the second line

Selinexor introduces a novel MoA to the MM treatment landscape, with the BOSTON trial
89 validating its combination with bortezomib and dexamethasone (SVd) in a broad R/R MM
patient population, as well as in len-refractory patients

In the expanding and evolving R/R MM treatment landscape, there is a need to understand
how to optimally sequence high-efficacy treatment options for improved patient outcomes
at each relapse

MENARINI - (Sltemline
AMenarini Goup Company

CAR-T, chimeric antigen receptor T; len, lenalidomide; MM, multipe myeloma; MoA, mechanism of action; RR MM, relapsed/refracio ry multiple myeloma; SoC, standard of care; SVd, selinexar/bortezomib/dexamethasone.
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EHA/EMN recommendations for the treatment of relapsed/refractory
multiple myeloma at second or subsequent relapse

At second or subsequent relapse

I I I
At 3rd and 4t line for eligible For triple-class For four-class
patients according to priorlines refractory/exposed refractory/exposed
of therapy (mainly Pl + patients (Pls, IMiDs, patients (Pls, IMiDs, mAbs
lenalidomide and mAbs against CD38 and CAR-T or
exposed/refractory) against CD38) ADC previously)
o BCMA-targeted therapy: . X
?3355'[{!’(}] CAR-T: Cilta-cel [I, A] Clinical trials
BelaPd [I, A] Ide-cel [I, A] Talquetamab [lI, B]
DaraPd [I, A] for patients at 3™ and 4t line; then .
IsaPd [I, A] [I1, B] for patients after 41" line Teclistamab [ll, B]
EloPd [I, A] Elranatamab [, B]
BelaVd [I, Al BsAbs: Teclistamab [Il, B] Linvoseltamab [II, B]

Elranatamab [lII, B]

If not given before Linvoseltamab [II, B]

Melflufen [panel
consensus: V, C]

DaraKd [I, A

I:;T(d [|[ A]] ADC: BelaPd I, A] Seld [panel

Daravd [I, A] consensus: V, C]
Kd [I A’] GPRC5D-targeted therapy:

Selvd [I, A] BsAb: Talquetamab [II, B]

Other regimens:
Melflufen [I, B]
Seld [Il, B]

Figure from Dimopoulos MA, et al. EHA-EMN Evidence-Based Guidelines for diagnosis, treatment and follow-up of patients with multiple myeloma. Nat Rev Clin Oncol. 2025;22(9):680-700. Spinger Nature.
ADC, antibody-drug conjugate; BCMA, B-cell maturation antigen; Bela, belantamab mafodotin; BsAb, bispecific moncclonal antibody; CAR-T, chimeric antigen receptor T; cilta-cel, ciltacabtagene autdeucel; D, dexamethasone;
Dara, daratumumab; EHA, European Hematology Asscciation; Elo, elotuzumab; EMN, European Myeloma Netw ork; GPRC5D, G-protein-coupled receptor class C group 5 member D; ide-cel, idecabtagene vicleucel;

MENARINI
i group

IMID, immunomoduatory drug; Isa, isatuximab; K, carfizomib; Kd, carfizomib/dexamethasone; L, line; mAb, monoclond antibody; Pd, pomaidomide/dexamethasone; P, proteasome inhibitor; Sel, selinexor;

Vd, bortezomib/dexamethasone.
Dimopoulous MA, et al. Nat Rev Clin Oncol. 2025;22:680-700.

Stemline:
AMenarini Goup Company
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MM diagnosis: Key findings
. * 1IgG Kappa
Myeloma subtype *  M-spike: 4.1
- * IgG: 4980 mg/dL, IgA: 30 mg/dL, IgM: 10 mg/dL
. s- Clonal plasma cells: 70% kappa-restricted
monotypic plasma cells
Age 76 yearsold « Li- KLR:/LLC: Kappa: 200/ Lambda: 3
Sex Male « M- MRI:NA
* IgG Kappa multiple myeloma => SLiM CRAB « C- Calcium: 10.3 mg/dL
* Progressive bone aches and pains o
MM diagnosis +  Mild fatigue * R-  Serum creatinine: 1.36 mg/dL
+ PET/CT: Diffuse osteolytic bone disease )
in the axial and appendicular skeleton * A- Hb:109g/dL
«  Hypertension « B- X-ray: Diffuse osteolytic lesions
e * Hyperlipidemia
Comorbidities «  Obstructive sleep apnea + Durie-Salmon Stage llla
+ Obesity » ISS Stage Il (B2M, 6.1 mg/L; albumin, 3.0 g/dL)
Staging * R-ISS Stage Il
o . » LDH: 452 U/L
Additional notes  + Karyotype: 46, XY « FISH: del 17p, 1q amplification, 13q-
\.
B2M, beta-2 microglobulin; CRAB, hypercalcemia, renal insufficiency, anemia and bore disease; FISH, fluorescencein situ hybridization; Hb, hemogdobin; IgA, immunoglobulin A; IgG, immunaglobulin G; IgM, immunoglobulin M; MENARINI Etgmling
ISS, Intemationa Staging System; KLR, kappa/lambda ratio; LDH, lactate dehydrogenase; LLC, involved freelight chainlevel; MM, mutiple myeloma; MRI, magnetic resonance imaging; PET/CT, positron emission tomography/computed gror AMenaini Goup Company

tomography; R-ISS, Revised International Staging System; SLiM, 260% clonal plasma cells, light chainratio 2100, and >1 focal lesion on MRI.
Representative patient case provided by Dr Richter.
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WA

4 ) Transplant-ineligible
. First treatment
- VGPR achieved; no plans for upfront ASCT
Relapse at 24 months: Slow serologic progression
Age 76 years old
g y Second treatment ‘
Sex Male BCMA-targeted .
CAR-T therapy VGPR achieved
* 1gG Kappa multiple myeloma ‘
* Progressive bone aches and pains
MM diagnosis « Mild fatigue Relapse at 12 months: Worsening back pain reminiscent of initial presentation
« PET/CT: Diffuse osteolytic bone disease
in the axial and appendicular skeleton « PET/CT revealed progressive osteolytic bone disease with several foci
. of extramedullary plasmacytomas
* Hypertension
Comorbidities gﬁzﬁﬂl;giezrg:zep apnea * Hb: 10.3 g/dL » Serum creatinine: 1.4 mg/dL
«  Obesity e Calcium: 9.8 mg/dL ‘ * M-spike: 1.4 g/dL
Additional notes * Karyotype: 46, XY
\. /
ASCT, autologous stem cell transplant; BCMA, B-cell maturation artigen; CAR-T, chimeric antigen receptor T; DRd, daratumumab/lenalidomide/dexamethasone; Hb, hemoglobin; IgG, immunoglobulin G; PET/CT, positron emission l\“ﬂ:\"\kgr]a\t"; A Em"gli“gcﬂ 42

tomography/computed tomography; VGPR, very goad partiad response.
Representative patient case provided by Dr Richter.



EHA/EMN recommendations for the treatment of relapsed/refractory

multiple myeloma at second or subsequent relapse'

At second or subsequent relapse

At 3rd and 4t line for eligible

I
For triple-class

patients according to priorlines refractory/exposed

of therapy (mainly Pl +

patients (Pls, IMiDs,

|
For four-class

refractory/exposed
patients (Pls, IMiDs, mAbs

lenalidomide and mAbs against CD38 and CAR-T or
exposed/refractory) against CD38) ADC previously)

Cilta-cel [I, A] BCMA-targeted therapy: Clinical trials
Ide-cel [I, A] CAR-T: Cilta-cel [I, A]

BelaPd [I, A] Ide-cel [I, A] Talquetamab [II, B]

DaraPd [I, A] for patients at 3™ and 4! line; then
IsaPd [I, A] [I1, B] for patients after 4t line Teclistamab [lI, B]
EloPd [I, A] Elranatamab [lI, B]

BelaVd [I, A] BsAbs: Teclistamab [Il, B] Treatment sequencing should

If not given before

Elranatamab [lI, B]

Melflufen [panel
consensus: V, C]

consider the importance of

DaraKd [I, A] ADC: BelaPd [I, A] Seld [panel preserving the effectiveness of
IsaKd [, A] consensus: V, C] : H
Daravd [I, A] GPRC5D-targeted therapy: immunotherapies, suF:h as
Kd [I, Al BsAb: Talquetamab [lI, B] BCMA-targeted therapies,
SEUVE LA at later treatment lines?3

Other regimens:
Melflufen [I, B]
Seld [, B]

Figure from Dimopoulos MA, et al. EHA-EMN Evidence-Based Guidelines for diagnosis, treatment and follow-up of patients withmultiple myeloma. Nat Rev Clin Oncol. 2025;22(9):680-700. Spinger Nature.
ADC, antibody-drug conjugate; BCMA, B-cell maturation antigen; Bela, belantamab mafodotin; BsAb, bispecific moncclonal antibody; CAR-T, chimeric antigen receptor T; cilta-cel, ciltacabtagene autdeucel; d, dexamethasone;
Dara, daratumumab; EHA, European Hematology Asscciation; Elo, elotuzumab; EMN, European Myeloma Netw ork; GPRC5D, G-protein-coupled receptor class C group 5 member D; ide-cel, idecabtagene vicleucel;

MENARINI [Sltemline
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IMID, immunomoduatory drug; IMWG, international myelomaw orking group; Isa, isatuximab; K, carfilzomib; Kd, carfizomib/dexamethasone; mAb, monoclonad antibody; Pd, pomaidomide/dexamethasone;
P1, proteasome inhibitor; Sel, selinexor; SoC, standard of care; Vd, bortezomib/dexamethasone.
1. Dimopaulous MA, et al. Nat Rev Clin Oncol. 2025;22:680—-700; 2. van de Donk NWC, et d. Hemasphere. 2025;9:e70260; 3. CostalLJ, et al. Leukemia. 2025;39:543-554.



