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Transplantation in Erstlinie ?

IFM
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Attal M et al. N Engl J Med. 2017. 376: 1311-1320.
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ASH 2020
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Gay F M et al. ASH 2020 abstract 141
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i Standard therapy i
i (without study-specific i
i therapeutical !
Arm i intervention) ! Arm
IA | | A
o 3xRvd |, i . | Lenalidomide
(3 x 6 weeks) i % i (36 months)
i 2 |9
> Arm ! g o NS L, N Arm
IB i S = - | 1B
| S ~ !
3 x RVd+ | S|
*  Isatuximab > |
(3 x 6 weeks) i i
Induction Maintenance

R1 = 1st randomization (at study inclusion); R2 = 2nd randomization (prior to maintenance)

* decision for 2nd high dose therapy response-adapted (in case no CR)

** Lenalidomide/Isatuximab for 36 months (thereafter, continuation of lenalidomide recommended until
PD)

Quelle: German Speaking Myeloma Multicenter Group, GMMG, am
Universitatsklinikum Heidelberg, Med. Klinik VV
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CONCEPT - Studie

Patienten mit ED MM und Patient mit ED MM Patienten mit ED MM und
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myelomspezifischen FISH-Analyse myelomspezifischen
Therapie I Therapie
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I-KR Erhaltung
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Alle Patienten in VGPR und CR erhalten eine MRD Diagnostik,
nachfolgend ein MRD Monitaring alle 6 Monata

‘ |-KR Erhaltung
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EHA 2020

All evaluable patients: n =50

100
*Overall response rate (ORR, 2 PR): 100% 90
80
2 VGPR : 90%; CR/sCR: 46% 70
« ArmA: 41/46 =2 VGPR 60
« Arm B: all (h=4) VGPR 50
40
«Arm A: MRD-assessment in 33 patients during 30
induction 20
« 20 patients MRD negative 10
« 11 patients MRD positive 0 ,
Best response during
* 2 not assessable induction

Weisel K. et al. EHA 2020. P420-5.
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SWOG S0777: Rd vs. VRd Endurance Studie: VRd vs. KRd
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20 1 Maedian PFS,

Mos (95% Cl) 34.4 (30.1-NE) 34.6 (28.8-37.8)
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Durie et al. Lancet 2017; 389:519-527 Kumar et al., ASCO 2020; Abstract LBA3.
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outcomes in the ITT population
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1.0 Median
PFS,
Patients,n Events months
IRd 351 169 35.3
0.8- Placebo-Rd 354 209 218
HR (95% Cl): 0.830 (0.676—1.018)
& Log-rank test p value: 0.073
9: 0.6 1
[S)
g R T TP SRR P,
%
fb 0.4 1
o
0.2 1
— IRd O Censored
— Placebo-Rd O Censored
0.0 1 T T T T T T T 1 1 T T
0 6 12 18 24 30 36 42 48 54 60 66 7

Patients at risk, n

Time from randomization, months

IRd 351 261 220 187 147 120 107 96 81 64 28
Placebo-Rd 354 273 225 174 132 121 106 98 82 63 35

Facon et al., ASH2020; Abstract 551

10
16

1
1

IRd Placebo-Rd
(N=351) (N=354)
PFS in prespecified subgroups, months HR (95% Cl) p value
Expanded high-risk cytogenetics 23.8 18.0 0.690 (0.506-0.941) | 0.019
Age <75 years 414 26.2 0.799 (0.608-1.049) | 0.106
CrCl >60mL/min 31.8 30.8 0.992 (0.754-1.305) | 0.955
Best confirmed response, % OR (95% Cl) p value
ORR 82.1 79.7 1.16 (0.79-1.70) 0.436
CR/sCR 25.6 14.1 2.10 (1.43-3.09) <0.001
2VGPR 63.0 47.7 1.87 (1.38-2.53) <0.001
Secondary outcomes, months HR (95% CI) p value
TTR 1.0 1.9 1.402 (1.185-1.659) | <0.001
TTP 45.8 26.8 0.738 (0.589-0.925) | 0.008

OR, odds ratio; sCR, stringent complete response; VGPR, very good partial response
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MAIA Studie: DRd vs. Rd ASH 2020

PFS

ORR

Kumar et al., ASH 2020; Abstract 2276
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= Elotuzumab: ELOQUENT-3
= Bortezomib: OPTIMISMM
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= Daratumumab: APOLLO ‘

® Carfilzomib-basierte Kombinationen

" Daratumumab: CANDOR
" |satuximab: IKEMA
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APOLLO: Dara-Pomd vs. Pomd

