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Indolent Lymphoma

Schmidt, Leuk Lymph 2014
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Follicular lymphoma o
ESMO/EHA therapeutic algorithm

Low tumour burden

Stage /1l Stage llI/IV

v
4 v A
SR I Watch-and-wait [I, A]
+/- rituximab
[Il, B] In selected cases:
Rituximab th I, C
In selected cases: tuximab monotherapy i, C]
Watch-and-wait b g
Rituximab monotherapy
INRT 2x2 Gy
[, B]
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Dreyling, Ann Oncol 2021



KLINIKUM

GAZAI
Multi Center Phase 2 Study
max. 93 patients
PET- and
morph. PR/CR FU
W18 . .
PET 4| | W4 w7 || ws W9 W12, W16 FDG. primary endpoint
-)|<_ Obinutuzumab | | CT Obinutuzumab | | 2x2 Gy | | Obinutuzumab secondary endpoints
5 lever |
L
— a PET+ or W20-23 | |
8 morph. SD 18x2 Gy
o
secondary
W1-4 W7 w8 W9 W12, W16 W18 .
PET - | | Obinutuzumab | et | | obinutuzumab | | 2x2 Gy | | Obinutuzumab | | CT/MRT# FU endpoints

# = only in case of initially enlarged PET negative lymph nodes

Kdnig et al, Trials, 2019

« = centrally reviewed



FORTplus KLINIKUM

Non-inferiority design

W9-12
Rituximab
W1-4 w7 >
Rituximab CT WO-12
12x2 Gy
W18
2 x 50 Patienten FDG-
PET/CT*

FU

wWi1-4 W7 W8 W9 W12, W16
= Obinutuzumab [T} CT Obinutuzumab [| 2x2 Gy [| Obinutuzumab [ i

FDG--PET/CT*
Einschluss

* = centrally reviewed



Follicular lymphoma

KLINIKUM

-

NV
Prognosis
Stage®
FLIPI 1-2
Grade

-

AV
Symptoms
No symptoms
Mild symptoms
Life-/organ-threatening

Choose among

L

A4

Patient priority
Long remission
Better quality of life

-

WV

Asymptomatic cases:

Watch-and-wait [l, A]

Titel | Abteilunc
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Mild symptoms:
Non-ChT treatment [lll, C]
Rituximab [lll, B]

Dreyling, Ann Oncol 2020 March

High tumour burden:

ImmunoChT
(G/R-B, G/R-CHOP, G/R-CVP) [I, A]

Consider:
Antibody maintenance (or radioimmunotherapy) [l, B]

In selected cases:
Rituximab-lenalidomide® [l, C] 6
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CHEMOTHERAPY VS TARGETED THERAPY:

6 x Obinutuzumab
Week 1,2,3,5,9,13

6 x Obinutuzumab
Week 1,2,3,5,9,13
+
4 x Bendamustine
week 1.5,9,13

KLINIKUM

GABE STUDIE

1L2-61 Yoam je buibelg

Obinutuzumab
d1, every 8 weeks (x4)

(week 21-45) 8
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(17}
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Obinutuzumab ©

d1, every 8 weeks (x4) <
(week 21-45)

- Observation for survival, secondary
malignancies, transformation



Follicular lymphoma

ESMO/EHA therapeutic algorithm

ImmunoChTe [lI-B]
CR/PR: discuss antibody maintenance [lI, B]

In selected cases:
Rituximab monotherapy [lll, C]
ASCT (early relapses, transformation) [Il, B]

Rituximab-lenalidomide® (early relapses) [ll, B]

ImmunoChT® (long prior remissions) [lll, C]
Rituximab monotherapy [lll, C]
Rituximab-lenalidomide® [Il, B]

In selected cases:
ASCT (early relapses, transformation) [l, B]

Dreyling, Ann Oncol 2021 March
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First relapse/progression

Later relapse/progression

ImmunoChTe [lI, B]
CR/PR: discuss antibody maintenance [ll, B]

In selected cases:

Rituximab monotherapy[lll, C]
Radioimmunotherapy
Rituximab-lenalidomide® (early relapses) [, B]