Innovative therapeutic approaches with novel mechanisms of action

are expanding treatment options in R/R MM

Selective inhibitors of @

nispecific antibodie nuclear export Cellular therapy

We need to better understand the optimal sequencing of these

novel therapies to improve patient survival rates

Cereblon E3 ligase Antibody-drug conjugate
modulators (CELMoDs) (Belantamab mafodotin?)
(non-approved:
iberdomide, CC-92480)

*EMA approved 4L+ with previous exposureto a Pl, IMID, and an anti-CD38 antibady; **EMA approved 2L+; tEMA approved 3L+ with previous exposure 1 a Pl, IMID, and ananti-CD38 antibody; *EMA approved 2.+ with previous exposure M]- N/ \Rll\] E
to aPl and IMID; SMorotherapy withdrawn from market, EMA approved 1L+ in combination Vd or Pd. .

Cilta-cel, ciltacabtagene autdeucel; EMA, European Medicines Agency;ide-cel, idecabtagene vicleucel; IMiD, immunomodulatory drug; L, line; MM, multiple myeloma; Pd, pomalidomide/dexamethasone; PI, proteasome inhibitor;
R/R, relapsed/refractary; Vd, bortezomib/dexamethasone.

Davis LN, et a. Cancers. 2021;13:1686.
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When selecting treatment at relapse, it is important to consider the 54,1

treatment target

* T-cell fithess and
exhaustion
+ BCMA expression

BCMA, B-cell maturation antigen. MENARINI - Sltemline

Devarakonda S, et al. Hematology Am Soc Hematol Educ Program. 2022;2022:560-568; Nathwani N, et d. Am Soc Clin Oncol Educ Book. 2021;41:358-375; AMenarini Group Company 45
Binder AF, e al. Front Immunol. 2023:14:1275329; Zhou X, et al. Haematologica. 2023;108:958-968; Jaggers JL, etal. J Geriatr Oncd. 2021;12:235-238.




by prior BCMA-DT

Treatment outcomes with CAR-T cell therapy are negatively impacted ,)%1

* In aretrospective, multicenter observational study, the impact of prior BCMA-DT was evaluated in patients with
R/R MM receiving ide-cel

+ Atotal of 50 patients with prior BCMA-DT exposure (38 ADC, 7 bispecific antibodies, 5 CAR-T) and 153 patients
with no prior BCMA-DT were infused with ide-cel

* The prior BCMA-DT cohort had a lower

Response rates to ide-cel
ORR, median DoR (7.4 vs. 9.6 months;

ORR 100%
p=0.03), and median PFS (3.2 months vs. i ORR 88% oy ORR86% =9
9.0 months; p=0.0002) compared with the ORR 74% jio=iad) ORR 68°. (N=7)
cohort without prior BCMA-DT - (N=49) i ety

. . . - 60% . 60%
Treatment with ide-cel after prior

BCMA-DT resulted in a relatively high e £ 20
ORR, but significantly lower ORR, 2% ax | 43%
. . 24% 0, 22% 9
median DoR, and median PFS " 1% " o
compared with patients not receiving Prior BCMADT  No prior BCMADT e s A

0 PR W VGPR [ 2CR
a prior BCMA-DT
e e e D e e et e e e T Mi W S

FerreriCJ, et al. Blood Cancer J. 2023;13:117.



Prior exposure to belantamab adversely impacts efficacy outcomes

with ide-cel therapy in late-line settings

mPFS mOS
1.00- 1.004
0.754 > 0757 AL\.I—‘_\—
2 5
g 0.50 = % 0.50
_8 o
& L k
0254 Log-rank 025 Logran
p=0.049 p=0.036
0.00 - 0.004
T T T T T T T T
0 12 24 36 0 12 24 36
Time (months) Time (months)
Number at risk Number at risk
39 15 2 0 39 25 3 0
Prior BCMA therapy - Yes 22 7 1 0 Prior BCMA therapy - Yes 22 17 2 0

» Patients with prior exposure to belantamab had significantly inferior median PFS (p=0.049) and median OS
(p=0.036) vs. those without prior exposure to belantamab

* Among patients who received belantamab, median PFS was significantly lower in patients who had a partial
response or better with belantamab vs. patients with no response (p=0.014)
* PFS and OS did not differ significantly based on the time from the last dose of belantamab to the ide-cel infusion

[Pl MENARINI Etemline
i rou
BCMA, B-cell maturation artigen; ide-cel, idecabtagene vicleucel; m, median; OS, overall survival; PFS, progression-free survival. oo AMenarini Goup Company 47
Lal BM, et al. Presented at ASH2024; poster presenfation 3789.




Teclistamab efficacy is strongly affected by prior exposure to BCMA-DT ']%1

1.004 ==No prior BCMA-DT ==Prior BCMA-DT

2 100 1 uon
g 80 - = VGPR > 0.754
.% 2CR ORR 61.5% 3
2 60 1 ORR 48.7% 8 0.50- , Median PFS: 8.2 months
o a l |
g - ®
€
o) 0 0 0.25-
8. 20 A 171% ZE p=0.017
o, 9.3% 8.9%

Prior BCMA-DT No prior BCMA-DT 0.00, : : : .

(N=193) (N=192) 0 4 8 12 16

Time (months)

*  The prior BCMA-DT cohort had worse ORR (p=0.012) and 2VGPR (p=0.009), but similar 2CR rates (p=0.78)
compared with those without prior BCMA-DT

* In MVA, there was a strong signal for worse ORR in the prior BCMA-DT cohort; however, prior BCMA-DT was not
independently associated with the likelihood of achieving response (HR 0.64, 95% CI: 0.41-1.01; p=0.057)

[P\ MENARINI ine*
BCMA-DT, B-cell maturation antigen-directed therapy; Cl, confidence interval; CR, complete response; HR, hazard ratio; MVA, muttivariate analysis; ORR, overal response rate; PFS, progression-free survival; PR, partial response; group [Sltemline
VGPR, very good partial response. AMenarini Goup Company 48
Dima D, et d. Presented at ASH 2024; oral presentation 897.




The optimal cut-off for time from last BCMA-DT exposure to

teclistamab initiation is 8.7 months

== Time from last BCMA-DT: <6 months

1.00-
== Time from last BCMA-DT: 6 months
o754
S
(1]
Q
O 050 mmmmmm ST tE=s
o H :
i | Median PFS: 6 months
o ! !
0.254 ! i
i i
! 1
p=0.15 H !
.00 ! i Median PFS: 3.5 months
T T T T T
] 4 12 16

8
Months

== Time from last BCMA-DT: <3 months

1.004
== Time from last BCMA-DT: >3 months
& 0754
=
w
o
2 o504
ry _i
w Median PFS:5.7 months
e
0.25
p=0.1
0.004 Median PFS: 1.6 months
1 1 | | |
o 4 12 16

PFS prebability

== Time gap <8.7 months

1.004
== Time gap >8.7 months
0.754
0507 ====etpm——=e———=
| i Median PFS: 8.1 months
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Patients with >8.7 months between last exposure to prior BCMA-DT and teclistamab initiation

had a superior median PFS with teclistamab (8.1 months, 95% CI: 4.6-11.7) vs. <8.7 months
(2.5 months, 95% CI: 1.1-5.7; p=0.001)

BCMA-DT, B-cell maturation antigen-directed therapy; Cl, confidence interval; PFS, progression-free survival.
Dima D, et d. Presented at ASH 2024; oral presenfation 897.
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Treatment-free intervals may counteract T-cell exhaustion

Rest ameliorates T-cell exhaustion by bispecifics

Continuous exposure Intermittent exposure
G o || S ffuti:rz;
e g » Most bispecific antibody therapies have been
g X g developed with continuous therapy schedules,
1 OXPHOS opoos which can be detrimental to T-cell fitness
glycolysis glyco|y5|s
Exhaustion e » Accumulating data suggest that treatment-free
markers markers intervals can be beneficial in functional and

Bispeciicoxposre V||| transcriptional T-cell rejuvenation

Incorporating selinexor combinations as BCMA-free regimens can enhance benefits following prior
BCMA-directed therapy by optimizing treatment sequencing

MP N/ \RIM .
Figure reprinted from Blood, 140(10), Philipp N, et al. T-cell exhaustion induced by continuous bispecific molecule exposure is ameliorated by treatment-free intervas. 1104—1118, Copyright (2026), with permission from Elsevier. . temline
BCMA, B-cell maturation artigen. AMenmmG up Company 50
Binder AF, et al. Front Immunol. 2023:14:1275329; Philipp N, et d. Blood. 2022:140:1104-1118.



The IMWG recommend using different mechanisms of action for U\ﬂl

post-T-cell redirecting therapy

Post-T-cell redirecting therapy

Non-TCRT approaches, including selinexor, may salvage relapses after BCMA-targeted CAR-T
cell therapy*

Based on preclinical data, XPO1 inhibitors?: In the STOMP clinical trialt:
* Have less detrimental and more potentiating effect « Selinexor-based triplet or quadruplet combinations
on T cells induced responses in 7 of 11 patients (64%) with prior
» May promote T-cell fitness and reduce markers BCMA-targeted therapy?
of T-cell exhaustion by modulating the « Selinexor or selinexor-based combinations induced
immune microenvironment objective responses in 6 of 7 patients who relapsed

post-BCMA-targeted CAR-T cell therapies?®

IMWG RECOMMENDATION'
9 Use a therapy with a different mechanism of action or immunotherapy targeting a

different antigen for patients progressing while receiving, or shortly after receiving,
BCMA-targeting T-cell engager

*Selinexar and selinexor-based combinations were 1 of 5 therapeutic options described by the authors. Post-TCRT salvage with non-TCRT therapies has not been systematically investigated; TSelinexor combinations in he STOMP tial are ; ME\“’\R,!,L\J @tgmling‘
notall approved. AMenarini Goup Company 51

BCMA, B-cell maturation antigen; CAR-T, chimeric antigen receptor T; IMWG, intemational Myeloma Working Group; TCRT, T-cell redirecting therapy; XPO 1, exportin 1.
1. Costa LJ, etal. Leukemia. 2025;39:543-554; 2. Bdjevic M, et al. EJHaem. 2022;3:1270-1276; 3. Chari A, et al. Br J Haematol. 2020;18%e126—e130.



