Follikulare Lymphome

Sommersymposium 2021

Prof. Dr. Kai Hubel Koln, 26. Juni 2021



Offenlegung moglicher Interessenskonflikte

Beratungs- bzw. Gutachtertatigkeit

Roche, Celgene/BMS, Servier, Sanofi, EUSA
Honorare

Roche, Celgene/BMS, Servier, Hexal, Sanofi, EUSA
Finanzierung wissenschaftlicher Untersuchungen
Roche, Celgene, Servier, Hexal, Janssen

Andere finanzielle Beziehungen

Reisekosten: Roche, Celgene, Servier, Hexal
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Erstlinientherapie des Follikularen Lymphoms

Histology, CT or PET/CT; bone marrow biopsy, blood count and blood chemistry (including LDH and R2MG),
virology (HIV, HBY, HCV), history (B symptoms)

Localised stages
(stages I/lI)
Stage

(Ann Arbor) Modified
GELF criteria
negative

Involved-site radiotherapy
at 24-30 Gy

Watch & wait

GELF, Groupe d’Etude des Lymphomes Folliculaires
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Advanced stages
(stages II/1V)

Modified
GELF criteria
positive

Old/frail patients

Rituximab

Modified
GELF criteria/
BNLI criteria
positive

Fit patients

6 x CD20 antibody
plus
6 x chemotherapy (Benda/CHOP/CVP)
followed by
12 x CD20 antibody every 2 months




GALLIUM-Studie

PATIENTS

Previously untreated FL
Age =18 years
Grade 1-3a

Stage |I1/1V or stage Il bulky (=7cm)
requiring treatment

ECOGPS 0-2

Requires treatment according to
GELF criteria

INDUCTION

G-chemo

G 1000mg IV onD1, D8 and D15 of
C1 and D1 of C2-8 (q3w) or
C2-6 (g4w) + chemo

R-chemo
R 375mg/m?1V on D1
of C1-8 (q3w) or C1-6 (qdw) +
chemo

0.8«
(0]
L
o
s 06+
=
2 044
& == R-chemo (n=601)
o == (G-chemo (n=601)
02 + Censored
0 L L L L L

MAINTENANCE

G

G 1000mg IV
g2mo for 2 years or until PD

R
R 375mg/m? 1V

g2mo for 2 years or until PD

G-chemo R-chemo
(n=601) (n=601)
Median PFS,
months NR NR
5-year PFS, 705 63.2
% (95% CI) (66.4-74.1) (59.0-67.1)
0y
HR (35% CI), 0.76 (0.62-0.92), p=0.0043
p-value

No. of patients at risk
== 601 563 512 471
= B01 574 539 512 491
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447 429 404
467 446

36 42 48 54 60 66 72 78 84 90

Time (months)

373 349 328 304 247 176 88 52
430 406 368 334 269 182 98 53

Median follow-up: 76.5 months

Townsend et al. EHA 2020



GALLIUM-Studie: PFS bei FLIPI 2 2

100 »
FLIPI 22 R-chemo,
n=476%*

< 80

-; 4-yr PFS, % 64.4 78.2

= (95% Cl) (59.9, 68.3) (74.3,82.1)

=]

8 60 |

2 i HR (95% Cl) 0.65 (0.52, 0.82)
]
]
]

40 1 E Median follow-up: 57.3 months
l
]
]
20 A i
== G-chemo (n=474) 1 -
== R-chemo (n = 476) : Time
| 4-year PFS (Months)
O 1 1 L 1 1
0 20 40 60 80

No. of patients at risk:
G-chemo 474 399 337 96 0

R-chemo 476 362 292 97 0

*Efficacy-evaluable population;
FLIPI, Follicular Lymphoma International Prognostic Index.
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Launonen A et al. ICML 2019.
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GALLIUM-Studie: MRD- und PET-Analysen

100

[9)]
o

]
o

Probability of PFS

—_— 449 426 404 383 363 353 332 315 290 27

_ I

MRD response status in blood and bone marrow at EOI by treatmentarm

15,1

R-chemo MRD positive

INV-assessed PFS by EOI PET CMR status

R-chemo MRD negative

p=0.0041
[l

849

8.0

1
92.0

101

0.8

0.6

0.4

024 ——CWR (N=449)

Non-CMR (N=56)
0 Censored
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time (months)

