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Kapitel 1

Wie konnen wir den Verlauf eines Patienten mit FL besser
prognostizieren?

m Prof. Dr. med. Kai Hiibel
Kompetenznetz
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Combining PET/CT and ctDNA Assessments at 6 Months from Induction
Treatment Better Predicts Outcome in Previously Untreated Patients with
Follicular Lymphoma: A Relevance Ancillary Lysa Study

Abstract #170

Alexis Claudel et al.

m Prof. Dr. med. Kai Hiibel
Kompetenznetz
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Design und Methoden (RELEVANCE-Studie)

Rituximab
Y R? maintenance .
maintenance

CR, CRuy, PR

> Rituximab maintenance

Samples
Sollerted PB (serum) PB :(serum)
| | % N=141
Imaging TEP/CT TEP/CT
Randomization W24
Morschhauser et al,
: : e NEIM 2018
12/08/2023 Alexis Claudel - 2023 ASH Meeting, San Diego
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PFS: PET/CT positiv vs PET/CT negativ
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PFS: ctDNA positiv vs ctDNA negativ
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PFS: PET/CT kombiniert mit ctDNA
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Kapitel 2

Bispezifische Antikorper beim FL

m Prof. Dr. med. Kai Hiibel
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Mosunetuzumab Monotherapy Continues to Demonstrate Durable Responses
in Patients with Relapsed and/or Refractory Follicular Lymphoma after >2 Prior
Therapies: 3-Year Follow-up from a Pivotal Phase Il Study

Abstract #603

Stephen J. Schuster et al.

m Prof. Dr. med. Kai Hiibel
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Dauer des Ansprechens

DOR (July 2022 vs May 2023 data cut-off) DOR for CR vs PR (May 2023 data cut-off)
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30 233 0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34
Time (months)

L} L]
Q 3 6 9 12 15 18 21 24 27
Time (months)

Patients at risk Patients at risk
July2022 70 62 52 48 42 38 30 25 & S5 3 3 CR 54 53 52 48 45 44 43 42 41 38 37 34 26 25 24 23 23 15
May2023 70 62 52 48 43 41 38 36 26 25 23 21 FR 16 12 8 4 3 3 NE NE NE NE NE NE NE NE NE NE NE NE
n=70
Median DOR, months (95% CI)* 35.9 (20.7-NE) Median DOR in patients with CR, months (95% CI); n=54* 35.9 (NE-NE)
30-month DOR rate, % (95% CI)! 56.6% (44.2-68.9) Median DOR in patients with PR, months (95% CI); n=16* 4.0 (2.5-6.7)

72.7% (95% CI: 60.8-86.8) of patients with a CR are estimated to remain alive and

progression-free 30 months after their first response

*‘Responders per INV assessmant. '368-menth DOR data are not avadable as this analysis was conducted from the first response assessment, therefore the landmark analysis is shorter for
the duration cutputs.

m Prof. Dr. med. Kai Hiibel
Kompetenznetz — X
Maligne Lymphome 65th ASH Meeting 2023 Uniklinik K6In Seite 12




PFS und OS
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N=90
NR (NE-NE)
82.4% (73.8-91.0)

Robust and stable progression-free and overall survival rates at 3 years

OS, overall survival, PFS, progression-free survival.
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Folgetherapien

n, unless stated N=90 5 patients received mosunetuzumab retreatment

Median TTNT, months (95% CI) 37.3 (18.0-NE)
Response to mosunetuzumab

Any new anti-lymphoma therapy 36 (40%) retreatment; n

New systemic treatments 35 (39%) CR 3 (60%)
Chemo +/- immunotherapy 20 (22%)

. . s . 10 110/ PR 0

PI3K inhibitors +/- immunotherapy (11%)
CAR T-cell therapy 9 (10%) SD 2 (40%)
BTK inhibitors +/- venetoclax 5 (6%) PD 0
Lenalidomide +/- immunotherapy 4 (4%)

