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Unmet medical need in MM: MAMMOTH study

Most patients with MM receive Pls, IMID® agents, and anti-CD38 mAbs
Suboptimal outcomes in patients refractory to anti-CD38 mAbs
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ESMO Guidelines 2017: RRMM

First relapse after
IMID-based induction Bortezomib-based induction
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At second or subsequent relapse
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(single agent or
combination)
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Terapia di seconda linea per pazienti con MM che hanno ricevuto VRD o terapia Dara —based di prima linea

Socond- bre options »ter VAL

Sacond-ire cptiom afer Dacalls™ -
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Dimopoulos et al, Annals of Oncology 2021
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Al second or subsequent relapse

Lenabwdomide and
borteromd refractory

W
Oa.%d ()7,
=R 7 A
EoP ., 4
r L3N
" arabd {il, B)*

Lenadomide refractory Alternathe For tiphe-clans refractory

= ) patients (Pts, MiDs and
and Pl sensitive (ess preferred) options P { CO38)

w
N N
Yrakd LA Pl 1 & Sd i, B} Cinical tals
L, || Daraturmmab fL A] Belantamab malodotn [I. B] |

BV (Bl )
4§

2 1N

Oaravd [LA]
Svd ()L A)

Veold [LAJ

Dimopoulos et al, Annals of Oncology 2021
' ‘ L'immunoterapia nel miekoma multiplo ricodute/refrattariec dagli anticorpé monoclonadi alle cellule CAR-T




Clinical efficacy of daratumumab monotherapy in patients with heavily
pretreated relapsed or refractory multiple myeloma
(Sirius and GEN501)
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Months from Start of Treatment Months from Start of Treatment
Patients at risk 148 136 125 119 108 103 96 90 82 77 51 22 16 3 0 Patients at risk
Responders 46 46 46 45 44 43 43 41 40 39 28 12 11 2 0
MR/SD 77 74 67 ©63 57 53 48 45 38 34 20 8 4 1 0
PD/NE 25 16 12 11 7 b4 5 4 4 4 3 2 1 0 0

Saad Z. Usmani,Brendan M. Weiss,Torben Plesner,Nizar J. Bahlis,Andrew Belch,Sagar Lonial,Henk M.
Lokhorst,Peter M. Voorhees,Paul G. Richardson,Ajai Chari,A. Kate Sasser,Amy Axel,Huaibao Feng,Clarissa
M. Uhlar,Jianping Wang,Imran Khan,Tahamtan Ahmadi,Hareth Nahi, Clinical efficacy of daratumumab
monotherapy in patients with heavily pretreated relapsed or refractory multiple myeloma, Blood, 2016,
Figure 4
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Recent New FDA Approvals for Novel Agents in R/R MM

Melphalan Flufenamide
(Melflufen)

FDA approved Aug 5, 2020 FDA approved Dec 18, 2020 FDA approved Feb 26, 2021
FDA approved July 3, 2019 1] g0 oatients with R/R MM In combination with In combination with dex for
In combination with dex who have received bortezomib/dex for patients patients "‘f“" R/R MM T“'""
for patients with R/R MM 2 4 previous therapies with R/R MM who have have received 2 4 previous
who have received > 4 including an anti-CD-38 received : 1 previous of lines of therapy and whose
: . mAb, a P, and an IMiD therapy disease is refractory to
previous therapies and y
whose disease is Selinexor is also approved in 2 1P4, 1IMiD, and
1 anti-CD-38 mAb

combination with dex for
patients with R/R MM who
have received 2 4 previous
therapies and whose disease Is
refractoryto 2 2 P12 2 INSD,
and an anti-CD-38 mAD

refractory >2 PI, >2 IMiD
and 1 anti-CD38 mAb
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Management of Patients > 3 line - Novel Drugs Under Development