Primary endpoint:
* PFS
Secondary endpoints:
* ORR, 2VGPR, >CR*
MRD*
0s

D-Pd
D: 1,800 mg SC* QW Cycles 1-2, Survival
Q2W Cycles 3-6, Q4W Cycles 7+ Fost follow-up
. ; ) treatment 12
P: 4 mg PO Days 1-21 o e elf;:kb

d: 40 mg® PO Days 1, 8, 15, 22 QAW for :
- following PD

or start of
subsequent

Key eligibility
criteria:

RRMM

=1 prior line with
both lenalidomide
and a PI

ECOG PS5 <2

patients who
Pd discontinued

crcl 230 mL/min P: 4 mg PO Days 1-21 LELI L therapy
d: 40 mgP PO Days 1, 8, 15, 22

Time to response
Duration of response
Time to next therapy
Safety

HRQoL

1:1 randomization

Dimopoulos et al. ASH 2020. Abstract #412
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APOLLO: Dara-Pomd vs. Pomd Follow up: 16,9 Monate
b
PES 100 —s 12—month:F’FS rate
' I
E |
g 80 — :
|
o I
| 2 IO N, =
: :
g 407 . - 4 D-Pd median: 12.4 months
@ 20— I
== |
HR, 0.63; 95% CI, 0.47-0.85;!
P=00018 : Pd median: 6.9 months
D 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk Months

Pd 153 121 93 79 61 52 46 36 27 117 12 & 5 1 0 0 0 0 0
D-Pd 151 135 111 100 &7 &0 74 66 48 30 20 12 8 5 3 2 2 2 1

Median PFS among patients refractory to lenalidomide was 9.9 months for D-Pd and 6.5 months for Pd

Dimopoulos et al. ASH 2020. Abstract #412
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APOLLO: Dara-Pomd vs. Pomd

ORR
Hematologic response
Odds ratio, 2.68 (95% CI, 1.65-4.35); P <0.0001"
_ | W sCR
80 ORR = 69%¢ ‘ CR
70 - - VGPR
60 1 >cr: PR
50 | 25%° ORR = 46%¢
| 2VGPR: 2CR: _[ 1 — P—
40 4 51%9 4% L3 >VGPR:
30 | 26 16 :|‘ 20%
20 - J
10 A 18 27
0
D-Pd Pd
(n=151) (n = 153)

Dimopoulos et al. ASH 2020. Abstract #412

MRD-negativity rate, %

Il. Medizinische Klinik und Poliklinik

MRD negativity

P=0.0102=
4.3-fold increasef

9%

2%

D-Pd Pd
(n = 151) (n = 153)
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EPd: Elotuzumab — Pomalidomid — Dexamethason IsaPd: Isatuximab — Pomalidomid — Dexamethason
A
1.0 Hazard ratio for disease progression or death, 0.54 (95% Cl, 0.34-0.86) 100
5 09 P=0.008 90
T o0s g 8- Isa-Pd
5 o) EPd 3 ol 11,5 Monate
- 10,3 Monate 3
5 06 ! z 607
0.5 & 504 . h
E 0.4 o 4 . s Elotuzumabgroup:. é 401 Pd 11.53 months
> 03 Pd: g £ 304
= [ g |
2 o2 4’3 Monate o-a_ S £ 2 6,5 Monate 6-47 months
& o1 ontrol group 107" HR 0596 (95% C10-436-0.814); p=0.001
0
00111 I 0iz'%‘elill:éjlféé1|01|11|21|21,|41|';1|6

T 1 1 T 1 1 1 1 T 1 1T 1T T 1
0 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22

Months since Randomization

Dara-Pd:
PVd: Pomalidomid — Bortezomib — Dexamethason Daratumumab — Pomalidomid — Dexamethason
A 100 —sp 12-|'I‘IDI'IHIPFS rate?®
100+ —— Pomalidomide, bortezomib, and dexamethasone :
7 PVd _meéirgg;"g mge;?me ided p<0-0001 g 80 :
by - o - - ; two-sided p<0- ] |
5 5 g : Dara-Pd: 12,4 Monate
s o . 11,2 Monate - |
S 60+ B 1
5 50 E _________________ e
_“é o] F 40— | 35% D
£ % vd e ¢ _|6,9Monate |
& 5] # . A
N 7,1 Monate oo Ch 047085, Pd median: 6.9 months
o . . . . . . . . . . . . . . , 0 % & & & 10 12 14 15 18 20 22 24 5 28 3 2 ; b

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 Months
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Len-Refraktaritat: PFS

1.0+

0.84

0.6

0.4+

0.24

0.0

Proportion Surviving Without Progression

CANDOR: D-Kd vs. Kd

KdD (n= 312) Kd(n= 154)

Median PFS, months 288 152
Hazard Ratho (KaD/d| 0.560 (95% CI, 0450 0.78)

D-Kd: 28,6 Mo.

