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Abstract 0859

Daratumumab Plus Bortezomib, Melphalan, and Prednisone Versus
Bortezomib, Melphalan, and Prednisone in Patients With Transplant-
ineligible Newly Diagnosed Multiple Myeloma: Overall Survival in ALCYONE

— Substanzen:
o Daratumumab (Darzalex)
o Bortezomib (Velcade)
o Melphalan
o Prednisolon

— Erstlinientherapie, nicht transplantable Patienten
— Phase lll (N = 706 Patienten)

Mateos, M. V., et al(2020). Lancet 395(10218): 132-141.
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*  Phase 3 study of daratumumab plus VMP versus VMP alone in transplant-ineligible NDMM; N = 706

Key eligibility

criteria:

* Transplant-
ineligible NDMM

*+ ECOGPSO0-2

* Creatinine
clearance
240 mL/min

* No peripheral
neuropathy
grade 22 or grade 22
neuropathic pain

Stratification factors
* ISS disease stage (I vs 1 vs III)
* Region (EU vs other)
* Age (<75 vs275Yy)

1:1 randomization

VMP % 9 cycles (n = 356)

Bortezomib: 1.3 mg/m?2 SC

Cycle 1: twice weekly

Cycles 2-9: once weekly
Melphalan: 9 mg/m? PO on Days 1-4
Prednisone: 60 mg/m?2 PO on Days 1-4

D-VMP % 9 cycles (n = 350)
Daratumumab: 16 mg/kg IV

Cycle 1: once weekly
Cycles 2-9: every 3 weeks
Same VMP schedule

*  Cycles 1-9: 6-week cycles
*  (ycles 10+: 4-week cycles

Mateos, M. V., et al(2020). Lancet 395(10218): 132-141.

Follow-
up for
PD and
D survival
16 mg/kg IV
Cycles 10+:
every
4 weeks
until PD

Primary endpoint:

- PFS

Secondary endpoints:
ORR
2VGPR rate
2CR rate

MRD-negativity rate
(NGS; 10-5)

0s
Safety

Statistical analyses
* Prespecified interim analysis for 0S

(209 events; 63% of planned events)
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100 Estimated 42-month PFS

D-VMP: median 36.4

Progression-free survival, %

HR, 0.42; VMP: median 19.3

95% Cl, 0.34-0.51; P <0.0001

0 T T T T T T T T T T T T T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 &1

. . Months
Patients at risk
VIMP 356 304 278 263 246 207 171 128 110 93 78 &7 51 29 15 7 0 0
D-VMP 350 322 312 298 292 265 243 220 207 202 188 173 160 113 63 26 9 0

Mateos, M. V., et al(2020). Lancet 395(10218): 132-141.
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100 Estimated 42-month OS
Daratumumab :
20 - - - o_mi)n'otherapv phase :75%
I D-VMP
o0 162%
£ 601
= S _E ____________ VMP
a 1
© 407 :
|
I
20 !
HR, 0.60; !
95% Cl, 0.46-0.80; P = 0.0003 :
0 1 1 1 1 1 1 1 1 1 1 1 1 1 : 1 1 1 1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Patients at risk Months
VMP 356 331 325 322 312 302 292 278 269 257 242 226 198 132 73 27 3 1 0

D-VMP 350 330 327 322 318 309 301 292 288 283 275 270 248 171 97 40 12 O 0

Mateos, M. V., et al(2020). Lancet 395(10218): 132-141.




Grade 3 or 4 TEAEsS

TEAEs occurring in 23% of patients n = 346

Hematologic, n (%)
Neutropenia
Thrombocytopenia
Anemia
Leukopenia
Lymphopenia

Nonhematologic, n (%)
Pneumonia
Hypertension
Fatigue
Hyperglycemia
Diarrhea

Mateos, M. V., et al(2020). Lancet 395(10218): 132-141.

139 (40.2)

120 (34.7)
60 (17.3)
28 (8.1)
27 (7.8)

45 (13.0)
19 (5.5)
12 (3.5)
11(3.2)
9(2.6)
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VMP
n =354

138 (39.0)

134 (37.9)
70 (19.8)
30 (8.5)
22 (6.2)

15 (4.2)
6(1.7)
9(2.5)
8(2.3)
11 (3.1)
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—  Weiterhin deutliche Verlangerung des Progressions-freien Uberlebens durch
die Kombination Daratumumab-VMP im Studien-Update

— Hohere Rate MRD-negativer Remissionen und weitere Vertiefung der
Remissionen Uber die Zeit mit Dara-VMP

— Nebenwirkungen: moderate Auswirkungen auf das Blutbild; mit Daratumumab
etwas mehr Infekte (vor allem Atemwegsinfekte) und Hypertonie

— Erstmals konnte ein Uberlebensvorteil durch die Therapie mit
Daratumumab gezeigt werden!