Novel Alkylators: Melflufen

Mustiple mryesoma cel of o Mothten .I ¥ \ ;
=  Melflufen is a highly lipophilic alkylating peptide, belonging to the novel class of Peptidase
Enhanced Compounds ’ @ 0o
* Intracellular amino-peptidases that are overexpressed in most malignant cells, will rapidly ey o™ R
cleave melflufen releasing the hydrophilic, active alkylating metabolite e
L Jieropiey oo
= In vitro, treatment of tumor cells with melflufen results in 50-fold higher intracellular o 3 the e of e
concentration of alkylating metabolite than those treated with equimolar melphalan alone.
In vivo, human xenograft mouse models treated with melflufen showed prolonged survival. o '
Melflufen 40 mg iv every 28 days + Dex 40 mg weekly
Phase Il 0-12-M1 trial Phase Il Horizon trial
RR MM pts 2 2 lines and refr. to last line. 125 RRMM pts. Median 5 (2-12) prior lines; 38% patients had high-risk
N =45 in combination cohort. cytogenetics; 88% double refr ; 71% triple refractory (Pl + IMiD + anti-CD38)
Median 4 (2-14) lines; 64% double refr.; 53% Alkylator refr.
. , ORR 29% .
ORR 31%........... 5 VGPR & 9 PR patients PFS: 4.2 mos. OS: 11.6 mos

PFS: 5.7m .......... DOR 8.4m; OS: 20.7m

. G3/4AEs: Neutropenia (66%), Thromboc. (69%), Anemia: (37%)
G3/4 AEs: Thromboc. (62%), Neutrop. (58%), Anemia: 42%

Richardson. Lancet Haematology. 2020;7:E395. Ocio. ASH 2020. Abstr 417. Richardson. ) Clin Oncol 2021 39:757-767 .

Anchor Trial...ORR for (Melf-Dex) + Dara: 70%; PFS: 11.5 mos....... + Btz: 60%




SELINEXOR

Selinexor:
First-in-Class, Oral Selective Inhibitor of Nuclear Export (SINE)*4

Exportin 1 (XPO1) is the major nuclear export protein for:
» Tumor suppressor proteins (TSP, e.g., p53, X8, and FOXO)

« elFat-bound oncoprotein mRNAS (&g, c-Myc, Bcl-xi, cycling)
= Glucocorticodd receptor (GR)

XPO1 is overexpressed in MM:
* Migh XPO1 lovels enabla cancer celis 1o escape TSP.mediated

cell oycle arrest and 3poploss
* XPO1 levels correlate with poor prognosis and drug resistance

Selinexor is an oral selective XPO1 inhibitor; preclinical
data supports that selinexor.

« Reactwvates multiple TSPs by preventing nuciear export

= Inhibits oncogrotein translation

* Reattwates GR signaling in presence of dexamethasone

A € 0. Coveerve. JICL Y 2 . lpstem e 2010, ‘arpumts 0t ol DTmarget I8 "Nweer € 1. 2017 wpvtiared -
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STORM: Selinexor + Dexamethasone in R/R Myeloma

= Multicenter, pivotal phase |l trial

Treatment-experienced
patients with penta-refractory Selnexor 80 mg PO +
MM*® and adequate organ Dexamethasone 20 mg
function® QW2 on Days 1, 3 of 28.day cycdle
(N=122)

"Prevousy treated with Domerombl, CartRoMD, lendigomide. pOMalicomegie, darOUMmUMad. an alyiating 2@t and PICoCOrTICOMN, with
Greaie Sotumenrtead 59 De refractory 10 2 1 P 2 1 VD, 2aratumumall, 3 ghwcocorToosd, ang st thernpy
‘Creativine clearance 2 20 mi/min; ANC 2 1000/ men”, planelets 2 75.000//mwm* or 2 SC.000 men” if BM plasma cells 2 SOW MBS 2 B S pial

— Maedian age: 65 years (range: 40-86) * Supportive care: IV hydration,
— Median prior regimens: 7 (range: 3-18) antiemetics, NaCl tablets, cytokine
transfusions
— Refractory
—  P1, IMID, Dara: 100% = Primary endpoint: ORR
— CarfPom/Dara: 96% * Secondary endpoints: DoR, CBR, 0OS,
—  Bort/Car/Len/Pom/Dara: 68% PFS, safety

