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TRANSPARENCY AND THE DOCTO!

PERSPECTIVE

Transparency and the Doctor-Patient Relationship
— Rethinking Conflict-of-Interest Disclosures
Eli Y. Adashi, M.D., I. Glenn Cohen, J.D., and Jacob T. Elberg, J.D.

Moderator / Advisory & consulting activity (Liso-Cel / Breyanzi ®)
3'd European CAR-T congress

Consulting activity (Yescarta®)
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THE HETEROGENEITY OF LYMPHOMAS
PRESENTED IN A NUTSHELL

...Ireatable & variable Follicular lymphoma

...treatable & relapsing Mantle cell lymphoma

...treatable (with antibiotics) Marginal zone lymphoma
...curable & with inflammation Hodgkinbés | ymphoma
...curable & rapidly growing Diffuse large B-cell & Burkitt lymphoma
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ZZZZZZ

Fiinfte Welle ist da
Wie stark die Fallzahlen in den deutschsprachigen Lindern steigen (pro Mio. Einwohner)
1200 ’
Beider zweiten
Welle kamen in
der Schweiz . N
B Schweiz 3-5 Prozent der Bei der flinften
800 M Deutschland ) positiv Getesteten Welle komrnen in . B
= Osterreich ins Spital. der Schweiz
-2 Prozent der
e [ P !

Quelle: Our World in Data

Effective, but without a curative intent

Such therapies can be postponed / adapted

Highly effective therapy (with curative potential)

Such therapies must be done / should not be postponed
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Monoclonal antibodies with

ADCC Adaptive cellular therapies

Main classes of
Immunotherapy in

Lymphoid malignancies

Bispecific antibodies Immune checkpoint inhibitors
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Since when do we have CARs ?

May 2016 O
the cure is with\

Erste Gentherapie wird in den USA
zugelassen

Erfolg fiir Novartis: Die US-Gesundheitshehdrde hat die erste Gentherapie
zugelassen. Novartis bezeichnet dies als Durchbruch in der Krebstherapie.

Jiene Jiivcher Jeitung 30.8.2017, 21:27 Uhr
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«CAR T»: what does it mean ?

... chimeric antigen receptor T-cells !




CAR T-Cell Therapy

The chimeric T-cell receptor:
an artificial construct

Binding to an antigen
-> Specificity

receptor

Anti-CD19

Regulation
-> Activity & survival

«T-cell receptor complex»
- direct cell killing
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CAR T-cells: «living & personal» drugs

Collection

(,‘ Infusion
¥, |

Chemotherapy

@ OW‘\// 3)
u ri \ Lab - \‘g‘s

Collection of the patients lymphocytes
Infection / transduction
Lymphodepleting chemotherapy

Infusion / acute phase follow-up

HOSPITAL + «<PHARMA»:
PARTNERS IN THE

PRODUCTION OF A DRUG

out-patient setting, local
lab; approx. 3 weeks
3 days

} in-patient setting
2-3 weeks
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CIRS 20/2020: CAR-T N TR

Note ' )‘1 Wxgan

Zellen auf Abwegen

“Novartis informiert das SZ-Labor, dass sich die
Lieferung fir den 22.09.2020 von CAR-T Zellen
verzogert, da die Zellen mit einem Direktflug
von Frankfurt nach Tel Aviv verschickt wurden.
Die Firma bemtiht sich das Produkt so schnell
wie moglich nach Bern zuliefern.

Ankunft am Inselspital 25.09.2020.

*Der Deckel des Innenbehalters lies sich nicht
offnen. Nach schriftlicher Bestatigung durch die
Firma, wurde der Deckel mit Gewalt geoffnet.