ImmunoChT¢ (long prior remissions) [lll, C]
Rituximab monotherapy [lll, C]
Rituximab-lenalidomide?® [ll, B]

In selected cases:
Radioimmunotherapy [lll, C]
Idelalisib (double refractory) [lll, B]

KLINIKUM



Relapsed Follicular lymphoma KLINII(UM

Copanlisib plus R Lenalidomid plus R
A A
100+ — Copanlisib plus rituximab 1.0+
0 — Placebo plus rituximab 0.9
901 HRO:52 (95% CI 0:39-0-69); p<0-0001
80 0.8 -
ig 70 —%‘ 0.7
Z 2 06
E 60 = 05 Lenalidomide + rituximab
@ =] . +
o - [ ST
& 5 = i L
: o U4 s S
§ 407 & 0.3 4 s, S, Placebo + ritwdmaks
%1 30- 0.2 b e e e = ==
« ] Hazard ratio for progression or death 0046 (BE% CI, 0.34 to 0.62)
20 0.14 FP<0.0007
104 T T T T T T T T
. 0 3 12 18 24 20 36 42 48
) 1 2 8 u 0 % 2 8 5 60 Time Since Random Assignment (months)
Number at risk No. at risk:
(number censored) Lenalidomide + ritwdmab 178 148 124 91 ] £ 20 7 0
Copanlisbplusrituximab  307(0)  204(67)  146(97)  88(125)  49(149) 31(164) 15(175  6(183)  2(18)  0(18))  0(189) TELIHE
Pacopbsrivimay 1510) Q6 SN B9 1666 860 36D  16) 06y 06y 064 Flacebo + iwdmab 180 132 - - a0 % 10 : o
OR 81%, CR 34% OR 78%, CR 34%.
Median PFS 21,5 vs. 13.8 months Median PFS 39 vs. 14 months
HR 0,52 [95% CI 0-39-0-69]; p<0-0001 HR 0.46 (95% CI, 0.34 to 0.62; p= 0.001)

Matasar Lancet Oncol 2021 Leonhard JCO 2019



ALTERNATIVE-C Flowchart

" Screening ‘L INDUCTION THERAPY [ CONSOLIDATION THERAPY

[ — J

week=z (approx.)
months
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Copanlisib

Obinutuzumab

Efficacy Evaluation

MRD
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Follicular lymphoma

high-risk

L. 2 2 N R N _E 3 B B N R 3 N B § B 3 § N B N B X N § N N X N § ] 0-8

individual coefficients
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clinical gene mutations

Pastore, Lancet Oncology 2015
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Relapsed Follicular lymphoma KLINIKUM

EZH

100+

75

504

25—

-25—

-50—

_75_

Change in tumour volume from baseline (%)

-100-

-110

2-inhibitor: Response rates

B Best response of partial response or complete response
¥ Treatment ongoing
@ Best response of progressive disease

----------------------------------------------------------------------------------- N Progressive

o disease
) Stable
disease
...................... 2 -J Partial
hlh 2 pa response
) : " : ML
: ; - m LD
[ | [ ] a — S

[ ]
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| |

Patients (n=45)

MORSCHHAUSER, LANCET ONCOL 2020
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Relapsed Follicular lymphoma KLINIKUM

Follicular lymphoma (FL) remains an incurable disease
despite available therapies

Patients with FL having received 22 prior systemic
therapies typically have a poor prognosis?

Mosunetuzumab mechanism of action

T-cell activation
R —

Immune synapse
formation

High-risk subgroups include patients who:

é Granzyme & o =
—Have progression of disease within . F'.o.rrorinl .
24 months of frontline treatment ]I ¢
(POD24)? CD20 ere.