Cxart 3 Ing! : Vel 2OINM8S 220
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STORM: Responses and Survival

PFS oS
100 Median OS5, Mo
(os% )
75 Modifed ITT populistion 2862113
PR or better 156 (1S5S 6NE)
* MR orbetter 156 (12 9-NE)
E 50 Bert renpomse, 50 191431045
Best response, PO or NE 1.7 00L2N8)
25 100
) 754 ’.Pﬂc:mu
O+ - - v - - + - - + - -~ A=
L] 1 2 3 4 S () 7 8 9 10 11 ! M= or better
= ORR: 26.2% 251 _Bes: response, 5O
— Penta-refractory: 25.3% S
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STORM: Treatment-Related Nonhematologic AEs

TRAEs in 2 15% of Toesd TRAEs in = 15% Toeal

: = (%) (N = 123) Grade]l Grade? Grade? of fents, » (%) (N = 123) Grade]l Gradel Grade?d
Fatigue 20 (73) 16(13) 43135 31 (25) Corripation 27 (22) 16 (13) 27 20
Nausea 88 (72) 3M(28) 42(3¢) 12010) Dysprea 27 122) 11 19) 11 {9 S (4)
Ancrexia/ Cough 21(17) 1411 7{6) o

Secreasea 65(36) 22018 <41(3¥) & (5} Mypotalema 21{17) 10 (8) 32 8N
Welght loss 62 (50) 28 27122 101) | a#) S & 2
Diarrhes 56 (46) 2 126) 15112 *4(7) changes 23 (17) 716) 7(6) 7(8)
Vomeing 47 (38) 22 (18) 21117 413 Preumonia 21017) o a(n 10 (8)
Hyponatremis 037 sas) ° % (1) Dizziness 15(15) 14(11) 54 0
Upper respiratory

e R 28 (23) 312) 23 (19) 21(2) Pyrewa 19 (15) 11{9) an 0

= n=1(0.8%)each: grade 4 pneumonia, grade 4 hyponatremia; n = 2 (1.6%): grade S pneumonia

Chart W Tagl | e 2O M3 Y22

BOLOGNA, 34 Noowmbere 2071
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STORM: Treatment-Related Hematologic AEs

TRAEs in 2 10% of Patients, n

Total (N = 123%)

(%)

Thrombocytopenia 90 (73) 12 (10) 6(5) 31 (25) 41 (33)
Anemia 83 (67) 7(6) 22 (18) 53 (43) 1{1)
Neutropenia 49(40) 7(6) 16(13) 22 (18) 4({3)
* Febrile neutropenia 2(2) -- -- 2(2) -
Leukopenia 41 (33) 8(7) 16 (13) 17 (14) --
Lymphopenia 20 (16) 2(2) 4(3) 10 (8) 4(3)

S22 Gs0ontnuaTOons Cue 10 TRAES

= Low platelet count at baseline associated with risk of developing grade 3/4
thrombocytopenia

R NG i Madk 200 8L Y
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Venetoclax: Mechanism of Action

An increase in BCL-2 expression
allows the cancer cell to survive

Venetoclax binds to and inhibits Apoptosis is initiated

overexpressed BCL-2

Apoptosome ( Active caspase

Venetoclax /
~>

APAF-1

Antiapoptotic
proteins (BCL-

Proapoptotic
proteins (BAX,
BAK)

2)
a2a® @

BRISENY Cytochrome C S

“

a® @

Kumar S, et al. ASCO 2015. Abstract 8576.