Number at Risk

3 6 9 12 15 18 21 24
Months from Randomization

27 30 33 36

KdD 312 279 235 210 189 178 158 146 136 105 30 6 0

Kd

154 120 99 83 69 67 47 44 39 28 - 1 0

ASH 2020

Dimopoulos M, et al. ASH 2020. Abstract 2325
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Proportion surviving withoutprogression

No. at risk
Isa-Kd
Kd

10

0.8

0.5 4

0.4 1

0.2 A

0.0

Ill. Medizinische Klinik und Poliklinik

IKEMA: ISA-Kd vs. Kd

== Isa-Kd: NR
s Py -
t._“l‘q'.‘—‘—‘-._,'M -~ .
- —,
- .
Kd: 19,15 Mo. “
sk, __ S
| —— - ‘
HR 0.531 (99% CI: 0.318-0.889)
p=0.0007
[ 3 & ] 1z 15 18 21 24
Morths sincerandomiztion
179 164 151 136 124 110 100 36 3
123 108 a9 &5 72 61 50 19 1]

One-sided p value, level of significance <0.005

Moreau P et al. LBA 2603; EHA 2020
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New drugs and mechanisms of action in MM

Cs1
cD38 I Isatuximab

CDK1,2,59 Dinaciclib/ TG02

FGFR3 Dovitinib / AB1010 | MFGR 18775 cD138 —
cKit 'PDGFR Imatinil / Dasatinib MQAb D56 n D

= Lorvotuzumakb
VEGF-R Bevacizumab

CD40 Dacetuzumab / Lucatumumak
IGF-1R AVE1642 | CP-T51, 851 m

Kinase Inh. EGrR Cotimab BAFF Tahalumab
KGR IPH2104

PKC Enzastaurin PD1/PDL1 Pembroli b | Mivolumab | Pidilumab
BTK | inib “ Emi rc.h IFumak | VOIS ¢ luma
“ BCMA ADC, BiTe

Cell cycle Inh. L6 Lym
NK

KSP Inh Filanesib

Aurora K Inh MLNEZ3T

CDK 46 Inh Seleciclib

Alkylators

Signaling Pathways

Melflufen AKT Perifosine | Afuresertib
TH-302 mTORCA Everclimus | Temsirolimus

mTOR C1/C2  MLMO128 / INK128
Other DNA damaging . Fam Transf — Tipifamib
pPIEMAPK inh  SCIO-459
Proteasome Inh. P38IUNK act  Aplidin
DMNA Damaging Zalypsis MEK Selumetinib
PARFP Inhibitor Veliparib Bcl-2 Venetoclax
Hsp-90 Inh. Mcl MIKEES; AMG176/397; AZDSI9
XPO
PIM PIM44T

Ocio, Leukemia 2014. Updated

Tanespimycin
ALUN922
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BRAF V600E/K Mutation

8
=7
g6
2 55 o
= SALEAR LURIUALY
35 W :
0+ o T T Lol L L T
0 28 56 84 112 140 168 196 224
@ Drug Combination :
3 350 .
GE)_ 300 - ‘
. § = rar 9 I— encorafenib
z £ 150
a £ 100 ¥ ‘
E 50 Ld Ld L3 Ld
= %0 28 55 84 112 140 168 156 234 RES H blnlmetlnlb
Days of vemurafenib therapy
) . P
Andrulis M et al. Cancer Discovery 2013

AS H 2020 prolifetétion

Response:
ORR 82% rrMM:
>= PR: 9/11

>=VGPR:  6/11 Braf Mutation

(Raab et al. Abstract 294 / ASH 2020)



Progression-free survival (%)

BELLINI Studie

PFS A

Progression-free survival (%)
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—— Venetoclax
—— Placebo
HR0-63 (95% Cl 0-44-0-90); p=0-010

Venetoclax-
Bortezomib-dex: 22,4 Mo.

" Venetoclax-dex: 11,5 Mo.

t(11;14)

A
100

80

60

40

—— Venetoclax
204 __ placeho
HR 0-11 (95% CI 0-02-0-56); p=0-0040
0 T T T T T T T T 1
0 3 6 9 12 15 18 21 24

15 18 21 24 27

Bcl-2nigh

Progression-free survival (%)

HR 0-24 (95% Cl 0:12-0-48); p<0-0001

o T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27

Time since randomisation (months)

Kumar S et al. 2020 Lancet Oncol. 12:1630-1642
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IFN-y
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0 0 SDoge EC acts as semi-APC

KLRG1 o IL-4 § nigen processing
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o
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OOO
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%00

PD-1 .