Mateos, M. V., et al(2020). Lancet 395(10218): 132-141.




. Ordens | sarmherzige
MASTER trial Klinikum |£iheien
Abstract 0860 Linz

Daratumumab, Carfilzomib, Lenalidomide and Dexamethasone (Dara-KRd)
Induction, Autologous Transplantation and Post-Transplant, Measurable
Residual Disease (MRD)-Based, Response-Adapted Dara-KRd
Consolidation in Patients with Newly Diagnosed Multiple Myeloma (NDMM)

- Substanzen:
o Daratumumab (Darzalex)
o Carfilzomib (Kyprolis)
o Lenalidomid (Revlimid)
o Dexamethason

- Erstlinientherapie, transplantable Patienten
- Phase Il (N = 123 Patienten geplant, 81 bereits laufend)
- MRD-basierte Konsolidierung nach autologer Stammzelltransplantation

Costa, L.J., et al. Abstract 0860, ASH 2019.
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- Die meisten Therapiekombinationen basieren auf einem fixen Plan mit einer
bestimmten Anzahl von Zyklen ohne Ricksichtnahme auf das individuelle
Therapieansprechen

- MRD Positivitat nach Erstlinientherapie ist assoziiert mit erhGhtem
Progressionsrisiko

— Bislang gibt es keine Studien, die eine Therapie, die an das Therapieansprechen
angepasst ist, getestet haben

Hypothese:

- Mit einer Quadruplet-Therapie mit Dara-KRd, autologer Transplantation und MRD-
basierter, an das Therapieansprechen angepasster Dara-KRd Konsolidierung
kann eine MRD (-) Remission bei = 75% der Patienten erreicht werden.

Costa, L.J., et al. Abstract 0860, ASH 2019.
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Induction Consolidation Consolidation
- - - - Lenalidomide
L Dara-KRd x4 ~— L AHCT ning L Dara-KRd x4 — | Dara-KRA X4 __° maitenance
J J " )
? ? 2" MRD (-) ? 2" MRD (-) ? 2"/ MRD (-)
a a (<10°9) a (<10°) a (<107)
o o e o
= s = =
v A J v
%2 MRD assessment by NGS _Treatment-free observation and MRD surveillance*

*24 and 72 weeks after completion of therapy

Costa, L.J., et al. Abstract 0860, ASH 2019.
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1x10e12
106
= 0.000001
oo 1.2mg/L (k) = 1 patholog. Zelle in 1Mio Zellen
1.7 mg/L(A) o
: e wosws & — NGF: Next Generation Flow
— E: > Oberflachenmerkmale pathologischer
§ x1050¢ = Plasmazellen werden erkannt
~ — NGS: Next Generation Sequencing
MROpositive . Sabr :
b et 1x10 - DNA der pathologischen
. Plasmazellen wird erkannt mittels

genetischer Untersuchung

Romano, A, et al. (2019). Front Oncol 9: 699.
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Response Kriterium Definition

Anhaltend MRD negativ MRD Negativitat im KM und negative Bildgebung tber mind.
1 Jahr

Flow MRD negativ Keine phéanotypisch aberranten Plasmazellen im NGF aus
KM (EuroFlow, minimale Sensitivitat 1 von 10° kernhaltigen
Zellen)

Sequencing MRD negativ Keine Klonalen Plasmazellen im NGS aus KM (< 2

identische sequencing reads bei der DNA-Sequenzierung;
minimale Sensitivitat 1 von 10° kernhaltigen Zellen)

Bildgebung und MRD MRD Negativitat im NGF oder NGS und Rickbildung einer
negativ erhdhten Tracer-Anreicherung im PET-CT

Kumar, S., et al (2016). Lancet Oncol 17(8): e328-e346.
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90%

80% 39%

o Je langer die Therapie, desto

60% 81% mehr Patienten erreichen eine
sor% =k komplette Remission!

40%

30%

20%

10%

| B .