-~
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‘ L'immunoterapia nel miekoma multiplo ricodute/refrattariec dagli anticorpé monoclonadi alle cellule CAR-T



Efficacy of venetoclaxint(11;14) myeloma
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Sensitivity to venetoclax is mostly restricted to MM cells Phase 1 study confirmed the efficacy of Ven single agent in
harboring the t{11;14) ransiocation advanced RRMM patients with t(11;14)

Touzeau et al. Leukemia 2015 Kumar Blood 2017;130(22):2401-2409)
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Efficacy of venetoclax as targeted therapy for relapsed/refractory
t(11;14) multiple myeloma

Shaji Kumar, Jonathan L. Kaufman,? Cristina Gasparetto,® Joseph Mikhael,* Ravi Vij,® Brigitte Pegourie,® Lofti Benboubker,
Thierry Facon,® Martine Amiot,® Philippe Moreau,® Elizabeth A. Punnoose,'® Stefanie Alzate,'' Martin Dunbar,"" Tu Xu,"’
Suresh K. Agarwal,'" Sari Heitner Enschede,'" Joel D. Leverson,'' Jeremy A. Ross,'' Paulo C. Maciag,'' Maria Verdugo,"’ .

i penlr . - ‘ - Baseline BCL2:BCL2L1 and BCL2:MCL1

7

gene expression levels by best response

Time to progression and duration of response by t(11;14) status. - -
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EXPresson
0 +——r———————t————————— 0 W High
0 2 4 6 8 10 12 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24 B Low
Months since first dose Months since first dose
No.atrisk 30 20 19 17 13 7 2 L) 1 1 1 1 12 12 11 11 8 3 2 1 L) 1 1
No.atrisk 36 13 8 3 3 2 1 g R |
Group Median TTP (95% CI) Median DOR {95% CI) !
111;14) 6.6 (3.9, 10.2) 9.7 (6.3, =)
Non-1(11;14) 1.9 (1.2, 2.3) NE
t(11;14)
(n=24)
62%
959
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Caso clinico

PV, 68 anni, viene ricoverato nel 2015 per leucemia plasmacellulare (51 x1079/L GB, popolazione clonale lambda ic
CD138+CD38+CD56+CD19-), a cui concomita anemia e piastrinopenia, ipercalcemia e IRA. Agli esami ematochimici CM IgD
(14.200 mg/l) , sFLCkappa<0.35; sFLCLambda 104000 mg/L. BOM: infiltrazione totale di PC. Citogenetica: trisomia 1, FISH
t(11;14)(q13;932), monosomia Crl13. TAC TB low dose: Numerose lesioni litiche a livello di scheletro assile, non fratture
patologiche. MRI DWI: diffusa sostituzione del midollo con numerosi focolai patologici a pattern misto focale e diffuso.

VTDx4 Auto mel 200
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Prhtod | st
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Current and novel immunotherapies in MM

a

CAR T colis

Optimal combination of targeted and vanous immune-based strategies may effectively restore host immuncsurveiilance
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Emerging immunotherapies may help overcome poor
outcomes seen in treatment-refractory patients

Clinical trials for emerging smmunotherapies focus mainly on patients exposed to arocund 3 lines of therapy,
incloding = 1 D agent, = 1 P1, and an anti-CD38 mAb'

CELMOD® agents CAR T ceil therapies
» Iberdomide (CC-220) » Belantamab mafodotin' « Ideced (Bb2121) - CC93265"
« CC-92480' «CCHTD « Clta-col (MJ-68284528) « Covostarmab (BFCR4I50A)"
* MEDI2225* * P-BCMA- 101" * Teclistamab (JNJ-64007957)*
«CT053 " « Talquetamab (INJ-64407564)""
« Bh21 217 » Elranatamab (PF-06863135)"
* BCMA-CD19 GCO12F * REGNS4s8™
« ALLO-7157 « ANGTDT™
« TND- 1838

T 1 ettt s ] grabnty e Arw Y vl pen | b e Brd sl gy G e VY Lakhe G T I ek oy W Sl d W el aedy 4 e e e Ve o
vl ln D s

AN IRy & ) L.
AR L I tgmorere s Lo AP0V T J MTRIVTERE L MTHIUEE A MTIANMN A ATTIEWMAES A SCTROMTVS T W TEIVINA & WTRRANT Y Y LRAN
MEIIIAIA 1A M TOOIAEETS 17 SO A L 0L NI 1A TR M MR M TR T TR M M TR TR R TEENIE. 3 T