0 ..
%00
IFN-y

NKGD ff M@ Arginase
ROS‘
Y Wy PD-L1

‘ Immune functions

% PC growth

< VEGF
0‘ <

Actors on the Scene: Immune
Cells in the Myeloma Niche

*0 e "oo0
o
(]
H
Patrizia Leone, Antonio Giovanni Solimando ", Eleonora Malerba’, Rossella Fasano',
- Alossio Buonavoglia', Fabrizio Pappagallo’, Vail De Ro®, Antonella Argentiero?,
Nicola Silvestris ', Angelo Vacca and Vito Racanelli’™

it e
i 4 Tumor neovascolarization e e 8 rer i GRS e !
> EC

REVIEW

, frontiers published: 26 October 2020
in Oncology doi: 10.3389/fonc.2020.599098
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ADC
binding

s g
NN

Shah et al. Leukemia 2020



DREAMM-2:
Belantamab Mafodotin

2,5 mg/kg

Progression-free survival (%)

97 64 54 34 29 27 2 14 5 1 0
(0 (249 (33 (47 (1) (53) (54 (55 (56) (56) (56)

D
3,4 mg/kg
1
3
5 i
g
5 -
g
a |
T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10

Time since randomisation (months)

99 62 54 45 38 36 29 10 4 3 0
© @4 (2 (6 (@) @3) 48 (4 (G5 (55 (55)
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AEs 2Grade 3 occurring in

25% of patients in either group, n (%)*

Ill. Medizinische Klinik und Poliklinik

Belantamab Mafodotin
2.5 mg/kg
(N =95)

Any event 80 (84)
Keratopathy (MECs)f 44 (46)

Anemia 20 (21)
Thrombocytopenia* 21 (22)
Lymphocyte count decreased 12 (13)
Neutropenia$ 10 (11)
Hypercalcemia 7(7)
Pneumonia 6 (6)
GGT increased 3(3)
Hypertension 4. (4)
AST increased 2 (2)
Fatigue 2(2)

Lonial S et al. Lancet Oncol 2020:21: 207-221
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Zellulare Immuntherapie

CAR Tcell

STRUCTURE AND MANUFACTURING

Ex vivo modified CAR T cell

<+— scFv targeting
! TAA (eg., BCMA)
<+— Hinge

Transmembrane [:>
ain

Stimulatory/activation
signaling domains
(e.g., 4-1BB, CD28, CD3L)

Myeloma cell

Viral vector

Autologous s carrying gene for

T-cell collection ‘ CAR construct
<T—cell transfection

CAR T-cell infusion

Cohen et al. Clin Cancer Res 2019
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Before
treatment

N
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2 weeks
after treatment

Ali SA et al. Blood 2016



Zellulare Immuntherapie

CAR T cell
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STRUCTURE AND MANUFACTURING

Ex vivo modified CAR T cell

«— scFv targeting
TAA (eg., BCMA)
<«— Hinge
Transmembrane
‘domain
Stimulatory/activation
signaling domains
(e.g., 4-1BB, CD28, CD3L)

Autologous

Myeloma cell
o
Viral vector
Autologous ~ carrying gene for
T-cell collection CAR construct
T-cell transfection
Lo
oo
U UY

{111l

as

2-4
weeks

CAR T-cell infusion

«-CD19-BBz

o-Kappa-28z

«-CD138-282

a-BCMA-28z

a-BCMA-BBz

o-BCMA-BBz

Institution Penn Baylor Chines:;:tt:leneral NCI Penn bluebird bio

scFV Clone FMC63 CRL-1758 NK-92 11D5-3 ND bb2121

scFV Origin Murine Murine Murine Murine Human Humanized
Gene Transfer System Lentivirus Retrovirus Lentivirus Retrovirus Lentivirus Lentivirus

Intracellular Domain

4-1BB ICD-CD3zeta

CD28 ICD-CD3zeta

CD28 ICD-CD3zeta

CD28 ICD-CD3zeta

4-1BB ICD-CD3zeta

4-1BB ICD-CD3zeta

Patients Treated 11 8 5 12 6 9
Dose(s) 1-5e7 CARTs/pt |0.2-2e8 CARTs/m2 | 0.44-1.51e7 CARTs/kg| 0.3-9e6 CARTs/kg | le7-5e8 CARTs/pt || 5-80e7 CARTs/pt
Stringent CR (1), | Stringent CR (1), Stringent CR (2),
(...:...e:::‘::p:;ﬁu) c':,,glt’;;' ‘;',Epé';" 5D (5), NR (3) SD (4), PD (1) VGPR (2), PR (1), | VGPR(1),5D (1), GPR (1), PR (4}, SD|
P D SD (8) MR (2), PD (1) (1), PD (1)
Reference(s) 25 27 26 28 29 ASH 2016 Abstract

