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Figure 1. MOR208 and LEN modes of action
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Maddocks K et al., ASCO 2019
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LONG-TERM OUTCOMES FROM THE PHASE Il L-MIND STUDY OF TAFASITAMAB (MOR208)
PLUS LENALIDOMIDE IN PATIENTS WITH RELAPSED OR REFRACTORY DIFFUSE LARGE B-CELL
LYMPHOMA

Author(s): Gilles Salles, Johannes Duell, Eva Gonzalez-Barca, Wojciech Jurczak, Anna Marina
Liberati, Sven de Vos, Zsolt Nagy, Ales Obr, Gianluca Gaidano, Pau Abrisqueta, Nagesh
Kalakonda, Marc André, Martin Dreyling, Tobias Menne, Olivier Tournilhac, Marinela Augustin,
Maren Dirnberger-Hertweck, Johannes Weirather, Sumeet Ambarkhane, Kami J. Maddocks

EHA Library. Salles G. 06/12/20; 293691; EP1201
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Salles et al. EHA, #EP1201
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RE-MIND STUDY: COMPARISON OF TAFASITAMAB + LENALIDOMIDE (L-MIND) VS
LENALIDOMIDE MONOTHERAPY (REAL-WORLD DATA) IN TRANSPLANT-INELIGIBLE PATIENTS
WITH RELAPSED/REFRACTORY DIFFUSE LARGE B-CELL LYMPHOMA

Author(s): Pier Luigi Zinzani, Thomas Rodgers, Dario Marino, Maurizio Frezzato, Anna Maria
Barbui, Claudia Castellino, Erika Meli, Annarita Conconi, Nicola Cascavilla, Federica Cavallo,
Nathan H. Fowler, Bruce Feinberg, Sascha Tillmanns, Stephan Parche, Glinter Fingerle-Rowson,
Mark Winderlich, Sumeet Ambarkhane, Gilles Salles, Grzegorz Nowakowski

EHA Library. Zinzani P. 06/12/20; 295058; S238
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Figure 1. Overall survival

Design .
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were included :
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methodology; balanced for nine Beaeptry, > : :
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parameters

Cl, confidence interval; HR, hazard ratio; KM, Kaplan—-Meier; LEN, lenalidomide; Mono,
monotherapy; NR, not reached.

Zinzani et al. EHA, #S238
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Update bispecific antibodies
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Baeuerle et al., Cancer Research, 2009
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High avidity
binding to CD20
on B-cells

Head-to-tail geometry
confers higher potency
than other formats

CD3 T-cell
engagement

Silent Fc region
extends half-life and
abrogates potential
ADCC/ADCP/CDC-

related toxicity
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CD20-TCB IN RELAPSED OR REFRACTORY NON-HODGKIN LYMPHOMA: DURABLE COMPLETE
RESPONSES AND MANAGEABLE SAFETY OBSERVED AT CLINICALLY RELEVANT DOSES IN PHASE
| DOSE ESCALATION

Author(s): Michael J Dickinson, Franck Morschhauser, Gloria lacoboni, Carmelo Carlo-Stella,
Fritz C Offner, Anna Sureda, Gilles Salles, Joaquin Martinez-Lopez, Michael Crump, Linda
Lundberg, Mark Dixon, Antonia Kwan, Michael C Wei, Ann-Marie E Broske, David Carlile, Carol
O'Hear, Martin Hutchings

EHA Library. J Dickinson M. 06/12/20; 293690; S241
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Trial design
= Patients with relapsed/refractory lymphoma received obinutuzumab on d-7

" Total n =118 patients; n=102 patients with aggressive lymphoma (n=68
DLBCL; n=19 tFL)

= CD20-TCB doses: 0.6-25 mg

Dickinson et al. EHA, #5241
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Durable complete responses* were seen in patients with

Antitumor activity* in aggressive non-Hodgkin lymphomat indolent and aggressive NHL (20.6mg cohorts)
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Clinical cut-off date: 17 April 2020. n.b. Patients enrolled in the 10/16mg cohort afler September 2019 are nol included as the data
were caplured in a separate dalabase. *>0.6mg cohorts; assessed by computed tomography (CT) and Lugano criteria.’
tAggressive NHL includes DLBCL, transformed FL, PMBCL, MCL, transformed MZL and Richter's transformation

BOR, best overall response; CR, complete response; DLBCL, diffuse large B-cell lymphoma; FL, follicular lymphoma; MCL, mantie
cell lymphoma; MZL, marginal zone lymphoma; PMBCL, primary i large B-cell PR, partial Richter's
tr, Richter’s transformation; SPD, sum of the longest diameters; tr, transformed