- 56 41 36 34 33 29 23 19 17

CMR, complete metabolic response

14

220
14

164 9

10

5

56
3

3

G-chemo MRD positive

G-chemo MRD negative
Pott et al. ASH 2016

INV-assessed PFS by EQI PET CMR status and treatment arm

Probability of PFS

1.0
0.681

0.61
R-CMR (N=216)

041 — R-Other (N=31)
—— G-CMR (N=233)
0.2 —— G-Other (N=25)
+ Censored
0 L L L L L L L L L L L L L L 1

0 6 12 18 24 30 36 42 48

Time (months)
MNo. of patients at risk
216 202 190 180 173
o2 17 16 16 13 9 7
233 224 14 203 195 186 178 1M1
25 20 19 18 17 16 14 12

157 145

54 60 66 72 T8 B84 90

167 154 144 133 126 105 79 41 28 1

6 6 6 3 1 1
114 85 50 28 2
" 8 8 7 4 2

Trotman et al. EHA 2020



GALLIUM-Studie: EZH2-Mutation und Chemotherapie

Survival probability

CHOP/CVP,

CHOP/CVP, EZH2 mut 15
Bendamustine, EZH2 wt 111
Bendamustine, EZH2 mut 29

Rituximab (R) arm:

Obinutuzumab (G) arm:

1.00 100 | e T T === -y
- ' + CHOP/CVP: EZH2 m
-y teseee- +--- CHOP/CVP: EZH2 mut e -gu-f?- - v
e o e ot
0.75 7 ~ Bencia: EZH2 wt 0.75
) nda: EZH2 mut 2 Benda: EZH2 wt
s :Benda: EZH2 mut
050 — a 050 - '
B CHOP/CVP: EZH2 wt
CHOP/CVP: EZH2 wt 5 X
w
025 0.25 .
CHOP/CVP for EZH2 mut vs wt: HR=0.29, p=0.035 CHOP/CVP for EZH2 mut vs wt: HR=0.15, p=0.032
EZH2 wt for Benda vs CHOP/CVP: HR=0.58, p=0.041 EZH2 wt for Benda vs CHOP/CVP: HR‘.=0.46, p=0.011
0.00 — 0.00
| I | | I | | I | I I | ] I
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Progression-free survival in years Progression-free survival in years
EZH2 wt 49 44 36 29 22 8 1 CHOP/CVP, EZH2 wt 56 54 49 42 3 10 0
15 13 13 10 6 0 CHOP/CVP, EZH2 mut 15 14 14 13 13 6 1
97 87 80 63 29 2 Bendamustine, EZH2 wt 109 100 95 90 74 33 3
27 23 19 16 6 2 Bendamustine, EZH2 mut 34 33 28 26 23 6 0

Patienten mit EZH2 Wildtyp profitieren von Bendamustin,
Patienten mit EZHZ2 Mutation profitieren von CHOP/CVP.

Jurinovic V et al., ASH 2019:122



Rezidivtherapie des Follikularen Lymphoms

PFS by Treatment Line in the LymphoCare Study
1,0

Median PFS,

—Firstine Treatment Line
, months
0,8 = Second-line
E = Third-line First line (n=2429) 79.4
S 06 - e ourth-line )
> e Fifth-line Second line (n=889) 18.0
S 04 - Third line (n=438) 10.0
Q
o]
o Fourth line (n=229) 83
0,2 -
—_—_ Fifth line (n=123) 8.2
0,0 r . r . r . r r . r \ The relatively long survival for patients with FL is driven
0 1 2 3 4 5 6 7 8 9 10 11 primarily by the duration of outcomesin 1L.
Years from Beginning of Treatment Line
Based on data from a prospective US study of patients diagnosed with FL between March 2004 and March 2007 (n=2652)
1.0 —
- i i )
i U ——
0.8
==
S= 2°7
E =
= ]
3 g oa POD24
0.2
= Early POD
Reference
o 1 I2 2l4 3I6 4IS GIO 712 8I4 Bl 6
Time From Risk-Defining Events (months)
No. at risk
3
Reference 420 408 387 363 344 253 145 34 o

’ UNIKLINIK ‘ Early POD 110 82 66 56 50 a2 32 14
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Link BK et al., Br J Hematol 2019, 184: 634ff; Rivas-Delgado A et al., Br J Hematol 2019, 184: 754ff, Casulo C et al., J Clin Oncol 2015;33:2516-2522