Cohen et al. Clin Cancer Res 2019

Curr Hematol Malig Rep (2017) 12:119-125



KarMMa

RRMM

23 prior regimens with 22
consecutive cycles each
(or best response of PD)

Previously exposed to:

— IMiD agent
— Proteasome inhibitor
— Anti-CD38 antibody

Refractory to last prior
therapy per IMWG*

Endpoints

* Primary: ORR (null hypothesis <50%)

manufacturing
(99% success rate)

Leukapheresis

(214 before lymphodepletion)

®
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CAR T Infusiont

]

Flu(3o0mg/kg) |11
Cy (300 mg/kg) | | |

Days -5,-4,-3 0

Ill. Medizinische Klinik und Poliklinik

15t Response
Assessment
(1 mo)

* Secondary: CRR (key secondary; null hypothesis <10%), Safety, DOR, PFS, OS, PK, MRD?,

QOL, HEOR

* Exploratory: Immunogenicity, BCMA expression/loss, cytokines, T cell

immunophenotype, GEP in BM

San Miguel et al. EHA 2020. #5209

Study Status as of )
Jan 14, 2020

[ Screened N=158 ’
[ N= 140

Leukapheresed J

150 x 10° n=4
300 x 105 n=70
450 x 10° n=54
I 4

Median Follow-up (mo)\
150 = 108 18.0
300 x 106 15.8

{ Treated N=128
(Target Dose CAR+ T cells)

450 x 106 12.4
Total 13.3

-
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Ide-cel Treated
Characteristics

{N=128)
Time since initial diagnesis, median (range), y 6(1-18)
| No. of prior anti-myeloma regimens, median (range) 6 (3-16) l
o .

Prior autologous SCT, % .1 "
Any bridging therapies for MM, % 88
IMiD agent-refractory 98
Pl-refractory 91
Refractory status, % Anti-CD3B Ab-refractory 94
Triple-refractory 84
Penta-refractory 26

ORR

100
I CR/sCR and MRD-negative
Il CR/sCR and MRD not evaluable ORR=82%
801 MVGPR ORR=73%
ae M PR ORR=69%
g o CRR
& ORR=50%
a2
(']
o 40
20
O p
150 x 10¢ 300 x 108 450 x 108 Ide-cel Treated
CAR+T cells: (n=4) (n=70) (n=54) (N=128)

San Miguel et al. EHA 2020. #5209
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PFS by Target Dose
M%dimml.m
- —— 150 x 10¢ 2.8 (1.0-NE)

10— - 300 x 10¢ 5.8 (4.2-8.9)

P FS ——— 450 x 10¢ 12.1 (8.8-12.3)
l|
1
0,8 L
>
£
a 06
"
0
o
2
a
B o4
o
0,2
0
0 z 4 6 8 10 1z 14 16 18 20 22
Time, months
Atrisk, N
50 x 1C 4 2 )
300 x10* 70 56 42 33 29 24 17 4 1" 7 2 0
450 x 10¢ 54 44 40 36 34 31 17 4 1 0 )

l1l. Med. Klinik
Q2 /2021

San Miguel et al. EHA 2020. #5209
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PFS by Best Response

Median (95% ClI),
——— CR/sCR: 20.2 (12. z NE]
—— VGPR: 11.3 (6.1-12.2)

-
1.0 —— PR: 5.4 (3.8-8.2)
Nonresponders: 1.8 (1.2-1.9)
0,8
0,6
0,4
0,2
0
o z 4 6 8 10 12 14 16 18 20 22
Time, months.
CR/sCR 42 42 2 40 39 37 2% 16 u 8 ] 0
VGPR 25 25 b7] 20 16 14 8 3 2 0 0
PR 27 16 10 9 5 1 0 0 0 0
Nonresponders 34 8 83 70 64 56 35 19 13 8 4 ]

Ide-cel Treated (N=128)
Grade 23

AE," n (%)
Any Grade

Hematologic

Neutropenia 117 (91) 114 (89)
Anemia 89 (70) 77 (60)
Thrombocytopenia 81 (63) 67 (52)
Leukopenia 54 (42) 50(39)
Lymphopenia 35 (27)