Selinexor influences multiple immune cell pathways, with the potential 5%

to influence the immunological tumor microenvironment in MM

Schematic illustration of selinexor’s influences on
immune cells and immunotherapy . ,
Selinexor is suggested to

T cells

Macrophagss e impact macrophages and

% ‘c, @ tumor-associated

macrophages (TAMs),

+ Enhanced fitness and effector functions of

* Shift of TAMs toward plo-mﬂammdmry M1 CD8+ T cells
polarization, and reduction of PD-1 and P Roduced ey £ICs in CD8+ T cell I H H
phatd pression of ICs in + T cells m | - rlv
ISQLI:{P‘;E:?:??;“:"“TS}:{S}‘A? polarized « Increased differentiation of T cells into ye o d de ed
o uctl -t 2 polariz
mbceoghiases L suppressor cells (MDSCs),

: . natural killer (NK) cells, and

T cells in the tumor

NK cells Selinexor MDSCs
“ ‘*{ . @ & microenvironment

+ Promotion of anti-cancer immune | CAR L cells E:g;:‘;‘;:ic . Q:(cll:::l‘;‘llogig:;‘f‘f?z}/f‘fln "fe S?I! nexor pOtentIa”y
response in NK cells ,,/:/\\ /5 r& ;:;;1;1205 imulatory functions in sen Sltl Zes cancer ce"s tO
@ -~ CAR-T cells and therapeutic
* Potential sensitizing of cancer ant i bod i es *

cells to immunotherapeutics

*Selinexor SMPC does not specify guidance on its use in sequence with CAR-T célls. B MENARINI E 5
CAR-T, chimeric antigen receptor T; ERK1/2, extracelluar-signa regulated kinase 1/2; IC, immune checkpoint; MDSC, myelaid-derived suppressor cell; MM, muliple myeloma; NK, natural killer; PD-1, progranmed death 1; ——— group temline 50
AMenarini Goup Company

SIRPa, signa regulatory protein alpha; TAM, tumorassociated macrophage; Treg, regulatory T cell; XPO1, exportin 1.
Tasbihi K, Bruns H. Cells. 2025;14:430.



XPO1 inhibitors have the potential to promote T-cell fithess, reduce 5\71

T-cell exhaustion, and decrease T-cell activation

Promote T-cell fithess' Reduce T-cell exhaustion? Decrease T-cell activation3”

AP-1 RSOl NFAT @1l NF-kB ﬁ

Inhibitors D 7 )0, 4 T cell
activation

Leukemia i nature comleu Infectious disease

replication

CFy
Cancer cells R /@
o Cancer cell death NN N CFy = <>
Py e— ) H o
a” N

SP100030

m m (NFAT

REVIEW ARTICLE

MULTIPLE MYELOMA, GAMMOPATHIES
International myeloma working group immunotherapy
committee recommendation on sequencing immunotherapy \.

for treatment of multiple myeloma - S 1§ imimune suveitance AP-1 NF-kB ~
crnon, 3% .7 T N @ NODOVDOIL i
S e e e e P e XPO1 is essential for the chromatin occupancy of
. “ NFAT transcription factors, a key component of
cilat Nl oo appropriate T-cell activation
“In addition to direct cytotoxicity against “The XPO1 inhibitors selinexor and
malignant cells, XPO1 inhibitors may eltanexor reduced T-cell exhaustion in
modulate the immune cell lines and animal models, suggesting XPO1 inhibitors may disrupt the binding
microenvironment to promote their potential role in revitalizing these key of XPO1 to chromatin, decreasing T-cell
T-cell fitness” effector cells” activation without inducing cytotoxicity
*Figure reprinted from Nat Chem Biol, 20(10), Chen YF, et al. Targeting the chromatin binding of exportin-1 disrupts NFAT and T céll activafion. 12601271, Copyright (2026), with permission from Elsevier. ME\“’\RM AMEE?:"(T}"!:':‘CMMW 53

AP-1, activator pratein-1; NF-kB, nuclear factor kappa B; NFAT, nuclear factor of activated T-cells; XPO1, exportin 1.
1. Costa LJ, etal. Leukemia. 2025;39:543-554; 2. Binder AF, et al. Front Immunol. 2023;14:1275329; 3. Chen YF, etal. Nat Chem Biol. 2024;20:1260-1271.



Selinexor once- or twice-weekly dosing schedules allow for normal ,)%1

CD8+ T-cell functioning and development of anti-tumor immunity

* Many chemotherapeutics kill rapidly dividing cells, which includes cells of the immune system; effector CD8 T cells
could easily be collateral damage in many combination regimens

* Apreclinical study was conducted to examine the effects of selinexor on normal immune homeostasis in mice

In a model of implantable melanoma, decreased frequency of selinexor treatment restored immune
homeostasis better than decreased dose (CD8 T cells comparable to vehicle treated mice)
Bone marrow Spleen
CDBT cells
Group Treatment Schedule 3 CD8 T cells -
p=n.s.
Vehicle Vehicle 3x week o5 1 ]
@ 2 p=n.s. E 10 - p=0.01 p:GUG?
15x3 Selinexor 15 mg/kg 3x week 151 b 81
- p=0.008 86
. [&] |
15x1 Selinexor 15 mg/kg 1x week = p=0.003 B 4
05 - * 54
7.5x3 Selinexor 7.5 mg/kg 3x week 0 Ij : : 0 , , ) ,
vehicle 15x3 15x1 7.5x3 vehicle  15x3 15x1 7.5x3
igures reprinted from Mol Cancer Ther, H X , Tyler P, et al. Clinical Dosing Regimen o inexor Maintains Normal Immune Homeostasis a -cel fector Functionin Mice: Implications for Combination wit MENARINI P
Figi printed fi Mol C: Ther, 2017;16(3):428-439, Tyler P, et al. Cl | D g Reg f Sel Maintains N | H t nd T-cell Effector Funct Mice: Implicati for Combinati ith i) AMenﬂafmrg;S:mmpany o

Immunotherapy, with permission from AACR
n.s., nat significant.
Tyler P, et al. Mol Cancer Ther. 2017;16:428—-439.



Selinexor treatment leads to a time- and dose-dependent upregulation U

of BCMA expression in MM cell lines

Selinexor increased BCMA gene expression* Selinexor increased BCMA receptor expressiont

D31, 50 nM Sel D2, 50 nM Seli DS5,50 nM Seli D1, 50 nM Seli D2, 50 nM Seli DS, S0 nM Seli

20 159 20
= 50 nM DMSO
15 154 - 10nM Seli
1.0 . 50 nM Seli
%" 10 1.04
™ ¢
05 1 054 OPM-2
D1, 50'nM DMSO D2, 50 nM DMSO DS, 50 nM DMSO D1, 50 nM DMSO D2, 50 nM DMSO DS, S0 nM DMSO
0.0 0.0+ 0.0+
Day 1 Day 2 Day 5
15 204 20
1.54 15
1.04
g 1.0 10
o~
05
054 0s . . . - -
In OPM-2 cells, after 5 days, selinexor-treated cells exhibited a 4.2-fold elevation in BCMA receptor
0.0 0.0 0.0

Day 1 Day 2 T Days density compared with controls
* In AMO1 cells, despite lower baseline BCMA expression, a comparable trend was observed

The significant increase in BCMA receptor density in a time- and dose-dependent fashion suggests that selinexor may enhance

target antigen availability on the cell surface, potentially improving the efficacy of BCMA-directed immunotherapies

Sltemline
AMenaini Group Company 55

P MENARINI
*qPCR was employedto measure gene expression levels; TdSTORM images of OPM-2 and AMO1 cells after 1, 2,and 5days of reament, respectively. Scale bars, 3 pm. Eachyellow dot corresponds to 1 BCMA receptor. group
BMCA, B-cell maturation antigen; DMSO, dimethy| sulfoxide; dSTORM, direct stochastic optical reconstruction microscopy; MM, multiple myeloma; gPCR, quartitative polymerase chain reacfon; Seli, selinexor.
Verbruggen C, etal. Presented at ASH 2025; poster presentation 6102.



Sequencing selinexor and BCMA-directed CAR-T therapy may 5%

positively impact treatment outcomes

* In a retrospective cohort study, the impact of prior treatment with a selinexor-containing regimen on CAR-T outcomes was
evaluated in patients with R/R MM
* The BCMA-directed CAR-T products administered included ide-cel (60%), cilta-cel (35.6%), and CC-98633/BMS-986354 (4.4%)

* At amedian follow-up of 68 months, median DoR was 8.1 months (IQR 2.6-39), median PFS was 8.1 months (IQR 3.1-39.5),
and median OS was 35.9 months (IQR 14.2-NR)

OS if selinexor was used in the immediate PFS if selinexor was used in the immediate
prior LOT before CAR-T therapy prior LOT before CAR-T therapy
Patients who received selinexor
1.00+ HR 0.08; 95% CI: 0.02-0.46 ) oo HR 0.40; 95% CI: 0.14-1.09 in the therapy line |mmed|ate|y
E T £9 0wl | preceding CAR-T demonstrated
> 075+ |_‘ =g L
3 g5 b longer PFS and OS
S 00 28" compared with those exposed
2 23 o1 I in earlier lines
8 8=
T 0.004 ~—  Selused in prior line: No = Selused in priorline: Yes o 0.004 Selused in prior ine: No Sel used i prior ine: Yes
0 2 40 80 80 0 2 10 50

Time (months) Time (months)