Post Induction Postinduction Post Transplant  MRD-based
Cycle 2 (N=81) Cycle 4 (N=70) (N=42) consolidation
(N=42)
B PR MVGPR CR sCR

Costa, L.J., et al. Abstract 0860, ASH 2019.

0%




Bester MRD-Response nach

Therapiephase
100% b ~
90% 27% 40%

80% -

o MRD <10 47%

’ 13% . 73%
b0% i MRD <105
50%

40% 26%
30% _

20%

33%

10%
11%

| 11%

0%

Post Induction (N=67) Post Transplant (N=38)

m >107-4 m 107-4 to 107-5

Costa, L.J., et al. Abstract 0860, ASH 2019.

107-5 to 10*-6
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63%
| 82%
MRD <10>
18%

[ 5% |

MRD-directed consolidation

(N=38)
<1076



Most Common Treatment-Emergent AEs*

Barmherzige
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Hematologic kllnlkum Elisabethinen
Lymphopenia 31 (38%) 19 (23%) Lan
Neutropenia 28 (35%) 20 (25%)

Thrombocytopenia 16 (20%) 4 (5%)
Anemia 15 (19%) 9 (11%) Haufige schwerwiegende

Non Hematologic .

Musculoskeletal pain 50 (62%) 0 (0%) N eb enwir k un g en.
Infections 47 (58%) 10 (12%) — Blutbildveranderungen
Fatigue 45 (56%) 1(1%) .

Rash/ cutaneous AE 45 (56%) 3 (4%) - I nfe ktlonen
Nausea/vomiting 41 (51%) 0 (0%)

Infusion-related reaction 31 (38%) 2 (2%)

Constipation 26 (32%) 0 (0%)

Peripheral Neuropathy 23 (28%) 2 (2%)

Dyspnea 19 (23%) 1 (1%)

Hypertension 16 (20%) 3 (4%)

Venous thromboembolism 7 (9%) 1(1%)

*Includes uncommon AEs with special interest

Costa, L.J., et al. Abstract 0860, ASH 2019.
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— Kombination hochwirksamer Substanzen in der Erstlinientherapie

— Dara-KRd ist eine sichere Therapiekombination und erzielt hohe Raten MRD
negativer Remissionen.

— Durch intensive Quadruplet-Therapie in der Erstlinie kann
madglicherweise eine anhaltende MRD Negativitat erreicht werden, die in
weiterer Folge eine Observanz ohne Therapie ermdglicht.

Costa, L.J., et al. Abstract 0860, ASH 2019.
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_  CASSIOPEIA: Daratumumab-VTD Kombination von
o Phase Il (N = 1085 Patienten) * Antikorper _(De}ra}tumumab)
- FDA-Zulassung bereits erfolgt * Proteasominhibitor (Velcade)
* IMID (Revlimid/Thalidomid...)
~ GRIFFIN: Daratumumab-VRD - Dexamethason

o Phase Il (N = 200 Patienten)
-> Vielversprechende Resultate, noch keine Zulassung

— PERSEUS: Daratumumab-VRD
o Phase lll (N = 690 Patienten geplant)
o Daratumumab subkutan

- noch keine Ergebnisse
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Abstract 0691

Depth of Response to Daratumumab (DARA), Lenalidomide, Bortezomib,
and Dexamethasone (RVd) Improves Over Time in Patients (pts) With
Transplant-eligible Newly Diagnosed Multiple Myeloma (NDMM): GRIFFIN
Study Update

- Substanzen:
o Daratumumab (Darzalex)
o Bortezomib (Velcade)
o Lenalidomid (Revlimid)
o Dexamethason

- Erstlinientherapie, transplantable Patienten
- Phase Il (N = 200 Patienten)
- Hinzugabe von Daratumumab zur ,Standard®“-Erstlinientherapie

Voorhees, P.M., et al. Abstract 0691, ASH 2019.




Studiendesign

Key eligibility
criteria:

*Transplant-
eligible NDMM
*18-70 years of

ml/min?

o
o
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Induction:
Cycles 1-4

D: 16 mg/kg IV Days 1, 8,

R: 25 mg PO Days 1-14

V: 1.3 mg/m? SC Days 1, 4, 8,
d:20 mg PO Days 1, 2,8, 9, 15, 16

R:25 mg PO Days 1-14
V:1.3 mg/m? 5C Days 1,4, 8,11
d:20 mgPO Days 1, 2,8, 9, 15, 16