Das Produkt war unversehrt und konnte in den
N2-Tank umgelagert werden.
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Cellular therapy targets for hemato-oncological maligancies

Stem cell pre-B cells Mature B cell Plasma cell
pro-B cell Immature B cell Activated B cell
29Q@ @5 @ Cg 0*
Bone mamrow (BM) Periphery

CD19 | )

CD20 [ )

CD22 ( )

CD138 [ )
CD269/BCMA ———————

CD19 Acute lymphoblastic leukemia, aggressive lymphomas,
follicular, marginal & mantle cell lymphoma

BCMA multiple myeloma Others: CD19-CD20, CD22
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4

MB-CART2019.1: £
Vector design and production “Miltenyi Biomedicine
Anti-CD20-CD19 CAR T-cell construct! The CliniMACS Prodigy® System (Miltenyi Biotec)

* Fully automated fresh-to-fresh production system
* 14-day turn-around-time

h n&_,_

\;:'l’i*t ;Is;.

abh /\{ a ICDS hinge| 4-1BB ][ CD3¢ ] SRR

(Leu16) (FMC63) : —
o A
G e

Transmembrane
domain

.
=R
3 "'v”\ 3
i D Y W'}
P—
q

CAR, chimeric antigen receptor
28/09/2020 Miltenyi Biomedicine

1. Schneider et al., J |

Borchmann P et al. DGHO 2020
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carrcaithesry S [VE
R/R DLBCL: unmet medical need
Annual incidence of DLBCL in Switzerland : 5/100°000 = ~450 / year

50%
sensitive: Kl n a 2

~60% cured

2/3 cured

n = 300 ad ASOZT
1/2 ASCT n a “ ~40% relapse
n a after ASCT
“ n=1
50%
“ 1/3 rellref refractory 1
no ASCT
& 1/2 not fit n A4 2%
for ASCT
N2 —
Courtesy of M. Subklewe and N. Lang (YOA 2018) .. a
/
Figure adapted from Friedberg J.W., ASH Education Book 2011




“Real-world experience”

ZENTRUM
Number of CAR-T cell treated patients registered in the EBMT Registry “ E BM T b

Transplantation

2000
1750 W Patients treated with
1500 commercial CAR-T cells
.§ 1250 Patients treated with
a investigational CAR-T cells
§ 1000
-]
£ 750
-1 I I I 72 % lymphomas, 22 % ALL
250 0 I
, = mH nl l I I I 6 % multiple myeloma
July Aug Sept Oct Nov Dec Jan Feb Mar Apr MayJune July Aug Sept Oct Nov Dec Jan Feb Mar
2019 2020 2021
Germany No According to product Discussed in the GLA,
i e et
France 35 centers  for 65 Mio. al e e oreach <oy D
England 12 centers  for 67 Mio. = e e some oo b el fom Guous)
. . Netherlands Yes LVEF>40%, CrCI>40ml/min, Follow ZUMA-1 eligibility
Austria 6 centers for 9 Mio. o e oy | (With soms moWictiens
UK NHSE/NCCP board approval, Eligibility criteria broadly Try to collect biopsies
mn/hn permissive follow ZUMA-1/JULIET
Switzerland 9 centres for 8.8 Mio.!! Sweden AlLseectedinnetwork, 3 centers
Australia No N/A Routine use just starting
U. Jager; Sitges 2020 usa No Flesiie depending on
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The CART productsared i f f er ent é
A AN
Company ﬂKite ) NOVARTIS @gene NN\

CILEAD Company N Bristol-Myers Squibb
Brand name Yescarta ® Kymriah ® (Breyanzi ®)
Tecartus ® y y
Product I
CD19 antibody FMC63 FMCo63 —
CD28 CD8a
Stimulation domain cb2s 4188 #
CD3L CD3¢ .
Apheresis product warm frozen warm
Work load (center/lab) small considerable small
Cost coverage (insurance) early flexible early
End product Cells in 68 ml Cells in 1-3 bags fixed # of cells

Approved indications Lymphomas; MCL  various lymphomas; B-ALL  (various lymphomas)
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The CAR T products are different

Distinct CAR Immunokinetics Driven by Costimulatory

Domains

Kymriah-Like

CD19.BB.Z

CART Cell #

Time 6-12 mos

v Slower, lower peak

v Persistence variable, but can be months to years

v Longer persistence associated with lower relapse in
B-ALL (Gardner, Blood, 2017; Finney, JCI 2019)

v Weaker signal requires higher antigen density for full
activation (Majzner, Cancer Discovery, 2020)

*«/ »