MOTLMLUTIL A v alalre s MDA | (LWl s g LD ame B omvennl Mg 2N

- |




Targeting BCMA in MM
-l A
weor |

» Several surface antigens are being targeted for CAR T cell therapy in MM: e Ll B G
BOMA, CD19, CD138, SLAMF7, Immunogiobulin light chain Sy

« BCMA: member of the TNFR superfamily (TNFRS17) moseoms | 8
~ Regulate B-cell proliferation, survival, and maturation to plasma cells Pre B colly | ‘
~ Expression and activation associated with myeloma cell growth and i I .
survival —
- Expressed on the surface of plasmablasts and differentiated plasma cells wemeryeois | ol
- Soluble BOMA (mediated via gamma-secretase cleavage) in circulation T cotin L_A_

serves as a blomarker for tumouwr burden in patients with MM

Flow cytometry demonstrated BOMA expression on MW cetls and mormal Lrytheobints .
plasma cells, but not on other normal BM cell subsets ° ) VW4 W
BOMA. allophycocyarmn
DML R ot maawman etigen, B hure maten MPL Dorw Wt o plavns (ol WA il wgtbems e B oot prageater B ool dage Mu el prapeans §ontl cage peecadey ee
OO, AT T, wigraliung gt th s Dvat v swdon i FTTINOR, ianens Sonrowm T e 1 o
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Belantamab mafodotin is an Antibody-Drug Conjugate Targeting BCMA

BLENREP is a BCMA directed antibody and microtubule inhibltor conjugate, composed of three components®,

1 Afucosylated. humanized igG1 anti-BCMA mA ’ b,

oho

2 MMAS, a microtubule inhibiior ’
3 Protease-resistant makimidocaproy! iinker joming '
MMAF and the mADb

1gG1: immunoglobulin G1; mAb, monoclonal antibody; MMAF: monomethy! auristatin-F

o e Il %Imammmw oAl T B BRRAHAIPRIE Ficadduto refratturiar daglt anticorpt monoclonali alie cellule CAR-T




@ Mechanisms of Action of Belantamab Mafodotin:
_ 47 Summary

ADC, ADCC/ADCP, and ICD

ADCC/ADCP

ADC » atibooy-dug corgegate. ADCCADCE » artibody depencent calarmdaled oytotancty and phagocytous. APTUL » A prallerston-aducng hgand
BAFF » Bool achvaing facior. DOMA » Icoff maturattn srfiger. K0 » messtogese Cofl desth




DREAMM-2: study design

A phase ll, open-label, randomized, 2-dose study in patients with RRMM who were refractory to an
immunomodulatory drug and a Pl and refractory and/or intolerant to an anti-CD38 mAb

N=293 N=223 n=99
Belantamab mafodotin
b o 3.4mg/kg Q3W
S g~ Ocular Treatment until disease progression or
S 3 substud unacceptable toxicity
(?J 5 Belantamab mafodotin y

2.5mg/kg Q3W

Stratified by prior lines oftherapy n=97
(=4 vs >4) and high-risk cytogenetic features™

Inclusion criteria

Primary endpoint Secondary endpoints

« 23 prior lines of MM therapy * ORR (IRC) * DOR, PFS, 0S, CBR
* Refractory to prior * Safety
|mmunomodulator?/ agents,
proteasome inhibitors, andrefractory

* ORR assessed by investigator,t TTR,t TTPt
and/or intolerant to an o
anti-CD38 monoclonal antibody * ADA activitiest
» BCMA-targeted therapy naive
* Prior ASCT allowed
. i
- ECOG PS 0-2 RO

* HRQOLt

* PK profilest

Screening occurred between June 18, 2018, and January 2, 2019.

*Presence or absence of t(4;14), t(14;16), 17p13del, or 1g21+. TWill be reported separately.