P MENARINI i
BCMA, B-cell maturation antigen; CAR-T, chimeric antigen receptor T; Cl, confidence interval; cilta-cel, ciltacabtagene autdeucel; DoR, durafion of response; HR, hazard ratio; ide-cel, idecabtagene vicleucel; IQR, interquartile range; group Ete_mh"e
LOT, line of therapy; MM, multiple myeloma; NR, notreached; OS, overall survival; PFS, progression-free survival; R/R, relapsed/refractory; sel, selinexar. AMenaini Goup Company
Costa BA, et al. J Clin Med. 2025;14:1316.
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Selinexor combinations after BCMA therapy

Retrospective analysis of 7 heavily pretreated patients with STOMP (NCT02343042): Open-label, Phase 1b/2 clinical study?
MM progressing after BCMA CAR-T therapy who received Data from 11 heavily pretreated patients who received anti-BCMA agents and
selinexor-containing regimens’ were treated with five different selinexor-containing regimens
B o
Cet Time to Time on  Duration of Off stud Therapy after % I
Treatment respr_)nse on response 2PR  study response 2PR study selinexor (o) CD 8
CElEETr (months) (months) (months) e regimen Q ©
regimen k2] [ORN]
a °3T
1 sd PR 0.9 8.0 56 PD TAK573 ° ] 7] .
2 SKd PR 2.7 4.4 1.4 PD Not Started _ MR VGPR -
SKd SCR 09 8.3+ 74+ Ongoing - ) % - -
cC220+ g8 10
4 SKd VGPR 1.0 6.0 5.0 PD Cartiaomib = 11 e R e YRR s
= MRPR
SKd MR - 5.0 - PD DCEP z = B —a
6 SKd VGPR 0.3 37 34 wC BET inhibitor = 50 2 SRR PFS Status
o= ©
svd VGPR 14 6.0+ 46+ Ongoing - g S .- B 4 Event- Confimed PO
c > Censor - Trt. Ongoing
2 [N L S— ®  Censor- Trt Disc
SKd [verr [scr | —- o MRPR
3 . 5 - =cp Arm
o MR — XPd XPvd
s |PR |X | = bl * indicates ongoing therapy g:é S s — Xvd — XPEd
svd |MR IPR |VGPR |—b -100 s _ 4 .._f'_).cp XKd
4 29315738106MN 0 2 4 6 8 10 12 14 16 18
SKd [verr [x Patient Time on Treatment (Months)
skd MR | x ORR, 86% . . ‘ ;
st [ AT Median PFS, ~6 months e 7/11 had prior antl-BCMA ADC (mainly belantamab mafodotin, 1 had MEDI2228)
» 2/11 had prior CAR-T (ide-cel + Dara)
swa | VPRI ] we « 1/11 had prior anti-BCMA bispecific antibody (BCMA BITE)
© 1 2 3 4 5 6 7 8 8 + 8/11 had anti-BCMA therapy as last prior LOT
Months

ADC, antibody-drug conjugate; BCMA, B-cell maturation antigen; BET, bronodomainand extra-terminal; BiTE, bispecific T-cell engager; CAR-T, chimeric antigen receptor T; dara, daratumumab; [P\ MENARINI E ling:
DCEP, dexamethasone, cyclophosphamide, etoposide and cisplatin; ide-cel, idecabtagene vicleucel; LOT, line oftherapy; MM, multiple myeloma; MR, minimal response; ORR, overall response rate; PD, progressive dsease; ——— group temline

PFS, progression-free survival; PR, partial response; sCR, stringent complete response; Sd, selinexor/dexamethasone; SKd, selinexar/carfilzomib/dexamethasone; SVd, selinexor/bortezomib/dexamethasone; AMenarini Goup Company
VGPR, very good partial response; WC, withdrawal of consert; X, selinexor.

1. ChariA, et al. Br J Haematol. 2020;189(4):e126-e130. 2. Baljevic M, et al. EJHaem. 2022;3(4):1270-1276.




Age 76 years old

Sex Male

MM diagnosis .

Comorbidities

Additional notes .

~

IgG Kappa multiple myeloma
Progressive bone aches and pains

Mild fatigue

PET/CT: Diffuse osteolytic bone disease
in the axial and appendicular skeleton

Hypertension
Hyperlipidemia
Obstructive sleep apnea
Obesity

Karyotype: 46, XY

/

WA

First treatment
VGPR achieved; no plans for upfront ASCT

Second treatment l

BCMA-targeted .
CAR-T therapy VGPR achlevij

Relapse at 12 months: Worsening back pain reminiscent of initial presentation

Concern for downregulation of
the BCMA target CD38 refractory

IMiD-refractory Pl-naive

Concern for T-cell compromise given
lymphodepletion chemotherapy and CAR-T relapse

P MENARINI
ASCT, autdogous stem cell transplant; BCMA, B-cell maturation antigen; CAR-T, chimeric antigen receptor T-cell; DRd, daratumumab/lenalidomide/dexamethasone; IgG, immunoglobulin G; IMID, immunomodulatory imide drug; PET/CT, group Et miine
positron emission tomography/computed tomography; P, prateasome inhibitor; VGPR, very good partial response.
Representative patient case provided by Dr Richter.

AMenarini Goup Company
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Age 76 years old

Sex Male

MM diagnosis .

Comorbidities

Additional notes .

~

IgG Kappa multiple myeloma
Progressive bone aches and pains

Mild fatigue

PET/CT: Diffuse osteolytic bone disease
in the axial and appendicular skeleton

Hypertension
Hyperlipidemia
Obstructive sleep apnea
Obesity

Karyotype: 46, XY

/

WA

First treatment
VGPR achieved; no plans for upfront ASCT

Second treatment l

BCMA-targeted .
CAR-T therapy VGPR ach|evij

Relapse at 12 months: Worsening back pain reminiscent of initial presentation

+ At Cycle 3 Day 1, platelet count was 40 x10%L

+ Treatment held; selinexor dose reduced to 80 mg

» Platelet count recovered and patient continued SVd
* Deepest remission was VGPR

Relapse at 11 months: Serologic progression

» Currently in CR/MRD- state at Cycle 6
* Tolerating therapy well

P MENARINI
ASCT, autdogous stem cell transplant; BCMA, B-cell maturation antigen; BIW, twice weekly; CAR-T, chimeric antigen receptor T; CR, complete response; DRd, daratumumab/lenalidomide/dexamethasone; IgG, immunoglobulin G; MRD, group Et miine

minimal residual disease; PET/CT, positron emission tomography/computed tomography; QW, once weekly; SVd, selinexor/bortezomib/dexamethasone; VGPR, very good partial response.

Representative patient case provided by Dr Richter.

AMenarini Goup Company
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Summa ,) \71
Maximizing efficacy with optimal sequencing: A case-based discussion .

With the emergence of novel therapies for R/R MM, there is a need to better understand the
optimal sequencing of therapeutics to improve patient survival outcomes

Treatment outcomes with BCMA-directed therapies at later lines can be negatively impacted
by prior exposure to other BCMA-directed therapies

Treatment-free intervals can be beneficial in counteracting T-cell exhaustion and
improving T-cell rejuvenation

w Incorporating selinexor combinations as BCMA-free regimens can optimize sequencing
and improve outcomes prior to or between BCMA-targeted therapies

MENARINI [Sltemline
BCMA, B-cell maturation antigen; R/R MM, relapsed refractory muliple myeloma. AMenarini Group Company 60
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Age

Sex

MM diagnosis

72 years old
Male
* Anemia —Hb:9.2 g/dL

* Bone disease — Whole body
CT: Multiple osteolytic lesions

MM diagnosis: Key findings

Myeloma subtype

=> SLiM CRAB

IgG kappa
M-protein: 3.8 g/dL

S-  Clonal plasma cells: 45%

Li- Kappa FLC: 420 mg/L | Ratio 18
M-  Spine MRI: Focal lesions L2—-L4
C-  Calcium: 10.1 mg/dL

R-  Creatinine: 1.3 mg/dL

Comorbidities  Hypertension and dyslipidemia
yp ysiip A-  Hb:9.2g/dL
+ ECOGPS: 1 ; ; ;
' B-  Whole-body CT: Multiple osteolytic lesions
- ADL:6/IADL: 7 / 2 4
Performance + CCI: 3 ISS Stage 11/ R-ISS Stage Il
status * LVEF: 60% Stagin CD38+, CD138+, and CD56+
* IMWG frailty: Intermediate-fit ging FISH: Isolated del(13q)
» No baseline neuropathy B2-macroglobulin: 4.8 mg/L
ADL, activities of daily living CCl, Charleson Comorbidity Index; CT, computed tomography; del(13q), deletion of 13q14; ECOG PS, Eastem Cooperative Oncology Group Performance Status; FISH, fluorescence insitu hybridization; ME\"’\RLL\J temline 6
FLC, free light chain; Hb, hemogloblin; IADL, instrumental activifes of daily living; IgG, immunoglobulin G; IMWG, Intemational Myeloma Working Group; ISS, Intemational Staging System; LVEF, left ventricular gection fraction; AMenaini Goup Company
MM, multiple myeloma; MR, magnetic resonance imaging; R-ISS, Revised International Staging System. 3

Representative patient case provided by Dr Buda.



Age

Sex

MM diagnosis

Comorbidities

Performance
status

72 years old
Male

* Anemia — Hb: 9.2 g/dL
* Bone disease — Whole body
CT: Multiple osteolytic lesions

Hypertension and dyslipidemia

« ECOG PS: 1
e ADL:6/IADL: 7
« CCI: 3

* LVEF: 60%
* IMWG frailty: Intermediate-fit
* No baseline neuropathy

Transplant-ineligible
First treatment ‘

Dara-Rd (continuous) VGPR achieved after 6 cycles

Relapse at 36 months: Rapid biochemical progression (0.7 to 3.5 g/dL)

Hb: Decline from 9.2 g/dL to 8.7 g/dL + Clonal plasma cells: 60%

FLC doubling time: <3 months * Lenalidomide-refractory disease

PET-CT: New hypermetabolic lesions (~T7; iliac bone)

Novel mechanism needed

Prior anti-CD38 exposure

Lenalidomide-refractory disease

ADL, activities ofdaily living; CCl, Charleson Comorbidity Index; CT, computed tomography; Dara-Rd, daratumumab/lenalidomide/dexamethasone; ECOG PS, Eastem Cooperative Oncology Group Performance Status; FLC, free light chain; ME\"’\RL]‘,\J
Hb, hemogloblin; IADL, instrumental activities ofdaily living; IMWG, Intemational Myeloma Working Group; LVEF, left ventricular ejection fraction; PET-CT, positron emission iomography-computed tomography;

VGPR, very good partial response.