21-day cycles

-2 9w =204

Consolidation:
Cycles 5-6°

D: 16 mg/kg IV Day 1

R:25 mg PO Days 1-14
V:1.3mg/m? SC Days 1, 4, 8,11
d:20 mg PO Days 1, 2, 8, 9,15, 16

Rvd
R:25 mg PO Days 1-14
V:1.3mg/m?SC Days 1,4, 8,11
d:20 mg PO Days 1, 2, 8, 9, 15, 16

21-day cycles

Stem cell mobilization with G-CSF T plerixafo

Voorhees, P.M., et al. Abstract 0691, ASH 2019.
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Maintenance:
Cycles 7-32¢
D-R
D: 16 mg/kg IV Day 1
Q4W or Q8W=
R:10 mg PO Days 1-21
Cycles 7-9;
15 mg PO Days 1-21
Cycle 10+

R
R:10 mg PO Days 1-21
Cycles 7-9;
15 mg PO Days 1-21
Cycle 10+

Endpoints &
statistical assumptions

Primary endpoint:
. te (by end of
consolidation);

1-sided alphaof0.1

80% power to detect 15%

improvement
(50% vs 35%), N = 200

Secondary endpoints:
rates of MRD negativity

28-day cycles (NGS107%), CR, ORR, 2VGPR
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D-RVd RVd

sCR Odds Ratio: 1.98 (95% CI, 1.12-3.49; P = 0.01777)
2CR Odds Ratio: 2.53 (95% Cl, 1.33-4.81; P = 0.0045%)

90 1 19 2% 2CR: 13.4% 19.6% .
80 27.3% >CR: 2CR:
2CR: 42.3% >CR:
70 - (51.5% 60.8%
£ 60 | 2CR: 43,3 :
a 52,5 79.8% 46,4
= 50 - ! _
£ 40 | 59,6 WsCR 30,9 |
e 20 M cr
39,4 VGPR 35,1 18,6
20 7 B ES,J’PD,"NE 258 18,6
10 - 26,3 16,2 ! 13,4
0 ,2.0 121 1, 81 10 30 . 1.0 8,2 8,2 82 7.2
End of End of End of Clinical End of End of End of Clinical
induction ASCT consolidation cutoff induction ASCT consolidation cutoff

* Median follow up at primary analysis (end of consolidation) was 13.5 months; median follow up at clinical cutoffwas 22.1 months

Voorhees, P.M., et al. Abstract 0691, ASH 2019.
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* Median follow-up = 22.1 months
12-month PFSratet 24-month PFSrate? 12-month OSrate? 24-month QS rate®
100 100 -4 N N — Y T
S "  97.9% 1934%  RVd
g | 1 |
2 80- . . 80 - - .
'u-n | | 1 |
o 1 1 1 1
T | | 1 |
j= 5
£ 60 : : £ 60- | :
_g 1 1 ; 1 1
1 1 1 1
E | | 5 1 |
w40 : : Q40 : !
-E 1 1 ] 1
2 1 1 | |
e | | 1 |
S 20 : : 20 : :
=2 | | 1 |
1 1 1 1
| | 1 |
0 T T T T T T 0 T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
No. atrisk Months No. at risk Months
Rvd 103 93 77 71 69 67 64 46 20 6 O RVd 103 101 99 9 8 84 78 55 29 7 0
DRVd 104 98 93 89 8 8 8 59 27 5 0 D-RVd 104 100 99 99 97 9 93 70 36 9 0

Voorhees, P.M., et al. Abstract 0691, ASH 2019.
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Hematologic, n (%)

Neutropenia 57 (58) 41 (41) 36 (35) 22(22)
Thrombocytopenia 43 (43) 16 (16) 36 (35) 9(9)
Leukopenia 36(36) 16 (16) 29 (28) 7(7)
Anemia 35(35) 9(9) 33(32) 6(6)
Lvmphopenia 30 (30) 23(23) 28 (28) 22(22)
Non-hematologic, n (%)
Fatigue 68 (69) 6(6) 62 (61) 6(6)
Upper respiratory tract infection 62 (63) 1(1) 45 (44) 2(2)
Peripheral neuropathy2 59 (60) 7(7) 74 (73) 8(8)
Diarrhea 59 (60) 7(7) 51 (50) 4(4)
Constipation 51(52) 2(2) 40 (39) 1(1)
Cough 50 (51) 0 27 (26) 0
Nausea 49 (49) 2(2) 50 (49) 1(1)
Pyrexia 45 (45) 2(2) 28 (27) 3(3)
Insomnia 42 (42) 2(2) 31 (30) 1(1)
Back pain 36 (36) 1(1) 34 (33) 4(4)
Peripheral edema 34 (34) 2(2) 35 (34) 3(3)
Arthralgia 33(33) 0 33(32) 2(2)
Infusion-related reaction, n (%) 42 (42) 6 (6) - -