Radiotherapy 9 (10%)

Excision of tumor 2 (2%)

Allogeneic stem cell transplant 2 (2%)

Autologous stem cell transplant 2 (2%)

BTK, Bruten tyrosine kinase; CAR, chimeric antigen receptor; chemo, chemotherapy; PD, prograssive disaase;
P13K, phosphoinositide 3-kinase; TTNT, time to next therapy or death.

m Prof. Dr. med. Kai Hiibel
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B-Zell-Depletion und —Erholung

CD19+ B cells*
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*CD19+ B cells were monitored by flow cylomelry at C1, C2, C4, and C8, and every 3 months during follow-up or unti
progression or next lymphoma treatment. The lower Emit of quantitation was 5 cells/pl and the lower Bmit of normal was
70 calls/pl. Depletion was analyzed in all patiants with a pre-dose and at least one on-trealment sample. Recovery was

analyzed in patents with a CR and at least one follow-up sample.

Kompetenznetz

Maligne Lymphome 65th ASH Meeting 2023

Prof. Dr. med. Kai Hiibel
Uniklinik Koln

« Peripheral blood B-cell depletion
following treatment with mosunetuzumab
occurred rapidly by the initiation of C2
dosing in all patients (n=74)

« Time-to-event analysis in patients with

end-of-treatment (C8) and follow-up
samples (n=38) was performed to
assess B-cell recovery

Median time to recovery to quantitative
levels was 18.4 months (95% CI: 12.8-25.0)

Median time to recover to the lower level of
normal was 25.1 months (95% CI: 19.0-NE)
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Ubersicht: CD20xCD3 bispezifische AK beim r/r FL

Odronextamab Mosunetuzumab Epcoritamab
Quelle Villasboas et al., ASH 2023 Schuster et al., ASH 2023 Linton et al., ASH 2023
medianes F/u 26,6 month 37,4 month 17,4 month
Anzahl pts 128 90 128
med. Vortherapie 3(2-13) 3(2-10) 3(2-9)

refr. to last treatment / POD24

73% | 50%

69% / 52%

69% [ 42%

T
ORR/CRR 80% / 72% 78% |/ 60% 82% / 63%
mDOR / 21,7 month 36 month NR
2y-DOCR-rate 48% 63% N/A
PFS/ mPFS 20,7 month (17-26) mMPFS: 24 month (12-NR) mPFS: 15,4 month
oS 3y-0S-r: 63% 3y-0S-r: 82,4% (74-91) NR
ICANS / AEs = Grad 3 1% [ 78% (cML 2023) 4% | 70% 6% / NA
CRS/CRS = Grad 3 55% [ 1% 44% | 2% 67% I 2%

related Th.abbruch: AE

11,5% (1cML 2023)

4%

19%

Angaben zu Infektionen
Angaben zu fatalen TEAEs

2 Grad 3: 36%, Grad 5: 10%
2 pts

serious: 17%, Grad 3/4: 14%*
0

treatm-related: 40% COVID-19
13 pts (10%)

Prof. Dr. med. Kai Hiibel
Uniklinik K6In Seite 16
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Kapitel 3

CAR-T-Zellen beim FL

m Prof. Dr. med. Kai Hiibel
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Real-Word Experience of CAR T-Cells in Patients with Relapsed/Refractory
Follicular Lymphoma : A Descart Registry Analysis from the Lysa

Abstract #296

Loic Ysebaert et al.

m Prof. Dr. med. Kai Hiibel
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Patienten-Charakteristik

Patient population = e
G o e
48

~ [85.7%) Lenalidomide 15 (21.4%)