CART Cell #

Yescarta-Like

CD19.28.Z

Time ~1-2 mos

v Rapid, high peak

v Short persistence due to exhaustion (Lee, Lancet

2014; Long, Nat Med 2015)

v Higher CR rates in LBCL (Majzner, Nat Med 2019)
¥ Stronger signal enables recognition of targets with
lower antigen density (Majzner, Cancer Discovery,

2020)

8 centers with both approved products:

CRES 53/33%

Axi-cel: more and longer hospitalizations

all / >G3 (Tisa-Cel)
85/8 % 41/ 1%
14 / 0%

Riedell, ASCT & CIBMTR 2020;52a

Current product choice at the Inselspital:

» Older patients & lots of lymphoma: Kymriah® preferred

« Timing & modality of apheresis, cost coverage !

* Novartis: production in Stein (AG) since May 29, 2020

(in addition to Morris Plains (USA) & Fraunhofer Institute (D))

Molecular Diagnostics 29.4.221 Urban Novak |
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EfflCaCy Of CARS ZUMA-1: Locke Lancet Oncol 2019
Median follow-up 27.1 M

I Partial response 100+ Median duration of response 111 mariths (95% C1 4-2-NE)

M Stabledivsits Med. duration of response 11.1 M

M Disease progression
M Could not be evaluated

M Complete response

Duration of response (%)
o
S
1

Z O . .
e | n p@LIIatlon Wlth EEEEEEEEEEE R R R R R R

a S u r V i V al 0 f 1 O - 2 O % ! 100+ Median progression-free survival 59 months (95% Cl 3-3-15-0)

RR SD PD NE g o
AR Buslonty (N100) g Med. progression-free survival 5.9 M
ZUMA-1 (Yescarta®) 5 _—
Med. FU 39 M, 3-y survival 47 % T O O T R T R R R R R R E R
ASH 2020:1187a .
JULIET (Kymriah®) i ——— :
Med. FU 40.3 M, med. survival 11 M f o] e rormenie
Lancet Oncol 2021 B o] Moo o L
— Stable disease 7-3(3-4-NE)

T — T T T T T T T T T T T T T 7 T T T T T T T T T T T
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32

TRANSCEND (Breyanzi®) Sombors ik T ot

(number censored)
Completeresponse 43 43 43 43 43 41 38 36 36 35 34 34 34 32 30 28 28 28 28 28 28 28 28 28 17 3 3 3 3 3 2 0 -
269 ptS med FU 19 M (0) (0) (0) (0) (@) (0) (0) (O} (@) (0) (0) (0} (@) (©) (1) (3) (3) (3) (3) (3) (3) (3} (3) (3) (14)(28)(28)(28)(28)(28) (9) (31) -
" . Partialresponse 8 8 8§ 8 8 7 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 4 2 0O - ~ « . . . .
©) (©) © () ©) (0) ©) (©) ©) ©) (©) © © (© (©) ©) (©) (©) ©) (©) ©) (O © @ ) (6 - « - - ~ - -
Lancet 2020 Stabledisease 9 9 9 9 9 7 7 5 5 4 4 4 4 4 4 4 3 3 3 2 2 2 2 2 2 0 - e o . . o o
(0) {0) (0) (0) (O) (0) (O) (O} (0) (O) (0} (0) () (O} (O) (D) (O} (O) (U} (O) (O) (W (O) (O) (W) (&) ~ - -~
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«Comparison» between the two approved products

Treated set
N=550

Excluded (N=73)
« < 2prior lines (N=1)
« Excluded histologies (PMBCL, PCNSL, Others) (N=37)

: « Unsufficient data available for matching (N=35)
Analysis set
N=477

Primary analyses Sensitivity analyses D E S C A R _T A S H 2 O 2 1 ’ 9 2 a

-Mat;:::;et‘
Similar results in a US cohort (514 pts.)

one category for matching
: : : - ASH 2021;532a
[ ieraner | ’

Conclusions

» Axi-cel leads to significantly prolonged PFS in a matched set population of
220 LBCL patients compared with tisa-cel

« Axi-cel yields higher rates of CRR and ORR Q ues tl onn ai re

* There is no difference in DOR and OS but longer FU is needed

+ All sensitivity analyses confirm these results W | t h | n t h e E B MT

» Axi-cel is associated with significantly more frequent grade 23
neurotoxicity compared with tisa-cel

