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e o e Antibodies +/- combination with other - lenalidomide

Type Glycoengeneered

antiCD20
* rituximab I NO

* rituximab s.c.

* rituximab biosimilars
» ofatumumab I NO
* obinutuzmab I YES
* ublituximab I YES
antiCD19
 MOR208 YES
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o e Antibodies +/- combination with other - lenalidomide

Type Glycoengeneered
antiCD20
* rituximab | NO
* rituximab s.c.
e rituximab biosimilars
e ofatumumab I NO
e obinutuzmab 1 YES
e ublituximab I YES
antiCD19
* MOR208 YES
1.01 R?
E- 0.7 R-placebo
i i . . g 061
R? - lenalidomide (Revlimid) + Rituximab § 051
o 044
8 03-
0.2
0.1 HR:0.45 (95% Cl, 0.22-0.91)
00 P=002
0 6 12 18 24 30 36 42 48 54
Months since Randomization
\! No. at Risk
CI_SG ')f.% KI_S R? 147 142 130 121 105 70 39 13 1 0
R-placebo 148 145 137 117 94 64 35 12 2 0
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Sy MOR 208 - antiCD19 Ab
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L-MIND study combination: lenalidomide + MOR208

Direct 00
Enbahisad cytotoxicity 5]
Fc portion ‘
g 60 1
v |
a 40
20 %
MOR208 0 T T T T T T T
antibody 0 3 6 9 12 15 18 21 24
Time (months)
CD19 Median Median
: Number of patients at risk PFS Follow-up
crophage PFS 81 56 38 26 20 15 e 4 16.2 months 12 months
8 = Median PFS: 16.2 months (95% Cl: 6.3 months - NR)
v = 12-month PFS rate: 50.1% (95% Cl: 39.5% to 63.6%)
= 37 patients still ongoing with study treatment
NR = not reached
. ASH 2018 Abstract # 227, Salles et al, L-MIND - December 1, 2018 1

ADCP

N
C LSG o),: KLS Blum KA et al, ASH 2014, abstr 3089
Jurczak W et al, Annals of Oncology Published online 9 February 2018
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Target Antigen
V. 4 CD19
H.

o-CD19 Antibody ORR CR

DLBCL(n11) 6 (55%) 4 (18%)
FL (n15) 12 (80%) 6 (40%)
MCL(n7) 5 (71%) 3 (43%)
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DLBCL (21) 9 (43%) 4 (19%)

PR
2 (18%)
6 (40%)
2 (28%)
5 (24%)

Redirected
Lysis

Bispecific antibodies BiTe - blinatumomab

Problems:
- mode of administration
- toxicity
- response durability

Goebeler ME et al, JCO, February 16, 2016
Viardot A et al Blood. 2016;127(11):1410-1416
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Blinatumomab AFM11 MGDO011 AMG562
: N\ . i e
G_ / , \ (/7 ‘ Bispecific \ bispecific \\
!2 3 . \l ﬁ Bivalent 3 Bivalent
C D 1 9&'1 D3 Bispeciﬁc Bispeciﬁc e ‘1}‘=’ . .
Bivalent Tetravalant ZI:E T;: kDA HaIf-h:;e ;
. t
Size 54 kDA Size 105 kDA / 340-460h extende
Half-life 2 h Half-life 20 h i
\_ ) \\ CD3 affinity 4 / \ / \_ )
Amgen Affimed Macrogenics Amgen
e FBTAO5E N/ RGN1979 "/ RG6026HHTCB" \ R37828@,TDE" Y4 GEN3013 N
(Lymphomun) osntuzuma
_'-'\ ,&‘! * > B

CDZOB('I D3 Rat :: Mouse

ended IgG >150 k
DVD-IgG*

k\_ 200 kDa J)

Trion/Fresenius
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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