CD3 . )
¢” I
A -

-

=Are refractory to both a prior anti-
CD20 antibody and an alkylating agent -
(double refractory) m?fm Tumor cell death

Mosunetuzumab is a full-length, fully humanized
immunoglobulin G1 CD20xCD3 bispecific antibody that
redirects T cells to engage and eliminate malignant B
cells

ASSOULINE, ASH2020: #702
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Relapsed Follicular lymphoma

KLINIKUM

Bispecific antibody (n=62)

100 =

7.0.4/1.0/2.8mg
80 * ORR: 42/62 (67.7%) ® 0.8/2.0/4.2mg
. 1.0/2.0/6.0mg
O 60+ * CR: 32/62 (51.6%) W 0.8/2.0/6.0mg
& 404 W 1.0/2.0/9.0mg
c  1.0/2.0/13.5mg
o 20+
g’ SD SD SD PD SD PR PD SD SD CR PR SD PR CRPR CRPR CRCRCRCRCRCRPRCRCRCRCRCRCRPRPRCRCRCRPRCRPRPDCRCRCRCRCRCRCRCRCRCRCRCRCR
m i ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
N
O -20+
X
— -40+
8 _______________________ L
mn -60+
-80-
100 = 50% reduction (dashed line) = criterion for PR based on CT

Patients

ASSOULINE, ASH2020: #702
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Relapsed follicular lymphoma KLINIKUM
Therapy: Role of CAR T-cells ?




Follicular lymphoma
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Alternative 1:
G-lbru
\4
G-lbru
maintenance

Relapse

medically non-fit:
G +/- Bendamustine

A

G maintenance

R2 +/- Tazemetostat

R2 +/- Tafasitamab

R2 vs Mosunetuzumab-R

KLINIKUM

16
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MZol Rekrutierung April 2021

544
487
418
332
234

2016 2017 2018 2019 2020 2021

566

Biosampling begonnen.
56 Patienten fortlaufend

(Wangenabstrich, DNA/RNA,
cfDNA)



DEUTSCHES
MARGINALZONEN-LYMPHOM-
REGISTER N
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PRSP

Universitatsklinik Ulm * Comprehensive Cancer Center * Albert-Einstein-Allee 11 * 89081 Ulm  Marginalzonen-Lymphom-Register

Comprehensive Cancer Center
Universititsklinik Ulm
Albert-Einstein-Allee 11
89081 Ulm
Studienzentrale
Tel. 0731 - 500 65801

0731 -500 65888

A\ ] Telefax. 0731-500 65822
Q Deutsche Krebshilfe E-mail: mzol register@uniklinik-ulm.de

HELFEN. FORSCHEN. INFORMIEREN.
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Registry

i

Clinical Trials

German
Lymphoma
Alliance

POLE-1

Pembrolizumab in Marginal Zone Lymphoma

OLYMP-1

OBINUTUZUMAB in MARGINAL ZONE LYMPHOMA

COUP-1 GLA:

C lisib and Rituximab in Marginal; L h

Treatment

Treatment

p— L Treatment e - .
Key eligibility criteria Induction (Cycle 1-6, 28 days cycle): Key eligibility criteria Cycle 1 {21 days cycle):
Trea;mer:rh;'azwf a':fsr:,\ipsed E_ﬂpalr\hs::::smﬂlkxt::vs 11 8,15 » Treatmentnaive and relapsed * Pembrolizumab:200 n:g IV fixed dose day 2
confirmed MZol. (N= ituximal mg/m? day canfirmed MZoL (N=56) * Rituximab: 375 mg/m? day 1, 8, 15

- nodal fextrancdal/splenic '
Maintenance - nodal/extranodal/splenic >

i Copanlisib: 60 mg/kg .v.fixed dose day 1 and day Cycle 2-18 (21 days cycle) or until progression
Mot eligible or refractory to local 8 every 8 weeks x 12 ® Inneed of treatment or non-tolerable toxicity:

therapy Rituximab: 375 mg/m? day 1 every 8 weeks x 12 * Noteligible or refractory to local + Pembrolizumab: 200 mg IV fixed dose day 1
therapy * Rituximab: 375 mg/m? day 1 every second

Key eligibility criteria Induction:
Cycle 1 (28 days cycle): Obinutuzumab (GA101)
1000mg i.v. fixed dose day 1,8,15

Cycle 2-6 (28 days cycle): Obinutuzumab (GA101)
1000mg i.v. fixed dose day 1

* Treatment naive confirmed MZol
(N=56)
- nodal/extranodal/splenic
* Inneed of treatment

In need of treatment.