» These results could help refining specific patient sub-populations who
benefit most from each type of CAR T cells

Molecular Diagnhostics 29.4.221 Urban Novak
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A CAR T-cell therapy requires a thorough forward planning

Bendamustine

The Heidelberg Guidelines
Korell, Cells 2020

1

PEG-asparaginase, lenalidomide }

Vaccination with live virus vaccines

Growth factor (long acting, e.g. Pegfilgrastim) )

Inotuzumab-0zogamicin, Polatuzumab-Vedotin, Blinatumomab*
MTX (intrathecal), Cyclophosphamide

Growth Factor (short acting, e.g. Filgrastim)

Steroids**
Rituximab, Obinutuzumab
BTK-Inhibitors (e.g. Ibrutinib)

CAR-T cell
v * v v v Month 1 Month 3
@) O O O ® @)

Order Apheresis Delivery Infusion  Total
J Manufacturing l J

wres R “
reecel M w0 o Vercellino, Blood Adv 2020

Axi-Cell _ 6 48 Thieblemont, SAMO 2021

0 10 20 30 40 50 (=]
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Early progressions after CARs

Progression after Axi-Cel:
After 1 year = 45 % (95% ClI, 39-51%)

-
o

&
o)

Median PFS, 8.31 months

E 95% Cl, 6.04 to 15.1 months
=
< 0.6 -
-Q -------
o M R vt ssan s
-
& 0.4 - \
» | e
L
o
0.2 -
I 1 1 1 1 1 Al
0 3 6 9 12 15 18 21
Time (months)
No. at risk
275 197 151 124 87 34 7 0

Nastoupil JCO 2020

Molecular Diagnhostics 29.4.221 Urban Novak
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Progression after CARSs:
After 1 year = 47 % (95% ClI, 38-58%)

1.00
0.7% 1
=
%
§ 0.50 -
f—9
[~
L
(=T
0.25 1
0.00 -
0 3 6 g 12 15 18
Number at risk
it
£ Allqtis 57 41 33 o1 11 v}
(=]
8] 3 6 8 12 15 18
Months

Vercellino, Blood Advances 2020
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Factors that determine an early progression after CARs

At time of decision: At time of lymphodepletion:

ECOG >2; LDH my; >2 extranodal sites Tumor vol. >80 ml, CRP iy, >2 extran. sites

Table 2. Multivariate analysis of parameters at TD and TT, ir ing lymphodepletion and CAR T-cell infusion Table 2. Multivariate analysis of param at TD and TT, i lymph and CAR T-cell
Relapse HR (95% CI) Early relapse HR (95% CI) Death HR (95% CI) Relapse HR (95% CI) Early relapse HR (95% CI) Death HR (95% CI)
Parameters at TD e L
Age =65y Aoe =0y
Males
Lymphoma subtypes (DLBCL, PMBL, FL)
ECOGPS
GCinon-GC
Ann Arbor stage Il IV
ECOCES B HESLTRP= 2 EN sites =2 2.50 (1.44-4.35); P = .00111 4867 (1.55-14.11); P = .0063 3.61 (1.56-8.38); P = .00283
B symptoms 1.85 (1.01-3.41); P = 0470 1Pt high vs other
Elevated LDH 2.04 (1.19-3.49); P = 00933 961 (1.23-76.41); P = 031 P———
Ann Arbor stage IV Progressive disease at infusion
EN sites =2 417 (1.99-8.72); P = .000148 High bridging therapy
IP1 high vs other Bevated LOH
RAP! poor vs other CRP 1.12 (1.07-1.17); P < 0001 1.15 (1.03-1.29); P = .016 1.12(1.061.17); P < .0001
Ferritin
Albumin
Lymphocytes
Bulky mass >5 cm
TMTV41% >80.42 mL 2.18 (1.23-389); P = .00794 435 (1.32:14.37); P = 016 3.41 (1.41-8.26); P = 00651

1.00
2z 075 <80ml
S
g
a 050
) .
3 >80 ml Vercellino, Blood Advances 2020
& R4k p < 0.0001 .
C. Thieblemont, SAMO 2021
0.00
0 5 10 15 20
Time
Number at risk
Courtesy of Laetitia Vercellino, Nuclear Medecine, Saint-Louis Hospital, Paris, France 59 25 12 4 0
=151 1 4 2 0
0 5 10 15
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CARs vs. high-dose chemo-tx: randomized evidence