ADA, antl -drug antlbody ASCT autologous stem cell transplant; BCMA, B-cell maturation antigen; CBR, clinical benefit rate; CD, cluster of differentiation; DOR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance
atu QO a elated qua

independent review_ committee; mAb, monoclonal antibody; MM, multiple myeloma ORR, overall response rate; OS, overall survival; PFS, progression-free survival; PK, pharmacokinetic; PI,
ne; eryiBa s; RRMM, relapsed/refractory multiple myeloma TTP, time to progression; TTR, time to response.
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DREAMM-2 Results: Efficacy from 13-month Follow-up

Single Agent Belantamab Mafodotin Demonstrated Deep Activity

Belantamab Mafodotin

:;izzz:geg;sﬁgzg Committee- 2.5mglkg (N = 58% [18/31] of responders
97) achieved a very good partial
response or better
Overall response rate,’ n (%) 31 (32)
(97.5% CI) (21.7-43.6)

Best response, n (%) . .
Stringent complete response 2(2) Among patients with >VGPR 5 of
Complete response 5(3) 13 evaluated (38%) achieved
Very good partial response 11 (11) .
Partial response 13 (13) MRD negativity
Minimal response 4 (4)
Stable disease 27 (28)
Clinical benefit rate* (95% Cl) 35 (36)
etal.

*Best response as assessed in the intention-to-treat population (including all randomly assigned patients) by an independent review committee using 2016 IMWG criteria. Six patients were not evaluable
for

response and were treated as non-responders.

tORR = sCR+CR+VGPR+PR

BOLAZEINA N gl g Shone In SGRT te response; IIMWG= International Myeloma Working Group; MR = minimal response; ORR = overall response rate; PR = partial response;
, V¢ gbgd' sohrsermunoterapia nel micloma multiplo ricadute/ refrattariec daglt anticorpt monoclonad| alie cellule CAR-T



DREAMM-2 Results: Efficacy from 13-month Follow-up

Median Estimated Progression-free Survival

Progression-free Survival Progression-free Survival by Response Category
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These figures were first presented INEHENS GiRCoaad LLopTONNS) Number at risk (Number of events)
Number at risk (Number of events) PRotbeter 31 31 31 27 25 24 23 21 10 19 186 15 13 11 8 4 2 0
97 64 54 34 20 27 25 23 21 20 17 16 4 12 8 4 2 O (0) (0) (0) (3) (4) (5) (86) (7) (9) (9) VNHONIZHIZN15)(15)(14)({15)
(0) (26)(36)(51)(S5N57){59)(80)(62)(63)(65)(65)(66)(67)(69)(69)(68)(69) MRordefer35 35 35 30 28 27 25 23 21 20 17 16 14 12 8 4 2 0O
{0) (0) (0) (4) (5) (6) (8 () MM I28(sSIsNBOIBNTTHYS)
D 27 27 19 4 1
0) (0) (B) (922N 23
POCNE 35 2 0O
(0) {26)(28)

Cl = confidence interval; CR = complete
response; NE = not evaluable; NR = not
reached; PD = progressive disease; PR =
patrial response; sCR = stringent complete

response; SD = stable disease, VCER = ve has been independently created by GSK from original data first presented in Lonial S et al. Cancer. 2021.
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DREAMM-2 Results: Efficacy from 13-month Follow-up

Median Estimated Overall Survival

Overall Survival Overall Survival by Response Category
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(0) (5) (13)(16)(21)(25 (26) (28)(30) (33) (IT)(37)(39) (42)(45)(46) (46) (4T)(4T7) PR or better 31 31 31 31 31 31 31 31313129292 232013950
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Viedian Overall Survival, months (95%
Cl = confidence interval, CI)
CR = complete response;

MR = minimal response;

These figures were first presented in Lonial S et al. Cancer.2021.

oot Overall 13.7 (9.9-NR) 58 (47-67)
SEEET MR orbetter NR 88 (72-95)

PR or better NR 87 (69-95)
nial-S et al Ganger - '. L'immunoterapia nel micloma multiplo ricodute/ refrattariec dagli anticorpé monoclonadi ale cellule CAR-T