Einfluss der gewahlten Behandlung auf POD24

Impact of treatment on rate of POD24 in PRIMA' Impact of treatment on rate of POD24 in GALLIUM?
mPOD24 mnoPOD24 mPOD24 mnoPOD24
100 100
80 80
£ 80 45 5% = 80
% reduction in % 417%
> POD24 rate 2 reduction in
5§ 40 with R-chemo + 5 40 POD24 rate
R maintenance with G-chemo +
- \ 20 G maintenance
26,6 T
0 0
R-chemo + observation R-chemo + R maintenance R-chemo + R maintenance G-chemo + G maintenance
1. Bachy et al. Blood Adv 2021;5:1729-32
2. Seymour et al. Haematologica 2019;104:1202-8
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Therapieoptionen beim Fruhrezidiv: Autologe Transplantation

1.00 Progression-free survival o Ovwerall survival
ASCT
— ASCT
— no ransplant
no transplant

L ) 7o
= = =
m = L
=] = B L
= = M.
= 0.50 -t == 504

- - -
f_}“ T il ‘:;‘._’ Sl
E I‘ e - g
] |, 9
-
_H1—|—-—-—|—|—
pMt— T 7T 7T 7T T T T T T T T oo T 7T T T T T T T T T T 7
3 1 5 B ] 1 Z 13 o 2 3 B B B 2 5 ir
Mo, at risk years after 2™dine treatment Mo, at risk yvears after 2-line treatmant
ASCT 63 52 41 39 35 20 24 20 18 17 12 11 @ & T 4 ASCT B3 61 585 54 50 45 40 35 32 30 25 20 18 14 12 68 ZF 1
o ransplem 96 66 44 34 27 2 415 14 12 4@ B & & 2 1 me ransnknt 951 B0 T4 65 56 48 448 40 34 27 24 20 13T £l z

Jurinovic V, BBMT 2018

Overall Survival of Patients Recerving HCT Within 1 year of
I'herapy Failure Compared to no HC']

Die autologe Transplantation ist
bei allen Patienten mit Rezidiv
40 innerhalb von 24 Monaten nach
der Erstlinie zu prufen!

G0 Mo HCT

Probability, %

P valwe at 5 vears: 0.05

=
Fud
e 4
b
¥

Years
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AUGMENT: R? vs R beim rezidvierten/refraktaren FL

Phase lll, doppel-blind, randomisiert

Rituximab + Lenalidomide

- 375 mpg/m2 (8 doses) 20 mg Days 1 - 21 every 28 days (for12 cycles)
R/RFL R 5 vearfollow up

| from LPLV for
N= 350 11 _ sub:e%uzsf'am;
| Rituximab + Placebo thempas, 2nd
Stratification Factors: ' maﬁgmanties

Previous R treatment (yesfno) : : v
Time since lastlymphomatherapy (s 2 yrs/>2 yrs) PFS
Bulky disease (yes/no)

Primares Zielkriterium: PFS

Medianes follow-up: 28,3 Mo

UNIKLINIK‘

%’ | KOLN Leonard JP et al., J Clin Oncol 2019



AUGMENT: Effektivitat

Randomised Phase Il trial of R-Len vs R in 358 patients with R/R FL or MZL (NCT01938001)

KM estimates of IRC-as_sessec_f PFS (prrma.fy endpoint) among KM estimates of OS among patients with R/R iNHL
10 - patients with R/R INHL 10 -
- ) _M
z =
E 06 - E 06 -
Q [
= a
0 02 4 o 02 4
L 8
e o
02 ~ 02 H
R-Len R-Len
—R —R
D 1 1 1 1 1 1 1 1 1 D 1 1 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 43 54 0 6 12 18 24 30 36 42 43 54
Time since random assignment (months) Time since random assignment (months)
R-Len (n=178) R (n=180) R-Len (n=178) R (n=180)
Median PFS, months 39.4 (22 9—NR) 141 (11.4-16.7) Median OS, months NR (NR-NR) NR (NR-NR)
HR. (95% CI), p-value 0.46 (0.34-0.62), p<0.0001 HR. (95% Cl) 0.61(0.33-1.13)

Leonard et al. J Clin Oncol 2019;37:11838-99




MAGNIFY

Randomised Phase [l trial of R-Len maintenance vs R maintenance after R-Len induction in 393 patients with R/R FL, MZL or MCL