A Event-free Survival
100~

90

80

Med. EFS 8.3 vs. 2.0 éé ZUMA-7: Locke NEJM 2021
HR 0.4

({«é JCAR-003: Kamdar ASH 2021 #91

Percentage of Patients
3
1

Standard care

104
c 1 I I I I I I I 1 1 1 I 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Month
No. at Risk
Axi-cel 180 163 106 92 91 87 8 82 74 67 52 40 26 12 12 6
Standardcare 179 86 54 45 38 32 29 27 25 24 20 12 9 7 6 3 1 0 100
90
£ Med. EFS 3.0 vs. 3.0
100 - ';E) 3l
Med. EFS 10.1 vs. 2.3 g
90 5 eod HR 1 07 Standard Ca
80 - 8 - Tisagenlecleuc
£ 504
3
« o HR 0.349
Z B 2
: 60 304
2 0.5 1 é 20- ~LStandardcare
: ~EE
< 104 £]
S 307 5 Tisagenlecleucel
20 1 | . o 2 4 6 8 10 12 14 1 18 2 2
i SOC median EFS: Liso-cel median EFS:
10 7 | 2.3 months 10.1 months Months
01 2 3 45 6 7 8 9 10 11 12 13 14 15 16 17 18 19 Standard care 160 148 45 31 25 17 12 7 6 3 1 0
Mo at ok Time from randomization, months Tisagenlecleucel 162 156 57 32 19 13 6 1 1 0 0 0
o. at ris| ’
Liso-cel arm 92 89 86 66 62 43 36 27 26 21 19 17 9 9 7 & 6 4 0
50C arm 92 83 66 35 32 23 21 16 16 12 11 10 6 4 4 4 4 2 2 0
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CARs vs. high-dose chemo-tx: all clear ?

2 2002 Jgqv 3l Frexth nc Ot 3y Piversd Mo Bndaks

L : Now...
» Need for bridging = surrogat for an aggr. disease gé‘%?,wbélm‘ﬁ'w —
1o ONCUSI0NS
(Pinninx Blood Advances 2020) HEREER

« ZUMA-7: bridging not allowed

[Hbias for less aggressive lymphomas

e «Crossover» allowed in BELINDA & JCAR-003

Many open questions:

Significance of disease control (with bridging) befor CAR infusion ?

BELINDA: not all patients profit from CARs in 2" line !? (no «one size fits all»)
Are all products a priori equal? If not, is Tisa-Cel less effective ?

Axi-Cel & Liso-Cel: soon the standard in 2" Linie ?

Is EFS an adequate endpoint in the situation when cure is our goal ?

Molecular Diagnostics 29.4.221 Urban Novak
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Mechanisms of resistence

4 N N h
CD19-positive CD19-negative

CD19

CD19

CART still present
- Avoid lymphodepleting agents
- CAR T modulation (PD-1 blockade,
lenalidomide)
CAR T undetectable
- Second CD19-CAR T cell infusion
- Anti-CD19 mAbs (Tafasitamab,
\__ Loncastuximab tesirine) o\ J

- CIT possible
- No CAR T modulation possible

- Switch to other CAR T (ex. CD22)
- Alternative mAbs (ex. Polatuzumab), BITEs

Curtesy of Federico Simonetta SOHC 2021

Molecular Diagnhostics 29.4.221 Urban Novak
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Learning from individual cases...

1}
L
\

.

& : 9{’
' £ .3 b2 A"y
__ 03/20 \ . 08/21
s o No B-cells since December 2019
Severe hypogammaglobulinemia, substit. since 03/2021
No antibodies against Covid-19 , 3 dose in 09/2021
0'1_2252 - : ¢ ¢ Radiotherapy to treat localized CD19-positive relapse
S5 E 88 H B B 8§ B
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New role of radiotherapy for lymphomas by CARs

Molecular Diagnhostics 29.4.221 Urban Novak
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Side-effects of CAR T-cells

Cytokine release Syndrom (CRS), 5-14 days after infusion

Hypotension

Nausea & Diarrhea
Bone pain

High fever 02 deprivation
| .