Gastrointestinal
Diarrhea 45 (35) 2(2)
Nausea 37(29) 0

Other
Hypokalemia 45 (35) 3(2)
Fatigue 43 (34) 2(2)
Hypophosphatemia 38 (30) 20(16)
Hypocalcemia 34(27) 10 (8)
Pyrexia 32(25) 3(2)
Hypomagnesemia 30 (23) 0
Decreased appetite 27(21) 1 (<1)
Headache 27 (21) 1(<1)
Hypogammaglobulinemia 27(21) 1(<1)

26 (20) 0

Ill. Medizinische Klinik und Poliklinik

==

107 (84) 7(5)
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CARTITUDE-1

Binding domains
» Ciltacabtagene autoleucel (cilta-cel; JNJ-68284528) is a chimeric
antigen receptor T-cell therapy

— 2 BCMA-targeting single-domain antibodies designed to * .
confer avidity \H yH

= |n the phase 1b portion of the CARTITUDE-1 study, cilta-cel |
yielded deep, durable responses with a manageable safety profile iMBB

in patients with relapsed/refractory MM

CD3¢
» Here, we report initial results from the combined phase 1b/2

CARTITUDE-1 study of cilta-cel _
Cilta-cel

Madduri et al. ASH 2020. #177
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CARTITUDE-1
ORR:: 96.9% (94/97) Overall PFS
100% - E 100 —
=
=]
£ 80—
80% - 8
lg 60
SCR: | %
n 60% 1 67.0% %
- 2VGPR: g a0
2 " 92.8% p
m =
0 40% - 2 20-
o Overall 12-month PFS: 76.6% (95% CI, 66.0-84.3)
@ Median PFS not reached
® 0 — T T T T T T T 1
20% - 0 3 6 9 12 15 18 21 24 27
Months
0% | No atrisk 87 95 84 71 20 14 2 1 1 0

Best response® = msCR m VGPR m PR

Madduri et al. ASH 2020. #177



BCMA CART

Table 1. Selected landmark clinical trials of BCMA-targeted CAR T cells in RRMM (with n > 10)
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CRS
Lines of prior Triple dass any CRS ICANS | Anti-IL-&
Costimulatory LD CAR T-cell treatment, refractory, | Previous | grade, | grade | grade | therapy, | ORR, | =VGPR, | CR, MRD PFS, os,
Study n | Phase Vector Preduct d in h th dose median (range), n % ASCT, % % =3, % | =3 % % % % % | negative, %* | median | median
CRE-&O1* 33 1 Lenti Ide-cel (bb2121) 4188 Flu/Cye 50,150/ 7 (323) M/A 97 76 3 3 )| 72 45 9% (15/16;, | N.Bmo | N/A
450/800 = =FR patients)
104 cals
Karhas 128 2 Lerti Ide-cel (bb2121) 4 1BE Flu/Cyc 150/ 300/ & (316) B4 o4 an & 3 2 73 53 33 33 (26,128, 88mo | 19.4mo
L50 = 10¢ CR patients)
cells
LEGEMD-27 57/ 1 Lenti LCAR-B38M i-1BB Cyc 0.5 = 10¢ 319 N/A 12 q0 7 V] L& 29 78 T4 £8.4 (39757, | 199 mo | 381 mo
T (IMI&6B2B4528) (0.07-2.7) CR patients)
cdls/ kg
CARTITUDE- | 29 | 1b/2 Lerti LCAR-B38M 4-1BE Flu/Cyc 0.75 = 10* 5(318) a6 a4 93 7 3 T4 100 97 a4 B1(13/16; CR | 87% (9 N/ &
T=a (INJ&B2B4528) {0.5-1.0) patients) ma)
cdls/ kg
EVOLVE® 4 1 Lenti Orvacabtagene 4188 Flu/Cyc 50,/150,/450 7 (323) N/A 48 30 9 7 34 B2 58 27 | &7 (4/9)at N/A N/A
autoleucel = 10* cells day 29 (PR
(ICARHIZS) patients)
EVOLVES” &2 1 Lerti Orvacabtagene 4166 Fu/Cye 300,450,/ & (3-18) LA L B9 3 3 76 92 &8 35 | 96 (21/25) at | N/A N/ &
autoleucel 400 x 10 3 mo (zFR
(ICARHI25) cells patients)
NCI= 16 1 Retro N/A co28 FlufCye 9 = 10* cells/ 9.5 (319) N/A N/A 94 38 19 31 81 &3 13 100 (PR 31wk N/A
kg patients)
UPEMN® 25 1 Lerti N/ & 4&-1BE Mone or Cyc 10,/50,/100,/ 71313 fady 92 a8 32 12 28 &3 28 a 33 (=PR 45-125 502d
500 = 10° patients) d
cells
P-BCMA- 23 | 1/2 | PiggyBac P-BCHMA-101 4166 Flu/Cy 51,/152,/456,/ & (31) M/A B3 102/ 0 50720 | s(/2n &3 26 (5/ | M/ M/A M/A N/A
108 transposon BAS/TISE il ] 2/ 19) A
104 calls 19)
FHCRC® mn 1 Lenti FCARH143 4&-1BE Yes [not 50,150 = 0= 11 (8-20) N az 18 o o 18 100 a2 34 N/A N/A N/ A
specified) cells
CTOSF 24 1 Retro CTO53 4166 Flu/Cye 150 = 10¢ &5 (2-1) M/A %] 63 (1] & 53(8/15) | 88 83 79 | 85(W/20) M/A M/ &
cells
CTI03A2 "B 1 Lenti CTI034A 4&1BB Flu/Cyc 1/3/6/8 x & (38) M/A 39 L7 22 [} N/A wo | ea(1s/ | 7 100 at 10+ N/A N/A
10¢ cells,//ka 07/ 7) n2/ (PR
17 ) patients)