(NCT01996865)
Common (25%) Gr 3—4 AEs during R-Len induction (n=391) Response during R-Len induction (n=393)
% Gr 34 el PR mCR/CRu
Any 68 e
3
Neutropenia 36 - e
T
@
Leukopenia 7 5 40
Thrombocytopenia 6 20
Fatigue 5 0 r & 2
P P 4 /.\‘ ,'-Ip & P -~ /q-'
‘4 ‘d \E\ ‘ ' '\\ (,(‘ ‘a v
| | _ B _ &0 q\p & @d@ &}e@ & \oﬁk Q@ﬁa? v&l‘?
« 372 patients (95%) had received prior R-containing regimens ﬁ\é’ & & & &@@ &@-’*
& & o¢ @ &
» 137 patients (35%) were considered R-refractory SR boﬁ © @0‘2’@
. _ _ S
« 139 patients (35%) discontinued R-Len early (AEs: n=52, » Median DoR: 39.0 months in all patients, 35.8 months in
13%; PD: n=45, 11%) R-refractory and NR in not R-refractory
Median follow-up: 23.7 months (range: 0.6-57.8) Andorsky et al. ASCO 2020
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Mogliches Therapiemanagement bei Spatrezidiven

Ausschluss Transformation \

Erstlinie Bendamustin Erstlinie CHOP Geringe Tumorlast
Komorbider Patient

N |

R-CHOP ,watch & wait"
BR R-Len (R?) BR Rituximab mono
OB OB R?

Bestrahlung

N S

CD20-Erhaltungstherpie
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Mogliches Therapiemanagement bei POD24

Early progression after

4
CT

surgic

A4

FL

Grade 1-3a

Prioritise clinical Yes

trial options

'

Mo

Targeted therapies

+ | enalidomide + Rituximab
* Idelalisib (two lines refractory)

| biop

Cellular therapy candidate?

Large cell
transformation

Treatment similar to
R/RDLBCL

Clinical trial candidate?

Mo
Yes

v

Anthracycline-naive?
Mo l

Yes

'

|

O-Benda/R-GDP/R-DHAF

v

CT response?

¢ Yes

Mo

HDT/ASCT

In Anlehnung an Casulo and Barr. Blood 2019;133:1540-7
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Tazemetostat

Single-arm Phase |l trial of tazemetostat in 99 patients with R/R FL and =2 prior lines (NCT01897571)

AE summary in modified ITT population (n=99) IRC-assessed response in modified ITT population (n=99)
N (%) Treatment-related =PR mCR
AE 80 (81) 100 -
Gr 3-5 AE* 80 -
Thrombocytopenia 3(3)
Neutropenia 3(3) e 80 -
Anaemia 2(2) 2
[
@
SAE 4 (4) E 40 -
Gr 5 (fatal) AE 0 20 4
AE leading to discontinuation of
5 (5)
treatment 0

EZH2mut (n=45) EZH2WT (n=54)

+ Median DoR: 10.9 months in EZH2™ and 13.0 months in

WT
Median follow-up: 22.0 months in EZH2™t cohort and 35.9 months in EZH2WT EZHZ
cohort; *listed Gr 3—5 AEs are those with incidence 2% Morschhauser et al. Lancet Oncol 2020;21:1433-42
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Mosunetuzumab

Open-label Phase I/Ib dose-escalation and dose-expansion study of mosunetuzumab including 62 patients with R/R FL

(NCT02500407)
AE summaryin R/R FL cohort (n=62) Response in R/R FL cohort (n=62)
Any Any related =PR mCR
AE 60 (96.8) 45 (72.6) 100 -
Gr 3-5AE* 42 (67.7) 22 (35.5) 80 -
Neutropenia 14 (22.6) 10(15.1) -
Hypophosphataemia 13(21.0) 13(21.0) = g0 A
Anaemia 4 (6.5) 1(1.8) %
s 40 -
SAE 22 (35.5) 9 (14.5) o
Gr 5 (fatal) AE 1(1.6) 1 (1.8)t 20 1
AE leading to 0
discontinuation of 5(8.1) 4 (6_5}1 AllR/RFL Refractory Double POD24 PI3Ki Prior
treatment (n=62) tolastline refractory (n=29) refractory  CAR-T
(n=46) (n=38) (n=13) (n=4)
+ 11/62 patients (17.7%) with CRS; all events (n=13) in C1 * Median DoR: 20.4 months in all pts and 21.0 months in all
and Gr1orGr2 CR pts

*Listed Gr 3-5 AEs are those with incidence 25%: Tpneumonia; fpneumonia, neutropenia,
arthritis and alanine aminotransferase increased Assouline et al. ASH 2020

UNIKLINIK
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ELARA: Tisa-Cel beim r/r Follikularem Lymphom

PFS

2 100 - e 100-

g g

= 80 @ 801

h o

s 8

> 601 > 60

w w

Y . . S . .