Voorhees, P.M., et al. Abstract 0691, ASH 2019.
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Quadruplet-Kombinationen in der Erstlinientherapie unter Hinzugabe von
Daratumumab fihren zu héheren Raten kompletter Remissionen und zu
tieferem Therapieansprechen

Ein langeres Follow-up bleibt abzuwarten

Bei anhaltend hohen Remissionsraten wird die Quadruplet-Kombination
zukinftig neuer Therapiestandard in der Erstlinientherapie
transplantabler Patienten werden
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Late Breaking Abstract 6

Carfilzomib, Dexamethasone, and Daratumumab Versus Carfilzomib and
Dexamethasone for the Treatment of Patients with Relapsed or Refractory
Multiple Myeloma (RRMM): Primary Analysis Results from the Randomized,
Open-Label, Phase 3 Study Candor

— Substanzen:
o Daratumumab (Darzalex)
o Carfilzomib (Kyprolis)
o Dexamethason

— Relapsierte/Refraktare Patienten, ab zweiter Therapielinie
— Phase Ill (N = 466 Patienten)

Usmani, S. Z., et al. LBA-6, ASH 2019.




. . Ordens | sarmherzige
Studiendesign Klinikum | £ioaseiien

Linz
CANDOR Study Design
: . ' . Primary

N=312 BLUuBHL Gl Sarﬁlzomlb at 56mg/m Endpoint:

examethasone 40 mg PFS

Daratumumab 16mg/kg*

Key
Carfilzomib at 56mg/m2* Secondary:
Dexamethasone 40 mg ORR, MRD,

0s

T T T T

8 12 16 20
'T months

MRD sample:
Landmark analysis
Sustained MRD[-]CR
rate

MRD sample:
Landmark analysis

MRD sample:

Baseline MRD[-]CR rate

*Carfilzomib at 56 mg/m? administered twice kly; 20 mg/m? administered on days 1 and 2 of cycle 1 only

$The first dose of daratumumab is split over two days (8 mg/kg each).

CrCl, creatinine clearance; ECOG PS, Eastern Cooperative Oncology Group Performance Status; LVEF, left ventricular ejection fraction; PD, progressive disease; RRMM, relapsed or
refractory multiple myeloma
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Primary Endpoint Met: KdD Significantly Prolonged
PFS Compared With Kd

1.0
2 s 038 —\\\\‘_\
-E g KdD group
R 0.6 -
< 2
5a
£y 04
g2
o -
&% 02+
0-0 T T T T T T T T
0 3 6 9 12 15 18 21 24
Months since Randomization
No. at Risk
KdD group 312 279 236 FAR| 189 165 57 14 0
Kd group 154 122 100 85 70 55 13 2 0
Median follow-up time, months 16.9 16.3
Progression/Death, n (%) 110 (35%) 68 (44%)
Median PFS, months NE 15.8
HR (KdD/Kd) (95% ClI) 0.63 (0.46-0.85)

p-value (1-sided) 0.0014
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KdD
Hematologic TEAE, n (%), preferred term* (n=308) “

Thrombocytopenia 115 (37.3) 75 (24.4) 45 (29.4) 25 (16.3)
Anemia 101 (32.8) 51 (16.6) 48 (31.4) 22 (14.4)
Neutropenia 43 (14.0) 26 (8.4) 15 (9.8) 9 (5.9)
Lymphopenia 27 (8.8) 21 (6.8) 12 (7.8) 11 (7.2)
[ Nonhematologc TEAE, n 00 preferredterm | | | |
Diarrhea 97 (31.5) 12 (3.9) 22 (14.4) 1(0.7)
Hypertension 94 (30.5) 54 (17.5) 42 (27.5) 20 (13.1)
Upper respiratory tract infection 90 (29.2) 8 (2.6) 35 (22.9) 2 (1.3)
Fatigue 75 (24.4) 24 (7.8) 28 (18.3) 7 (4.6)
Dyspnea 61 (19.8) 12 (3.9) 34 (22.2) 4 (2.6)
Pneumonia 55 (17.9) 41 (13.3) 19 (12.4) 13 (8.5)

