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[ direkter Schaden } [ Immunabwehr }

* Velcade, Ninlaro, Kyprolis * Revlimid, Imnovid, Thalidomid

* Revlimid, Imnovid, Thalidomid * Darzalex, Elotuzumab, Isatuximab
* Kortison * CarT Zellen

* Cyclophosphamid * Allogene Transplantation

* Bendamustin
* Melphalan

e autologe Transplantation
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Immunzellen Myelom

Antikdrper

Verbindung — direkte Schadigung




Targets for monoclonal antibodies in MM

« Monoclonal antibodies work through ADCC, CDC or apoptosis / growth arrest’

— Some deplete CD38-expressing immunosuppressive regulatory cells, which in turn promotes T cell expansion
and activation and increased T cell clonality?

Lucatumumab
Indatuximab Approved
B In clinical development?®
Milatiszimab Preclinical activity
Pembrolizumab
Nivolumab
Atezolizumab )

"rvestigational only, rot appraved.
ADLC, antibody-dependent cell oytotaxicity; GOMA, B cell maturation agent; CDC, complement copendent oytatoxiciiy.
1. Tai YT, Mderson KO, Bone Marraw Res, 2011.20711.924058. 2. Krejcik J, et &, Blood 2016;128:384.%4, Figure adapted fram Lonial S, et al. Leukemia, 2076;30:526-35,
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Targets for monoclonal antibodies in MM

« Monoclonal antibodies work through ADCC, CDC or apoptosis / growth arrest’

— Some deplete CD38-expressing immunosuppressive regulatory cells, which in turn promotes T cell expansion
and activation and increased T cell clonality?

Lucatumumab

Approved
B In clinical development®

Indatuximab

enthemmen die Wirkung 4y e
Milatuzumab W Preclinical activity

Pembrolizumab
Nivolumab
Atezolizumab

frvestigational only, not appraved.
ADLC, antibody-dependent cell oytotaxicity; GOMA, B cell maturation agent; CDC, complement copendent oytatoxiciiy.
1. Tai YT, Mderson KC. Bone Marraw Res, 2011.2011.974058. 2. Rrejcik J, et al, Blood 3016;128:384.%4, Figure adapted fram Lonlal S, et al. Leywemia, 2076;30:526-35,
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Kombination von Revlimid, Imnovid, Thalidomid mit Antikdrper — steigert die Immuntherapie - Wirkung

Combination therapies improve clinical outcomes
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CASSIOPEIA: PFS and response assessment after
consolidation

Median follow-up: 18.8 months
18 months PFS
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Other mAbs and ADCs for Myeloma: what’s happening in 2019-2020

CD74

| cos |
| BOMA |
| BOMA |
| BOMA |
H
|_co74 |

Isatuximab

TAK-079
TAK-573
TAK-169

SEA-BCMA
MEDI2228
HDP-101
SGN48A
FOR46
IMGNS01

(lorvotuzumab
mertansine)

STRO-001

naked

naked

ADC (IFNa)

ADC (shiga-like
toxin A subunit)

naked
ADC (PBD)
ADC (Amanitin)
ADC (MMAE)
ADC (MMAF)

ADC (DM1)

ADC (SC236)

phase 3 combo with pom/dex under
FDA review

subcutaneous administration, phase 1
single-agent

phase 1 single-agent

phase 1 single agent

phase 1 single-agent

phase 1 single-agent

phase 1 single-agent

2/37 (6%) ORR in phase 1

phase 1 single-agent

NCT02990338

NCT03439280
NCT03215030
preclinical

NCT03582033
NCT03489525
pre-clinical
NCT03379584
NCT03650491

NCTO00346255

NCT03424603



Immunzellen Myelom Darzalex
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Futures perspectives of mAb

T cell or
NK cell

Bispecific T cell engagers®: NK cell or

Targeting BCMA with clinical data

+ CC-93269 =1 macrophage
+ PF-06863135

* REGN5458 i ifi

+ INJ-64007957 ;: s?%%dc ™=

. AMGA20 antibody %9} 2

Targeting BCMA vathout climical data
(clinical trial open)