DREAMM-2 Results: Efficacy from 13-month Follow-up

Belantamab Mafodotin Demonstrated Durable Activity

Belantamab Mafodotin
2.5mg/kg (N =

97)
This overall survival has not been

observed to date in a similar heavily

Median Estimated DoR, months (95% CI)! 11 (4.2:NR) pretreated RRMM population

Median PFS, months (95% Cl)" 2.8 (1.6-3.6) Previous studies show a median OS of
only 9.31 months in similar patient

populations across all regimens?.2
Median Estimated OS, months (95% CI)1 13.7 (9.9-NR)

CI = confidence interval; DoR = duration of response; NR = not reached; ORR = overall response rate; OS = overall survival; PFS = progression-free survival; RRMM = relapsed/refractory multiple
myeloma.
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Overview of DREAMM-2: Safety from 13-month Follow-up
Adverse Events of Special Interest
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CAR-T CELLS

CAR constructs
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BCMA CAR T-cell therapy clinical
data summary

Median follow-up (range) 13.3 mos (0.2-21) 13.3 mos (0.2-21) 12.4 mos (10.6-15.2)
Median prior LoT (range) 9 {4-11) 5(3-13) 6 (4-8)

Refractory to last LoT Not reported Not reported 99%

Triple refractory 100% 81% 88%
Extramedullary disease 0% 49% 13%
High-risk cytogenetics 25% 447 24%
Received bridging therapy 100% 87% 75%

ORR 73% 81% 97%

2CR 33% 39% 67% sCR

MRD negative (107) 33/42 CR (79%) 15/21 CR (71%) 53/57 (93%) in eval pts (2CR)
Median DoR, months 10.7 113 Not reached
Median PFS, months 88 121 NR (12-mo: 77.0%)
Median OS, months 194 Not reported 12-mo: 89.0%

1. Munshi N et ol. N Eng J Med 2021:384:705-16; 2. Munshi N et al. ASCO 2020, cbstroct 8503
foval presentation); 3. Berdejo J et of. Loncet 2021; 398: 314-24

SOMA, B-cell maturation antigen; CR, complete respomae; Dol duration of repomae; Lot lines

of treatment. ORR, overall respore rate; OS5, overall serveval, PFS, progression-free surveval



Anti-BCMA CAR T cell therapies in RRMM presented in 2020

Anti-BCMA CAR T cell therapy achieves deep responses in RRMM

Response rates PFS Toxicity

55-100% 14-75% 8.8 months

ORR CR Overall CRS Neurotoxicity
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T-Cell engagers with data in RRIVMIM

Elranatamab’? Teclistamab*4 AMG-T01%+ TNB-38387 REGN-5458%" Talgquetamab®®  Cevostamab®®
el 1gG2 1gG1 scFVs-based 1£GAa bivalent 182G £G4 1gG1
ot monovalent to monovalent to monovalent to VH o monovalent 1o monovalent to monovalent to
Form BCMA BCMA SBOMA BCMA BCMA GPRCSD FcRMS
. BIiTE" tech [1+1 UniRat - BITE" (Fab
TCE DuwoSiody (scFVs)) with  (monovalent to DuoBody
Technology Y metriciel o ymmetric 1+41) fusiontofc CD3, bivalentto T meviciel o mmetric 1+1) m‘g‘:
domain BCMA)
fo Wt Fe, not il ' Fe mk‘mm Sitenced Silenced igGa il 5 fe IgG1, not
engincered - M'“..-ﬂh“‘ human IgG4 Fc Fc enginececred
Antibody
Malf Life 4-6 days 10 days 4-5 days 15-18 days S days NA NA
ORR 83% & P20 65% @ RP2D 26% 80% 95% (ZVGPR) J0% & RP2D 61%
CR 16.7% & RP2D 40.0% 17% 2VGPR 30% A2% CR/sCR 32:{3" 11/6% CR/sCR