RG6026

Anti-tumor activity (600ug-16000ug) (N=50)*

O PD SO PD PD PD PD SO PD $D SO

Best percentage change in SPD
for pts who had on-treatment imaging scans

B m e e c c— — - ————————— o o 2 2 o 2 e . e 2

SDSDSDCRCRCRSDSDSDPOPRSDSDPOCRSDCRPRPRPR PO PRPRPRCRPRCRCR PD PR PRCR PRCR PRCRCR

Dose levels

W 600ug [ 4000ug
W 1000pg [ 10000ug
M 1800pg M 16000ug

Best overall response

00 -
B 0 B U T 0 P W OB O P S OS OF OF OFOF T OV T OB SN R _TTR B LA S B S R B i T s e e
- A d o dod -~ 4 o -l oed o d d o d A P d D P ™ - | - - o D DD -
D'agnos'suUuuuEuﬁnEI_-UUUUU'tUUUUU-UH-&tUEE EgEod agﬁﬁgggu t"‘o
R E R E R EREEE R R BN o« 3. n§§§ 5
) o o ol = | - o d 443 o4 J F J = P | - o | nAnD D Addd4
S o888 a coooa ©00ao & o 0O o0 gaoaggooonanan a

*Poputation: pts with available tumor measurements; CCOD: 26 October 2018
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- Duration of response (N=24)

C5
'

C1 C2 C3
L s 2 'l
FL1-3A CR \
DLBCL PR Y A e A o) ® CR

()

Y
o

C7 C8 C9 C10 C11 C12 EoT
' 1 A L

A A

600pug DLBCL CR A PR
FL1-3A CR ¢ PD
DLBCL CR
1000pg | RTR CR (

RTR CR R PR o R e O
DLBCL PR A /
1800ug rFL PR f A

FL1-3A CR o e e S e =

rFL PR /

rFL PR
PMBCL PR
4000ug trFL PR
DLBCL CR

trFL PR
DLBCL PR

e + Median follow-up* for responding pts: 94 days

10000 trFL CR o : L A

Y9 | pbuecL Pr No relapse in pts achieving CR as of CCOD
DLBCL CR
DLBCL CR
DLBCL CR
Dose NHL 100 200 300

subtype Days on treatment (since obinutuzumab pre-treatment administration)

R b b
»

»

O =

*Time from first response to the last contact with the pt; CCOD: 26 October 2018 i
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100 1

B MPDL3280A
B Pembrolizumab

B Nivolumab

Overall Response Rate (%)

No of pat g 17%20556655 35/129117131292 354 83148 34 1683928 46 38 39 39 323 59|39
.- . !
23| 33|, 3
o i |
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Disomy 1%

O9p24.1 Alterations and PD-1 Ligand Expression

Polysomy 5%

Copy Gain

1- : ;
0.8 -
=
=
= 0.6
0
o
a = Disomy
Jp) 0.4 7 Polysomy "
L .
o Copy gain
0.2 - — Amplification
= Translocation
P < .001
\® ! | T T
CLSG 9= KLS 0 50 100 150 200
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Kooperativni Lymfomova Skupina Tlme (M Onths)

Amplification 36%

Carey CD et al, Blood. 2017;130(22):2420-2430
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S Checkmate 205: PFS according to response

1.0 4 Erier—rorpg - CR: 22.2 (18.9 to NE) months
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S Checkmate 205: OS according to response
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Survival After Subsequent

Cumulative Incidence Rate

1.0
0.9 +
0.8 1
0.7 1
0.6
0.5
0.4 1
0.3
0.2
0.1 1

.:-'—'_' |

Allogeneic Stem Cell Transplantation

|
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Armand P et al, J Clin Oncol 2018 36:1428-1439
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S Treatment beyond progression

17.12.2014 27.4.2015-3m 17.9.2015—-9m

2?77

= 100 -
= Best overall response before initial progression -
g § 75 M Complete remission M Progressive disease LYRIC krlterla
E — Partial remission M Stable disease
D =
>3 504
a S
= B 25-
= o
L E
E S 0 - .'l I“I
|_
o 25 -
c =
S @
— @
-
= = 50
=
E = 75
b 751
»
@ m
CI_SG ')/.'* KI_S « ~100 - ] . Case report
Caach aiihoma S Gt Patients (n = 51) Armand P et al, J Clin Oncol 2018 36:1428-1439