Conjugated mAb*:
GSK2857916: BOMA - MMAAF

« TNB-183B AMG 224: BCMA - D1

. AMG 701 STRO-001: CD74 - pAMF

« REGN5459 CC-99712: BCMA ADC

Other targets

. AMG 424 ‘

« GBR 1342

* BFCR4350A Growth factor receptor i

R iirc wth fact pto Toxin, chemotherapeutic

blockade or death agonist agent, or radioisotope
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DT, maytasanont 802" |- deacetyd-N12' |- J-meriaple- 1-acopropyl smaytarsine: MMAS . maromecind surntatin F; oW | parvio-methyl -phenytal anime

1. Caraccio C, et al. Froms immunol. 2020;11:5C1, 2. Mackall CL. ot al. Nat Rey Clin Oncol. 2014;11:653-703.

NCTO3Z69134, NCTDIDIZTIS; NCTOSTAH110A: NCTO4IA3S34; RCTO4BADGT, NCTO314518, NCTO2514239; NCTCE2ETE; NCTDIA566T, KCTOI2TS103; NCTO32091 11, NCTDIZ3979%, NOTO3525673; NCTIRS61962, NCTO2424603, avallabie from
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belantamab

mafodotin
DREAMM 2

Blockade innerer Transportvorgange




Transplantation
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Transplantation -

NDMM patients, transplant-eligible and younger than 65 years

4x KCd Single 4x KCd
K: 36* mg/m? d 1-2,8-9,15-16 ASCT K: 36 mg/m?d 1-2,8-9,15-16
C: 300 mg/m? d 1,8,15 C: 300 mg/m? d 1,8,15
d: 20 mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23

Intensification with
high-dose melphalan

followed by autologous 4x KRd

stem-cell reinfusion
K: 36 mg/m? d 1-2,8-9,15-16
R:25mgd1-21
d: 20 mg. d 1-2,8-9,15-16,22-23

4x KRd
K: 36" mg/m? d 1-2,8-9,15-16
R: 25 mg d 1-21
d: 20 mg. d 1-2,8-9,15-16,22-23

MOBILIZATION
|

K:36 mg/m2d 1, 2,
15, 16 up to 2 years*
R: 10 mg days 1-21,

4x KRd 4x KRd 4x KRd ~ until progression or "

~intolerance ,
K:36* mg/m?d 1-28-9,15-16 __ __ K: 36 mg/m?d1-2,8-9,15-16 __ K:36 mg/m?d1-2,8-9,15-16 ] | E———
R:25mgd 1-21 R: 25 mg d 1-21 R:25mgd1-21

d: 20 mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23

»20 mg/m? on days 1-2, cycle 1 only
*Carfilzomib 70 mg/m? days 1, 15 every 28 days up to 2 years for patients that have started the maintenance treatment from 6 months before the approval of Amendment 5.0 onwards
R1. randomization 1. R2, Randomization Z IQR, interquartie range K, carfizomid; C, cyclophosphamide: R, lenalidomide; d, dexamethasone: d, days; ASCT: autologeus stem-cell transplantation; R, lenalidomide; KR, carfizomib

o =)= o e




Transplantation — Konsolidierung ?

NDMM patients, transplant-eligible and younger than 65 years

4x KCd Single 4x KCd
K: 36 mg/m? d 1-2,8-9,15-16 ASCT K: 36 mg/m? d 1-2,8-9,15-16
C: 300 mg/m? d 1,8,15 C: 300 mg/m? d 1,8,15
d: 20 mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23

Intensification with
high-dose melphalan

followed by autologous 4x KRd

stem-cell reinfusion
K: 36 mg/m? d 1-2,8-9,15-16
R:25mgd1-21
d: 20 mg. d 1-2,8-9,15-16,22-23

4x KRd
K: 36" mg/m? d 1-2,8-9,15-16
R: 25 mg d 1-21
d: 20 mg. d 1-2,8-9,15-16,22-23

MOBILIZATION
|

K:36 mg/m2d 1, 2,
15, 16 up to 2 years*
R: 10 mg days 1-21,

4x KRd 4x KRd 4x KRd | 'umﬂ progression or
ntolerance ‘
K: 36" mg/m?d 1-2,8-9,15-16 )

— — K:36mg/m?d1-28-915-16 __ K:36 mg/m?d1-2,8-9,15-16 gl S —
R:25mgd 1-21 R: 25 mg d 1-21 R:25mgd1-21
d: 20 mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23