Woudhikarn et al. Hematology Am Soc Hematol Educ Program. 2020:272-279
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Tandem Bispecific CAR T Dual Targeted CAR T

— ) @
\ 4 |
Allogeneic CAR T \\ 4;V/

N

Alternative targets

CD229

pv. gy
vinog |
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S710Z9%N |

(0]
x
=
O
w
O

97 eddey
29 uubaiu

LANVIS/LSD  [mm—
ad

Malignant Plasma Cell

Woudhikarn et al. Hematology Am Soc Hematol Educ Program. 2020:272-279
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di4 d36 d48
WTeLUe/KOffLuc WTeLue/KQffLue WPHIS O st

O’ﬁ BCMA-A [*
@‘?@ BCMA-41BB( +
GPRC5D-41BB{

GPRC5D-BCMA-41BB¢, |

v

o BCMA-41BB([2A]
@ GPRC5D-41BBC |

Defining an Optlgﬂl@‘&al -Targeted CAR T-celt
Therapy Approach Simultaneously Targeting
BCMA and GPRC5D to Pr@ent BCMA Escape-
[},yen Relapse in Multiple Myeloma

dez de Larrea’, bms aehr, Andrea V. Lopez, KhngNg vm Chent,
William D. Godfrey", Terence J. Purdon’, Vladimir Ponomarev?, Hans-Guido W
Renier J. Brentjens’*, ndEricL Smithi>

Blood Cancer Discov 2020;1:146-54
dei: 10.1158/2643-3230.BCD-20-0020
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CART Resistance

CAR-T cell intrinsic
A=

.

L |

\ -
\ ( .h%_

Lack of persistence
T cell exhaustion

MM cell intrinsic
=

-

N

-
- @
C &\,;,4,:3

BCMA loss
BCMA downregulation

(8 h
e

Microenvironment
L
W _ .
e

e

Immunesuppressive
ligands/molecules

¢

- Jﬂ I—\‘

D*Agostino and Raje Leukemia 2020
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CART - BsAb - BITE
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CARTcell

BsAb/antibody construct
(e.g., BiTE molecule)

«+— scFv targeting
j TAA (eg., BCMA)
<«— Hinge

Transmembrane [:>
ain }

— Stimulatory/activation
signaling domains
(e.g., 4-1BB, CD28, CD3L)

Myeloma cell

STRUCTURE AND MANUFACTURING

T-cell collection

CAR T-cell infusion

Ex vivo modified CAR T cel

Viral vector
Autologous - carrying gene f
CAR const

Endogenous T cell

scFv targeting
<— antigen on effector
5 cell (e.g., CD3)
«— Flexible linker

«— SCFv targeting
TAA (e.g., BCMA)

1BIAI www
R —
o0 | 4

Off-the-shelf
therapy allows for
immediate treatment

Myeloma cell

Cohen et al. Clin Cancer Res 2019
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Binding, formi
(A) cellu'll::synaplar'.'eg

CD3 x BCMA IgG based
bispecific antibody

Malignant plasma cell

CD3 x BCMA
BIiTE molecule

Demel I. et al. 2020 Br J Haematol doi: 10.1111/bjh.17235. Online ahead of print.
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AMG 701 FIH: Overall Response Rate