Cytokine Release Encephalopathy Syndrom (CREYS)

Molecular Diagnhostics 29.4.221 Urban Novak
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Day after CAR infusion

uw
U C ‘UNIVERSITY CANCER CENTER
INSELSPITAL tuvensimar
s ne
CARTOX-10 Test bei Patienten unter CAR-T Therapien .
Patient: Geburtsdatum 3
T2g23 /. ‘-]',2015 Standard-Satz schrelhen:
Zeit0.: . B
Lo persemnel..de. et hépital . est . amanble e  prévenan,
/2003 standard-sate schreiben:
Heuccusement,.il. Semble.. aue. o weekend. Jo. tempéiciue .. va oo
Tog: 4./ ‘i/ 20712 standard-sateschveiben:
Zeit: .. 10 "
XN S22 fore) QURL...EC0LS Qsuaesalha.

7..16 / @ PEY  —— schreiben:

<heclasle...offert...par.un Ye) omge d'e¥.

Tag: 2;3 / 3‘ /2005)  standard-satz schreiben:

Zeit: .. N
7 Y espcre  rdvVourer o facene  ragidenenl o
Tog: 4/ 1. /208).  standardsatz schrelben: 2k
zeitAd. : Yo . o )
J'Smnerel beabetly setfeodps b foiw

Tag: Zgl I 72044,
a2

Standard-Satz schreiben:

9

. Standard-Satz schreiben:

Zeit: 0.

' " g7
e WA o cesgs e, e b

‘lWméw#@wﬂ?é’m@dg&«ﬁh‘i«#ﬁ?ﬁwﬁ

Tagzﬁlz /2043

Zeit: .3

Standard-Satz schreiben:

o5 . 9%

Tag: Z /A 2043 Siandurd-sutr schreiban: 18

zeit: 2. : L2O

yourd”hul

aee uu-ul\j-n n""unnun-nnnu"n‘)
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Tag: ...

Standard-Satz schreiben:
Zeit: ..
Tag: 3. 1 0.} 72009, standard-satz schreiben:
Zeit: O : 29
Tag: tﬁ?/ O)’/ 20.. V) Standard-Satz schreiben:
Zeit: .
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A severe CRS correlates with a worse outcome

9 of 17 patients with grade 3 CRS and all 9 patients with grade 4 CRS were NRs

PFS by Max CRS Grade OS by Max CRS Grade
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LDHmy & low platelets at baseline = poorer PFS and OS Data for Kymriah®

JULIET; Borchmann, DGHO 2020
See also Schuster Lancet Oncol 2021
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IL6 levels, but not CARs correlate with CRS

A Patients with CRS
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Pabst et al. Exp Hematol 2020
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CARs & hematoxicity

Defining clinical phenotypes of neutrophil recovery mKL.N.KUM

Aggregate ANC over Time by Phenotype of Neutropenia
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1. "Quick Recovery” = sustained neutrophil recovery without a second dip below an ANC < 1000/l (n = 37)

2. ‘“Intermittent Recovery” = neutrophil recovery (ANC > 1500/pl) followed by a second dip with an ANC < 1000/pl after
day 21 (n =78)

3. "Aplastic” = continuous severe neutropenia (ANC < 500/pl) = 14 days (n = 34)

N

Training Cohort + European Validation Cohort (n = 149)

Rejeski; 16-ICML;82a; Blood 2021
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A plethora of monoclonal antibodies to treat B-NHL...

Monoclonal antibodies

Rituximab, Ofatumumab
Veltuzumab
Anti-CD20, type | CD20 Ocaralizimab
Ublituximab
Anti-CD20, type Il CD20 Obinutuzumab
CD22 Epratuzumab
Other targels CD74 Mllatsz‘umab
CD80 Galiximab
CD37 Otlertuzumab
HLA-DR IMMU-114
MMAF Denintuzumab Mafodotin
DM4 Coltuximab Ravtansine
PBD-dimer Loncastuximab Tesirine
. . CD22 Calicheamycin Inotuzumab ozogamycin
A N t| b (@) d y-d ru g CcO nJ u g at es CD25 PBD-dimer Camidanlumab tesirine
CD30 MMAE Brentuximab Vedotin
DM1 Naratuximab emtansine
UL MMAE AGS67E
CD74 Doxorubicin Milatuzumab doxorubicin
CD79%b MMAE Polatuzumab Vedotin
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Overview on bispecific antibodies