Representative patient case provided by Dr Buda.

Route of administration

Avoid cumulative neuropathy

Sltemline

AMenarini

Goup Company



Age

Sex

MM diagnosis

Comorbidities

Performance
status

72 years old
Male

* Anemia — Hb: 9.2 g/dL
* Bone disease — Whole body
CT: Multiple osteolytic lesions

Hypertension and dyslipidemia

« ECOG PS: 1
e ADL:6/IADL: 7
« CCI: 3

* LVEF: 60%
* IMWG frailty: Intermediate-fit
* No baseline neuropathy

Transplant-ineligible
First treatment ‘

Dara-Rd (continuous) VGPR achieved after 6 cycles

Relapse at 36 months: Rapid biochemical progression (0.7 to 3.5 g/dL)

Hb: Decline from 9.2 g/dL to 8.7 g/dL + Clonal plasma cells: 60%
FLC doubling time: <3 months * Lenalidomide-refractory disease

PET-CT: New hypermetabolic lesions (~T7; iliac bone)

< Novel mechanism needed ) Avoid cumulative neuropathy

( Prior anti-CD38 exposure ) Route of administration

Lenalidomide-refractory disease

ADL, activities ofdaily living; CCl, Charleson Comorbidity Index; CT, computed tomography; Dara-Rd, daratumumab/lenalidomide/dexamethasone; ECOG PS, Eastern Cooperative Oncology Group Performance Status; FLC, free light chain; ME\"’\RS‘,\J Etemline

Hb, hemogloblin; IADL, instrumental activities ofdaily living; IMWG, Intemational Myeloma Working Group; LVEF, left ventricular ejection fraction; PET-CT, positron emission iomography-computed tomography;

VGPR, very good partial response.

Representative patient case provided by Dr Buda.

AMenarini Goup Company 5



Gene clusters associated with daratumumab resistance have been

shown to be linked to selinexor sensitivity ex vivo

LECET el Selinexor

Resistant Sensitive

Sensitivity

KEGG pathways KEGG pathways

* Ribosome
* Spliceosome

*+ Ribosome

* Spliceosome

* RNA degradation
* RNA polymerase
* Proteasome

Cancer hallmarks Cancer hallmarks

+ MYC and EZ2F targets Resistant : -v‘

*+ MYC targets

*  OxPhos *  OxPhos

* DNA repair * DNA repair

» Protein secretion

o et -
Mutations +S~ iti Mutations
» BCL7A
. ) . , ; o o N . P MENARINI [Sltemline:

BCL7A, BAF chromatin remodeling complex subunit BCL7A; CEP290, centrosomal protein 290; DNA, deoxyribonucleic acid; EMT, epithelial-mesenchymal transition; KEGG, Kyoto Encyclopedia of Genes and Genomes; V group
KRAS, KRAS proto-oncogene; MYC, MY C proto-oncogene; NFkB, nuclear factor kappa-light-chain-enhancer of activated B cells; OxPhos, oxidative phospharylation; RNA, ribonucleic acid; TNFa, tumor necrosis factor-a.

AMenarini Goup Company 6
Sudalagunta PR, et al. Presented at ASH 2021; Oral presentation #893.



Selinexor-based regimens may serve as efficacious treatment options 5\71

for patients who have received prior anti-CD38 mAb therapies

A subset analysis of selinexor-based triplet regimens in STOMP and BOSTON study patients who were previously treated with an anti-CD38 mAb'

Patients had received a median of 4.0 prior lines of therapy, 90.3% were anti-CD38 mAb-refractory, and 59.7% were triple-class refractory

Overall response rate' PFS and OS*!
1007 —TTE
B QOverall mSPd = SVd ® SKd m Qverall m SPd = SVd = SKd
80 1 mPFS
< 60 A
z 204
o) 40 A
mOS
20 A
0 T T T T T T 1
All patients Patients with Patients naive or non- 0 5 10 15 20 25 30 35
(n=62) anti-CD38 mAb in most refractory to third drug
recent prior line (n=41) in Sd-based regimen Months
(n=43)
CBR was 72.6% among all patients, with similar percentages in each cohort
* These subgroup analyses were exploratory in nature, not included in the study objectives, and do not control for type 1 error’
+ The analyses were not powered or adjusted for multiplicity to assess efficacy outcomes across these subgroups’
o B s e s s e S e e o M
enarini Group Company =

CBR, dlinical benefit rate; mAb, monoclona antibody; m, median; ORR, overall response rate;mOS, medianoveral surviva; mPFS, median progression-free survival; SKd, selinexor/carfilzomib/dexamethasone;

SPd, selinexar/pomalidomide/dexamethasone; SVd, selinexar/bortezomib/dexamethasone.
1. Schiller GJ, et a. Clin Lymphoma Myeloma Leuk. 2023;23:6286—e2%. 2. EMA. Selinexor: SmPC. Available at: https://www.ema.europa.eu/enidocuments/product-information/nexpovio-epar-product-information_en.pdf (Accessed June 2026).



Treatment-related factors should be evaluated when selecting 5%

treatment options at relapse

* Access and availability
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Differences in dosing schedules between second-line treatment

options may influence treatment selection

Day 1 8 15 22 29
B (25 mgkg; IV) i
V (1.3 mgm?; SC) I} [ | L | Involves twice-weekly V
d(20mg; PO or IV) [Il}

B (1.9 mgkg’; V) |}
P@4mg F’0>lllllllllllllllllllll. Involves 21 days of daily P

d (40 mg; PO) |l

A single dose infusion
Initiated following apheresis,
bridging therapy, and lymphodepletion

Cilta-cel*»

H A once-weekly regimen
with twice-weekly dex

SVvdé.7 S (100 mg; PO) .
35-day V (1.3 mg/m?; SC) .

cycles d 20mg; PO) Il
Kd?9 K (56 mgm2t; V) Il Il

A twice-weekly regimen

28-(';1ay d 20 mg; PO or Iv) [l HE Dropping to once-weekly in Week 4

cycles

Pvd1o.1 PemgPO) N NNEEEEEEEEN .
21-day V (1.3 mg/m?; IV or SC)* i} || B || Involves 14 days of daily P

cycles deomg PO I MM HE ENR

*InCycle 1,a stariing dose of 2.5 mg/kg is recommended;TOn Day 1 and 2 of Cycle 1, astarting dose of 20 mgim? is recommended; ¥For Cycle 9+, V is administered onDays 1 and 8; §20 mg ifaged <75 years, ctherwise 10 mg. For Cycle 9+, d is administered onDays 1, 2,8, and 9.

BRI, i deld examethasone; BV, i ortezori 1asone; cma—ce\ il autoleucel; dex, dexamethasone; IV, inravenous; Kd, carfil i = idomide; PO, oral;

P\, pomali domide/bortezomib/dexameth aso ne; SC, subcutane ous; S\, seline or B MENARINI EtEITIlII'IE

1. EMA Belantamab mafo dotin: SmPC. Available at: htips:/www.e ma. europa. eu/en/docurme nis/product- |nlormanon/b\ enrep epar-| produc( information_e en pd( (Amessed June 2026} 2. Hungria V, etal. N Eng J Med. 2024391 :393-407; 3. Dimopoulos MA et al. N Engl J Med. 2024391 :408-421; v group . 69
4. EMA Cilta-cel: SmPC. Availableat htips:/www.e ma. europa ef en.pdf e 2026 ) 5. San-Miguel J, et al. N Engl J Med. 202 3389 :335-347; 6. EMA Selinexor: SmPC. Available at: AMenarini Group Company

yHi-
\afi on/ne Xpo Vi o-epar-| product information_en. pdf (Aa:essedJune 2026) 7. Grosicki S, et al. Lancel 2020596 11563-1573; 8. EMA Carfilzomib: SmPC. Available at https:/www.e ma.europa. eu/en/docume nfs/product-informati onkyprolis-epar-
informatfi on/i rmovid -epar-product-information_en. pdf (Accessed June 2026 }

https:. . europa. eL
product-informafi on_en. pdf (AmessedJune 2026 ) 9 D\mopoulosMA etal. Lancet Oncol. 2016;17:27-38; 10. EMA Pomalid omide: SmPC. lable at: htps:// europa. p
1. Richardson PG et al. Lancet Oncol. 201920:781-794.