Mot eligible o refractory tolocal Maintenance
therapy Obinutuzumab (GA101) 1000mg i.v. fixed dose
day 1 every B weeks for a maximum of 12

infusions

cycle

First line MZoL — single arm phase Il German Stud:
N A v First line MZoL - single arm phase Il German/Austrian Study

MZol - single arm phase Il German-ltalian Study



Waldenstroem KLINIKUM

Symptomatic WM*

Fit patient Unfit patient

Low tumour burden® High tumour burden® Low tumour burden® High tumour burden®

Oral fludarabine x 6 cvcles I, B]

DRC x 6 cvcles [lll. B
DRC x 6 cvcles llI. BI Ibrutinib 420 mg q.d. [IV, C]

BR x 4-6 cycles [ll, B] BR x 4-6 cycles [ll, B]

Rituximab x 8 cycles [lll, B] d
Ibrutinib 420 mg q.d. [IV, C] HDO G
Chlorambucil x 12 cycles

BDR x 5 cycles [lll, B] BDR x 5 cycles [lll, B]
VR x 6 cycles [lll, B] Ibrutinib [II, B]
Ibrutinib 420 mg q.d. [ll, B]

Ry
Kastritis, Ann Oncol 2018;29:iv41-50




Alliance

KLINIKUM
%%M ECWM-2 - Quartal 1l 2018 GLA

Lymphoma
first line WM — single arm phase Il

European Consortium for
Waldenstrdm’s Macroglobulinemia

/ Treatment \

Key eligibility criteria

Induction
Confirmed WM (N=53) * Bortezomib SC 1.6/m? d1,8,15 cycle 1-6
Measurable disease * Rituximab 375 mg/m2 IV cycle 1, 1400 SC
cycle 1-6

(serum IgM > 0.5 g/dL)

* lbrutinib 420 mg PO continuously

In need of treatment

ECOG PS status of 0—-2 Maintenance
° i H d
Genotyped for MYD88/CXCR4 Rituximab 1400 SC every 2" month x 12

\°Ibrutinib 420 mg PO continously /
Primary Endpoint: 1-year PFS

Sponsor: Ulm | 41 von 53 Patienten eingeschlossen
Participating countries: Germany, Greece, France

Activated: actively recruiting




German
Lymphoma
Alliance

Key eligibility criteria

* Confirmed WM (N=184)

* Treatment naive or
relapsed/refractory

* In need of treatment

* No prior treatment with

Study Flow — CZAR-1

<CWay

European Consortium for
Waldenstrom'’s Macroglobulinemia

/ 1:1 Randomization \

Stratification
* MYD88/CXCR4 mutations

* Number of prior regimens

PD
Follow-up for survival

1

ArmA
Carfilzomib/Ibrutinib
Oral ibrutinib 420 mg once daily until PD

Carfilzomib 20 mg/m? IV d1 cycle 1,
70mg/m? 1V d 8,15 cycle 1,
70mg/m2 1V d 1, 8,15 cycle 2-12,
70mg/m?2 IV d 1,15 cycle 13-24

BTK inhibitors or
ArmB
Carfilzomib k(o vs 21) Ibrutinib
Oral ibrutinib 420 mg once daily until PD
Primary Endpoint: Rate of CR/VGPR 12 months after start of treatment 1

Sponsor: Ulm

Participating countries: pan-European

Activation: Q1 2021

PD
Follow-up for survival



KLINIKUM

Studien in Indolenten Lymphomen

=Follikulares Lymphom:
- Frihe Stadien: Radiatio (2, 24 Gray) + AK (Rit, Obi)
- Erstlinie: Chemo-freie Konzepte (Alternative C: Copanlisib)
- Rezidiv: Ritux-Len, vs. Tazemetostat, CD19-AK, bispezifische AK

=Marginalzonen-Lymphom:
- Erstlinie: AK (Rit, Obi) +/- targeted Tx
- Rezidive: targeted Tx +/- AK

Waldenstroem:
- Erstlinie: Chemo-freie Konzepte (Ibrutinib: ECWM-2, ECWM-3)
- Rezidv: Ibrutinib-Kombinationen (CZAR-1)
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GLA/European MCL Network