Kooperativni Lymfomova Skupina Cheson B et al. Blood 2016 128:2489-2496
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Immune check-point inhibitors in othe B-cell lymphomas

DLBCL PTL  pas.  PMBL
PD-1 Ligand Deregulation

9p24.1/PD-L19%" and/or PD-L29%" 6% (11/180)"

7% (4/55)°
PD-L1 or PDL-2 translocation

54% (26/50)"  52% (33/63)P

55% (6/11)
NA

NA 4% (2/50)! 6% (4/66)9 20% (25/125)"
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PD-1 Ligand Deregulation

9p24.1/PD-L19%" and/or PD-L29%" 6% (11/180)"

PD-L1 or PDL-2 translocation NA
1.0 . Auto-HCT failed (events: 64 of 87);
0.9 median 95% CI, 1.87 (1.71 to1.87)
0.8 T —o- Auto-HCT ineligible ievents: 28 of 34);
= S ¥ median 95% CI, 1.41(1.15 to 1.81)
E
4]
=
=
-
=R
(8]
L
(a1
=2

( PFS (months)

DLBCL

7% (4/55)°

NA

PTL

54% (26/50)"
4% (2/50))

smavartere - |mmune check-point inhibitors in othe B-cell lymphomas

EBV"
PCNSL PMBL

52% (33/63)P 55% (6/11)

6% (4/66)9 20% (25/125)"

Chapuy B et al, Blood. 2016;127(7):869-881
Ansell S et al, JCO January 8, 2019 online
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smavartere - |mmune check-point inhibitors in othe B-cell lymphomas

DLBCL PTL  pas.  PMBL
PD-1 Ligand Deregulation
9p24.1/PD-L 198" and/or PD-L29%" 6% (11/180F 7% (4/55)° 54% (26/50)"  52% (33/63)P 55% (6/11)
PD-L1 or PDL-2 translocation NA NA 4% (2/50)] 6% (4/66)% 20% (25/125)"

Auto-HCT failed (events: 64 of 87);

! +
median 95% CI, 1.87 (1.71 to1.87) 2m

T —o- Auto-HCT ineligible ievents: 28 of 34);

L median 95% CI, 1.41(1.15 to 1.81)

PFS (probability)
288552883

=
=%
]

| Nayak L et al, Blood. 2017;129(23):3071-3073

¢ PFS (months) Chapuy B et al, Blood. 2016;127(7):869-881
KGuprannevan ayemmunmmoyee o Ansell S et al, JCO January 8, 2019 online



Charles University

LTa7
9 . L] L]
(S s A Combinations
PRA

Brentuximab
Vedotin

PD1/PDL1

Urelumab (4-1BB)

. Ipililumab (CTAL4
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Nivolumab and Brentuximab vedotin

A 1004 A Percent Change in Regulatory T Cell Counts Percent Change in CTL Cell Count
Best Response J—
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804 B Complete metabolic response 8 o - s
R . E T . 40
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E
= g "1 0
= 50 4 &0
204
g BILN acoe ACID1S ace BSLN acoe ACIDNS AC200
Medlan ao 211 184 &83 Madlan oo 137 -18.2 -82
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£ "
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_E 300 4
o 40 = < g B
& &g %5 200 4
5 2 5 8 150 4
=< ==
60+ s 23 o]
P~
= o= 50
-80 1 £ &= gl
5
Im 4 BELN ACDE ACIDYS ACN BSLN AC1D8 ACIDNS AC2DN
= Madizn 95 155 S48 Madlan oo -133 oz 524
Count 47 41 E E S Count a7 1 E kL
B 100 Percent Change in Tfh Cell Counts Percent Change in Plasmablast Cell Counts
250 1100 g
)
80 e 20 o = g 900 4 o
& 101 . 52 -
60 + =8 =
E = 100 E z 500
= e 53 w1 =
s ] 2% o E5 w. -
- 50+ =
= i 100 4
= 20 BELN AC1D8 AC1D1S aczo BELN AC1DE AC1DAS &C201
_E Madizn ao a7 ny ®3 Madian a0 -100.0 1000 2500
E Count i ¥ oy = Count 45 EL 32
s 04
E Percent Change in Activated CD4+ T Cell Counts Percent Change in Dividing CD4+ T Cell Counts
-
s 207 2 T & ™
5 < B 400 4 c & 4o .
§ -40 4 2 a0 2T 00 |
= — = o T
2% o £ 1 20 .
-60 1 =3 =3
S5 10 * =S 10
EE® . E= .
80 =3 o9 =3 ° ——
| B ;
B -100 Z
Mocian = = SR ocitan T i
-100 4 Count 0 3 ki = Count 40 b b2