Differences in dosing schedules between second-line treatment 5\71

options may influence treatment selection

B (25 mgkg; IV) i

V (1.3 mgm?; SC) I} [ | || | Involves twice-weekly V
d(20mg; PO or IV) [Il}
B (1.9 mgkg’; V) |}

d (40 mg; PO) |l

As the patient prefers to minimize time spent in hospital, intravenous Kd and
belantamab-based combinations may be less suitable second-line treatment options

T o . Th— Th— Th— T L

Kds® K (56 mgmzt; V) Il

[ ] | [ ] | A twice-weekly regimen
28-day domg Poor Iv) [l 1] Bl

R Dropping to once-weekly in Week 4
cycles
( Route of administration )
BRI, i lidomi BwW, i i ; cita-cel, cil autoleucel; dex, dexamethasone; IV, inravenous; Kd, carfil i = idomide; PO, oral;
P\, pomali domide/bortezomib/dexameth aso ne; SC, subcutane ous; S\, seline or/bortezomib/dexameth asone; V, borte zomib. Ml“ N/ \RH\] temline
1. EMA Belantamab mafo dotin: SmPC. Availabl e at: http s/ www.ema. europa eu/en/documents/ product-informat onvbl enrep epar-| produc( information_en. pdf (Aaccessed June 2026); 2. Hungria V, et al. N Eng J Med. 2024391 :393-407; 3. Dimopoulos MA etal. N Engl J Med. 2024;391 :408-421;
4. EMA Cilta-cel: SmPC. Availableat hnps/mww ema europa.eu/en/docu \ents/prodi yKi-epar-pr en.pdf (Accessed June 2026); 5. San-Miguel J, et al. N Engl J Med. 2023389:335-347; 6. EMA Selinexor: SmPC. Available at: AMe"mm Group Company
https:. . europa. el afi on/ne o vi o-epar -product-informafi on_en. pdf (Accessed June2026); 7. Grosicki S, et al. Lancet. 2020396:156 3-1573; 8. EMA Carfilzomib: SmPC. Available at htps/Aww.ema.eu ropa.e ulen documents/product-informat onkyprolis-epar-

product-informafi on_en. pdf (Aaccessed Jme2026) 9 D\mopo ulos MA, et al. Lancet Oncol. 2016;17:27-38; 10. EMA Pomalid orride: SmPC. Available at: htips:/www.e ma. europa. eu/en/documents/ product-informati onf rmovid-epar-product-information_en. pdf (Accessed June 2026);
1. Richardson PG et al. Lancet Oncol. 201920:781-794.

P(4mg; PO)IIIIIIIIIIIIIIIIIIIII Involves 21 days of daily P

70



Treatment-related factors should be evaluated when selecting 5%

treatment options at relapse

* Dosing schedules

+ Efficacy and safety

BCMA, B-cell maturation antigen. MENARINI temling ]
Devarakonda S, et al. Hematology Am Soc Hematol Educ Program. 2022;2022:560-568; Nathwani N, et d. Am Soc Clin Oncol Educ Book. 2021;41:358-375; AMenarini Group Company 7

Binder AF, e al. Front Immunol. 2023:14:1275329; Zhou X, et al. Haematologica. 2023;108:958-968; Jaggers JL, etal. J Geriatr Oncd. 2021;12:235-238.




The accessibility and availability of CAR-T cell therapies is limited by ,)44

manufacturing and administration complexities

Initial consult Lymphodepletion regimen Patient stays within a certain radius of treating

Evaluation (2—7 days prior to infusion) CAR-T cell infusion facility until approximately day 30

Apheresis 4 3 2 1 0 30

T-cell manufacturing 2—4 weeks Hospitalisation (10-14 days)

A
Eﬂ Manufacturing-related challenges % Administration-related challenges??
. Adherence to strict regulatory standards . Requirement for specialist trained personnel?
. Requirement for rigorous quality control measures . Requirement for specialized treatment centers?
. Autologous nature requires a personalized therapy for each patient . Availability of hospital beds for inpatient treatment?
. Need for close collaboration between manufacturer and treatment teams to . Time required to assess patient safety and
coordinate complex logistics and minimize ‘vein-to-vein’ duration feasibility of outpatient management?

. Disease progression can occur during the manufacturing and coordination
period, leading to ineligibility

These factors contribute to the high cost of CAR-T cell therapies, which poses a challenge to healthcare systems

I\'lE.VARlEIul @temlme
CAR-T, chimeric antigen receptor T. — growp

AMenarini Goup Company 72
1. Bailey S, et d. EurJ Immunol. 2023;53:2250039. 2. Ravindranath A, et al. Cybtherapy. 2022;24(2):101-109. 3. Lipe DN, etal. Front Oncd. 2023;13:1122329.
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DVvd, dar

Efficacy and safety considerations across emerging and existing

second-line treatment options

Efficacy considerations (primary endpoint: mPFS) Safety considerations

BVd vs DVd (DREAMM-7): 36.6 months vs. 13.4 months'’
*  mFU: 28.2 months

* HR (95% CI): 0.41 (0.31-0.53); P<0.001

BPd vs PVd (DREAMM-8): 32.6 months vs. 12.5 months?
*  mFU: 35.8 months

«  HR (95% Cl): 0.49 (0.36-0.67)

BVd or BPd

Cilta-cel vs SoC (CARTITUDE-4): NR vs. 11.8 months*
Cilta-cel +  mFU: 33.6 months
«  HR (95% Cl): 0.29 (0.22-0.39)

SVd vs Vd (BOSTON): 13.93 months vs. 9.46 months’
Svd +  mFU: SVd, 13.2 months; Vd, 16.5 months
* HR (95% Cl): 0.70 (0.53-0.93); P=0.0075

Kd vs Vd (ENDEAVOR): 18.7 months vs. 9.4 months®
Kd +  mFU: Kd,11.9 months; Vd, 11.1 months
« HR(95% Cl): 0.53 (0.44-0.65); P<0.0001

PVd vs Vd (OPTIMISMM): 11.2 months vs. 7.1 months?2
PVd +  mFU: 15.9 months
+  HR (95% Cl): 0.61 (0.49-0.77); P<0.0001

Belantamab mafodotin is commonly associated with
ocular events'?

Cilta-cel is commonly associated with CRS and ICANS;°*¢
therefore, the frailty and fitness of the patient should be
considered when evaluating this treatment option®

Selinexor is commonly associated with gastrointestinal,
constitutional (fatigue and reduced appetite), hematologic
(thrombocytopenia and neutropenia), and biochemical
(hyponatremia) adverse events®

Carfilzomib is commonly associated with cardiovascular
toxicities (e.g., hypertension, heart failure, ischemic heart
disease arrhythmias), particularly among patients =75 years old
and in those of Asian ethnicity%!

Pomalidomide is associated with an increased risk of VTE, Mi,
and stroke, which is further heightened when used in combination
with dexamethasone'?

BPd, belantamab mafodotln/pomalldomlde/dexamehasone BVd, belantamab mafodotin/bortezomib/dexamethasone; Cl, confidence interval; cilta-cel, ciltacabtagene autoleucel; CRS, cytokine release syndrome;

;HR, hazard ratio; ICANS, immune effector cell-as sociated neurotoxicity s yndrome; Kd, c arfilzomib/dexamethasone; mFU, median follow-up; M|, myocardial infarction; .]\]]-\.\R[]\]
mPFS, median progression-free survival; NR, nmreached PVd, pom alidomid e/b ortezomib/de xamethasone; SoC, standard of care; SVd, selinexor/bortezomib/dexamethasone; VTE, venous thromboembolism. v group
1. Hungria V,etal. N Engl J Med. 2024;391:393-407; 2. Trudel S, et al. Presented at ASH 2025; Abstract #2264; 3. DimopoulosMA, etal. N Engl J Med. 2024;391:408-421; 4. Einsele H, etal. Lancet Oncol. 2026;27(2)254-268;

5. San-Miguel J, et al. N Engl J Med. 2023;389:335-347;6. Goel U, etal. Cancer Manag Res.2025;17:357-372; 7. Grosicki S, et al. Lancet. 2020;396: 1563 1573 8. Gavrla(opoulou M, et al. Leukemia. 2020;34:2430-2440;

9. Dimopoulos MA, et al. Lancet Oncol.2016;17(1)27-38; 10. EMA. Carfilzomib: SmPC. Available at: https //www.ema.europa.
11.GaoY, et al. Front Pharmacol.2025;16:1570017; 12. Richardson P, et al. Lancet Oncol. 2019;20:781-794; 13.Nadeem O, et al. Cancers (Basel) 2024;16:1023.
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Age

Sex

MM diagnosis

Comorbidities

Performance
status

Kd vs Vd (ENDEAVOR): 18.7 months vs 9.4 months®
Kd + mFU: Kd,11.9 months; Vd, 11.1 months

72 years old
Male

* Anemia-Hb: 9.2 g/dL
* Bone disease — Whole body
CT: Multiple osteolytic lesions

Hypertensionjand dyslipidemia

+ ECOGPS:1
» ADL:6/IADL: 7
+ CCI:3

+ LVEF:60%
*  IMWG frailty: Intermediate-fit
* No baseline neuropathy

Carfilzomib is commonly associated with cardiovascular
toxicities (e.g., hypertension, heart failure, ischemic heart

- HR (95% Cl): 0.53 (0.44-0.65): P<0.0001 disease arrhythmias), particularly among patients =75 years old

and in those of Asian ethnicity'0 "

As the patlent has hypertension, Kd may not be suitable as a second line treatment option

T il VT T O S O T TO T TOOOT TS

ADL, activities ofdaily living; CCI, Charlson Comorbidity Index; Cl, confidence interval; CT, computed tomaography; ECOG PS, European Cooperative Oncology Group performance status; HR, hazard ratio;

IADL, instrumental activities of daily living; MWG, International Myeloma Working Group; Kd, carfilzomib/dexamethasone; LVEF, left ventricular ejection fraction; mFU, median follow-up; Vd, bortezomib/dexamethasone.