Immuno)-chemotherap 22 {31.4ﬁi
. 62(34:79) Other 4  (57%)
Disease status before CAR-T
7 e
. et 5 (12.2%)
13 (31.7%)
6 (14.6%)
2 e 6 (290%)
7 1 {24%)
53 (77.9%) Yes S . 44 (62.9%
18 (»X LY I Time from leukapheresis to
__Missing = . 2 infusion, Median ) - 41 37-55
Nb or prior lines of therap *se384300 8l CAR T Imsoe
3 (2:9)
70 (100.0%)
31 (44.3%)
33 47.1% .
Bispecific anti-CD3 anti- 9 }11915; Tisa-Cel: n=62
=020 CCol- n=
Prior autologous transolant 31 (44.3%) Axi-Cel:  n=38

Bachy et al. ASH 2023, Abstract #2956

m Prof. Dr. med. Kai Hiibel
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Seite 19

Maligne Lymphome ~ 65th ASH Meeting 2023 Uniklinik KéIn



Ansprechen

£ ORR

N=70 _
Best ORR"
_Best ORR (CR/PR) |

Best ORR (CR/PR 67 (95.7%)
95% CI [88.0% ; 99.1%)]
|
Best CRR 60 (85.7%)
[75.3% ; 92.9%]

*defined o= the best response according to the Lugano 2024 diazsification at 1,
3 or & months

Abbraviations: ORR, cverall response rate; CRR, complete response ate; CR ORR CRR
complete rasponss. PR, partial response

Bachy et al. ASH 2023, Abstract #¥256
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PFS und OS
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Bachy et al. ASH 2023, Abstract #296
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Toxizitat

N=70

Cytoklne release syndrome

52 (74.3%)
S1 . (72.9%)
0 1 (14%)
19 (27.1%)
AC : 16 | (22.9%)
Grade 3-4 3 (43%) |
Macrophage Activation 0 (0.0%)

Syndrome (MAS) (any grade)

Persistent grade 23 cytopenia (>1
month

6 8:6%)

Thrombocytonepenia 13 (18.6%)
Neutropenia 35 (50.0%)

Bachy et al. ASH 2023, Abstract #296 11
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Phase 2 Study Primary Analysis of Lisocabtagene Maraleucel as Second-Line
Therapy in Patients with High-Risk Relapsed or Refractory Follicular Lymphoma

Abstract #602

Franck Morschhauser et al.

m Prof. Dr. med. Kai Hiibel
Kompetenznetz
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TRANSCEND FL-Studie: Design

Key FL eligibility criteria PET-positive c—H1
- Age > 18 years Leukapheresis disease reconfirmed Day 29 |5': : I
*R/RFL 1 { Il
= - Follow-up
- 3L cohort Liso-cel E)| - On-study: 5 years
- 2L cohort (POD24 manufacturing Lymphodeplftion Liso-cel Long-term
and/or mGELF)® FLU 30 mg/m‘ and oy e First disease (NCT03435796):
« FL histologically confirmed e R Ll CY300mg/m’ x 3 days SR : ‘UC"}R ¥ cells assessment up to 15 years after
< 6 months before screening (2-7 days after LDC) liso-cel infusion
with PET-positive and
measurable disease
* Received combination of Primary endpoint (efficacy set)
:{':;i:tl’;o antibody and « ORR (BOR of CR or PR) per IRC by PET/CT per Lugano 2014 criteria’
<ECOG PS s 1 Secondary endpoints :
« Adequate organ function * CR rate, DOR, DOR if BOR is CR, and PFS per IRC by PET/CT per Lugano 2014, and OS
L = Safety, cellular kinetics, HRQOL; B-cell aplasia (exploratory)

« Study endpoints of ORR and CR rate were tested hierarchically with null hypotheses in the following order at 1-sided a = 0.025 significance:

— Sequence 1: 3L+ FL (ORR = 60%), 4L+ FL (ORR < 50%), 3L+ FL (CR rate =< 30%), and 4L+ FL (CR rate < 20%); sequence 2: 2L FL (ORR < 50%) and
2L FL (CR rate £ 19%)