ESENTED AT: THE 25 ROPEAN HEMATOLOGY ASSOCIATION (EHA) CONGRESS. VIRTUAL EDITION | 11-14 JUNE 202

Tolerability

1. Cheson BD, et al. J Clin Oncol 2014;32:3059-68

Clinical cut-off date: 17 April 2020. n.b. Patients enrolled in the 10/16mg cohort after September 2019 are not included as the data were
caplured in a separale database. *Best response CR; "*duration of CR is calculated as the duration between patients’ first CR and loss of CR
or palient's last visit, whi is earlier; Taggressive NHL includes diffuse large B-cell lymphoma, transformed FL, primary
mediastinal large B-cell lymphoma, MCL, transformed marginal zone lymphoma and Richter’s transformation; ‘indolent NHL includes patients
with FL Grade 1-3a or unknown Grade. Cl, confidence interval; CR, complete response; DOCR, duration of complete response; FL, follicular
lymphoma; MCL, mantie cell lymphoma; NE, non-estimable: NHL, non-Hodgkin lymphoma; NR, not reached

PRESENTED A HE 26" EUROPEAN HEMATOLOGY ASSOCIATION (EHA) CONGRESS. VIRTUAL EDITION | 11-14 JUNE 20

= Toxicities: CRS 55.1%, pyrexia 34.7%, neutropenia 34.7%

EHA2020 VIRTUAL 14.06.2020

4 CRs >12 months
5 CRs <12 months

Dickinson et al. EHA, #5241
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Novel developments using CAR T-cells

CAR: Modular Design

Targeting Element (scFv)

Spacer
¢ Transmembrane Domain

Co-stimulatory Domain
(e.g. CD28 or 4-1BB)

Signaling Domain
CD3z
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Chimeric Antigen
Receptor (CAR)

Tumor Antigen
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Novel developments:
identification of novel
targets
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PHASE 1 ALEXANDER STUDY OF AUTO3 THE FIRST BICISTRONIC CHIMERIC ANTIGEN
RECEPTOR (CAR) TARGETING CD19 AND CD22 WITH PEMBROLIZUMAB IN PATIENTS WITH
RELAPSED/REFRACTORY DIFFUSE LARGE B CELL LYMPHOMA

Author(s): Aravind Ramakrishnan, Maria Marzolini, Wendy Osborne, Eleni Tholouli, Carlos
Bachier, Peter McSweeney, David Irvine, Yiyun Zhang, Muhammad Al-Hajj, Simon Thomas,
Martin Pule, Vijay Peddareddigari, Nushmia Khokhar, Maud Jonnaert, Robert Chen, Kirit
Ardeshna

EHA Library. Osborne W. 06/12/20; 295060; S240
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AUTO3: First CD19 and CD22 Targeting Bicistronic CAR Alexander Study Design

Gamma Retroviral-Based Vector with RD114 Pseudotype AUTO3-DB1, Single-Arm, Open-Label, Multi-Center, Phase 1/2 Study

» Dual antigen targeting

aCD19
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aCD19CAR j§ aCD22CAR Dose in x108 CD19/CD22 CAR T Cells
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_Hufey

Alexander €

Alexander &

Ramakrishnan et al. EHA, #S240
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Efficacy of phase | Alexander study

Summary

= 28 patients underwent leukapheresis, 27
successfully manufactured, 19 treated

= Median number of prior therapies: 3 (2-
10); 89% had refractory disease

= Toxicity: neutropenia (89%), febrile
neutropenia (16%), severe neurotoxicity
(5%), severe CRS (0%)

= ORR 64%; CR 55%
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Duration of Complete Responses

10 of 11 complete responses ongoing

Dose

L ] P Ongoing
RP2D ™ @ PembroD-1x1
150-450x10°
[ ] ® PembroDidx3
o) ® No pembro
o ==
450x10°
- EE————
LY E—
=
150x10°
L ————————
.
50 x10¢
o I,
o 2 4 6 8 10 12 1 16 18 20

Duration (months)
At 2 150 x 10%dose all complete responses are ongoing with a median follow up 3 menths (range 1-12m)

Alexander &

Ramakrishnan et al. EHA, #S240
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= R-CHOP bzw. R-CHOP-ahnliche Regime bleiben der Standard in der
Erstlinientherapie bei Patienten mit DLBCL

= Vielversprechende Ergebnisse durch neue Antikorper bzw.
Antikorperkombinationen bei Patienten mit rezidivierter/refraktarer Erkrankung

= Vielsprechende Ergebnisse durch neue CAR T-Zell Produkte zur Behandlung von
Patienten mit rezidiviertem/refraktarem DLBCL

Prof. Dr. med. Georg Lenz
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Die Kurzprasentationen sind online unter

www.lymphome.de/eha2020

Flr den Inhalt verantwortlich:
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Das Informationsprojekt wird von folgenden Firmen unterstitzt.

Diese hatten keinen Einfluss auf die Inhalte.
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