1. Hungria V, et al. N Engl J Med. 2024;391:393-407; 2. Trudel S, etal. Presented at ASH 2025; Abstract #2264; 3. Dimopouos MA, et al. N Engl J Med. 2024;391:408-421; 4. Einsele H, et al. Lancet Oncd. 2026;27(2):254-268;
5. San-Miguel J, et al. N Eng J Med. 2023;389:335-347;6. Goel U, etal. Cancer Manag Res. 2025;17:357-372, 7. Grosicki S, et al. Lancet. 2020 396 1563 1573 Gavnatopoulou M
9. Dimopoulos MA, et al. Lancet Oncadl. 2017;17(1):27-38; 10. EMA. Carfilzomib: Summary of Product Characteristics. Available at: hitps://ww opa.eu/e od
(Accessed February 2026); 11.Gao, et d. Front Pharmacd. 2025;16:1570017; 12. Richardson P, et d. Lancet Oncal. 2019;20:781-794; 13. Na(bemO etd. Canoers (Bese/) 2(241 B
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Efficacy and safety considerations across emerging and existing 5\71
second-line treatment options

Efficacy considerations (primary endpoint: mPFS) Safety considerations

Treatment sequencing consideration:

LI Use may limit the efficacy of subsequent BCMA-directed therapies

Treatment sequencing consideration:

Use could potentially improve outcomes with subsequent BCMA-directed therapies23
BCMA, B-cel maturation antigen; BPd, belantamab mafodotin/pomalidomide/dexamethasone; BVd, belantamab mafdotin/bortezomib/dexamethasone; Cl, confidence interval; cilta-cel, ciltacabtagene autdeucel; CRS, cytokine release ME\.\RI,L\;I Etgmling‘
syndrome; DVd, daratumumab/bortezomib/dexametasone; HR, hazard ratio; ICANS, immune effector cell-associated neuratoxicity syndrome; Kd, carfizomib-dexamethasone; mFU, median follow-up; MI, myocardial infarction; o AMenarini Goup Company 76

mPF S, median progression-free survival; NR, notreached; PVd, pomalidomide-bortezomib-dexamethasone; SoC, standard of care; SVd, selinexar/bortezomib/dexamethasone; VTE, venous thromboembdism.
1. LalBM, et al. Presented at ASH 2024; Abstract #3789, 2. Verbruggen C, etal. Presented at ASH 2025; Poster #6102; 3. CostaBA, et al. J Clin Med. 2025;14:1316.



DREAMM-7/8: Ocular events were common amongst patients

receiving belantamab combination therapy

DREAMM-71:2

DREAMM-834

Study design

Baseline

characteristics

Median PFS,

mos*

Median OS,
mos*

ORR,
% (95% CI)f

Safety profile

Belantamab-associated AEs

1 prior LOT: BVd NRvs. NR Ocular events
’ BVd, 36.6 vs. AEs*
o/ 0/.1 s . o/ . o/1
- 51%; DVd, 50% DVd, 13.4 _ BVd,83% | Anygrade: 100%; Any grade: 79%; Grade 3-4: 34%
- High-risk At 36 months: (78-88%) Grade 3-4: 95%2 Blurred vision
- H . 0, g . 0/« . 0/2
DVd (n=251) ;gf,;’s;gg"g;ﬁvi HR 0.41 B\g'\;g‘zé’f' vs. Serious AEs Any grade: 687 Grade 3-4: 24%*
o VG, 1% (95% Cl: » 0% DVd, 71% | 53%? ‘z"é%gegﬂ? ‘gg;;gof';;“1"°'ma' to:
Primary endpoint: PFS LEN-refractory: 0.31-0.53)- 6577 > . . . 34% 2%
Secondary endpoints: OS, BVd, 33% .00 o9 HR 0.58 (65-77%) Dpscontinuation due to AES jnfections
DoR, MRD-negative status DVd, 35%' : (95% Cl: 0.43-0.79)2 Any grade: 70%; Grade 3-4: 31%'
1 prior LOT: BPd,
BPd (I’l=155) 53%; Pvd, 52% NRvs-NR Ocular events
- High-risk BPd, 32.6 vs. " . AEs Any grade: 89%; Grade 3—4: 43%?3
cytogenetics: BPd, PVd, 12.5 12-month eostlmate. BPd, 77% | Anygrade: 99%; Blumed vision ’
PVd (n=147) 34%; PVd, 32% BPd, 83% vs. (70-84%) | Grade 23: 94% ured vision -
. PVd, 76% : Any grade: 79%; Grade 23: 17 %?°
LEN-refractory: g vs. Serious AEs W o ision fi I to:
PR PVd, 76%* o Ll HR0.77 (64-79%)3 | Discontinuation due to AEs el e
Secondary endpoints: Anti-CD38 mAb- 0.36-0.67)* 1593 Infections

ORR, MRD negativity, DoR

refractory: BPd,
23%; PVd, 24%®

(95% Cl: 0.53-1.14)3

Any grade: 82%; Grade 23: 49%3

Medan follow-up for DREAMM-7 was 28.2 months for PFS and safety, and 39.4 months for OS, ORR, and safety, and for DREAMM-8 was 28.0 months for OS, ORR and safety, and 358 monts for PFS.
*HRs esfimated using the stratified Cox proportional hazards model and p-value was produced based onthe 1-sided stratified log-rank test; TPR or better; #BVd arm in DREAMM-7.
AE, adverse event BPd, belantamab mafodotin/pomalidomide/dexamethasone; BVd, belantamab mafodotin/bortezomib/dexamethasone; Cl, confidence interval; DoR, duration of response;
DVd, daratumumab/bortezomib/dexametasone; HR, hazard ratio; LEN, lenalidomide; LOT, line of therapy; mAb, monoclond antibody; MRD, minimal residual disease; NR, not reached; ORR, overall responserate; OS, overall survival;
PFS, progression-free survival; PR, partial response; PVd, pomalidomide/bortezomib/dexamethasone.
1. Hungria V, et al. N Engl J Med. 2024;391:393—407. 2. Hungria V, et al. Lancet Oncol 2025;26(8):1067-1080; 3. Dimopouos MA, et al. N Engl J Med. 2024;391:408-421; 4. Trudel S, etal. Presented at ASH 2025; Abstract 2264.
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Ocular events observed with belantamab combination therapy ')‘71

Snellen eye chart for visual acuity’ Simulations of visual acuity changes' Across DREAMM-7 and DREAMM-8,
TN T s a high proportion of patients
E 1 20/200 S L ) experienced clinically significant visual
it acuity changes:’

P P 2 20/100 y g

TOZ s 27 -, A ‘ >60% experienced unilateral worsening

LPED 4 20/50 ' j = . s of BCVA to 20/50 or worse

PECFD 5 20/40

EDFCZP 6 20/30 £

rErorzo 7 20/25 >25% experienced unilateral worsening

_ 2 20/20 of BCVA to 20/100 or worse
rorLTero 10
rrsoscrys 11

>10% experienced unilateral worsening
of BCVA to 20/200 or worse
BCVA is the best possible visual acuity that an individual can achieve when wearing

corrective lenses (such as glasses or contact lenses)' Ocular events were effectively managed
* A clinically significant change in BCVA is 20/20 - 20/50 with dose modifications and generally
 Driving restrictions may be required at 20/70 or worse reversible with adequate follow-up,

allowing patients to remain on treatment>*

BCVA, best corrected visual acuity. M]"\ "\R,!,D,,! Etemline

1. FDA.Belantamab Mafodotin BLA 761440: Oncdogic Drugs Advisory Committee Meeting. Available at: https://www.fda.gov/imedia/187657/download (Accessed June 2026).2. Hungria V, et al. N Engl J Med. 2024;391:393-407. AMenarini Goup Company 78
3. Hungria V, et al. Lancet Oncol. 2025;26(8):1067-1080; 4. Dimopouos MA, et al. N Engl J Med. 2024;391:408—-421.




BOSTON: Gl AEs amongst the most commonly reported
non-hematological TEAEs in patients receiving selinexor?

Svd vd
0,
1) (n=195) (n=204y*
Serious AEs 101 (52) 77 (38)
Discontinuation due to AEs 41 (21) 32 (16)
1907 svdarm (n=195) Vdarm (n=204)*
arm (n= arm (n= q
X X Based on the FDA Adverse Events Reporting System
u Any dg";‘jj u Any dg";‘}j (July 2019 to June 2023), Gl-related AEs were the most
X 80 - rade rade commonly reported class (23.1%) in the real-world setting?
£
60
([}
60 1
4 50
— 47
° 42
c 39
1 36
.g 40 19 12 35
27
§_ 23 25
& 20 - 17 16 15 13 22
10 9 8 10 9
o000 - Bem B-0-B-050-;
0- o |
Svd vd Svd vd Svd vd Svd vd Svd vd Svd vd Svd vd Svd vd
Thrombocytopenia Anemia Neutropenia Fatigue Nausea Diarrhea Peripheral Decreased
neuropathy appetite
Hematological TEAEs in 210% of either group Non-hematological TEAEs in 230% of either group
*Three patients from this group who did not receive any doses of study drug were excluded from the safety population; tindud es four Grade 5events: three (2%) cases of pneumonia and one (1%) case of bronchitis; Includes four Grade 5 H TENARINI Etgmﬁng-
events: three (1%) cases of pneumonia and one (<1%) case of anemia; §Includes high-level MedDRA term “peripheral neuropathies NEC". o AMenaini Goup Company 79
AEs, adverse events; FDA, Food & Drug Administraion; G, gastrointestina; NEC, not elsewhere classified; SVd, selinexor/bortezomib/dexamethasone; TEAE, treatment-emergent adverse event; Vd, bortezomib/dexamethasone.

1. Grosicki S, et al. Lancet. 2020;396(10262):1563-1573; 2. Liu Y, et al. Sci Rep. 2024;14:12231.



Dose modification and supportive care strategies for selinexor-related 5\71

adverse events

A 5-HT; receptor antagonist and other antinausea agents should Selinexor-related AEs may be managed by dose reductions:
be provided prior to and during treatment with selinexor? BOSTON study®

Ondansetron

8 mg PO 30 minutes prior
to first dose; subsequent

Olanzapine
25 mg-5.0 mg PO ghs?3

Dose reductions were experienced by

65% in the SVd arm®

AND/OR

dose after 8 hours, then
twice daily (every 12 hours
for 12 hours after the last
Selinexor dose)?