»20 mg/m? on days 1-2, cycle 1 only
*Carfilzomib 70 mg/m? days 1, 15 every 28 days up to 2 years for patients that have started the maintenance treatment from 6 months before the approval of Amendment 5.0 onwards
R1. randomization 1. R2, Randomization 2 IQR, Interquartie range K, carfizomid; C, cyclophosphamide: R, lenalidomide; d, dexamethasone: d, days; ASCT: autologeus stem-cell transplantation; R, lenalidomide; KR, carfizomib




MRD Rate pre-maintenance

ITT analysis, centralized evaluation
’Second generation flow cytometry’’, sensitivity 10-°

>VGPR 89% >VGPR 87%

>VGPR 76%

MRD neg (10°)

KRd-ASCT-KRd vs
KCd-ASCT-KCd

KRd12 vs KCd-
ASCT-KCd

KCd_ASCT KCd KRD _ASCT KRd  KRd_12 (N=157)
(N=159) (N=158)

msCR mCR confirmed/unconfirmed® =VGPR * MRD neg”




Transplantation —ja
Therapie je [anger - desto besser

je intensiver — desto besser



MRD



vor Therapie

Teilremission

sehr gute
Teilremission

komplette
Remission

minimale
Resterkrankung
MRDc

l

Heilung



Je weniger — desto besser



v’ 21 studies that reported PFS or OS in 20 or more patients following
treatment for multiple myeloma

v 14 studies (n=1273 patients) and 12 studies (n=1100 patients) provided
data on PFS and OS, respectively.

Cumulative Surviving, %

MRD¢
n=501

No. at risk No. at risk
MRD -VE 457 214 70 12 1 MRD -VE 508 359 139 26
MRD +VE 308 113 28 4 1 MRD +VE 390 250 105 17 5

i



CAR T Zellen



(1) Collect (2) Isolate and

blood/ S

CAR-T cell
Chimeric

a
antigen \
[ N\ receptor (3) Multi
[ ] I ply CAR-T
o f | i “ cells in culture.
\ ‘.' | ‘
(5) CAR-T ceIIs attack - /
cancer cells in vivo. QQ

N’ %e

4) Return cells to
patient for injection.



Idecabtagene vicleucel (ide-cel) BCMA CAR T cell:

construct design

Viral Vaclor

Tumour binding
domain

Signalling
domains

MND

| Linker |

Promoter

Tumour binding domain Signalling domains

Me-ced is Mvestigational anly, not approved.
1. Al 51, et al. Bleed. 2016;128:1688-700. 2. Rape N, e al. REJM. 2019;380:1726-37.

U Bristol Myers Squib | 25" EHA Annual Congress

Extracellular domain

Intracellular domain

Targeting Anti-BCMA
domain
Hinge /
transmembrane
o ‘CD8 Hinge
domain I TM
Co-stimulatory
domain “4-1BB
T cell
activation
domain CD3g

Ide-cel is a 2"%-generation CAR construct

Autologous T cells transduced with a lentiviral vector encoding CAR
specific for human BCMA

Targeting domain: anti-BCMA

Co-stimulatery domain: 4-1BB

T cell activation domain: CD3-zeta

Celgere | A firatol Mpers Squith Compary

18



Updated NCI results

16 patients treated at 9 x 10° cells/kg
Median prior lines: 9.5

ORR: 81%
>VGPR: 63%
EFS 31 weeks
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hohe Ansprechraten
keine Heilung
T Zellen bis 16 Monate nachweisbar

nach dem Verschwinden - Ruckfall



OAS —Vergleich der Strategien J

Kum. Uberleben

08 |

08 |

04|

00 |

A"

OAS nach Therapiestrategie

VARO0003

g T 1,00
% 200
Iy L 3,00
1*_ + 14 00

1 I 1,00-zensian
=2 00-zensiart
300-zensian
4 00-zensian

Graz

Tandem Erhaltung —>

=+ ASCTObservans
ASCT Erhaltung

-
Induktion

150,00 200,00 250,00 300,00

Monate

 —

15 Jahre 50% am Leben

10 Jahre 50% am Leben

20 — 30% geheilt