*Hematologic and nonhematologic AEs of all grades are those that occurred in 220% of patients in either arm. Hematologic and nonhematologic adverse events of grade 23 or are those
that occurred in >5% in either arm.
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— Langeres Progressions-freies Uberleben unter Dara-Kd im Vergleich zu Kd

— Tieferes Ansprechen mit Dara-Kd (deutl. Hohere Rate MRD-negativer
Remissionen)

— Bekanntes Nebenwirkungs-Profil, insbes. Infekte problematisch

- Bestatigung der Wirksamkeit der Kombination Dara-Kd im Rahmen einer
Phase Ill Studie
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Ausblick:
Immuntherapien beim multiplen Myelom




Unterschiedliche Methoden mit
vielversprechenden Resultaten

EES2

ADC

Antibody Drug
Conjugates

* Belantamab
Mafodotin

jeweils ausgewahlte Beispiele

Ordens | s
kllnlkl_.lm Elisabethinen
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R CART
Bispecific T-cell
Engager CAR-T-Cells
« AMG420 « CARTITUDE-1

« AMG7/01

 LEGEND-2
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— Anti-BCMA Antikorper
- BCMA befindet sich an der Oberflache pathologischer Plasmazellen
— Toxin: Monomethyl auristatin F (MMAF)

— Der Antikérper wird mit dem Toxin verbunden - so kann das Toxin
zielgerichtet direkt an der Myelomzelle wirken

L . N\ 7
N F R0 <

Anti-BCMA mAb Non-cleavable
GSK2857914 Linker

‘BioWa Fc-enhancement

Toxin: Monomethyl Auristatin F G3K2857916

EHA 2019, PF558, http://www.poster.gsk.com/poster/2549
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DREAMM-2 Study (205678): dreaMNi 2 @

Phase 2 study of belantamab mafodotin in MM Oviving Excallonce in Approaches to Mulipls Myskome

A two arm, open label, multi-centre study of two doses of belantamab mafodotin in the treatment of
patients with relapsed/refractory multiple myeloma.

P N

KEY INCLUSION CRITERIA: < ) n=99
[ 4 1

- mg/kg 9 = days Treatment until disease\

— Confirmed diagnosis of MM
progression, or

- ECOG PS 0-2
— 3 or more pnor lines of anti-myeloma - table toxicity
_( belamaf s |
2.5 mg/kg q 21 days
n=97

RANDOMIZE 1:1

therapy including an IMiD, PI, and
daratumumab (or another anti CD38
antibody) alone or in combination

-~ Failed anti CD38 antibody AND refractory
to Pl and IMiD

~ Measurable disease IA for dose selection " aqqitional conort treated
L p No d i i at |A' with Lyo configuration
PRIMARY ENDPOINT: | KEY SECONDARY ENDPOINTS: | EXPLORATORY ENDPOINT:
IRC assessed Overall Efficacy: CBR, DoR, PFS, OS MRD
Response Rate Safety BCMA expression
PK, ADA

PRO




Response

2,5mg/kg 3,4mg/kg
ORR (%) 31 34
>VGPR (%) 19 20
Haufige AEs:

— Keratopathien (Augen-NW!)
— Zytopenien

— Wenig Infekte

— 2 potenziell therapieassoz.
Todesfélle > Sepsis, HLH

Lonial, S., et al. 2019, Lancet Oncaol.

Progression-free survival (%)

Pragression-free survival (%)
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Belantamab Mafodotin: Phase Il Ausblick
—> Diverse Studien geplant mit
unterschiedlichen Kombination

— BelMaf vs Pom/Dex, PI/IMID refractory
- BelMaf/Pom/Dex vs Vel/Pom/Dex, RRMM, = 1 prior line
- BelMaf/Vel/Dex vs Dara/Vel/Dex, RRMM, = 1 prior line

- BelMaf/VRd vs VRd, NDMM, TIE

www.clinicaltrials.gov
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http://www.clinicaltrials.gov/

BITE® = Bispecific T-cell engager

Wirkmechanismus
o-human CD3 ‘Q, \'/'
Monoclonal % é Cytotoxic
Antibody | Granule
1
1
1
v T Cell Activation —=~CD3
BiTE®Antibody .
Composed of Two [ Cytolytic Synapse
Single-chain . >
Antibodies A Redirected Tumor-associated
: Lysis Antigen
1