Interaction of tumor cells with T-cells (close proximity)
[Hcreate an immunological synapse

Cells killed by FAS-ligand or perforin mediated apoptosis

Activation of T-cells & expansion of T-cell compartment

REGN1979 — Odronextamab i.v. 7£WLL
wim e “{ = Antibodies with dual recognition
Tasy Mosunetuzumab i.v.
:8
Duobody GEN3013 - Epcoritamab s.c. x Fusion of two antibodies, s/c administration
—
.\ll/ CRZ0-TER=GloltamabLy; 2+1 design; no 24h infusion: convenient
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Overview of key safety data of CD20 BiAb’s
versus CD19 CAR-T in r/r B-NHL

CRS, n (%)

All AEs, n (%)

Neurological AEs, n (%)

Regimen(s) Any grade Grade 23 Any grade Grade 23 Any grade Grade 23
G029781 Phase Single-agent 270 255 (94) 170 (63) 78 (29) 3(1) 118 (44) 10 (4)
(NCT02500407)* 1/1b mosunetuzumab
NP301792 Phase  Single-agent glofitamab 156 151 (97) 86 (55) 88 (56) 5(3) 47 (30) 3(2)
|

NCT02290951° Phase Single-agent 110 65 (59) 7(6)

] odronextamab
NCT03625037¢ Phase  Single-agent epcoritamab 58 58 (100) 33 (57) 0(0) 4(7) 2(3)

I/
ZUMA-1 [aNHL] Phase Single-agent axi-cel 108 108 (100) 106 (98) 100 (93) 12 (11) 72 (67) 35(32)
(NCT02348216)° I/
ZUMA-S [iNHL] Phase Single-agent axi-cel 94 78' 10 18
(NCT03105336)° "
JULIET Phase Single-agent tisa-cel 111 111 (100) 99 (89) 64 (58)* 24 (22)} 23 (21)} 13(12)Y
(NCT02445248)7 1}

No answer to the 100 Mio. $ question:

Which one is better, sequence ?

In favor of bispecifics:

Toxicity profile (at least compared to Yescarta®)

HAMATO-ONKOLOGISCHES
ZENTRUM

Topp ASH 2020
Scientific workshop

iIndolent > aggressive

Conclusions — BiAB’s in lymphoid malignancies

CD19 directed BiAB therapy established for r/r and MRD+ ALL
CNS toxicity to high for further development in B-NHL of CD19 direct BiAB’s

CD20 directed BiAB’s show both in aggressive and indolent NHL encouraging clinical
activity with significant durability

Low rate of CRS > grade 2

Low rate of treatment-related CNS toxicity > grade 2

Emerging resistance mechanism of antigen loss with CD20 directed BiAB’s
Proof of concept for BCMA directed BiAb’s in RRMM with low rate of NTX and

manageable CRS

Practical aspects (convenient logistics of a conventional «drug»)
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SUMMARY & CONCLUSIONS

CAR T-cells are an expensive and labor intensive therapeutic option
Standard for aggr. lymphomas, B-ALL (<25J) & MCL >2 therapies; FL? ALL>257
Based on the experience with >100 patients treated at the Inselspital:
» Cost coverage was / is still a problem in some cases (not a «drug»)
* Not the side effects, but the patient selection is the main challenge !
» Real-world data are very important: no detrimental effects of steroids, safe use in elderly
* New perspective for doctors & patients, new algorithms needed (also for different products)
- Verification of relapses with biopsies ( chnicalfirelapses = secondary malignancies in ~8 %)

« Curative therapy ofa A p a Idipeadefl ,e nconsolidation

Ideally, we should be able to use CARs early (e.g. in 2" line)
Compared to bispecific antibodies, CARs have a significant head start...

...bispecific antibodies can currently only be given in trials / after failures of CARs

We need more randomized trials and trials on therapy sequences !
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