The following selinexor dose reduction recommendations are suggested for
patients who experience an adverse reaction’ while taking SVd*°

Aprepitant*

125 mg PO gam day 1 and 80

2,4,5
mg for 2 days each week Dose reduction SVd dose

) ) Recommended starting dose 100 mg once weekly
Altematively, once-weekly oral dose of netupitant 300 mg + Firetd et o0 y
palonosetron 05 mgs_s Irst dose reducuon mg once weekly

. . Second dose reduction 60 mg once weekly
One or both antiemetics may be tapered after Cycle 2;
maintain hydration and caloric intake4 Third dose reduction 40 mg once weekly
Discontinue if symptoms do not resolve

The supportive care guidance provided herein are prepared by FORUS Therapeutics Inc. and shoud not be relied upon as being complete or mandating any particular course of medical care. All treatment decisions are solely at the discretion of the treafing physician or healthcare professional.
Prophylactic antithrombotic, antimicrobial, or antiemetic agents are nat required for treatment with selinexor butmay be indicatedin specific patients and/or when other anticancer drugs are administered. *Using dexamethasone together with aprepitantmay increase the effects of dexamethasone; if using
either of these agents, the dose of dexamethasone may need to be reduced?; 1Side effects related to selinexor are largely dosage and schedule dependent and may be mitigated with prophylactc antiemetics and standard monitoring with dos e adjustments as needed.

5-HT3, 5-hydroxytry ptamine 3 receptor antagonist; AE, adverse event; PO, by mouth; gam, every moming; ghs, every night SVd, selinexor/bortezomib/dexamethasore; Vd, bortezomib/dexamethasone. B MENARINI P
1. Selinexor. Product monograph. FORUS Therapeutics Inc. May 2022; 2. Gavriatopoulou M, et al. Leukemia. 2020;34:2430-2440; 3. Olanzapine. Product monograph. Mylan Pharmacetticals. February 2017; S group Etﬁmhﬂa
4. Mikhael J, et al. Clin Lymphoma Myeloma Leuk. 2020;20:351-357; 5. Aprepitant. Product monograph. Merck Canada Inc. January 2014; 6. Netupitant and palonosetron. Product monograph. Knight Therapettics Inc. November 2022;
7. Magen H, et al. Clin Lymphoma Myeloma Leuk. 2020;20:6947—e955; 8. Lacey J, et al. Can Hematol Today. 2022;1(suppl 11); 9. Grosicki S, et al. Lancet. 2020;396:1563-1573; 10. Nexpovio (selinexor) SmPC. Available at:

https ://www.ema.europa.eu/er'documents/product-information/nexpovioepar-product-information_en.pdf (Accessed June 2026).
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Probability of PFS

BOSTON: Selinexor dose reduction was associated with

improved efficacy

PFS by dose reduction in patients in the SVd arm’ ORR by dose reduction of selinexor in the SVd arm'

1.00
—+— Dose reduction (n=126) 100 A [ <0.01
jon (n= 81.7%* P
—+— No dose reduction (n=69) A%
0. 757 —~ 80 1 o/ %
Dose reduction: 16.62 months X 12.7 66.7% sCR
ﬂ 60 i 8.7 43 __‘R—
0.50 S ECR
=40 A
©
025 No dose reduction: 9.23 months o VGFR
' 20 PR
0.004 HR 0.57 (95% CI: 0.36—0.89); p=0.0065 0 -
' T T 1T 1T 1T 1T 17T 7T 17 1T 1T 17 1T 17T 17 1T 17 1T 17 17 T T T T T T1 | Dose reductlon NO dose reductlon
01234567 8 91011121314151617 1819 2021 22 23 24 25 26 27 28 (n:126) (n-60)
mPFS (95% CI) in a subgroup analysis of
len-refractory patients (n=53):2
13.9 (6.9-NE) months with dose reductions vs.
5.1 (3.5-NE) months without dose reductions
+ These subgroup analyses were exploratory in nature, not included in the study objectives, and do not control for type 1 erro?
» The analyses were not powered or adjusted for multiplicity to assess efficacy outcomes across these subgroups’
*ORR is the proportion of patients who have a PR or better, before RC -confirmed PD or initiating a new multiple myeloma treatment or crossover. MEN"\R;&E Etgmﬁng
Cl, confidence interval;, CR, complete response; HR, hazard ratio; IRC, independentreview commitiee; len, lenalidomide; mPF S, median progression-free survival; NE, not evaluable; ORR, overall response rate; PD, progressive dsease; AMenarini Goup Company 81
PFS, progression-free survival; PR, partial response; sCR, stringent complete response; SVd, selinexor/bortezomib/dexamethasone; VGPR, very good partial response.

1. Jagamath S, et al. Presented at ASH 2021; Poster #3793; 2. Delimpasi S, et al. Br J Haematol. 2026; doi: 10.1111/bjh.70479 [Online ahead of print].



Age

Sex

MM diagnosis

Comorbidities

Performance
status

ADL, activities ofdaily living CCl, Charleson Comorbidity Index; CT, computed tomography; Dara-Rd, daratumumab/lenalidomide/dexamethasone; ECOG PS, Eastem Cooperative Oncology Group Performance Status;
Hb, hemogloblin; IADL, instrumental activities of daily living; IMWG, Intemational Myeloma Working Group; LVEF, left ventricular ejection fraction; PR, partial response; QW, once weekly; SC, subcutaneaus;

72 years old
Male

* Anemia — Hb: 9.2 g/dL
* Bone disease — Whole body
CT: Multiple osteoalytic lesions

Hypertension and dyslipidemia

- ECOG PS: 1
e ADL:6/IADL: 7
« CCI: 3

+ LVEF:60%
* IMWG frailty: Intermediate-fit
» No baseline neuropathy

SV, selinexar/bortezomib/dexamethasone; VGPR, very good partial response.
Representative patient case provided by Dr Buda.

Transplant-ineligible
First treatment ‘

Dara-Rd (continuous) VGPR achieved after 6 cycles

Relapse at 36 months: Rapid biochemical progression (0.7 to 3.5 g/dL)

Second treatment l

Svd
S: 80 mg QW
V (SC): 1.3 mg/m? QW

PR achieved after 4 cycles

G5 A0 €41 VGPR achieved after 8 cycles

+ Antiemetic prophylaxis
+ Close monitoring in
first cycles

» Grade 2 nausea — optimized antiemetics

* Grade 2 thrombocytopenia — monitoring

Dose intensity
maintained with

good adherence

* No =Grade 3 neuropathy

MENARINI - (Sltemline
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Age

Sex

MM diagnosis

Comorbidities

Performance
status

ADL, activities of daily living; CCI, Charleson Comarbidity Index; CT, computed tomography; Dara-Rd, daratumumab/lenalidomide/dexamethasone; ECOG PS, Eastem Cooperative Oncdogy Group Performance Status;
Hb, hemogloblin; IADL, instrumental activities of daily living; IMWG, Intemational Myeloma Working Group; LVEF, Ieft ventricular ejection fraction; PR, partial response; QW, once weekly; SC, subcutaneous;

72 years old
Male

* Anemia — Hb: 9.2 g/dL
* Bone disease — Whole body
CT: Multiple osteoalytic lesions

Hypertension and dyslipidemia

- ECOG PS: 1
e ADL:6/IADL: 7
« CCI: 3

+ LVEF:60%
* IMWG frailty: Intermediate-fit
» No baseline neuropathy

SV, selinexaor/bortezomib/dexamethasone; VGPR, very goad partial response.
Representative patient case provided by Dr Buda.

Transplant-ineligible
First treatment ‘

Dara-Rd (continuous) VGPR achieved after 6 cycles

Relapse at 36 months: Rapid biochemical progression (0.7 to 3.5 g/dL)

Second treatment l

Svd
S: 80 mg QW
V (SC): 1.3 mg/m? QW

PR achieved after 4 cycles

G5 20 g (€1 VGPR achieved after 8 cycles

+ Antiemetic prophylaxis
+ Close monitoring in
first cycles

from 8.7 g/dL to 10.8 g/dL at 14+ months

MENARINI - (Sltemline
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Age 72 years old

Sex Male

SVd was an effective second-line treatment for this lenalidomide-refractory patient,

MM die
| and the weekly regimen and AE management enhanced tolerability

Comorbidities  Hypertension and dyslipidemia

« ECOG PS: 1
« ADL:6/IADL: 7
Performance « CCI: 3
status * LVEF: 60%
*  IMWG frailty: Intermediate-fit
* No baseline neuropathy

AE, adverse event; ADL, activities of daily living; CCI, Charleson Comorhidity Index; CT, computed tomography; Dara-Rd, daratumumab/lenalidomide/dexamethasone; ECOG PS, Eastem Cooperative Oncdogy Group Performance Status; v N Sltemline
Hb, hemoglablin; IADL, instrumental activities of daily living; IMWG, Intemational Myeloma Working Group; LVEF, Ieft ventricular ejection fraction; PFS, progression-free survival; PR, partial response; QW, once weekly; SC, subcutaneous; h A o

SV, selinexar/bortezomib/dexamethasone; VGPR, very goad partial response.

Representative patient case provided by Dr Buda

Menarini Group Company
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Summary 5«71

Translating evidence into practice: A case-led discussion of real-world practice challenges

The effective management of R/R MM relies on personalized treatment selection,
considering factors related to the patient, treatment targets, and toxicity profiles to meet

the needs of the highly heterogenous patient population

Careful consideration should be given to the specific toxicities associated with novel
therapeutic options, as well as the associated management and follow-up, when evaluating

treatment options at relapse

w The clinical utility of selinexor may be supported with double antiemetic prophylaxis and
dose modifications

MENARINI [Sltemline
AMenarini Goup Company 85

R/R MM, relapsedfefractory multiple myeloma.



Q&A and
closing remarks

Joshua Richter, MD, FACP

Associate Professor of Medicine, Tisch Cancer
Institute, lcahn School of Medicine at Mount Sinai

Director of Myeloma, Blavatnik Family Chelsea
Medical Center at Mount Sinai

New York, US
g ’ MENARINI S temline:

group
N/ A Menarini Goup Company

This meetingis sponsored by Menarini Stemline and is intended for healthcare professionals only.
This presentation is non-promationa and forbidden for dissemination and distribution outside tis symposium.
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We value your feedback...

l Please complete our evaluation form via scanning the QR code
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Thank you
for attending!
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