< %
o-Tumor N ,
associated \\ &
antigen

Monoclonal
Antibody

Current Opinion in Chemical Biology

Frankel, S. R. et al (2013). Current opinion in chemical biology 17(3): 385-392.
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Aktivierung der T-Zelle
- Angriff der
Tumorzelle durch das
Immunsystem

Durch die zwei Teile
des BITE® werden T-
Zelle und Tumorzelle
verbunden



AMG 420

65ug/d[ 1 P> ¢ | e
50pug/d [ 2 4 > @
1M00ug/d[ 34 P ] ) |
200pgid[ 44 @ + [ PostEOT 10.9 months: MRD-CR |
r 541 P *
64 @ * |
741 & |
400 pg/d| 841 x >
94 @ * 0|
10 B> | ©rost £0T 5.4 manths: varR |
L1141 P>
12
800 pg/d 13 Post EOT 8.4 months: CR W
- | 1 1 1 1 | | | | |
Cycle 0 1 2 3 4 5 6 7 8 9 10

Month 0 15 3 45 6 7.5 9 105 12 135 15

(approximate)

[ = 200 pg/d @ PD
[ 400 pgrd B PR
I 800 pgrd ¢ VGPR
1 Time post-EOT B CR

—» Treatment ongoing % MRD-negative CR

Topp, M. S., et al (2020). Journal of clinical oncology 38(8): 775-783.

\ E'i' %
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Vielversprechende Ergebnisse in
Phase | Studie

Schnelles Ansprechen und schnelles
Erreichen der MRD-Negativitat

Kontinuierliche intravendse
Verabreichung tber Pumpe
notwendig - daher weitere
Forschung eingestellt!
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- Weiterentwickelte Substanz
— Verlangerte Halbwertszeit - keine kontinuierliche Infusion notig

— Phase I/ll laufend, noch keine Ergebnisse vorliegend




CAR-T-cells: Definition & Wirkmechanismus B
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— Chimeric Antigen Receptor T Cells

— Gentechnologisch veranderte T-Zellen mit
antigenspezifischen Rezeptoren

— Immuntherapie

— Rezeptor bindet an Oberflachenprotein der
Krebszelle (z.B. BCMA) - T-Zell-
Aktivierung - Vernichtung der Krebszelle



https://www.google.de/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwjyk7uWyaPeAhUEJVAKHTg1Bu4QjRx6BAgBEAU&url=https://medium.com/advances-in-biological-science/mythology-meets-science-human-animal-chimeras-are-coming-9a0f2dae0124&psig=AOvVaw3WYdTzRjXn1o2cpWAknYx_&ust=1540624809604212
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— ldealer Angriffspunkt = Oberflachenmarker, der auf Krebszellen
vorhanden ist, nicht aber auf gesunden Zellen

— Hamatologische Neoplasien (Beispiele)

o B-Zell-Neoplasien > CD19
o T-Zell-Neoplasien, Mb. Hodgkin - CD30
o Multiples Myelom - BCMA

— Solide Tumore




o Leukapheresis ?r(x) e Medified T-cell infusion %

Ordens | Barmherzige

= b < Klinikum |
A \ Linz
{

4 4
/ /]

f A ,/' S
| Y /’ \\/
/ ] “’,l i,‘ ‘, ) |
/ 0 Chemotherapy
Antibody-coated ' \f |
beads |/ R
? 2l

Bead removal »e
T-cell activation/ _ . : ‘
transduction 77 - Modified T-cell P
expansion -

Il ‘ | ) w oo ,

Copyright © 2015 Novartis Corporation.
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e Chemotherapy

Leukapherese (Zellentnahme): Tagesklinisch/kurzer stationarer Aufenthalt

Chemotherapie: lymphodepletierende Chemotherapie (Fludarabin,
Cyclophosphamid)

CAR-T-Zell-Infusion: stationare Therapie (5A), Infusion Uber Beutel (Pramedikation
mit Antihistaminikum, Infusion bei Raumtemperatur, innerhalb von 30 Minuten nach
dem Auftauen), Monitoring



CAR-T-Zell-Infusion &
Ordens Barmherzige

Klinikum | Sisesiem.
Linz
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~



&9

. Ordeﬁs Barmherzige
Nebenwirkungen Klinikum |2 e
Linz

— CRS: Cytokine Release Syndrome

— Neurotoxizitat
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— Bild ahnlich einer schweren Infektion mit Fieber, Hypotonie, Tachykardie,
Sauerstoffbedarf und verschiedenen Allgemeinsymptomen

— Haufig Aufenthalt auf der Intensivstation notwendig
— Klingt bei nahezu allen Patienten nach wenigen Tagen ab!