ClinicalTrials.gov identifier: NCT04245839.
POD24 was defined a: progression within 24 months: of diagnosis after treatment with an anti-CD20 antibody and an alkylating agent within the first & months of initial FL diagnosis. Patients who did not meet

critena of POD24 had to meet at least 1 cnterion of the mGELF criteria (symptoms attributable to FL; threatened end-organ function, or cytopenia secondary to lymphoma or bulky diseate [single mass » 7 cm, or
3 or more masses > 3 cm|; splenomegaly; or steady progression cver at least & months). 3L, third line; 4L+, fourth line or later; BOR, best overall response; CY, cyclophosphamide; DOR, duration of response; FLU,
fludarabine; HRQOL, health-related quality of life; IRC, independent review committee; mGELF, modified Groupe d'Etude des Lymphomes Folliculaires. 1. Cheton BD, et al. J Clin Oncol 2014;32:3059-3068. 3

Morschhauser F, et al. ASH 2023 [Presentation #602]

m Prof. Dr. med. Kai Hiibel
Kompetenznetz
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TRANSCEND FL-Studie: Patienten-Charakteristik

2L FL ) 3L+ FL
(n = 23) (n =107)
Median (range) age, y 53 (34-69) 62 (23—-80)
Male, n (%) 17 (74) 66 (62)
FL grade 1 or 2 / 3a at screening,® n (%) 17 (74) / 6 (26) 81 (76) / 25 (23)
Ann Arbor stage at screening, n (%)
Stage I/l 6 (26) 12 (11)
Stage lII/IV 17 (74) 95 (89)
FL International Prognostic Index at screening, n (%)
Low risk {(0—=1) / intermediate risk (2) 11 (48) / 4 (17) 12 (11) /7 34 (32)
High risk (3—5) 8 (35) 61 (57)
LDH > ULN before lymphodepletion, n (%) 6 (26) 47 (44)
Met mGELF criteria at most recent relapse, n (%) 16 (70) 57 (53)
Symptoms attributable to FL 6 (26) 13 {(12)
Threatened end-organ function/cytopenia secondary to lymphoma/bulky disease 7 (30) 24 (22)
Splenomegaly 0 4 (4)
Steady progression over at least 6 months 3(13) 16 (15)
Median (range) prior lines of systemic therapy 1(1-1) 3 (2-10)
Prior HSCT, n (%) 0 33 (31)
Received prior rituximab and lenalidomide, n (%) 0 23 (21)
Refractory to last systemic therapy,® n (%) 15 (65) 72 (67)
Double refractory (anti-CD20 and alkylator),* n (%) 11 (48) 69 (64)
POD24 from initial immunochemotherapy, n (%) 15 (65) 58 (54)
POD24 from diagnosis, n (%) 12 (52) 46 (43)
eceived bridging therapy, n (%) 5122) 44 (41)
*One patient with 3L+ FL had unknown grade of FL at screening; "Defined a2 progression or stable diseace while on last line of therapy or within & months of completing the last line of therapy; “Patients whose
disease was refractory to both an anti-CD20 antibody and an alkylating agent or refractory to anti-CD20 maintenance therapy. 5

Morschhauser F, et al. ASH 2023 [Presentation #602]

m Prof. Dr. med. Kai Hiibel
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TRANSCEND FL-Studie: Therapieansprechen

100

Best response per IRC, %

90
80
70
60
50
40
30

20 4

10

o | ame
96% 96%

2L FL efficacy set (n = 23)

n=22 n=22
(95% Cl, 78.1-99.9) (95% ClI, 78.1-99.9)
P < 0.00012 P < 0.0001®
4%
PR sD PD Not evaluable

“One-sided P value (H, of ORR z 50%; H, of CR rate = 19%).
Hy, null hypothesis; SD, stable disease.
1. Morschhauser F, et al. Hematol Oncol 2023;41(suppl 2):877—880.