X 1007 ] PR 0 vepr [Icr H scRrR
x 83% ORR
(1
O 801
S
g 60 50%
>VGPR
o
n
c
Q401 36% ORR
n
(0] E o,
v 26% ORR 249
_ 20- 17% >VGPR
] >VGPR
| .
0>J 4% ORR
') 0 N
All 0.015-1.6 mg 3-18 mg Most recent
(n=82) | (n=27) (n=55) | evaluable cohort
(n=6)
Subgroups

Harrison et al. ASH 2020. Abstract #181



ASH 2020

Teclistamab

80%

B60%

40%

20%

0%

ORR? for SC Cohorts
73%
60%
46%
=>VGPR
55%
80 + 240 pg/kg 720 pg/kg 1500 pg/kg (RP2D)

{n=13) {n=15) (n=22)

B PR MVGPR HCR EmsCR

Garfall et al. ASH 2020. #180
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Responders at SC Doses of 80-3000 pg/kg (n=35)
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e

Response: W scR W cr W vePr B PR
MR D WFDr
= OnTieatment & MRD Negatwve

,‘
E3

I o ciatye: i N
— End of treatment status: # DiC - AE # DVC - Other
[ & Infra-patent dose escalation: & 240 300 & 720 & 1500
= - Intra-pafient doze reduction: ¥1500
l I l [ I I
2 3 4 5 B ¥ a8 9 10 11 12 12 14 15
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Autologous or Vaccines
allogeneic SCT \ ‘

PD-L1 /

o/

'— IMIDs __

PD-1

Immune checkpomt
NKT
inhibitors
CART
‘ X \,’ = [PD-u
Chimeric ,./’
TCR cD38 {
Antl-CD38
mAb SLAMF7
Bl-speclf ic Actors on the Scene: Immune
antibody Cells in the Myeloma Niche
Anti- SLAMF7 oo ok St oW o el
Nicola Silvestris "%, Angelo Vacca ' and Vito Racanelli"*
o REVIEW
a frontiers published: 29 Odober 2020

in Oncology doi: 10.3389/fonc 2020.599098
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Knochenmarknische

T cell activation e /
¢ and proliferation 2 PD-L1

'cosolss Coe

o IL-4 ‘ Antigen processing
o and presentation

EC acts as semi-APC
stimulating Treg differentiation

PD-1

PSGL-1 ’7\—/
fPCsurvuvaI ICAM-1 @ o :
(]

’OIL-B G

l Immune functions

4 PC growth

®ose® ILA7
Actors on the Scene: Immune
Cells in the Myeloma Niche

Pmta- Leone', Antonio Giovanni Sollmando ", Eleonora Malerba’, Rossella Fasano',
io Buonavoglia', Fabrizio Pappagalo’, Va MDeRe Antonella Argentiero®,
Mcou Silvestris "2, Angelo Vacca ' and Vito Racanelli"*

Schoot Ban ay, ? O of
Maos! Orcogy, FGCS sthuto Tumo Gomarr Pock 1 of Bar Bar s, 208 ket cly, gt o
ty

REVIEW
published: 28 October 2020

afm"tie"s doi: 10.3380ffonc.2020.500098
in Oncology



Arginase-Inhibitor INCB1185
Klinische Entwicklung
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Studie offen / lll. Med. Klinik

A Randomized Open-Label Phase 1/2 Study of INCB001158 Combined
With Subcutaneous (SC) Daratumumab, Compared to Daratumumab
SC, in Participants With Relapsed or Refractory Multiple Myeloma

EudraCT Nr.: 2018-004076-35
Sponsor: Incyte

Phase 1: Dose Escalation

Eligibility

* Adults

* RR-MM

*23andupto5
prior lines

* Exposed to prior
IMiD, PI, and
anti-CD38
therapies

INCB0O01158 +
Daratumumab SC

RP2D

INCB001158 |:>

Cohort Dose
-1 50 mg BID
1 75 mg BID
2 100 mg BID

Protokoll Nr: INCB 01158-206

Phase 2: Expansion

Randomization 1:1:1

A: INCB001158 + . A: INCB001158 +

Daratumumab SC || .2 Daratumumab SC
8

B: Daratumumab E B: Daratumumab

monotherapy monotherapy
[ C: Partl C: Part?
INCB001158 INCB001158 +
monotherapy Daratumumab SC

Il. Medizinische Klinik und Poliklinik
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Vielen Dank fur
lhre Aufmerksamkeit!

Prof. Dr. med. Markus Munder

[11. Medizinische Klinik und Poliklinik

(Hamatologie, Internistische Onkologie, und Pneumologie)
Universitatsmedizin Mainz

Langenbeckstralie 1

55131 Mainz

Tel.: 06131/ 17-5948 (Klinik)

e-mail: markus.munder@unimedizin-mainz.de
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