— Therapie: Stufentherapie mit IL6-Antikdrper und Kortison
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— Verschiedenste neurologische Symptome von leichter Verwirrtheit bis hin zu
Krampfanfallen und Hirnddem (selten)

— Wichtig ist vor allem das regelmafdige, mehrmals tagliche Screening auf
Veranderungen, um frihzeitig reagieren zu konnen

— Therapie: Kortison, Krampfprophlaxe
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BCMA CART klinikum | ef55etnen
Linz
Binding domains
- JNJ-4528: CARTITUDE-1 /\
- LCAR-B38M: LEGEND-2 e
VHH VHH

- ldentisches CART-Konstrukt F il
- Vielversprechende Ergebnisse in den ersten Studien &
- Folgestudien laufend (Phase Il + Ill in China und USA)

4-1BB

' CD3:

JNJ-4528 CAR

Abstract 577 und 579, ASH 2019.




JNJ-4528: CARTITUDE-1
- 100% Ansprechrate

CARTITUDE-1 Efficacy: Tumor Burden Reduction

T * 100% of patients achieved a reduction in paraprotein
1
2
8 0
5
a
€ a9
B Q,
g
T
5 -0
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-
= 60
°
=
; 80
T
a
100
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xmakxax%xaax%m% *m,m ux,x
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Serum M-prote irine M-protein, or difference between involved and uninvolved free ight chain (dFLC).*Bence-Jones proteinuria eline, with
2 transient response during bridging therapy; output represents dFLC value

Patients (%)

100

20
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ORR?® = 100% (N = 29)

2CR: 69% 4

Best Response® =

+2VGPR: 86%

WMsCR WCR ®mVGPR ™ PR



Ordens | Barmherzige
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Efficacy
o Bes:fﬁ?:.ie;ifﬂiiﬁ;s" Mittlere Dauer des Anspechens

] _— bei Patienten, die eine komplette
Sl Lol Remission erreichen:
g 29,1 Monate

22 | 2 (4%) % 3 (6%) 1(2%) 1(2%)

CR VGPR PR SD PD NE

* mDOR = 27.0 mo (95% CI, 14.3-NE)
* mDOR in CR patients = 29.1 mo (95% CI, 19.9-NE)
* Median time to initial response = 1.1 mo (95% Cl, 0.4-3.6)

* ORR and CR rates were similar between subgroups based on patient baseline characteristics
(age, time since diagnosis, ISS, number of prior therapies, prior PI/IMiD exposure)




Ordens | Barmherzige
LCAR-B38M: LEGEND-2 Klinikum | i st
Linz
Progression-Free Survival

* PFS prolonged over 2 years for patients achieving CR (median follow-up, 25 mo)

100 - L
ey U8 With CR
¢ i) .l mPFS: 28.2 mo
t L (95% CI, 19.9-NE)
% 2 o 3 30-mo PFS:
5 48.5%
93
aT
96 40 Total
H mPFS: 19.9 mo
1 0,
& 20 . Without CR (95% ClI, 9.6-31.0)
mPFS: 3.2 mo
(95% CI, 1.7-6.4)
0 - T T T T T T T 2 T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36*
PFS (months)
Patients at risk
—&— Patients with CR 42 42 41 37 34 31 27 23 14 9 4 2 1
—a&— Patients without CR 15 8 5 0 0 0 0 0 0 0 0 0 0
—@— Total 57 50 46 a7 34 3 27 23 14 9 4 2 1
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Overall Survival

* Median OS has not yet been reached in patients achieving CR

100 - With CR
= - 30-mo OS: mOS: NR
ﬁ»—q" 75_50/, (950‘0 Cl, 35 O‘NE)
80 s
3! E)y
o
Z 60 -
<
2 30-mo OS: o
8 | 60.4%
E 40 Total
Without CR mOS: 36.1 mo
20 A mOS: 7.5 mo (95% Cl, 26.4-NE)
18-mo OS: (95% CI, 3.8-13.1)
20.0%
0 L T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 364
Patients at risk OS (months)
—&— Patients with CR 42 42 42 40 39 39 35 34 24 14 10 9 5
—&— Patients without CR 15 13 10 6 5 3 2 2 0 0 0 0 0
—&— Total 57 55 52 46 44 42 37 36 24 14 10 3 5