Kompetenznetz
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65th ASH Meeting 2023

Morschhauser F, et al. ASH 2023 [Presentation #602]

Prof. Dr. med. Kai Hiibel
Uniklinik Koln

Primary and key secondary
endpoints were met
All null hypotheses were rejected

ORR was 96%, with all responders
achieving CR

In patients with 3L+ FL'
« ORR =97%
* CRrate = 94%
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TRANSCEND FL-Studie: Dauer des Ansprechens

Proportion of patients in response

MNo. at risk (censored)
ZL FL

1'0 1 -J' I. L LA
0.9 - = I - e
0.8 1 !
0.7 7
0.6 1
0.5 1
0.4 - Median DOR  12-month DOR Median DOR
0.3 A NR 89.8% NR
0.2 - (95% Cl, 19.3—NR) (95% Cl, 64.8-97.4) (95% €I, 18.0~NR)
0.1 - =) Median follow-up: 16.8 months
0.0 - : : J . . . .
0 3 6 9 12 15 18
Time from response (months)
22 (0) 22 (0) 21 (0) 21 {0) 16 (4) 13 (3) 3 (10)
98 (D) 91 (1) 83 (1) 77 (5) 62 (12) 49 (12) 8 (40)

== 2L FL (n = 23)?
3L+ FL (n = 101)2

=

81.9%
(95% CI, 72.5-88.4)

Median follow-up: 16.6 months

Twenty-two of the 23 patients with 2L FL were responders; 98 of the 101 patients with 3L+ FL were responders.

NR, not reached.

Kompetenznetz
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TRANSCEND FL-Studie: Nebenwirkungen

2L FL
(n = 23)

3L+ FL
(n = 107)c

Neutropenia - 61% ! 60% 66%
CRS - 52% 1% 59% TEAEs in 2L vs 3L+ FL
Headache - 28%
Fatigue - 30% 11% « 61% vs 78% with grade = 3 TEAEs
Diarrhea - 26% 15% : ;
Al 22% 4% BT 41% « 17% vs 26% with serious TEAEs
Lymphopenia 1 22% 4’; ERR 14% « Most common grade = 3 TEAE was
Abdominal pain 1 22% 4% neutropenia (52% vs 60%)
Constipation - 17% 21% _ _
ket 17%"° I 10%  13% = 1 (4%) vs 5 (5%) with febrile
Back pain 17% 5%, neutropenia
Thiomectopatia 3 » Grade 2 3 13% IDE— Ab *Grade > 3 « There was no grade 2 3 CRS in 2L FL
Increazed bleod creatinine All grade 13% 3% All grade
Dizziness - 13% 3%
100 80 60 40 20 0 20 40 60 80 100

TEAE incidence, %

“TEAE period was defined as the time from initiation of liso-cel administration through and including study Day 90; All cases of leukopenia in 2L FL were grade = 3; “Only TEAEs that occurred
in = 10% of patients with 2L FL are shown for 3L+ FL.
CRS, cytokine release syndrome; TEAE, treatment-emergent adverse event. 10

Morschhauser F, et al. ASH 2023 [Presentation #602]

Prof. Dr. med. Kai Hiibel
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Zusammenfassung | Take-Home-Messages

* Die Kombination aus PET/CT-Ergebnissen und Bestimmung der ctDNA kann wichtige
Informationen zur Prognose der Patienten liefern, insbesondere hinsichtlich POD24.

* Die 3-Jahres-Daten zu Mosunetuzumab bestatigen die initialen Studienergebnisse.

* Im Vergleich verschiedener bispezefischer Antikdrper deuten sich Unterschiede z.B.
im PFS oder der Abbruchrate an.

* Erste,real-world-Daten” zu Tisa-Cel und Axi-Cel bestatigen die Ergebnisse der
Zulassungsstudien.

* In einer Phase-Il-Studie zeigt Liso-Cel eine gute Effektivitat bei Risiko-Patienten in der
Zweitlinie.

m Prof. Dr. med. Kai Hiibel :
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Die Kurzprasentationen sind online unter

www.lymphome.de/ash2023
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