Individual patients (n=560)

*p E0.05, **p Z0.01, *** p L0001, *+* p £0.0001; Paired T test
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) Garecily o edine Progression on PD-1/PD-L1 inhibitors?

S\ Rapid Progression of Adult T-Cell Leukemia—Lymphoma

é@@/‘? after PD-1 Inhibitor Therapy
O S

Lee Ratner, M.D., Ph.D.
Wiy,

Washington University School of Medici
N ENGL ] MED 378;20 NEJM.ORG MAY 17, 2018 St?iglﬁig {;:o niversity School of Medicine

Iratner@wustl.edu

We Initiated a phase 2 trial of nivolumab emia
(ClinicalTrials.gov number, NCT02631746) in pa- in th
tients with ATLL who had an increased muta- and:
tional load and overexpression of PD-L1. Here, we ral lc
describe treatment of the first three patients, factc
which resulted in rapid progression of disease in salva
all three after a single dose of nivolumab. radic

Our patients had the chronic, smoldering, W
and acute subtypes of ATLL (Table 1). The first prog

CLSG 9= KLS
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Dual role of PD-1 inhibition
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Cell expressing
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a Inactive T cell

Anti-PD-1

Non-proliferating
cancerous T cell
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Targeting Element (scFv)

Spacer
! Transmembrane Domain

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

Signaling Domain
CD3z
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) Lot Feculy of Medicne CAR T Cells Generation

First generation CAR  Second generation CAR  Third generation CAR

Linker
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CAR T-cell Therapy

Remove blood from 00

patient to get T cells

CAR T cells bind to cancer
cells and kill them

N A

e
Y g

'{ ’ b,'(;-
v Cancer cell

Antigens

CART cell
A ¢
.v "" 4- -«
ek

-

{',u:',. e

Infuse CAR T cells
into patient

-

Cancer cell

_—

CLSG 9= KLS

Czech Lymphoma Study Group
Kooperativni Lymfomova Skupina

CAR T cells production

Make CAR T cells in the lab
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General Hospital

Study ZUMA-1 (Neelapu, 2017) JULIET (Schuster, 2017) TRANSCEND (Abramson, 2017)
No of patients enrolled (treated) 111 (101) 141 (99) NR (91)
67 in CORE
Median age, range 58 (23-76) 56 (24-75) 61 (29-82)
Median follow-up 15.4 months 5.6 months 6.3 months
Costimulatory domain CD28 4-1BB 4-1BB
Bridging chemotherapy Not allowed Allowed Allowed
CART dose 2.0 x 10° cells/kg Median, 3.1 x 10° DL1 5.0 x 107 cells”
DL2 1.0 x 10° cells
Conditioning regimen Flu 30 mg/m” x3d Flu 25/m*x 3d Flu 30 mg/m* x3d
Cy 500 mg/m* x3d Cy 250 mg/m? x3d or B 90 mg/m* x 2d Cy 300 mg/m* x3d
Efficacy
%ORR (%CR) 82 (54) 59 (43) 84 (61)
3-mo %ORR (%CR) 44 (39) 45 (37) 65 (53)
mDOR 11.1 months NR 9.2 months
C LSG o)j:g_ KLS Neelapu SS et al, N Engl J Med. 2017 Dec 28;377:2531-2544
el Uniihoma Sy Groiin Schuster JS et al, N Engl J Med. 2017 Dec 28;377(26):2545-2554
Abramson JS et al, J Clin Oncol 2017, 15:7513
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) Conclusion: Rational approach - combinations

chemotherapy
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