o Censoring times o o Censoring times o

> 40  Allpatients (N=94) —&— > 401 Al patients (N=94) —&—

= Number of events (n) = Number of events (n)

e} - Ke) 5

© 20 All patients: 26 g 20 All patients: 3

'8 Kaplan-Meier medians =) Kaplan-Meier medians

E All patients: NE months, 95 % CI (12.1-NE) E All patients: NE months, 95 % CI (NE-NE)
0- 0-

T T T T T T T T T T 1 T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12

Time (mo) Time (mo)
No.-at risk No. at risk
All patients 94 91 72 53 37 24 12 2 1 1 0 All patients 94 93 920 82 48 34 27

 Median PFS (95% CI, 12.1-NE) and OS (95% CI, NE-NE) were not reached
» 6-month PFS was 76% (95% CI, 65-84)

AESI (within 8 weeks of infusion) All grades, % Grade 23, %
Cytokine release syndrome?' 48.5 0
Neurological adverse reactions ©)8 1.0
Infections 18.6 5.2
Tumor lysis syndrome 1.0 1.0
Prolonged depletion of B cells and/or 10.3 0

agammaglobulinemiaP

Hematologic disorders including

cytopenias
Neutropeniacd 30.9 27.8
‘ Anemiac 24.7 13.4

Thrombocytopenia® 16.5 9.3

14 16 18 20

12 5 2 0

Schuster S.J.,et al, Abstract 7508, ASCO 2021



ZUMA-S: Axi-Cel beim r/r Follikularen Lymphom

Indolente Non-Hodgkin-Lymphome | Ergebnisse

Duration of Response Progression-Free Survival Overall Survival

o — o} e
1 F—

£ i
# ;801 | " 801
g } - L.
] |
% 801 601
. : i
s 401 401 3 00
3 §
s a0 Median Follow-Up Median DOR  18-month Rate 20 Median PFS 18-month Rate 20 Median OS5 18-month Rate
(range), me (95% CI), mo (95% CI), mo E (95% CI), mo (95% CI), ma | [95% CI), mo (95% CI), mo
0 01 01 J : |
i . e | e e ot e R
0 2 4 6 8 10 12 14 16 18 20 22 28 2% 0 2 4 6 B8 1012 14 16 18 20 22 24 26 28 024 6 8101214161820222426283032343638
No. at Risk Mianthe No. at Risk Monthe No. at Risk Monthe:
With With With
POD24 S6 50 41 35 35 33 28 26 24 10 10 10 1 O POD24 &1 56 46 42 35 33 32 28 24 20 1010 5 O© POD24 415959565553524847443931231914614104 2 O
Withowt Withowt Without
POD24 34 34 34 21 31 30 26 25 2312 11 9 O POD24 37 34 34 32 31 30 286 26 24 20 1111 & O POD24 373737373635323131302523149 53 21 0

* With median follow-up of 17.1 months and 17.5 months at data cutoff, responses were
ongoing in 52% of efficacy-evaluable patients with POD24 and 70% of those without
POD24, respectively

EHA 2021: Jacobson, CA etal, S2130UTCOMES IN ZUMA-S WITH AXCABTAGENE CILOLEUCELIN PATIENTS WITH RELAPSED/REFRACTORY INDOLENT NOM-
HODGKIN LYMPHOMA WHOQ HAD THE HIGH-RISK FEATURE OF EARLY PROGRESSION AFTER FIRST CHEMOIMMUMNOTHERAPY

UNIKLINIK
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Jacobson C.A,, et al., Abstract S213, EHA 2021



Wie werden neue Behandlungen die Therapielandschaft verandern?

1L induction Optional maintenance/ First 2L+
treatment consolidation relapse treatment

- R-chemo*
- R maint - G-chemo*
(if R-chemo) » Ror G mono

N . G maint - Ibritumomab tiuxetan
FL requiring - G- or R-chemo* (if G-chemo) R (selected)
treatment - R monotherapy + HDT-ASCT

. - R consolidation
- Radiotherapy (if R) « Allo-SCT

(highly selected)

Is
Bisp + R-ch ? .

isp chemo double-refractory)
No Bisp monotherapy?

response =
Bisp + Len?

Bisp + R-chemo?
CAR-T therapy?
Tazemetostat?

Tafasitamab?
Further PI3K inhibitors?

Vielen Dank!

Optional consolidation/
extended dosing

+ R maint
+ G maint (R-ref)

Further
relapse

Maintenance not

advised for pts who
relapsed during their
first maintenance
period
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