1. Carraccio € et gl. Front Immunol 2020;11:501,; 2. Costelio C et al. EMA 2021, abstract $192 (orol presentation);
3. Piorisetti K et ol. Biood Adv 2020.4(18). 4538 45297, 4. van de Donk N et ol. EHA 2021, abstroct 5193 (oral
presentation); 5. Goldstein RL et ol. Blood Adv 2020;4(17).4180-41948; & Horrison § et ol. ASH 2020; obstroct 181
foral presentation); 7. Rodriguwer C et al. ASMH 2020; abstract 293 (orol presentation); 8. Modduri D et ol. ASH 2020;
abstroct 291 {oral presentation); 9. REGN-5458. https//investor.regencron.comy/static-files/20d60bac-f20b-4c1f-
b3be-SS5faclSeafca (occessed August 2021); 10. Krishnon A et al, EHA 2021, abstroct 5191 (orol presentation);

11. Cohen A et o). ASH 2020; cbstroct 292 (ovel presentation)




Five anti-BCMA bispecific antibodies presented at ASH 2020

Promising responses in patients with “triple-class exposed” disease, with associated CRS toxicities

Response rates CRS Grade 1 or Z neurotoxicity:

-

62-89% Up to 44% | 3977%  Upto9%

ORR CR Overall Grade =z 3 Overall
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TALQUETAMAB targeting GPRC5B

ORRa - The RP2D of 405 ug/kg SC QW has been administered to 30
80 - patients with a median follow-up of 6.3 months (range: 1.4—
. 70.0% 12.0) for responders
60 - 53.3% + Atthe RP2D:
o 50 - — 70.0% ORR (21/30)
g 40 | e — Median time to first confirmed response was 1 month
= . | >VGPR 60% (range: 0.2-3.8)
- - e — 65.2% (15/23) of triple-refractory patients responded
. — 83.3% (5/6) of penta-refractory patients responded
0 ) , _ , « Of 6 evaluable patients across IV and SC cohorts, 4 had MRD-
S(g:?’;?' 405?1212& sc negative CR/sCR at 10, including 1 patient in RP2D cohort
(n=30) MRD negativity was sustained 7 months post CR in
PR mVGPR =CR msCR 1 evaluable patient

2lnvestigator assessment of evaluable patients who had 21 dose of talquetamab and =1 postbaseline disease evaluation per 2011 International Myeloma Working Group response criteria; includes unconfirmed response.

al se; OR vel sponse rate; PR, partial response; QW, weekly; RP2D, recommended phase 2 dose; SC, subcutaneous; sCR, stringent complete response;
' Rﬂe L'immunoterapio-neloniedemet mubdpbo ricadute/ refrattariec daglt anticorpt monoclonadi alle cellule CAR-T



Comparison of immunotherapy strategies for multiple myeloma.

Antibody-Drug Conjugatels) Bispecific Antibodies CAR-T
Pros  "Odf the shelf” product "OMf the shelf” product High resporse in the selapeed refractory setting
Independent from host immune High response in the relapsed
fanct fractory setting Only one treatment required
No delay in administration No delay in administraion
Can be given in the communaty setting c‘“h:::h".h?
Cons  High cost High cost High cost
Continuous therapy Continuous therapy Loty production time (4-6 woeks)

Higher doses may be nequired for o
antigen d pddation CRS and ICANs toxicity CRS and ICANS oty

Potential lower nesponse rate S SR

CRS Cysokine rebewse wyndrome. KCANS immune eftector coll assocated neusotonicity syndmme,

Barila G et al Pharmaceuticals 2021
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Conclusioni

* Lorizzonte delle nuove terapie continua ad evolversi ad una velocita esponenziale

e L|utilizzo di farmaci con meccanismo d’azione nuovo puo in parte superare la resistenza delle
cellule mielomatose

* Lavera sfida peril clinico oggi e con che sequenza procedere con le varie terapie, chi
beneficia di una specifica terapia/ o sequenza di farmaci, in uno scenario di costi sempre in
aumento.

 Un importante obiettivo sara colmare il divario tra i dati di efficacia e tossicita dei trials clinici e
il dato di real word

PNt | satawr
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